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INTRODUCTION

*  NSCLC accounts for 80-85% of all lung cancer cases’

*  Approximately 20% of patients with NSCLC are diagnosed with stage ll1A (N2) disease’

*  Multimodality treatment is necessary in this group of patients

*  QOutcomes remain poor for these patients, with a 5-year overall survival of around 36%723

*  Preoperative CT have been shown to significantly improve overall survival in resectable NSCLC (HR for
survival, 0.87, 95% Cl 0.78-0.96, p=0.007). However, the absolute 5-year survival improvement is 5%¢*

* A strong association between pathological complete response (pCR) and survival following necadjuvant CT
has been shown across studies (HR for survival, 0.49; 95% Cl 0.43-0.56)°

*  However, the median rate of pCR after necadjuvant CT is low, 4% (range 0-16%)®

HE, hazrard ratio; NGCLE, non-wmall cell lung cancer; pCH, pathological compbete resporme
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INTRODUCTION

*  Meoadjuvant immunotherapy for resectable NSCLC have shown promising activity in several single-arm,

phase Il studies.

*  Phase lll CM816, showed a higher rate of pathological complete response (pCR) on tumor resection and
improved EFS compared to that seen with necadjuvant chemotherapy &

*  NADIM Il is a randomized, phase 2, open-label study evaluating nivolumab + CT versus CT as neoadjuvant
treatment for resectable stage II1A-B (AJCC 8th edition) NSCLC. It is an Investigator Sponsored Research Study.

*  Here we present the primary endpoint results on pCR, as well as key safety data

[3FS, disedse-frée sundwal, EFS, evend-free survival, D5, overall survival, pCR, pathologic sl comglete rewpore
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STUDY DESIGN
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ENDPOINTS

Primary endpoint

Pathological complete response in the intention-to-treat population (ITT)

Secondary endpoints

*  Major pathological response (MPR)
*  Portion of delayed/canceled surgeries, length of hospital stays, surgical approach, incidence of
AE/SAE related to surgery
* Safety and tolerability: Adverse events graded according to CTCAE v5.0
*  Potential predictive biomarkers (ctDNA, TCR)
®*  Other: (i) Os at 12, 18 and 24 months; (ii) PFS at 12, 18 and 24 months; (ili)) Down-staging; (iv) Mortality at 90 days
after surgery: v) Association between clinical baseline characteristics and ORR, pathological response, AEs, PFS and O35; (vi)
Association between pathological response and PFS or O5; (wii) Association between MPR and histology; (viil) Association between
histology and PF5 at 18 months
AE, adverse event; CTCAE, Commaon Terminology Criteria Tor Sdverie Events; DFS, ditease-frée cundval, EFS, @aent-Tree survival, ITT, stention-to-treal; MRFP, major pathological resporse ORR, overall responie rate; O5,

overall survival; PFS, progression-free survival; SAE, serious adverse event



STATISTICAL ANALYSIS

The analysis was conducted according to the intention-to-treat (ITT) principle?

— This population was defined as those patients that were included in the study and who had received at least one dose
of study treatment

Pathological complete response (pCR) was defined as the absence of any viable tumor cell in the resected

lung specimen and all regional lymph nodes

Referring to the results of previous phase 2 NADIM trial (NCT03081689)", we assumed a proportion of pCR

of 10% in the Control Arm (CT + surgery) and 40% in the Experimental Arm (CT+ immunotherapy + surgery

+ immunotherapy)

An alpha level of 5%, a statistical power of 80%, and a drop-out rate of 15% was set

A sample size of 90 patients (60 in the Experimental Arm and 30 in the Control Arm) was estimated to show
the difference between both groups

An independent data monitoring committee evaluated the superiority of nivolumab + CT vs CT for pCR at
the preplanned analysis
{TT principle: patients who did not undergo usgeny were comsidenad a4 non-responders for final anshs

ITT, intention-to-treat; pCR, pathological complate respanie
1. Provencio M, et al Lancet Oncol 20202 114131422



FLOW DIAGRAM
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BASELINE CHARACTERISTICS

Baseline characteristics - ITT population

NIVO + Chemo
(n = 57)

Characteristic

Age - ian (range), years [ 70) 62 (57-66)
[Female-MNo.(%) | 21368) |  13(448)
History of tobacco use - Mo, (%)
Mever smoker S5(87) 0 (00
Former smoker 23 (40.4) 10 (34.5)
Current smoker 29 {50.9) 19 (65.5)
| ECOG PS - No. (%) ' '
0 31 (54.4) 16 (55.2)
1 26 (45.6) 13 (44.8)
.Hl.51.l.':|l.“.'lg3." Ma. (%) . - | o
Adenocarcinoma 25 {43.9) 11 (37.9)
Adenosguamous 1(1.8) 0 (0.0
Squamaous 21 (36.8) 14 (48 3)
Large Cell Carcinoma 21(3.5) 1(3.5)
MOS / Undifferentiated T023) 2 (6.9)
Other _ 1{1.8) _ 1(3.5)

Baseline characteristics - ITT population

MIVO + Chemo
(n=57)

Characteristic

THNM classification (A3CC &=

Chemao, Chemotherapy; ECOG PS, Eastern Cooperative Onoology Group Performance Status; ITT, intention-to-treat; Mivo, Nivolumab; 805, nod otheneise specified

edition)
T1IM2ZMO 12 {21.1) 4(138)
T2M2MO0 16 (28.1) 7(24.1)
TINTMO 2(3.5) 1{3.5)
TaNZMO 13(22.8) 5(19.3)
T4MNOMO 6 (10.5) 9(31.00
{ TANTMO | B (1400 3(10.3)
Tumer size - Median (range), 43 (29-54) 52 (39-75)
mim
[ Modal s:agé — No. (%)
MO 6 (10.5) 9{31.00
M1 10 (17.5) 4(13.8)
M2 41 (1.9 16 (55.2)
N2 multiple station 21(36.8) 10 {34.5)



BASELINE CHARACTERISTICS

Comorbidity, %

Baseline characteristics - ITT population
NIVOLUMAB + Chemo

n = 57)
Yes 7.0 T
[ Asthma | 0.0 | 35
Heart disease B.7 35
Diabetes mellitus i23 10.3
Dyslipemia 42.1 241
Alcoholism 18 15
Hepatitis is 0.0
Hypercholesteralemia 18 b9
Hypertension 474 31.0
Mephropathy 1.8 3.5
Obesity 10.5 is
Depressive Syndrome / Anxiety 7.0 20.7
Vasculopathy 35 3.5
Autoimmune disease 18 0.0
Neurological disease 18 0.0
Hypothyroidism 53 15
Benign prostatic hypertrophy 53 103
COPD 228 6.9
| Other 87.7 | 69.0

Chemo, chematheragy: COPD, chwonic obstructive pulmonany disease; [TT, intention-to-treat
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SURGERY SUMMARY

Surgery summary

Patients, No. (%) NIVO + chemo

(n=57)

. Patients with definitive surgery | 53(93.00
Patients with cancelled definitive surgery 4 (7.00
Due to adverse events 1{L.7)
Due to disease progression 0{0.0)
Mot suitable for surgery 3(5.2)

Nivo, nivolumab; Chema, chematherapy

20 (69.0)
9(31.0)
0 (0.0)
4(13.7)
5(17.2)

73
13

Patients with definitive surgery (%)

OR = 5,96 (95% Cl 1.65-21.56)

100 4 F3.0%

80 -

60

&0 -

20

|:|. .

NIVD + Chemo Chema
p=0.00807

11



spC R was defined as (7%

=m0, chemotheragy

PRIMARY ENDPOINT pCR

pCR" rate with neoadjuvant NIVO + CT vs CT in the ITT population”

&0
OR =7.88 (95% CI1.70-34.51)
50
E 40 36.8%
A
=3 =0.0068
L. p=0.008
O
=R zn -
10 5.9%
u -4
MIVO « Chemo Chemo
nfN /57 bIrs
Percentage of patients with a complete response
resiclual stable turmoe cells in both primany tumor ung) and sampled hmgehnoches; BPatients who did nog

ITT, indention- to-treat; Mivo, nivalumats pCR, pathological complete responae; RR, risk ratio

NNT:3.34 (22—6.93)

1 inclergo singery were considered as non-responders



SECONDARY ENDPOINT MPR

MPR® rate with neoadjuvant NIVO + CT vs CT in the ITT population

70 4 OR = 6.94 (95% Cl 2.14-22.52)
I

S2.6%

p=0.0012

MPR rate (%)

a0 4
o 13.8%
0
NIVO + Chemo Chemo
nN 30457 &l
Percentage of patients with a complete response or a major response NNT: 257 (1.76-4.81)
“MAPH wias defined as £ 10% residual wiable tumas oplls In bath the peimany tumos (lurgh and samgsled mph nodes; ¥Patbents who did not undergo surgery wene considersd as non-responcens

Chemo, chematherags: ITT, intention- to-treat; MPR, major pathological response; Miwa, nivolumaly, RR, risk ratio



SECONDARY ENDPOINT ORR

ORR’ with neoadjuvant NIVO + Chemo vs Chemo in the ITT population °

100 OR:3.29 (95% C11.28-8.47)
[
80 A 75.4%
E * 48.2%
& ' p=0.023
S 4o -
20
o -
NIYO + Chemo Chemeo
n/M &3/57 14/28
Percentage of patients with a complete response or a partial response
as percentage of patients who had a partial resporse or complete resporse to the treatment following RECIST 1.1 criteria; BPatients who diid not undengo surgery wene considersd as non-respondiers

agwc ITT, intention-to-treat: B

dive, volumsabs; O

Al responie rate
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SECONDARY ENDPOINT SAFETY

Adverse events G 3-4 summary (ITT population)

% 25%

Patients with AEs grade 3 or & (%)

10.3%
5
NIVO + Chemo Chemo
n/N 1457 328

Mo grade 5 treatment-related adverse events were observed

AL adverse event; Chema, chesnotherapy; Mivo, nivolumal; ITT, intention-fo-treat
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SECONDARY ENDPOINT SAFETY

Treatment-related adverse events in the CONTROL arm:

Treatment-related adverse events in the EXPERIMENTAL arm:
Chemotherapy (n = 29

NIVOLUMAR + Chemotherapy (n = 57)

Adverse event, No. (%) Grade 1-2 | Grade 3 | Grade 4 Adverse event, No. (%) Grade 1-2 | Grade 3
Any treatment-related adverse event | 52 (91.2) | 12 (21.1) 2 (3.5} |

| Fatigue | 32(561) | 1(18 | 1(1.8) | Any treatment-related adverse event | 26(89.7) | 3(103) | 0(0.0)
Alopecia | 17(29.8) | Q0 | 000 Alopecia 10 (34.5) 0 (0.0) 0 (0.0
Arthralgia [ 17(298 | o(@0 | 000 Peripheral sensory neuropathy 10 (34.5) 1(3.4) 0 (0.0)
Diarrhea | 8040 | 2033 0 (0.0) Arthralgia B (27.8) 0 (0.0 0 (0.0)
Anemia | 8B40 | 0{00) 0(0.0) et 3(10.3) 0(0.0) 0 (0.0)
Wrakia | 110193) | 0{00) 0{0.0) it ' : '
PrLlritLIS | 7 “233 | 0 [DD:I 0 [Dﬂ:l Mucositis oral 3 tlDJJ a l:ﬂﬂ] Q iﬂ.ﬂ]
Rash acneiform [ 7023 | o000 0 (0.0 Paresthesia 3 (10.3) 0 (0.00 0 (0.0)
Anorexia | S5(88) | O¢d | 00 Gastraintestinal disarders 3(10.3) 0(0.00 0 (0.0
Aspartate aminotransferaseincreased | S5(88) | 0(0.0) 000 Peripheral motor neuropathy 3(10.3) 0 (0.00 0 (0.0
ﬁr;;r:ﬁ;z:;g:;ansfemse mcreased | g Eggﬂ _ Hég: g{gg: Pruritus 21(6.9) 0(0.0) 0 (0.0)
Nervoussystemdisorders | 5(88) | 0(0.0) o(o0) || Dy skin 2(6.9) 01(0.0) 0(0.0)
E-'!u-;c;jjlnskelﬂtal and connective tissue 4(7.0 0(0.0) 0(0.0) D!&r rhvﬂ-‘:: 269 0(0.0) 0 (0.0

soraer ) ) | [ Disgeusia 2(6.9) 0(0.00 0 (0.0

 Other specity Ly SSUEABOUETE | 353 | 000) | 0000) || Hearing impaired 269 | 0000 | 0000
Febrile neutropenia | 1018 | 3(s3) | 1(1.8) || Nervoussystem disorders ol L LAY

Advwerse pvents wilh an incldence of 2 10% or grade 3-8 sewerity with incidence of = 5% are shown Audverse pvenis with an incidence of = 10% or grade 34 severity with incidence of »5% are shown




CONCLUSIONS

NADIM Il confirms superiority of neoadjuvant nivolumab plus chemotherapy combination in patients with
resectable stage I11A-B NSCLC

The addition of neoadjuvant nivolumab to chemotherapy:

= Significantly improved pCR (OR = 7.88 [95% CI 1.70-36.5]) ( Chi-squared test. p = 0,0068)
= Maintained a tolerable safety profile, with a moderate increase in grade 3-4 toxicity

= Did not impede the feasibility of surgery

17
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