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* HER2+ metastatic breast cancer (mBC)

* HER2 low mBC



Overall Survival in HER2 + mBC by Year of Diagnosis
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Tumeur types

HERZ HERZ HERZ
amplification (%) overexpression (%) miitation (%)

-H"\.

12-52 17-44 @ 1
M Lung
2-3 a5
Breast |
l Biliary tract

20 15-20 2

5-15 20 .

I|I
1
Salivary gland ’L:}_
T
\
—
)
%\
|
|

Stomach i
. Pancreas
11-16 20 3 |
: <——";L’,_‘ 2 26 <1
I} | |
Ovary '
Colorectum
7 27 1
5.8 5 2
Uterus L Bladder

Prostate

5.8-6 10 <1

Cervix

0.5~14 Bl 3

Do-Youn Oh & Yung-Jue Bang. Nature Review Clinical Oncol. 2019



Approval of HER2 targeted therapy

 Monoclonal Antibody (mAb): Trastuzumab, Pertuzumab, Margetuximab
e Tyrosine Kinase Inhibitor (TKI): Tucatinib, Lapatinib, Neratinib

e Antibody Drug Conjugate (ADC): T-DM1, T-Dxd

SM Swain, et al. Nature Review Drug Discovery. 2023



Approval of HER2 targeted therapy
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1L Therapy for HER2+ mBC

» Taxane+Trastuzumab+Pertuzumab (THP) - CLEOPATRA
» T-Dxd +/- Perutuzumab - Destiny Breast -09



CLEOPATRA Study Design

Trastuzumab 6 mg/kg q3w* +
Docetaxel 75-100 mg/m2Z gq3wt +
Women with Pertuzumab 420 mg q3w?
prEViOUSW.lfntI'eatEd, (n =402) Treatment until
HERZ2-positive Ioca_lly i disease progression
recurrent/metastatic or unacceptable

ST EENEE Trastuzumab 6 mg/kg q3w™ + foxicity

_ Docetaxel 75-100 mg/m? q3wt +
N =
( 808) Placebo q3w
(n = 406)

*Trastuzumab 8 mg/kg loading dose given.
tMinimum of 6 docetaxel cycles recommended; < 6 cycles permitted for unacceptable toxicity or PD.
#Pertuzumab 840 mg loading dose given.

Primary endpoint: PFS
Secondary endpoint: OS, Safety

Baselga J, et al. SABCS 2011. Abstract S5-5



CLEOPATRA End-
of-Study Results

Median follow up
~100 months

THP is the current
standard 1L
therapy for HER2+
mBC

SiAtSwisimasdral. Lancet Oncol. 2020
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Private Information

Things might change... Destiny-Breast 09 Study

DB09- T-Dxd (Trastuzumab deuraxican) with or without pertuzumab vs THP
(Taxane, trastuzumab and pertuzumab) in HER2-positive, untreated mBC

T-Dxd+ pertuzumab (n=378)

Untreated HER2+ mBC T-Dxd (n=378)

— Standard of Care (THP) (n=378)

Primary Endpoint: PFS



2L Therapy for HER2+ mBC

» TDM1 - EMILIA
» T-Dxd - Destiny Breast -03
» Tucatinib+Capcitabine+Tratuzuamb - HER2CLIMB



Progression-free Survival (%)

Private Information

EMILIA Study

* HER2+ mBC

* Progressed on trastuzumab and taxane

1:1
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Verma S, et al. NEJM. 2012



Things have changed...Destiny-Breast 03

Destiny-Breast 03 Study Design

Unresectable or metastatic \
HER2+2 breast cancer

Previously treated with
trastuzumab and taxane in

y

advanced/metastatic setting or
(neo)adjuvant setting with
recurrence within 6 mo of

therapy® /

Private Information

Primary endpoint: PFS (BICR)
Key secondary endpoint: OS¢

Stratification

Hormone receptor status
Prior treatment with
pertuzumab

History of visceral
disease

N

T-DXd
5.4 mg/kg Q3W
(n = 261)

T-DM1
3.6 mg/kg Q3W
(n =263)

Secondary endpoints: ORR (BICR and investigator), DOR (BICR), and safety

Cortes J et al. ESMO 2021. Abstract LBA1.
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Characteristic Difference Between T-Dxd and T-DM1
Both are Antibody Drug Conjugate

Trastuzumab
deruxtecan emtansine
(T'WDWM) TDP?;??L?:;?SEI Payload MoA Anti-microtubule (T'DM1)

~8:1 Drug-to-antibody ratio ~3.5:1
v Tumor-selective cleavable N
es linker? ©
Linker Ves Ewde'nce of bystander No
anti-tumor effect?
Payload(the drug):

Payload(the drug):

Topoisomerase | inhibitor Anti-microtubule

Anti-HER2 antibody . .
Anti-HER2 antibody

1. Nakada T et al. Chem Pharm Bull (Tokyo). 2019;67:173-85. 2. Ogitani Y et al. Clin Cancer Res. 2016;22:5097-108. 3. Trail PA et al. Pharmacol Ther. 2018;181:126-42.
Privat@gifapmgtadal. Cancer Sci. 2016;107:1039-46. 5. LoRusso PM et al. Clin Cancer Res. 2011;17:6437-47.



Private Information

Other 2L therapy option — HER2CLIMB

HER2CLIMB Study Design

Key Eligibility Criteria

+ HER2-positive 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

N =202

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/m? PO BID (Days 1-14)



HER2CLIMB: PFS and OS

2020, FDA approved
this regimen for
HER2+mBC after at
least 1L of therapy

Private Information

Kaplan—Meier Estimates of Progression-free Survival
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R.K. Murthy, et al. NEJM 2020



HER2CLIMB:

Patients with
Brain Metastases

Tucatinib triplet is
the Preferred
regimen for
patients with brain
metastases

ANaewtbimagsnal. JAMA Oncol. 2022
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Second Line Therapy for HER2+ mBC

» TDM1 —— 4L
» T-Dxd 2L or 3L
» Tucatinib + Capecitabine + trastuzumab 2L or 3L

(Preferred for patients with brain met)




Preferred regimen for brain met may change...

DESTINY-Breast 01, 02, and 03 Pooled analysis of T-dxd in HER2+ mBC with Brain Metastases (BM)

DESTINY-Breast 01 e T-Dxd for previously treated HER2+ mBC.
BM=19 > Any line.
* HER2+ mBC T-Dxd
DESTINY-Breast 02 ey * Previously treated with TDM1 ===
BM=124 e 3L Physician's choice
e HER2+ mBC T-Dxd
DESTINY-Breast 03 * After Taxane and HP based therapyonly __
BM=88 . ;?t received TDM1 TDM1

Private Information Hurvitz SA, et al. ESMO 2023. Abstract 3770



DESTINY-Breast 01, 02, and 03 Pooled analysis of T-dxd in HER2+ mBC with BM

CNS-PFS in Treated/Stable BMs CNS-PFS in Untreated/Active BMs
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HR (95% Cl) 0.59 (0.39, 0.89) HR (95% Cl) 0.19 (0.11, 0.35)

Private Information Hurvitz SA, et al. ESMO 2023. Abstract 3770



4L therapy and Beyond for HER2 + mBC

» Neratinib + Capecitabine - NALA Study




NALA Study Design

Inclusion criteria

* Metastatic breast cancer (MBC)

* Asymptomatic and stable brain
metastases permitted

e Centrally confirmed HER2+ disease Follow-up

* 22 lines of HER2-directed therapy for MBC

\ Neratinib 240 mg/d +
Capecitabine 1500 mg/m214/21 d

Loperamide (cycle 1)

(survival)

Lapatinib 1250 mg/d +
/ Capecitabine 2000 mg/m?214/21
d

Endpoints

Co-primary: PFS (centrally confirmed) and OS

Saura Cet al. ASCO 2019; Abstract 1002.



PFS (probability)

Neratinib + capecitabine
Lapatinib + capecitabine

Improves PFS

2.2 months

0 3 6

C. Saura, et al. JCO. 2022
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Evolution of PFS and OS of HER2+ mBC with different regimen

Taxan, Trastuzumab, Pertuzumab (1L) 18.7 57.1
T-Dxd (2L) 28.8 NR
Tucatinib, Capecitabine, Trastuzmab (2L, 3L) 7.8 21.9
T-DM1 (>3L) 9.6 30.9
Neratinib + Capecitabine (> 3L) 8.8 24

SM Swain, et al. Lancet Oncol. 2020
SA Hurvitz et al. Lancet 2023

R.K. Murthy et al. NEJM 2020

C. Saura, et al. JCO. 2022

Verma S, et al. NEJM. 2012
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On Going Studies for HER2+ Breast Cancer

Table 1| Select HER2-targeted antibody-drug conjugates in development

Drug name (company) Linker type Payload Payload MOA DAR Clinical trial ID Clinical trial data Reference
Trastuzumab duocarmycin  Cleavable Duocarmycin DNA alkylator 2.8 NCT04602117 (phase ), Phase lll trial SYD985 vs Saura Manich
(Synthon/Byondis BV.) (vc-seco-DUBA) NCT03262935 (phase lll)  TPC: median PFS 7 vs et al*
4.9 mo; HR 0.64, P=0.002
Disitamab vedotin Cleavable MMAE Microtubule 4 NCT02881190 (phase 1), Phase | trial in HER2* Xuetal™®
(RC48-ADC) inhibitor NCT03500380 (phase ll), cancers: ORR 15%;
(RemGen Co./Seagen) NCT04400695 (phaselll) DCR 45%
A166 (Kluss Pharma/ Cleavable Duo-5 Microtubule 2.8 CTR20181301 Phase | trial in advanced Hu et al.””
Sichuan Kelun-Biotech inhibitor NCT03602079 (phasel)  solid tumours: ORR
Biopharmaceutical Co. Ltd) 59-71% based on the
dose, DCR ~85%
ALT-P7 (Altecgen, Inc.) Cleavable MMAE Microtubule 2 NCT03281824 (phase ) Phase | trial in HER2* Park et al.”"®
inhibitor MBC: DCR 72%, CBR 32%
ARX788 (Ambryx) Non-cleavable AS269-synthetic Microtubule 2 CTR20171162 (phase ), Phase | trials in HER2" Hurvitz et al.*"
dolastatin inhibitor NCT04829604 (phasell) MBC: ORR 66%; DCR 100%
BB-1701 (Bliss Cleavable Eribulin Microtubule 4 NCT04257110 (phase 1) Not applicable Not applicable
Biopharmaceutical) inhibitor
DB-1303 (Duality Bio, Inc.)  Cleavable DXd derivative Topoisomerase 8 NCT05150691 (phase I) Not applicable Not applicable
1 inhibitor
DX126-262 (Hangzhou Unknown Tubulysin Microtubule NR  CTR20191224 (phase ) Not applicable Zhang et al.*®
DAC) inhibitor
FS-1502/IKS014 (Shanghai  Unknown MMAE Microtubule NR  NCT03944499 (phasel)  Notapplicable Fasching™
Fosun Pharmaceutical inhibitor
Industrial Development
Co, Ltd)
Zanidatamab zovodotin Cleavable Auristatin based Microtubule 2 NCT03821233 (phase ) Phase | trial in advanced Jhaveri et al.**

(ZW49) (Zymeworks, Inc.)

inhibitor

solid tumours. ORR 13%;
DCR 50%; CBR 25%; MTD
not reached



* HER2 low, ultra low, and zero breast cancer
* Definition
* Distribution
* Why it matters



HER2 Low Definition

mm

l:

Negative
1+ N/A Negati
/ egative J HER2 Low
2+ Not Amplified Negative
3+ N/A Positive

1.

P Tarantino, et al. JCO. 2020



HER2 Low Breast Cancer Distribution

HER2+ HER2+

351(20.3%) 208(16.4%) HER2+

143(30.9%)

HER2-0 HER2-0
770(44.5%) 554(43.8%)

HER2-low HERZ2-low
608(35.2%) 504(39.8%)

HER2-0
216(46.7%)

HER2-low
104(22.5%)

All HR+ 2
(n=1,729) (n=1,266) (n=463)

SP Gampenrieder, et al. Breast Cancer Reseach.2021



* HER2 low, ultra low, and zero breast cancer

* Why HER2 low matters



Change in Tumor
Size From Baseline (%)

T-DXd in HER2-Low mBC

= HER2 Low mBC

= Median prior lines: 7.5
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DESTINY-Breast 04: Phase 3 Study of T-DXd for HER2-low mBC

» Centrally HER2 Low MBC
(IHC 1+ or IHC 2+/ISH-)

HR+ = 480

 1-2 prior lines of chemo HR- = 60

or relapse <6mo of adj CTx

» HR+ disease considered
endocrine refractory

Primary endpoint: PFS

Modi S, et al. N Engl J Med. 2022 Jul 7,387(1):9-20.



DB-04: Overall Survival (med 32 mo f/u)

HR+ Cohort All Patients

Median T-DXd TPC Hazard ratio Median T-DXd TPC Hazard ratio
100 (95% CI) (n=331) n=163) ReLAR) 100 (95% CI) (n=373) in=134) [REA8)
90— Primary 23.9 mo 17.5 mo 0.64 90 — Primary 234 mo 16.8 mo 0.64
analysis’ (20.8-24.8) (15.2-22 4) (0.48-0.86) analysis! (20.0-24.8) (14.5-20.0) (0.49-0.84)
= B0 & 80—
B Updated 239 mo 17.6 mo 0.69 2 Updated 22.9 mo 16.8 mo 0.69
£ 70 analysis | (21.7-25.2) (15.120.2) | (0.55-0.87) £ 70- ,\il_nalysis (21.2.24.5) (141-195) | (0.55.0.86)
‘g B0 — E 60 —
n.E 24-menth Landmark (95% 1) E 24-month Landmark (95% CI)
= 57 T-DXd: 49.0% (43.3-54.5%) = sp- T-DXd: 47.3% (41.9-52.4%)
] TPC: 35.1% (27.3-43.0%) [ TPC: 32.0% (24.8-39.3%)
5 40— 36-month Landmark (95% €I} E 40 36-month Landmark {95% CI)
- T-DXd: 26.5% (20.7-32.7%) - T-DXd: 26.2% (20.8-31.9%)
B 30+ TPG: 16.9% (10.2-25.0%) ® 30 TPG: 16.3% (10,3-23.6%)
g g
o 20+ O 20—
104 +  Censored 10— +  Censored
T-DXd in = 331) T-DXd [n = 373)
TPC n = 163) RIS
0 I | | I I I I | I I | I I | I I | I I | I | I 1 0 I | | I I I I | I I I I | I I I | | I I I [ | 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Time, months Time, months
Patients still at risk: Patlents still at risk:
T—Dxﬂ{n:ﬂﬂl] 201 225 220 T I 07 ME Fa0 A TTHFOT T 250 43 T 0 FI0 17 60 VR D ITE G 155 WT LS G4 108 %4 MY T3 OB 4 46 4F M OF T W 7T 5 4 3 0 %1 08 1 @0 T—Did[n=373} T3 065 DEN 155 150 ST 30T 355 T14 200 P95 286 770 200 55T 258 240 FIY P17 006 M0 6 M W W0IM I IZZI07 B 01 TS 62 57 48 39 2 P W W T 6 S5 3 1 % 1 @
TPC N = 163)  eas0isd 42 138 134 10 223 114 105103 OF 08 10 67 £2 76 71 68 B4 50 96 S5 0 47 43 43 43 M N M W 13 1 0 B 7 8 2 2 2 1 @ TPC (M= 184)  ta4 70165 0 155 152 145 137127 119 163 507 #08 100 05 85 &1 76 73 B0 64 B0 68 &) 40 45 45 44 X 3 27 8 95 12 i WD B & 2 2 2 1 00

Modi S et al. N Engl ] Med. 2022



DB-04 : Efficacy in the HR= Cohort (med 32 mon f/u)

Overall Survival

TNBC

Progression-Free Survival (by Investigator)
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Challenges

* Digital Pathology?

1. Low Concordance Among 18 experienced pathologists
Among Pathologists there was only 26% concordance e -
—) * Quantitative Methods?
Between HER2 IHCO between the diagnoses of HER2 IHC
All cases

2. HER2 Expression evolution

HER2-low
(or HER2+)

HER2-low

* Repeat biopsy?

* Liquid testing?

HER2-zero

HER2-zero

| | o
HER? status K=0.33 Metastatic

o siadl lesion

tumor

1. Fernandez, et al. JAMA Oncol. 2022

Private Information 2. P Tarantino, et all. Euro J of Cancer. 2022



Challenges

3. Tumor heterogeneity

HER2- Normal HER2 Pt2004
overexpressing cell  expression in cell

Pt2007

o Pt2008
2 Pt2010
i Pt2014
Pt2016
HER2 overexpression Heterogeneous HER2 expression
in the tumour in the tumour [ Pt2018
o Pt2001
E-;v Pt2002
Pt2001 - ®  P2015
Pt2016 -
Pt2014 -
Pt2010 -
. HER2-2+, ISH negative HERZ2-undetected
Pt2008 - . HER2-1+ Not evaluated
P12007 - I HER2-ultralow
\l " L] n | | [ ] [ ] L] L ]
X ,\fl,\_‘b > 09\6\% \.'\ O
SO O - A O A
6\0 6{2: 6@- Qf.\ Q;Q ({\0 &Qr @Q’ ((\6
I ) Q’@ Q)(Q O D PO O 1. Fernandez, et al. JAMA Oncol. 2022
9 75 CDG c__)@ 9 9 9 9
Privaie nnurimauy 2.  GeukensE, et al. Euro J of Cancer, 2023




RELIEVE- real world mBC response to T-Dxd by HER2 Expression

Time to Next Treatment (TTNT) by HER2 Expression

1.0 + + Censo
I_ugmikp m{f}[}l Change of HER2 Status | mTTNT m
0.8 - HER2-Low -> HER2-0 3.0 mo
z HER2-0-> HER2- Low 5.6 mo
= | T
£ Stable HER2 Low 9.4mo  P=0.006
By
T 04-
g O me e
73] 1
02 - 7.6 mo
wd 1 Lower HERZ2 expression,
Zero | N 1 : .. lower response to T-Dxd
Positve 126 101 57 31 20
0 5 10 15 2
Months
HER?2 Status Zero —— — Low — - — Positve
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DAISY Study: T-Dxd in mBC with variable HER2 expression

a Cohort 1: HER2-overexpressing (n = 68) Cohort 2: HER2-low (n =72)
Il Progressive disease 200 H § [ | Progressive disease
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DESTINY-Breast 06:
T-DXd vs Investigator’s choice for HER2 low and ultra-low BC

Ultra-low

N=850
(HER2 IHC 1+ or 2+/ISH-, n=700; [HC =0 and <1+ n~=150)

o

Investigator’s choice of
chemotherapy
(n=425)

Capecitabine
Paclitaxel or
nab-Paclitaxel




In Summary

HER2+ mBC survival has improve significantly

Many novel HER2 directed therapies are under
investigation for HER2+ mBC

HER2 low expression BC could still response to HER2
directed therapy

More accurate HER2 testing methods is needed
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