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Background

« Dato-DXd: An ADC consisting of a humanized anti-TROP2 IgG1 monoclonal antibody covalently linked to a
highly potent topoisomerase-| inhibitor payload via a plasma-stable, tumor-selective, tetrapeptide-based
cleavable linker?

« Pre-clinical data: Dato-DXd enhances antitumor response to PD-1/PD-L1 inhibitors?

 Phase 1 data: Dato-DXd showed encouraging early clinical efficacy and manageable safety in patients with
advanced or metastatic NSCLC:34

TROPION-PanTumor01 study3-2 TROPION-Lung02 study*®

ORR (confirmed): 26% ORR (confirmed and pending): 50% and 57%
with Dato-DXd 6 mg/kg monotherapy with Dato-DXd + pembro and Dato-DXd + pembro +
in heavily pre-treated NSCLC platinum-based chemotherapy, respectively, in 1L NSCLC

 Phase 3 data: Dato-DXd 6 mg/kg monotherapy demonstrated a statistically significant improvement in PFS
versus docetaxel in previously treated advanced or metastatic NSCLC (TROPION-Lung01 study)®

a N=50 patients in the Dato-DXd 6 mg/kg cohort with an ORR of 26% (95% Cl: 14.6, 40.3). ® N=34 patients in the doublet cohort with an ORR of 50% (95% CI: 32, 68). N=53 patients in the triplet cohort with an ORR of 57% (95% Cl: 42, 70).
1L, first-line; ADC, antibody-drug conjugate; Cl, confidence interval; Dato-DXd, datopotamab deruxtecan; Ig, immunoglobulin; NSCLC, non-small-cell lung cancer; ORR, objective response rate; PD-1, programmed cell death protein 1;

PD-L1, programmed cell death ligand 1; pembro, pembrolizumab; PFS: progression-free survival; TROP2, trophoblast cell surface protein 2.
1. Okajima D, et al. Mol Cancer Ther 2021;20:2329-40; 2. Okajima D, et al. Poster 2932. Presented at AACR 2023; 3. Shimizu T, et al. J Clin Oncol 2023;10.1200/JC0.23.00059:ePub; 4. Goto Y, et al. Oral 9004. Presented at ASCO 2023;

5. AstraZeneca Press Release. Datopotamab deruxtecan met dual primary endpoint of progression-free survival in patients with advanced non-small cell lung cancer in TROPION-Lung01 Phase lll trial. Available at:
https://www.astrazeneca.com/media-centre/press-releases.html (accessed July 2023).
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TROPION-Lung04 Study Design

Phase 1b, multicenter, open-label, dose escalation/confirmation and expansion study

TROPION-Lung04 is investigating Dato-DXd in combination with different immunotherapy agents *
carboplatin across 11 cohorts. This interim analysis reports the first data from Cohorts 2 and 4

1 Part 1: Sequential dose escalation® 2 Part 2: Dose expansion

Key eligibility Cohort1  Dato-DXd 4 mg/kg + durvalumab 1120 mg,

» Adults (218 years) [ pouplet)  Q3W (n=5) o °

with previously v

treated or Cohort2  Dato-DXd 6 mg/kg + durvalumab 1120 mg, _, Dato-DXd 6 mg/kg + durvalumab 1120 mg,

treatment-naive (Doublet) ~ Q3W (n=3) Q3W (n=16)

advanced or '

metastatic NSCLC?
* No actionable v

genomic alterations Cohort4  Dato-DXd 6 mg/kg + durvalumab 1120 mg Dato-DXd 6 mg/kg + durvalumab 1120 mg
* ECOG PS 0-1 (Triplet) + 4 cycles carboplatin AUC 5, Q3W (n=6) + 4 cycles carboplatin AUC 5, Q3W (n=8)

* Primary endpoint: Safety and tolerability
» Key secondary endpoints: ORR and disease control rate by investigator assessment per RECIST v1.1

Data cut-off: March 6 2023.

a Patients in Cohort 1 and one patient in Cohort 2 had received 21 platinum-based chemotherapy regimen and anti-PD-1/PD-L1 therapy as per an earlier version of the clinical study protocol. Subsequent patients were treatment-naive or had <1 prior
line of systemic chemotherapy without concomitant immune checkpoint inhibitors. ® Dose escalation was guided by a mTPI-2 design and conducted sequentially from Cohort 1 to 2 (Dato-DXd 4 mg/kg to 6 mg/kg) and Cohort 2 to 4 (doublet to triplet
combination). ¢ Cohort 3 was skipped as there were sufficient data available from the Dato-DXd development program to conclude that 4 mg/kg Dato-DXd in combination with immunotherapy and carboplatin has an acceptable safety profile.

AUC, area under the curve; ECOG PS, Eastern Cooperative Oncology Group performance status; mTPI-2, modified toxicity probability interval-2; Q3W, once every 3 weeks; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1.
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Baseline Characteristics and Patient Disposition

Characteristic, n (%)

Cohort 2 (doublet)

Cohort 4 (triplet)

N=192 N=142
Age, median (range), years 63 (49-75) 67 (55-72)
Male 14 (73.7) 9 (64.3)
Dato-DXd combination line of therapy 1L 14 (73.7) 13 (92.9) At the time of data cut-off, for
oL+ 5 (26.3)° 1(7.1)p Cohort 2 anc.l Cohort 4,
respectively:
Histology Squamous 5(26.3) 4 (28.6) _
« Study treatment was ongoing
Non-squamous 14 (73.7) 10 (71.4) in 31.6% and 50.0% of
History of brain metastases 4(21.1) 3 (21.4) patients
PD-L1 expression <1% 6 (31.6) 6 (42.9) * Median (range) study
400 treatment duration was
1-49% (1) O (lz) 6.0 months (0.7-12.5)
>50% 7 (36.8) 5 (35.7) and 6.2 months (1.5-11.0)
Tumor stage at study entry A, 1B or 11IC 0 2 (14.3)
IV, IVA or IVB 19 (100) 12 (85.7)

Data cut-off: March 6 2023.

Patients were enrolled across sites in Japan and the USA only in Cohorts 2 and 4. 2 Includes patients from Part 1 (dose escalation) and Part 2 (dose expansion). Cohort 1 was not expanded. ® There were 4/5 (80.0%) 2L+ patients in Cohort 2 and 1/1

(100%) 2L+ patients in Cohort 4 who had received prior radiation therapy.
2L+: second line and later.
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Safety Summary

Events, n (%)

Cohort 2 (doublet)

Cohort 4 (triplet)

N=19 N=14
TEAEs 19 (100) 14 (100) There were no DLTs in
Study treatment-relateds 19 (100) 14 (100) Cohort 1 or Cohort 2 during
Part 1 (dose escalation)
Grade 23 TEAEs 8 (42.1) 10 (71.4)
Study treatment-related? 6 (31.6) 8 (57.1) U |l teeeise DL I
Cohort 4 (1 patient had Grade 3
SAEs 7 (36.8) 5 (35.7) febrile neutropenia and 1 patient
had both Grade 3 stomatitis and
Study treatment-related? 6 (31.6) 5 (35.7) Erece B rEelEmEpulEr e
TEAEs associated with Death 0 0
. : . Dose expansion subsequentl
Discontinuation of any drug 4(21.1) 3 (21.4) occurredpin Cohort 2 (dccl)ublet);
Discontinuation of Dato-DXd 4(21.1) 2 (14.3) and Cohort 4 (triplet)
ILD adjudicated as drug-related 3(15.8) 1(7.1) There were no Grade 5
Grade 1 1(5.3) 0 adjudicated ILD events. There
was one Grade 4 adjudicated
Grade 2 1(5.3) 1(7.1) ILD event in a patient in
Grade 23 1 (5.3)P 0 Cohort 2°

Data cut-off: March 6 2023.

TEAEs are defined as AEs with a start date or worsening date on or after the start of study treatment until 97 days after the last dose. @ Treatment-related TEAEs are related to Dato-DXd, durvalumab or carboplatin. ® There was one Grade 4 ILD
adjudicated as drug-related in a patient who received sotorasib after PD/discontinuation of IP. ¢ One patient had Grade 3 stomatitis and Grade 3 maculo-popular rash AEs that reached DLT criteria due to Cycle 2 dosing being delayed by >2 weeks.
AE, adverse event; ILD, interstitial lung disease; IP, investigational product; PD, progression of disease; SAE, serious adverse event; TEAE, treatment-emergent adverse event.
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TEAES in 215% of Patients

<«—— Cohort 2 (doublet) N=19 Cohort 4 (triplet) N=14 —— >

Stomatitis 42 57
Alopecia 53
Nausea 42
Constipation 58
Fatigue 32
Rash 42
16
Decreased appetite 32
[Thrombocytopenia | 29
Diarrhea 26

| Lymphopenia
| Neutropenia

Hepatic function abnormal
Hyponatraemia
Oral candidiasis

57
57
29
50
36

14

Dry eye 26
Vomiting 26
COVID-19 Max CTCAE Grade 1/2 16 Max CTCAE Grade 1/2
Dizziness 21
Pneumonia . Max CTCAE Grade 23 11 . MaX CTCAE Grade 23
Pyrexia 21
80 60 40 20 0 20 40 60 80

Patients with TEAE (%)
Data cut-off: March 6 2023.

TEAESs by preferred term/grouped preferred term. TEAEs in 215% of patients is based on the total number of safety subjects in Cohort 2 and Cohort 4. Red boxes indicate hematological events.
CTCAE, Common Terminology Criteria for Adverse Events.
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Antitumor Activity

Response in patients in the 1L setting,? n (%)

Cohort 2 (doublet)

Cohort 4 (triplet)

N=14 N=13
Objective response rate (confirmed) 7 (50.0) 10 (76.9)°
In the 1L setting, ORRs were
[95% CI] [23.0, 77.0] [46.2, 95.0] 50.0% for Cohort 2 and
76.9%?® for Cohort 4
Best objective response Complete response 0 0 ,
In the overall population
. b (1L/2L+), ORRs were 47.4%
Partial response 7 (50.0) 10 (76.9) for Cohort 2 (N=19) and
71.4%? for Cohort 4 (N=14
Stable disease 6 (42.9) 2 (15.4) > for Cohort 4 (N=14)
o Responses were numerically
Progressive disease 1(7.1) 1(7.7) higher with the triplet versus
doublet combination and were
Disease control rate 13 (92.9) 12 (92.3) observed across all PD-L1
expression levels
[95% CI] [66.1, 99.8] [64.0, 99.8]

Data cut-off: March 6 2023.

All subjects must have had at least one scan (6 weeks of follow-up) to be included in the ORR interim analysis set. The 2-sided 95% Cls are exact Clopper-Pearson intervals. @ As assessed by investigator per RECIST v1.1. ® One of the 10 partial

responses in Cohort 4 was confirmed after data cut-off.
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Best Change in Sum of Diameters of Target Lesions?

Cohort 2 (doublet), 1L setting (N=14) Cohort 4 (triplet), 1L setting (N=13)
ORR: 50.0%; DCR: 92.9% ORR: 76.9%;° DCR: 92.3%
PD-L1 status PD-L1 status
100 - <1% (n=5) <1% (n=5)
S __ 80- W 1-49% (n=4) 5 _ W 1-49% (n=3)
gé 60 - B >50% (n=5) gé B >50% (n=5)
» 2 + Treatment ongoing n 2 + Treatment ongoing
= 40- £=
[} [ "]
= B | T S = | L T
cm cm
© ©
5 o= - 6§
§ 2 20 § 0 | ) .
E "&; -40 = E "d-; + +
®E _60- L E * T
ga 3 +
m -80 = A +
—100 =

Data cut-off: March 6 2023.
a As assessed by investigator per RECIST v1.1. ® One of the 10 partial responses in Cohort 4 was confirmed after data cut-off.
DCR, disease control rate.
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Depth and Durability of Response?

Cohort 2 (doublet), 1L setting (N=14) Cohort 4 (triplet), 1L setting (N=13)
100 - PD-L1 status 100 = PD-L1 status
S 80- <1% (n=5) = i <1% (n=5)
2 W 1-49% (n=4) s 80 ® 1-49% (n=3)
£ 60+ m 250% (n=5) 2 W 250% (n=5)
9 40- | Discontinued study Ei | Discontinued Study
g + Treatment ongoing g + Treatment Ongoing
£ 20 I e e o
o S
= 0= e () R e e e e e e e e e e e e e e
g 5
§ 207 [ AN\
O -40- o >
<t <t
g 007 8
& -80- a -
-100 =
|| || || || || || || || || || || || || || ] ] ] | | | | | | | | | | || || || || || || || ] ] ] ] ]
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
Time from the First Dose Date (months) Time from the First Dose Date (months)

Data cut-off: March 6 2023.
a As assessed by investigator per RECIST v1.1.
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Conclusions

No new safety signals were observed in Cohort 2 and Cohort 4 investigating Dato-DXd in
combination with durvalumab * carboplatin, throughout dose escalation and dose expansion

Safety The most frequent TEAEs of any grade were stomatitis, alopecia and nausea. In general,
Grade =3 TEAEs were more frequently observed with the triplet versus the doublet combination,
which was mainly driven by more hematological events. There were four cases of ILD adjudicated
as drug-related; three cases were Grade 1 or 2 and none were Grade 5

Interim efficacy analyses demonstrated promising ORRs with durable responses for both the
doublet and triplet combination, both in the 1L setting and the overall population

Efficacy

Responses were numerically higher with the triplet versus doublet combination and were observed
across all PD-L1 expression levels

The Phase 3 AVANZAR (NCT05687266), TROPION-Lung07 (NCT05555732) and TROPION-Lung08 (NCT05215340)
trials are evaluating Dato-DXd and immune checkpoint inhibitor combinations as potential
1L treatment options in patients with advanced or metastatic NSCLC'-3

1. Aggarwal C, et al. Poster P2.04-02. Presented at WCLC 2023; 2. NCT05555732. Available at: https://clinicaltrials.gov/ct2/show/NCT05555732 (accessed August 2023); 3. NCT05215340. Available at:
https://clinicaltrials.gov/ct2/show/NCT05215340 (accessed August 2023).
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