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Journal of Clinical Oncology

Lung Adjuvant Cisplatin Evaluation: A Pooled Analysis by the LACE

Collaborative Group

Lancet

- 5RCTs (4,584 pts), cisplatin-based chemotherapy, Ro

- Absolute effect of chemotherapy at 5 years was a decrease of 6.9%
for lung cancer death and an increase of 1.4% for non-lung cancer
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Time From Randomization (years)
Deaths / person years Years 0-3 Years 4.5 Years > 6
by period
Control 966/ 5,155 239/1,668 49/720
Chemotherapy 857 /5,181 203/1,817 76/ 790

Preoperative chemotherapy for non-small-cell lung cancer: a

systematic review and meta-analysis of individual participant data

- 15RCTs (2,385 pts), stage IB-11IA

- The evidence for neoadjuvant chemotherapy results showed that

improved the 5-year overall survival by 5%

Events Totals
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J Thorac Oncol.

Preoperative versus Postoperative Chemotherapy in Patients with Resectable Non-small Cell Lung Cancer: Systematic Review and Indirect

Comparison Meta-Analysis of Randomized Trials

-32 RCTs (22 ADJ RCTs vs 10 Neo-ADJ RCTs), 10,000 pts

- There was no evidence of a difference in overall and disease-free survival between the timing of administration of chemotherapy

TABLE 3. Estimated 5-yr Survival Probability, Impact on Survival and Limits of the Difference Between Postoperative and
Preoperative Administration

Difference

Svr Postoperative Chemotherapy Preoperative Chemotherapy (Postoperative versus Preoperative)

Survival Lower Upper Lower Upper Upper Lower

Stage Reported Expected 95% C1 95% Cl1 Expected 95% CI 95% CI Expected 95% Cl1 95% CI
IA 73 8.4 76.4 80.3 78.1 73.7 81.8 —0.30 —4.23 4.51
IB 54 63.2 59.8 66.4 62.7 55.2 69.0 —0.51 —7.20 7.68
1A 48 58.5 54.6 62.0 57.9 49.4 64.9 —0.58 —8.14 8.68
1B 38 50.5 45.9 54.7 49.8 39.7 58.2 —0.69 -9.71 10.35
1A 25 40.1 34.5 45.3 39.3 27.0 494 —0.84 —1L.75 12.52
I1IB 19 353 293 40.9 344 21.2 453 —0.91 —12.68 13.53
Y 21 36.9 3L0 423 36.0 23.1 46.7 —0.88 —12.37 13.19

All numbers are given as a percentage. Bold font indicates the tumour stage for which the data is most applicable.




Proposed rationale for adjuvant immunotherapy

Surgeon removes Immunotherapy Activation of few Fewer, and less-diverse,
tumor lesion different T cells T cells search for tumor cells

Proposed rationale for neoadjuvant immunotherapy
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Immunotherapy Activation of many Surgeon removes Many more, and
different T cells tumor lesion more-diverse, T cells

search for tumor cells

Nat Med 2020 Apr;26(4) 475-484
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Science Immunology 2021



Checkmate 816 study design

Key Eligibility Criteria
* Newly diagnosed, resectable, stage IB

(2 4 cm)-llIA NSCLC (per TNM 7™ edition)
s ECOG PS 01

s No known sensitizing EGFR mutations
or ALK alterations

Stratified by stage (IB/Il vs. llIA),
PD-L1t (21% vs. <1%?%), and sex

N=358

Nivolumab 360 mg Q3W +

chemotherapy® Q3W (3 cycles)

Chemotherapy" Q3W (3 cycles)

Radiologic
re-staging

-

Surgery
(within 6 weeks
post-treatment)!

Optional
adjuvant
chemotherapy + RT

Follow-up
—_—

Primary Endpoints
* pCR by BIPR
* EFS by BICR

Key Secondary Endpoints
* MPR by BIPR

* Time to death or distant metastases

Key Exploratory Endpoints Included
* ORR by BICR

» Feasibility of surgery; peri- and

post-operative surgery-related AEs
* Predictive biomarkers (PD-L1, TMB, ctDNA**)
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Combined PT-MPR and LN-MPR

1.0
PT-MPR+/LN-MPR-
* Pathological Response ol
2
* Pathologic complete response (pCR) : 0% residual viable tumor 2
2 o5 PT-MPR+/LN-MPR+
o
* Major pathologic response (MPR) : < 10% residual viable tumor s
g o
n
PT-MPR-LN-MPR+
* Pathological assessment in CheckMate 816 a
PT-MPR-/LN-MPR-
* pCR: 0% residual viable tumor cells in both primary tumor (lung) T P——
and sampled lymph nodes = %W Tim: (mon‘:hs) A
. . . . Survival rate
* MPR: < 10% residual viable tumor cells in both primary tumor e
roups 4-year 5-year
(lung) and sampled lymph nodes A. PT-MPR+ ($10%)ILN-MPR-(>70%) (n=1)  100%  100%
B. PT-MPR# (S10%)ILN-MPR+ (S70%) (n=5)  100%  80%
C.PT-MPR- (>10%)/LN-MPR* (S70%) (n=26)  55%  45%
D. PT-MPR- (>10%)ILN-MPR- (>70%) (n=43)  25% 15%

Journal of Thoracic Oncology Vol. 16 No. 8: 1289—-1297



* Pathological Response

* Pathologic complete response (pCR) : 0% residual viable tumor

* Major pathologic response (MPR) : < 10% residual viable tumor

Table S8. Pathological Response in Patients Who Underwent Resection.*

Nivolumab plus
Chemotherapy Chemotherapy
(N=141) (N =126)
number of patients (percent)
(95% Cl)
43 (30.5) 4 (3.2)
+
PCR (23.0-38.8) (0.9-7.9)
MPRt 66 (46.8) 16 (12.7)
(38.4-55.4) (7.4-19.8)
* Patients who underwent definitive surgery with an evaluable pathology sample for blinded

independent pathological review.

T Pathological complete response (pCR): 0% residual viable tumor cells in both primary tumor (lung)
and sampled lymph nodes.

+Major pathological response (MPR): <10% residual viable tumor cells in both the primary tumor
(lung) and sampled lymph nodes.

Nivolumab + chemotherapy Chemotherapy

pCR
(n=43)

No pCR
(n=175)

HR (95% CI)*

Median EFS, mo NR
(30.6-NR) (16.6-NR)

0.13 (0.05-0.37)

18.4

(NR-NR) (13.9-26.2)
Not computed?®
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Event-free Survival (%)

Nivolumab + chemotherapy (pCR)

Nivolumab +
chemotherapy

(no pCR)
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Nivolumab + chemotherapy (pCR)
Chemotherapy (pCR
Nivolumab + chemotherapy (no pCR
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Event-free Survival (%)

0 T
0o 3

No. at Risk

T
6

g -

Nivolumab plus chemotherapy 179 151 136 124 118 107 102

Chemotherapy alone

Disease stage at baseline
IBorll
A
Histologic type of tumor
Squamous
Nonsquamous
Smoking status
Current or former smoker
Never smoked
PD-L1 expression level
<1%
=1%
1-49%
=50%
TMB
<12.3 mutations/megabase
>12.3 mutations/megabase
Type of platinum therapy
Cisplatin
Carboplatin

127
228

182
176

318
39

155
178
98
80

102
76

258
72

179 144 126 109 94 83 75

B e R I

Median
No.of  Event-free Survival
' Patients (95% ClI)
Nivolumab plus o
% chemotherapy .
- . INivolumab plus 179 31.6 (30.2-NR)
Chemotherapy
Chemotherapy 179 20.8 (14.0-26.7)
Chemotherapy alone Alone

Hazard ratio for disease progression,
disease recurrence, or death, 0.63
(97.38% Cl, 0.43-0.91)

T T T T T T T T 1 P=0.005
12 15 18 21 24 27 30 33 36 39 42
Months

87 74 41 34 13 6 3 0

61 52 26 24 13 11 4 0
NR (27.8-NR)  NR (16.8—-NR) —Q-E— 0.87 (0.48-1.56)
31.6 (26.6-NR) 15.7 (10.8-22.7) — ! 0.54 (0.37-0.80)
30.6 (20.0-NR) 22.7 (11.5-NR) —OE— 0.77 (0.49-1.22)
NR (27.8-NR) 19.6 (13.8-26.2) —— E 0.50 (0.32-0.79)
31.6 (30.2-NR) 22.4 (15.7-NR) —O—E 0.68 (0.48-0.96)
NR (5.6-NR)  10.4 (7.7-20.8) o8 ; 0.33 (0.13-0.87)
25.1 (14.6-NR) 18.4 (13.9-26.2) —0—5— 0.85 (0.54-1.32)
NR (NR-NR)  2I1.1 (11.5-NR) — t 0.41 (0.24-0.70)
NR (27.8-NR) 26.7 (11.5-NR) —_—————— 0.58 (0.30-1.12)
NR (NR-NR) 19.6 (82-NR)  <+—o———— 0.24 (0.10-0.61)
30.5 (19.4-NR) 26.7 (16.6-NR) —— 0.86 (0.47-1.57)
NR (14.8-NR) 22.4 (13.4-NR) o—— 0.69 (0.33-1.46)
NR (25.1-NR) 20.9 (15.7-NR) —e— 0.71 (0.49-1.03)
NR (30.5-NR) 10.6 (7.6-26.7) ® ; 0.31 (0.14-0.67)
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Nivolumab plus Chemotherapy Better Chemotherapy Alone Better




No. at Risk

Nivolumab plus chemotherapy 179 176 166 163 156 148 146 143 122 101

Chemotherapy alone

Overall Survival (%)
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No. of Survival
Patients (95% Cl)
mo
Nivolumab plus 179 NR (NR-NR)
Chemotherapy
Chemotherapy 179 NR (NR-NR)
Alone

Hazard ratio for death, 0.57
(99.67% Cl, 0.30-1.07)
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ICIs + CTx

94% completed neoadjuvant treatment
149 (83%) had definitive surgery
- 85% received definitive surgery in stage IB/Il

- 83% received definitive surgery in stage IlIA
@D 79%received Lobectomy in stage IlIA
2 17% received Pneumonectomy in stage IlIA

® Minimal invasive -> open: 11% in llIA

CTx

85% completed neoadjuvant treatment
135 (75%) had definitive surgery
- 82% received definitive surgery in stage IB/Il

- 72% received definitive surgery in stage IlIA
@ 59% received Lobectomy in stage IlIIA
@ 30% received Pneumonectomy in stage IlIA

® Minimal invasive -> open : 20% in IlIA



Study design

Experimental arm

Adjuvant treatment

Nivolumab 360 mg

‘ + Paclitaxel 200 mg/m2 . SURGERY RO Nivolumab 480 mg / Follow up
A + Carboplatin AUCS IV, Q4W \_  (5years)
NSCLC IV, Q3W (6 months)
(3 Cycles)

Locally advanced
Potentially resectable

within 3rd-4th w.

o adition) o
EGFR/ALK excluded
J Control arm 1 .
Paclitaxel 200 mg/m2 Y RO Observation F I ‘
/' Follow up
—™ 4 Carboplatin AUC5 ™ SURGERY ' Q12w
IV, Q3W (6 months) AN
(3 Cycles)

Translational research
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Blood Blood Blood Blood
sample sample sample sample
Blood sample
After After After At 3rd & 6th At progression
Baseline cycles 1&2 cycle 3 surgery month
P cmmmmmmmm——————— >

NADIM Il (NCT03838159) is a randomized, phase 2, open-label, multicentre study evaluating nivolumab + chemotherapy vs chemotherapy as neoadjuvant treatment for potentially resectable NSCLC

. presenensy: Mariano Provencio MD, PhD. ) e ' AMERICAN SOCIETY OF
2022 ASCO #ASC022 Hospital Puerta de Hierro Majadahonda-Madrid, SPAIN mmlui;":;ﬁ:m?;;i:imrgﬁ; — ASCO CLINICAL ONCOLOGY
ANNUAL MEETING Spanish Lung Cancer Group : ' - ' KNOWLEDGE CONQUERS CANCER
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Pathologic complete response (pCR) : 0% residual viable tumor

Major pathologic response (MPR) : < 10% residual viable tumor

NADIM 11 : pCR (63.4%), MPR (82.9%)
Checkmate 816 : pCR (30.5%), MPR (46.8%)

CTx alone : pCR (3.2%), MPR (12.7%)

Study- Stage: Patients< Regimens: MPR (%) pCR (%) RO resection
numbers: (%)
NADIM (NCT03081689) TITA: 41 Niyo + platinum doublet 3 eycles — Nivo (adj) lyear 83.0¢ 63.0¢ 89.1¢
CheckMate816 (NCT02998528)« IB to IIIA- 179 Nive + platinum doublet 3 cycles: 36.9¢ 24.0¢ 83.2
KEYNOTE 671+ 1T to IIIB: 397 Pembro + cisplatin doublet 4cycles — Pem (adj) 13 cyeles: 30.2: 18.1¢ 92.0¢
LCMC3 (NCT02927301)- IB to IIIB: 147 Atezo mono 2 cycles: 20.4¢ 6.8 82.3

NEOMUN (NCT03197467) IT to TITA: 15¢ Pembro mono 2eyceles 27.0¢ 13.0¢ 100¢




Biomarker

* PD-L1expression

NADIM Il : The expression of PD-L1 in tumor cells was not associated with improved PFS or OS
Checkmate 816 : A benefit with nivolumab plus chemotherapy was seen across PD-L1 subgroups

Neostar : PD-L1 expression was not different between pretreatment biopsy and surgical resection

* TMB

NADIM Il : TMB assessment was not associated with survival outcomes

* ctDNA (ctDNA clearance, ctDNA in pretreatment sample)

Biomarker No. Deaths Progressions HR (PFS)? 95% CI? P? HR (0S)? 95% CI? P?
Basal ctDNA < 1% 43 9 12 0.20 0.06 to 0.63 .006 0.07 0.01 t0o 0.39 .002
TMB = 10 mut/Mb 29 6 6 1.67 0.41 to 6.83 474 2.13 0.37 to 12.40 399
PD-L1 = 1% 28 5 8 0.64 0.1/ to 2.40 .508 0.35 0.06to 2.12 252
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