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Analisis interino Atezolizumab Neoadyuvante

LCMC3

LUNG CANCER
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EC Fase Il Atezolizumab preoperatorio en estadios Ib, Il, llIA, 11IB

Andlisis de la Respuesta Patoldgica Mayor (futilidad)
101 p = 90 con CIR = 84 evaluables para RPM > 77 (se excluyen 7 EGFR y ALK)
Eficacia: pCR 5%, MPR 19%

LCMC3 Study Design

Primary endpoint:

* MPR at surgical resection,
defined as < 10% viable

tumor cells
« Di free survival
+ Response rate by RECIST 1.1
« 0s

« Biomarkers

. Ad
Mood Blood +
optional tissue at PD*

MPR. major pathologic response. locally sssessed; PF T, pulmonary funcion test. g3mo, every 3
* Extended chest CT, inchuding iver and adrenals. * At progression and/or recurrence. NCT0292730!

events

2019 ASCO

La respuesta patoldgica se correlaciona con
reduccion volumen

No correlacion con PD-L1 ni con TMB ni con
secuenciacion exoma (40 p)

Continua reclutamiento (151/180)
IMPower 030 en asociacion a QT

Patient Demographics and Baseline Characteristics

| Baseline Characteristics :""'""!!! | Baseline Characteristics (cont) | N=101
Age, median (range), years 65 (37-83) PD-L1 IHC, SP142, n (%)*
= TC1/2/3 or IC1/2/3 (positive) 39 (51%)
Sex, male, n (%) 47 (47%) TCO and ICO (negative) 38 (49%)
Histology, n (%) Unknown 24
Non-squamous / squamous I 66 (65%) / 35 (35%) PO-L1INC, 22C3, TPS, n (%)
250% 23 (29%)
Tobacco use history, n (%) 1%-49% 14 (18%)
Never [ 10 (10%) <1% 43 (54%)
Current / fo | 23(23%) 168 8% Lo =
RTY Rormee: (23%) /66 (66%) EGFR. n (%)
Clinical stage at initial diagnosis, n (%) Positive / negalive 7 (10%)1 66 (90%)
8 11 (11%) Unknown 28
A/ 1B 16 (16%) / 28 (28%) ALK.n (%) -
Positive / negative 1(2%) 45 (98%)
A / 1B 30 (30%) / 7 (7%) Unknown 55

IC, tumor-inftrating immune cell TC, tumor cell; TPS, tumor proporion score.
+TC1/2/3 or IC1/2/3 = PD-L1+ 2 1% on TC or IC; TCO and ICO = PD-L1+ < 1% on TC and IC.

209ASCO

Pathological Regression in Intended Surgery
Population (n =90)

Sub-groups Sex [T]Male [|Female Smoker [ Curr [l Prev MiNever RECIST liPD M SD BIPR
5o o

Pationts in intended surgery
. —] I IENERA.  poputation (n = %)

[ .
* PR:6 (7%); SD: 80 (89%); PD: 4 (4%)
*  30f8 EGFR/ALK+ had 40% to 50%
pathological regression
Primary efficacy population (n = 77)
* MPR:150f 77
(19%:; 95%CI: 1%, 30%)

* PCR:40of 77 (5%) patients

* 380f77 (49%) had 2 50%
pathological regression

Wo%to-49% [M-50%10-89% [M-50% to-99% (MPR) [ll-100% (MPR and pCR)

Patnologe reqression dated as % viabie tumor calls - 100% PCR. pathologic compiele response.
*1EGFRY *El
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44 pacientes Patient demographics and treatment

I N - R
E Sta d |IOS I —I I I A N 2 u Age atrandomization, Mean (SD) 000 661 (85) 650(83)  Neoadiuvant
(8.3) therapy

Gender Male 28 (64%) 15(65%) 13 (62%) Gonplated 41(93%)  22(96%)  19(90%)
Race White 37 (84%) 21(91%) 16 (76%)
M M . M . Smoking status Never smoker 8 (18%) 5(22%) 3 (14%) Not completed 3(7%) 1(4%)" 2 (10%)**
Objetivos: I0+10 incrementa MPR; oo o) ) WO o

i o 9
Stage (AJCCT™) Stage IA 8(18%) 4(17%) 4(19%) Underwent 39 (89%) 22 (96%)° 17 (81%)"

induce respuesta inmune (CDS8, TILs) T T

Stage 1B 5(11%) 5(22%) 0(0%)

StagelllA  9(20%) 5(22%) 4 (19%) ‘fm"'“"‘"‘

. ~ . Histology Squamous cell 17 (39%) 10 (43%) 7 (33%) s
Diseno Simon 2 estratos (15 + 6 p). raron 1EX 000 100 aumpeny 2% W60 50

Adenocarcinoma 26 (59%) 13 (57%) 13 (62%) PoRGEANG
‘ 9(20% 3(13% 6(29%
. . i 43 43(98%) 22(96%) 21(100%) radiation i) f12) 22
O b etivo =2 6 MPR - * Grade 3 hyposiaatr 1 dose
— ** Grade 3 diarrhea after 1 dose; grade 2 pneumonitis after 2 doses
Median time to surgery was 31 days (range 21-87) * 1 patient in each arm underwent surgery off trial

8 (22%) operations were delayed beyond 42 days
Sepesi et al. WCLC 2019

Z,O.WAS,C? 9 ssenes s Tina Cascone, MD, PhD

NEOSTAR: phase Il study of induction checkpoint blockade for Patient recruitment and disposition
untreated stage I-lllIA NSCLC amenable for surgical resection
Study start: 6/2017 53 patients screened for
Enroliment completion: 11/2018 eligibility

N=44 - AmA:

Eligibility Nivolumab Data analysis cutoff: May 8, 2019 9 screen

¥ NSCLC Stage I-IlA 3mgkg | > failures
N2 single station R D1,1529 |D1 D15 D29

Al 2 - =G 44 eligible patients randomized
e ord rode ovall | = - I Surgery |— Postop therapy | and treated: 23 N, 21 NI
to exclude N3 Arm B:

: 9 Nivolumab (within 3-6 weeks
Surgical candidate after last dose)
v ECOG PS 0-1 3 mglkg 39 underwent Reasons for no surgery
Stratification D1,15,29 + | tive surgery ,
v S D1 D15 D29 Primary endpoint: N Arm: SAE (G3 hypoxia)
tage lr'“""";:’ £10% viable tumor (MPR) (22N, 17 N) ‘ and high surgical risk (1)
I ] ] 1 N*: PD (not confirmed at 5 patients did not proceed
biopsy: nodal immune flare) ‘ to surgery after neoadjuvant
EVALUATION CT, PET/CT CcT Tumor 1 NI*: SAE (G3 diarrhea) therapy (1 N, 4 NI)
Tumor PET/CT || Uninvolved NLAm: PD (1), lack of
BIOMARKERS Ug:;’:‘fgg:r) le,?:; lung resectabilty (1), high surgical
. * Received surgery off trial after additional induction therapies fisk (1), declined surgery (1)

EroTis 29.1?AS‘CQ ; sesexses . Tina Cascone, MD, PhD — 29_19AS$:Q 9 wsewrs> vr. Tina Cascone, MD, PhD
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Treatment-related adverse events (TRAES),

surgical complications and follow up

NI (21)
n  ni23 (%) n ni21 (%)
1 4%  Diarrhea (G3) 1 4%
1 4% Hyponatremia (G3) 1 4%
1 4%
1 4%

Surgical complications

NI (21)
n ni21 (%)
Air Leak 3 14%

/23 (%)
22%

4%

. . Vd .
PET ganglionar mediastinico en SrdataraE
. .« [ n [ ni21 (%) |
situacion de respuesta Fatgie 1 T
Rash acneiform 6 26% Fatigue 7 33% Hypoxia (G3)
. . 7 :nzz::lremla g :g‘:f 22:;:3 ; g;:f mmm;:::;?é;
Incremento EAs para combinacion Diares 2 % Dame T Epn——
. . mﬁ:ﬁz\:;:;‘: 2 9% Chills 3 14%
pero no diferencias en G3-4 e 2 ok mems 2 0%
leadache o nea %
Hypcmaﬁnesemla é 9% stpzrlhyroidism i 10% Air Leak
Complicaciones cirugia: 31% (10); tomig 12 0k B
* ’ * The maximum grade of TRAE from a patient is considered Pneumonia*
Pneumonitis*

14% (10-10)

n
5
2 9%
1
1
1

4%
4%

Expresion PD-L1 se asocia con
respuesta RECIST y con MPR

Radiographic responses (RECIST)

N - Evaluable pts (n = 22")

NI - Evaluable pts (n = 20%)

Arm A: 1 pt (lIB) died of steroid-treated pneumonitis 4.1 months after randomization
Arm B: 1 pt (IlIA) had PD 2 months after randomization, and died of disease 17 months after randomization

e

uoeo s Tina Cascone, MD, PhD

Primary endpoint: MPR rate
NI meets the pre-specified trial efficacy boundary

Response 40 i Overall ITT | Total Evaluable* Total
(RECIST) 30 * 30 8 * Resected + not resected* | n =44 Resected on trial ‘ n =37 n=21 ‘ n=16
® pt.ag-m 8 8.8 8-R 8N 5 .- 20-HEEE - e e e S -
n% n@%) 0% < fz _'ﬂ"‘ aa v r- " MPR + pCR 11 (25%) (95%“:‘:;;’39%) o L:‘?;? %) MPR + pCR 1(30%)  4(19%) 7 (44%)
2 4 . 1 “ - 2 - A "
s ey B ””[ |”[]Ih 4.0l ” 5 ””[ fea - TR satae s (or0 | (8 ey ) o) 0% viable tumor (PCR)  8(22%)  2(10%) 6 (38%)
g . &L 1-10% viable tumor 3(8%)  2(10%) 1(6%)
PR 8(18%) 5(22%) 3(14%) & -104 10 43¢ * ‘“““I” “ z
(18%)  5(22%) 3 (14%) : ol el ol 1-10% viable tumor 3(7%) 2(9%) 1(5%) R S R
SD 28 (64%) 15(65%) 13(62%) & '30 u 20 8 8 >10 % viable tumor 70 (0,100) 20 (0,100)
R B0 il B e e B e e 1 o Prerccc s e - -y - @ 1-10 % viable tumor 100 ®- p=0077 §
PD 6(14%) 3(13%) 3(14%) ¢ | ’ B0 % e i o
S5 -40- * wal| 40 * 20 vial mor %0 .
Not < == MPR + pCR .
eval::able 1% 0(0%) 1(6%)* £ 50 “ .50 i 5 pC 5 ® -
& 0- T ey 1 it 0 3 § =
# received one dose NI complicated by TRAE E 5 8 15 2 e .
G 704 kel 3 2
R o a2
= 80- -80 z 2
ORR (CR+PR): 20% (9/44) ol 90 g e 2=
.
ORR by Arm: -100 - ~100 ) Pre-specified trial efficacy == - — 20 3 20
-+ 229 “solid lesion < 1 cm (considered SD) *1 not evaluable: received one dose of NI boundary: 2 6 MPRs -
N: 22% (5/23)
RPN complicated by TRAE; surgery off trial 0 -
NI: 19% (4/21) o N(n=21) NI (n = 16)

+r Tina Cascone, MD, PhD

* Overall PD due to new lesions; § SD with cavitation, wall thickness increase/inflammation

N (n=23)

NI (n=21)

weno o Tina Cascone, MD, PhD

MPR assessed as in Pataer A et al, J Thorac Oncol 2012

il

w209 ASCO
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Nl is associated with increased T cell repertoire diversity and
reactivity in the tumor at surgery

Hekk *

Potencial creciente del

tratamiento neoadyuvante con o o T
inmunoterapia (baja tasa de $ i ‘ \
progresion, alta tasa reseccion) I o € OZZZ %
Relevancia de la RPM e
Combinaciones superiores a 10 * "
agente unico Q %

Pre- Su'rgery Pre- Surgery
therapy

Pre- Surgery Pre- Surgery

therapy therapy Reuben A. et al, Abstract 8532

onee 2019 ASCO

Tolerancia favorable

raesenteo ov: Tina Cascone, MD, PhD

Posibilidad de investigacion

NI is associated with higher frequencies of CD3* TiLs and with
increases in CD8+*CD103* (Tgy) and CD4+*CD28* (Tgy) compartments

translacional dinamica
Posibilidad individualizacion
tratamiento/Biomarcadores

Tratamiento postoperatorio
no definido

Seguimiento corto
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Summary of Neoadjuvant Immunotherapy Studies

N resected Stage Drug(s) Cycles MPR RECIST
ORR
LCMC3 84 IB-111B Atezo 2 18% (10-28) 7%
NEOSTAR
Arm A 23 IA-111A Nivo 3 17% (5-39) 22%
Arm B 21 IA-111A Nivo/Ipi 3 33% (15-57) 19%

Forde et al! 20 IB-111A Nivo 2 45% (23-68) 10%

Historical Control
Chaft et al? 41 IB-111A Cisplatin/Docetaxel/Bev 4 27% (15-43) 45%

Immunotherapy + chemotherapy
NADIM? 30 A Nivo/Carbo/Paclitaxel 3 80% (61-92) 70%

Shu et al.4 1 IB-IlA Atezo/Carbo/Nab-Paclitaxel 2 64% (32-88) 73%

'Forde et al. NEJM 2018 2Chaft et al. JTO 2013 3Provencio et al. WCLC 2018 #0A01.05 “Shu et al. ASCO 2018 #8532

PRESENTED AT 2019 ASCO eprpm i AL pacsaeo sv: Maximilian Diehn MD/PhD
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