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NADIM II: Background

~20% of patients with NSCLC are diagnosed with stage I1IA(N2) disease,
and historical 5-yr OS for these patients is ~36%1-2
— Preoperative CT is shown to improve survival in resectable NSCLC (HR for OS:

0.87; 95% CI: 0.78-0.96; P = .007), but absolute 5-yr OS improvement is only
5%3

Results from various clinical trials suggest benefit for addition of
nivolumab to neoadjuvant CT for patients with resectable NSCLC*>

— Phase Il NADIM trial reported high OS rate and promising rate of pCR vs
historical data*

— Phase Ill CheckMate 816 trial reported improved EFS and pCR rate with
addition of nivolumab to CT vs
CT alone?
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NADIM II: Contd

e In additional follow-up of NADIM Il trial, PFS and OS results with addition of
neoadjuvant nivolumab to CT vs CT alone in patients with resectable stage
I11A-B NSCLC reflected improved pCR rate previously reported?!?

— PFS rate: 12 mo, 89.3% vs 60.7%; 24 mo, 66.6% vs 42.3%
— OSrate: 12 mo, 98.2% vs 82.1%; 24 mo, 84.7% vs 63.4%

e Investigators concluded that NADIM Il is first clinical trial with neoadjuvant

immunotherapy-based combination to show improved OS

* Prognostic factors capable to discriminate between patients at high- or low-
risk of progression and death can be useful to tailor subsequent treatment

1. Provencio. WCLC 2022. Abstr PL03.12. 2. Provencio-Pulla. ASCO 2022. Abstr 8501.



e Currently there are no biomarkers available to
identify patients who exhibit long term benefit
from chemo-imunotherapy treatment

e In NADIM trial pre treatment ctDNA analysis
identified patients at high risk of progression
and outperformed radiologic response
assessed acc to RECIST criteriav 1.1 in the
prediction of survival



NADIM II: Study Design

e Randomized, open-label phase Il trial

Patients with
locally advanced,
potentially
resectable stage
I11A/B NSCLC
(AJCC 8th ed);
no sensitizing
EGFR mutations
or
ALK alterations
(N =286)

Adjuvant
I RO Nivolumab Follow-up
el 480 mg Q4W for5yr

for 6 mo
— _ﬁollow—up
for 5yr

Blood samples taken at BL, after cycles 1-3, after surgery, at 3rd and 6th mo of observation, and at PD.

Stool samples taken at BL and after cycle 3. Tumor block obtained at BL and after surgery.

e The circulating tumor DNA (ctDNA), from the pretreatment plasma sample, was
analyzed with the TruSight Oncology ctDNA next-generation sequencing (NGS)

assay

Provencio. WCLC 2022. Abstr PL03.12.



NADIM II: Baseline Characteristics (ITT)

Characteristic, n (%)

Median age, yr (range)

Female

History of tobacco use
= Never
= Former
= Current

ECOG PS
=0
=]

Histology
= Adenocarcinoma
Adenosquamous
Squamous

NOS/undifferentiated

Other

[}
[}
= Large cell carcinoma
[}
[}

Nivo + CT

(n=57)

63 (58-70)

21 (36.8)

5(8.7)
23 (40.4)
29 (50.9)

31 (54.4)
26 (45.6)

25 (43.9)
1(1.8)
21 (36.8)
2 (3.5)
7 (12.3)
1(1.8)

Provencio. WCLC 2022. Abstr PLO3.12.

CT
(n=29)

62 (57-66)

13 (44.8)

0
10 (34.5)
19 (65.5)

16 (55.2)
13 (44.8)

11 (37.9)
0
14 (48.3)
1(3.5)
2 (6.9)
1(3.5)

Characteristic, n (%)

TNM classification
(AJCC 8th ed)

= TIN2MO
= T2N2MO
= T3IN1IMO
= T3IN2MO
= TANOMO
= TAN1IMO

Median tumor size, mm
(range)

Nodal stage

LI\ [0)

= N1

= N2

N2 multiple station

Nivo + CT
(n=57)

12 (21.1)
16 (28.1)
2 (3.5)
13 (22.8)
6 (10.5)
8 (14.0)

43
(29-54)

6 (10.5)
10 (17.5)
41 (71.9)

21 (36.8)

CT
(n=29)

4(13.8)
7 (24.1)
1(3.5)
5(19.3)
9 (31.0)
3(10.3)

52
(39-75)

9 (31.0)
4(13.8)
16 (55.2)

10 (34.5)




NADIM [I: Surgery Summary

Patients With Definitive Surgery

OR:5.96 (95% CI: 1.65-21.56)
6(11.3) 2(10.0) 8(11.0) |

. P =.00807
Lobectom 20 1 >/ +0 o0
Y (75.5)  (85.0) (78.1) [N
X
8 601
c
Segmentectomy 2(3.8) 0(0.0) 2(2.7) mK=X 20
d o
Right lower &
lobectomy + 1(1.9) 0(0.0) 1(1.4) 20 1
segmentectomy 0

Nivo + CT

49 (92.5) 13 (65.0)
Odds ratio: 6.60 (95% Cl: 1.67-26.02); P = .007
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NADIM II: Downstaging (Secondary Endpoint)

Patients With Downstaging

OR:3.47 (95% Cl: 1.19-10.1); P = .04

37 8 45
(69.8) (40.0) (61.6)

16 12 28 1 69.8
(30.2) (60.0) (38.4)

Nivo + CT CT

ic0

Provencio. WCLC 2022. Abstr PL03.12. Reproduced with permission. Slide credit: clinicaloptions.
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NADIM II: PFS (Secondary Endpoint)

Median PFS,
Mo (95% Cl)
Nivo + CT (n =57) NR

1.0
0 CT (n=29) 18.3
= HR: 0.48 (95% Cl: 0.25-0.91); P = .0
= 0.7
E 5 il 1l niii il NiVO+CT [
§ 0.5
o O
(a1
L 0.2
“ s
P=.022 . ” Median follow-up: 26.1 mo
OO mo mo
00 5 10 15 20 25 30 35 40 45 50 55 60
Patients at Risk, Mo From Randomization

n
Nivo+CT 56 55 52 44 30 24 11 4 1 1 1 1 1

CT 28 26 20 15 14 9 7 0 0 0 0 0 0
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NADIM Il: OS (Secondary Endpoint)

Median OS, Mo

(95% Cl)
1.00 98.2% Nivo + CT (n = 57) NR
" 84.7% crin=29 NR
HR: 0.40 (95% Cl: 0.17-0.93); P = .034
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Median follow up time was 21.2 (15.1-25.6) months.

Baseline ctDNA was detected in 52 of 54 (91.4%) of the pre-treatment plasma
samples and were significantly associated with tumor size (maximum diameter
70mm) (P=0.006).

Pre-treatment ctDNA levels were significantly associated with progression free
survival (PFS) and overall survival (OS) and regardless of the cutoff used .

Using a cutoff of <5% mutant allele frequency (MAF)

— Patients with low ctDNA levels), at baseline, had significantly improved PFS and OS than
patients with high ctDNA levels

— HR:0.19; 95%CI: 0.07-0.52; P=0.013 for PFS
— HR:0.13; 95%CI:0.04-0.45; P=0.001, for OS,



Table 1. Hazard ratio and 95% Cl for PFS and OS according to ctDNA levels at baseline

Cutoff PFS 0S

HR (95% Cl) p.value HR (95% CI) p.value

MAF4 0.24(0.089-0.67) 0.006 0.15 (0.042-0.53) 0.0032
MAF4.5 0.19 (0.068-0.52) 0.0013 0.13 (0.036-0.45) 0.0014
MAF5 0.19 (0.068-0.52) 0.0013 0.13 (0.036-0.45) 0.0014
MAF5.5 0.29 (0.094-0.9) 0.033 0.26 (0.067-1) 0.055
MAF6 0.24(0.067-0.84) 0.025 0.31 (0.064-1.5) 0.14
MAF6.5 0.24(0.067-0.84) 0.025 0.31 (0.064-1.5) 0.14
MAF7 0.24(0.067-0.84) 0.025 0.31 (0.064-1.5) 0.14
MAF7.5 0.24 (0.067-0.84) 0.025 0.31 (0.064-1.5) 0.14
MAF8 0.24(0.067-0.84) 0.025 0.31 (0.064-1.5) 0.14
MAF8.5 0.24 (0.067-0.84) 0.025 0.31 (0.064-1.5) 0.14
MAF9 0.24 (0.067-0.84) 0.025 0.31 (0.064-1.5) 0.14
MAF9.5 0.24 (0.067-0.84) 0.025 0.31 (0.064-1.5) 0.14
MAF10 0.24(0.067-0.84) 0.025 0.31 (0.064-1.5) 0.14
MAF15 0.18 (0.023-1.5) 0.1 0.15 (0.019-1.2) 0.08




RESULTS

Pra-truatment ctONA levels worn signiicantly asscciated
with progression free survival (PFS) and overad srvival
{05} and regardiuss of the cutoM used (Tabi 1)
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RESULTS
Pre-treatment ctDNA levels were significantly associated with
e e bl tumor size (maximum diameter 2 70mm)

i.' (| Pre-treatment ctDNA levels were significantly higher in patients
Il il diagnosed as having disease progression during neoadjuvant
| prom i treatment (N=4; control arm)
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Authors Conclusion

e Baseline ctDNA clearly identified patients at high risk of
progression and death and may be used to tailor subsequent
treatments accordingly.



Conclusion

The prognostic information provided by the clinical stage can improve by
adding ctDNA information

ctDNA added a significant degree of prognostic information in the clinical
stage in terms of OS and PFS

Pre-treatment ctDNA levels significantly corelated with tumor size



Thank you
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