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ROS1 - NTRK PD-L1< 1% PD-L1 1-49% [N VR E 11

Immunotherapy

Targeted therapies Chemotherapy + Immunotherapy

Immunotherapy + Immunotherapy

Today, you need : EGFR, BRAF mut (+KRAS)

IHC (FISH) ALK/ROS1/NTRK Never smokers+++
IHC PD-L1

Algorithm by Jordi Remon

Modified from Jordi Remon
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ESMO Clinical Practice Guidelines

Stage IV NSCC: Molecular tests positive (ALK/BRAF/EGFR/ROST)

1 ||
ALK translocation BRAF V600 mutation EGFR mutation ROST translocation NTRK translocation
(refer to Figure 5) (refer to Figure 7) (refer to Figure 4) (refer to Figure 6) . -

larotrectinib
Crizotinib [I, A; MCBS 4] Dabrafenib/trametinib Gefitinib [1, A] Crizotinib [l1l, A; ESMO-MCBS
Alectinib [1, A; MCBS 4] [, A: MCBS 2] Erlotinib [1, A] [, A; MCBS 3] v1.1 score: 3].
Ceritinib [I, B; MCBS 4] +/- bevacizumab [ll, B; MCBS 3]

Brigatinib [1, BJ" Afatinib I, A]
Dacomitinib [1, A]®
Osimertinib [1, A; MCBS 4]
Gefitinib/carboplatin/pemetrexed [I, A]®

Planchard Ann Oncol 2018, updates on 15 September 2020
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EGFR mutations in lung cancer

Activating
mutations:
Ligand binding domain
Substitut :
Yeg. GTiox ACTIVATING
5%
o MUTATIONS
Ligand binding domain
Deaeletions
e.g. delET4G6-
Transmembrane region AF50 [(45%) mOStly
exon 19 del

Subsiitutions
=g WISaA
(495}

&
exon 21 L858R

Tyrosine kinase domain

Substitutions:
e.qg. LBSER
(40-45%)

4
1 |
- 3

1909999999999000!

* TTEDM «<5% at netial EGFR mutstions | owew & it B3 e maior resistancses mutation {&0r35) afier irestment with rew srgibés THis

Sharma SV, et al. Nat Rev Cancer 2007;7:169-81
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" EGFR inhibitor in EGFR mut NSCLC
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Erlatinib group (n=68) Hl Deletion exon 19

Hl Mutation exon 21

Overall Survival in All Patients
1.0—

0.8

0.6

0.4 —

0.2+

Probability of Overall Survival

0.0

(o]

MNo. at Risk 217
No. of Events 0

12 24 36 48
Month

123 42 3 1

40 68 20 R0

Response rate : 58%

Median OS: 27 months

Rosell Lancet Oncol 12, Rosell et al, NEJM 2009
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Bypass
tracks

Acaquired resistance to EGFR TKI

Mo identification
AR mechanism

EMT ~1-2% ~1 5209
HERZ2 amplification
~8-13%
BRAF ~1% T790M i
MET lification ~5% alone
amplification 2 AG BB
PIK3CA ~1-2%
SCLC alone ~6% TF90M
with EGFR
SCLC with PI3K ~4% amplification
~10%
Other EGFR
point mutations
1-2% il

EGFR

target
alteration
~60%
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Osimertinib, Phase |

MET
amplification
3%a

Small cell+ MMET

1% _\
Small cell Y

1%

HERZ + T790M
4%

Small call +
T7o0M
2%
ME T+ T790M
3%

Osimertinib, Phase Il
AURA3 (T790M+), ph3: AZD9291 > CT

Size

Best Percentage Change from Baseline
in Target-Lesion

50-
40|
300

-10-
—204

_30-4+--

_404

B EGFR T790M—Positive

40 mg 80 mg

N=253

160 mg [ 240 mg

ORI T
104 |,
0 B o
o
DDpp
oD

RR: 61%. PFS 9.6 mo.

T790M-, RR 21%, PFS 2.8 mo

Best change from baseline in target lesion size (%)

e p Lo v oM I Coimplete respanse [ -

[ Partial response
[ stable disease

Bl Progressive disease
Hl Mot evaluable

MR

N=210 EGFR T790M+

I

[ AN0/ ] : N1
\aU70 DIAITTIVIL)

Janne NEJM 2015, Goss Lancet Oncol 2016
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Patients with locally advanced or
metastatic NSCLC N -

Key inclusion criteria Stratification by
«>18 years* mutation status RECIST 1.1 assessment every
*WHO performance status 0/ 1 OfErotn 19 ) Randomised 1:1 6 weeksf U_”t”deJeCthe
eletion
*Exon 19 deletion / L858R (enrolment L858R) progressive disease
by local* or central* EGFR testing) and race EGFR-TKI SoC 3+
i g Gefitinib (250 mg p.o. qd) or
*No prior systemic anti-cancer / (Asian / Erl otinitf (150 r?]gpp. 0(_1 qzj) Crossover was allowed for patients
EGFR-TKI therapy non-Asian) (n=277) in the SoC arm, who could receive

Stable CNS metastases allowed open-label osimertinib upon central

confirmation of progression and
Endpoints T790M positivity
*Primary endpoint: PFS based on investigator assessment (according to RECIST 1.1)
*  The study had a 90% power to detect a hazard ratio of 0.71 (representing a 29% improvement in median PFS from 10 months to
14.1 months) at a two-sided alpha-level of 5%
*Secondary endpoints: objective response rate, duration of response, disease control rate, depth of response, overall

survival, patient reported outcomes, safety

~20% brain mets at baseline
Ramalingam ESMO 2017
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Probability of Progres sion-free

Mo, ol Rish

i i T70

randard
EGFR:-THI

Exon 19

21.4vs 11.0 mo
HR 0.43 (95% Cl 0.32-0.56)

FLAURA trial: PFS and OS

e i 18.9vs 10.2 mo
e Y HR 0.46 (95% Cl
dard --.I::.;.l |r 0.37'0-57)

Exon 21

14.4 vs 9.5 mo

HR 0.51 (95% Cl 0.36-0.71)

OS
:
% | e
Exon 19

HR 0.68 (95% Cl 0.51-0.90)

38.6 vs 31.8 mo
s HR 0.80 (95% ClI
“'-" 0.64-1.00)
Exon 21

Frrmmen o sl 1

HR 1.00 (95% Cl 0.71-1.40)

Soria NEJM 2018 - Ramalingam — NEJM 2019



s /\ Treatment strategies

T790M+ Osimertinib -
1G — erlotinib/gefitinib -
T790M-

T790M+ Osimertinib -

2G — afatinib/dacomitinib

Courtesy of D.Tan
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ARM A Osimertinib until Reblopsy
RECIST PD ALY
(optional)
e ) 2 15
- Advanced NSCLC
: Common mEGFR v : e : Rebiopsy
. Treatment naive | Gefitinib DS';;&:?,:PPLB”UI At I:EDCIBT
PS 0-2 :
Stable BM Ll PD (T790M+) (optional)
Stratification:
Inital TIOOM +/- Gefitinib_ [ Osimertinib until [Tl
M Until RECIST RECIST PD PD
ARM C PD (optional)

Primary End Point: PFS rate at 18 months

(cfDNA using cobas every 4 weeks and CT scan of the brain-thorax-abdomen every 8
weeks all arms
*In case of RECIST progression without T790M+, patients will be switched
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iPASS
First-Signal
WITOG
NEJO02
OPTIMAL
EURTAC
LUX-Lung 3
LUX-Lung 6
LUX-Lung 7
ARCHER 1050

Gefitinib
Gefitinib
Gefitinib
Gefitinib
Erlotinib
Erlotinib
Afatinib
Afatinib
Afatinib

Dacomitinib

Comparing Tx
Cb/Pac
Cis/Gem
Cis/Doc
Cb/Pac
Cis/Gem
Cis/Doc or Gem
Cis/Pem
Cis/Gem
Gefitinib
Gefitinib

ORR %
71v 47
55v 46
62 v 32
74 v 31
83v 36
58v 15
62 v 22
68 v 23
70 v 56
75v 72

PFS (months)

9.5v6.3
8.0v6.4
9.2v6.3
10.8v 5.4
13.1v 4.6
10.4v5.1
13.6v 6.9
11.0v 5.6

11.0v 10.9

14.7 v 9.2

0.48 (0.36-0.64)
0.54 (0.26-1.10)
0.49 (0.34-0.71)
0.35 (0.22-0.41)
0.16 (0.10-0.26)
0.34 (0.23-0.29)
0.47 (0.34-0.65)
0.25 (0.20-0.39)
0.74 (0.57-0.95)

0.59 (0.47-0.74)

OS (months)

21.6 v 21.9 (NS)
27.2 v 25.6 (NS)
34.9 v 37.3 (NS)
30.5 v 23.6 (NS)
22.8v27.2 (NS)
19.3 v 19.5 (NS)
31.6 v 28.2 (NS)
23.6 v 23.5 (NS)
27.9 v 24.5 (NS)
34.1v26.8(S)

NEJ 026 Erlotinib / BVZ Erlotinib 72 v 67 13.3 0.60 (0.42-0.88) 50.7 v 46.2 (NS)
ARTEMIS Erlotinib / BV. Erlotinib 86 v 85 11.3 0.55 (0.41-0.75) Not mature
RELAY* Erlotinib / Ramucirumab Erlotinib 76 v 77 12.4 0.59 (0.46-0.76) Not mature (NS)
CTONG 1706 Gefitinib / Apatinib Gefitnib 77v 74 10.2 0.71 (0.54-0.95) Not mature
NEJO09 Gefitinib /CG Gefitinib 84 v 67 11.2 0.49 (0.39-0.62) 52.2v38.8(S)
Norohona* Gefitinib /CG Gefitinib 75v 62 16.0) 8.0 0.51 (0.39-0.66) NRv 17.0 (S)

*End point by investigator. S: significant. NS: non-significant Courtesy of J.Remon



(GUSTAVE/
IROUSSY

s /\ Treatment strategies

T790M+ Osimertinib -
1G — erlotinib/gefitinib -
T790M-

T790M+ Osimertinib -

2G — afatinib/dacomitinib
T790M-

Osimertinib - Control arm of any new trial

Do it if no access to T790M

alteration

ST =
1G + VEGF/VEGFR or 1G +pemetrexed-plt

Courtesy of D.Tan
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BLU-945 — Triple EGFR+/T790M/C7975S
o T790M 297
0 = 0-I%
1 '-'_g gneration Csimertinib o
EGFRTKI  n7g7g A. B
— O BLU.945 LUPF104 (ex19del/T790M/CTS7S) . YU-1087 (ex19del/TT90M/C797S)
0 : T780M " ELU-845 + osimertinib 500 - —a—\'shicla BID (n=6)
Osimertinib Blueprint Tkl -~ Vit 4= Oisimertinit, 25malkg QO (n=7) -
EGFR+ C7875 = BLLIG4S, 100 rn;ﬁgﬂlﬂlu = ’ = BLU-945, 100mg/kg BID (nug)
= —i— Oismerhnib. 25 mgliey £ &
B s © ustiomm: [ ) 4
T £
BLU-945 inhibits EGFR+/TT90M/C797S driven pathway activation E e z
Table 2: BLU-845 potently inhibits EGFR+/T730M/C7375 and EGFR+/T730M autophosphorylation _E 50 o 'E
o k=
Cellular pEGFR Inhibition IS, (nM) 'E' E
Coll lines Engineered BaiF3 cell lines 3 5004 T
- . s -
MNCI-H1975 PC-9 Ad31 LBSBR LBSBR/ ex19del/ i E
Compound (LBSBSR/TTO0M]  {ex19del) (EGFRWT) T790M/CTITS TTOODM/CTATS = 25
{BLU-945 12 129.5 5444 21.5 29 4.4 f
I = 14 45248 [0 I e ¥ 8 —§ 3 T Wy T 0+
E_Emhnlb k000 2 Lo oL 2 o 0 20 30 40 0 1357 911315171921 232527 2931333563739
|Gefitinib 4679.4 1.8 16.5 4.6 8707.7 4884.7 D ot rasviantiitiution
iDsimemnih 4.7 2.1 115.5 11.0 TTE4.6 >10.000

Figure 2: BLU-943, but not osimertinib, inhibits the EGFR pathway in

(A) ex19delfTTIOM/CTATS and (B) LESBR/TTAOMICTETS driven Bal/F3 cell lines

Schalm ESMO 2020
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Planned treatment duration: 3 years

Patients with completely resected

stage* IB, II, lIA NSCLC, with or without Osimertinib
adjuvant chemotherapyt

Key inclusion criteria:

Treatment continues until:
» Disease recurrence
» Treatment completed

80 mg, once daily

218 years (Japan / Taiwan: 220) Stratification by: o : _— _

WHO performance status 0/ 1 stage (1B vs Il vs llIA) Randomization » Discontinuation criterion met

Confirmed primary non-squamous NSCLC EGFRm (Ex19del vs L858R) 1:1

Ex19del / L858RT race (Asian vs non-Asian) (N=682) Follow up:

Brain imaging, if not completed pre-operatively » Until recurrence: Week 12 and 24,

Complete resection with negative margins$ then every 24 weeks to 5 years,

Max. interval between surgery and randomization: = L] then yearly

10 weeks without adjuvant chemotherapy « After recurrence: every 24 weeks

» 26 weeks with adjuvant chemotherapy for 5 years, then yearly
Endpoints

 Primary: DFS, by investigator assessment, in stage Il/IlIA patients; designed for superiority under the assumed DFS HR of 0.70
« Secondary: DFS in the overall population”, DFS at 2, 3, 4, and 5 years, OS, safety, health-related quality of life

« Following IDMC recommendation, the study was unblinded early due to efficacy; here we report an unplanned interim analysis
* At the time of unblinding the study had completed enroliment and all patients were followed up for at least 1 year

2020ASCO #ASCO20 I NCT02511106; ADAURA dala cutof January 17, 2020, *AJCC Tt edBon; Prior, post, or plannied radioherapy was not alowed, 5
PRESENTED AT: —r e PRESENTED BY: Rov S. Herbst #Cenirally confrmed in fissue; *Palents received a CT scan afier resechon and wihin 28 days prior fo freaiment, Thtaqn IEJ I |||.H.

Sl re the of the guthor,
ANNUAL MEETING pe i ] CT, computed fomography; Ex’
IDMC, Independent Diala Moniioring. Commiise; WH
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DFS CNS mets
Primary population: Stage II/IIA OVRTER Bopias
- : Osimertinib
;-:- Patients, n (%) 4330 343
0.8 CNS DFS events: B (2%) 39 (11%)
:z: CMS recurrence 4 (1%) 33 (10%)
El.i" Death! Z(1%) 6 (2%)

0.49
0.3

02 . i CNS DFS in the overall population

Probability of disease-free survival

- 0 i igra—i- : H
0.1 e o) ' i Median CNS DFS,
00 T T T T T T T 1 1 | _ i 5 ! months (5% CI)
d - g BT i "
[ 12 18 . | X 8 2 &8 T 03 4 1 ! - o Osimertinib NR (39, NC)
Time fr : H o ] 1 85% Ig Placebo 48.2(NC, NG)
ime from randomisation (montha) g * ’ : : HR* (86% CI)  0.18(0.10, 0.33);
{0 al risk 5 06 o ' ' ! p<0.0001
- - an = i = . g ! ! ! Malurity 7%:
mimerEnit £33 <13 = el L o - . U‘: 05 1 I ! ! osimertinib 2%, placebo 11%
Naebs 2N 190 7 2 51 F 3 a S o4 i i i
S ] ] ]
2 03 1 ! ! !
z : 1 1 1
Median DFS, months (95% CI) HR (59.06% CI) § 02 o ! ! !
| | |
- Daimertinib NR (388 NC) 0.17(0.11, 0.26) o 4 i E E
. 00 T T ¥ T T T T
196 (166, 24 5) P<0.0001 0 6 12 18 2% 0 % 2 5
No at risk Time from randomisation (months)
Osimertinib 339 313 272 209 138 i 3 5 0
Placsbo 343 288 208 149 88 53 2 3 1

Median follow-up: osmertinib 221 months, placebo 16.6 months;
*A hazard rafio of <1 favours osimestinib.

Herbst ASCO 2020, Tsuboi ESMO 2020 ADAURA data cut-off. 17 January, 2020
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Osimertinib 160 mg (ECOG-ACRIN 5162) Mobocertinib (TAK-788, phl/Il trial)
RR 24%. PFS 9.6 mo. Grade 2 3 AEs 29%  w. RR43%. PFS 7.3 mo. Grade 23 AEs: 40%

I | 769_ASYV W 7T3_NPH Other Exon 20 Insertion M Exact Variant Unknown

e
. |
—m g T s s, |
5 I I I I
PR sp pR

. - . snssp sr.rs o

= e PR PR pr sD PR pg

E - H
e FDA breakthrough therapy designation | ™ .

Poziotinib (ZENNITH20) Amivantamab (JNJ-372, CHRYSALIS)
RR 14.8%. PFS 4.2 mo. Grade >3 AEs: 60% ~ RR36%. PFS 8.3 mo. Grade 23 AEs: 6%

—--.| Prior Thempy: [l PostPlatinum [l Treaiment-Naive [l Other* |

[ FDA breakthrough therapy designation

Courtesy ofJ Remon
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ALK rearrangement NSCLC

Europe (n=9,911), France! US (n=733), LCMC? East Asia (n=52)3

All histology Adenocarcinoma Adenocarcinoma, FISH teSt

never smokers

EGFR celen EGFR ALK 5.8%
(sensitizing) 9.5% (o e (sensitizing) 1?% :
(resistance) UKN,{'Uther
HER2 E

_ EGFR (other)

Separate red / green signals

ALK positivity:

% HER2 L
BRAF 1.7% T PIK3CA KRAS

PI3K 51 MT ALK 8% | BRAF 2% HER2
MET - {‘U’GUUE 1.6%)

ALK 3.7%

EGFR 78.8%

>15% of cells with
NRAS

S ... o positive pattern
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Progression-free survival

| start with...

= 100 Hazard ratio for progression
e or death in the crizotinib group,
§ 80 0.45 (95% ClI, 0.35-0.60)
s P<0.001 (two-sided stratified log-rank test)
=
w
¢ 007
4
o
5 40+
B Crizotinib
w
% 20 4
& Chemotherapy
0 T T T T ey | 1
0 5 10 15 20 25 30 35
Months
Number at risk
Crizotinib 172 120 65 38 19 7 1 0
Chemotherapy 171 105 36 12 2 1 0 0

Overall Survival (%)

Impact of poststudy treatment on overall survival

Lorlatinib

100

80 4

60

40

20 1

'y -"_‘-—__I_I

3y-0S: 82%

+ Censored

-
1**—*‘—*————— b

10 15 20 25 30 35 40 45 50 55 60 65 70
Time (months)

No. at risk:
= Crizotinib followed by any ALK TKI

== Crizotinib followed by any follow-up
therapy other than ALK TKI

Chemotherapy followed by any ALK TKI

Chemotherapy followed by any follow-up
therapy other than ALK TKI

Solomon B, et al. N England J Med 2014;341:2167-77; Solomon B, et al. J Clin Oncol 2018;36(22):2251-8.
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iectini

ASCEND-4: Ceritinib vs. CT ALEX: Alectinib vs. crizotinib ALTA-1L: Brigatinib vs. CT
Sorsimo) | i | s Ssino | e | oo s o) | i | 0o
16.6 73 34.8 83 NR 0.45 71
A 0.55 A 0.43 100 9.8 ' 60
" 8.1 27 10.9 76 E & :
. = 80
; 80 HR (LEC Q08 O] 0. A70F 20 W Catagres] E .ﬁ- ?ﬂ_ Brigat"_”b
H £, g5 60
E 60 E | . *= E_ 50
2 3 o ) ] .§"E 40 Crizotinib
-g‘\ 7 g ;m:l""":ﬁ:':‘ 34.8 months ﬁﬁ. 30+
| et :1-"1‘--|"-|E
< = | ™ . 10.0 months I g i
—.-: E:n;"jnl:;gﬁmnu = {HA-124) 10-
S tHemothenny I:IIZI'.' 1 ; |II 1I| ;.I‘ :,I;. ;5 o T T T T T T 1
P E E E E E E E E R EEEEE Tirea jmanins | 0 3 5 E: L ] Ad 2

o ol ptia el ek

This made 2" generation TKI Standard of Care

Soria JC, et al. Lancet 2017;389:917-29; Camidge D, et al. N England J Med 2018;379:2027-39; Camidge D, et al. ] Thorac Oncol 2019;14(7):1233-43
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What resistance profile | will get?

N=55 N=24 N=46 N=7 5
43%
@%
B L1196M/Q B G1202R B E1210K [] G1202del
[] G1269A ] M171TIN/S B F1174C [] 22 ALK mutations
B c1156Y [] s1206Y O vi180L ] ALK WT (ALK-independent)

Gainor J, et al. Cancer Discov 2016;6:1118-33
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G1202R is the difficult one

PR-GaAc302 2/ 11 %6M-AL K bowand slru|:1r.-'-e

™

I: L., -
I".r |I ﬁq_\_‘:—:
s RS & e ™ e
T LR
oo St & ¢
? crizotinib PF-06463922
ALK WT NIH3T3 IC50 (nhM) 80 1.5
ALK L1196M NIH3TS3 IC50 (nh) 843 21
ALK G1202R NIH3T3 IC50 (niM) 1148 77
ROS7-CD74 1C50 (nM) 11 0.24
MDR BA/AB 45 1.5

Shaw A, et al. Presented at ELCC 2019,

Geneva, Switzerland, 10-13 April 2019.
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Brigatinib
Lorlatinib

EXP3B (Non-crizotinib TKI +/- CT)%7 N=28*

Overallab Intracranialat
RR: 32%.PFS5.5mo. *| icRR: 56%

IB-ns't Change Froml Baseling (%)
863885885, 3885383

N
g

Solomon B, et al. Presented at WCLC 2017, Yokohama, Japan, 15-18 October, 2017; Solomon B, et al. Lancet Oncol 2018;19(12):1654—67
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Aectinib

100 -
90
80
70
60 -
50

12-month PFS rate:
| 78% (95% Cl, 70-84)

Lorlatinib

[2:monih RS et Median PFS, months NE 9.3
 39% (9% C1, 30-49) (95% Cl) (NE-NE) | (7.6-11.1)

NN
(@)
|

30 1
20 -
10 7

Progression-free Survival
(% of Patients)

Crizotinib

o 3 6 9 12 15 18 21 24 27 30 33 *By stratified log-rank test.

No. at Risk Months
Lorlatinib 149 129 118 113 105 73 59 33 20 11 4 2
Crizotinib 147 120 84 62 39 19 16 8 4 2 1 0

BICR, blinded independent central review; Cl, confidence interval; HR, hazard ratio; NE, not estimable; PFS, progression-free survival Solomon ESMO 2020
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Hypercholesterolemia®

Hypertriglyceridemia®
Edema’

Weight increased
Peripheral neuropathy®
Cognitive effects’
Diarrhea

Anemia

Fatigue®

Hypertension

Vision disorder®

ALT increased
Constipation

Mood effects’
Nausea

AST increased
Vomiting
Hyperlipidemia
Dysgeusia
Decreased appetite
Bradycardia

Cluster term
ALT, alanine aminotransferase; AST, aspartate aminotransferase.

| start with...

Lorlatinib (n=149)

Crizotinib (n=142)

Lorlatinib

Grade 3-4

® Any grade

Solomon ESMO 2020

80%

70%

60%

50%

40%

30%

20%

10%

10%

20%

30%

40%

50%

60%

70%



(GUSTAVE/

2250 Safety profile of second-generation ALK TKI

70% !
60%
50% M Fatigue
40% M Diarrhoea
30% M Nausea
20% * B Transaminases
0% : X — I
CrizoGrade 12 CrizoGrade3-4  CeriGrade1-2 CeriGrade3-4  AlecGrade1-2 AlecGrade3-4  BrigaGrade1-2  BrigaGrade3-4  lorlaGrade1-2 Lorla Grade 34
- Crizotinib a Ceritinib (450 mg) o Alectinib a Brigatinibt - Lorlatinib# ]
Profile 1014 ASCEND 8 ALEX ALTA-1L NCT01970865
AEiz':eer;i:ial Oedema Abdominal Pain Myalgia IncreaseIT?psahse & CPK Hypel:llccl:z::lesetf‘:;,lemia

Adapted from M. Perol. Solomon B, et al. N England J Med 2014;341:2167-77. Cho B, et al. J Thorac Oncol 2017;12(9):1357-67, Peters NEJM 2017;377(9):829-38;
Camidge D. Presented at WCLC 2018, Toronto, Canada, 23—-26 September, 2018; Besse B, et al. J Clin Oncol 2018;36(suppl 15):9032
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pmones K RO S 1

Exon G : Exon 32

cp74 & P2 Kinase
_Exon 6 1 Exon 34 CD74-ROS1
g = Kinase
Exon 10 1 Exon 34
EZR s BS Kinase EZR-ROS1
Exon £ 1 Exon 32
SLC34A2 = | Kinase
Exon 4 ! Exon 34 SLC34A2-ROS1

il
212 Kinase
Exon 2 § Exon 34

tpm3 [[Eelisdeoll i Kinase TPM3-ROS1

Exon 2 1| Exon 32

sDcCa ! 2 Kinase
Exon 2 : Exon 34 SDCA4-ROS1
1= Kinase
Exon 16 1 Exon 35
LRIG3 W ioase LRIG3-ROS1
Exon 7 : Exon 35
FIG : Kinase FIG-RO51

Exon 6 1 Exon 34

ccoce PEERESIIN:  Kinase CCDC6-ROS1
1% of NSCLC = 15 000 people worldwide, around 200 to 300 in France/year
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Sl ROS1 rearrangement (~2%)

Best Response N=50. Crizotinib

ORR: 72%

X mPFS =19
%
o Bl
: e
Q
po®t
& 6o~
_80_
-100

Shaw — NEJM 2015
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BRAFV®9%E jn NSCLC : ID

PFS (probability)

Prognostic value

Progression free survival

' s ALK

ROS1

RET
mPFS= 4.1 mo BRAF
= VIETA14 :
=== No mutation

0 10 20 30 40 50

Time (months)

Low rate brain Mets at dmgnos:s

Planchard ASCO 2020, Negrao WCLC 2018 & 2019 Dudnik JTO 2018, Cardarella CCR 2013
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= I BRAF or BRAF + MEK inhibitors?
;
3 1 Dabrafenib Dabrafenib + Trametinib
i 2" |ine 2" line
'?",n 0. ORR: 33% ORR 62.3%
3 PFS: 5.5 PFS: 9.7m
g A
51 40
e g
g 20+
2 0 52 ¢
£ L e
W Eg 60
£0- 53
;:ﬁ N Best confirmed response R
-80- 100 —
100 i
Patient Patient

Planchard Lancet Oncol 2016, Planchard Lancet Oncol 2016



RET fusion in NSCLC ID

Prognostic value

Never
74%
1.00- Progression free survival
= === EGFR
0.751 p=061 .k
ROS1
g — RET
= 0501 mPFS=4.5 mo BRAF
@ == META14 :
% === No mutation
B-0.25 )
0.001 |

0 10 20 30 40 50

Time (months)

18% CNS mets at Dmgnos:s

Drllon NEJM 2020, Schoenfeld Ann Oncol 2020, Tsuta BJC 2014
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Selpercatinib (LOX0-292): LIBRETTO-1 trial

40 -

20 4

20 A
40 -
-60 -
80 -

100 -

Courtesy of Jordi Remon

Prior platinum (N=105). RR: 64%, mPFS: 17 mo.
Naive (N=39). RR: 85%, mPFS: NE

FDA approval in May 2020
160 mg BID

Goto — ASCO 2020 * Gainor — ASCO 2020 (independent review data in both)

100

Specific RET inhibitors

Pralsetinib (BLU-667): ARROW trial

Prior platinum (N=92). RR: 55%, DoR: NR
Naive (N=29). RR: 66%. DoR: NR

FDA approval September 2020 ——
400 mg daily




Prognostic value

1.00- Progression free survival

_ — EGFR
0751 p=061  __ .k
ROS1
RET
0501 mPFS=5 mo BRAF
[ e META14 :
=== No mutation

PFS (probability)

/ : Wy’ ¥ A
g TR =0
65 o 29% A%

T 10 2 3 40 D
9. 8% Q Time (months)
28% CNS mets at Dmgnos:s

Hong ESMO 2020, Cui Lung Cancer 2020, Gao Lung Cancer 2020
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A First Response
® Death

® Progression
-+ Treatment ongoing

" |Dose M180 mg 360 mg [1720 mg [ 960 mg

10 12 14 16

Patients with NSCLC
Receiving Sotorasib

8
Months

Confirmed PR, n =19

Duration of response*

Median of 10.9
(1.1+ to 13.6) months

Patients with SD, n = 33

Duration of stable disease?

Median of 4.0
(1.4 to 10.9+) months

10/19 responders still in responset

Event-free Probability

Sotorasib (AMG 510)

960mg  All patients
1.0 (n=34)  (N=359)
0.91 Confirmed Objective Response 35.3 322
0.8 Rate, % (35% CI) (19.8,53.5) | (20,6, 45.6)
0.7
0.61
05t =======
0.4 :
0.31
0.2- : i
0.1- : I'I_I
0.0- 1

2 3 4 5 6 7 8 9 10 11 12 13 14 15
Months Since Study Start
Number of Patients at Risk:
50 56 51 39 32 256 23 18 16 9 7 4 3 3 1 O

0o 1

Median PFS: 6.3 (range 0.0+ to 14.9) months

Hong ESMO 2020
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= U HER2 aberrations in NSCLC

HER2 in NSCLC Frequency

Overexpression (IHC 2+ and 3+)

15-30%

Overexpression (IHC 3+ only)

Amplification (ISH)

Mutations

| |
1 it . A | S0 . d

S

Petinml  GECTTTA TG TG TEGGET
o B s AW e WL TGS W

Mutation and amplification are not associated
BM in 47% of HER2-mutant lung cancers (20% baseline)

NTRKA1

Exon 18

insYVMA (~85%)
G776>VC (~8%)

775(778] 777]

insCG (~a4%)

insGSP [~a4%)

BRAF _pikaca

~95% mutations in
Exon 20 are insertions

Gandhi - ASCO 2017 * Arcila— CCR 2012 * Offin — Cancer 2019 * Yamamoto — JNCI 2014 * Maziéeres -JCO 2013

Courtesy of Jordi Remon
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H

md  FDA Breakthrough Therapy Designation May 2020 0,

Courtesy of Jordi Remon

T-DXd: Destiny Lung01 phase Il Trial

Patients
Unresectable/metastatic
nonsquamaous NSCLC

Relapsed/refractory to standard
treatment

HER2-expressing or HER2-
activating mutation®

No prior HER2-targeted therapy,
except pan-HER TKis

RR: 62% s -

80 P

G0

A0

Progression-Free Survival (%)

207

_ 4

Cohort 1 (n = 42)
HER2 expressing (IHC 3+ or IHC 2+)

Cohort 2 (n = 42)
HER2 mutated

T-D¥d 6.4 mg/kg qg3w

PFS: 14.2 mo.

Yver — Ann Oncol 2020 * Tsurutani — Cancer Discovery 2020 * Smit — ASCO 2020



GUSTAVE/

ROUSSY
L

MET 14mut in NSCLC ID

Prognostic value

Others ADC
45% 55%
1.00- Progression free survival
075, p=0.61 — f\f;"
ROS1

> RET
3 0501 MPFS= 3.4 mo .. grar
S —— META14
‘w% === No mutation :
& 0.25 -E|

0.001

0 10 20 30 40 50

Time (months)

17% CNS mets at Dmgnos:s

Mazieres Annals of Onco 2019 Offin JCO PO 2020, Tong CCR 2016
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e /\ MET TKI in METex14 NSCLC
Dose Line N RR (%) PFS (mo.)
CRIZOTINIB Naive 24 25
(PROFILE 1001) 20 M&BID >2nd | 41 37 73
Naive (cohort 5B) 28 68 12.4
CAPMATINIB 400 mg BID 2" L (cohort 6) 27 48 8.1
(GEOMETRY) 2nd/3rd | (cohort 4)* 69 41 5.4
Naive 43 44
TEPOTINIB. 500 mg QD 2Md | 33 48.5 8.5
(VISION) 3rd | 23 48.2
600 mg QD (> 50 Kg) Naive 28 46 5.6
SAVOLITNIB 400 mg QD (< 50 Kg)  Pre-treated 42 41 13.2

*88% chemotherapy, 26% ICI, No previous MET inhibitors

Drilon- Nature Med 2002 * Wolf —=NEJM 2020 * Garon — AACR 2020 * Groen —ASCO 2020 * Paik- NEJM 2020 * Lu — ASCO 2020

Courtesy of Jordi Remon
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=k New treatment paradigm in NSCLC

Oncogene addiction

PD-L1

EGFR

Targ ies

Algorithm by Jordi Remon

Modified from Jordi Remon

NTRK

PD-L1< 1%

PD-L1 1-49% PD-L12 50%

Immunotherapy ?

Chemotherapy + Immunotherapy

Immunotherapy + Immunotherapy



Is still the king

PD-L12> 50%




CANCER CAMPLUE
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PD-L12 50% or high
Pembrolizumab 1st line (KEYNOTE 024)

.....................................................................................................................................................................................................................................................................................................

0%

Reck NEJM 2016

Events,n HR (95% Cl)

100
%0 Pembrolizumab? 73 0.63
' (0.47-0.86)
80+ P=0.002°
70-
60; Median (95% Cl)
B0 cccsscssccssssssssscsscsssssscsy == sl DR 30.0 mo(18.3mo-NR)
40- i 14.2 mo (9.8 mo-19.0 mo)
304 '
20+
10-
0

3 6 9 12 15 18 21 24 27 30 33



w0025/ PD-L12 50% or hlgh First-Line single agent 10

PEMBROLIZUMAB ATEZOLIZUMAB TC3 /1C3

o KEYNOTE 024 et IMPOWER 110

90 : N (%) (95/ cl)
Pembrolizumab 154 103 (66.9) 0.82

Median (35% Cl) Chemotherapy> 151 123 (81.5) (0.48-0.81)

704 26.3 mo (18.3—40.4 mo)
o 13.4 mo (9.4-18.3 mo)

e Atezolizumab

Chemotherapy
50+

40+

Owerall Survival, %

30+

., 26.3 mo vs 13.4 mo i 20.2 mo vs 13.1 mo . |
11 HR= 0.62 (95% Cl, 0.48 tq 0.81) 14 HR=0.59 (95% Cl, 0.40 to 0.89)

0

Overall Survival (%)

0 6 12 18 24 30 3 42 -_'fssmwu16132&?1242&23m32343533
ﬁm,mﬁﬂms

CEMIPLIMAB DURVALUMAB IV

EMPOWER LUNG-1 ; MYSTIC

08—
06—
04 =

122.1 mo vs 14.3 mo J S 12416.3 mo vs 12.9 mo
HR= 0.68 (95% Cl, 0.53 to 0.87)' HR=0.76 {95% Cl, 0.58 to 1. 019)

L] L] L] L] L] L] L] L] L] L] L] L] L] L] 1 I:Iﬂl J :

’ n -
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 0 3 5 9 13 ‘3 15 21 34
Month TP T Time from randomisation (manths)

Probability of OS

Probability of overall survival

Brahmer ESMO 2020; Herbst NEJM 2020 ; Sezer ESMO 2020 ; Rizvi ESMO-I0 2018
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A

10 effacy and

Tumor burden evaluated through RECIST target size

e Secondary analysis pooled individual-
participant data from

* OAK (NCT02008227, July 7, 2016 data cutoff),

* POPLAR (NCT01903993, May 8, 2015 data
cutoff),

* BIRCH (NCT02031458, May 28, 2015 data cutoff)
* FIR(NCT01846416, January 7, 2015 data cutoff).

* All analyses were based upon patients with
NSCLC who received atezolizumab treatment.

* N=1461 pts

e Baseline SLD is an
independent predictor of
survival outcomes

100% -

Survival probability
3
2

0% 1

75% 1

25% 1

SLD
- < median

—— 2 median

3 6 9 12
Months

15

18 21 24

SLD = sum of longest diameters of target lesions.

Hopkins Semin Oncol 2019
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Rear N 1O or CT effacy and tumor burden
a case control study

Patient pairs, n HR (95% CI) p
. S |
» Case-control patients, n=91 i |
_ . i 17 - 048 (0.21-1.02)  0.063
e 144 NSCLC patients treated with IO A 53 - 040 (020-076) 0007
* 413 historic controls treated without 10 VB 51 —5—'— 0.63 (0.401-0.95)  0.032
* Matched for stage, PS, histology, driver RECIST, mm
mutation, smoking status, initial 22-57 0.38 (0.17-0.69)
treatment (CT vs CT-RT) 58-94 0.40 (0.19-0.77)
. . 95-141 0.59 (0.30-1.10)
 Tumor size was analyzed using g . e
RECIST 1.1 criteria Age |
<66 45 —n—i— 0.44 (0.26-0.67)  0.0004
>66 46 . S 0.61 (0.38-0.97) 0.037
. . ECOG |
* Benefit of 10 restricted to small |
0 22 = 0.55 (0.27-1.06)  0.079
tumors 1 59 —=— 0.52 (034-0.78)  0.0025
2-3 10 ] 052 (0.17-1.24)  0.14
Overall 91 —:I— 0.53 (0.37-0.72)  0.0004
01 02 03 05 1 > 3 1o

Faehling Oncology 2019

Immuno-oncology better Historic controls better

19



w0025/ PD-L12 50% or hlgh First-Line single agent 10

PEMBROLIZUMAB ATEZOLIZUMAB TC3 /1C3

o KEYNOTE 024 et IMPOWER 110

90 : N (%) (95/ cl)
Pembrolizumab 154 103 (66.9) 0.82

Median (35% Cl) Chemotherapy> 151 123 (81.5) (0.48-0.81)

704 26.3 mo (18.3—40.4 mo)
60 13.4 mo (9.4-18.3 mo)

50+

e Atezolizumab

40+

Owerall Survival, %

30+

., 26.3 mo vs 13.4 mo i 20.2 mo vs 13.1 mo . |
11 HR= 0.62 (95% Cl, 0.48 tq 0.81) 14 HR=0.59 (95% Cl, 0.40 to 0.89)

0

Overall Survival (%)

0 6 12 18 24 30 3 42 _'"ssm]?14161320?12425233ﬂ32343533
-nm,maﬂlhs

CEMIPLIMAB DURVALUMAB IV

EMPOWER LUNG-1 ; MYSTIC

08—
06—
04 =

122.1 mo vs 14.3 mo J S 12416.3 mo vs 12.9 mo
HR= 0.68 (95% Cl, 0.53 to 0.87)' HR=0.76 {95% Cl, 0.58 to 1. 019)

L] L] L] L] L] L] L] L] L] L] L] L] L] L] 1 I:Iﬂl J :

’ n -
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 0 3 5 9 13 ‘3 15 21 34
Month TP T Time from randomisation (manths)

Probability of OS

Probability of overall survival

Brahmer ESMO 2020; Herbst NEJM 2020 ; Sezer ESMO 2020 ; Rizvi ESMO-I0 2018
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Hyperprogressive disease

100+
45%
1 Log-rank P=.003
a0% - ;
30- L
35% - © |
30% - = CR/PR = B
25% - £ 90
= SD e
3 |
20% - = PD = 40 ,
15% - © ] ]
M PseudoPD E Progressive disease without
10% - (o] L hyperprogression
5% - = HPD 20 - :
0% L -~ ; .
T . . T Y Hyperprogressive disease _I
R L R N = 406 0 - - - |
C &o 0 6 12 18 24
R '
Time From Start of Immunotherapy, mo
ession 138 49 17 - 1

Hyperprogression : 13,8% 2 4 1 :

Ferrara— Jama Oncol 18



wves’ PD-L12 50% or high : 10 vs CT-10 vs 10-10

CANCER CEMPUE f LY
FRAND FORls

PEMBROLIZUMAB [EDYEELNA PEMBROLIZUMAB  Rislu

KEYNOTE 042 + CHEMOTHERAPY
KEYNOTE 189

b
,’q‘-\"\u‘u Pembrolizumab
20.0 mo vs 12.2 mo M%““L — 27.7 mo vs 10.1 mo

“Ch:arnc»lthem 'y -
HR= 0.69 (95% Cl, 0.56 to 0.85) P HR=0.59 (95% Cl, 0.40 to 0.86)

¥ L L L T T L4

6 12 18 24 30 36 42 O =1 12 18 24 30 36 422

IPILIMUMAB-NIVOLUMAB CT + IPILIMUMAB-NIVOLUMAB

CHECKMATE 226 PD-L1 250% SLA PD-L1 250%

80 4 BT — . .44-(0.99a

ol 7% oy you HR 0.66 (0.44-0.992)
i 2-year overall survival b IRy

80 + | Jig I/ L% ey

| 429% = "

a0 1 ;

40 +

304 307

| | ; - | 18.0 mo,vs 12.6 mo

20 _‘| Chematherapy

01 21.2 mo vs 18.1 mo vs 14 mo HR= 0.66 (95% Cl, 0.44 to 0.99)

ﬂ | T T T T T T T T T T I T T 1 T T 1 1 | 1 1

L T
] 3 B 9 12 16 18 21 24 27 30 33 36 39 42 45 3 6 9 12 15 18 21 24 37 30
Mok The Lancet 2019 ; Rodriguez-Abreu ASCO 2020; Hellmann NEJM 2019; Reck ASCO 2020

NIVO + IPl + chemo

LN
21%1

SRR

Patients Who Survived (%)




wves’ PD-L12 50% or high : 10 vs CT-10 vs 10-10

CANCER CEMPUE f LY
FRAND FORls

PEMBROLIZUMAB [EDYEELNA PEMBROLIZUMAB  Rislu

KEYNOTE 042 + CHEMOTHERAPY
KEYNOTE 189

b
,’q‘-\"\u‘u Pembrolizumab
20.0 mo vs 12.2 mo M%““L — 27.7 mo vs 10.1 mo

“Ch:arnc»lthem 'y -
HR= 0.69 (95% Cl, 0.56 to 0.85) P HR=0.59 (95% Cl, 0.40 to 0.86)

T | T | T T T
& 12 18 24 30 36 ' (=1 12 18 244 30 36 42

IPILIMUMAB-NIVOLUMAB T + IPILIMUMAB-NIVOLUMAB

CHECKMATE 226 PD-L1 250% PD-L1 250%

80 1 67% HR 0.66 (0.44-0.99?)
i _.i 2-year overall sunvival
60 4 e

. I L0 - A A
| : 4294 = NIVO + IPI + chemo
50 _l n . oy~ -y

: : et et

40 4 T 51%1  C@e
gﬂ_! ; 38%0 1
| | ; - | 18.0 mo,vs 12.6 mo

20 _‘| Chematherapy

01 21.2 mo vs 18.1 mo vs 14 mo HR= 0.66 (95% Cl, 0.44 to 0.99)

Cl- T T T T T T T T T T I T 1 T 1 T 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 3 6 9 12 1'5 18 21

Patients Who Survived (%)

Mok The Lancet 2019 ; Rodriguez-Abreu ASCO 2020; Hellmann NEJM 2019; Reck ASCO 2020
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e 1\ Chemo-IO, 10-10, or I0O-mono
Conclusion 1

*PD-L1 2 50%
* |0 is a good option for selected patients
(low tumor burden...)
* |0-10 does not appear to be better than 10

* CT-10 might be a better option for aggressive
disease

* CT-10-10 does not appear to be better than CT-10
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ROEs= PD-L1 IHC
Is still the king
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4 13.4 movs. 12.1 mo.
1 HR0.92 (95% CI 0.77-1.11)

PD-L1 1-49% : 10 vs CT-IO

PEMBROLIZUMAB
KEYNOTE 042

PD-L1 1-49%

Pembrolizumab

Chemotherapy

70+
60+
50 4
40 -
30 ~
20 -

Overall Survival (%)

| HR=1.04 (95% Cl, 0.76 to 1.44)

T T T T T T 1
6 12 18 24 30 36 42

ATEZOLIZUMAB TC1-2
j IC1-2-wT

IMPOWER 110
== Chemotherapy

12.9 mo vs 14.0 mo

2 4 6 8 10 12 14 16 18 20 22

Mok The Lancet 2019, Rodriguez-Abreu ASCO 20, Reck ASCO 2020; Herbst ESMO-10 2019

100

S0
=20
Fa e
S0
S0
40
30
=20
10

20 A

KEYNOTE 189

21.8 movs 12.1 mo
HR 0.66 (95% Cl 0.46-0.96)

PEMBROLIZUMAB
+ CHEMOTHERAPY

PD-L1 1-49%

T ¥ ¥ T
=3

O

9LA

HR— 0. 51 (95% C,'I 0.44-0. 84)

12 18 244 30 36 42

CT + IPILIMUMAB-NIVOLUMAB

HR 0.61 (0.44-0.842)

NIVO + IPl + chemo

PD-L1 1-49%
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e 1\ Chemo-IO, I0-10, or I0O-mono
Conclusion 2

*PD-L1 1-49%
* Single 10 is a poor option
* |0O-10 does not appear to be better than 10
* CT-10 is the standard of care
* CT-10-10 does not seem to be better than CT-10
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INSIGNA trial ongoing

2nd-line treatment®

1st-line treatment*

Pemetrexed 500 mg/m? IV over 10 min
followed by

Y

¥

Pembrolizumab 200 mg IV owver 30 min on day 1t

R Carboplatin AUC 6 |V over 30 min on day 1
A
g 2nd-line treatmentil
?tlrﬂ'alf:ii?tifa: 0 1stine treatment Pembrolizumab 200 mg IV over 30 min
. 115 usrt' M followed by
(tumor proportion I » Pembrolizumab 200 mg IV over 30 min on day 11 » | Pemetrexed 500 mg/m? IV over 10 min
score 1%-49% — followed by
o 5.{]%} A Carboplatin AUC 6 IV over 30 min on day 1
» Smoking status T 1stdine treatment"
(ever vs never) |
0 Induction® Maintenance™ 2nd-line treatment
N Pembrolizumab 200 mg IV over 30 min Pembrolizumab 200 mg IV over 30 min ne freetme
followed by followed by _ -
Pemetrexed 500 mg/m? IV over 10 min ™ | Pemetrexed 500 mg/m? IV over 10 min " Not specified
followed by on day 1
Accrual goal = 846 patients. Carboplatin AUC 6 IV over 30 min on day 1

Cycle = 3 weeks (21 d).
*Repeat until progression or maximum of 2 years. If patient does not progress onto 2nd-line treatment, proceed to long-term follow-up. If maximum treatment duration is reached prior to progression,
or treatment is discontinued for any reason, patient remains in observation until progression.

if no progression by 2 years of pembrolizumab (MK-3475), patient continues on observation until progression, at which time proceed to 2nd-line therapy within 6 weeks of progression.

*Repeat for 4 cycles or until disease progression. Pemetrexed can then be given as maintenance until disease progression per standard of care.

iFollowing completion of 2nd-line treatment, patient will proceed to long-term follow-up.

IRepeat for 4 cycles or until disease progression. Pembrolizumab and pemetrexed can then be given as maintenance until disease progression or 2 years of pembrolizumab treatment in total.
Pemetrexed alone may continue per standard of care.

TRepeat for 4 cycles, then proceed to maintenance. If disease progression occurs prior to the completion of 4 cycles, patient should instead enter long-term follow-up and continue to the 2nd-line
treatment off study, per standard of care.

**Repeat for 2 years of total treatment across induction and maintenance, or until disease progression. If after 2 years there is no progression, pemetrexed alone may continue per standard of care.
t*Patient enters long-term follow-up and receives 2nd-line treatment off study, per standard of care.

PD-L1 = programmed death-ligand 1.
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ROUSSY, PD-L1<1% CT-10 vs 10-10

LANCER CAMPUE f
FRANE Fols

PEMBROLIZUMAB PD-L1<1% IPILIMUMAB-NIVOLUMA BRLAERSEL
+ CHEMOTHERAPY Sy CHECKMATE 227

KEYNOTE 189

1-Yr overall
survival

2-Yr overall
survival

17.2 mo vs 10.2 mo
HR = 0.51 (0.36-0.71)
T |

O =1

CT + IPILIMUMAB-NIVOLUMAB

9LA PD-L1 <1% CHECKMATE 227

HR 0.62 (0.45-0.85?)

1-wear ovarall surdval
R

7 0\0/
fJs0

2-yaar overall survival

1004
M Nivolumab + Iplimumab
| 5%

o
—é'l"—-:.
| &
I
I
I

- tw;_,_.ﬂ NIVO + IPl + chemo
5% A=l V-

Patients Who Survived (%)

116.8 mo \IS 9. 8 mo, - ape—en Ty Nrvolumab + chemotherapy
HR=0.62 (95% ClI, 0.45-0.85) 17.2 mo VS 15 2vs 12, 2 mo Crenoesy

3 3] ‘.3 1"T 16 18 21 24 ""? BD 333535 42 #E

Rodriguez-Abreu ASCO 2020 ; Hellmann NEJM 2019; Reck 2020
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e 1\ Chemo-IO, I0-10, or I0O-mono
Conclusion 3

*PD-L1 <1%
* Single 10 is NOT an option
* (CT)-10-10 has interesting preliminary data
* CT-10 is the standard of care



GUSTAVE/

CANCER CAMPLUE
FR&HD FoR s

o Neoadjuvant IO

L ]
ICl studies : Chemo-ICI studies
L]
PCR (%) ;
L ]
L ]
MPR (%) ]
L]
L]
T 83%
L ]
L]
L]
L]
L]
L]
" 57%
L ]
: 60%
33% y 0
L]
45% 41% L]
31% © 59%
L ]
17% . 19% 19% . 33%
. 29% . A 14% ] 18%
15% 9% 5% 15% o 0% 7% .
L]
Nivolumab Nivolumab Nivo + Ipi  Atezolizumab Pembrolizumab Sintilumab Atezolizumab Durvalumab : Nivo + CT Atezo + CT Durva + CT

MK3475-

Forde et al. NEOSTAR 223 Lietal. PRINCEPS [o]\] Y of0} COLUMBIA | SAKK16/14
N 22 23 21 101 15 40 30 50 i 46 14 67
Stage I-IlIA I-IlIA IB-111A 1-11 IB-1l1A I-11A IB-1I1A ’ A IB-111A 1A (N2)
Surgery 95% 96% 81% 89% 87% 93% 100% 92% : 90% 79% 82%
RR 10% 22% 19% 7% NR 20% 7% 9% ’ 74 57% 58%
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