Neoadjuvant durvalumab + chemotherapy + novel anticancer agents and adjuvant durvalumab * novel agents in resectable NSCLC:
Updated outcomes from NeoCOAST-2
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Background

» Perioperative immunotherapy + neoadjuvant chemotherapy (CT) improves pathological response rates and long-term

clinical outcomes in patients with early-stage resectable non-small-cell lung cancer (NSCLC) without significantly
impacting the feasibility of surgery and safety versus CT alone, as shown in the AEGEAN, CheckMate 77T, and
KEYNOTE-671 trials.1-®

— Pathological responses are associated with improved survival in resectable NSCLC.6

— Similarly, circulating tumor DNA (ctDNA) clearance has shown a positive correlation with improved pathological
response and event-free survival during immune checkpoint blockade in early-stage NSCLC.”

Despite improvements in treatment, many patients do not experience pathological complete response (pCR), and
30-55% of patients have disease recurrence, leading to cancer-related morbidity and mortality.8

NeoCOAST-2 (NCT05061550) is evaluating new perioperative approaches in resectable Stage IIA-I1IB NSCLC.

— Novel agents under evaluation include oleclumab (anti-CD73 antibody; Arm 1), monalizumab (anti-NKG2A antibody;
Arm 2), and datopotamab deruxtecan (Dato-DXd; TROP2-directed antibody-drug conjugate; Arm 4).

— We report final pathological response, updated safety data, and ongoing ctDNA analyses from Arms 1, 2, and 4.

Methods

NeoCOAST-2 is a phase 2, open-label, multi-arm, randomized platform study in resectable Stage IIA-IIIB NSCLC

(Figure 1).

Final pathological response rates (by blinded independent pathology review) were analyzed in the modified intention-to-treat
(mITT) population (i.e., all randomized patients with confirmed NSCLC histology who received =1 dose of treatment).

— pPCR: no viable tumor cells in resected tumor specimen and sampled lymph nodes at surgery.
— Major pathological response (mMPR): <10% residual viable tumors cells in resected tumor specimen at surgery.

Safety was analyzed overall and by study period (neoadjuvant, post-surgery, and adjuvant) in patients who received =1
dose of treatment (i.e., safety population).

ctDNA was analyzed using a tumor-agnostic, methylation-based detection method (GRAIL)? in peripheral blood samples
collected at baseline and pre-dose on Cycle 3, Day 1 (on treatment, after 2 doses).

— Patients in the mITT population with ctDNA detected in one or both samples were evaluable.

— CtDNA clearance: detected ctDNA at baseline and non-detected ctDNA on Cycle 3, Day 1.

— ctDNA non-clearance: detected or non-detected ctDNA at baseline and detected ctDNA on Cycle 3, Day 1.
Statistical considerations:

— The primary intent was to evaluate preliminary efficacy signals in terms of pCR rates.

— This study was not powered to make statistical comparisons between arms; descriptive statistics are presented for each
arm individually.

Figure 1. NeoCOAST-2 study design

Table 1. Baseline demographic and disease characteristics (mITT population)

Arm 2
Durvalumab +
monalizumab + CT
(N=70)

66.0 (48-83)
42 (60.0) / 28 (40.0)

Arm 4
Durvalumab +
Dato-DXd + PlIt

(N=54)

65.0 (38-81)
32 (59.3) / 22 (40.7)

Arm 1
Durvalumab +

oleclumab + CT
(N=74)

66.5 (30~79)
46 (62.2) 1 28 (37.8)

Parameter

Median age (range), years
Male / Female, n (%)
Smoking status, n (%)

22 (31.4) / 46 (65.7)/ 2 (2.9) 15 (27.8) / 36 (66.7) / 3 (5.6)

Current / former / never 15 (20.3) / 55 (74.3) / 4 (5.4)

Race, n (%)

White 46 (62.2) 42 (60.0) 37 (68.5)
Asian 7 (9.5) 5(7.1) 5(9.3)
Black or African American 1(1.4) 0 0
Not reported 20 (27.0) 23 (32.9) 12 (22.2)

ECOG PSO0/1,n (%)*
PD-L1 TPS <1% / 21%, n (%)t

45 (61.6) / 28 (38.4)
25 (33.8) / 49 (66.2)

48 (68.6) / 22 (31.4)
28 (40.0) / 42 (60.0)

35 (64.8) /19 (35.2)
16 (29.6) / 38 (70.4)
Planned platinum agent, n (%)
Carboplatin / cisplatin 53 (71.6) / 21 (28.4) 55 (78.6) / 15 (21.4) 47 (87.0) / 7 (13.0)
Stage, n (%)
A/ 1B 7(9.5) /15 (20.3)

38 (51.4) / 14 (18.9)

8 (11.4) / 17 (24.3)
32 (45.7) / 13 (18.6)

2(3.7)/13 (24.1)
A/ 1IB 28 (51.9) / 11 (20.4)

Histology, n (%)

Adenocarcinoma 49 (66.2) 46 (65.7) 33 (61.1)
Squamous cell carcinoma 23 (31.1) 19 (27.1) 17 (31.5)
Other* 2(2.7) 5(7.1) 4 (7.4)

*Percentages calculated with the number of patients with reported performance status as denominator; tBased on central results for 70.3%, 75.7%, and 63.0% of patients and local results
for 29.7%, 24.3%, and 37.0% of patients in Arms 1, 2, and 4, respectively; *Arm 1: carcinoma, type not determined (n=2); Arm 2: carcinoma, type not determined (n=1), other (n=4);

Arm 4: large cell carcinoma (n=2), carcinoma, type not determined (n=1), other (n=1).

CT, platinum-doublet chemotherapy; Dato-DXd, datopotamab deruxtecan; ECOG PS, Eastern Cooperative Oncology Group Performance Status; mITT, modified intention-to-treat;

PD-L1, programmed cell death ligand-1; Plt, single-agent platinum chemotherapy; TPS, tumor proportion score

Figure 2. Treatment disposition and surgery (ITT population)

Figure 4. pCR and mPR rates by tumoral PD-L1 expression across arms (mITT population, per central BIPR)
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Error bars represent 95% confidence intervals.
BIPR, blinded independent pathology review; CT, platinum-doublet chemotherapy; Dato-DXd, datopotamab deruxtecan; mITT, modified intention-to-treat; mPR, major pathological response;
pCR, pathological complete response; PD-L1, programmed cell death ligand-1; Plt, single-agent platinum chemotherapy; TPS, tumor proportion score
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Figure 5. pCR and mPR rates by tumor histology across arms (mITT population, per central BIPR)
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Arms shown in grey are ongoing and will be reported at a later date. Dosing in Arm 1, Arm 2, and Arm 4: durvalumab 1500 mg IV; oleclumab 3000 mg IV; monalizumab 1500 mg IV;

Dato-DXd 6 mg/kg IV.

*Q4W for Arm 1, Arm 2, and Arm 4; TCarboplatin AUC 6 or AUC 5 + paclitaxel 175 or 200 mg/m? for squamous tumor histology, pemetrexed 500 mg/m? + cisplatin 75 mg/m? or carboplatin AUC
5 for non-squamous tumor histology; *Physician’s choice of carboplatin AUC 6 or AUC 5 or cisplatin 75 mg/m?; SWithin 40 days of the last dose of neoadjuvant treatment; TProportion of patients
with no viable tumor cells in resected tumor specimen and sampled nodes at surgery (pCR) or <10% residual viable tumors cells in resected tumor specimen (MPR).

ALK, anaplastic lymphoma kinase; CT, chemotherapy; ctDNA, circulating tumor DNA; Dato-DXd, datopotamab deruxtecan; ECOG PS, Eastern Cooperative Oncology Group Performance
Status; EFS, event-free survival;, EGFR, epidermal growth factor receptor; IASLC, International Association for the Study of Lung Cancer; IV, intravenously; mPR, major pathological response;
pCR, pathological complete response; PD-L1, programmed cell death ligand-1; PIt, single-agent platinum chemotherapy; Q3W, every 3 weeks; Q4W, every 4 weeks; TPS, tumor proportion score

Screening 516 patients screened with 193 screening failures across all study arms

202 patients randomized to Arm 1, Arm 2, and Arm 4

Randomization
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Error bars represent 95% confidence intervals.
BIPR, blinded independent pathology review; CT, platinum-doublet chemotherapy; Dato-DXd, datopotamab deruxtecan; mITT, modified intention-to-treat; mPR, major pathological response;
pCR, pathological complete response; PIt, single-agent platinum chemotherapy

D

100%

80%

60%

40%

20%

0%

Arm 4
Durvalumab + Dato-DXd + PIt

Arm 2
urvalumab + monalizumab + CT
i 100% - 70.6%
57.9% - 60/(12/17)
. 0
1 42.1% 45,70, (11/19) 80% 41.2% (19/33)
8/19 170 (7117) .
(8/19) (21/46) 7
i 60% 4 30.3%
19.60¢ (10/33)
. 0
1 (0/46) % 40% - /
1 / 20% A /
L T ] 0% -
pCR mPR pCR mPR

[0 Adenocarcinoma 1 Squamous cell carcinoma

8046

Table 4. Safety summary in Arm 4
(durvalumab + Dato-DXd + PIt)

Figure 8. TEAEs occurring in 210% of patients in
Arm 4 in the neoadjuvant period*

Neoadjuvant Post-surgery Adjuvant Anemia
n (%) (NE) (N=51) (N=47) Asthenia
Any TEAE 53 (98.1) 32 (62.7) 40 (85.1) Alopecia
Thrombocytopenia
Any TRAE 52 (96.3) 8 (15.7) 26 (55.3) Neutropenia
Grade 23 TEAE 13 (24.1) 7 (13.7) 8 (17.0) Constipation
Nausea
Grade 23 TRAE 10 (18.5) 1(2.0) 3(6.4) Diarrhea
TEAE leading to S\t/omgtt.ltls
discontinuation of 6 (11.1) 1 (2.0) 0 omiting
any study treatment Fatigue M Grade 1-2
Mucosal inflammation M Grade 23
SAE 10 (18.5) 7 (13.7) 5 (10.6) Rash Unknown
. Epistaxis
SAE with outcome of 0 1(2.0)* 1.1 . - . . . \
death 0% 10% 20% 30% 40% 50%
Rate of TEAEs
*Due to idiopathic pulmonary fibrosis unrelated to treatment as per the principal investigator and related to *Post-surgery period: dyspnea, 11.8%. Adjuvant period: 74.5% of patients ongoing
study treatment per independent adjudication; finfectious endocarditis, not related to any drugs or surgery. at data cutoff. ' e S
Dato-DXd, datopotamab deruxtecan; PIt, single-agent platinum chemotherapy; SAE, serious adverse TEAE, treatment-emergent adverse event
event; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event .

ctDNA clearance

» Rates of ctDNA clearance in the neoadjuvant period were numerically higher in Arm 4 vs Arms 1 and 2 (Figure 9).

» CtDNA clearance was numerically higher in patients with pCR vs without pCR and with mPR vs without mPR across arms
(Figure 10).

Figure 9: Proportions of patients Figure 10: Proportions of patients with ctDNA clearance for patients with pCR vs

with ctDNA clearance in the without pCR and with mPR vs without mPR

Safety

+ At DCO (19 Dec 2024), the median (range) duration of safety follow-up was 12.3 (1.2—20.2) months in Arm 1, 10.4
(1.0-20.1) months in Arm 2, and 11.2 (3.5-15.7) months in Arm 4.

+ Safety data are summarized in Table 2 (Arm 1), Table 3 (Arm 2), and Table 4 (Arm 4).
— The most common TEAEs are summarized in Figure 6 (Arm 1), Figure 7 (Arm 2), and Figure 8 (Arm 4).

Table 2. Safety summary in Arm 1
(durvalumab + oleclumab + CT)

Figure 6. TEAEs occurring in 210% of patients in
Arm 1in the neoadjuvant period*

neoadjuvant period
Arm 1 Arm 2 Arm 4
100% - Durvalumab + oleclumab + CT |Durvalumab +monalizumab + CT| Durvalumab + Dato-DXd + PIt
72.5% 81.3% 75.0%
(29/40) 100% 7 69.2% 70.4% 100% - 100% 7(13/16) (21/28) 66.7%
50.9% 30./56 (9/15) (20/30) (16/24)
@7/53) (30/56) 80% 1 80% { T 51.2% 80%
38.5%
% - 21/41
60% 30.8% (21/41) (10/26)
60% (8/26) 60% 1 60%
40% - Z
40% 40% A / 40%
20% 20% 20% 1 % 20%
0% - 0% 0% A 0%
Arm 1 Arm2  Amm4 pCR mPR pCR mPR pCR mPR
Error bars represent 95% confidence intervals. |:| With pCR or mPR |:| Without pCR or mPR
ctDNA clearance was assessed at Cycle 3, Error bars represent 95% confidence intervals. ctDNA clearance was assessed pre-dose on Cycle 3, Day 1 (on treatment, after 2
Day 1 (on treatment, after 2 doses). doses). CT, platinum-doublet chemotherapy; ctDNA, circulating tumor DNA; Dato-DXd, datopotamab deruxtecan;
ctDNA, circulating tumor DNA mPR, major pathological response; pCR, pathological complete response; Plt, single-agent platinum chemotherapy

Conclusions

» Results showed a numerically higher pCR rate in Arm 4 compared to current standard-of-care options!->1! and
promising mPR rates across all arms.

+ Data from all arms showed manageable safety and maintained feasibility of surgery of novel perioperative

Completed: 24/57 (42.1%)

Ongoing: 21/57 (36.8%)

Completed: 24/53 (45.3%)
Ongoing: 18/53 (34.0%)

Arm 1 Arm 2 Arm 4
Durvalumab + oleclumab + CT Durvalumab + monalizumab + CT Durvalumab + Dato-DXd + PIt
(N=76) (N=72) (N=54)
. Started: 74 Started: 71 Started: 54
Neoadjuvant Completed 4 cycles of all agents*: Completed 4 cycles of all agents*: Completed 4 cycles of all agents*:
55/74 (74.3%) 54/71 (76.1%) 40/54 (74.1%)
Underwent surgery: 69/74 (93.2%)* Underwent surgery’: 66/71 (93.0%)$ Underwent surgery’: 51/54 (94.4%)"
Surgery Completed surgery: 69/69 (100%) Completed surgery: 66/66 (100%) Completed surgery: 50/51 (98.0%)*
RO rate**: 63/69 (91.3%) RO rate**: 61/66 (92.4%) RO rate**: 44/50 (88.0%)
Started: 57/74 (77.0%) Started: 53/71 (74.6%) Started: 47/54 (87.0%)
AT Discontinued: 12/57 (21.1%)tt Discontinued: 11/53 (20.8%)** Discontinued: 8/47 (17.0%)S8

Completed: 4/47 (8.5%)
Ongoing: 35/47 (74.5%)

A 4

*The protocol-specified duration of neoadjuvant therapy; TDenominator includes patients from the safety population; ¥fReasons for no surgery (n=>5): disease progression (n=2), death

(n=1; intestinal ischemia/septic shock), study discontinuation (n=1), TEAE (n=1; Grade 3 renal infarct); SReasons for no surgery (n=5): investigator or patient decision (n=3),

TEAE (n=2; 1 patient due to Grade 4 mediastinal abscess; 1 patient due to Grade 3 syncope); "Reasons for no surgery (n=3): investigator or patient decision (n=3); *Lobectomy could not be
performed due to scar conditions and pulmonectomy was not performed due to N2 lymph node maturity; **Calculated for patients who completed surgery; TTReasons for treatment
discontinuation: progressive disease (n=6), TEAE (n=3), other (n=3); ¥Reasons for treatment discontinuation: TEAE (n=5), progressive disease (n=4), other (n=2);

SSReasons for treatment discontinuation: progressive disease (n=3), TEAE (n=2), other (n=3).

CT, platinum-doublet chemotherapy; Dato-DXd, datopotamab deruxtecan; PIt; single-agent platinum chemotherapy; TEAE, treatment-emergent adverse event

Efficacy

pCR and mPR rates at final analysis are shown in Figure 3.
In Arms 1 and 2, pCR and mPR rates were numerically higher in patients with PD-L1 TPS 21% vs <1%; in Arm 4, pCR and
mMPR rates were similar in patients with PD-L1 TPS 21% or <1% (Figure 4).

Higher pCR and mPR rates were seen in patients with squamous cell carcinoma vs adenocarcinoma in all arms (Figure 5).

Figure 3. pCR and mPR rates across arms (mITT population, per central BIPR)

Patient disposition and characteristics

At DCO (19 December, 2024), all patients in Arms 1, 2, and 4 had the opportunity to complete neoadjuvant therapy and

receive surgery.

202 patients were randomized (ITT population), of whom 199 were in the safety population and 198 were in the

mITT population.

— Table 1 shows baseline demographics and disease characteristics in the mITT population and Figure 2 shows patient
disposition in the ITT population.

Approximately half of patients had Stage IlIA NSCLC and two-thirds had a programmed cell death ligand-1 (PD-L1) tumor

proportion score (TPS) 21%.

Arm 1 (N=74)
Durvalumab + oleclumab + CT

Arm 4 (N=54)
Durvalumab + Dato-DXd + PIt

Arm 2 (N=70)
Durvalumab + monalizumab + CT
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Error bars represent 95% Cls.
BIPR, blinded independent pathology review; Cl, confidence interval; CT, platinum-doublet chemotherapy; Dato-DXd, datopotamab deruxtecan; mITT, modified intention-to-treat; mPR, major
pathological response; pCR, pathological complete response; Plt, single-agent platinum chemotherapy

M Grade 1-2
M Grade 23
Unknown

Neoadjuvant Post-surgery Adjuvant Nausea
n (%) (N=74) (N=69) (N=57) Anemia
Any TEAE 74 (100) 47 (68.1) 55 (96.5) Asthenia
Fatigue
Any TRAE 72 (97.3) 12 (17.4) 41 (71.9) Constipation
Grade 23 TEAE 27 (36.5) 17 (24.6) 5 (8.8) Diarrhea
Hypomagnesemia
Grade 23 TRAE 23 (31.1) 1(1.4) 3(5.3) Alopecia
TEAE leading to A”hra'g'a
discontinuation of any 7 (9.5) 2(2.9) 4(7.0) Decreased appetite
study treatment Dysgeusia
Neutropenia
SAE 12 (16.2) 11 (15.9) 5(8.8) INeutrophil count decreased
f Pyrexia
SAE with outcome of i +
" 1(1.4) 2(2.9) 0
*Due to intestinal ischemia/septic shock related to CT (carboplatin and paclitaxel); TDue to atrial fibrillation
(n=1) and pneumonia (n=1), both related to surgery; both patients had a lobectomy. at data cutoff.
CT, platinum-doublet chemotherapy; SAE, serious adverse event; TEAE, treatment-emergent adverse TEAE, treatment-emergent adverse event
event; TRAE, treatment-related adverse event

Table 3. Safety summary in Arm 2

(durvalumab + monalizumab + CT)

Neoadjuvant Post-surgery Adjuvant
(N=71) (N=66) (N=53)

n (%)

Any TEAE 70 (98.6)
Any TRAE 66 (93.0)
Grade 23 TEAE 30 (42.3)
Grade 23 TRAE 23 (32.4)
TEAE leading to

discontinuation of 12 (16.9)
any study treatment

SAE 11 (15.5)
SAE with outcome of 0

death

43 (65.2)

9 (13.6)

15 (22.7)
0

15 (22.7)

3 (4.5)*

44 (83.0)
31 (58.5)
11 (20.8)
7 (13.2)

4(7.5)

8 (15.1)

1(1.9)1

*Due to sepsis (related to pneumonectomy), septic shock (related to lobectomy), and renal failure
(related to bilobectomy); TDue to colonic obstruction related to durvalumab and monalizumab per
investigator assessment.

CT, platinum-doublet chemotherapy; SAE, serious adverse event; TEAE, treatment-emergent adverse
event; TRAE, treatment-related adverse event

0% 10% 20% 30% 40% 50%

Rate of TEAEs

*Post-surgery period: cough, 13.0%. Adjuvant period: 36.8% of patients ongoing

combinations.

» Encouraging pathological response rates were observed in both PD-L1 subgroups in Arm 4.

Figure 7. TEAEs occurring in 210% of patients in
Arm 2 in the neoadjuvant period*
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*Post-surgery period: procedural pain, 10.6%. Adjuvant period: 34.0% of patients

The pCR and mPR rates in Arm 4 are the first reported for an antibody-drug conjugate in the neoadjuvant
setting and confirm the encouraging efficacy and manageable safety profile of neoadjuvant durvalumab +
Dato-DXd + PIt in this context.

Presurgical ctDNA clearance was associated with pathological responses in all arms, with the numerically
highest rate of ctDNA clearance observed in Arm 4.

NeoCOAST-2 is ongoing, including newly added arms assessing (1) neoadjuvant rilvegostomig + CT and
adjuvant rilvegostomig, and (2) neoadjuvant Dato-DXd + rilvegostomig + PIt and adjuvant rilvegostomig.

A manuscript containing the full efficacy and safety data for the arms described in this poster has
been published simultaneously in Nature Medicine: https://doi.org/10.1038/s41591-025-03746-z
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