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FDA Approved Therapies for HER2+ BC (2023)

Trastuzumab
(metastatic)

Lapatinib

(metastatic)

Pertuzumab
(metastatic)
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(metastatic)

T-DXd

(metastatic >3L)

Tucatinib T-DXd
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Pertuzumab
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HER2- TKI
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Tucatinib: Mechanism of Action

Tucatinib is a HER2-specific TKI - 1000 fold more specific for HER2 vs EGFR

Tucatinib has been combined
with other agents that target
the extracellular domain of HER2 . @ The small molecule

in clinical trials. : tucatinib diffuses
ClReS e HER into cells

2

HER2/HER3

HER2/HER2

Binding
subdomain Il

Binding
subdomain IV

AT |
CINAuSE BT - @ Decreased HER2 signaling 1
J, i B ;»« - i b reduces tumor cell proliferation,
:inas? domain - 1 L8 5% L felﬁdi:elv binds - survival, and metastasis
ucatinib (PreT e u . tothe kinase

J

_domain of HER2

EGFR Inhibits activation
of downstream

signaling cascades .

Tueatinib —=
.

" Targeted cell *

EGFR: epidermal growth factor receptor; HER: human epidermal growth factor receptor;
MAPK: mitogen-activated protein kinase; PI3K: phosphoinositide 3-kinase
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Tucatinib

Key Eligibility Criteria
- HER2+ metastatic breast cancer

« Prior treatment with trastuzumab,
pertuzumab, and T-DM1

« ECOG performance status 0 or 1
- Brain MRI at baseline

« Previously treated stable brain
metastases

» Untreated brain metastases not
needing immediate local therapy

« Previously treated progressing brain
metastases not needing immediate
local therapy

= No evidence of brain metastases

*Stratification factors: presence of brain metastases
(yes/no), ECOG status (0 or 1), and region (US or
Canada or rest of world)

I‘vulv‘l @i Gl & § B A R H § Ee/al ww §iss =

Tucatinib + Trastuzumab + Capecitabine
(21-day cycle)

Tucatinib 300 mg PO BID

+

Trastuzumab 6 mg/kg Q3W (loading dose 8 mg/kg C1D1)

+

Capecitabine 1000 mg/m? PO BID (Days 1-14)

Placebo + Trastuzumab + Capecitabine
(21-day cycle)

Placebo
-+

Trastuzumab 6 mg/kg Q3W (loading dose 8 mg/kg C1D1)

+

Capecitabine 1000 mg/m2 PO BID (Days 1-14)

https://clinicaltrials.gov/ct2/show/NCT02614794
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HER2CLIMB: Results from Primary Analysis

HER2CLIMB met all primary and secondary endpoints

PFS by BICR Overall Survival PFS by BICR in pts
N=480* N=612 with brain mets
Risk of progression or Risk of death was Risk of progression or
death was reduced by reduced by death was reduced by
46% 34% 52%
95% Cl: 0.42 to 0.71, 95% Cl: 0.50 to 0.88, 95% Cl: 0.34 to 0.69,
P<0.001 P=0.005 P<0.001

PFS: progression-free survival; BICR: blinded independent central
review

*The primary endpoint of PFS was assessed in the first 480 patients
enrolled.
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HER2CLIMB: CNS Benefit in Patients with Brain Metastases

Pts with brain metastases Pts with active brain metastases

Risk of CNS progression or

Risk of CNS progression or
death was reduced by 68% in death was reduced by 64% in

patients with brain metastases

patients with active brain
metastases

survival 9.9 months 4.2 months 9.5 frichtha &1 fhonthe
(8.0, 13.9) (3.6, 5.7) (7.5, 11.1) (2.9, 5.6)
A 5.7 L A 5.4
months months

Risk of death was reduced by
42% in patients with brain

Risk of death was reduced by
51% in patients with active

metastases brain metastases
Overall :
survival Median 0S (95% Cl): Median OS (95% CI):
18.1 months 12.0 months 20.7 months 11.6 months
(15.5, NE) (11.2, 15.2) (15.1, NE) (10.5, 13.8)
A 6.1 A 9.1
months months

Tucatinib in combination with trastuzumab+capecitabine was FDA approved on April 17, 2020
for treatment of HER2+ MBC pts (including those with brain mets)
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T-DM1 vs T-DXd

Trastuzumab emtansine Trastuzumab deruxtecan
Structure £ 3 &
¥* ¥
#* ';l»
Antibody Trastuzumab Trastuzumab
Linker Non-cleavable Cleavable
Drug-antibody ratio 3.5:1 8:1
Cytotoxic moiety Maytansine derivative Exatecan derivative
MOA of cytotoxic moiety Microtubule inhibitor Topoisomerae 1 inhibitor
Diffusible cytotoxic moiety No Yes
Bystander killing effect No Yes
Targets HER2+ tumors Yes Yes
Targets HER2-low tumors No Yes
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DESTINY Breast01: Efficacy and Safety

Phase 2 trial that evaluated T-DXd in HER2+ MBC previously treated with

T-DM1

Change from baseline in tumor size

Best % Change From Baseline in the Sum

of Diameters of Measurable Tumors

-100 —

“7 n=168
20 1
0
20 | m ”l H” H” H” HH H” H’ H‘ HH ”H ‘”H HH ‘”H H” HH ”” ”” HH ””
-40
-60 — Confirmed ORR: 60.9%?
(95% Cl, 53.4%—68.0%)
-80 11 CRs

By independent central review.

The line at 20% indicates progressive disease; the line at -30% indicates partial response.
“Includes all patients who received T-DXd 5.4 mg/kg (intent-to-treat analysis; N=134).

Confirmed ORR (by ICR):

60.9% (95% Cl, 53.4%-68.0%)

Median DOR:

14.8 months (95% Cl, 13.8-16.9)

Median PFS:

16.4 months (95% Cl, 12.7-NE)

Most common TEAEs:

Gastrointestinal and hematologic,
generally low grade and

Important identified risk:

— — Nausea
Interstitial lung disease (ILD)

AE of special interest: ILD

Patients who received T-DXd 5.4 mg/kg (N=184)

Preferred Term, Any Grade/
n (%) Gradel Grade2 Grade3 Grade4 Grade5 Total
Interstitial

birigdlsesse 5(27) 15(82) 1(05) 0 4(2.2) 25(13.6)

Drug related; ILD was determined by the Independent ILD Adjudication Committee based on 44 preferred terms.

Among the 25 total events:
* Median time to investigator-reported onset was 193 days (range, 42-535 days)
* 17 of 20 patients with grade =2 LD received corticosteroids
« 7 patients recovered, 2 were recovering, 12 were either outcome unknown or not followed until resolution,
and 4 died
* Of the 4 fatal cases, onset was from 63-148 days, 3 received steroids as part of treatment, and death
occurred 9-60 days after diagnosis

Recommendations: Monitor for symptoms. Hold T-DXd and start steroids as soon as ILD is suspected

Trastuzumab deruxtecan (T-DXd) was approved by the
FDA on Dec 20, 2019 for treatment of HER2+ MBC after
>2 prior anti-HER2 regimens
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DESTINY Breast01: CNS Metastases Subgroup

Population
* >18 years of age

* Unresectable and/or
metastatic BC

* HER2 positive (centrally
confirmed on archival

tissue)
* Prior T-DM1

* Excluded patients with
history of significant ILD

= Stable, treated brain

metastases were allowe:

Endpoints

* Primary: confirmed ORR by independent central review per RECIST v1.1
* Secondary: investigator-assessed ORR, DCR, DOR, CBR, PFS, OS, PK and

safety

Efficacy in CNS mets subgroup

Intent-to-Treat Analysis

Confirmed ORR by ICR

CNS Subgroup

(n=24)

58.3% (n=14)
(95% Cl, 36.6%-77.9%)

All Patients
(N=184)

60.9% (n=112)
(95% Cl, 53.4%-68.0%)

/Patients were included if: \

They had brain metastases that were treated,
asymptomatic, or did not require therapy to control
symptoms

They had radiation, surgery, or other therapy

(including steroids or anticonvulsants) to control
symptoms more than 60 days before randomization
Brain imaging was performed every 6 weeks for

patients with a history of brain metastases /

Data Cutoff: August 1, 2019
* 24 patients (13.0%) had CNS metastases at baseline
— 11 (45.8%) ongoing
— 13 (54.2%) discontinued, primarily for progressive disease (6/24, 25.0%)

T-DXd demonstrated encouraging activity in pts
With HER2+ MBC and CNS mets

CR 4.2% (n=1) 6.0% (n=11)
PR 54.2% (n=13) 54.9% (n=101)
D 33.3% (n=8) 36.4% (n=67)
PD 4.2% (n=1) 1.6% (n=3)
Not evaluable 4.2% (n=1) 1.1% (n=2)

DCR

91.7% (n=22)

97.3% (n=179)

Duration of response (CR or PR), median

16.9 months (95% Cl, 5.7-16.9)

14.8 months (95% Cl, 13.8-16.9)

* Median time to response was 2.8 months (95% Cl, 1.3-4.1 months) for the CNS subgroup and 1.6 months

Progression-free survival, median

18.1 months (95% CI: 6.7-18.1)

16.4 months (95% ¢

(95% Cl, 1.4-2.6 months) for all patients
& SARAH CANNON
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DESTINY Breast03: Ph 3 Trial of T-DXd vs T-DM1 in 2L HER2+ MBC

Patients Primary endpoint
* Unresectable or metastatic HER2-positive? T-DXd . PFSBEBICRF;
breast cancer 5.4 mg/kg Q3W _
» Previously treated with trastuzumab and (n=261) Ke(); ;econdary endpoint

taxane in advanced/metastatic setting®
» Could have clinically stable, treated brain
metastases

Secondary endpoints
* ORR (BICR and

Stratification factors T-DM1 investigator)

» Hormone receptor status 3.6 mg/kg Q3W * DOR (BICR)

» Prior treatment with pertuzumab (n = 263) * PFS (investigator)
« History of visceral disease - Safety
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DESTINY Breast03: Efficacy Data with T-DXd vs T-DM1

Progression-free Best overall response

Primary Endpoint: PFS by BICR - T-DXd (n = 245)°
T-DXd T-DM1 g o
— 100 mPFS, mo NR 6.8 @ | .
B (95% Cl) (18 5-NE) (5.6-8.2) § :z ORR:
2 12 mo PFS rate, % 758 341 = 79.7%
B o (95% CI) (69.8-80.7)  (27.7-405) S .
-] 0.28 (95% Cl, 0.22-0.37) w -
3 HR (95% CI) » -401
o P=7.8x1022 S oo
= - g .
s £ -201
2 .g -1001
2 a
a Y—
@ 40- 2 400!
w € .ol T-DM1 (n = 228)2
5 )
o -
@ 20- E ORR:
g-, i + Censor 8’ 204 3420/0
) —t— T-DXd (261) S
o 0- = T-DM1 (263) 5 04
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: 8 -604
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 b F 2 0 -804
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 0 -1004

Statistically significant and clinically meaningful improvement in mPFS with T-DXd (not reached)
compared to T-DM1 (6.8 months)
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DESTINY Breast03: Drug Related TEAEs

Drug related TEAESs reported in >20% of patients

CONFIDENTIAL — Contains proprietary information.
Not intended for external distribution.

T-DXd T-DM1

n = 257 n =261
n (%) Any Grade Grade 23 Any Grade  Grade 23
Nausea 189 (73.5) 17 (6.6) 72 (27.6) 1(0.4)
Fatigue 118 (45.9) 16 (6.2) 76 (29.1) 2 (0.8) - Most drug related AEs were
Vomiting 114 (44 4) 4 (1.6) 15 (5.7) 1(0.4) hematologic or Gl related
Neutropenia 111 (43.2) 51 (19.8) 30 (11.5) 8 (3.1)
Alopecia 97 (37.7) 1(0.4) 7(2.7) 0 * Any grade nausea was the most
Anemia 82 (31.9) 16 (6.2) 37 (14.2) 11 (4.2) common AE with T-DXd
Leukopenia 79 (30.7) 17 (6.6) 21 (8.0) 2(0.8)
Decreased appetite 68 (26.5) 3(1.2) 34 (13.0) 0
'Thrombocytopenia 65 (25.3) 19 (7.4) 137 (52.5) 65 (24.9)
Diarrhea 61 (23.7) 1(0.4) 11 (4.2) 2 (0.8)
Constipation 60 (23.3) 0 25 (9.6) 0

@ SARAH CANNON
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DESTINY Breast03: Safety update

Exposure-adjusted incidence rates

(EAIRS)
n (%) « EAIRs per patient-year were lower in
Patients discontinued from study treatment 141 (54.9) 222 (85.1) the T-DXd arm than the T-DM1 arm
except for TEAEs associated with
Any amde TEAE 220 8.0) 24990.4) drug discontinuation, which were
Grade 23 TEAE 137 (53.3) 130 (49.8) primarily asso_c‘iat.ed with
ILD/pneumonitis in the T-DXd arm
Any grade serious TEAE 54 (21.0) 50 (19.2) . EAIR for grade >3 TEAEs was
Grade 23 serious TEAE 39 (15.2) 38 (14.6) %4[1)2Mf$r T-DXd and 0.70 for
TEAE associated with drug discontinuation 38 (14.8) 19 (7.3) + EAIR for any grade serious TEAEs
was 0.17 for T-DXd and 0.27 for
TEAE associated with dose reduction 59 (23.0) 36 (13.8) T-DM1
Treatment duration, median (range) 16.1 months 6.9
months

 Rates of TEAEs were similar on both treatment arms
« TEAEs associated with drug discontinuation were higher on T-DXd arm (14.8% vs T-DM1 (7.3%)
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DESTINY Breast03: Adjudicated Drug-related ILD/pneumonitis

Any grade, n (%) 28 (10.9) 5(1.9)
Grade 1 7(2.7) 4(1.5)
Grade 2 19(7.4) 1(0.4)
Grade 3 2(0.8) 0
Grade 4 0 0
Grade 5 0 0

Time to first onset, median (range), days (3;_85107) (80248139)

Outcome of worst event, n (%)

Fatal 0 1(20.0)2
Not recovered/not resolved 8 (28.6) 0
Ongoing 0 0
Recovering/resolving 2(7.1) 0
Recovered/resolved with sequelae 2.(7-1) 0
Recovered/resolved 16 (67.1) 4 (80.0)

Trastuzumab deruxtecan (T-DXd) was approved by the US FDA on May 6, 2022 for treatment of HER2+ MBC
after 1 prior anti-HER2 regimen for MBC or relapse <6 months from (neo)adjuvant anti-HER2 treatment
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Select Ongoing Trials with Tucatinib/T-DXd for HER2+ MBC

o DESTINY Breast07: T-DXd combinations with chemotherapy, immunotherapy and endocrine therapy in
1-2L setting (NCT04538742)

o DESTINY Breast09: T-DXd +/- pertuzumab vs THP as 1L therapy for HER2+ MBC (NCT04784715)
o DESTINY Breast12: T-DXd in HER2+ MBC with or w/o brain mets (1-3L) (NCT04739761)

o DASH trial: T-DXd + ceralasertib (ATR inhibitor) for HER2+ MBC and other HER2 expressing solid
tumors (NCT04704661)

o HER2CLIMBO04: T-DXd + tucatinib for >3L HER2+ MBC (NCT04539938)
o HER2CLIMBO05: Tucatinib or placebo + HP as maintenance therapy for 1L HER2+ MBC (NCT05132582)

o TUGETHER: Tucatinib with pembrolizumab+ trastuzumab (PD-L1+) and + cape (in PD-L1-) HER2+
MBC (NCT04789096)

o Tucatinib + gem or vinorelbine + trastuzumab for HER2+ MBC (NCT04896320)
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Current Treatment Algorithm for HER2+ MBC

4th line &
later

Taxane + trastuzumab + pertuzumab (CLEOPATRA)

Trastuzumab deruxtecan (T-DXd) (DESTINY Breast01)

Y

Tucatinib + trastuzumab + capecitabine (HER2CLIMB)

Trastuzumab emtansine (T-DM1) (THERESA)

Capecitabine + neratinib (NALA)

Margetuximab + chemo (SOPHIA)

Consider clinical trials!!!

Capecitabine + lapatinib

S S————
I vijformation. @SARAH CANNON
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Crosstalk Between ER Signaling and HER2

A HER2 HER3 B HER2 HER3

Al Aromatase
inhibitor

F Fulvestrant
T Trastuzumab

Proliferation
Survival 4-———— Prolifer uo 3
Invasion o :

Survival
In

vasion

Bidirectional crosstalk between the ER and HER pathways can lead to
resistance to endocrine therapy
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TAnDEM: 1L Al +/- Trastuzumab for HR+/HER2+ MBC

TAnDEM: Study Design

Anastrozole 1 mg daily +
Trastuzumab 4 mg/kg loading dose
- 2 mg/kg qw until
HER2-positive, disease progression
HR-positive MBC
(n=208)

[

Anastrozole
1 mg daily until
disease progression

15! phase 3 trial to evaluate ET with trastuzumab without chemo

Addition of trastuzumab to ET significantly improved PFS &
there was a numerical increase in OS

G3 /4 tox were higher on trastuzumab arm, but they were reversible

— —I
= 1.0 Hazard
g S Events MedianPFS 95%Cl ratio P
i o 084 87 48months 37t07.0 0.63 .0016
L _g -=== 99 24 months 20to46
DS 084
PFS 45,1+
e E 0.4
ITT) |25
- 0.2 -
(ITT) g2
| P T A N S L o i P O L i A I I L
0 3 6 9121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60
L :
2.4 months Time (months)
1.0 Events Median0S  95% Cl P
: ."--..\ 58 28.5 months 228to 424 .325
= o T L 64 23.9 months 18.2t0 37.4
> ; 08- . ‘..\
S e By
5= 06 T
L0 A ..
(V5] e
oS |23 i
® o 044 .
L QA l.__
(ITT) |82 || " -
T 1 T 1 T T T T 1 1 T T T T T T T T T
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60
aemonths  Time (months)
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EGF30008: 1L Letrozole +/- Lapatinib for H

N =219

« Ptw/HR+ and HER2+ MBC and no prior tx for MBC were randomized 1:1
Letrozole + placebo or Letrozole + lapatinib

v/ Addition of lapatinib to letrozole significantly improved
mPFS 8.2 months vs 3 months with letrozole

v’ G3 /4 tox were higher on lapatinib arm (mainly diarrhea)

ORR was 28% vs 15%
CBR was 48% vs 29%
Trend towards improvement in OS

PFS

00-4

== | etrozole 2.5 mg + lapatinib 1,500 mg
(88 events; median PFS, 8.2 mo)
Letrozole 2.5 mg + placebo

RR/
CBR

OS

CONFIDENTIAL - Cont
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3 —
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£ .0 60
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25 4
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o 20 By
T T T T T T T T T T
0 5 10 15 20 25 30 35 40 45 50
Time Since Random Assignment (months)
70 Letrozole 2.5 mg + placebo
60 - M Letrozole 2.5 mg + lapatinib 1,500 mg
P=.003
= 50- 28%
£ 404 P=.021
=) - 28% 29%
® = 2% 20%
o 20 .
"% 14% 15%
104 49 5%
. : :
CR PR SD=z6mo ORR CBR
100 + == | etrozole 2.5 mg + lapatinib 1,500 mg
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monarcHER: Abemaciclib + ET in HR+/HER2+ MBC

l Continue until PD )

Stratification Factors:
» number of previous systemic

o o regimens (2—3 vs. >3) AI"_mA
Eligibility Criteria  measurable vs. nonmeasurable abemaciclib 150 mg PO BID +
HR+, 'HER2+ ABC trastuzumab IV q21d +
=2 prior HERZ fulvestrant? IM q28d Primary Endpoint
2};‘?” therapies for Randomization « PFS® (Avs.C, then
_ \ N =237 Bvs.C)
prior T-DM1 and 111 ,
taxane required = | — Arm B :
CDKA & 6 ehito abemaciclib 150 mg PO BID + Seg;gdaﬂ; f;“g’s"'"t
: r , Saiety, U,
fulvestrant naive Sample Size Calculations: s PRO, PK
No untreated or * 165 PFS events give 80% power at
symptomatic CNS 2-sided alpha of 0.20, assuming a Arm C
metastases HR of 0,667 m B 11

trastuzumab IV g21d +

investigator’s choice
chemotherapy®
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Progression-Free Survival

monarcHER: Efficacy Outcomes

Primary EP - PFS

Arm A= abemaciclib + trastuzumab + fulvestrant

di HR  2-sided Log-rank test T
100%{ +AMA 832 0673 - 00508 (Ave 0) Arm B= abemaciclib + trastuzumab
90% 1 = AmB 565 0843 07695(Bvs.C) Arm C= trastuzumab + chemotherapy

== ArmC 5.69

80% 1

. »  Statistically significant improvement (A

= 2.6 months Avs. C) in PFS at
prespecified 2-sided alpha of 0.2
*  No PFS benefit observed for B vs. C

60% 1

50% 1

40% 1

30% 4

20% 1

10% 1

] Final overall survival analysis

0% 1

0 2 4 6 8 10 12 _ 14 16 18 20 22 24 26 28 30 Arm A Arm B Arm C
Number at risk e (months)
Events 50 54 53
« Significant improvement in mPFS with mOs, (mo) 31.1 29.2 20.7
abema+fulvestrant+trastuzumab HR (95% CI) 0.71 0.84
vs trastuzumab+chemo (0.48, 1.05) (0.57, 1.23)
N/A
2-sided P value i 0:365
* Numerical improvement is OS with abema added to anti HER2 therapy Avs.C Bvs.C
+ET Pre-planned Final OS Analysis
Data cutoff: 31 Mar 2022
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HER2-low BC
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HER2: Continuum of Expression of in Breast Cancer

HER20

e b

3y !

HER?2 protein
HER2 mRNA

HER2-low
HER2 IHC 2+/ISH- OR IHC 1+/ISH — or untested
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Frequency of HER2 IHC 0, 1+, 2+ in Breast Cancer

HR+ (5563 cases) TNBC (607 cases)

~75% HERZ2-low ~49% HERZ2-low
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T-DXd: Activity in HER2-low MBC (DESTINY Breast-01)

Best percent change in tumor size

All patients IHC 2+ IHC 1+

— 80_

o — —
‘_é § 60 - n=24 §
E E ‘gg 40 - Eg
= S G 20 femmmmmmmmmm e S35
£ @ = B .
= oo T >
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Significant anti-tumor activity in HER2 IHC 2+ and 1+
tumors

Confirmed ORR: 37%
Confirmed DCR: 87%
Median DoR: 10.4 months
Median PFS: 11.1 months
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DESTINY Breast04
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DESTINY Breast04 Schema

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 Capecitabine, eribulin, « OS (HR+ and all patients)
. 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-

Patient population
HR+/HER2-low All patients
>3 priors for MBC 66% 62%
2 prior lines of chemo 40% 43%
Prior CDK 4/6i 70'5(%) EZIONFIDEJNATI:AL—ContaiuTsprf)pneta@%fbﬁrg/&n @ SARAH CANNON
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DESTINY Breast04: Progression-free Survival

Primary End Point

Progression-Free Survival Probability (%)

No. at Risk

T-DXd (n=2331) 331324 200265 262248 218 198 182 165142128107 89 78 73 64 48 37 31 28 17 14 12 7 4 4
TPC(n=163 163146105 85 B84 69 57 48 43 32 30 27 24 20 14 12 8 4

Hormone receptor—positive

i Hazard ratio: 0.51
95% Cl. 0.40-0.64
" P < 0.0001

T-DXd
mPFS: 10.1 mo

40

—

L] L] L} 1 L] L] T T 1 L] T L} L] L] T L} Ll 1 ¥ L] T L L] L] T I

0 1 2 3 4 5 6
Months

321111110

pl L] L]

7T B 9 10 11 12 93 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

1 1 0

Progression-Free Survival Probability (%)

All patients

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

T-DXd
mPFS: 9.9 mo

—

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 26 271 28 29
No. at Risk Months
T-OXd (n=373) 3I7T365325295290272238217201183156142118100 88 81 71 53 42 35 32 21 18 15 8 4 4 1 1 O

TPC (n = 184):

T L LJ Ll L] L] Ll Ll L L] L] L 1 L] L) L] L L] L] 1 L] L L) T T T L] ¥ L

18416611993 90 73 60 51 45 34 32 20 26 221513 9 6§ 4 3 1+ 1 1 1 1 1 0O
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DESTINY Breast04: Overall Survival

Hormone receptor—-positive

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

s
2
3 T-DXd
2 -
S mOS: 23.9 mo
o
2
@
= mOS: 17.5 mo
¢
o 20 4
0 4
L4 1 L T L 1 T 1 T T T L Al L Al LA LS T T L} T T T LS T L} T T Al T 1 L T T
0 1 2 3 456 7 8 9101112131415 16 17181902021 2223 2425262728 20 30 31 3233 34
No. at Risk Months
TOXd(n=331) 3313253233193143093032902685280268260250228199190168 144116 95 81 70 51 40 26 %4 9 B 6 6 2 * * 1+ 0
TPC (n= 163) 163151 145143 139135130124 115109104 8 96 &9 80 71 56 45 W7 9 25 23 6 4 7 5 3 1 0

100 4

Overall Survival Probability (%)

No. at Risk
T-OXd (m = 373)
TPC (n = 184)

All patients

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

s - — — — ——————————— — —————

mOS: 16.8 mo

T-DXd
mOS: 23.4 mo

T T L) L] T ¥ L) ¥ L T L] Ll ¥ . L) L} L LA | T L} T L} Al

0 1 2345678 91011121314151617 181920212223
Months

373366 363057 351 244 338326 315300206 28T 276264 223 204 163168129104 90 78 59 48
184 971 965961 157 153146 138128 120114108105 97 &3 77 61 50 42 32 28 25 18 6

L 1 L) L] T ¥ L L L) I L}

2425262728 29 30 31 3233 M4

3222014 %2wW8e 3110
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DESTINY Breast04:

—
Overall study population HR+/HER2-low cohort Exploratory HR-/HER2-low
(N=557) (n=494) cohort (n=58)
ENHERTU Chemotherapy ENHERTU Chemotherapy ENHERTU Chemotherapy
(n=373) (n=184) (n=331) (n=163) (n=40) (n=18)
9.9 5.1 10.1 54 8.5 29
mPFS (mo) (95% CI: 9.0, 11.3) (95% Cl: 4.2, 6.8) (95% CI: 9.5, 11.5) (95% Cl: 4.4,7.1) (95% Cl: 4.3,11.7) (95% Cl: 1.4,5.1)
2 0.50 (950/0 Cl: 0.40. 0.63) 0.51 (%O/O C|: 0.40, 0.64) 0 46 so/o C" 024 0 89
HR (P-value) (P<0.0001) (P<0.0001) 16 ISR 009 500
mOS (mo) 234 16.8 23.9 175 18.2 8.3
(95% CI: 20.0, 24.8) (95% Cl: 14.5, 20.0)  (95% Cl: 20.8, 24.8) (95% Cl: 15.2,22.4) (95% CI: 13.6, NE) (95% CI: 5.6, 20.6)
3 0.64 (95% Cl: 0.49, 0.84) 0.64 (95% Cl: 0.48, 0.86) % Cl:
HR (P-value) (P=0.001) (P=0.0028) 0.48 (95% ClI: 0.24, 0.95)
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DESTINY Breast04: Adverse Events

- I T-DXd, Any Grade
Fatigue? o Sl @ = M T-DXd, Grade 23
Alopecia s e s 1. TESs ANy Crcle
B TPC, Grade 23
Neutropenia® = o[ ¢ ¢ « Median treatment duration
Anemiac S = — T-DXd: 8.2 months (range, 0.2-33.3)
Decreased appetite 2o (R 2 +s — TPC: 3.5 months (range, 0.3-17.6)
oGy gonia = ° « Most common TEAE associated with treatment
Transaminases increased® 24_ 23 discontinuation
Leukopenia' g — T-DXd: 8.2%, ILD/pneumonitis®
Diarrhea 22 _18 — TPC: 2.3%, peripheral sensory neuropathy
Constipation 21 _ 13
810 GIO 410 ZIO 6 210 410 GTO 8'0

Patients Experiencing Drug-Related TEAE (%)

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)
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DESTINY Breast04: Summary

In pts with HER2-low MBC, trastuzumab deruxtecan improved
Median PFS by 4.8 months (HR 0.50, p<0.0001)
Median OS by 6.6 months (HR 0.64, P=0.0010)

No new safety signals; there was an overall positive benefit-risk

These results establish T-DXd as the new SOC for HER2-low MBC

T-DXd approved by the FDA for treatment of MBC for the newly defined
“HERZ2-low” subtype on August 5, 2022

CONFIDENTIAL — Contains proprietary information. @ SARAH CAN N 0 N

Not intended for external distribution. )
Research Institute

Modi S et al. Plenary session ASCO

A~ N P~ ~



DAISY: Efficacy of T-DXd in HER2 IHC 0+(HER2 null)

+ DAISY: phase 2 trial of T-DXd in HER2+, HER2-low and HER2 null MBC

 Patient population for HER2 IHC null cohort (n=38)
o HR+:68.4%
o >3 priors: 80%

o Confirmed ORR: 30%
o Median DoR: 6.8 months
o Median PFS: 4.2 months

Median PFS Median OS
(HR+) 4.5 months 11.6 months
(HR-) 2.1 months 10.3 months

Encouraging activity with T-DXd in HER2-null MBC

20

Best Change from Baseline
in Target Lesions (%)

100+

80+

60

40-

B

-20 4

-40

-60 -

-80

.100_

Best overall response
HER2 IHC 0 (n=37)

HR-

I Frogressive Disease Stable D
I Partial Response

HR+

isease

B Complete Response
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Select Ongoing Trials with Anti HER2 ADCs Enrolling HER2-low MBC

NCTO04553770

NCT05633979

NCT05150691

NCT04257110

NCT03255070

T-DXd +/- anastrozole (neoadjuvant HR+ BC) (TALENT)
T-DXd + Valemetostat (EZH1/2 inhibitor))

DB-1303 (>2L MBC)

BB-1701 (>2L MBC)

ARX788 (>2L MBC) (ACE Pantumor01)
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Sacituzumab Govitecan (SG): Trop2 - Directed ADC in HR+/HER2- MBC

SG is a Trop-2-directed ADC®#
 Phase 3 TROPICS-02 evaluated SG vs TPC

* Directed toward Trop-2, an epithelal |n
' | antigen expressed on many solid
« pH-sonsitive cancers HR+/HER2- MBC
hydrolyzable linker for |
SN-38 release in ’
targeted tumor cells and

tumor mcroanvironment

o Significant improvement in mPFS with

allowing bystander effect SG
* High drug-to-antibody
rato (76.1)

(HR 0.66, P<0.001)

« SN-38 more potent than

parent compound, irinotecan o Significant improvement in OS with SG

(lopoisomerase | inhibitor

+ SN-38 chosen for its (HR 079, P=OO20)

{ \ 1o vl X1 v (w
Internahzation and enzymalx ”_]‘)_ll_' rate Cylotoxicity (with
cleavage by tumor cell not required IC50 in the nanomolar range)
for SN-38 liberation from antibody permilting delivery in high

quantity 10 the tumor o A posthoc subgroup analysis evaluated
efficacy
in the HER2-low subgroup
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SG Improved Outcomes in HR+ ER2-low & HR+ HER2 IHC 0

Post-hoc analysis: Progression-free survival

HER2-Low® HER2 IHCO
o0 ! Median PFS, mo 6.4 4.2 80 |\ Median PFS, mo 50 34
g % \' 0.58 (0.42-0.7 g %0 | 0.72 (0.51-1.00)
= ' 0 (V4e0.10): 'S 70 HR (95% CI (RIS ID
z ;g 5 HR (95% CI) e 001 E oo (95% Cl) P=0.05
% 50 6 s 2 50
2 \ \ 2
© 40 a.o_ 40
o 30 - TRC o 30 - TRC
& 20| _sG & 20{  sG
10{ , Censored 'g + Censored
0,
T T T T Y T T T T ! T T T | J T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 0 2 4 6 8 10 12 14 16 18 20 22
Time (months 2 Time (months)
No. of patients at risk ‘ ) No. of patients atrisk
134 65 43 16 8 4 1 0 0 O O o 116 63 39 20 14 7 3 1 1 1 1 0
149 99 77 50 38 22 16 8 7 5 5 2 10164 50 27 20 9 4 3 2 1 1 0

ITT
100 ( ) V=27
90 } Median PFS, 5.5 4.0
F 8o | mo (95% Cl) (4.2-7.0) (3.1-44)
> 700\ 0.66 (0.53-0.83)
\ ) '
% 80 N HR (95% C) a0 0004
% 50 we
© 40 , V8
o | \
» 30 _ TtPC R .
a 20| _sc
10 + Censored
0
[ ™ [ Y T ’, Y T Y Y ' Y L l’ Y Y l Y Y [ Y Y ]
0 3 6 9 12 15 18 21 24
Ti th
No. of patients atrisk g e
271 105 41 17 4 1 1 0
272 148 82 S 22 12 6 3 0

« Within the HER2-low population, median PFS with SG vs TPC for the IHC1+ and IHC2+ subgroups was 7.0 vs 4.3 months (HR, 0.57)

and

5.6 vs 4.0 months (HR, 0.58), respectively
« The hazard ratio for median PFS in a sensitivity analysis of the HER2-low subgroup (excluding ISH-unverified®) was similar (HR, 0.53)
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Current Treatment Algorithm for HR+ HER2-low MBC

HR+/HER2-low

1st line

CDK4/6i + Al/Fulvestrant

PIK3CA mutant ESR1 mutant gBRCA mutant Everolimus + ET Visceral crisis CDK 4/6i
Alpelisib + Elacestrant Olaparib / Talazoparib | Fulvestrant if not used Chemotherapy +ET
previously)

Fulvestrant l

Chemotherapy

Trastuzumab deruxtecan (T-DXd)

4th line &
later

Sacituzumab govitecan

Consider clinical trials if available!!! _lmspmpretarymformauon_
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Current treatment algorithm for HER2-low MBC

HR-/HER2-low
PD-L1 CPS >10 (Tl'aditionally PD-L1 CPS <10
Chemotherapy + TN BC Chemotherapy
pembrolizumab / \
gBRCA mutant
Olaparib / Talazoparib

Trastuzumab deruxtecan/
Sacituzumab govitecan

Trastuzumab deruxtecan/
Sacituzumab govitecan

Trastuzumab deruxtecan/
Sacituzumab govitecan

Trastuzumab deruxtecan/
Sacituzumab govitecan

m Trastuzumab deruxtecan/
4th line &
later

Sacituzumab govitecan

Trastuzumab deruxtecan/

) : Chemotherapy
Sacituzumab govitecan

Chemotherapy

o o0 O 0 o ry information.
Consider clinical trials if available!!l | S SARAH CANNON




Evolving categorization of HER2-low

( ERBB2-amplified
Benefit with the therapeutic
blockade of the HER2 pathway

HER2-
positive

ERBB2-nonampilified
No benefit with HER2 blockade
Targetable with novel ADCs

HER2-
positive

HER2-low

DESTINY-Breast04 2

HER2-
positive

Continuous spectrum of
HER2-low expression

Targetability
with ADCs under
investigation

HER2-
positive

HER2-0
HER2-low

HER2-
ultralow

b "

DESTINY-Breast06

Shift from a binary categorization of “yes” or “no”
to HER2-positive, HER2-low and HER2-0

May undergo further evolution with HER2-
“ultralow”

Development of more quantitative HER2
evaluation methods
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