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PACIFIC Randomized Phase Il Trial: Stage [l NSCLC

Stage lII NSCLC
patient,

Treated with
definitive CRT

2:1 randomization

Durvalumab 10

mg/kg IV Q2
wk, up to 12
months

Placebo

Primary Objectives

-0S (RECIST 1.1)
-PFS (RECIST 1.1)

Secondary Objectives

-proportion of patients alive at
24 months

-ORR

-safety and tolerability
-Pharmacokinetics
-Immunogenicity

-symptoms and HR-QOL




PACIF

C: OS in the Intention-to-Treat Population

Probability of Overall Survival

No. at Risk
Durvalumab
Placebo

1.0

0.9
0.8
0.7+
0.6
0.5
0.4+
0.3
0.2

0.1

No. of Events/

Total No.

of Patients
Durvalumab 183/476
Placebo 116/237

Median
Overall Survival
(95% ClI)

mo

NR (34.7-NR)
28.7 (22.9-NR)

12-Mo
Overall Survival Rate
(95% Cl)
%
83.1 (79.4-86.2)
75.3 (69.2-80.4)

24-Mo
Overall Survival Rate
(95% Cl)
%
66.3 (61.7-70.4)
55.6 (48.9-61.8)

Stratified hazard ratio for death, 0.68 (99.73% Cl, 0.47-0.997)

Two-sided P=0.0025

Durvalumab

Placebo

0.0

415
178

385
170

476 464
237 220

431
198

15 18 21 24

27 30 33

Months since Randomization

319
130

274
117

364
155

343
141

210 115 57
78 42 21

Antonia SJ et al. Durvalumab after Chemoradiotherapy in Stage |Il Non-Small Cell Lung Cancer. N Engl J Med 2018; 379:2342-2350.
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It consolidation 10 is good, is concurrent better?

PACIFIC-2

If no PD

CRT with
durvalumab

Durvalumab
1500 mg Q4W

)

Pts with - 1500 mg Q4W

unresectable -
randomization

stage Il NSCLC
S DL >

ECOG PSO-1
N=300
placebo

CRT with placebo ‘

Stratification Primary Endpoints: ORR, PFS
* Age (<65 vs >65) Key Secondary Endpoints: OS, 0S24
 Stage (IlIA vs 11IB/C)




PACIFIC-2 Results

PFS by BICR (ITT population)

1.0 4

Durvalumab + CRT Placebo + CRT

No. events / no. randomized patients (%) 147/219(67.1) 80/109 (73.4)
0.8 4 mPFS, months (95% CI) 13.8(9.5,16.9) 94(7.5,16.6)

w

& HR (95% Cl) 0.85(0.65, 1.12)

‘s 0.64 P-value* 0.247
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OS and ORR (ITT population)

No. events / no. randomized patients (%) 142/219(64.8) 69/109 (63.3)

08 mOS, months (95% Cl) 36.4(26.2,45.6) 295(23.2,45.1)
P - HR (95% Cl) 1.03(0.78, 1.39)
S 064 P-value’ 0.823
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0.24 — Durvalumab + CRT

—— Placebo + CRT
0.0
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 6
No. at risk: Time from randomization (months)

Durvalumab + CRT 219 207 191 177 160 152 141 132 126 120 114 111 107 100 95 94 89 75 49 31 15 1 0

Placebo + CRT 109 106 98 95 87 83 75 66 62 57 51 47 45 43 43 43 39 35 27 17 9 2 O

There was no difference in ORR between the durvalumab (60.7%; 95% Cl: 53.9, 67.2) and placebo (60.6%; 95% ClI: 50.7, 69.8) arms (p=0.976).

e lCC ¢ European Lung C1, confidence ierval MR, hazard rabo: ITT, itanon-to-beat S0S, meden OS: OS, overat survival.
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Bradley JD et al. Durvalumab in combination with chemoradiotherapy for patients with unresectable stage Ill NSCLC: Final results from PACIFIG-2. European

Lung Cancer Congress 2024




ECOG/ACRIN EA5181

Platinum Doublet*
Durvalumab 750mg
q2 Weeks x 3 T Step 2
Unresectable Concurrent RT to 60Gy ke
Stage IlIA-C
NSCLC

Consolidation
Durvalumab 1500mg

g4 weeks for 1 year from
end of CRT™

PS 0-1
N=660

Platinum Doublet*
Concurrent RT to 60Gy

Randomization

Stratified by: [Investigator choice

1) ' Do Ehemiothareny Cisplatin 50 mg/m2 D1, 8, 29, 36, etoposide 50 mg/m2 D1-5, 29-33
2) Age Cisplatin 75 mg/m2 D1, 22; pemetrexed 500 mg/m2 D1, 22 (nonsquamous only)
3) Sex Carboplatin AUC 2 D1, 8, 15, 22, 29, 36; paclitaxel 45 mg/m2 D1, 8, 15, 22, 29, 36

4) Stage (A vs lIB vs llIC)

**Starting within 14 days of CRT unless toxicity has not resolved to < grade 2,
but not later than 45 days post-CRT

Varlotto JM et al. EA5181 - Testing the Addition of an Antibody to Standard Chemoradiation Followed by the Antibody for One Year to Standard Chemoradiation
Followed by One Year of the Antibody in Patients With Unresectable Stage Il Non-Small Cell Lung Cancer. ASCO 2021



What comes next?

Dual Consolidation Trials

Induction Chemoimmunotherapy Trials

Chemotherapy-Free Immunotherapy/Radiation
Trials




Select Dual Consolidation Trials

e

COAST Durvalumab, Oleclumab, and Phase 2: CRT followed by randomization to durvalumab, ORR
Monalizumab durva/oleclumab, or durva/monalizumab
SKYSCRAPER-03  Atezolizumab and Tiragolumab Phase lll: Adjuvant anti-PD-L1+anti-TIGIT versus PFS 800
adjuvant anti-PD-L1
PACIFIC-8 Durvalumab and Domvanalimab  Phase Ill: Adjuvant anti-PD-L1+anti-TIGIT versus PFS 860
adjuvant anti-PD-L1
PACIFIC-9 Durvalumab, Oleclumab, and Phase lll: Adjuvant anti-PD-L1+anti-CD-73 vs anti PES 999
Monalizumab PDL1+anti-NKG2A vs anti-PD-L1
KEYVIBE-006 Pembrolizumab and Concurrent and adjuvant anti-PD-L1+anti-TIGIT vs OS/PFS 784
Vibostolimab adjuvant anti-PD-L1
KEYLYNK-012 Pembrolizumab and Olaparib Concurrent and adjuvant PD-L1 with or without OS/PFS 870

adjuvant PARP inhibitor



COAST: A Multi-Drug Platform Study

Locally advanced,
unresectable,
stage Il NSCLC

No progression
after prior cCRT

ECOGPS Oor1

Randomly assigned

(n =189)

1-42 days
post-cCRT
Randomly

assigned
1:1:1

Stratification by
histology

(adenocarcinoma and

nonadenocarcinoma)

Study treatment up to 12 months

Control

Durvalumab 1,500 mg IV
monotherapy Q4W

Arm A
Durvalumab 1,500 mg IV Q4W
+ oleclumab 3,000 mg IV

Oleclumab Q2W for cycles 1 and 2,
then Q4W starting cycle 3

Arm B

Durvalumab 1,500 mg IV Q4W

+ monalizumab 750 mg IV Q2W

No. at risk:

Durvalumab + monalizumab 62
Durvalumab + oleclumab
Durvalumab

Treatment Arm

No. of Events/

Total No. of
Patients (%)

Median PFS,
Months
(95% CI)?

12-Month PFS
Rate, % (95% Cl)

HR, % (95% CI)b:¢

Durvalumab + monalizumab
Durvalumab + oleclumab
Durvalumab

21/62 (33.9)
22/60 (36.7)
38/67 (56.7)

15.1 (13.6 to NE)
NR (10.4 to NE)
6.3 (3.7t0 11.2)

72.7 (58.8 to 82.6)
62.6 (48.1 to 74.2)
33.9 (21.2 to 47.1)

0.42 (0.24 t0 0.72)
0.44 (0.26 to 0.75)

PFS (probability)

2 4 6

8

10 12

T
14

Time Since Random Assignment (months)

55 46 44
49 46 40
50 32 27

M
37
20

35 25
30 22
16 13

1"
13
9

Herbst RS et al. COAST: An Open-Label, Phase I, Multidrug Platform Study of Durvalumab Alone or in Combination With Oleclumab or Monalizumab in

Patients With Unresectable, Stage Il Non—Small-Cell Lung Cancer. Journal of Clinical Oncology 2022.



PACIFIC-S

Study treatment in 28-day
cycles up to 12 months

ARM A
Durvalumab IV Q4W

Patients with + oleclumab IV Q4W’

unresectable *
Oleclumab Q2W for cycles 1 and 2,
Stage il NSCLC then Q4W starting cycle 3

ARM B
Durvalumab IV Q4W
+ monalizumab IV Q4Wt

Primary Endpoint§

NO progression Randomization
* PFS (BICR; RECIST v1.1)

after definitive 1:1+1
platinum-based cCRT -

§Eﬂicacy comparisons for both

Stratification by: t
WHOPSOor1 - SFage Placebo on day 15 for cycles 1 and 2 A N RN RIS R
N=999 to be randomized : :gtfl;)g:/ . ARM C
REIRRESESS Durvalumab IV Q4W
+ placebo IV Q4W*#
*Placebo Q2W for cycles 1 and 2,
then Q4W starting cycle 3

Barlesi F et al. PACIFIC-9: Phase Ill trial of durvalumab + oleclumab or monalizumab in unresectable stage Il non-small-cell lung cancer. Future Oncology 2024.



KEYLYNK-012

Key Eligibility Criteria Pembrolizumab Pembrolizumab ] ]
R ENE 200 mg Q3W 200 mg Q3W Primary Endpoints: PFS and OS
218 years old GroupA: + + N=870
+Histologically or cytologically Concurrent Matching olaparib =
confirmed, previously untreated, Chemoradiotherapy® placebo
unresectable stage lIA-C NSCLC not (3 cycles) (12 months)®

eligible for surgery with curative intent
*Measurable disease per RECIST v1.1

-_Archival or "eglyb‘?btag':(d e 2 Pembrolizumab Pembrolizumab
DRSS SUpe r oni Srlyats 200 mg Q3W 200 mg Q3W
*ECOG performance status 0 or 1 __,/N=870 GroupB + -
*Adequate pulmonary function testing 1:1:1 Concurrent Olaparib 300 mg
Chemoradiotherapy® BID
(3 cycles) (12 months)®

Stratification Factors
*NSCLC stage (llIA vs IIB/IIC)
*Tumor histology (squamous vs
nonsquamous) Gigis e Concurrent Durvalumab
*PD-L1 TPS score (<50% vs 250%) P Chemoradiotherapy?® 10 mg/kg Q2W
*Geographic region (East Asia vs North (3 cycles) (12 months)”
America/Western Europe/UK vs rest of
the world)

Jabbour SK et al. Rationale and Design of the Phase Il KEYLYNK-012 Study of Pembrolizumab and Concurrent Chemoradiotherapy Followed by
Pembrolizumab With or Without Olaparib for Stage Ill Non-Small-Cell Lung Cancer. Clinical Lung Cancer 2022.



Select Induction Chemoimmunotherapy Trials

e et

APOLO Atezolizumab Single arm phase II: Induction chemo-IO with 12-month
atezolizumab followed by concurrent CRT then PFS
maintenance atezolizumab 12 mos

PACIFIC Brazil Durvalumab Single arm phase Il: Induction chemo-io with 12-month 49
durvalumab then concurrent CRT with durvalumab then PFS
consolidation durvalumab

DEDALUS Durvalumab Single arm Phase Il: Induction chemo-10 with Adverse 45
durvalumab, then RT-durvalumab (no chemo) then events
maintenance durvalumab



APOLO Trial

ENT
Stage IIIA-11IB-
[C .
Non-resectable Induction treatment Concurrent Ch-RT

NSCLC Atezolizumab 1200 mg it il fvestepies
(8t edition) latin A
i Ca.rbop atin AUCS discretion. Recommended Follow up
+ Paclitaxel 200 mg/m2 dose: 66Gy in 33 once-daily (2 )
. : CT- iv., at day 1 Q3W : ) years
A Wi G €237 1] € fractions of 2Gy in 45 days

BASELINE
(3 Cycles)

« PATIENTS WITH EGFR, ALK

AND ROS1T MUTATED
WERE EXCLUDED I
Tumor block
Blood samples Blood samples Blood samples Blood samples
Baseline After After At 12 months
induction Ch-RT or PD

Provencio M et al. Atezolizumab + induction chemotherapy (Ch) + chemo-radiotherapy (Ch-RT) and atezolizumab maintenance in non-resectable stage IlIA-
[I1B-11IC non-small cell lung cancer (NSCLC): APOLO trial. WCLC 2024



PACIFIC-BRAZIL

INDUCTION CONCURRENT CONSOLIDATION
ELIGIBILITY CRITERIA oY YU e it =N = CHEMO-IMMUNO-RADIOTHERAPY IMMUNOTHERAPY
« Non-small cell lung cancer Carboplatin AUC 6 IV+ Carboplatin AUC 2 IV weekly for 6 weeks +
Paclitaxel 200mg/m? IV+ » Paclitaxel 50 mg/m? IV weekly for 6 weeks + Durvalumab 1500mg/m? IV
v Stage lll (TNM 8 ed.)’ Durvalumab 1500mg/m? IV Durvalumab 1500mg/m2 q3w for 2 cycles + g4w for 12 cycles

Intensity-modulated radiation therapy to 60

v PS0-1 g3w for 2 cycles Gy in 30 fractions over 6 weeks¥

v FEV1 = 1.2 liters/second (or = 50%
predicted value) PRIMARY ENDPOINT: 12-month progression-free survival

v Predicted lung V20 <35%, cardiac V50 Overall survival, overall response rate, duration of response, pattems of failure,
<2506 SECONDARY ENDPOINTS: efficacy (IRECIST as opposed to RECIST version 1.1), toxicity (CTCAE version 5)

EXPLORATORY ENDPOINTS: Predictive biomarkers of response/survival

v/ No previous local or systemic therapy

N=49
12-month PFS: 68.1%
12-Month OS 81.2%

William WN et al. Intensified chemo-immuno-radiotherapy with durvalumab for stage 11l NSCLC: A single arm phase Il study — PACIFIC -BRAZIL
(LACOG 2218) WCLC 2024



Select Chemotherapy-Free Immunotherapy/Radiation

Trials
Tl  |Drugs  |Desgn |Endpoint [N |

NRG Durvalumab, Oleclumab, and Initial design: PD-L1>50%, Durva with RT, Amendment Safety (ph 1) 48

LUO04/ARCHON1 Monalizumab adds dual and triple 10 cohorts and randomizes against
CRT

SWOG S1933 Atezolizumab Single arm phase II: Hypofractionated RT with Adverse 47
atezolizumab consolidation events

SPRINT Pembrolizumab phase Il: Cohort for PD-L1>50%, induction 12-month 25
pembrolizumab then hypofractionated RT then PFS

pembrolizumab consolidation. All others CRT

DOLPHIN Durvalumab Radiation with concurrent and adjuvant durvalumab 12-month 33
PFS



DOLPHIN Phase 2

Primary registration 107
Suspected unresectable stage Il oe
or recurrent NSCLC, '
_ j o
PSO-1 2 06
o
S
: . A 0.4-
Secondary registration L
Confirmed unresectable stage Ill or 0
recurrent NSCLC, PSO-1 | 12-mo PFS rate, 72.1% (90% CI, 59.1%-85.1%; 95% Cl, 56.1%-87.6%)
: Median PFS, 25.6 mo (95% Cl, 13.1 mo to not estimable)
Can be treated according to RT 0 | | . | | |
protocol 0 6 12 18 24 30 36
PD-L1 >1% Follow-up, mo
= No.atrisk 33 30 23 20 9 2 0
Protocol Treatment Primary Endpoint: 12-month PFS
Radiation Therapy 60 Gy with
- L] o
durvalumab (10 mg/kg, Q2w) for up 12-month PFS: 72.1%
to 1 Year until PD or unacceptable Tachihara M et al. Durvalumab Plus Concurrent Radiotherapy for Treatment of
toxicity Locally Advanced Non—Small Cell Lung CancerThe DOLPHIN Phase 2

Nonrandomized Controlled Trial. JAMA Oncology 2023




SWOG S1933: Poor Performance Strategy

REGISTRATION STEP 1

l

60 Gy hypofractionated radiotherapy

in 15 fractions over 3 weeks

l

2-5 weeks after completion of radiotherapy:

disease assessment

Frogression

Mo Progression

N

47

Primary Endpoint: Grade 3-5 treatment-related Aes

Secondary Endpoints

Response rate
PFS
OS

Off protocol treatment REGISTRATION STEP 2

l

Atezolizumab
consolidation for up

to 12 months

(maximum of 17 cycles)




SPRINT Trial

N Cohort_/

o

Induction
Pembrolizumab x 9
weeks

PD-L1 Testing

Thoracic Radiotherapy +

Weekly Carboplatin &
¢ chemoRT™

Paclitaxel
\\ﬂtnhirt/)

PET-Based Dose-

Painted

Radiotherapyx 4

L)

weeks

Optional Adjuvant
Systemic Therapy

Adjuvant
Pembrolizumab x
36 weeks

1-year PFS 76%
1-year OS 92%
2-year OS 76%

Ohri N et al. Selective Personalized Radiolmmunotherapy for Locally Advanced Non—Small-Cell

Lung Cancer Trial (SPRINT). JCO 2023
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Progression-Free Survival (%)

Time Since Study Registration (months)
No. at risk: 23 19 12 5

100
90 A
80 -

70 -
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4|:|.m
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0 : . . .

Overall Survival (%)

Time Since Study Registration (months)

No. at risk: 25 23 18 9




Summary

* Concurrent chemoradiation followed by 12 months consolidation
durvalumab remains the standard of care for good performance
status patients without select oncogenic drivers

* Concurrent immunotherapy with CRT has thus far been disappointing,
with no benefit to PFS or OS noted

* Ongoing trials are evaluating dual consolidation strategies, induction
strategies, and elimination of chemotherapy
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