Consolidation therapy for patients
with non-actionable and actionable
molecular alterations

Moving the bar beyond PACIFIC and LAURA

Tom Stinchcombe
Medical Oncology at Duke Cancer Institute



PACIFIC and LAURA trials

Investigational arm:
—> | Durvalumab: 1 -year

Osimertinib: until disease progression

Stage llINSCLC
Completion of chemoRT
PSO0Oor1

—p | Standard of care arm: Placebo

Luetal NEJM 2024, Antonia etal NEJM 2018



PACIFIC and LAURA trials: PFS outcome

PACIFIC LAURA

No. of Events/
Total No. Median PFS 12-mo PFS 18-mo PFS
of Patients (95% CI) (95% ClI)
Durvalumab 243/476 5 ) 495 (44

Placebo 173/237 34.4 ( 26 Median Progression-free

Survival (95% CI)
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r progression or death, 0.51 (95% Cl, 0.41-0.63)
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No. at Risk

Durvalumab
Placebo

Luetal NEJM 2024, Spigelet al JCO 2022



What follows PACIFIC?

e Sub-segmentation of the patient population by biomarker:
* By PD-L1 status
* Mutation status: STK11 and/or KEAP1

* Induction chemotherapy and immunotherapy
* Immunotherapy combinations



KM for PD-L1 <1% and > 1%

PD-L1 2 1% PD-L1 < 1%

No. of Events/ i i
Total No. of Patients (%) . y No. of Events/ Median 0S
’ e . Arm Total No. of Patients (%) (95% CI), Months

12 (48.6) NE) X \ —
56/91 (61.5) Durvalumab (65.6)
R ob. 0 35/58 (60.3)

0S (probabhility)

to 63.5)

45.3°¢
(34.6 to 55.5)

0S (probability)

24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 86 69 72 75 . _ _
Time Since Random Assignment (months)

Time Since Random Assignment (months) No. at risk:
No. at risk: Durvalumab 90 8 5 46 44 43 M1
Durvalumab 212 2 171 165 156 146 141 13 2 24 118 117 114 109 105 103 4 2 2 14 € 48 4 44 £ £ 3% 34 32 30
Placebo 91 8 7 6 4 b8 b2 47 45 44 M 3 33 31 3

Samples unavailable on 37% of patients

Spigeletal JCO 2022



Chemotherapy alone, with durvalumab or
durvalumab and tremelimumab for stage IV NSCLC

Johnson et al JCO 2023



Stage |V disease: Chemo vs. Chemo+Durva or
Druva/Treme: STK11 and/or KEAP1 mutation subset

Progression-free survival Overall survival

STH11MUT and/or KEAPTMT STK11%UT and/for KEAPTWUT

0.5 (8.0-14.7)
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Tima from randomization (months) Hurnibes Time from randomization (momths)
at nsk
= TOCT 42 12 28 26 = 20 12 12
= DOCT 43 16 13 12 10 n & 7

= CT 25 25 17 10 &
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Skoulidis et al Nature 2024



Induction chemotherapy and immunotherapy

* Previous trials of induction chemotherapy did not reveal benefit
* Chemotherapy activity limited

* Induction therapy could lead to earlier treatment of micro-metastatic
disease and smaller tumor volume to improve benefit from radiation
therapy

* Chemotherapy and immunotherapy have demonstrated activity in
surgical stage lll patients

Vokes et al JCO 2007, Belani et al JCO 2005



A phase Il trial of neoadjuvant chemotherapy
and ICl and consolidation ICl

Unresectable Stage |l
ECOG PS 0-1

| Chemotherapy and nivolumab

for 2 cycles

Concurrent chemotherapy
weekly with TRT

Nivolumab for
1 year

Primary endpoint: PFS

Secondary: OS, ORR, safety, QoL

Liu et al ASCO 2024

Observation for
1 year




Efficacy results

Induction chemotherapy and immunotherapy

ORR 65.5%

Relative change in tumor volume 61.1% (36.3-76.4)

Tumor volume (cc) 60.8 to 21.4

Consolidation immunotherapy

HR:0.49, p=0.003
HR:0.56, p=0.050

Liu et al ASCO 2024



Sample of clinical trials of escalated
consolidation therapy

PACIFIC9 05221840

PACIFIC 8 05211895
Skyscraper-03 04513925
BTCRC 16-08132 03285321
Checkmate 73L° 04026412

Durvalumab/oleclumab (CD73) or
durvalumab/monalizuamb (NKG2A) vs durvalumab alone

Domvanalimab (TIGIT) and durvalumab

Tiragolumab (TIGIT) and atezolizumab

Nivolumab vs nivolumab/ipilimumab

Current nivolumab with TRT and consolidation

3aPhase Il trial: Drum et al ASCO 2022

nivolumab/ipilimumab vs durvaluamb

b https://news.bms.com/news/details/2024/Bristol-Myers-Squibb-Provides-Update-on-Phase-3-CheckMate--73L-Trial/default.aspx



https://news.bms.com/news/details/2024/Bristol-Myers-Squibb-Provides-

Oncogenic drivers beyond
EGFR mutation

Do we need a separate trial for each molecular subgroup?



Adjuvant alectinib: Disease-free survival

Intent-to-treat Stage IIIA

B Intention-to-Treat Population

100 =p=r=—
Alectinib

Alectinib
Median Disease-free
Survival (95% CI)
mo

Alectinib Not reached

Chemotherapy Chemotherapy 41.3 (28.5-NE) Fr——

Hazard ratio for di e recurrence
or death, 0.24 (95% Cl, 0.13-0.43)
P<0.001

Disease-free survival |
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Months since Randomization

No. at Risk
Alectinib 3 118 74 55 39
Chemotherapy 27 2 98 89 55 27

DFS HR 0.25 (95 Cl: 0.12-0.53)

Wu et al NEJM 2024



What level of data are needed?

* High level activity defined ORR > 50% and PFS > 12 months
* Favorable adverse event profile

* Prevalence of molecular alteration

 Demonstrated ability to perform phase Il trials

ALK+NSCLC MET exon 14 ROS1 NTRK rearrangement
HER2 agents RET
KRAS G12C BRAF V600E

EGFR exon 20 agents




Moving beyond PACIFIC and LAURA

* For oncogenic driver negative NSCLC
e Limited value in assessing outcomes by PD-L1 alone
* Interest in KEAP1/STK11 subtype
* Induction chemotherapy and immunotherapy
* Will await the results of “double immunotherapy” consolidation trials

* For actionable oncogenic driver

e Phase lll trial in ALK+ NSCLC justified and feasible

* For other agents as a field need to define the the level of evidence needed
(phase Il or phase Ill)
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