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Antibody-Drug Conjugates

Important Properties of the ADC Components and Target Antigen

Antigen

* High homogeneous expression on tumor

= Low or no expression on healthy tissues

= High affinity and avidity for antibody recognition

Antibody
= High affinity and avidity for tumor antigen
= Chimeric or humanized to
decrease immunogenicity
= Long half-life and high molecular weight

Cytotoxic Payload
= Highly potent agents:
« Calicheamicin
« Maytansine derivative (DM1 or DM4)
* Auristatin (MMAE or MMAF)
« SN-38
+ DXd topoisomerase | inhibitor
= Optimal DAR (range: 2 to 8)
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Linker
= Stable in circulation
= Efficient release of payload at target site
= Prevents premature release of payload at
nontarget tissue
= Efficient linker technology
(cleavable vs noncleavable)
= Site of conjugation
* DAR affects drug distribution
and pharmacokinetics

Cleavable Linkers

Depend on physiological conditions:

pH, proteolysis, or high intracellular glutathione
Noncleavable Linkers

Depend on lysosomal degradation



TROP2 ADCs



ADCs targeting TROP2 under development in NSCLC

Antibody Linker type Payload Action
Datopotamab Humanized Cleavable Deruxtecan Topoisomerase |
deruxtecan lgG1 inhibitor
Sacituzumab Humanized IgG1 Cleavable SN-38 (active metabolite | Topoisomerase |
govitecan of irinotecan inhibitor

 In lung cancer, TROP2 overexpression in up to 64% of adenocarcinomas and up to 75% of SCC’

« TROP2 overexpression seems to be a negative prognostic factor in NSCLC?

1 Inamura Oncotarget 2017, 2 Jiang Oncol Lett 2013
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TROPION-PanTumor01 Study Design

Key Inclusion Criteria

» Relapsed/refractory advanced/metastatic NSCLC

» Unselected for TROP2 expression®

* Age 218 (US) or 220 (Japan)years

«ECOG PS 0-1

+ Measurable disease per RECIST version 1.1
« Stable, treated brain metastases allowed

Best Overall Response (BICR)

Dato-DXd dose

Dose Expansion®
NSCLC cohort

Dose Escalation

Primary objectives

Dato-DXd 0.27 S— . « Establish MTD; safety, tolerability
to 10 mg/kg Q3W¢ - — - Secondary objectives®
80 patients at 8 mg/kg « Efficacy,/PK, ADAs

MTD established:

8 mglkg QAW TNBC, HR+HER2-,

and other tumor types 6-mg/kg dose chosen for

further development®.”

Best Change in Sum of Diameters (per BICR)

80,

TEAESs in 215% of Patients?

Nausea

Stomatitis i -

Alopecia '!

Fatigue
Vomiting %

Patients= L) =) 5 40 Decreased appetite
ORR, n (%)® 12 (24) 14 (28) 19 (24) S = 22: Constipation ————o

CR, n (%) 0 0 1(1) EA% -20- Infusion-related reaction E—o Dato-DXd dose

PR, n (%) 12 (24) 14 (28) 18 (23) -§ = ;2: N Anemia 4mglkg
SD, n (%) 25 (50) 20 (40) 42 (53) £ ] Zieis Diyeye —r
Non-CR/PD, n (%) 12) 2 (4) 2(3) e memor _ Mucosal inflammation Nl
PD, n (%) 7 (14) 10 (20) ) (10) § ‘ghange |n4?nl;::gof Dlan'}!;ters of T::“ggel:gLeS|on (E:oer BICR)B?“\;ir";ﬁme Rash >3
NE, n (%) 5 (10) 5(10) 9 (11) > g :;wly Sgm, e Cough
DOR, median (95% Cl), mo (z_gl_iE) (5A160-‘r§E) (5.2;;1\"5) _':é g i.: S i‘; x{., S —jlj 77777777777777777777 RIEUIEE] ==

«@ 0. e s e E IR s 0 24550 1820222428 100 T38E T2 141618202224 28 Dyspnea [ o)
0 10 20 f.’:U 4]0 5-;0 6]0 7]0

Patients. %

» Antitumor activity was observed at 4-, 6-, and 8-mg/kg doses
of Dato-DXd

* Most responses were durable over time, including a median
duration of response of 10.5 months in the 6-mg/kgcohort

Garon, WCLC, 2021



TROPIAN-Lung02: Datopotamab Deruxtecan Plus Pembrolizumab and

chemotherapy

Key eligibility

+ Advanced/metastatic NSCLC Cohort 1 (n=20)¢:

+ Dose confirmation®: s2 lines of

prior therapye
+ Dose expansion Cohort 3 (n=17)¢:
+ s1line of platinum-based CT Cohort 4 (n=20)¢:

(cohorts 1 and 2)¢

=7)d:
+ No prior therapy (cohorts 3-6)c Gohorts (=7

Cohort 6 (n=4)¢:

Safety

TEAEs
Study treatment-relateda
Grade 23 TEAEs
Study treatment-relateda
Serious TEAEs
Study treatment-related
TEAESs associated with
Deathe
Discontinuation due to any drug
Discontinuation due to Dato-DXd
ILD adjudicated as drug relatede
Grade 1/2
Grade 3

Levy, WCLC, 2022

Cohort 2 (n=20)¢:

Dato-DXd + pembro
vV Q3w IVQ3w

4mglkg + 200mg
emgkg + 200mg —‘
4mgkg + 200mg +
emgkg + 200mg +
4mgkg + 200mg +
eémgkg + 200mg +

Doublet Triplet
Events, n (%) (n=40) (n=48)

platinum CT
IV Q3w

“Doublet”

carboplatin AUC 5
carboplatin AUC §
cisplatin 75 mg/m?

cisplatin 75 mg/m?2

37 (93%) 47 (98%)
33 (83%) 46 (96%)
16 (40%) 29 (60%)
14 (35%) 26 (54%)

9 (23%) 13 (27%)
4 (10%) 7 (15%)
2 (5%) 1(2%)
9 (22%) 9 (19%)
6 (15%) 5 (10%)
2 (5%) 0

1 (3%) 1(2%)

« Primary objectives: safety
and tolerability

« Secondary objectives:
efficacy, pharmacokinetics,
and anti-drug antibodies

“Triplet”

Nausea

Stomatitis

Decreased appetite
Fatigue

Anemia

Constipation

Alopecia

Vomiting

Rash

Platelet count decreased
Neutrophil count decreased

Diarrhea

BOR With 1L Therapy For Advanced NSCLCab

Response, n (% (n=13) (n=20)

ORR confirmed + pending 8 (62%) 10 (50%)
CR 0 0
PR confirmed 8 (62%) 7 (35%)
PR pending 0 3(15%)
SD 5 (39%) 8 (40%)
DCR 13 (100%) 18 (90%)

» As 1L therapy, the doublet and triplet yielded ORRs (confirmed +
pending) of 62% and 50%, respectively

+ As 2L+ therapy, respective ORRs (confirmed + pending) were
24% and 29%

TEAESs in 215% of Patients
G Do ublet Triplet

80 60 40 { 60

T

W Grade 1/2 | Patients, % [EZ3 Grade 1/2
B Grade =3 I Grade =3
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Best change in sum of diameters from baseline, %

TROPIAN-Lung02: ASCO 2023 Update

Doublet therapy  Triplet therapy

Response?

Confirmed + pending ORR, n (%)%4
[95% ClI]

Confirmed + pending BOR, n (%)%¢
Confirmed CR
Pending CR¢
Confirmed PR
Pending PR¢

SD, n (%)

DCR, n (%)®

Median DOR, months
[95% Cl]

Preliminary PFS in all patients, median (95% Cl), months: doublet, 8.3 (6.8-11.8); triplet 7.8 (5.6-11.1)"

All patients (n=124)2

W Doublet M Triplet + Treatment ongoing »* Dato-DXd 6.0 mg/kg®

Goto, ASCO 2023

All patients

Doublet
(n=61)
23 (38)
[26-51]

0
0
21(34)
2(3)

30 (49)
51 (84)

NE
[8.8-NE]

Best change in sum of diameters from baseline, %

Triplet
(n=71)°
35 (49)
[37-61]

1(1)
0
34 (48)
0

27 (38)
62 (87)

NE
[5.8-NE]

Patients in 1L

Doublet

(n=34)°

17 (50)
[32-68]

0
0
15 (44)
2(6)
16 (47)
31(91)

NE
[5.5-NE]

Triplet
(n=53)°
30 (57)
[42-70]

1(2)
0
29 (55)
0

18 (34)

48 (91)

NE
[5.7-NE]

Patients in the 1L setting (n=84)?

= Doublet W Triplet

+ Treatmentongoing % Dato-DXd 6.0 mg/kg®

In the 1L setting, the ORR
(confirmed and pending)?
was 50% in patients
receiving doublet therapy
and 57% in those receiving
triplet therapy

Among all patients, the DCR
was 84% (doublet) and 87%
(triplet); in the 1L setting, the
DCR was 91% in both
therapy subgroups

AESI, n (%)2®

Oral mucositis/stomatitis

ILD/pneumonitis adjudicated as

drug related®

Ocular surface toxicityd

IRR®

Stomatitis o I ¢
Nausea 2 %
7 1o
Faligue | T
Decreased appetite 5% 1%
Constipation 30% 33%
Vomiting 19% 31%
Cough 19% 2%
o T
Amylase increased (7 0% 15% K32
Alopecia 25% 14%
2
o KT 14
Pruritus 20% 15%
Rash 25% 1%
We.|gm qecreased Btk —
Blood creatinine increased Grade 23 9% 2% 1% ohe
80% 60% 40% 20% 0 20% 40% 60%

Doublet
(n=64)

37 (58)

1(17)

10 (16)

15 (23)

All grades Grade23 All grades Grade 23

5(8)

2(3)

1)

0

Triplet

(n=72)

3143  4(6)

16(22)  2(3)

17024) 2(3)

10 (14) 0

* The most frequent TEAES of

any grade were stomatitis,
nausea, anemia, and fatigue

* In general, hematologic TEAES,

particularly those of grade 23,
were more frequently observed
with triplet therapy than with
doublet therapy

+ Oral mucositis/stomatitis was the
most common AESI and was
predominantly grade 1/2

* No grade 5 AESIs have occurred

+ There were no grade 4 or 5
adjudicated ILD/pneumonitis events'



Datopotamab deruxtecan in actionable genomic alteration (AGA) NSCLC subset analysis

(TROPION-PanTumor01 phase |, NSCLC cohort)

Garon ESMO 2021

Best Overall Response (per BICR)

ORR, n (%) 12 (35)

CR 0

PR 12 (35)
SD, n (%) 14 (41)
Non-CR/PD, n (%) 2 (6)
PD, n (%) 2 (6)
NE, n (%) 4 (12)
DOR, median (95% Cl), mo 9.5 (3.3-NE)

2023 ASCO #ASCO23 presentep By: Enriqueta Felip, MD, PhD
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TROPION-Lung04: Phase 1b, multicenter study of datopotamab deruxtecan (Dato-DXd) in combination with immunotherapy * carboplatin in

advanced/metastatic non-small cell lung cancer (NSCLC)

* InPart 1 (dose escalation/confirmation), patients (N=230) will be enrolled *  Cohort 11 may be opened at the dose of Dato-DXd and volrustomig deemed
to 1 of 11 cohorts tolerated in combination with carboplatin (Cohorts 9 and 10)
— Details of Cohorts 1-4 have been previously described’ »  Cohorts below in green are currently open for recruitment (correct at the

+  Dose confirmation in Cohorts 5-10 will be guided by an mTPI-2 design time of presentation)

where a minimum of 6 and a maximum of 9 patients will be assessed for
DLTs during Cycle 1; dependent on observed DLTs in Part 1, Part 2 dose
expansions may be opened

Part 1: Dose escalation/confirmation Part 2: Dose expansion

—p Cohort 1 Dato-DXd 4 mg/kg + durvalumab 1120 mg, Q3W

——p Dato-DXd 6 mg/kg + durvalumab 1120 mg, Q3W

——p Cohort 2 Dato-DXd 6 mg/kg + durvalumab 1120 mg, Q3W

— > Dato DXd 4 mg/kg + durvalumab 1120 mg + carboplatin AUC 5, Q3W

________________________________ —» Dato-DXd 4 or 6 mg/kg + durvalumab 1120 mg + carboplatin AUC 5, Q3W
——p Cohort 4 Dato-DXd 6 mg/kg + durvalumab 1120 mg + carboplatin AUC 5, Q3W

p» Cohort5 Dato-DXd 6 mg/kg + rilvegostomig, Q3W
_________________________________ —»  Dato-DXd 4 or 6 mg/kg + rilvegostomig, Q3W
L p Cohort6* ! Dato DXd 4 or 6 mg/kg + rilvegostomig, Q3W .

—» Cohort7 Dato-DXd 6 mg/kg + rilvegostomig + carboplatin AUC 5, Q3W
_________________________________ —» Dato-DXd 4 or 6 mg/kg + rilvegostomig + carboplatin AUC 5, Q3W
| Cohort8* ! _Dato-DXd 4 or 6 mg/kg + rilvegostomig + carboplatin AUC 5, Q3W

——yp Cohort9 Dato-DXd 6 mg/kg + volrustomig + carboplatin AUC 5, Q3W
_________________________________ —» Dato-DXd 4 or 6 mg/kg + volrustomig + carboplatin AUC 5, Q3W

L——p Cohort 11 No Part 1 ——p Dato-DXd 4 or 6 mg/kg + volrustomig, Q3W

Borghaei, ASCO 2023 Poster 353b



Sacituzumab Govitecan (SG) Is a TROP2 Directed ADC

* SGis distinct from other ADCs'4

Antibody highly specific for TROP2
High drug-to-antibody ratio (7.6:1)

Internalization and enzymatic cleavage by
tumor cell not required for the liberation of
SN-38 from the antibody

Hydrolysis of the linker also releases the
SN-38 cytotoxic extracellularly in the tumor
microenvironment, providing a bystander
effect

Linker for SN-38

» Hydrolyzable linker for Hm:nanized
payload release ant!-TROPZ
« High drug to antibody antibody

* Directed toward
TROP2, an
epithelial antigen
expressed on
many solid
cancers

ratio (7.6:1)*

SN-38 payload
@ <— * SN-38 more
potent than
parent
compound,
irinotecan

Bardia A, et al. Presented at: ESMO Virtual Congress 2020. Abstract LBA4.
1. Goldenberg DM, et al. Expert Opin Biol Ther. 2020;20:871-85. 2. Nagayama A, et al. Ther Adv Med Oncol. 2020;12:1758835920915980.

3. Cardillo TM, et al. Bioconjugate Chem. 2015;26:919-31. 4. Goldenberg DM, et al. Oncotarget. 2015;6:22496-512.
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Sacituzumab Govitecan in NSCLC
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Sacituzumab Govitecan in NSCLC

Table 3. Summary of Responses for Assessable Patients With an Intention-to-

Treat Analysis for PFS and OS

Response No. (%)
All patients
Best overall response (n = 47)
PR 9 (19)
SD 23 (49)
PD 15 (32)

Objective response duration, months
Median (95% Cl)
Clinical benefit (PR + SD = 4 months)
PFS (n = 54), months
Median (95% Cl)
OS (n = 54), months
Median (95% Cl)
Patients with prior CPI therapy (n = 14)
Best overall response
PR
SD
PD
Clinical benefit (PR + SD = 4 months)
PFS, months
Median (95% Cl)
OS, months
Median (95% Cl)

6.0 (4.8 to 8.3)
20 (43)

5.2 (3.2 to 7.1)
915 (5195cTl69)
2 (14)
7 (50)
5 (36)
5 (36)

5.2 (2.0 to 5.5)

14.6 (5.9 to 14.6)

Table 2. Frequency of Adverse Events Regardless of Causality

All Grades, No. (%)

Grade = 3, No. (%)

Adverse Event All Patients 8 mg/kg Dose 10 mg/kg Dose All Patients 8 mg/kg Dose 10 mg/kg Dose
No. of patients 54 8 46 54 8 46
Nausea 43 (80) 7(898) 36 (78) 4(7) 01(0) 4(9)
Diarrhea 33 (61) 5 (63) 28 (61) 4(7) 1013 3(7)
Fatigue 25 (46) 3(38) 22 (48) 3(6) 0(0) 3(7)
Alopecia 21 (39) 3(38) 18 (39) NA NA NA
Neutropenia 20 (37) 2 (25) 18(30) - 15 (28) 1(13) 14 (30)
Vomiting 19 (35) 4 (50) 15 (33) 2(4) 1(13) 1(2)
Anemia 17 (31) 1(13) 16 (35) 2 (4) 01(0) 2 (4)
Constipation 17 (31) 3 (38) 14 (30) 01(0) 01(0) 0(0)
Anorexia 13 (28) 0(0) 13(28) 12 01(0) 1(2)
Hypophosphatemia 12 (22) 1(13) 11 (24) 12 0(0) 1(2)
Dehydration 10 (19) 010) 10(22) 2 (4) 010) 2 (4)
Weight decrease 10 (19) 0(0) 10(22) 0(0) 0(0) 0(0)
Leukopenia 10 (19) 2 (25) 8(17) 509 1013 4(9)
Hypomagnesemia 9(17) 01(0) 9 (20) 01(0) 01(0) 0(0)
Dyspnea 8 (15) 2 (25) 6 (13) 2 (4) 1(13) 1)
Pneumonia 7(13) 1(12) 6 (13) 509 01(0) 5(11)

Published in: Rebecca Suk Heist; Michael J. Guarino; Gregory Masters; W. Thomas Purcell; Alexander N. Starodub; Leora Horn; Ronald J. Scheff; Aditya Bardia; Wells A. Messersmith;
Jordan Berlin; Allyson J. Ocean; Serengulam V. Govindan; Pius Maliakal; Boyd Mudenda; William A. Wegener; Robert M. Sharkey; David M. Goldenberg; D. Ross Camidge; Journal of

Clinical Oncology 2017 352790-2797.
DOI: 10.1200/JC0.2016.72.1894
Copyright © 2017 American Society of Clinical Oncology



Sacituzumab govitecan for patients with refractory metastatic epithelial cancer:
final safety and efficacy results from the phase I/ll IMMU-132-01 basket trial

Bardia Ann Oncol 2021

NSCLC cohort
Total, n 54
Dose, mg/kg 8,10, 12
ORR, % 16.7
mDoR, months 6.0
mPFS, months 4.4
mOS, months 7.3

2023 ASCO
ANNUAL MEETING #ASC023

presente By: Enriqueta Felip, MD, PhD
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requi

In the overall safety population (n=495)

Most common treatment-related AEs: nausea
(62.6%), neutropenia (57.8%), diarrhea (56.2%),

fatigue (48.3%) and alopecia (40.4%)

Neutropenia was numerically more frequent in

UGT1A1*28 homozygotes (60.9%) tan

heterozygotes (38.3%) or UGT1A71*1 wt (33.3%)
» Ofthose patients with available UGT1A1

status, 9.3% were homozygous

ired for reuse; contact issi

asco.org
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HER3 ADC



HER3 In NSCLC

*  Member of the ERbB/HER family of receptor Patritumab Deruxtecan (HER3-DXd)
tyrosine kinases that has minimal kinase activity.
» Rationale for antibody-based approaches over TKils A HERS directed antibody drug conjugate composed of the

monoclonal antibody patritumab, a tetrapeptide-based linker,
and a topoisomerase | inhibitor payload

« Expressed in approximately 80% of NSCLC."

Human HER3-directed

« High HERS3 expression is associated with it
increased metastatic potential and poor P
prognosis.?3 0 e e @
* Increased HERS3 sli:gnali?(g implicated in
reS|Stance tO EGF ’AL . and MET TKIS.4'6 DAR = 8 Topoisomerase | inhibitor payload

(DXd)

"Scharpenseel Sci Rep 2019, “Li Oncotarget 2017, *Muller-Tidow Cancer Research 2005, “Yonesaka Clin Cancer Res 2022, "McCoach Clin Cancer Res 2018, °Recondo Clin Cancer Res 2020

Slide by: Dagogo-Jack, ASCO 2022



ADCs targeting HER3 under development in NSCLC

Antibody Linker type Payload Action
Patritumab Humanized Cleavable Deruxtecan Topoisomerase |
deruxtecan IgG1 inhibitor

« HERS3 is overexpressed in 42-83% of NSCLC and associated with poor prognosis'-
« HERS3 expression can mediate resistance to targeted therapy via maintenance of HER3-
mediated activation of PI3BK/AKT signalling*

1 Manickavasagar Lung Cancer Mag 2021, 2 Sharpenseel Sci Rep 2019, 3 Yi Mod Pathol 97, 4 Lyu Acta Pharm Sin B 2018

2023 ASCO #ASCO23 presenTeD Bv: Enriqueta Felip, MD, PhD ASCO) Bemisrs
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Patritumab Deruxtican (HER3-DXd) in EGFR

Mutated NSCLC
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Patritumab Deruxtican (HER3-DXd) in EGFR

Mutated NSCLC

HER3 Expression

ctDNA Clearance
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Table 2. Adverse events summary

Table 3. Responses by BICR per RECIST 1.1 All patients
Pooled RDES.6mg/kg 3.2/4.8/5.6/6.4 mg/kg
TEAEs (n=57).n(%) (n=81),n(%)
Pooled RDE (5.6 mg/kg) Any TEAE 57 (100) 81 (100)
. Grade =3 TEAEs 42 (74) 52(64)
PeiorPRG Serious TEAEs 25 (44) 32 (40)
All PoolEd osimertinib TEAEs associated withtreatment — 6(11)* 7 (9
Characteristics (n=57) (n=44) discontinuation
- TEAEs associated with dose reduction 12(21) 18(22)
Confirmed ORR%(”)IQS% CI] 39(22) 39[17) TEAEs associated with dose interruption 21(37) 30(37)
[26.0-52.4] |24.4-54 5] TEAEs associated with death 4 (7) 5 (6F
= Treatment-related TEAEs 55(96) 78 (96)
BOR'H[?’] Grade 23 treatment-related TEAEs 31 (54) 38(47)
CR 1(2) 1(2) Treatment-related TEAEs associated 0 0
D 21(37 1 T with death
(R l{']fz ‘6l36" Serious treatment-related TEAEs 12(21) 15(19)
3 13(3
:JD 19(33) “[3‘0) Grade =3 TEAEs occurring in 25% of patients
PD 9 4 6) 8 [IB-I Platelet count decrease/thrombocytopenia 17 (30) 21 (26)
NE 7(12 6(14) Neutrophil count decrease/neutropenia 11(19) 12(15)
g Fatigue 8(14) 8(10)
DCR, %(n) lgS%CI] 72(41) 68[30) Anemia/hemoglobin decrease 5(9) 6(7)
[58.5-83.0] [52.4-81 4] Dyspnea 5(9) 5 (6)
y = , o Febrile neutropenia 5(9) 5(6)
( ge) s 26(1.2-S. 2.7(1.2-5.4)
TTR. median (range), month B S.4) 2.7 (1.2-5.4) T 4(7) 5(6)
Duration of response, median (95% Cl), months 6.9(3.1-NE) 7.0(3.1-NE) White blood cell count decrease/leukopenia 4(7) 5(6)
¢ 1QC -~ Hypokalemia 3(5) 4(5)
Progression-free survival, median (35% Cl), months 82(4.4-83) 8.2 (4.0-NE) Lymphocyte count decrease/lymphopenia 3(5) 4(5)
Overall survival, median (95% Cl). months NE (S.4-NE) NE (8.2-NE) Adjudicated ILD 5(9)* 5 (6)
Adjudicated treatment-related ILD 4(7) 4 (5)
Abbreviation: PBC, platinum-based chemotherapy.
i 2 e & “Fatigue (two patients); decreased appetite, interstitial lung disease (ILD). neutrophil count decrease. pneumoni-
*DCR =rate of confirmed BOR of CR. PR, or SD tis, and upper respiratory tract infection (one patient each).
bFatigue (tw nausea, decreased appetite, ILD. neutrophil count decrease. pneumonitis, and upper
respirat on {one patient each).

TEAESs associated with death were respiratory failure (two patients) and disease progression and shock (one
patient each)

‘TEAESs associated with death were respiratory failure and disease progression (two patients each) and shock
(one patient)
“Two grade 1, one grade 2, one grade 3, and one grade S5

Two grade 1, one grade 2, and one grade 3

Janne et al; Cancer Discov. 2022;12(1):74-89. doi:10.1158/2159-8290.CD-21-0715



9017: Efficacy and safety of patritumab deruxtecan (HER3-DXd) in advanced/metastatic non-small cell lung

cancer (NSCLC) without EGFR-activating mutations — Steuer CE, et al

* Study objective

» To evaluate the efficacy and safety of patritumab deruxtecan in patients with
advanced or metastatic NSCLC without EGFR-activating mutations

Key patient inclusion criteria
« Advanced or metastatic NSCLC

* No EGFR-activating mutations

Patritumab deruxtecan
» Stable brain metastases permitted

5.6 mg IV q3w
 Prior platinum-based chemotherapy =
immunotherapy
(n=47)
Primary endpoint Secondary endpoints
* ORR (RECIST v1.1, BICR) * DoR, PFS, safety

Steuer CE, et al. J Clin Oncol 2022;40(suppl):Abstr 9017



9017: Efficacy and safety of patritumab deruxtecan (HER3-DXd) in advanced/metastatic non-small cell lung

cancer (NSCLC) without EGFR-activating mutations — Steuer CE, et al

* Key results

Antitumor activity in patients with (A) and without (B) identified genomic alterations
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With Driver Mutations

ORR, % (95%Cl) 28.6 (11.3, 52.2)
DCR, % (95%Cl) 76.2 (52.8,91.8)
mTTR, mo (95%Cl) 2.8(1.3,4.6)
mDoR, mo (95%Cl) 9.4 (4.2, NE)
mPFS, mo (95%Cl) 10.8 (2.8, 16.0)

Without Driver Mutations

ORR, % (95%Cl) 26.9 (11.6, 47.8)
DCR, % (95%Cl) 73.1(52.2, 88.4)
mTTR, mo (95%Cl) 2.1(1.2,6.0)
mDoR, mo (95%Cl) 9.6 (1.6, NE)
mPFS, mo (95%Cl) 4.2 (2.5, 10.8)

Steuer CE, et al. J Clin Oncol 2022;40(suppl):Abstr 9017



9017: Efficacy and safety of patritumab deruxtecan (HER3-DXd) in advanced/metastatic non-small cell lung

cancer (NSCLC) without EGFR-activating mutations — Steuer CE, et al

* Key results (cont.)

TEAEs 47 (100)
Led to treatment discontinuation 5(10.6) —
Led to dose reduction 11 (23.4)
Led to dose interruption 24 (51.1)
Death 7 (14.9)
Grade 23 34 (72.3)
SAE 19 (40.4)

TRAEs 47 (100)
Death 0
Grade =3 24 (51.1)
SAE 6(12.8)

 Adjudicated treatment-related interstitial lung disease ~~ 5(108)

Grade 1 1(2.1)
Grade 2 4 (8.5)
Grade >3 0

* Conclusions

* In patients with advanced or metastatic NSCLC without EGFR-activating mutations, patritumab
deruxtecan demonstrated encouraging antitumor activity regardless of the presence of concomitant
genomic alterations and had a manageable safety profile

Steuer CE, et al. J Clin Oncol 2022;40(suppl):Abstr 9017



Ongoing Trials with patritumab deruxtecan

ClinicaTrial.gov ID | Phase | Setting N Treatment arms 1 endpoint
HERTHENA- 3 Metastatic NSCLC with an EGFR- 560 | Patritumab deruxtecan vs PFS
Lung02 activating mutation (exon 19 deletion platinum-based CT
NCTO05338970 or L858R) after failure of third-
generation EGFR TKI therapy
HERTHENA- 2 Advanced EGFR-mutated NSCLC 420 | 5.6 mgl/kg fixed dose regimen or an | ORR
LungO01 refractory to Osimertinib and platinum- up-titration dose regimen of
NCT04619004 based CT patritumab deruxtecan
NCT04676477 1 Osimertinib-refractory and treatment- 252 | Patritumab deruxtecan plus Safety, ORR
naive advanced EGFR-mutated NSCLC osimertinib
Dose-escalation and dose-expansion
study

Enrigueta Felip, MD, PhD, ASCO 2023



Final Thoughts

* ADCs with improved safety and toxicity profile are potentially useful
treatment options for some patients

* Patient selection based on biomarkers have proven to be a bit more
difficult

* Response rate in the disease refractory/relapsed setting is reasonable

* It remains to be proven that these agents can be moved to the front
line treatment setting



