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Novel Targets

Rare genomic alterations Cell surface proteins
HER2, NRG1 TROP2, CEACAMS5, HER3

b Meta:ztatic
FGFR1 or FGFR2 0.7% RIT10.2%

HRAS 1.2%

NRAS 1.2%

MAP2K1 0.7%

ERBB2 amplification 2.7%

MET amplification 2.5% 4
RET fusion 2.3%
ROS1 fusion 1.9%

B -

ALK fusion 4.4%

MET splice 3.0%

ERBB2 3.8%

NF1 truncation 1.9%
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Mechanisms of Action of Therapeutic Monoclonal Antibodies
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Mechanism of Action of Antibody Drug Conjugates (ADCs)

(D [ADC: circuate as thrwe component |
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Antigen Antibody “
« High homogeneous expression on tumour « High affinity and avidity for tumour antigen
« Low or no expression on healthy tissues « Chimeric or humanised to decrease immunogenicity
« High affinity and avidity for antibody recognition « Long half-life and high molecular weight Fo medated
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Linker mediated
« Stable in circulation endocytows \
« Efficient release of payload at target site Endosame

« Prevents premature release of payload at non-target tissue
« Efficient linker technology

» Cleavable versus non-cleavable
« Site of conjugation

« DAR affects drug distribution and pharmacokinetics

Lyvosome o] Acsdc or protectytic
cleavage of the ADC
ocouns within
endosomes and/'or
hysonome
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HERZ2 in NSCLC

exon 20 insertions
[
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.. e HER2 mutations occur in 1-3% of NSCLC

el O /O * Exon 20 insertions (YVMA variant 85%)
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HERZ2: Treatment Strategies

Trastuzumab, T-DXd, T-DM1, and
pertuzumab SYDo85 pan-HER inhibitors Novel HER2 TKIs
(afatinib, dacomitinib, and (poziotinib, pyrotinib,
\ / \ / neratinib) tarloxotinib, and TAK-788)
Tyrosine kinase
inhibitors (TKIs)
Monoclonal Antibody—drug
antibodies conjugates .
(mAbs) (ADCs) HER2 mutations

Higher prevalence in specific
subgroups of patients:
Adenocarcinoma histology,
never-smokers

~-3% of all
NSCLCs
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EGFR/HER2 TKiIs in HER2 mutant NSCLC

Drug T:’j’:t N ORR  mPFS Toxicities

Afatinib? HER2™ 13 8% 16 weeks Diarrhea, vomiting, rash, paronychia, fatigue, mucositis

Afatinib? HER2mt 27 13% 3 mo Diarrhea/Gl toxicity, skin rash.

Neratinib3 HER2M 26 4% 5.5mo Diarrhea (74%), Nausea (43%), Vomiting (41%)

Dacomitinib* HER2M 26 12% 3 mo Diarrhea (90%), rash (73%)

Mobocertinib® HER2m 5 1/5 (20%) 83% Diarrhea, 50% Anorexia

Pyrotinib® HER2™ 60 30% 6.9 mo 92% Diarrhea; 30% Creatinine increase

Poziotinib? HER2™ 90 28% 5.5mo 49% Gr 3 Rash; 25.6 % Gr 3 Diarrhea
Pretreated

Poziotinib® HER2mt, 48 44% 5.6 mo 49% Gr 3 Rash; 25.6 % Gr 3 Diarrhea
First-line

1. Dziadziuszko R, JTO 2019; 2. Lai WCV et al, European Journal of Cancer 2018; 3. Hyman DM, Nature 2018; 4. Kris MG et al. Ann Onc. 2015; 5. Zhou C
et al. J Clin Oncol. 2020; 6. Neal JW et al. WCLC 2018. Abstract P1.13-44, 7. Zhou C, JCO 2020, 7. Le X, JCO 2022; 8. Cornelisson R, ESMO 2021
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Ongoing development of HER2 selective TKis

EGFR®® EGFR2!.T750M HER2"™A Bl 1810631

Response data available for 23 patients

—h
1
3
i

Tumour classification

Erlotinib

® o @ Gefitinib

0 1 es # 1 @ auatinib
Osimertinib

- @ Oimutinib

8 ' @ Poziotinib

[l Cholangiocarcinoma

Urothelia
B NSCLC
. Duodenal

- Lung cancer

Best percentage change
from baseline (target lesions)

-t *New lesion detected
Lapatinib HER2m+
o Neratinb NSCLC (n=14)

219 , @ Tucatinib ORR DCR
0® & Pyrotinib

BI-1622
© BI4142
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HERZ2 ADC: Trastuzumab deruxtecan

Humanized anti-HER2 Deruxtecan®#*
lgG1l mAb*? 4

o) O
B H H
. N O X
N/\/\/Y'\\)Lw %u/ﬁrwv\)l\.‘r"q
0 O H ; (o) : .
Tetrapeptide-Based Cleavable Linker ) /
Topoisomerase | Inhibitor Payload
(DXd)

* Humanized anti-HER2 1gG1 mAb with same amino acid sequence as trastuzumab
* Tetrapeptide based cleavable linker
* Topoisomerase | inhibitor payload, an exatecan derivative
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Key eligibility criteria
* Unresectable/metastatic
nonsquamous NSCLC

* Relapsed from or is
refractory to standard
treatment

* Measurable disease by
RECIST v1.1

* ECOGPSofOor1

Cohort 1: HER2-overexpressing
(IHC 3+ or IHC 2+)?
T-DXd 6.4 mg/kg q3w
n=42
(To be presented at WCLC:
abstract 1587)

Cohort 1a: HER2-overexpressing
(IHC 3+ or IHC 2+)
T-DXd 5.4 mg/kg q3w
n=40

HER2 Trastuzumab Deruxtecan DESTINY Lung01 study Design

Smit et al WCLC 2020

Cohort 2: HER2-mutated

T-DXd 6.4 mg/kg q3w
n=42

Cohort 2 expansion:
HER2-mutated
T-DXd 6.4 mg/kg q3w
n=50

Primary end point

Secondary end points

ORR

PFS

(00

DOR

DCR

Safety and tolerability

@l MASSACHUSETTS
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Trastuzumab Deruxtecan in HER2 mutant NSCLC (DESTINY-Lung01)

A Best Percentage Change in Sum of Largest Tumor Diameters

40+ Location of HER2 Mutation: I Kinase domain [l Extracellular domain

20+

! ]

~60+

Percentage Change from Baseline

-850

100

R ation oy APy ooy
HER2

Expression

HER2

Amplification

ROt B8 b bbb Rt b b B oo oo Bl i o o
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Trastuzumab Deruxtecan Adverse Events

Table 3. Most Common Investigator-Reported Drug-Related Adverse Events in the Study Population (91 Patients).
Event Grade 1-2 Grade 3 Grade 4 Grade 5 Overall
number of patients (percent)
Drug-related adverse event 46 (51) 37 (43) 44 1()* 88 (97) Table S5. Adjudicated Drug-related Interstitial Lung Disease.
Drug-related adverse events with Patients (N = 91)
=20% incidence
Grade 1 Grade 2 Grade 3 Grade 4 Grade § Total

Nausea 58 (64) 8(9) 0 0 66 (73)

Fatiguet 42 (46) 6(7) 0 0 48 (53) Adjudicated drug-

Vomiting 33 (36) 3(3) 0 0 36 (40) lung disease, n (%)*

Neutropeniai 15 (16) 14 (15) 3(3) 0 32 (35) — g - - -

Anemial 21 (23) 9 (10) 0 0 30 (33)

Diarrhea 26 (29) 2(2) 1(1) 0 29 (32)

Decreased appetite 27 (30) 0 0 0 27 (30)

Leukopenia§ 17 (19) 4(4) 0 0 21 (23)

Constipation 20 (22) 0 0 0 20 (22)

| MASSACHUSETTS
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Trastuzumab deruxtecan: what is the right dose? DESTINY-Lung02

STUDY DESIGN

T-DXd
5.4 mg/kg Q3W
n=102

T-DXd
6.4 mg/kg Q3W
n=>50

Randomization

N =152

Primary end point: Confirmed ORR by BICR

Secondary end points:

» Confirmed ORR by INV « OS
* DoR by BICR and INV * PK
* DCR by BICR and INV * PROs

PFS by BICR and INV

Safety & tolerability

Goto et al ESMO 2022

Best % Change in Sum of Diameters from Baseline

100 4

80 -

60 4

40 4

20

T-DXd 5.4 mg/kg (n = 52)

M Both prior platinum therapy and PD-(L)1 therapy (n = 37)
[ Prior platinum therapy but no PD-{L)1 therapy (n = 15)
X Patient with best percent change of zero

T-DXd
Best (minimum) change 5.4 mg/kg
n 49
Mean, % -38.6

SD (range), % 26.9 (-100, 6.0)

-100

Patients

Best % Change in Sum of Diameters from Baseline

100 4

80 4

60 -

40 -

20 4

20

T-DXd 6.4 mg/kg (n = 28)

M Both prior platinum therapy and PD-(L)1 therapy (n = 22)
M Prior platinum therapy but no PD-(L)1 therapy (n = 8)
X Patient with best percent change of zero
T-DXd
Best (minimum) change 6.4 mglkg
n 26

Mean, % -34.6

SD (range). % 25.8 (-100, 7.0)

B |

40 -

-60 -

80 4

-100

Patients
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HER2 ADC: Trastuzumab deruxtecan safety profile by dose

Drug-related TEAE, %

Any grade

Grade =3

Associated with drug discontinuation
Associated with dose reduction
Associated with drug interruption

Associated with death ®

Safety analysis set?

100

Median treatment duration, months (range)

Median follow-up, months (range)

Goto et al ESMO 2022

50 100
T-DXd 5.4 mg/kg = T-DXd 6.4 mg/kg
n=101° n=50
3.7 (0.7-11.8) | 3.3(0.7-12.6)
3.8(0-11.7) | 3.9(0.5-12.1)
| MASSACHUSETTS
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HER2 Trastuzumab Deruxtecan in HER2 overexpressing NSCLC

100 - HER2 Baseline IHC Status: I IHC 2+ (n=35) M IHC3+(n=9)

NCIH2030

80 - Confirmed ORR: 24.5% (95% Cl, 13.3%-38.9%)

o

ters From Baseline
N
o
1

lamle
[
o
1

D

-40 -

Best Percentage Change in Sum of

-60 -

-80 -

-100 ~
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NRG1 fusions

A —  —— EGF [
1 181 241
B — ; = ( Head and Neck Cancer )
€74 -Exon 6 EGF 1 7 @% J— THBS1-NRG1, PDETA-NRG1
CO74-Exon8 1 [] = EGF 0 H Sino-nasal wnoma/l haryre d tumor
= Sarcoma (0.16%) | { i
soc4-Bxen2 w— £t i WHSC1L1-NRG1 - o \_ HMBOK1-NAG1 J
SLC3A2-Exon § — EGF [] L c le ’llﬂ
— : e - o : CD74-NRG1, SCLIA2-NAG1, SDCA-NRG1, RESOMS NAG, WAN-NRG1,
MDK - Exon 4 M EGF [] .
RaPMS - Exon 5 O = Careineena of VAMP2:NRG1, KIFI38-NRG1, THAPT-NRG1, SMAD4-NRG1, ATP181-
TSHZ2- Exon 1 e —— Unknown Origin “ NRG1, TNC-NRG1, MDK-NRG1, MRPL13-NRG1, DIP2B-NRG], ROCK1-
NOTCH? - Exon 4 ——ccey = a— o J CYSTMI-NRGZa e NRG1, PARPS.NAG1, DFYSL2-NRG1, ITGB1-NAG1, DOCKS-
ATPB - Exon3 NN S | | NAG1,LMBRDI-NRG], WORS3-NAG], ATP58-NRG1, TANC1-NRG1,
— e —— ( O aRoL nch, erasa et FARGL,
RBPMS - Exon § A - LMBRDI-NRG, EFRIA-NRGI, F11R-NRGI,
sy —— 3. Gall bladder/Cholangiocarcinoma (0.52%) e \ CD74-NAGZa*, COH-NAGZa, F1IR-NRG2a* 4
st mm —— N - Breast Concer 0.18%) )
ADAWS - Exont? S} 7 = | DOCAITENMA)-NRG1 [PPPSRI-TENMA-NRG1], FOXAL-NRG1, AKAP13-
COM -Exon3 % =~ e Ductal Ad : (0.45%) / i NRG1, ADAMS-NRG1, COX10-AS1-NRG1, FAMI1A1-NRG1, ZNF704-
GOF15- Exon 1 [— 0 — o 7 " - X / - i NRG1, ARHGEF39-NRG1** WRN-NRG1** J
J CD74-NRG1, ROCK1-NRG1, ATP1B1-NRG1 —— C:
A W APP-NRG1-APP, SARAF-NRG1-CHDE,
i e e ——— oo - L O R Ty
ROCK -Exon 1 TN | Exon? PCM1-NRG1,RBPMS-NRG1
DPYSL2-Exon 7 Exon § — )
HMBOX1 - Exon 1 :m Exon 6 Colorectal Cancer (0.06%) Bladder Cancer (0.11%)
M2 Exon 1 U T - | POMK-NRG] ! R GDF15-NRG1
—— e e —
Exon 2 . .
POMK - Exon 2 .
WHSCIL - Exon 1 [SurRa 0w e | ©
-
™ - Transmembrane - EGF-Like repeats B - Signal peptide < Uterine Cancer €n
B - RNA Recognition motif [l - C-Terminal heparin-binding sites NRG1-PMEPA]** CPM-NARGZa®,
OPA3-NRGZar®
Ovarian Cancer (0.44%)
[ RABIIL1-NRGY, TSHZ2-NRG1, SETDA-NRGL, ZMYM2- ] [mmw;malm° Nf“::'mm_,]
. . NAG1, CLU-NAGY, SPONI-MRG2a® : -
e Fusion of NRG1 with a partner gene

*NRGZ fusion; **out of frame

e 0.2% of all solid tumors ) Wemdele Cuneor

Figure 2. Distribution of NRGT and NRG2 fusion variants in various organs. WHSCTLT-NRG1 is the NRGT fusion vaniant identified in a NRG1+ soft tissue

° EnriChed in KRAS WT PDAC and invasive sarcoma of the extremity/trunk. Out-of-frame (non-functional) variants are denoted by **. From references [5,9,10,36,45,48-57). Abbreviations: NRG. neuregulin.
mucinous adenocarcinoma of lung
* NRG fusion proteins bind and activate HER3

; | MASSACHUSETTS
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NRG1: Treatment Strategies

A Fusion partner
CD74 NRGI-
SLC3A2 containing

SDC4 EGF-like

| | MASSACHUSETTS
Tarloxitinib  »Renorted in some but not all NRGI fusion models "x.\/r" GENERAL HOSPITAL
T —————— CANCER CENTER

Dimou and Camidge CCR 2019



NRG1: Seribantumab

H:{‘fJT

o | '
€
“ @ Seribantumab .‘iﬁ G

Tumor volume (mm?®) LUAD-0061AS3 PDX
Fully human - ’ - " T Vehicl
AcClivate UIMmenzex E 2000 - +- Vehicle
HER3 anti-HERS IgG2 mAb HER3 HER? E I N ~+- Afatinib 5 mg/kg QD

receplor ( receptor ( | recepto g 1500 4 /L / -o— Afatinib 10 mg/kg QD

_.: 1000 Y’ -+ Afatinib 15 mg/kg QD
Blocks ligand-dependent Blocks dimerization of HER3 with HER2 - ’ /Y Seribantumab 0.6 mg BIW

activation of HER3* and other ERBB family members® E oo e oY
k= - - Seribantumab 1.0 mg BIW
L J
0 -
1 Decreased proliferation and 0 5 10 15 20 25 30 35 40 45
Inhibition of downstream PI3K/AKT survival of cancer cells Treatmenttime (davs)
and MAPK signaling pathways**

' Reduced tumor growth

* Humanized anti-HER3 1gG2 mAb
e Competes with NRG1 to bind HER3

e Prevents dimerization and phosphorylation of HER3 with other HER2 family
members

| MASSACHUSETTS
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NRG1: CRESTONE Study Design

Cohort 1 n 255

[
Key Inclusion Criteria No prior pan-ERBB, HER2, or HERS3 targeted therapy AND 8
) i NRG1 gene fusion centrally confirmed* =
v Patients with locally §.
advanced or metastatic Primary Endpoint: a
solid tumors harboring * ORR by independent/centralradiologic review g‘
=
an NRG1 gene fusion 5 er RECIST v1.1 o
Gl Itg i Seribantumab (P ) B £
(by local testing) o 3g IV QW! =% Secondary Endpoints: = “z'.
v" Minimum 1 prior systemic « Safety S g
therapy * ORR by investigator assessment > E
7]
/iNo ofhel oncogenic « DOR, PFS, 0S, CBR (CR, PR, SD, 224 weeks) £
: (7]
alterations (except for
Cohort 3) EXPLORATORY Cohort2 n210
R/R following pan-ERBB, HER2, or HERS3 targeted therapy
NCT04383210 EXPLORATORY Cohort3 nz210
NRG1 fusion without EGF-like domain or NRG1 fusion with other
molecular alteration or insufficient tissue for confirmatory testing
TA safety run-in phase evaluated seribantumab as induction, consolidation, and maintenance dosing,
seribantumab 3g QW selected as the optimized RP2D for patients with solid tumors harboring an NRG1
fusion. Patients from the safety run-in who transitioned to 3g QW after induction/reinduction will be
included in the primary efficacy analysis per the SAP,
IPatients are enrolled and treated based on local NRG1 fusion testing result with post-enroliment
confirmation by central RNA-based NGS assay
| MASSACHUSETTS
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NRG1: CRESTONE study Seribantumab Adverse Events

Adverse events reported in 215% of patients

Treatment-emergent AEs Treatment-related AEs
(N=35); n (%) (N = 35); n (%)

Preferred Term Any Grade Grade1 Grade2 Grade2 3! Any Grade Grade1 Grade2 Grade23!
Patients with 21 AE 35(100) 8(23) 10(29) 17 (49) 30(86) 17 (49) 11(31) 2(6)
Diarrhea 17 (49) 11(31) 4(11) 2(6) 14 (40) 10(29) 3(9) 1(3)
Fatigue 14 (40) 7 (20) 7 (20) 0 10(29) 5(14) 5(14) 0
Rash’ 11(31) 9 (26) 2(6) 0 9 (26) 7 (20) 2 (8) 0
Hypokalemia 10(29) 6(17) 3(9) 1(3) 3(9) 3(9) 0 0
Nausea 10(29) 7 (20) 1(3) 2(6) 6(17) 5(14) 1(3) 0
Abdominal pain' 8(23) 4(11) 2(6) 2(8) 3(9) 1(3) 2(6) 0
Decreased appetite 8 (23) 4(11) 3(9) 0 3(9) 1(3) 2 (6) 0
Headache 8(23) 7 (20) 1(3) 0 1(3) 1(3) 0 0
Hypomagnesemia 8 (23) 6(17) 1(3) 0 2(6) 2(6) 0 0
Cough 7 (20) 5(14) 2(6) 0 1(3) 1(3) 0 0
Anemiah 6(17) 4(11) 1(3) 1(3) 1(3) 1(3) 0 0
Dysuria 6(17) 6(17) 0 0 0 0 0 0

; | MASSACHUSETTS
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NRG1: CRESTONE study Seribantumab Efficacy

Efficacy of Seribantumab in Tumors Harboring

NRG1 Fusions Efficacy of Seribantumab in Tumors Harboring

NRG1 Fusions Regardless of Fusion Partner

60 4 -
Overall 33% (4/12) 401 pp Overall 33% (4/12)
NSCLC 36% (4/11) 20- NSCLC 36% (4/11)
§: 2%
&
Primary tumor type: —20 1 :Rtsucms:l;n partner:
B Lung/NSCLC U
P 404 W cDo74
ancreas b e spc4
601 ATP1B1
4 M TGB!
> 804 per RECIST v1.1
. CR CR

CR CR

19c90n) bolers ConAMIAtory SO Wars atke 10 be compised. N0 GVONTe Of ChNCHl BSSSe PRODFeSEON ot tme of doath

e 5 DO COMITNED 46 SLECAGUENE SCass Shewod Datont in SO sponse Evalaton Criera n Sobd Tumors versin 1.1
Unconfimied PR, patent ded deo 10 ng infocton (Wsiory of COVID- 19 niscten) bolers confimatory somn was abie 10 bo compiied. N0 GV0NCo Of ThCa dSeNe HrOgresmon ot me of doath

d ctjective resposse rale, RECIST vi.9, Response Evaluation Criteria in Sciid Tumors version 1.1
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NRG1: Zenocutuzumab

MDA-MB-175-VIl (DOC4-NRG1 fusion)

Inhibits proliferation Blocks NRG1:Her3 signaling
and induces apoptosis

Zeno 0.05uM A

Time(h) 0o 3 16 32 48

FITTTE
Zeno (uM)
ersn |2

g 3 8 ¥

Relative cell growth (%)
N
>

Induces ADCC AKT | " o - o -
07 o 156 L
. Zeno § e c-PARP e omoes
404 & Trastuzumab o i .
i i : w -BMg

~
=3
L

L . . " |5
) PRS- S - Q ..
PI3K/AKT " v ——

bhbbion B A B A AL BILAALL, BRALLL, BRALL.. | - — -

(Cell proliferation/survival) g & & LR PUMA | == o e ED D
Zeno (4M) -

Cytotoxicity (%)

* Bispecific antibody with enhanced ADCC activity
* Docks on HER2 and blocks NRG1 interaction with HER3, preventing heterodimerization

‘ | MASSACHUSETTS
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NRG1: Zenocutuzumab eNRGy and EAP trials

Phase 1/2 global, open-
label clinical trial (eNRGy)
»

Early Access Program

(EAP)

PDAC
NSCLC
Other solid tumors

Inclusion Criteria
Locally advanced, unreseclable
or metastatic solid tumor
NRG1+ cancer
Previously treated with or unable
to receive standard therapy
2 18 years-old
ECOGPS =2

Treatment Plan

» Zenocutuzumab
750 mg IV Q2W

‘ until PD

Follow-up
Survival follow-up
up to 2 years

» Tumor assessment

Q8w

Endpoints and Population Enroliment and Analysis

Primary endpoint

Overall response rate (ORR) using RECIST v1.1 per investigator

Secondary endpoints

Duration of response, ORR per central review, safety, pharmacokinetics,

antidrug antibodies
Primary analysis population

2 1 dose of Zeno, opportunity for 2 6 months follow-up at cutoff, and met

criteria for primary efficacy population

Schram et al ASCO 2022

Data cutoff date
12-Apr-2022

Enroliment
110 patients
64 sites

17 countries

Primary analysis population
83 patients

27 patients excluded '

= 21 padents < & momihs folow-up’

« 2 padents baselne scan > § weeks before first dose
= 2 patients with other genetic arivers (MRAS)

« 2 patients with price anti-HERJ inhbitor?

« 1 padent with ECOG PS )

T P prafocsdSap

| MASSACHUSETTS
\/ GENERAL HOSPITAL
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NRG1: Zenocutuzumab Adverse Events

AEs lrrespective of Causality (>10%) Treatment-Related AEs (>10% and all Grade 3-5)
ALL GRADES GRADE 34 GRADE 5 ALL GRADES GRADE 3-4? GRADE 5
Patients with 21 AE 92% 36% 3% 61% 5% 0.5%
Diarrhea 32% 2% - 21% 0.5% -
Asthenia/fatigue 30% 4% - 12% 0.5% -
Nausea 20% 1% - 10% 0.5% -
Anemia 19% 3% - 1% - -
Infusion-related reaction®# 15% 1% 0.5% 15% 1% 0.5%3
Dyspnea 14% 4% - 2% 0.5% -
Vomiting 13% 0.5% E 4% - -
Abdominal pain 12% 1% - 2% 0.5% -
Constipation 11% B - 2% - -
Decreased appetite 10% 0.5% - 4% - -
AST increase 9% 3% - 2% 0.5% -
Cough 8% 0.5% - 1% 0.5% -
ALT increase 7% 3% - 1% 0.5% -
Myalgia 4% 0.5% - 2% 0.5% B
Neutropenia 3% 1% - 2% 0.5% -
Hypertension 1% 1% - 0.5% 0.5% -
Platelet count decrease 1% 0.5% 0.5% 0.5% -
Hyperuricemia 0.5% 0.5% - 0.5% 0.5% -
Lymphadenitis 0.5% 0.5% - 0.5% 0.5% -
Hypoxia 0.5% 0.5% - 0.5% 0.5% -
Bacteremia 0.5% 0.5% - 0.5% 0.5% -

‘ | MASSACHUSETTS
‘-\\/r” GENERAL HOSPITAL

Schram et al ASCO 2022 CANCER CENTER



NRG1: Zenocutuzumab Efficacy

80 4
e ORR (95% Cl)
ad P RECIST 1.1, per Investigator
e All Tumor Types  34% (24-46%; 27/79)
Bale PDAC 42% (20-67%; 8/19)
NSCLC 35% (21-50%; 16/46)

=
a

40 4 PR ?!ggexx(txé_x.

Best percentage change
4
S0
oo |
”j
S0

44 4

: ST T
60 N Breast Eg:s ¥
m CRC LS

u CP Tumor reduction in —
an Crotangocartinora . oy : e
% B Pancrealic Newcencocine carinoms 55179 (70 /o) patlents =
N RCC a
| Endomeiras sof Lssue sacoms

.1m R &

' GENERAL HOSPITAL
A4

CANCER CENTER

'@l MASSACHUSETTS

Schram et al ASCO 2022



o—n i Signal peptide
N-finked P — (8.8, 1-26)
glycosylation sites
=T Cysteine-rich
domain (CRD)
(a.a.27-73)

Thyroglobulin type-1
domain (TY-1) — :
b Extracellular epidermal
growth factor-like
repeat domain

Cysteine-poor (a.a. 1-274)
domain (CPD) ——
(a.a.73-146)
Transmembrane
domain (TM)
(a.a. 275 - 297)

Q Cytoplasmic tail
PKC (Intracellular Region, IC)
13 (a.a. 298 - 323)

Goldenberg et al Oncotarget 2018; Liu et al Pharmacol Therapeutics 2022

| Trop2 overexpression (%)

0OSCC Thyroid cancer
62.57%
.5
SGC e
44 %
Il Breast cancer

62.4% of BC

NSCLC
64% of AC 78.1% of TNBC
75% of SCC \
\ Gastric cancer

. 66.3%
Pancreatic cancer A 2 o

55% b
S Y
S N Gallbladder cancer
56%
Colon cancer

68.4%
Ovarian cancer
47%
Prostate cancer . Cervical cancer
71% 88.7%

‘ | MASSACHUSETTS
\ / GENERAL HOSPITAL

CANCER CENTER



TROP2 ADCs: Sacituzumab Govitecan

* Directed towards Trop-2, an . :’fydpay'“:le rgll‘:::;
epithelial antigen expressed * High drug-to-antibody
on many solid tumors ratio (7.6:1)°

* Metabolite of
topoisomerase | inhibitor

* SN-38 more potent than
parent compound,

irinotecan

| MASSACHUSETTS
gy GENERAL HOSPITAL

Tagawa et al, ESMO 2019; Levy et al, WCLC 2021 CANCER CENTER




Sacituzumab in NSCLC

B Table 2. Frequency of Adverse Events Regardiess of Causality
40 =1 S0 All Grades, No. (%) Grade = 3, No. (%)
. I Progression Adverse Event All Patients 8 mg/kg Dose 10 mg/kg Dose All Patients 8 mg/kg Dose 10 mg/kg Dose
g 2 No. of patients 54 - a6 54 8 46
o g Nausea 43 (80) 7 (88) 36 (78) 4 0(0 4(9)
"2 — 0 Diarrhea 33 61) 5 (63) 28 (61) 4 1013) 3
= A Fatigue 25 (46) 3 (38) 22 (48) 3(6) 00 3m
> o Alopecia 21 39) 338 18 (39) NA NA NA
e -20 4 Neutropenia 20 (37) 2 25) 18 (39) 15 (28) 1(13) 14 (30)
= S Vomiting 19 (35) 4 (50) 15 (33) 2@ 1(13) 1(2)
5 w Anemia 17 31) 1(13) 16 (35) 2@ 00 2 @)
o 8 9 : Constipation 17 31) 3 38) 14 (30) 00 00 0 0)
8 o Squamous cell histology Anorexia 13 28) 00 13 (28) 12 0 (0 12)
0 2 o] ©8mohystrtingdoe Hypophosphatemia 12 22) 1013 11 (24) 12 00 12)
3 # Prior checkpoint inhibitor Tx Dehydration 10 (19) 00 10 (22) 24 0 (0 2 {4)
+ Early CT assessment after 2 doses Weight decrease 10 (19) 0 10 (22) 00 010 0 {0)
B0 ST T T T T T T T T T T T T T T T T T T T T T T T T YT YT YT T Leukopenia 10 (19) 2 (25) 8017) 59 1013) 419
Hypomagnesemia 90117) 0 9 (20) 00 00 0 {0)
Dyspnea 8 (15) 2 (25) 6(13) 2 (4) 1(13) 1(2)
Pneumonia 703 1(12) 6(13) 509 010 511)
Abbreviation: NA, not applicable. . .
» Tetrapeptide based cleavable linker
'@l MASSACHUSETTS
/) GENERAL HOSPITAL
4
- ANCER CENTER
Heist et al, JCO 2017 C C
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EVOKE-1

Study Design

Figure 2. EVOKE-01: An Open-Label, Global, Multicenter, Randomized, Phase 3 Study of SG Versus Docetaxel in
NSCLC Progressing After Platinum-Based and CPI Therapies (NCT05089734)

Study Population
* Pathologically Continue Endpolms
d ted St | : -
DE e Smge Iy Sacituzumab Govitecan SN
soor 10 mg/kg D1 & D8 of Progreseion of Prima
g/kg unacceptable v
* Radiographic 21-D cycle toxicity + 0S
progression after N=520 >
platinum-based and 11 Re Secondary
CPI therapies® celaxe » PFS, ORR, DOR,
75 mg/m? D1 of and DCR by PI
* 21 previous targeted 21-D cycle assessment per
treatment for actionable RECIST v1.1
genomic alterations® ] z 25'::?;::
ificati : :
« EGFR/ALKPD-L1 ety + QoL using
testing required. Testing * Histology (squamous vs nonsquamous) NSCLC-SAQ
of other actionable * Response to last prior immune therapy (best response PD/SD vs CR/PR)
genomic alterations
recommended® * Received prior targeted therapy for actionable genomic alteration (yes vs no)

@ GENERAL HOSPITAL

A 4
CANCER CENTER

Garassino et al, ASCO 2022
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EVOKE-2

Study Design

Figure 2. EVOKE-02: A Global Phase 2 Open-Label, Multicenter, Multicohort, Study of Sacituzumab Govitecan Plus Pembrolizumab +/-

Platinum Chemotherapy in First-Line Metastatic NSCLC (NCT05186974)

Study Population®
*N=146-164
« Stage IVNSCLC

* Negative for
actionable genomic
alterations

* No prior systemic
therapy for stage |V
NSCLC

*No prior
(neo)adjuvant
therapy <6 months
of enroliment

>

Cohort A (n=30)
* Nsqg/sq

Cohort B (n=30)
* Nsqg/sq

* PD-L1

SO L ENOs
(TPS <50%)

Safety Run-ins Cohort C (n=40)
(n=6-24)" * Nsq
* Nsg/Sq RP2D of SG ERIsEREEUIRES)
* PD-L1 (any TPS) Cholce of Cohort D (ned0)
1. Carboplatin platinum .Sq
agent

2. Optional cisplatin® « PD-L1 (any TPS)

« SG: 10 mg/kg IV
on D1, D8

Pembrolizumab

‘\["

200 mg IV on D1

21-day cycles

» SG: RP2D IV on
D1, D8

» Pembrolizumab
200 mg 1V on D1

« Carboplatin:
AUC 5° or cisplatin
75 mg/n¥ on D1

Endpoints
* SG until PD or Primary
unacceptable * ORR assessed by
toxicity IRC per RECIST
« Pembrolizumab for vii
up to 35 cycles * DLTs in safety
lead-ins
¢ Carboplatin or Secondary
cisplatin for up . PFS. DOR, and
to 4 cycles DCR by IRC per
RECIST v11
= 0OS
* Incidence of
TEAEs

Garon et al, ASCO 2022

| MASSACHUSETTS
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TROP2 ADCs: Datopotamab Deruxtecan

Humanized anti-TROP2
IgG1 mAb Deruxtecan*

A
( \
3 I~ A I Ao
N N N__O
N N N - NH O
/\/\/\g H/\g, X H/\or NH
il &
0
H,C HO “—CH,
Cleavable tetrapeptide-based linker F

Topoisomerase | inhibitor payload
(DXd)

* Humanized anti-TROP2 IgG1 mAb
* Tetrapeptide based cleavable linker
* Topoisomerase | inhibitor payload, an exatecan derivative

‘ | MASSACHUSETTS
‘-\\/r” GENERAL HOSPITAL

Levy et al, WCLC 2021 CANCER CENTER




Datopotamab deruxtecan: TROPION PanTumor01 Study Design

Cohort 1-8

DS-1062a Dose

* Enroll additional patients for
RDE confirmation

* Retrospective assessment of
TROP2 baseline levels in all
patients

Key Inclusion Criteria Dose Escalation Dose Expansion®
NSCLC cohort
: Primary objectives
M En SR e T LS Dato-DXd 0.27  Establish MTD; safety, tolerability
* Unselected for TROP2 expressionS to 10 mg/kg Q3W¢ — ‘ atients ¢ P Secondary objectives®
* Age 218 (US) or 220 (Japan) years —  Efficacy.! PK. ADAS
*ECOG PS 01 MTD established: il
* Measurable disease per RECIST version 1.1 8 mg/kg Q3W TNBC, HR+/HER2-,
* Stable, treated brain metastases allowed and other tumor types 6-mgl/kg dose chosen for
further developments.7
[ | MASSACHUSETTS

\ / GENERAL HOSPITAL
CANCER CENTER

Heist et al WCLC 2019; Meric-Bernstam et al ASCO 2021; Garon et al, WCLC 2021



TROPZ2: Datopotamab deruxtecan Adverse Events

Overall Safety Summary

Dato-DXd dose

TEAESs in 215% of Patients®P

R

e ——————————————————

6 mg/kg 8 mglkg

Patients, n (%) (n=50) {n=80)
TEAE 49 (88) 49 (98) 80 (100)

Grade 23 15 (30) 27 (54) 46 (58)
Drug-related TEAE 47 (84) 41 (82) 78 (98)

Grade 23 7(14) 13 (28) 28 (35)
Serious TEAE 10 (20) 24 (48) 40 (50)

Grade 23 10 (20) 18 (38) 37 (48)
Dose adjustments

TEAESs sssociated with

discontinuation 8(16) 4 19 {24)

_TEAEs s_ssoclated with dose 4(3) 15 (30) 20 (36)

interruption

TEAESs sssociated with dose

reduction 1(2) 5(10) 23 (29)
ILD adjudicated as drug related® 5(10) 3 (6) 11 (14)

Grade =2 4(8) 2 (4) 7 (9)

Grades 3-4 1(2) 1(2) 1(1)

Grade 5 0 0 3(4)

» The safety profile was manageable with mainly mild/moderate
toxicity; TEAEs were primarily nonhematologic

Data aunoft: Apdl 6, 2021
ILD, irterstitial Ling diseass; TEAE, treaimentemerngent advenss avent

Alopecis
Fatigue

Vomiting

Decreased sppetite
Constipation

Infusion-related reaction

Dato-DXd dose

Anemis 4 mg'kg
N 8 mg/kg
Dry eye N 2 mg/kg
) ) r Grade
Mucosal inflammation g 1z
Rash TZaz3
Cough
Diarrhes
Dyspnea
I T T T 1
0 10 20 30 40 50 80 70

Patients, %

» Caes of ILD acjudicated as drug redated comprisad 5 patients in the 4-mg'kg cohort (1 grade 1, 3 grade 2, 1 grade 3), 3 patients in the 6mgkg cohort (2 grade 2, 1 grade 4), and 11 patients in the Bamgkg cohort (2 grade 1, S grade 2, 1 grade 3,

3 grade 5) © Of 180 patients (4 mg/kg [n=50], 8 mgikg [n=50 8 mgkg [n=80)

Garon et al, WCLC 2021

‘ | MASSACHUSETTS
\ / GENERAL HOSPITAL
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TROPZ2: Datopotamab deruxtecan TROPION PanTumor01 Efficacy in NSCLC

Best Change in Sum of Diameters (per BICR) Beat Oversl R (BICR)
es vera esponse

N
E Patients?® U ) (n=50) {n=80)
g 40 l ORR, n (%)® 12 (24) 14 (28) 19 (24)
CR, n (%) 0 0 1(1)
8 52 204 I PR, n (%)° 12 (24) 14 (28) 18 (23)
" é 0. ' ‘ l ’ ‘ - g SD, n (%) 25 (50) 20 (40) 42 (53)
£ = L AR ‘ ‘ ‘ ' ‘ 11|11 Non-CRIPD, n (%) 1(2) 2 (4) 2 (3)
8, 3 -20 - | H ‘ l | ’ H PD, n (%) 7(14) 10 (20) 8(10)
§ g %0, AR ' H NE, n (%) 5;1:) 51:)1(51) 9;141)
2 60 | DOR, median (95% Cl), mo (2.8-NE) (5.6-NE) (5.3-NE)
2 Dose level
[11] -804 w4 mg/kg
m 6 mg/kg

-100 @  m8 mg/kg

‘ | MASSACHUSETTS
\/ GENERAL HOSPITAL

Garon et al, WCLC 2021 CANCER CENTER




TROPION-LungO1

Patients with advanced or metastatic
NSCLC (N = 590)

Dato-DXd
Key inclusion criteria S — 6 mg/kg
No actionable genomic alterations g o IV infusion Q3W Primary endpoints
§tage "I|B or staegde IVhNSCLC — :E; - PFS by BICR per RECIST v1.1
reviously treated wit Docetaxel 0S
platinum-based chemotherapy and E o2 75 mg/m? —
anti-PD-1/anti—-PD-L1 monoclonal & IV infusion Q3W
antibody, either in combination or
sequentially

+ Screening biopsy?

‘ | MASSACHUSETTS
A ) GENERAL HOSPITAL
N 4

Yoh et al, ASCO 2021 CANCER CENTER



TROPION-Lung02

Key eligibility
* Advanced/metastatic NSCLC

» Dose confirmation®: <2 lines of
prior therapy®

* Dose expansion

+ =1 line of platinum-based CT
(cohorts 1 and 2)°

* No prior therapy (cohorts 3-6)¢

Levy et al, WCLC 2022

Cohort 1 (n=20)%:
Cohort 2 (n=20):
Cohort 3 (n=17)%

Cohort 4 (n=20)":

Cohort 5 (n=7)%:
Cohort 6 (n=4)%

Dato-DXd
vV Q3w

4 mg/kg

200 mg

platinum CT

+ IV Q3W

:|~ “Doublet”

+ carboplatin AUC 5

+ cisplatin 75 mg/m?

* Primary objectives: safety
and tolerability

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

— “Triplet”

‘ | MASSACHUSETTS
‘-\\/r” GENERAL HOSPITAL

CANCER CENTER



TROPION-Lung02 Pt Characteristics

Age, median (range), years
Male, n (%)

Histology, n (%)?

History of brain metastases, n (%)
PD-L1 expression, n (%)

Prior lines of therapy, median®

Previous systemic treatment, n (%)

Dato-DXd combination line of
therapy, n (%)

Non-squamous
Squamous

<1%
1-49%
250%

Immunotherapy
Platinum CT

1L

2L+

68 (44-77)
28 (70%)
28 (70%)
11 (28%)
8 (20%)
13 (33%)
13 (33%)
12 (30%)

1
12 (30%)

24 (60%)
13 (33%)°
27 (68%)¢

Doublet Triplet
Characteristic (n=40) (n=48)

64 (33-84)
33 (69%)
41 (85%)

7 (15%)
10 (21%)
21 (44%)
14 (29%)
11 (23%)
0
18 (38%)
17 (35%)

30 (63%)°

18 (38%)°

Levy et al, WCLC 2022

At the time of data cutoff for
doublet and triplet therapy,
respectively:

» Study treatment was ongoing in
53% and 77% of patients

» Median treatment duration was
4.1 months and 3.0 months

* Median follow-up was 6.5 months
and 4.4 months

‘ | MASSACHUSETTS
\ / GENERAL HOSPITAL
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TROPION-Lung02 Safety and Efficacy — Preliminary Data

TEAESs in 215% of Patients

@ Doublet Triplet >
Nausea b — |
Stomatis
Decreased appetite | 2 IS
Fatigue (s 20 [S |
Anemia
Constipation [ - BOR With 1L Therapy For Advanced NSCLC?b
= = . =
g EN ]
- ] Response, n (%) (n=13) (n=20)
Platelet count decreased oI 1 | ORR confirmed + pending 8 (62%) 10 (50%)
Neutrophil count decreased 3 sl 13 | CR 0 0
Diarrhea s 15 | [EEH|
A e S T Y PR confirmed 8 (62%) 7 (35%)
= grage 1;2 Patients, % = grage 1;2 PR pendlng 0 3 (1 5%)
rade 2! rade
P o o0 tomn
Events, n (%) (n=40) (n=48) DCR 13 (100%) 18 (90%)
TEAEs 37 (93%) 47 (98%)
Study treatment-related? 33 (83%) 46 (96%)
Grade 23 TEAEs 16 (40%) 29 (60%)
Study treatment-related? 14 (35%) 26 (54%)
Serious TEAEs 9 (23%) 13 (27%)
Study treatment-related 4 (10%) 7 (15%)
TEAESs associated with
Death? 2 (5%) 1(2%)
Discontinuation due to any drug 9 (22%) 9 (19%)
Discontinuation due to Dato-DXd 6 (15%) 5 (10%) , | MASSACHUSETTS
ILD adjudicated as drug related® @ GENERAL HOSPITAL
Grade 1/2 2 (5%) 0 -
Grade 3 1(3%) 1(2%) CANCER CENTER

Levy et al, WCLC 2022



Ongoing trials of Sacituzumab govitecan and Datopotamab deruxtecan

TROPION-Lung01

TROPION-Lung02

TROPION-Lung04

TROPION-Lung05

TROPION-Lung07

TROPION-Lung08

EVOKE-1

EVOKE-2

Dato-DxD
Docetaxel

Dato-DxD + pembro
+ pembro + platinum

Dato-DxD + durva
+ durva + platinum

Dato-DxD

Dato-DXd + pembro + platinum
Dato-Dxd + pembro
Pembro + pemetrexed + platinum

Dato-Dxd + pembro
Pembro

Sacituzumab
Docetaxel

Sacituzumab + pembro
Sacituzumab + pembro + platinum

Genomic
alterations

1L
PDL1 < 50%

1L
PDL1 > 50%
2L/3L

1L

NCT04526691

NCT04612751

NCT04484142

NCT05555732

NCT05215340

NCT05089734

NCT05186974

N



Other TROP2 ADC:s in clinical development

NCT04152499 SKB264 belotecan-derived payload
NCT04601285 JS108 I Tub196
NCT05174637 FDAO18-ADC I undisclosed

; | MASSACHUSETTS
\ / GENERAL HOSPITAL

From clinicaltrials.gov
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CEACAMS

B O N

P EPF ey F TS
&f&f &*5'\ R A

figure 3. CEACAMS immunostaining in different tumor tissues and normal tissues. (A) gastric carcinoma; (B) adenocarcinoma of

'olon; (C) epithelial cancer of bladder; (D) adenocarcinoma of rectum:; (E) squamous cell carcinoma of lung; (F) squamous cell carcinoma

of cervix; (G) pancreatic adenocarcinoma; (H) colon; (1) esophagus; (J) kidney; (K) skin; (L) sublingual gland. Scale, 200 pm. TTS
v NFLIZINLIINAYL, LL\JSPITAL

Beauchemin and Arabzadeh Cancer Metastasis Rev 2013; Zhou et al, J Histochem Cytochem 2015 ~CANCER CENTER



CEACAMS ADC: SAR408701

Structure of SAR408701

J—

\ H
N
2}/1:4;:“\k45\s,/\\V//\jf/ L

Humanized antibody: Specific for CEACAMS

Cytotoxic agent: Maytansinoid DM4 (inhibits
tubulin polymerization)

SPDB linker: Cleavable inside cells

0

SPDB
linker

DM4
Cytotoxic agent

& | MASSACHUSETTS
'\\/"‘ GENERAL HOSPITAL
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CEACAMS ADC Study Design: SAR408701

A first-in-human study for the evaluation of the safety, PK and antitumor activity

of SAR408701 in patients with advanced solid tumors (NCT02187848)
Expansion Phase in NSCLC

NSQ NSCLC * Inclusion restricted with
; 64 Patients Treated
CEA(SE:AE?ZT?SOQO% CEACAMS expression, via IHC
= testing in most recent archival
tissue sample

NSQ NSCLC .
Dose Escalation (Moderate Expressor) 28 Patients Treated * High expressor cohort:
Advanced Solid =] MTD o Expansion Phase CEACAMS 22+ in 21% and <50% CEACAMS at 250% at 22+
Tumors intensity
- SCLC o 20% of NSQ NSCLC
= - CEACAMS 22+ in 21%
[ MTD determined as * Moderate expressor cohort:
Gastric carcinoma CEACAMS between 21% and
100mg/m? Q2W v
8/ | CEACAMS 22+in <50% at 22+ intensity
250%
o 24% of NSQ NSCLC
|| Colorectal cancer
All comers
Tumor assessments - every
Primary endpoints: DLT (escalation phase), overall response rate (ORR; expansion phase) 4 cycles (8 weeks)

Secondary endpoints: Safety, recommended Phase 2 dose identification, duration of response (DOR)
*High Expressor NSCLC - 2 interim analyses (at first 15 treated patients and at first 30 treated patients)

| MASSACHUSETTS

{ |
) GENERAL HOSPITAL
L

Gazzah et al ASCO 2020 CANCER CENTER




CEACAMS ADC: SAR408701 Adverse Events

Preferred Term

SAR408701 100 mg/m? Q2W (n=92)

All Grades, n (%)

Grade 23, n (%)

Any class, TEAEs 2 10% 92 (100%) 47 (51.1%)
Corneal AE
(Keratopathy/Keratitis)| 35 (38.0%) 10 (10.9%)
Asthenia 34 (37.0%) 4 (4.3%) SAR408701 100 mg/m? Q2W
Pesrl:/;l)hiral neuropathy —— N Laboratory (n=92)
(_ Q’) (27.2%) (1.1%) Abnormalities All Grades, n
Diarrhea 21 (22.8%) 1(1.1%) (%) Grade 23, n (%)
Dyspnea 20 (21.7%) 10 (10.9%) T = S
Decreased appetite 19 (20.7%) 0 :ma 2 oglc.a gty 2 (4.4% 0
Cough 14 (15.2%) 0 ButRpenia (4. ‘:; .
Arthralgia 10 (10.9%) 0 Thrombocytopenia 11 (12.2%) 0
Constipation 10 (10.9%) 0
Dyspnea was the most frequent serious TEAE, reported in 5
(5.4%) patients, all as a symptom of progressive disease.
*Standardized MedDRA Queries (SMQ): “peripheral neuropathy” (broad + narrow)
| MASSACHUSETTS

y GENERAL HOSPITAL
CANCER CENTER

Gazzah et al ASCO 2020



CEACAMS ADC: SAR408701 Efficacy

Best Relative Tumor Shrinkage — High Expressor Cohort

S04 ]

:s-.l 20%
0+ TITTITIT ‘ ‘

.

Response, High expressors Moderate

—

Best relative tumor sheinkage (%)
3

n (%) (n =64) expressors
.| (n =28)
ORR 13 (20.3%) 2 (7.1%)
&l & [95% Cl] [12.27-31.71] |  [1.98-22.65]
ol 8 ) Confirmed PR | 13 (20.3%) 2 (7.1%)
Patients treated with SARS08701 (100 me/m?) SD 28 (438%) 15 (536%)
Best Relative Tumor Shrinkage — Moderate Expressor Cohort DCR 41 (64.1%) 17 (60.7%)
PD 21 (32.8%) 10 (35.7%)
NE 2 (3.1%) 1 (3.6%)

Best relative tumor shrinkage (%)

; 1 MASSACHUSETTS
\ / GENERAL HOSPITAL
as SD for BOR Patients treated with SARS08701 (100 mg/m?)

Gazzah et &1 RG22 e cwesse CANCER CENTER



A 1§ N

HER ligands

Extracellular

EGF, amphiregulin, Heregulins HRG-§1,
TGF-a, epiregulin, HRG-4
betacellulin, HB-EGF HB-EGF

1

Homodimers
Heterotrimers
Lateral cross-talks

Clinical
colorectal
tumors

High HER3
human colon
cancer cell
lines

Gaboriet et al Hum Vacc Immuno 2015; Gespach CCR 2011

] l ° ? x X - "

HERS3 overexpression in cancer cells ) mAb105.5 ]
Plasma membrane-associated HER3 Fes---- ————t HER3 siRNA
Reduced patient survival others? ’

Inhibition of: Invasive growth, cell motility, apoptosis,
HERS3 phosphorylation and p85-PI3K, AKT-mTOR axis

8
K

Induction of: G;~M cell-cycle arrest, cell survival
p27, pRb1 dephosphorylation, cyclin B1 depletion

© 2011 American Association for Cancer Research

; | MASSACHUSETTS
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HER3 ADC: Patritumab Deruxtecan

Human anti-HER3 Deruxtecan
IgG1 mAb
SN S IS U
N N N__O
N N Y.LN ~ NH o
e }:“N* BESDORS
o
HsC HO —CH,

Cleavable Tetrapeptide-Based Linker 3

Topoisomerase | Inhibitor payload
(DXd)

* Humanized HER3 IgG1 mAb
» Tetrapeptide based cleavable linker
* Topoisomerase | inhibitor payload, an exatecan derivative

| MASSACHUSETTS

@ GENERAL HOSPITAL
Janne et al ASCO 2021 CANCER CENTER




HER3 ADC: U31402-A-U102 Patritumab Deruxtecan Study Design

Dose escalation® Dose expansion®
HER3-DXd IV Q3W (21-day cycles)
6.4 mg/kg (N=5) Adenocarcinoma NSCLC with EGFR mutations; prior
Locally advanced/metastatic EGFR TKI and platinum-based chemotherapy B 2:0 MOy (W)
NSCLC with > 5.6 mg/kg (N=12) »
EGFR mutations

1 - Squamous or nonsquamous NSCLC without EGFR-
Progression on prior 4.8 mg/kg (N=15) activating mutations

EGFR TKI treatment

3.2 mg/kg (N=4)

NSCLC with EGFR mutations including any histology
other than combined small and nonsmall cell

Recommended dose for éxpénsion: HER3-DXd 5.6 mg/kg IV Q3W - Data cutoff: September 24, 2020

57 patients with EGFR TKI-resistant, EGFRm NSCLC were treated with
HER3-DXd 5.6 mg/kg in dose escalation (N=12) and dose expansion Cohort 1 (N=45)

» Efficacy evaluation in pooled patients with EGFRm NSCLC treated with HER3-DXd 5.6 mg/kg (N=57)
(Median Follow Up: 10.2 mo; range, 5.2-19.9 mo)

« Safety evaluation in all patients in dose escalation and dose expansion Cohort 1 (N=81)
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HER3 ADC: Patritumab Deruxtecan Adverse Events

TEAES, n (%) 5.6 mg/kg All Doses
Median treatment duration: 5.7 (range, 0.7-28.3) mo (N=57) (N=81)
Any TEAE 57(100) 81 (100) TEAEs grade 23 in 25% of patients (N=81)
Associated with treatment discontinuation® 6 (11) 7(9) ke
Associated with treatment dose reduction 12 (21) 18 (22) . '
Associated with treatment dose interruption 21 (37) 30 (37) RBUTopr count decTeasen
Associated with death® 4(7) 5 (6) Fatigue
Grade 23 TEAE 42 (74) 52 (64) Anemia
Treatment-related TEAE: 55 (96) 78 (96) Dyspnea
Associated with death 0 0 Febrile neutropenia
Grade 23 31 (54) 38 (47) fycida
Serious TEAE 12 (21) 15 (19) . _
Interstitial lung disease* 4(7) 4 (5) White blood cell count decreased”
Grade 1 2(4) 2(2) Hypokalemia
Grade 2 1(2) 1(1) Lymphocyte count decreased' |
Grade 3 1(2) 1(1) 0%  25% 50% 75% 100%
Grade 4/5 0 0

* The rate of adjudicated treatment-related interstitial lung disease was 5%; none were grade 4/5
* Median time to adjudicated onset of treatment-related interstitial lung disease was 53 (range, 13-130) days

Data cutoff. September 24, 2020
*TEAES assocated with freatment discontinuation were fabgue (2), nausea, decareased appetite, interstiial ng disease, neutrophil count decreased, pneumonitis, and upper respiratory ract infecion; none were for frombocytopenia (1 each) ® TEAES assodcated with death were: disease progression
(2), respuratory faikre (2), and shock (1) <One additional occurence of Grade 51LD was detenmened by adudication to be unrelated to study eatment “indudes thrombocytopenia. ¢indudes neuropenia. indudes hemogiobin decreased #includes leukopenia. "incudes mphopenia
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HER3 ADC: Patritumab Deruxtecan Efficacy
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HERTHENA Lung 01 (NCT04619004)

HER3-DXd IV Q3W

A
)

Patient population

Locally advanced/metastatic
NSCLC with an EGFR-
activating mutation (ex19del

Treatment continues until:

Disease progression

r
or L858R) and progression Decision point:
during/after most recent Data from the phase 1 U102 *  Death
systemic therapy study supported the closure of
the uptitration arm * Unacceptable toxicity

=1 prior platinum-based
chemotherapy regimen and
prior osimertinib@

\ J
Y

Uptitration

C1D1: 3.2 mglkg NEL

C2D1: 4.8 mglkg

C3D1 and later cycles: 6.4 mg/kg

Primary endpoint: ORR by BICR per RECIST 1.1
Secondary endpoints: DOR, PFS, ORR, DCR, OS, safety, time to
response

Loss to follow-up

=
=
=
e
-
©
N
E
[®)
o
E
T
14

Pretreatment tumor biopsy or Withdrawal
archived tumor tissue since

progression is required
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HERTHENA Lung 02 (NCT05338970)

Patient Population (N=560)

» Metastatic or locally advanced nonsquamous HER3-DXd .
NSCLC with an EGFR-activating mutation (exon 5&:“_3"(9 v IQ3;N Treatment until:
; ay cycles
19 deletion or L858R) i Progressive disease
*» Received 1 or 2 lines of EGFR TKI treatment : . — Unacceptable toxicity
including a third-generation EGFR TKI, and . P_Iatlnum-baszed chemotherapy:
progression on or following treatment with a Cisplatin (75 mg/m?) or Carboplatin (AUC5) Death
third-generation EGFR TKI T 03“‘” "500 — Loss to follow-up
» Stable brain metastases are permitted cycles:xEemetrexed( mglm:) Other

Stratification by:

* Prior third-generation EGFR TKI (osimertinibvs other)
+ Line of prior third-generation TKI use (1L vs 2L)

* Region (Asiavs rest of world)

» Presence of stable brain metastases(yes vs no)

Primary endpoint: PFS by BICR per RECIST 1.1
Secondary endpoints: PFS by inv, ORR, DOR, DCR, time to response, safety
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Selected Antibody and ADC Treatment Strategies for Novel Targets
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