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ADCs trials by Phase, Tumor type and Target

ADCs Trials by Phase and Tumor Type

Breast cancer*

Non-small cell lung cancer*
Gastric cancer*

Esophageal cancer

Ovarian cancer*

Bladder cancer*
Non-Hodgkin lymphoma*
Pancreatic cancer
Endometrial cancer

Head and neck cancer

Phase 1 [l Phase?2
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B Phase 3

HER2*
TROP2*
EGFR

CD79b*
HER3
Nectin-4*
BCMA¥*
FOLR1*
CLDN18
CD30*

Phase 1

* More than 140 ADCs are reported in clinical development
22 novel ADCs were presented at ESMO 2024

ADCs Trials by Phase and Target

B Phase 3

[l Phase 2

https://www.zs.com/insights/oncology-antibody-drug-conjugates-revolution



ANTI-HER2 ADC IN HER2+ BC: EVOLUTION OF AN OLD CONCEPT

T-DM1

N\

AN

PAYLOAD MICROTUBULE |[TOPOISOMERASEI
INH. INH.

DB-

-

DRUG/mAB
RATIO 77

CLEAVABLE

LINKER | ot

CLEAVABLE

BYSTANDER
EFFECT YES

T-DXd

o
o’-gm Q
N
= g
| ou -
F

Intellectual property of Valentina Guarneri and Federica Miglietta
Enhertu RCP, https://www.ema.europa.eu/ last access aug 27 2024:

HER2+ LABC or MBC N\

Prior taxane and trastuzumab in
advanced/metastatic setting
Could have clinically stable,
treated BMs

03

Q

T-DM1

N=524 /

100
- B HR, 0.33
* 9 -
;: ‘}l T-DXd: 75.2% (95% Cl, 69.3-80.2) (95 A c" 026 0'43)
L. . T-DM1: 33.9% (95% Cl, 27.7-40.2) P <0.00000122
2 ! i
Qo
S e ! T-DXd: 53.7% (95% CI, 46.8-60.1)
o 1 H T-DM1: 26.4% (95% Cl, 20.5-32.6)
] & ! i
= L ! |
g % H ' mPFS, mo (95% CI)
@ 40 L, ' ' 28.8 (22.4-37.9)
g i,w H : —
S
ué' b e o S X
i 1 ! .
_g 20 \ 1 ey 6.8 (5.6-8.2)
o *  Censor 1 : [ S ——
% 1 —— T-DXd (n=261) : |
o ) - TOmM (n 253) : !
o
CT| 1 2 3 4 5 S T B 9 1011 12131415 161718192021 22232‘425252728293031 3233343535373539404142434445
T-DXd: 94.1% (95% Cl, 90.4-96.4)
100 4 T-DM1: 86.0% (95% CI, 81.1-89.8)
T-DXd: 77.4% (95% Cl, 71.7-82.1)
= T-DM1: 69.9% (95% Cl, 63.7-75.2)
L S :
el 1 T ——
E | A mOS, mo (95% Cl)
S e 1 ! I, NR (40.5-NE)
e
o ' ! % wes—s————  NR (34.0-NE)
g ' !
T 40 | H
=1 1
w : : HR, 0.64 Of the patients who discontinued study drug,
= ! o, 64/182 (35.2%) received T-DM1 after T-DXd
g 20 : : (95 Vo C|, 0'47_0'87) and 42/243 (17.3%) received T-DXd after
> +  Censor : 1 P =0.00372p T-DM1 in the posttrial setting.
o 1 —— T-Oxd (n=261) : '
o — T-DM1 (n=263) , !

012345678 9101112131415 1617 18192021 22232425 2627 2829 3031 3233 3435 36 37 38 3940 41 4243 4445 46 47

PFS
(update)

(0L
(update)

Cortes J et al, ESMO 2021, NEJM 2022; Hurvitz Lancet Oncol 2023



ANTI-HER2 ADC IN HER2- BC: CHANING THE PARADIGM

HER2 expression is a continuum

> >
% % HER2 dichotomization in positive vs negative is intrinsically anchored to the predictive
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ANTI-HER2 ADC IN HER2-LOW BC: THE REVOLUTION
Novel anti-HER2 ADCs - The crux of the matter is the bystander effect
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Trastuzumab deruxtecan (T-DXd)
vs treatment of physician’s choice in patients with

HER2-low unresectable and/or metastatic breast cancer: 4 Effi in All Patient 2
A i in ien
Results of DESTINY-Breast04, a randomized, phase 3 study ca(ciz_IyR+ and HRé-l-) e
Shanu Modi Memorial Sloan Kettering Cancer Center, Memorial Hospital, New York, NY, USA

Progression-Free Survival

June 5, 2022
T-DXd & 9.9 mo
%] 5.1 mo
T-DXd Hazard ratio: 0.50, P < 0.0001
Patients? 5.4 mg/kg Q3W
« HER2-low (IHC 1+ vs IHC (n=373)

2+/ISH-), unresectable, and/or Overall Survival

mBC treated with 1-2 prior :gt:ggo T-DXd 5 23.4 mo
lines of c.hemofcherapy in the : TPC k: 16.8 mo
metastatic setting TPC .
« HR+ disease considered Capecitabine, eribulin, Hazard ratio: 0.64, P = 0.001
. gemcitabine, paclitaxel, \_ _J
endocrine refractory nab-paclitaxel®

(n = 184)

Stratification factors
+ Centrally assessed HER2 status® (IHC 1+ vs IHC 2+/ISH-) Chemotherapy, n (%)
« 1 versus 2 prior lines of chemotherapy =i 94 (51.1)
*  HR+ (with vs without prior treatment with CDK4/6 inhibitor) versus HR- '

( P ) Capecitabine | 37 (20.1)

Nab-paclitaxel | 19 (10.3)
Gemcitabine | 19 (10.3)
Paclitaxel 15 (8.2)
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2024 ASCO DESTINY
BREASTO6

ANNUAL MEETING

Trastuzumab deruxtecan vs physician’s choice of
chemotherapy in patients with hormone receptor—positive, PFS in HER2-low

human epidermal growth factor receptor 2 (HER2)-low or
HER2-ultralow metastatic breast cancer with prior endocrine T.DXd 13.2 mo
therapy: primary results from DESTINY-Breast06 | '

Hazard ratio 0.62; P<0.0001

Median

TPC

{ DESTINY-Breast06 HER2-low HER2-ultralow !
i patient population: o/ 23 o/ 24 1 .
{-85% of R+, HER2- mec _ ~60-65% = ~20-25%" | — PFS in ITT (HER2-low + ultralow) —

Median

2
Q O o (@]
Q Py & Rt T-DXd 13.2 mo
: “ Q e -
M IHC 0 TPe m
Absent / no Hazard ratio 0.63; P<0.0001

Weak-to-moderate complete Faint, incomplete Faint, incomplete
'membrane staining .membrane staining membrane staining observable
in >10% tumor cells in >10% tumor cells . . membrane

in £10% tumor cells staining

Curigliano et al, ASCO 2024; Bardia et al, NEJM 2024



ANTI-HER2 ADC: CONSIDERATIONS

 HER2 presents a dual role in breast cancer:
* Oncogene driver when overexpressed or amplified

« Selection criterion for T-DXd in the metastatic setting when HERZ2 is negative but not
entirely absent.

* Currently, we are able to address around 90% of patients with hormone
receptor-positive disease and 30-40% of triple-negative BC patients

 This marks significant progress in therapeutic options.

« May have we missed an opportunity?

« The current landscape is extremely chaIIenC?ing in terms of HER2 detection and the
introduction of the HER2 ultralow category adds a further layer of complexity.

« This gap must be addressed during the time leading up to regulatory approval of T-DXd
fclqr HER2ultra low pts. It is crucial that we use this period to educate pathologists and
clinicians.

* Importance of analytical validation, central confirmation, as well as training of pathologists.

* Future studies should focus on improving selection to enhance patients’
prognosis



ANTI-TROP2 ADC: RATIONAL FOR TARGETING TROP2 IN BC
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Trop2 is highly expressed in BC Trop2 regulates TNBC cell and tumor

(>85-90%) growth in vitro and in vivo

Unconclusive data regarding the
Aslan et al, NPJ BC 2021 prognostic impact of TROPZ2



ANTI-TROP2 ADC IN TNBC: ASCENT TRIAL

Metastatic TNBC

(per ASCO/CAP)

22 chemotherapies for
advanced disease

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

N=529

NCT02574455

Without BMs

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)

Endpoints
Primary
Continue
treatment until + PFSt
progression — Secondary
or + PFS for the full
unacceptable -
toxicity population
+ 0OS, ORR, . o .
DOR. TTR, inhibitors
safety

Data cutoff: March 11, 2020

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

Median
No.of Mo.of Progression-
Patients Ewvents free Survival
mo (95% Cl)
Sacituzumab Govitecan 235 166 5.6 (4.3-6.3)
Chemotherapy 333 150 1.7 (L5-2.6)
= 100- Hazard ratic for disease progressicn
& or death, 0.41 {95% CI, 0.32-0.52)
E 20— P=0.001 —
= Sacituzumab govitecan Ei
3 B
8 60+ —— Chemotherapy %
3
"E" 40 [
ks j -
20 g
& 5
e 0 T T | T f T T 1

12 15 18 21 4

Without BMs

Sacituzumab Govitecan 235
Chemotherapy 233

Median
Mo.of No.of Overall
Patients Events Survival
mo (95% Cl)
155 12.1 (10.7-14.0)
185 6.7 (5.8-7.7)

Hazard ratio for death, 0.48

™ (95% CI, 0.38-0.59)
20 P=0.001
Sacituzumab govitecan
60 —— Chemotherapy
40
20+
0 T I T I T I I I 1

Progression-free Sundval [35)

Full population

Sacituzumab Govitecan 267
Chemotherapy 262

« TNBC at initial diagnosis =70%
« Median anticancer regimens: 4 (2-17)
« 29-26% previously treated with PD-1/PD-L1

* 17-18% previously treated with PARP inhibitors

Median
No.of  Mo.of Progression-
Patients Events free Survival
mo (95% CI)
190 4.8 (4.1-5.8)
171 1.7 (L5-2.5)

100- Hazard ratio for disease prograssion
or death, 0.43 (95% CI, 0.35-0.54)
204 P=0.001
Sacituzumab govitecan
60 —— Chemotherapy
A0+
20+
0 I | | ! I ! | ! 1

12

15 18 i1 24 7



PFS (%)

ANTI-TROP2 ADC IN HR+/HER2-: TROPICS-02 TRIAL

NCT03901339
Treatment was continued until progression
Metastatic or locally recurrent or unacceptable toxicity
inoperable HR+/HER2- breast
cancer that progressed after®: Sacituzumab govitecan Endpoints SG arm:
10 mg/kg IV : :
) Primary . . .
« At least 1 endocrine therapy, taxane, days 1 and 8, every 21 days ° . o/ .
o CORSfGin anyssling =272 - PFS by BICR Median prior tx lines: 3 (2, 38 /O, 23,

* At least 2, but no more than 4, lines of
chemotherapy for metastatic disease

S d
- 58%)

+ ORR, DOR, CBR

Treatment of physician’s choice®

« (Neo)adjuvant therapy for early-stage (capecitabine, vinorelbine, : : . (o)
disease qualified as a prior line of gemcitabine or eribulin) By LI and BICR * Prlor c DK 4/6I use° s 1 2 m OS 58 /0
chemotherapy if disease recurred within n=271 « PRO
12 months . Safet
« Measurable disease by RECIST 1.1 Stratification: ¥
Visceral metastases (yes/no)
N=543 » Endocrine therapy in metastatic setting 26 months (yes/no)
» Prior lines of chemotherapies (2 vs 3/4)
Numberof Numberof Median overall
patients events survival, months
(95% CI)
Sacituzumab govitecan Chemotherapy 100 — —— Sacituzumab govitecan 272 191 14-4 (13-0-15.7) . .
S— (n :?20721 (n ?529?11 o0 "w. — Chemotherapy 271 199 112 (10-1-127) TROPICO02 trial: more
PFé Hazard ratio for death, 0-79 (95% CI 0-65-0-96) heaVI Iy pre-treated
100 A omo 46% 30% = 80+ p=0-020 .
90 - 12mo 21% % < population compared to
Median PFS £ .
80 1 —mo (35% CI) 5.5 (4.2 10 7.0) 4.0 (3.110 4.4) 3 DBO04 trial.
70 HR (95% CI), P-value 0.66 (0.53 to 0.83), P=.0003 @
o
60 + —e— Sacituzumab govitecan Tg
e R R T Chemotherapy E SG efficacy confirmed
40 : E regardless of HER2 IHC
30 Lo 3 c .
20 L groups > confirmed also in
I
10 o HER2-low BC
I
- : o - . - . - , 0 T 1 T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 o 3 6 9 1 1 18 21 24 27 30 3 36

Rugo et al, JCO 2022;
Rugo et al, Lancet Oncol 2023; Rugo et al, ESMO 2022



ANTI-TROP2 ADC IN HR+/HER2-: THE STORY IS NOT OVER
A new kid on the block - TROPION-BREASTO01 TRIAL

Kev inclusi iteria: Dato-DXd
ey inclusion criteria: 6 mokg IV Day 1 QW Endpoints:
* Patients with HR+/HER2- breasF cancer” (n=365) « Dual primary: PFS by
(HER2— defined as IHC 0/1+/2+; ISH negative) 11 BICR per RECIST v1.1, and
+ Previously treated with 1-2 lines of _ ’ . 0S
chemotherapy (inoperable/metastatic setting) Investigator’s choice of « Key secondary: ORR
» Experienced progression on ET and for whom chemotherapy (ICC) PFS (investigator assessed)
ET was unsuitable as per protocol directions’
.« ECOGPS0or 1 (eribulin mesylate D1,8 Q3W; vinorelbine D1,8 Q3W; and safety
gemcitabine D1,8 Q3W; capecitabine D1-14 Q3W)
(n=367)
104 PFS by BICR: primary endpoint
0.9 System Organ Class Dato-DXd (n=360) ICC (n=351)
08 Dato-DXd | ICC Preferred term, n (%) Any Grade Grade >3 Any Grade Grade 3
E 07 Median PFS, months 69 49 Blood and lymphatic system
S 064 (35% Cl) (7-14) ~ (42-55) Anaemia 0011)  4(1) 6920  7(2
2 HR (35% CI) 0.63(0.52-0.76) Neutropenia* 39(11)  4(1)  149(42)  108(31)
= 059 ! P-value <0.0001 E
S 04 ' 37.5% ye
3 . , yes Dry eye 78(22) 2(1) 278 0
= 034 ! 1 -0 . .
a ! i Gastrointestinal
02 ! : Nausea 184(51)  5(1)  83(24) 2(1)
— Dato-DXd (n= ' 18.7% 1 : "
014 — fg‘g’ﬁ;‘ég’; 365) : : 146% | Stomatitis 180(50)  23(6)  46(13) 9(3)
04 : , : + - Vomiting 71200  4() 278 2(1)
Number at risk Time from randomisation (months) Constipation 65 (18) 0 32(9) 0
DatoDXd 365 249 158 66 15 4 General
icC 367 205 % 26 § 1 Fatigue 85(24)  6(2)  64(18)  7(2)
. . ] . . Skin and subcutaneous
PFS by investigator assessment: Median 6.9 vs 4.5 months; HR 0.64 (95% CI 0.53—0.76) Alopecia 131 (36) 0 72 (21) 0

Bardia ESMO 2024



Potential Mechanisms of Action and Toxicity of ADCs

e Bystander effect

* Antibody - Targeted delivery of the payload

* Antibody - Target biological interaction

* Immune response to the Antibody

e Sustained and prolonged very low dose of free-payload
in the circulation

* Albumin transfer of the payload

* Combination of multiple mechanisms



Alopecia
T-DM1: 2.3%
T-DXd: 36.2%
SG: 46.0%

Pneumonitis / ILD?
T-DM1:19% /0
T-DXd: 10.5%2 / 0.8%
SG:0.4% / 0.4%

Hepatic toxicityb
T-DM1:37.2% / 5.0%
T-DXd: 23.3% / 0.8%
SG:10.0%/1.0%

Ejection fraction drecrease
T-DM1:0.4% /0
T-DXd: 2.3% /0
SG: NR

Vomiting
TDM1:5.7% / 0.4%
T-DXd: 44% / 1.6%
SG:29%/1.0%

Diarrhea
T-DM1:3.8% /0
T-DXd: 23.7% / 0.4%
SG: 59.0% / 10.0%

Incidence of adverse events
e Any grade
e Grade=3

Anemia
TDM1:14.2% / 4.2%
T-DXd: 30.4% / 5.8%
SG:34% / 8%

Neutropenia
T-DM1:11.1%/3.1%
T-DXd: 42.8% /19.1%
SG: 63% / 34.0%

Thrombocytopenia
T-DM1:51.7% / 24.9%
T-DXd: 24.9% / 7.0%
SG:5.0% /1.0%

ADCs may cause toxicities through

different mechanisms, depending on the chemical
properties of the payload (i.e., hydrophilic), the
drug-to antibody ratio (DAR), as well as the
stability of the linker (cleavable or not) and the
expression of the target in non-cancer tissues.

Evidence suggests that most of the off-targeted
ADC toxicity relates to off-target delivery of the
cytotoxic payload, and that this is the critical
driver for the tolerability of these drugs and,
ultimately, the recommended dose used in
patients

Nader-Marta G, et al. Therapeutic Advances in Medical Oncology. 2023;15.
doi:10.1177/17588359231183679



THE EVOLVING LANDSCAPE
The expansion of the treatment arsenal calls for strategic sequencing

Population ADC1
& A

Abelman n=68 mTTP: 5.4mo mTTP:2.5mo Tropl variant may drive
HR+: 44%, TNBC: 56% resistance
Prior lines of treatment: 3-7
Raghavendra n=33 PFS: SG: 4.6 mo. PFS SG-> TDXd: 5.5mo Suggest superiority of T-DXd
Subtype data not available PFS: TDXd: 7.6 mo PFS TDXd= SG: 2.4 mo but unknown HR status
Huppert n=84 TTNT SG>TDXd: HR+ 8 mo TTINT SG>TDXd: HR+ 3.7 mo All HER2-low expressing
HR+/HER2-low: 67% HR- 7.8 mo HR:- 2.8 mo Longer PFS with ADC1 than
HR-/HER2-low: 33% TTNTTDXd = SG: HR+ 5.5 mo TTNT TDXd = SG: HR+ 2.7mo ADC2
Prior lines of treatment: 2- HR- undetermined HR- undetermined
4.5
Poumeaud n=179 mPFS: 4.5 mo. . In MV analysis SG -->T-DXd
HR+/HER2-low: 69% mPFS HR+/HE2-low: 2.7 mo. (T-DXd) SG-T-DXd- PFS2: 3.1mo. was associated with
HR-/HER2-low: 31% mPFS HR-/HE2-low: 4.9 mo. (5G) T-DXd-GG: 2.2 mo. improved outcomes
Prior lines of treatment: 3-5 50% primary resistance to
Prior ADC use: 64% ADC2
received SG as ADC1

* Current evidence limited by the retrospective nature
(heterogeneous population in terms of composition and tx line, not necessarily immediate
sequencing)

« Current data suggest that ADC#2 may have shorter PFS that ADC#1

Chavez SABCS 2023



Antibody resistance

2. Antigen loss

Antigen loss through mutations
and decreased expression lead to
decreased binding of the antigen

to the antibody _,
/jE\ &m'um

1. Clearance of ADC

Recycling of endosome
prior to the payload
release reduces
efficiency of the ADC

1. Alterations in payload
target

Alterations in the
payload target, such as
TOP1, prevents the
ability of the payload to
exert cytotoxic effects

Payload resistance

Endosome f %

— (=t - ;‘7«"

Lysosome

s,ﬁ%

point @

Cytotoxic
effect

mutation

|_, - | Apoptotic
=i pathways

Cell growth and
proliferation

Efflux of payload
—%'0 through ABC drug

L g

3. Derangement in internalization

ADC internalization into
calveolin-1—positive puncta may
impair lysosome trafficking

4. Clearance of payload

transporters

3. Activating cell signaling
pathways

Activating signaling pathways
such as the PI3K/Akt pathway
promotes cell growth

2. Upregulation of anti-apoptotic proteins

Upregulation of anti-apoptotic proteins such
as PLK1 prevents apoptotic pathways

Chang HL, et al. J Clin Invest. 2023;133(18):e172156.
https://doi.org/10.1172/JCI172156.



THE EVOLVING LANDSCAPE
The expansion of the treatment arsenal calls for strategic sequencing

Biomarkers of resistance

0S (probability)

TPC
S5G

1.0
0.9 4
0.8 |
0.7 |
0.6 1
0.4 A
0.3 A
0.2 4
0.1 4
0.0 1

LOWEST
H score category

Q1 (H-score: 0-130)
Patients (events) mOS (95% CI)

TPC 45 (40) 7.0 (4.9 10 9.6)
SG 35 (29) 8.7 (6.9 t0 12.9)

Unstratified HR (Cl) = 0.739 (0.457 to 1.19(

No. at risk:

45 38
3B 3

6 9 12 15 18 21 24 27 30 33
Time (months)

24 16 14 12 9 5 3 1 0 0
27 16 13 10 8 6 5 3 1 0

Biomarker analysis from the ASCENT trial
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0.5

0S (probability)

No. at risk:

TPC
5G

HIGHEST
H score category

Q4 (H-score: 275-300)

Patients (events) mOS (95% Cl)

TPC 32 (30) 7.1{4.9 0 9.8)
SG 47 (34) 14.5 (10.6 to 18.3)

Unstratified HR (Cl) = 0.358 (0.216 to 0.594)

0.4 4
0.3 4
0.2
0.1 A
0.0 A

0 3 6 9 12 15 18 21 24 27 30 33

Time (months)

32 26 17 13 9 4 2 1 1 0 0 0
47 46 4 36 28 21 18 13 8 1 0 0

a trend was observed for
improved OS across quartiles

Major phylogenetic branches of
resistance (mutually-exclusive)

TROP2-expressing lesions at aut
Chest wall subcutaneous

65% TACSTD2TROP2 T256R

: ‘
.
0% TOP1 E418K

LesionE

MGH-18
NORMAL

TP53
K132R 42

TACSTD2/ >
rnopzr §
T256R W
19 4 .
N

Hilar LN

53% TACSTD2/TROP2 T256R

Inferior Liver

34% TOP1 p.-122fs
y /i ..‘ 74‘."}'5.; TROP2 T256R

)
R,
25 4 Lesion C
T?fz 1'* RP Periaortic LN
B 4% TOP1 p-122is
Lesion F

Mutations in TROP2 and TOP1 genes
associated with acquired (secondary)
resistance to SG

Bardia et al, JCO 2024




THE EVOLVING LANDSCAPE

The expansion of the treatment arsenal calls for strategic sequencing

SAME TARGET - HER2 + disease
T-DXd after T-DM1

DESTINY-Breast02
Randomized phase 3, open-label, multicenter study (NCT03523585)

VR Primary endpoint
Key eligibility criteria® e {':9:‘;%33“’ - PFS (BICR®) ;
= Centrally confirmed HER2-positive (IHC 3+ or Key secondary endpoint
IHC 2+/ISH+) unresectable or metastatic breast cancer « 08

Secondary endpoints
«  ORR (BICR®)

«  Documented radiographic progression after most recent
treatment

= Previously treated with T-DM1 « DoR (BICRY)
TPC « PFS (investigator)
Per label (n = 202) . Safety
Stratification factors * Trastuzumab / Capecitabine Exploratory endpoints
+  Hormone receptor status or « CBR (B!CR")_
+  Prior treatment with pertuzumab + Lapatinib / Capecitabine +  PFS2¢ (investigator)

+  History of visceral disease

Protocol-prespecified statistical analysis plan

At data cutoff (June 30, 2022), the median duration of follow-up9 was:  Primary analysis planned for ~372 BICR PFS events observed or 18 months from
+ 21.5 months (range, 0.1-45.6 months) in the T-DXd arm the last patient randomized, whichever came first
+ 18.6 months (range, 0-45.7 months) in the TPC arm + Group sequential testing was used to compare OS between treatment groups

hierarchically, provided PFS was significant

Median (95% Cl), months 100
1004 T-DXd: 89.4% (95% Cl, 85.9-92.1)
2 T-DXd TPC ] TPC: 74.7% (95% CI, 67.4-80.4)
= 1 17.8(14.3-208) 6.9 (5.5-8.4) o 1
3 8o+ HR (95% CI): 0.3589 (0.2840-0.4535 °>- 80 . :
3 %, P < 0.000001 = i T-DXd: 65.9% (95% Cl, 60.7-70.7)
) ] v T-DXd: 62.3% (95% CI, 57.0-67.1) 5 1 M TPC: 54.3% (95% Cl, 46.3-61.6)
o TPC: 27.2% (95% CIl, 20.1-34.8) [ 1 R
& N 8 l e,
> 607 1 : x 607 1 T,
b AN ) o - 1
5 | ~ : T-DXd: 42.2% (35% Cl, 36.5-47.8) o ] . . B "
@ e ! TPC: 13.9% (95% CI, 7.9-21.6) > . . S P,
B
3 40 * 1 2 40 1 1
& L 1 ! 5 1 1 .
T oy ! 2 ] ! ! Median (95% CI), months
o (. ©
3 1I+t,hu ! 5 " 1 1 T-DXd TPC
20 o > - 1 1
@ \ aann 1 g
s . Censor ! o L . L : le) : : 39.2(32.7-NE)  26.5 (21.0-NE)
o | ~—— T.DXd(n=406) 1 ! | 1 +  Censor . . HR (95% Cl): 0.6575 (0.5023-0.8605)
o -—+-- TPC(n=202) ! ! | —— T-DXd (n = 406) H H P =0.00214
od ! ! ! 04—+ TPC(n=202) | |
T T T T T T T T T T T T |I 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 T T T T T T T T T T T T T T T
012345678 910111213141516 171819 2021 2223 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 30 40 41 42 43 44 4546 012345678 91011121314151617 181920212223 24 2526 27 282930 31 32 33 34 35 36 37 38 3940 414243 44 4546
Patients still at risk Time, months Patients still at risk Time, months
T-DXd (406) 406 400 374 359 355 330 296 278 260 239 213 203 194 179 170 161 149 141 132 119100 88 83 76 65 60 55 47 38 35 31 27 23 19 156 14 12 10 6 4 4 3 1 1 1 1 0 T-DXd (406) 406 404 400 390 385 382 374 366 357 352 350 346 339 331 317 306 295 282 277 257 234 215196 183 160 144139122104 93 82 72 63 51 40 34 29 256 19 108 6 3 1 1 1 0
TPC (202) 202180148126118 95 78 72 64 48 39 37 32 28 24 20 17 13 11 ® 9 & 8 6 3 3 3 2 2 2 2 2 1 1 1 1 1 0 TPC (202) 202 192 187 182 178 173 167 161 157 151 142 136 130 124 118 114 111 110106 95 89 79 76 72 61 53 50 46 38 33 29 28 25 22 22 18 15 13 12 7 6 5 4 3 1 1 0

Krop et al SABCS 2022: André et al Lancet Oncol 2023



TBCRC-064: TRADE DXd

Treatment of refractory BC with Dato-DXd or T-DXd

Eligibility:

+ Confirmed unresectable locally
advanced or metastatic disease

+ History of HER2-low BC: IHC 1+
or 2+/ISH- (any sample: primary
or met)

*  Measurable disease

* Prior endocrine therapy and
CDK4/6 inhibitor for HR+ MBC

* Prior topo-! inhibitor allowed
only in neo-fadjuvant setting(s)
and if 212m elapsed since last
dose to metastatic recurrence

*Randomization 1:1 to T-DXd or
Dato-DXd as ADC, for allocation
purposes.

'i? Tumor assessments + Blood collection g9w

Primary endpoint (ADC,, ADC;): ORR
Secondary endpoints: PFS, OS, CBR, TTOR, DOR

ADC, ADC,
HR+ (n=66) Crossove HR+ (n=66) Treat until
T-DXd * to ADEU a:: Dato-DXd % . Pprogression or
0-1 prior lines pmgres:iﬁn 1-2 prior lines unacceptable
HR- (n=50) HR- (n=50) toxicity
HR+ (n=66) HR+ (n=66) Treat until
Dato-DXd * ::'T;EUE'; T-DXd * . Pprogression or
0-1 prior lines © z_il 1-2 prior lines unacceptable
HR- (n=50) progression HR- (n=50) toxicity

Baszeline Post-C2 Baseline Dptional
Pre-ADC, On-ADC, Pre-ADC, Post-ADC,
Biopsy Biopsy Biopsy Biopsy

*Patients who received T-DXd/Dato-D¥d as ADC, off-study allowed to enroll on ADC; cohorts.

Garrido-Castro A, et al. DFCI



Registry Sequencing Study

Cohorts 1 & 2: Enrollment Prior to ADC #1

Cohort 1: HR+/HER2- Objectives/considerations:
42 _ HER2 low - Allows for prospective
‘S ADC #2 efficacy, including
o . PRO data and collection of
= low Emtjpoti'mlsb ier: Patient not
> . ) - otential barrier: Patient no
e potents 786 | [ chemo#t | o5 paents
s (e.g., example patient #3
Wi * » ° Minimum imaging: CT CAP Q12 wk shown here)

*  PRO data collection
* Blood collection
* Intervening therapies allowed

Enrollment Prospective assessment

Cohorts 3 & 4: Enrollment Prior to ADC #2
Cohort 3: HR+/HER2- Objectives/considerations:

i ~ i - Allows for prospective
safety and efficacy, including
endpoints

~15 patients

- Allows for retrospective

Example participants

B — * > safety and efficacy of ADC #1
Retrospective p ti *  Minimum imaging: CT CAP Q12 wk
p Enrollment Frospective *  PRO data collection
assessment assessment e Blood collection

* Intervening therapies allowed

Huppert L, et al. UCSF.



THE EVOLVING LANDSCAPE: NEW TARGETS

LRRC15

Tissue factor s _ Mesothelin
pathways
W
« ~_*/J, \‘5
& ‘\.\ L

Schlam et al, Critical reviews in Oncology



THE EVOLVING LANDSCAPE: NEW TARGETS

HER3
Patritumab Deruxtecan

Outcome (BICR per RECIST 1.1)

HR+/HER2— (n = 113)

HER3-High® and HER3-Low

TNBC (n = 53)

ICARUS BREAST01: Study Design sy

HER2+ (n = 14)

HER3-High® HER3-High®

Confirmed ORR (85% Cl), %

30.1 (21.8 to 39.4)

Multi-center, single-arm, phase 2 study (NCT04965766)

226 (12.3 t0 36.2) 429 (17.7 to 71.1)

100 —

Best overall response, %° X .
o -~ -~ e KEY ELIGIBILITY CRITERIA*; Primary Endpoint:
. . : -unresectable locally advanced/metastatic BC = Investigator-assessed
SD 50.4 56.6 50.0 -HR+HER2-neg? HER3-DXd 5.6 mg;‘kg every 3 weeks confirmed ORR
D ns 17.0 7 progression on COK4/Ginh + ET until PD or unacceptable toxicity Secondary Endpoints:
NE 80 38 0 -progression on 1 prior chemotherapy for ABC * DOR,PFS, CBR, 03
- - -prior PI3K/AKT/mTORinh allowed *  Safety and tolerability
DCR (95% CI), % 80.5 (72.0 to 87.4) 79.2 (65.9 to 89.2) 92.9 (66.1 to 99.8) -no prior T-DXd
CBR (95% Cl), % 434 (34.1 to 53.0) 36.8 (23.1 t0 50.2) 50.0 (23.0 to 77.0)
DOR, median (95% CI), months 7.2 (5.3 to NE) 59 (3.0 to 8.4) 3 (2.8 to 26.4) Baseline Exploratory Endpoints:
. o Predictors of
PFS, median (95% Cl), months 74 (47 to 8.4) 55(391t06.8) 11.0 (4 410 16.4) Mandatory: responselfesistance
Six-month PFS rate (95% CI), % 53.5 (43.4 to 62.6) 382 (24.2 to 52.0) 51.6 (22.1 to 74.8) -tumor biopsy (1 frozen + 3 FFPE) = Dynamics of HER3 expression
08, median (95% Cl), months 146 (11.3 to 19.5) 146 (11.2t0 17.2) 19.5 (12.2 to NE) -blood (whole blood + serum) before and after treatment

=  CTCs levels during treatment

HR+HER2- (n = 113)

HER2+ in = 14)
TNBC (n = 53)
80 - Vertical lina: Censored
% [95%CIJ* Median, months [95% CI] 9.4 [8.1; 13.4]
g " Confirmed ORR® 53 53.5 432, 636] i
2 CR 2 20[027.1] -
07 PR 51 515[41.3;61.7) :
sD ¥ 3741278, 47.7) 30w
£
o7 L ; H " " J‘ PD 7 7.1[2.9;14.0] b
02
‘—L NEe 2 2.0[0.2:71]
0 : ; ls tll ; ; ; xla s; 1I0 1I1 1‘2 1l3 1I4 1I5 wls 1|7 1IB 1I9 20 2‘1 2I1 zla 2I4 2‘5 2Is zl? zls zlg :1ln 3'1 :;2 :ila 3‘4 3I5 CBR¢ 62 62.6 (52.3;72.1) v T T 8 10 1w 1 1w 18 W 2 4 ® B
Tlme(munthsJ Twnefrornbegnmgof to prog! or death (month
No. at risk - ' . - .
e T P 7 1 s s a4 3 a1 a1 1 No significant association between HER2 expression Overall
HER2+ % 14 12 12 12 8 4 4 4 4 4 4 2 H 2 2 2 1 1 1 1 1 1 1 1 1 1 1 1 1 and ORR{p-Vajue 0_8}9 -Ns":,ked 909 818 734 sé‘ ﬁ ?3 %? ;;", ;% 28 32 3%1 35 325 307
THBC 53 51 39 33 28 23 16 W4 13 8 8 7 6 6 4 4 4 2 2 2 venls 0 10 2 29 44 50 52 57 €0 62 62 62 62

Krop et al, JCO 2023

Pistilli et al, ESMO 2024



THE EVOLVING LANDSCAPE
New generation-ADC

Immune-
Bispecific ADC with modulating Radionuclide drug
ADC dual payload ADC conjugate
Dianeciie D E Masking peptide
antibody Protease

ey

T

WA

Vg
Lmker Payl oad | P&y IoadA

Payload B
E.g. zanidatamab zovodotin E.g. HER2-directed mAB with E.g. PD-L1 inhibitor + D18 E.g. HER2-directed mAB with DNA cross-linking (PNU 159682) +
targeting trastuzumab and DNA cross-linking (PNU immunomodulator; tubulin polymerization inhibitor (MMFA) payloads
pertuzumab HERZ binding 159682) + tubulin HER2-targeted mAB
domains polymerization inhibitor conjugated with a toll-like
(MMFA) payloads receptor 7 agonist

Modified from Schlam et al, Critical Reviews in Oncology 2023



CONCLUSIONS

« ADCs have reshaped the treatment of metastatic breast cancer, across all
subtypes

« Anti-HER2 and TROP2 ADCs dominate the current landscape

« Several ADC with novel targets are advancing in the experimental scenario

* New generation ADCs with innovative mechanisms are also emerging
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