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Why ADCs?

Structure of an ADC’ ADCs are designed to have an expanded
mAb therapeutic index

The expanded therapeutic index of ADCs vs conventional
chemotherapy is a result of efficient and specific drug
delivery to antigen-expressing tumor cells.1:2
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Complexity = more mechanisms for
resistance

Specific Binding to Target L

Cell ] Membrane-permeable payload
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PK Profiles of Different Analytes

Ab-related PK assays Small-molecule-related PK assays

TAb Ab-conjugated drug

+ Measures the total concentration of Ab » Measures drug-to-antibody ratio (DAR)
(conjugated and unconjugated)

Conjugated Ab Unconjugated drug

» Measures concentration of conjugated Ab  + Measures unconjugated drug
only

Unconjugated drug

- Conjugated antibody

Time Images from Kamath AV, lyer. Pharm Res. 2015:32(11):3470—34709.

o Ab-conjugated drug U“°°:,!:ggated Y ﬁ ﬁ
il

©

= JDAR ZYDAR 1 DARO
§ TAb ' — Conjugated Ab/Ab-conjugated drug
c — _J
S g

— TAb?

L

o

=



The Past

* Drug antibody Ratio was low (3.5-3.8)
* Payload was not membrane permeable

* Drugs failed or were replaced by better options



Trastuzumab emtansine in ERBB2 mutated
NSCLC
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Trastuzumab emtansine in ERBB2
overexpressing NSCLC
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CEACAMS

« CEACAMBS: cell-surface glycoprotein selectively expressed on several tumors, including NSCLC.
« Stimulates metastatic spread by promoting cell migration.

Tusamitamab Ravtansine (TUSA)

N\ S H_
o N ~s /\/\H/ N T Lys
0 SPDB linker
o)

Humanized 19G1
CEACAMS-specific
monoclonal antibody

SN /j§ Rav‘tansi_ne (D\V4)
H cytotoxic agent

Drug-to-antibody ratio is 3.8.

CEACAMS, carcinoembryonic antigen-related cell adhesion molecule 5; DM4, ravtansine; 1gG1, immunoglobulin G1; SPDB, N-succinimidyl
4-(2-pyridyldithio)butyrate.

Ricordel et al. ASCO 2022

Best Overall Response

Overall Population

Response, High expressors Moderate
n (%) (n =64) expressors
(n = 28)
ORR 13 (20.3%) 2 (7.1%)
[95% CI] [12.27-31.71) | [1.98-22.65]
Confirmed PR 13 (20.3%) 2 (7.1%)
sD 28 (43.8%) 15 (53.6%)
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 — High Expressor Cohort

Best relative tumor shrinkage (6)
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Patients trested with SARADE701 (100 mg/mv)

Best Relative Tumor Shrinkage — Moderate Expressor Cohort

Best relative tumor shrinkage: Patients who had unconfirmed PR (>30% decrease) were counted as SD for BOR s
DCR, disease control rate; NE, not evaluable; ORR, overall respense rate; PD, progressive disease; PR, partial response; SD, stable disease.
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Gazzah et al. ASCO 2020



The Present

* Camptothecan payloads — membrane permeable
* Higher DAR



What Is HER2-Positive NSCLC?

HER2 HER2 (or other dimer

HER2 Overexpression: 15%-30%
Detection: IHC (2-3+)
based on membrane
staining

HER2 HER2 HER2 HER2
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HER2 Amplification: 2%-5%
Detection: FISH
(HER2/CEP17 ratio >2 and/or
HER2 copy number >6)

HER2 Gene Mutation: 1%-3%
Detection: NGS (activating HER2/ERBB2 mutation)
Activating HER2 mutations are an actionable biomarker for patients with
advanced NSCLC based on the accelerated approval of trastuzumab deruxtecan



DESTINY-Lung02: Trastuzumab Deruxtecan in
HER2-Mutated NSCLC

= Primary analysis of international, randomized, double-blind, noncomparative phase Il trial
(data cutoff: December 23, 2022)13

" Primary endpoint: confirmed
Stratified by previous use of anti-PD-1/PD-L1 tx ORR by BICR®3

— Hypothesis tested by
comparing lower limit of

Patients with m*etastatic ; T-DXd 5.4 mg/kg IV Q3W 95% Cl for each T-DXd dose vs
HER2-mutated™ NSCLC; / (n =102%) benchmark ORR of 26.4%
>1 previous anticancer tx, including (upper limit of ORR 95% ClI
platinum-based CT; measurable disease 3.1 observed with ramucirumab +

by BICR (RECIST v1.1); docetaxel in REVEL trial)*

stable brain mets permitted at BL"; \ T-DXd 6.4 mg/kg IV Q3W
ECOG PS 0/1 (n = 50)
(N = 152)

— Not statistically powered to
compare between arm

= Secondary endpoints: ORR by

*|dentified in fresh/archival tumor tissue. "Must be asymptomatic and inV' DoR DCR a nd PFS by B|CR
not needing corticosteroids or anticonvulsants. *n = 1 did not receive treatment. ' ! ! 1-3
and inv; OS; safety



DESTINY-Lung02: Antitumor Activity

With T-DXd 5.4 mg/ kg Q3w T-DXd 5.4 mg/kg  T-DXd 6.4 mg/kg
a0 (n=102) (n = 50)
= Confirmed ORR
: — ?
% f _ 20- n (%) 50 (49.0) 28 (56.0)
O X
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= Responses observed independent of prior tx type, no. of prior lines of tx, or presence of baseline CNS disease



DESTINY-LungO02 Final Analysis: Safety Summary

Overall Safety

Safety, %

B T-DXd 5.4 mg/kg (n = 101)
I T-DXD 6.4 mg/kg (n = 50)

Drug-related TEAEs, % Common drug-related
TEAEs
Any grade 96.0 100 65.3 78.0
" Nausea 42.6 56.0
Grade 23 39.6 60.0 » Neutropenia ' '
. . 37.6 46.0
Serious = Fatigue B 46.0
Associated with drug discontinuation ® Decreased appetite
Associated with drug interruption Grad:! 23 hematologic
events
Associated with dose reduction 30.7 . 18.8 38.0
= Neutropenia 11.9 16.0
Associated with death 16.8 34.0 = Anemia c 9 1 4'0
: Thrombocytopenia 59 16.0

Leukopenia




Sacituzumab govitecan

Phase 3 EVOKE-01 Trial — did not meet OS endpoint but potential
signal observed in IO nonresponsive (SD/PD) subset

Nonresponsive (SD/PD)

100 SG Docetaxel
(n =299) (n =304)
Median, months
90 — s & o
(95% Cl) 11.1 (9.4-12.3) 9.8 (8.1-10.6)
80 — HR (95% Cl) 0.84 (0.68-1.04)
o 1-sided P-value 0.0534
< 70 —
< 12-month OS rate, % 46.59 36.72
2 60— (95% ClI) (40.45-52.50) (30.88-42.57)
E 1-sided P-value for significance was P < 0.0223
] 50 —
Kel
o
s 40—
3 MMQ—O—O—H—
O 30- 36.7% "
20 -
10 4 —+— SG
—+— Docetaxel
0 T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20
itients still at risk, N (events) Tlme (months)
SG 299 (0) 275(23) 234 (63) 212(83) 175(112) 140(137) 76 (150) 40 (162) 17 (166) 10 (167) 0 (168)
Docetaxel 304 (0) 277(23) 234 (65) 201(98) 158 (131) 128 (151) 64 (178)  41(184) 15 (187) 7 (187) 2(187)

1004
SG Docetaxel
90+ (n=192) (n=191)
80 Median, months  11.8 8.3
- (95% Cl) (9.6-12.5) (7.0-10.6)
X 70
‘S HR (95% Cl) 0.75 (0.58-0.97)
£' 60+
3
S 501 47.7%
[ |
8 401
w -
930 34.0%
20
104 =S¢
—— Docetaxel
0 T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20

Patients still at risk, N (events)

Time (months)

SG 192(0) 175(16) 149(41) 135(34) 116(72) 9B(B4) 53(95) 26(105) 11(107) B(107) 0(108)
Docetaxel 191(0) 175(14) 141(47) 118(70) 95(21) 78(103) 36(119) 21(124) 6(126) 3(126) 0(126)

Responsive (CR/PR)

Median, months
(95% Cl)

HR (95% ClI)

SG Docetaxel

(n=106) (n=113)
96 10.6
(8.1-14.4) (8.9-12.8)

1.09 (0.76-1.56)

0S probability (%)
wm
o

30+

20
—— SG
—4— Docetaxel

10

0 T T T T T
0 2 4 6 8 10
Patients still at risk, N (events)

T
12
Time (months)
SG 106(0) () 84(2) 76(28) 58(40) 41(53) 22(5)

T
14

T T T
16 18 20

14(57) 6(59 260 0(80)

Docetaxel 113(0) 102(9) 93(18) 83(28) 63(40) 50(48) 28(59) 20(B0) 9(61) 4(61) 211)

Paz-Ares et al. ASCO 2024



Sacituzumab Govitecan Versus Docetaxel for Previously Treated Advanced or Metastatic Non—Small Cell
Lung Cancer: The Randomized, Open-Label Phase 11l EVOKE-01 Study

B 0s

Median, Months (95% Cl)

Subgroup SG Docetaxel HR (95% Cl)
Overall (N = 603) 11.1 (9.4 to0 12.3) 9.8 (8.1 to 10.6) — 0.84 (0.68 to 1.04)
Histology* H
Squamous (n = 164) 10.2 (8.1 t0 12.7) 9.2(6.9t0 11.0) —— 0.83 (0.56 to 1.22)
Nonsquamous (n = 439) 11.3 (9.4 t0 12.6) 9.9 (7.8to 10.8) l—.ﬂ'—l 0.87 (0.68 to 1.11)
Response to last anti-PD-(L)1-containing regimen® '
Nonresponder (PD/SD) (n = 383) 11.8 (9.6 to 12.5) 8.3 (7.0 to 10.6) I-—.-—‘ 0.75 (0.58 to 0.97)
Responder (CR/PR) (n = 219) 9.6 (8.1to 14.4) 10.6 (8.9 to 12.8) I—:-Q—I 1.09 (0.76 to 1.56)
Received previous therapy for actionable genomic alteration® H
No (n = 559) 11.0(9.2to 12.3) 9.9 (8.1t0 10.7) I—I—:—l 0.89 (0.72 to 1.11)
Yes (n = 44) NR (7.2 to NR) 7.0(5.2to0 11.6) - - v ¢ 0.52 (0.22 to 1.23)
Geographic region H
United States (n = 60) 12.2 (7.9 to NR) 7.4 (5.1t0 14.2) I e — 0.68 (0.36 to 1.27)
Canada/western EU/Australia (n = 455) 10.8 (89 to 12.3) 9.8 (7.9 to 10.6) |_I—:1 0.87 (0.69 to 1.10)
Rest of the world (n = 88) 10.2 (7.8 to NR) 12.8 (6.4 to NR) } H { 0.98 (0.53 to 1.83)
Age group, years -
<65 (n = 297) 12.1 (9.7 to 14.7) 10.1 (7.3 t0 10.8) —— 0.80 (0.59 to 1.08)
265 (n = 306) 9.9 (8.4t0 12.2) 9.6 (7.6t0 11.2) b 0.90 (0.68 to 1.20)
Race :
White (n = 445) 10.7 (8.9 to 12.2) 8.9 (7.3 to 10.6) —ad 0.87 (0.68 to 1.10)
Non-White (n = 65) 129(129toNR) 11.2(9.3t0 15.3) } L 3 4 0.41(0.15to 1.13)
Baseline ECOG status H
0 (n = 190) 129 (10.0to NR) 13.6 (10.4 to NR) [ ™ 1.06 (0.70 to 1.60)
1(n=410) 9.6 (8.1to0 11.9) 7.6 (6.8 t0 9.8) —a—d 0.81 (0.64 to 1.04)
Sex :
Male (n = 410) 9.5(8.1t0 12.3) 8.5(7.3t010.2) —ar 0.89 (0.70 to 1.14)
Female (n = 193) 12.1(10.6to0 16.0) 10.6(8.2to0 13.9) —— 0.85 (0.58 to 1.26)
L]
0.125 0.25 0.5 1 2 4 8
-

Paz-Ares JCO 2024 SG Better Docetaxel Better



Sacituzumab govitecan

Great DAR of 7
* Soluble payload

100 —

* Prior safety in breast
cancer -

* Target?

50 —

PFS probability, %

25 —

Biomarker-evaluable population, n=352

Overall BEP: Efficacy by TROP2 QCS-NMR Status

TROP2 QCS-NMR positivity is predictive for longer PFS with Dato-DXd in the biomarker-evaluable population

TROP2 QCS-NMR-

Dato-DXd ' Docetaxel
n=65 n=73

16.9 15.1
2.9 4.0
1.16 (0.79-1.70)

TROP2 QCS-NMR+

Dato-DXd ' Docetaxel
n=107 n=107

32.7 10.3
6.9 4.1
0.57 (0.41-0.79)

ORR, %
Median PFS, months
PFS HR (95% CI)

Treatment by biomarker status interaction: p=0.0063

—— Dato-DXd, QCS-NMR+
------ Dato-DXd, QCS-NMR-
——— Docetaxel, QCS-NMR+
————— Docetaxel, QCS-NMR-

Time from randomization, months

Garrassino WCLC 2024




TROPION-LungO1 Study of Dato-DXd vs Docetaxel in Pretreated
MNSCLC

Randomized, Phase 3, Open-Label, Global Study (NCT04656652)

Key eligibility criteria

* NSCLC (stage IlIB, IlIC, or IV) _ _
« ECOG PS of 0-1 Dato-DXd Dual primary eandpomts
* No prior docetaxel 6 mg/kg Q3W * PFS by BICR

Without actionable genomic alterations 141 (N=299) « OS

* One to two prior lines, including platinum-based CT
and anti—-PD-(L)1 mAb therapy

With actionable genomic alterations Secondary endpoints
« Positive for EGFR, ALK, NTRK, BRAF, ROS1, MET Docetaxel « ORR?
exon 14 skipping, or RET 75 mg/m? Q3W - DOR?

» One to two prior approved targeted therapies + (N=305) . -
platinum-based CT, and <1 anti—-PD-(L)1 mAb Safety and tOIGrab"'ty

Stratified by histology (nonsquamous vs squamous), actionable genomic alteration status,® anti-PD-(L)1 mAb included in most recent prior therapy,
and geography®

Statistical considerations: Study deemed positive if either of the dual primary endpoints (PFS by BICR or OS) were statistically significant;
the pre-specified P-value boundary for the OS analysis was a=0.045

Sands et al WCLC 2024



TROPION LUNGO1 - Overall Survival by Histology

Nonsquamous Squamous
DETGES) G Docetaxel Dato-DXd Docetaxel
100 Overall survival (N=234) (N=234) 100- Overall survival (N=65) (N=71)
Median (95% Cl), mo  14.6 (12.4-16.0)  12.3 (10.7-14.0) Median (95% Cl), mo 7.6 (5.0-11.0) 9.4 (7.2-12.5)
80 HR (95% Cl) 0.84 (0.68-1.05) 80- HR (95% Cl) 1.32 (0.91-1.92)
;-\; 60 \ § 60
»n ! »n
© 40+ ! O 40-
| 1
: H : . 14.8‘)"3
20- —— Dato-DXd 1 20-1 —— Dato-DXd ' -4
| 21.7% | :
o I | — 1
E E : 13.7% !
Or—T—T T T T T T T T T T T T T T T 1 or—T—TTTT+tTT—TTT—+t—T—T1T—T1T—T11
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Months Months
No. at risk:
65 52 42 33 29 27 21 12 9 8 8 5 4 2 1 1 0 0

Dato-DXd 234 220 200 180 161 141 130 112 97 76 63 46 3 20 15 4 1 0

Docetaxel

* In patients with NSQ histology, 16% risk reduction for death and 2.3-month improvement in median OS with Dato-DXd

« OS improvements in the NSQ subset were seen regardless of actionable genomic alteration status?:
* Present: 15.6 vs 9.8 months (HR [95% CI], 0.65 [0.40-1.08]); Absent: 13.6 vs 12.3 months (HR [95% CI], 0.89 [0.70-1.13])

Sands et al WCLC 2024



Phase 3 TROPION-LungO1 Study of Dato-DXd vs Docetaxel in
Pretreated mNSCLC + AGAs: Safety and Tolerability

TRAEs,? n (%)

Stomatitis

Nausea

Alopecia
Decreased appetite
Asthenia

Anemia“

Diarrhea
Neutropenia®
Leukopenia’

Adjudicated drug-related
ILD or pneumonitis

141 (47)P
101 (34)
95 (32)
68 (23)
56 (19)
44 (15)
30 (10)
14 (5)
9(3)

26 (9)9

Dato-DXd (N=297)

Any grade Grade 23

20 (7)
7(2)
0
1(<1)
8 (3)
12 (4)
1(<1)
2(1)
0

11 (4)

| (N=290)

Any grade

45 (16)
48 (17)
101 (35)
46 (16)
56 (19)
60 (21)
55 (19)
76 (26)
45 (16)

12 (4)

Grade 23
3(1)
3 (1)
1(<1)e
1(<1)
5(2)
12 (4)
4 (1)
68 (23)
38 (13)

4(1)

+ Stomatitis events, the most common

TRAE with Dato-DXd, were primarily
grade 1 (23%) or grade 2 (18%)

Hematologic toxicities, including
neutropenia and febrile neutropenia”,
were more common with docetaxel

No new adjudicated drug-related ILD
events or deaths occurred since the
PFS database lock

Similar safety profiles were seen for
the full safety analysis set and the
NSQ subgroup

Sands et al WCLC 2024



TROPION-Lung01 Brain Mets: Best Change in Sum of Diameters

From Baseline
- Dato-DXd 100

80 With BL brain mets 80 Without BL brain mets Best confirmed overall response

60 ¥ Complete response

Partial response
™ Stable disease
: Progressive disease
. Not evaluable
Presence of actionable genomic alterations

40
20

+

"“lll“““I THITm
-201 + 3
:
++
o

-40

Best % change in SOD from BL
o
Best % change in SOD from BL

-60 -

+

-80 -

-100 4 -100 W

100 1 Docetaxel 00
80 80 -

60

20 I
Illll’ +
-20 "I" r
L

_40 -

Best % change in SOD from BL
Best % change in SOD from BL

-60 -

-80 -80 1

-100 -100

Patients with NSQ histology. Data cutoff: March 29, 2023.
BL, baseline; Dato-DXd, datopotamab deruxtecan; mets, metastases; SOD, sum of diameters.
Pons-Tostivint E, et al. Presented at: ESMO Congress 2024; September 13-17, 2024; Barcelona, Spain. Poster #1312P.



TROPION-Lung01 Brain Mets: Systemic PFS by Brain Mets Status

at Baseline

With BL brain mets

Without BL brain mets

Dato-DXd _ DEIGED) G cetax
Median systemic 4.9 3.6 Median systemic PFS, 5.7 3.7
100 PFS, mo (95% Cl) (2.9-5.9) (1.5-4.6) mo (95% Cl) (4.3-7.9) (2.8-4.3)
HR (95% Cl) 0.59 (0.35-1.00) 100~ HR (95% Cl) 0.64 (0.50-0.81)
80-
R 80+
2 S
g 60 é
2 3 o
5 g
s 40 | °
Q 40
i o
20 | o
—[[ : : ; t 20
]
0 ‘ ‘ + Censored I
T T T T T I I I I 0 T T T T T T T T T
o 2 4 6 8 10 12 14 16 18 ¢ & 4 © & 0 w *w KL i
. . L. Time since randomization, months
Time since randomization, months
No. at risk No. at risk
Dato-DXd 43 35 24 10 6 3 2 0 0 0 Dato-DXd 191 146 111 76 61 38 18 7 1 0
Docetaxel 41 19 14 6 2 1 1 1 0 0 Docetaxel 193 117 77 44 30 13 9 3 0 0

Patients with NSQ histology. Data cutoff: March 29, 2023.
BL, baseline; Cl, confidence interval; Dato-DXd, datopotamab deruxtecan; HR, hazard ratio; mets, metastases, mo, months; no, number; NSQ, nonsquamous; PFS, progression-free survival.

Pons-Tostivint E, et al. Presented at: ESMO Congress 2024; September 13-17, 2024; Barcelona, Spain. Poster #1312P.



TROPION-Lung03: Datopotamab deruxtecan
(Dato-DXd) in previously treated non-small
cell lung cancer with actionable genomic

Relative Frequency of Genomic Alterations®-

alterations
. . . . EGFR
Best Percent Change From Baseline in Sum of Diameters of Target Lesions i
57%
100 No. of prior systemic lines for ROS1 reamrangement
80 advanced or metastatic disease 79
§’ 60 m 12 B =3 ~ RET rearrangement
24 6%
(&}
;&; 20 \ MET exon 14 skipping
§ 0 BRAF mutation 4%
& 2 3%
c§ -40
-60 All Patients Patients with
80 Response per treated with EGFR ALK
+ Onaoi riicipant BICR patients mutations earrangement
-100- S Patient (N=137) (N=78) (N=34)
:g’;”"ﬁrmed’ 49 (35.8) 34 (43.6) 8 (23.5)
Percent Change From Baseline in Sum of Diameters of Target Lesions in [95% CIJ? [27.6-44.4) R R
Patients With Confirmed CR/PR°® Median DOR 70 10 70
; Confirmed BOR (95% CI), months  (4.2-9.8) (4.2-10.2) (2.8-8.4)
A CR A PR r?ff)“"ﬁ""ed’ 108 (78.8) 64 (82.1) 25 (73.5)
25 L s - [71.0-85.3] [71.7-89.8] [55.6-87.1]
@® [95% CI]
oD
s 5L Median PFS,
% 50 (95% CI) 54 58 43
S " (4.7-7.0) (5.4-8.3) (2.6-6.9)
8 ’75 I~ ————e I
§ BOR: In the overall population (N=137), 4 patients (3%)
-100 - achieved a CR and 45 (33%) achieved a PR
-125 ! 1 1 1 ! 1 1 1 1 1 1 1 1 ! ! 1 1 ! 1 ! ! EGFR subset: Among patients with SensitiZing or T790M

mutations (N=68), the ORR was 49.1% in those previously

o 1 2 3 4 5 6 7 8 9 10 M1 12 13 14 15 16 17 18 19 2
treated with osimertinib

Months
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Phase 3 TROPION-Lung01 Study of Dato-DXd vs Docetaxel in Pretreated
MNSCLC + AGAs: Efficacy Outcomes from Interim Analysis

PFS (ITT)
100 ~f+- Median (95% C1), [badatute |
months® 44(42:56) | 37(2942)
80 0.75 (0.62-0.91)
P—vaIL.lg 0.004
;é’ 60 - bou:rde:rr;e(gflseiged) -
20 -
0 + Censored : : : : | | : .
0 2 4 6 8 10 12 14 16 18
No. at risk: Time since randomization, months
Dato-DXd 299 216 156 % 74 46 2 10 2 0
Docetaxel 305 186 120 63 4 19 14 7 0 0
Response Dato-DXd (n=299)  Docetaxel (n=305)
ORR, % (95% Cl) 26.4 (21.5-31.8) 12.8 (9.3-17.1)
Median DOR, months (95% Cl) 7.1(5.6-10.9) 5.6 (5.4-8.1)
Median follow-up, months 13.1 13.0

PFS in Key Subgroups

Lisberg AE, et al. ESMO 2023. Abstract LBA12.

Events/n HR
Dato-DXd Docetaxel
Age at randomization <65 years 118/162  115/155 —— 0.67
265 years 95/137 103/150 ——t— 0.83
Sex Male 136/183  158/210 —— 0.79
Female 771116 60/95 —e— 0.71
Race Asian 76/119 82/120 —— 0.77
Non-Asian 131172 129177 I ] 0.76
Smoking status Never 36/61 33/52 _— 0.67
Former/current 177238 184/251 et 0.77
Brain metastasisat ~ With 33/50 31147 p———p——————11 0.64
baseline Without 180/249  187/258 —_— 0.76
. Non-squamous 156/229  168/232 —— 0.63
Histology
Squamous 57/70 50/73 1.38
Actionable genomic  Absent 1891252 184/255 —o—7h 0.84
alterations® Present 24/47 34/50 —— 0.38
0 05 1 15 2 25
) Hazard ratio
Interim OS (ITT)
100 ety Dato-DXd
Greg, Median (95% CI), Lld
-l Mgy, months? 124(10.8-14.8) | 11.0(9.8-12.5)
" 0.90 (0.72-1.13)
Z 607
]
2
5 40
o
20
Information fraction
+ Censored - . .
. at interim analysis
e (evenitotalevents
9 Time since randomization, months requir ed): 74%.
No. at risk
Dato-DXd 299 273 243 201 166 121 85 56 33 14 6 1
Docetaxel 305 273 239 193 156 115 76 ) 2 13 4 1

Non-squamous HR (95% Cl): 0.77 (0.59-1.01); Squamous HR (95% CI): 1.32 (0.87-2.00)




The Future

 Better Selection of Clinical Scenario

* Membrane permeable payloads
* High DAR



IHC H-Score

HER3 Expression Increases With
Acquired EGFR TKI Resistance

HER3 Expression Before and After EGFR Treatment Leading to Resistance P =.0007
(N = 48) *
300 - M Pre treatment 3007 __
M Post treatment
o
o
200 - u,‘l’ 200 -
T
o
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(VN
100 - T 100 -
0 = O 1
Pre Post
= Transcriptome analysis showed increase in HER3 associated with HMean 1008 155.9
-score

PI3K/AKT/mTOR signaling



Patritumab Deruxtecan

« HER3-DXd is an ADC composed of 3 parts’:

7 Key Attributes of HER3-DXd

« A fully human anti-HER3 IgG1 mAb (patritumab)
» A topoisomerase | inhibitor payload (an exatecan derivative, DXd)

« Atetrapeptide-based cleavable linker that covalently bonds the other 2
components

1-4
Human anti-HER3 Deruxtecan

1gG1 mADb1-4

e
o o 0O

Cleavable tetrapeptide-based linker

Topoisomerase | inhibitor payload
(DXd)

Payload mechanism of action:
topoisomerase | inhibitor1-4.2

High potency of payload’-42

High drug-to-antibody ratio =8"%*
Payload with short systemic half-life?3ab
Stable linker-payload?+2

Tumor-selective cleavable linker?-52

Bystander antitumor effect?6.2

ADC, antibody-drug conjugate; HER, human epidermal growth factor receptor; IgG1, immunoglobulin G1; mAb, monoclonal antibody.
aThe clinical relevance of these features is under investigation. ® Based on animal data.

1. Hashimoto Y, et al. Clin Cancer Res. 2019;25:7151-7161. 2. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67(3):173-185. 3. Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097-5108.

4. Koganemaru S, et al. Mol Cancer Ther. 2019;18:2043-2050. 5. Haratani K, et al. J Clin Invest. 2020;130(1):374-388. 6. Ogitani Y, et al. Cancer Sci. 2016;107(7):1039-1046.




Patritumab Deruxtecan in EGFRmM NSCLC

~ 1000 HER3-DXd 5.6 mglkg (N=225)>
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Telisotuzumab vedotin (Teliso-V):

Promis_in%eﬁicac of Teliso-V + osimertinib after osimertinib
failure in EGFRm NSCLC with c-MET overexpression

v NN e N S P e e

'] 1 1.6 mg/kg Q2W (n=20)
Zr; 1.9 mg/kg Q2W (n=18)
) ’ 9.3
o o B
-.(E 0_ 0.0 0.0 0.0 %
5L f 1 ni N 1
% = o ‘ i ? ? ’ ’ ’ 2 ’ ’ .
0 e s20 W j ’ ’ ‘ ﬁ ’ ﬁ ﬁ
-37.9 / / / / / / ’
c 426 / ’ / / ’ [ ’ /
55 a3 g ARRERRE
% o -50 - 50.0 _gg ﬁ ﬁ ’ ‘ ﬁ
*—I—‘E o7 600 g1 ; ’ ’ ‘ ﬁ ?
g)o 625 633 ) ‘gy 545 ? ’ g ’
5 ORR 50% (95% CI: 33 - 67) o s 9 %
= mDOR NR, mPFS 7.4mo (5.4 - NR) 0 s f ?
?
-100 - 51000

Patients (N=38)
B Confirmed PR (n=20) ® SD (n=11) ™ PD (n=6)

Horinchini et al. ESMO Asia 2024
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