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Enfermedad avanzada sin diana
EMPOWER-Lung1 3 Years Survival and Continued Cemiplimab Beyond Progression plus Chemotherapy

Study Design Progression Free Survival
/ N I _ ' .-
Key eligibility criteria Arm A : e :
« Treatment-naive advanced NSCLC Cemiplimab monotherapy ) ?ptlo:!al f 2 0 |TT 3yeal' Outcomes
«PD-L1250% N 35) g |V Q3W o e 2 08
*No EGFR, ALK or ROS1 mutations Treat until Progressive Disease or 108 7 cemflptllma th yace 3 07
*ECOG performance status 0 or 1 weeks O o ny g- Gl Patients n Median os months
« Treated, clinically stable CNS metastases and . H 0 06 ’ !
controlled hepatitis B or C or HIV were allowed R1:A § z. 05 ‘
. — = Cemiplimab BT 284(%%Cl 194 274)
Stratification factors . Optional crossover to ‘B 04
«Histology (squamous vs non-squamous) g 4-6 cycles of investigator's choice P’;g:::" cemiplimab o]
*Region (Europe, Asia or ROW) chemotherapy monotherapy -8 03 ; Chemothefapy 355 137 (95% Cl 112 162)
|4 0'2- ) b3t | =
Endpoints o
- Seconsay: ORR (e, DOR, FRQoL and sty mry ' ul HR, 0.63 (35% CI, 0.52-0.77); P=0.0001
\ 4 ."L““W*ﬁgﬁwmuu L o o o e e e e e e e
’ Month 0 2 4 6 8 101214 16 18 20 22 24 26 26 30 32 34 36 38 40 42 44 46 48 50 52 54 56
PD-L1250% population (N=565) Patients at risk
PD-L1 testing by 22C3 assay performed per instructions for use o= any Asp A2 ~“e T 1 A on ap a
Cemiplimab 357 321 286 269 254 220 215202190 178 169159 147130110103 88 63 2 ¥ X B 1 1310 6 1 1 0
Overall Response Rate ey SHIERIL RO BITBE 676058552116 42101
10 .
= —— 0 1 Overall Survival ITT: 3-year outcomes
08+
Cemiplimab Chemotherapy Cemiplimab Chemotherapy o y ;
(n=357) (n=355) (n=284) (n=281) % 1 Patients,n  Median PFS, months
Objective Response Rate (ORR: CR+PR) 151 (42.3) 76 (21.4) 132 (46.5) 59 (21.0) 2u 0
95 Cl for ORR (n%) (37.1,41.8) (17.3,26.0) (40.6, 52.5) (16.4,26.2) 3 7 Cemiplimab 37 6.3(99% Cl 46,8.3)
Odds ratios (range), two-sided p-value 2.691 (1.936, 3.740) p <0.0001 3.264 (2.255, 4.724) p <0.0001 g 047
Best Overall Tumor Response, n (%) 0 0137 Chemolherapy 355 53 (95% C|, 43, 60)
Complete Response (CR) 29 (8.1) 7(2.0) 23(8.1) 6(2.1) & 027
Partial Response (PR) 122 (34.2) 69 (19.4) 109 (38.4) 53 (18.9) 047 HR, 0.56 (95% CI, 0.47, 0.67); P=0.0001
Stable Disease (SD) 90(25.2) 175 (49.3) 65 (22.9) 142 (50.5) e o o 1 1,
Non-CR/Non-PD 2(0.6) 4(1.1) 2(0.7) 2(0.7) Month 0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 (rle a:nﬁegxmww HR hzard rao, T, tenton+o-teat, 08, overal surwval, PFS, progresson
HesN eame ) sl (5 Ay RIS P M BB BB RT BB BN RO 65210000
Not Evaluable (NE) 38(106) 44 (124) 25(88) 3(117) Chemotherapy 52622767 4 A T B R 887765222111 1000000 Data ctof date: 4 March 2022
Median DOR, months (95% Cl) 23.6(18.6, 33.0) 59(4.3,6.3) 23.6(16.8, 33.0) 59(4.3,6.5) Mustafa Ozgﬁroju Content of i presentabon i copyRght and resgonsiity of the author Permission  reque for re-use

Cl, confidence interval; ITT, intention-to-treat; PD-L 1, programmed cell death-ligand 1; ORR, objective response rate; DOR, duration of response
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EMPOWER-Lung1 3 Years Survival and Continued Cemiplimab Beyond Progression plus Chemotherapy

Demographic Characteristics

ITT Beyond Progression

1 _ Cemiplimab Cemiplimab
n (%), unless stated otherwise (n=357) (N=64)
Age

Median (Q1 : Q3) 63.0 (58.0 : 69.0) 62.5 (57.5: 69.0)

=65, n (%) 157 (44.0) 28 (43.8)
Sex

Male 313 (87.7) 55 (85.9)

Female 44 (12.3) 9(14.1)
Region of enrolment

Europe 276 (77.3) 51(79.7)

Asia 39 (10.9) 7(10.9)

Rest of the world 42 (11.8) 6 (9.4)
ECOG performance status score

0 96 (26.9) 20 (31.3)

1 261 (73.1) 44 (68.8)
Histology/Cytology, n (%)

Squamous 160 (44.8) 37 (57.8)

Non-squamous 197 (55.2) 27 (42.2)
Cancer stage at screening n (%)

Stage Il 63 (17.6) 12 (18.7)
Stage IV 294 (82.4) 92(81.3)

ECOG, Eastem Cooperative Oncology Group; ITT, intention-to-treat; Data cutoff date: Left column - March 4, 2022; Right column - March 1, 2020

Objective Response Rate

Cemiplimab Beyond Progression N=64

Period 1 Period 2
Objective Response Rate (ORR: CR+PR), n (%) 19(29.7) 20 (31.3)
95% Cl for ORR (range %) (18.9,42.4) (20.2, 44.1)
Best Overall Tumor Response, n (%)

Complete Response (CR) 0 3(47)

Partial Response (PR) 19(29.7) 17 (26.6)

Stable Disease (SD) 28 (43.8) 35(54.7)

Non-CR/Non-PD 0 0

Progressive Disease (PD) 13(20.3) 9(14.1)

Not Evaluable (NE) 4(6.3) 0

Cl, confidence interval
Data cutoff date: March 1, 2020 - Left Column; Oct 1, 2021 - Right column
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EMPOWER-Lung1 3 Years Survival and Continued Cemiplimab Beyond Progression plus Chemotherapy

Survival Continued Cemiplimab Beyond Progression plus Chemotherapy

Cemiplimab Beyond Progression N=64

Period 1+2 Period 2

0S Randomization to Death 1 of ot
Treatment to Death
Median (95% CI, months) 27 .4 (23.0, 31.8)* 15.1(11.3, 18.7)
Estimated Survival Probability, % (95% CI)
6 months 100 (NE, NE) 91.9 (81.6, 96.95)
12 months 91.8 (81.4, 96.5) 56.8 (43.0, 68.5)
24 months 60.5 (46.6, 71.8) 26.2 (14.3, 39.8)
36 months 32.3(20.1,45.1) NE (NE, NE)

*Includes the 15.1 months of survival beyond progression. Cl, confidence interval; OS, overall survival, NE, non-evaluable

Data cutoff date: March 4, 2022

Continued cemiplimab with addition of chemotherapy beyond progression appears superior to historical data for
hemotherapy in the 2" line setting where median OS is 8.4 months (range: 5.6 - 11.2) (Bersanelli et al., Lung Cancer, 2020)
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Sintilimab plus anlotinib versus platinum-based chemotherapy as first-line therapy in metastatic
NSCLC (SUNRISE)

Study Design Overall Response Rate
An Open Label, Multi-center, Randomized, Phase 2 Study 60 -
- ORR: 50%
Key Eligibility Criteria Sintiimab (Sint) 200mg iv D1 + == (95%CI:33.8-66.2)
Anlotinib (Anlo) 12mg PO D1-14 X 50 - o
* Metastatic NSCLC" (Stage IV) Treatment until PD, < .
+ EGFR/ALK/ROSL negative R intolerable toxicity, D 45 .
* No prior systemic treatment for ~ — 11 - 3 patient withdrawal, & ORR: 32.6%
Maiiiiatit Hiiacsa Platinum-Doublet Crossover Sintilimab of death 40 - .
Chemotherapy | permitted - o iv DA (O] (95 %C1:19.1 -48.5)
+ ECOGPSOorl . Q3W, 4-6 Cycle! after PD mgiv 2
+ 18to 75 years N=98 | pemetrexed maintenance (NSQ) Q3w o 35 CR=00A’
Q.
0 -
e ; o 30 PR=47.5%
Stratification Factors Endpoints + Patients with asymptomatic brain metastases are eligible o
* Histology (Squamous vs non-Squamous) ~ « Primary: ORR 1 NSQ: pemetrexed + carboplatin; SQ: gemcitabine + carboplatin; ) 25 - (19/40)
+ PD-L1 expression(=1%vs <1%)5 + Secondary: DCR, PFS, 0S, Safety §Assessed using the PD-L1 IHC 22C3 pharmDx assay >
2 20 4 RD(95%Cl):
O (] .
Statistical Consideration 2 45 - 15.2%(-4.1,34.5)
* A sample size of 87 patients was required under the assumption of an ORR improved from 25% (Platinum-Doublet Chemotherapy) to 50% (Sintilimab+Anlotinib) O 10
with a power of 80% and one-sided a=0.05. With an expected drop-out rate of 10%, a total of 98 patients to be enrolled for 49 participants in each arm. PR=32.6%
* A preliminary interim analysis was conducted when 89 participants were enrolled. (Data cut off: Jul. 15%, 202) 5 (14/43)
0 -
Sint+Anlo Chemo
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Sintilimab plus anlotinib versus platinum-based chemotherapy as first-line therapy in metastatic
NSCLC (SUNRISE)

DOR PFS

104 104
Sint+Anlo SINt+ANID  —
09+ Chemo 09+ Chemo  s—
08 08
07 _ 074
B " mDoR g 08 mPFS
B os 16.3mo (11.3, NE) ¥ ol 10.8mo (8.02,19.25)
- s mPFS
£ 041 mDoR % 047 5.7mo (3.48,6.93)
3 6.2mo (1.6,13.2) ©
03 a 034
02 02
01 01+ I
D 0 © | G D T L) T T L) L) II T
0 5 10 15 20 25 30 0 5 10 15 20 25 30
NO_at risk Time (months) NO. at risk Time (months)
Sint+Anlo 20 15 n 5 2 1 0 Sint+Anlo 43 25 14 8 3 2 )
Chemo 14 8 5 2 1 0 Chemo a6 23 3 2 1 1 0
Patients Events median DOR (95%CIl) Patients Events HR (95%Cl) P
Sint+Anlo 20 8 (40.0) 16.3 (11.3, NE) Sint+Anlo 43 24 (55.8) 0.4 (0.25.0.74 0,002
Chemo 14 12 (85.7) 6.2 (1.6,13.2) Chemo 46 41 (89.1) 4 (0.25,0.74) :
HR was calculated with stratified Cox model, and was stratified by Histology(Squamous vs non-Squamous) PD-L1 expression(21% vs <1%)
PARIS I & .i;ongress P value was calculated with stratified log rank test); Data cutoff : Jul. 15th 2022 ; Median follow-up 13.1 months



Enfermedad avanzada sin diana

Nivolumab plus Ipilimumab 6 month Treatment Versus Continuation in Patients with Advanced
NSCLC (DICIPLE)

Study Design

D.L.C.LLP.L.E (IFCT-1701)
Double Immune Checkpoint Inhibitors in any PD-L1 stage IV non-small Lung CancEr

Multicenter, non-inferiority, randomized phase Il trial Nivolumab
+

Histogically-
proven stage IV Ipilimumab
NSCLC: ‘ 1 mg/kg qbw
Measurable

Primary endpoint : PFS from randomization

Prog

disease

Bﬂi‘g'o):gn:]azt:v ‘ At 6 months
ig 0-715 + L IR patientaiwith Secondary endpoints : safety and tolerance, overall
Any-PDLylears Ipilimumab J ;;:zzsmei:::t;‘_’; survival, quality of life, PD-L1 tumour expression
w/0 EGFR/ALK 1 mg/kg q6w prognostic and predictive value

. n= 868
alterations - '
istation= Strafiflcation fadiors: CT-scan f.u g8 weeks for 1 year, then q12 weeks in bc
_ : SCC/non-SCC ams
naive PD-L1 (<1%, 1-49%, >50%) Nivolumab

n= 1360 Ever smokers/never-smokers . Prog 3mg /kg q2w +
response: PR/SD Arm B Ssanaton G Ipilimumab

PS =0 vs. PS=1 y
- 1 mg/kg q6w

ClinicalTrials.gov: NCT03469960




Enfermedad avanzada sin diana
Nivolumab plus Ipilimumab 6 month Treatment Versus Continuation in Patients with Advanced

NSCLC (DICIPLE)
(RIFCT

Patient Disposition

Not included (n=23)

Screened (n =288) Data cut-off: Aug. 01%, 2022

Database export: Aug. 23" 2022

A

Included (n =265)

Did not received induction (n=4)
n=1 death, n=1 ineligible (CSI> 10 mg), n=1 4
EGFR mutation, n=1 investigator’s decision

Not randomized (n=190, 72.8%)

18! patient accrued: May 2018
Last patient accrued: Jan. 2021

Induction i.o. received

~Progression (n=138) (n=261)
- Toxicity (n=30) < 3
- Death (n=11) 68.6% .
- Other (n=9) Randomized (n=71) I 27.2% of randomization rate
- intercurrent event (n=2)

Arm A — Continuation Arm B — Stop and Go

(n=36) (n=35) Observation not applied (n=1)

Sequence 2 not received (n=1) 1 < v > Patient’s decision

Residual toxicity

Observation (n=34) Study withdrawn (n=6)

death (n=1), second cancer (n=3),
_ |investigator’s decision (n=1),
" |progression (n=1)

(n=35)

Continuation received
Study withdrawn (n=29)

A

4

=

Progression (n=14, 48
Toxicity (n=10, 35%):

arthralgia n=1, pancreatitis n=1, On-goin On-going (n=18 . e Subsequent

colitis/diarrhea n=6, gastritis (ng=6) 8 || B ( ) s reCha"enge (n—10) treatment (n=2)

n=1, FEV1 decreased n=1
Patient’s decision (n=2) L » Study withdrawn (n=6)
Death (n=1) Progression (n=6)
Investigator’s decision (n=2) !

. _ Subsequent
Subsequent treatment (n=16) Presented by Gerard Zalcman, M.D. Bichat On going (n'4) treatment (n=6)

Hospital (APHP), Paris, France
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Nivolumab plus Ipilimumab 6 month Treatment Versus Continuation in Patients with Advanced

NSCLC (DICIPLE)
Progression Free Survival

Per protocol population

_ 1

©

2 09

5

308

o7

.

< 06

o

@ 05

o

ga 0,4

=03

S 02

Z o —— Continuation

3 ——6 mo. Stop & Go

g 0

° (4] 10 20 30

a

Time from randomization (months)

Number at risk
Continuation 36 20 12 7
6 mo. Stop & Go 32 27 14 6

Continuation
(N= 36)

Event : N (%) 21 (58.3)

Median PFS: months [95% CI]  20.8 [7.4-36.7)

6-m PFS: % [95% CI] 72.2 [54.5-84.0]
12-m PFS: % [95% CI] 55.6 [38.0-69.9]
p=0.12

40

Arm B
Stop & Go
(N =32)

13 (40.6)
35.2 [19.8-NR]

84.4 [66.5-93.2]
81.2 [62.9-91.1]

Overall Survival

Per protocol population
1 =

o e
=
= 0,8
A S B e
@ 0,7 x
E 0,6 G
g ©
o 0,5
S
0,4
=
= 03
=
5 % Continuation

4
a.

01 ——— 6 mo. Stop & Go
[} 10 20 30 40

Time from randomization (months)

Number at risk
Continuation 36 34 22 9 2
6 mo. Stop & Go 32 31 22 10 2

ArmA Arm B
Continuation Stop & Go
(N=36) (N=32)
Event : N (%) 10 (27.8) 6 (18.7)
Median OS: months [95% CI] NR [36.7-NR] NR [35.2-NR]
12-m OS: % [95% CI] 94.4[79.6-98.6]  96.9[79.8-99.5]
18-m OS: % [95% Cl] 79.3[61.3-89.6]  93.7[77.2-98.4]

p=0.33
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Nivolumab plus Ipilimumab 6 month Treatment Versus Continuation in Patients with Advanced
NSCLC (DICIPLE)

Adverse Events

- Arm A Continuation Arm B Stop and Go
N=35 N=34

Any Grade Grade3  Grade4 Grade 5 Any Grade Grade 3 Grade 4 Grade 5

n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Any adverse 3 (914%) 15(42.9%) 4 (11.4%) 0 (0%) 23 (67.6%) 6 (17.6%) 0 (0%) 1(2.9%)
event

Immune-related 4 (68.6%) 10(28.6%) 0 (0%) 0 (0%) 17 (50%) 1(2.9%) 0 (0%) 0 (0%)
adverse event
(irAE)

Serious Adverse 14 (40%) 9(25.7%) 1(2.9%) 0 (0%) 7 (20.6%) 4 (11.8%) 0 (0%) 1(2.9%)
Event (SAE)
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Nivolumab plus Ipilimumab 6 month Treatment Versus Continuation in Patients with Advanced
NSCLC (DICIPLE)

De-escalation Immunotherapy mAintenance duration trial for stage IV Lung cancer patients

with disease control after chemo-immunotherapy induction A A TG
IFCT-sponsored (2 yeais max)
) S Pemetrexed q3w
H'Stog'clsla's‘gfgn stage Platinum-based chemo? for non-SCC__
Measurable disease * ng:)bm"zsumab :;t?e':t?x::; Primary endpoint:
PS 0-1 mg q3w —— i : .
. 18 - 75 years Maintenance Pembro disease control 18-month PFS from inclusion
Any PDL1 200 mg (SCC) + Randomized 1:1 _ Treatment at Progression: free
w/o addictive mutation Pemetrexed (non-SCC) q3w , .
chemo & io naive Observation for SCC
, Stratification factors:
- SCChon-SCC pemetrexed for non-SCC
Phase Il : 286 enrolled, 114 randomized (40%)  _ Cot! (1%, 149%.250%) 4rm B
1st accrued patient: March 2022 - response: PR vs. SD at 6 mo.
- PSOvs.PS 1

! platinum-based doublet, 4 cycles: carboplatin-paclitaxel for SCC, pemetrexed-platinum for non-SCC
227 weeks + 1 week
S PI: Prof. AC Toffart (CHU Grenoble)

.. 1. _ AT "AAMNA NANANAN A4 ™
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MEDI5752 or pembrolizumab (P) plus carboplatin/pemetrexed (CP) in treatment-naive (1L) non-
Efficacy Data MEDI5752 1500 mg

Randomised cohort (N=41)

small cell lung cancer (NSCLC): A phase Ib/ll trial
Study Design

Pembrolizumab
+ CTx (n=21)

MEDI5752 1500 mg
+ CTx (n=20)

1L Non-squamous NSCLC

Treatment-naive patients with non-squamous NSCLC; EGFR and ALK wild-type

Median follow-up, months (range) 22.8 (0.8-26.9) 14.5 (1.6-27.9)
ORR, n (% 10 (50.0 10 (47.6
NSCLC randomised cohorts NSCLC single-arm cohort 1) (50.0) (47.6)
Disease control rate, n (%) 17 (85.0) 20 (95.2)
ey Median DOR, months (95% Cl) 20.5 (4.1-NE) 9.9 (2.8-NE)
Median PFS, months 15.1 89
MEDI5752 1500 mg + CTx Q3W x 4*  § Pembrolizumab 200 mg +CTx Q3W x 4* MEDI5752 750 mg + CTx Q3W x 4* Median OS, months NR 165
(n=20) (n=21) (n=64) ORR, PD-L1 <1%, /N (%) (95% Cl)  5/9 (55.6) (21.2-86.3)  3/10 (30.0) (6.7-65.2)
"MEDIST52 or pembrofzumab + carboplatin AUC 5 + pemetrexed 500 mg/m? as inial treatment IV Q3W x 4 cycles, folowed by maintenance with MEDIST52 or pembrolizumeb + pemetrexed IV Q3W unfl unacceptable Median PFS, PD-L1 <1%, months 134 9
toxicity, disease progression, or withdrawal of consent.
» Asof 12 July 2022, 105 patients were enrolled in two 1L non-squamous NSCLC dose expansion cohorts PFS
* Results from 91 patients are presented: roo
v 41 patients in the randomised cohorts (MEDI5752 1500 mg + CTx, n=20; pembrolizumab 200 mq + CTx, n=21) 2::
» First 50 patients in the single-arm cohort (MEDIS752 750 mg + CTx) who had at least 8 weeks of follow-up " 3; i
s i UGN, S e MEDI§752 1500 mg + CTx (n-20)
Jerl .
zj: Pemhr(‘w +CTx (n=21)
0.1
0.0 T T T T T T T T T T T T T

Patients at risk
MEDI5752+CTx 201917 161513101010101010 9 9 8 8 7 7 7 7 6 4 3 2 0 0 0 0 O
Pembro+CTx 2121 181717 131210101010 9 8 8 7 6 5 5 s 39242 2 40

I
0 2 4 6 8 10 12 14 16

4 4 4 3 0
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MEDI5752 or pembrolizumab (P) plus carboplatin/pemetrexed (CP) in treatment-naive (1L) non-
small cell lung cancer (NSCLC): A phase Ib/ll trial

Safety Profile

Randomised cohort (N=41) Single-arm cohort
MEDIST521600mg+ CTx | Pembrolizumab+CTx | MEDISTS2 750 mg + CTx T cell Proliferation and Clonal Expansion
(n=20) (n=21) (n=50)
Median duration of exposure to MEDISTS2, cycles (range) 45(1-3) NA 40(1-12) Perpheral D4+ T cel Propartion of new
Any TEAE, () 2(100J) 21{100) (80 proliferation (Ki67+) at C1D8 expanded T cellclones at C2D1
TEAE leading to treatment discontinuation 14(70.0) 6(28.6) 10(20.0)
AI'IY TRAE', n (%) W) (1 000) Vil (1 000) 46 (920) " 750mg+CTx § 1500mg+CTx +CTx 750mg+CTx | 1500mg+CTx +CTx
Grade 4 TRAE 16(800 13619 25500) ~ e - ' —
< I e 1 %8 ns =i
TRAE leading to death (48 1200 2 — =g 101 T
Select AEs (preferred term), % AllGrade | Graded/4 | AllGrade | Graded/d | AllGrade | Grade 3/4 g - & i , ‘
-- s s N e AL,
U 2 £3 e e
ALTinrease 5 0 13 0 0 ) £ o : $Eowl  [Y fully
30 o
AST increase 5 A 95 0 8 2 ‘Z o ¢ f:_’ g - A
- g i 5 32 0% 0551
Hyperthyraidism 40 0 0 0 1 0 I g% i =i g8 '.1
Pneumonitis i) § 95 48 0 0 . . . 88 o . : :
Diarlea 10 5 48 0 4 ) N=45 N=12 N=19 L N=12 N=13 N=16

Flow cytometry data; ==~ Biological and analytical variability TCR sequencing data , tUnique T cell clones not delected al baseline
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Durvalumab (D) = tremelimumab (T) + chemotherapy (CT) in 1L metastatic (m) NSCLC: Overall

survival (0OS) update from POSEIDON after median follow-up (mFU) of approximately 4 years (y)
Overall Survival

StUdy DESign T+D+CT vs CT D+CTvs CT
109 Events/patients, n/N (%) 264‘;;;’6‘?;8 1) 301[3:;159 3) 197 Events/patients, n/N (%) 276/?3‘:1?81 7 301/3;::(89 3)
mOS, months (95% CI) 14.0 (11.7-16.1) 11.7 (10.5-13.1) mOS, months (95% Cl) 13.3(11.4-14.7) 11.7 (10.5-13.1)
08 HR* (95% CI) 0.75 (0.63-0.88) 0.8 HR* (95% CI) 0.84 (0.71-0.99)
Stage IVNSCLC 8 8
s 06 s 064 53.2%
N=1013 (randomised) THDYCT! T (week 16 only) z B
. EGFR,ALKwt q3w 4 cycles + D q4w untll PD Alpha.controued g V4 E 041
+ ECOGPS 0 or 1 endpoints oo
" 8.3%1 83%)
f Treatment-n_alve for D+CTvs CT: o0 0 6 12 18 24 30 36 42 48 54 60 o0 0 6 12 18 24 30 36 42 48 54 60
metastatic disease D+ CTT PFS t Time from randomisation (months) Time from randomisation (months)
: ) trisk _ No. at risk
* Tumour biopsy* and baseline Al ilae D qdw until PD . 0S A SEE NSRS E R ot S ENSENE
plasma sample (fOI' CtDNA) q y Median follow-up in censored patients at DCO: 46.5 months (range 0.0-56.5)
Stratification factors T+D+CiT Vs CT: _ _
+ PD-L1 expression (TC 250% ; gf;s Overall Survival by histology
v8 <50'h) Platinum-based CT NSQ sa
* Disease stage (IVA vs VB - Bnor = Tobect DicT G
\ g ( ) q3w up to 6 cyCIes IEHOB' r:o ths (QSQCI) 17.2 (5:129 421 8) 148 16121’2&0918 3) 13 11(81:(’)26—45 1) ios'sr/v?on th: ‘(DS:CI) 10. 4(0:421‘2 7 115 ::42184 0) 105(;02;‘,1 7
¥ HIStO'Ogy (NSQ VS SQ) HR* (95% CI) 0.68 (0.55-0.85) _0.80 (0.64-0.98) HR* (95% CI) 0.83(0.64-1.08) _0.81 (0.63-1.06)
1.09 1.09

* Durvalumab 1500mg + limited-course tremelimumab 75mg + CT qdw for 4 cycles : :
— One additional dose of tremelimumab post-CT (week 16; 5th dose) E o ; o

* Followed by durvalumab qdw maintenance until PD, and optional pemetrexed qdw?

0.0

—t—% e e s .
0 6 12 18 24 30 36 42 48 54 60
Time from randomisation (months)

0.0

74%%y

—
0 6 12 18 24 30 36 42 48 54 60

Time from randomisation (months)

No. at risk it risk
«CT 14 69 2 103 37 66 25 3 C T¢D’c'r 17 13 3 )
D+CT 2&9 152 116 90 72 59 50 42 20 4 0 D+CT 28 95 GO 36 25 22 17 15 6 1 0
cT 55 " &) 54 38 33 23 9 4 0 CT 12 80 48 32 17 13 9 8 5 0
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KEYNOTE-189 5-year update

5y Progression Free Survival

100+
%0 Events, n (%) Median (95% Cl) HR (95% CI)
80- Pembro + chemo 369 (90.0) 9.0 (8.1-10.4) 050
70- Placebo + chemo 201 (976) 49 (47-55) 14200
60- .
® *
TR T e B T e el ol e e ML "
& 50 8
40+
30+ :
1131%
201
104
0 12 2 % 4 60 72
No. at risk Time, mo No. at risk
Pembro + chemo 410 158 91 49 37 21 0 Pembro + chemo
Placebo + chemo 206 35 8 3 2 1 0 Placebo + chemo
PD-L1 TPS 250% PD-L1 TPS 1%-49% PD-L1 TPS <1%
Pembro + chemo Placebo + chemo Pembro + chemo  Placebo + chemo Pembro + chemo Placebo + chemo
(n=132) (n=70) (n=128) (n=58) (n=127) (n=63)
PFS HR (95% Cl) 0.35(0.25-0.49) 0.57 (0.41-0.80) 0.67 (0.49-0.92) OS HR (95% Cl)
5-y PFS rate” % 128 0 6.5 19 24 0 5-y OS rate,? %

5y Overall Survival

1004
90- Events, n (%) Median (95% Cl) HR (95% CI)
80+ £69.8% Pembro + chemo 329 (80.2) 22.0 (19.5-24.5)
: 0.60
L 0.50-0.72
701 : Placebo + chemo 183 (88.8) 10.6 (8.7-13.6) #2012)
60+
50. ..................................................................... PR R e R T e T s G G S e e
1 £31.3% :

il A7.4% : 23.6%
304 :
20+
10+ Ll 111 |

. 12 2 3 48 60 72

Time, mo
410 283 184 126 95 m 0
206 98 55 34 27 22 0
PD-L1 TPS 250% PD-L1 TPS 1%-49% PD-L1 TPS <1%
Pembro + chemo Placebo + chemo Pembro + chemo  Placebo + chemo Pembro + chemo Placebo + chemo
(n=132) (n=70) (n=128) (n=158) (n=127) (n=63)
0.68 (0.49-0.96) 0.65 (0.46-0.90) 0.55 (0.39-0.76)
296 214 19.8 16/ 9.6 5.3
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KEYNOTE-189 5-year update
Update Patients Completed 35 cicles

n=57
ORR (95% CI),2 % 86.0 (74.2-93.7)
B Best overall response, n (%)
CR 8 (14.0)
- . PR 41 (71.9)
= o’ Median DOR (range),® mo 57.7 (4.2 to 68.3+)
N ]
S T d 3-y OS rate after
: 71.9%
¢ . completing 35 cycles®
" " o 5 Alive without PD or
R subsequent therapy, n (%) - halis)
* = ; ) "
* = A CR I First course follow-up
& * . A PR B First course treatment
> " . . S A SD * Second-course pembrolizumab
* - " @® PD % Began subsequent therapy
o e — N D = R e ey o e S M Death
0 6 12 18 24 30 36 42 48 54 60 66 72
Time, mo

r RECIST version 1.1 by BICR. ®Kaplan-Meier estimate. “Approximately 5 years after randomization. Data cutoff date: March 8, 2022
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KEYNOTE-407 5-year update

5y Progression Free Survival

1004
@ Eventsn(%)  Median (95% Cl) HR (85% Cl)
80 Pembro + chemo 241(86.7) 8.0(6.3-8.5) 062
- Placebo + chemo 265(%4.3) 5.1(43-60) (0.52-0.74)
. 601
X
g {7} (O W | ST Saduteorry e g
| :20.7% : i
" 10.1% He.1% ; :
30+ : :7.5% 13.3% :
: :5.6% :
204 : : :
10 ; f
T L1
0 2 % % A's 5 n
No. at risk Time, mo
Pembro + chemo 278 100 5 40 30 7
Placebo + chemo 281 53 2 20 19 1 0
PD-L1 TPS 250% PD-L1 TPS 1%-49% PD-L1 TPS <1%
Pembro + chemo Placebo + chemo ~ Pembro +chemo  Placebo + chemo  Pembro + chemo Placebo + chemo
(n=73) (n=73) (n=103) (n=104) (n=95) (n=99)
PFS HR (95% Cl) 0.48 (0.33-0.69) 0.60 (0.45-0.81) 0.70(0.52-0.95)
5y PFS rate®, % 15.0 NR 1.8 NR 71 6.7

%

os,

No. at risk
Pembro + chemo
Placebo + chemo

0S HR (95% Cl)
5-y OSrate.? %

5y Overall Survival

1:: Eventsn(%)  Median (95% CI) HR (95% Cl)
80- 647% Pembro + chemo 225 (80.9) 17.2 (14.4-19.7) 0.1
- 5 Placebo + chermo u8(883)  Me(101137) (05085
60+
B0 Nigeee e 3B.0%8 e rveniinse e
40
30+
20+
104
: 0 1I2 2I4 3I6 4I8 6I0 7l2
Time, mo
218 180 100 83 60 10 0
281 137 84 50 3 7 0
PD-L1 TPS 250% PD-L1 TPS 1%-49% PD-L1 TPS <1%
Pembro + chemo Placebo +chemo  Pembro +chemo  Placebo+chemo  Pembro +chemo Placebo + chemo
(n=73) (n=73) (n=103) (n=104) (n=95) (n=99)
0.68 (0.47-0.97) 0.61(0.45-0.83) 0.83 (0.61-1.13)
23 83 206 76 10.7 131



Enfermedad avanzada sin diana

KEYNOTE-407 5-year update
Update Patients Completed 35 cicles

n=55
o
— ORR (95% CI),2% 90.9 (80.0-97.0)
- Best overall response, n (%)
CR 9(16.4)
=
PR 41 (74.5)
— o - ) Median DOR (range),® mo NR (7.1 to 61.5+)
®
- 5 .
- 3-y OS rate after completing 69.5%
¥ * 35 cycles®
’ m Alive without PD or
> " " . subsequent therapy, n (%) giideo)
* } 5
. » - A CR " First course follow-up
- .. A PR B First course treatment
) * = ™ A SD * Second-course pembrolizumab
= ® PD % Began subsequent therapy
! M Death
...................... oA RTSRN, . e RN - O = WSO =X IRV |
0 6 12 18 24 30 36 42 48 54 60 66 72
Time, mo

'Per RECIST v1.1 by BICR. ®Kaplan-Meier estimate. “Approximately 5 years after randomization. Data cutoff date: February 23, 2022.
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IPSOS: Results from a phase lll study of first-line (1L) atezolizumab (atezo) vs single-agent
chemotherapy (chemo) in patients (pts) with NSCLC not eligible for a platinum-containing

regimen
Study design Overall Response Rate
Treatmentnaive stage BV (AJCC Tth edition) NSCLC PD or PR CR
Atezolizumab loss of :
+ Squamous or non-squamous histology 1200 mg IV q3w clinical = i Atezolizumab
* Platinum ineligible because of: L b Chemotherapy
* ECOGPS20r3 A 8.9 (95% CI: 2.4, 15.5)
+ ECOG PS 0 or 1 permitted if 270 years of age Survival I
Vinorelbine follow-up 25 -
with substantial comorbidities or other Oral or IV dosing 16.9%
e . per local PI
contraindictions to platinum chemotherapy oo - R .20
+ EGFR+ (L858R or exon 19 deletion) or ALK+ excluded Choice 4
+ Patients with treated asymptomatic brain metastases Gamcfaling ;’,
ymp IV dosing 215 - 7.9%
permitted per local Pl 8. a
1]
n=453 Q
€ 10 -
Stratification factors: Primary endpoint: Secondary endpoints: Other endpoints:
* Histology (squamous or non-squamous) + 08 + OSrates at6, 12, 18 and 24 months + PROs 5 -
+ PD-L1 expression level by SP142 IHC assay * PFS + Safety
(TC3 or IC3 vs TCO/1/2 or IC0/1/2° vs unknown) + Objective response rate + Exploratory
* Brain metastases (yes/no) + Duration of response biomarker 0 - —
¢+ 0OSand PFS in PD-L1 positive subgroup®  analyses Alezolizumal Chemotherapy
Median DOR, 14.0 78

months
(95% Cl) (8.1,20.3) (4.8,9.7)
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IPSOS: Results from a phase Il study of first-line (1L) atezolizumab (atezo) vs single-agent
chemotherapy (chemo) in patients (pts) with NSCLC not eligible for a platinum-containing

regimen
Progression Free Survival Overall Survival
100
100 —— Atezolizumab = Atezolizumab Atezo  Chemo
~— Chemotherapy === Chemotherapy (n=302) = (n=151)
Atezo Chemo ~ 80- Events, n (%) 249 (82.5) 130(86.1)
2 X
£ 80 (n=302) (n=151) X ; 103 9.2
3 Events, n (%) 276(914) 138 (914) g moS (% Chmo | 04 119) (59,112)
2 4
g 4.2 4.0 3 i HR (95% CIf? 0.78 (0.63, 0.97
3 60 mPFS (95% Cl), mo (3755  (29.54) 3 (95% CI) (0.63,0.97)
] g 0.028°
t ........................................................................................... HR (95% Cl)a 0'87 (0.70' 1.07) g
S 40 G 4 Median follow-up: 41.0 months
§ Minimum follow-up: 32.0 months
o
<
& 20 2
04 0-
I I 1 I 1 I I I I I | | I 1 )
0 6 12 18 % 30 36 42 48 54 0 6 12 18 2% 30 k) L) 48 54
No. at risk Months No. at risk Monts
sssinisibalion " % " o B Y ¥ 1 g Atezolizumab 302 180 122 86 64 50 3 17 5 0
Chemotherapy 151 44 18 6 2 0 0 0 0 0

Chemotherapy 151 80 52 3 16 9 7 2 2 0
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Conclusiones

« Cemiplimab en pacientes con CPCNP con enfermedad avanzada y PD-L1 >50% demuestra beneficio a
3 anos de seguimiento.

« Mantener la inmunoterapia y anadir tratamiento con quimioterapia es una opcion a al progresion a la
inmunoterapia en pacientes con PD-L1 > 50% que deberia ser explorada en estudios fase llI
aleatorizados.

« Sintilimab mas anlotinib es superior a la quimioterapia, pero desconocemos su efecto frente al
tratamiento estandar.

* Aunque se cierra prematuramente, el estudio DISCIPLE, sugiera que el uso de 6 meses de tratamiento
podria ser suficiente. Son necesario estudios confirmatorios.

« Pembrolizumab mas quimioterapia mantiene la eficacia a 5 aflos de seguimiento, en pacientes con
histologia escamosa y no escamosa.

« El estudio IPSOS demuestra superioridad de la inmunoterapia frente a la monoterapia con
guimioterapia, en pacientes no elegibles para platino. A pesar de ser un estudio positivo, no es
clinicamente relevante, ya que el comparador no es el adecuado en pacientes con PD-L1 superior al

50%. Ademas desconocemos la eficacia en los distintos subgrupos .
T



