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C Could you please choose, in your opinion, up to 5 (maximum) most important challenges for clinical practice Treatment outcomes
with ICls monotherapy in NSCLC to be addressed in further prospective clinical research?
70.00%
Predictors of response/resistance | 70%
) ) 60.00% G
Brain metastasis I B 47%
| Shorter duration of treatment 45% | v 50.00%
L)
The influence of gut microbiota on ICls efficacy B l 42% ¥
o
. ; ; ¥y %
Patients under treatment with steroids I 41% 3§ 40.00%
-
- A N A 3 A L[}
Patients with prior history of auto-immune diseases . 1 40% E S 30.00%
m 4 0
Hyperprogression/pseudoprogression disease g
9
Older population (>70 years old) E 20.00%
o
Organ transplanted patients
g p p 10.00%
The influence of antibiotics on ICls efficacy I
Challenges
Head to head comparison of different ICls S oom . ¥ - — .
Pseudoprogression Hyperprogression ) WComparing anti-PD-1 versus
y Predictors of response Duration of treatment ]
Patients with ECOG 3 disease disease anti-PD-L1
) ) ) ) B Completely disagree 3.77% 1.89% 0% 0% 3.77%
Patients with HIV infection :
W Disagree 12.26% 7.55% 0.94% 0.95% 20.75%
Other Neutral 23.58% 14.15% 9.43% 10.48% 26.42%
WAgree 46.23% 52.83% 42.45% 39.05% 34.91%
0.00% 20.00% 40.00% 60.00% 80.00%
W Completely agree 14.15% 23.58% 47.17% 49.52% 14.15%

Castelo-Branco et al. ESMO Open 2023
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(DFS in Overall population)

PD-L1> 1% II-IlIA IB-IIIA irrespective of PD-L1 expresién and stage
PD-L1> 50% lI-IIIA o crossover pemitea IB-IIIA irrespective of PD-L1 expresiéon and stage
( A . Eligibility for Registration Eligibility for Randomization
Completely resected stage IB-llIA Atezolizumab : izumab 20" .
pietely g 14 cycles 1900 =~ W g4 « Confirmed stage IB (T 24 cm), PD-L1testing W « No evidence of disease f::TgT:mu?:;,Z tion;g[:“:l
NSCLC per UICC/AJCC v ciptat + pomelraed 16 ovcles I, or INANSCLC per AICC v7 doneho[')aritﬁlggsmg i s A y
* Stage |B tumours 24 cm gemcitabine, docetaxel : * Complete surgical resection with | 7263 hamDx | + Adjuvant chemotherapy
2 U negative margins (R0) « Considered for stage IB
* ECOGPS 0 or vinorebing * Provision of umor tissue for (T 24 cm) disease
* Lobectomy/pneumonectomy N=1280 PD-L1 testing « Sirongly recommended for
* Tumour tissue for PD-L1 analysis stage Il and liA disease
\. / » Limited to <4 cycles

100~ Atezolizumab:me¢  E(95% C136-1 monthsto NE)
Bestsupportivecar  dian 35-3 months (95% C129-0to NE)
Stratifiedhazardra 66 (95% C10.50-0.88), p-00039
B0+
E 1
7 '
% ! 61.0% !
| %
4 404 ;
§ DFS: NE vs. 35.3 mo. " 30 DFS: 5316 vs. 42.0 mo.
204 HR 0.66 (95%CI: 0.50-0.88) 20 HR 0.76 (95%CI: 0.63-0.91)
= p=0.0039 109 p=0.0014
T T T T T T T i T T T i T T T T T T G
’ o 3 6 9 12 15 18 A 4 ¥ 30 B 36 39 42 4 48 51 54 0 (Ii 1|2 18 2|4 3|0 3|ﬁ 4|2 4|8 5|4 ESI[] Slﬁ
( ] | )
Felip Et, et al. Lancet Oncol 2022 inibi.c

vestigacion biomeédica

Paz-Ares L et al. ESMO plenary 2022; O Brien Lancet 2022
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@ PD-L1> 1% II-llIA
‘ PD-L1> 50% II-IlIA

““(DFS in II-IlIA, PD-L121%)

p
Completely resected stage IB-lllA )

NSCLC per UICCIAJCC v7 i
cisplatin + pemetrexed,
* Stage IB tumours 24 ¢cm gemcitabine, docetaxel
* ECOGPS 0-1 or vinorelbing

* Lobectomy/pneumonectomy N=1280

\' Tumour tissue for PD-L1 analysis )

NO Crossover permimea

Atezolizumab

1200~ W g21

16 cycles

15 Oct 2021, lI-1IA PD-L1 21%

(DFS in Overall population)

g IB-IIIA irrespective of PD-L1 expresién and stage

‘ IB-IIIA irrespective of PD-L1 expresiéon and stage

Eligibility for Registration Eligibility for Randomization
+ Confirmed stage IB (T 24 cm),

PD-L1 testing
done centrally using
PDL1HC
223 pharmDx

+ No evidence of disease
« ECOGPSOor1

+ Adjuvant chemotherapy
+ (onsidered for stage IB
(T 24 cm) disease

Il, or A NSCLC per AICC v7

+ Complete surgical resection with
negative margins (R0)

* Provision of tumor fissue for
PD-L1 testing

stage Il and IllA disease
+ Limited o =4 cycles

Pembrolizumab 2/" ..g usw
for 18 administ tions (~1 yr)

+ Strongly recommended for

Placebo Q3W
for 218 administrations (~1 yr)

100~ Atezolizumab:me¢  E(95% C136-1 monthsto NE)
Best supportivecar  dian 353 months (95% C129-0to NE)
Stratified hazard ra 66(95% C10-50-0.88), p-0-0039
B0
E 1
ER '
% ! 61.0% !
£ ! S
o 40+ .
§ DFS: NE vs. 35.3 mo. " 30 DFS: 5316 vs. 42.0 mo.
204 HR 0.66 (95%CI: 0.50-0.88) 20 HR 0.76 (95%CI: 0.63-0.91)
= p=0.0039 109 p=0.0014
0 T T T T T T T i T T T i T T T T T G
o 3 6 9 1 15 18 N 4 ¥ 0 B ¥ 39 £ 48 51 54 0 (Ii 1|2 18 2|4 3|[1 3|ﬁ 4|2 4|3 5'[] ﬁlﬁ
PD-L1 status by SP263 ; ,
TCtk B35 BIM02ND B FORB6N 047 (072131) PDL1TPS
TCatk U476 NEGGINE  ZBT6  353(00NE 4 066(049-0%7) e e * Lo
TC1-40% Wy RSEMND by R4(40N ' 087 (06016) 1-49% 160/379 — 0.67 (0.48-0.92)
[_ms'me W20 NE@23N) 1A 357 (99N i | 043(02-049)| | 230% 1171333 e — 08210571181 )

Felip Et, et al. Lancet Oncol 2022

Paz-Ares L et al. ESMO

lenary 2022; O Brien Lancet 2022
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@?Jigned toatezolizomab group and included
nthe T effcacy population

Y

498 assqnedto best supportve care roupand
included nthe T efficacy populaton

b
¥

Y

12id notreceive assqned
treatment
T1vithdrew
1protocoldeviation

“(DFS in lI-IIA, PD-L121%)

—_—
Y

405 received atezolzumab and were included in
safey anasis

3did notreceveassqned
treatment
Dwithdrew
1protocoldeiation

495 received best supportve care and wereincluded
insafty analyss

172discontinued treatment
Q2 adverse events
05 sease relapse
withdrew
2 protocoldeviations
Dwithdrawn by physican

102 discotinued treatment
00 disase relpse
18withdrew

5 advarse evants

3 protocol deviatons
Jwithdrawn by physician
lostto follow-up
Jother reasons

Y

e
Y

3Z3§mpetedtreatment )‘
Y

442 had stagelHIA NSCLC and were indluded in
randomisestage 1A effcacypopultion
248 had PD-LLTC 21% per SP263 and were nduded

inPD-LLTC 214 stage IHIIA efﬁ(a(y population

373 completedreatment )1

Y

440 bad stage IHIIANSCLC andwerencuded n
randomisestage -1 effcay population
208 had PD-LLTC 21% per SP263 and were included

inPD-L1TC 1% stage HIA efﬁcacy population

Felip Et, et al. Lancet Oncol 2022
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v

Wgned to pembrolizumab and included in
overall population

587 assigned to placebo and included in overall
population

10 did not receive assigned treatment
4 ineligible
— 1 investigator decision
§ participant decision not related
to toxicity

A 4

6 did not receive assigned treatment
1ineligible

> 3 participant decision not related to
toxicity

2 recurrence, relapse, or death due to
progressive disease

h 4

580 received =1 dose of assigned treatment and
included in safety population

581 received =1 dose of assigned treatment and
included in safety population

280 discontinued treatment
131 adverse event
72 progressive disease
46 participant decision not related
to toxicity
18 investigator decision
5 other malignancy
3 lost to follow-up
3 other reason
1 administrative reasons
lineligible

200 discontinued treatment
127 progressive disease
28 adverse event
21 participant decision not related
to toxicity

> 13 investigator decision
8 other malignancy
2 other reason
1 administrative reasons

v

300j)mpleted treatment
M

381 completed treatment

T

v

168 had PD-L1 TPS of 250% and included in
PD-L1TPS of 250% efficacy population

165 had PD-L1 TPS of 250% and included in
PD-L1TPS of 250% efficacy population

Paz-Ares L et al. ESMO plenary 2022; O Brien Lancet 2022
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Felip Et, et al. Lancet Oncol 2022
Paz-Ares L et al. ESMO plenary 2022; O Brien Lancet 2022

PEARLS

v

(DFS in Overall population)

nab and included in

587 assigned to placebo and included in overall

population

assigned treatment

lecision
:cision not related

h 4

6 did not receive assigned treatment
1ineligible

> 3 participant decision not related to

toxicity

progressive disease

2 recurrence, relapse, or death due to

ned treatment and

581 received =1 dose of assigned treatment and

ation included in safety population
eatment 200 discontinued treatment
ant 127 progressive disease
:disease 28 adverse event

decision not related

r decision
ynancy
w-up

n

tive reasons

v

21 participant decision not related
to toxicity

> 13 investigator decision

8 other malignancy
2 other reason
1 administrative reasons

381 completed treatment

v

ind included in
acy population

165 had PD-L1 TPS of 250% and included in

PD-L1TPS of 250% efficacy population




= ?.%“é?&'éssﬁ 23324  NEOADJUVANT AND PERIOPERATIVE TRIALS

ovember 2023

Trial Neoad;j Adjuvant MPR (%) PCR (%)
(Cycles) (months)

Forde PM et al NEJM 2022; Girard et al ELCC 2023; Provencio et al NEJM 2023; Heymach J et al AACR 2023.
Shun et al ASCO Plen Ses 2023. Heather Wakelee. et al, ASCO 2023, Spicer J, ESMO 2023, Cascone T ESMO 2023; Yue et al. ESMO 2023
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MPR 40-60%
pCR 25-30%

Forde PM et al NEJM 2022; Girard et al ELCC 2023; Provencio et al NEJM 2023; Heymach J et al AACR 2023.
Shun et al ASCO Plen Ses 2023. Heather Wakelee. et al, ASCO 2023, Spicer J, ESMO 2023, Cascone T ESMO 2023; Yue et al. ESMO 2023
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Trial Neoad;j Adjuvant MPR (%) PCR (%)
(Cycles) (months)

MPR 40-60%
pCR 25-30%

EFS HR 0.5-0.6
OS HR 0.72*

Forde PM et al NEJM 2022; Girard et al ELCC 2023; Provencio et al NEJM 2023; Heymach J et al AACR 2023.
Shun et al ASCO Plen Ses 2023. Heather Wakelee. et al, ASCO 2023, Spicer J, ESMO 2023, Cascone T ESMO 2023; Yue et al. ESMO 2023
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CM 671 CM 816

100
th pCR
HR 0.33 (95% ClI, 0 2)
100+ 80
Pembro, withpCR
90' | | | TUTT T N T Ligl J _ Nivclumab + chemrotherapy (pCR)
2
80 =
T 50
70 Placebo, with pCR g
@
= 60 g |
5 Pembro, without pCR - 40+
5 5] ” .
w w I3
40+
Placebo, without pCR
30 Without i el
pCR
o
20 HR 0.69 (95% Cl, 0.55-0.85)
104 o+—T—T——T 77T T T T T T T T
0 0 3 1) ¢ 12 15 186 21 24 27 30 33 3% 33 42
L o o B o S NI I I i e e e e |
Months
0 6 12 18 24 30 36 42 48 54 No. at Risk
Nivolumab + chemotherapy (CR) 43 43 41 40 40 40 40 35 32 19 14 6 3 2 0
; Months ChenctherapyCR) 4 4 4 4 4 4 4 4 & 3 2 2 2 1 0
No. at risk Nivolumab + chemotherapy (nopCR) 136 108 95 84 78 67 62 52 42 22 20 7 3 1 ]
72 72 59 46 33 15 8 1 0 0 Chemotherapy inopCR) 175 140 122 105 90 79 71 57 48 23 22 1 9 3 o A
16 14 12 10 9 5 4 0 0 0

Forde PM et al NEJM 2022; Girard et al ELCC 2023; Spicer J, ESMO 2023, Cascone T ESMO 2023
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CM 671 CM 77T

Adjuvant No adjuvant
™ NIVO + chemo/NIVO Chemo/PBO NIVO + chemo/NIVO  Chemo/PBO
With pCR (n=142) (n = 152) (n=87) (n = 80)
HR 0.33 (95% CI, 0.09-1.22) Median EFS, mo Median EFS, mo 8.8 5.2
1004 (95% Cl) (95% Cl) (5,209 (3.46.2)
Pembro, with pCR @ HR (95% CI) HR (95% CI) 0.55 (0.3/9483)
90- L L 1 LIl LI L L1l 'll J _ 100_ P 100'(
80 £
g 60
70 Placebo, withpCR g 80 ) |
o 604 ‘g = NIVO + chemo/NIVO
) < — —
g): 50 Pembro, without pCR g 40+ s€ 60 Q‘ 60
w w I [ s
40 L wn o
30 Without pCR i e 203 “404 Chemo/PBO W40+
20- HR (95% CI, 0 5) NIVO + chemo/NIVO
104 L e 07 207
O 3 6 © 12 15 18 21 24 27 30 33 36 33 42 Chemo/PBO
+--r--r-—r-rr-r-—rrr-r-r-rreree e
0 6 12 18 24 30 36 42 48 54 No. at Risk 0 T T T T . T | 0 T T T T r T ]
Nivolumab + chemotherapy (0CR) 43 43 41 <0 40 40 40 35 32 18 14 8 3 2 0 0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Months Chesnctlerapy(@CR) ¢ 4 4 4 4 4 4 4 4 3 2 2 2 1 0 L L
No. at risk Nivolumab + chemotherapy ("o pCR) 136 108 95 84 76 67 62 52 4 22 20 7 3 1 0 Ho. at risk Months from randomization Months from randomization
72 72 59 46 33 15 8 1 0 0 Chemotherapy (nopCR) 175 140 122 105 90 79 71 57 48 23 22 11 9 3 0 ) :
NIVO + chemo/NIVO 142 139 118 97 60 19 4 0 87 34 23 18 9 1 0 0
16 14 12 10 9 5 4 0 0 0 ; 4 4 4 g 4

Forde PM et al NEJM 2022; Girard et al ELCC 2023; Spicer J, ESMO 2023, Cascone T ESMO 2023
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Adjuvant No adjuvant

NIVO + chemo/NIVO Chemo/PBO NIVO + chemo/NIVO  Chemo/PBO
th pCR 100 4=ve e BOF (n=142) (n = 152) (n=87) (n = 80)
HR 0.33 (95% C, 0 2) %, Median EFS, mo . Median EFS, mo 8.8 5.2
100~ % (95% Cl) . (95% CI) (5 g (3.4-6.2)
Pembro, withpCR 27 HR (95% CI) 45 (0.29-0) HR (95% Cl) 0.55 (0.37%83)
90- L L 1 LIl LI L L1 I'll J _ i % + 2 100_ P 100-6
80- £
) T 60
704 Placebo, withpCR g s — 80 - i
< 60- F chemotnerapy ba= NIVO + chemo/NIVO
g,: 50 Pembro, without pCR g 40 - s€ 60+ = N = Q‘ 60-
w w I [ s
bed i e
Placebo, without pCR e
30 Without pCR i 203 “404 Chemo/PBO W40+
20- HR 0.69 (95% Cl, 0.55-0.85) NIVO + chemo/NIVO
104 P———————7— 207 201
0 3 6 € 12 15 16 21 24 27 30 33 36 39 42 Chemo/PBO
o
0 6 12 18 24 30 36 42 48 54 No. at Risk 0 T T T T T T | 0 T T T T T T ]
Nivolumab + chemotherapy (pCR) 43 4. 41 40 40 40 40 35 32 19 14 8 3 2 0 0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Months CemtlerapyCR) 4 4 4 4 4 4 4 4 a4 3 2 2 2 1 0 L L
No. at risk Nivolumab + chemotherapy (nopCR) 136 108 95 84 78 67 62 52 42 22 2 7 3 1 0 Ho. at risk Months from randomization Months from randomization
72 72 59 46 33 15 8 1 0 0 Chemotherapy (nopCR) 175 140 122 105 90 79 71 57 48 23 22 11 9 3 0 . .
NIVO + chemo/NIVO 142 139 118 97 60 19 4 0 87 34 23 18 9 1 0 0
16 14 12 10 9 5 4 0 0 0 P 44 4 4 g 4

NADIM 2

Progression-free survival probability, RO Overall survival probability, RO

1.00 1.00 [ - -
— e Among patients with RO those who

completed adjuvant treatment had better
A e 1co i survival outcomes than those who did
oo ] “5 | ”“;I 15 21 25 30 35 oo [ 5 10 15 2 25 30 35 not Complete adjuvant treatment

I 0 0
Time (months) Time (months)

Survival probability
o o
o ~
o i
Survival probability
)
3

]
N
@

Number at risk Number at risk

- 15 15 1 9 ] & 5 o - 15 15 13 10 10 8 6 0

- 18 18 18 15 10 10 5 3 - 18 18 18 18 12 12 5 3
Adjuvant treatment ~ control — Adj completed — Adj incompleted Adjuvant treatment — control — Adj completed — Adj incompleted

Figure S10. Progression-free survival (PFS) (left panel) and overall survival (OS) (right panel) in RO according to adjuvant treatment in patients who did not
achieve a pathological complete response. Control arm did not receive adjuvant treatment with nivolumab.

Forde PM et al NEJM 2022; Girard et al ELCC 2023; Spicer J, ESMO 2023, Cascone T ESMO 2023
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No adjuvant

mo/NIVO  Chemo/PBO NIVO + chemo/NIVO  Chemo/PBO
With pCR 42) (n =152) (n=87) (n =80)
HR 0.33 (95% Cl, 0.09-1.22) 35.1 Median EFS, mo 8.8 5.2
100_ (22.0-NR) (95% CI) (5 g (3.4-6.2)
Pembro, with pCR 0.45 (0.29-0. HR (95% CI) 0.55 (0.379483)
90' | L T TR TR SN A J \ 1004
80
70 Placebo, withpCR 80
o 60- NIVO + chemo/NIVO
>
5 Pembro, without pCR
E 50+ g 60
el \_\*'—l_ i
Placebo, without pCR | - |
30 WlthoutpCR Chemo/PBO 40
20- HR 0.69 (95% Cl, 0.55-0.85) NIVO + chemo/NIVO
10 207 N
Chemo/PBO
o+ ——————————————————————————
0 6 12 18 24 30 36 42 48 54 T w T J 0 T w T T r T 1
24 30 36 42 Q 6 12 18 24 30 36 42
No. at risk Months jomization Months from randomization
o 2 2 % - 2 8 ! ; : 60 19 4 0 87 34 23 18 9 1 0 0
16 14 12 10 9 5 4 0 0 0 4 9
Progression-free survival probability, RO
1.00
_ore _ ts with RO those who
8 8
L i ant treatment had better
& & H
*=| ey 1es than those who did
HR=061(0.22 to 1.68)
0.00

] 5 10 15 20 25 30 35
Time (months)

> adjuvant treatment

Number at risk

- 15 15 1 9 ] & 5 o
- 18 18 18 15 10 10 5 3
Adjuvant treatment ~ control — Adj completed — Adj incompleted

Figure S10. Progression-free survival (PFS) (left panel) and overall survival (OS) (right panel) in RO according to adjuvant treatment in patients who did not
achieve a pathological complete response. Control arm did not receive adjuvant treatment with nivolumab.

Forde PM et al NEJM 2022; Girard et al ELCC 2023; Spicer J, ESMO 2023, Cascone T ESMO 2023
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PACIEIC GEMSTONE-301

Dars [ Primary sndpoinss] m Randomization Treatment Phase
)

10r s/kg g2w h -
r s/kg q2w h « PFS by BICR using

Unresectable, Stage 11l NSCLC without

progression after definitive platinum-
based cCRT (22 cycles)

ur to 12 months

- RECIST v1.1* igibility Criteri
18 years or older 1-42 days . o0s Hey Blgitilty Critera Resoi PRIMARY ENDPOINT
t-cCRT * Patients with : .
WHO-PS score 0 .or 1 post-c 2:1 randomization, assodbE gl Sugemalimab: PFS by BICR according to RECIST v1.1
If available, archived pre-cCRT tumor stratified by age, sex, and Key secondary endpoints NSCLC who have not 1200 mg IV Q3W SECONDARY ENDPOINTS

tissue for PD-L1 testing* smoking history

* ORR, DoR and TTDM progressed following » PFS by the investigators according to RECIST v1.1
by BICR ¢CRT or SCRT . 08
All-comers population Placebo * PFS2 by investigator . v . * ORR
(i.e. irrespective of PD-L1 status) 10 mg/kg q2w for « Safety i STRATIFICATION: el * DoR
up to 12 months * PROs = No known sensitizing ECOGPS
_ - - . (0vs1) » Safely
N=713 randomized N=237 EGFR, ALK orROS1 + CRT (cCRT vs SCRT) « TTOM
genomic alterations + Tolal RT dose . K
“Using the Ventana SP263 immunohistacheristry assay (<60 Gy vs 260 Gy)
No. of Events/ Median OS 1007
Arm Total No. of Patients (%]  (95% Cll, Months
Durvalumab 284/476 (55.5) 475 (38.1 to 52.8)
1.0 iy I B1% Placebo 155/237 (65.4) 29.1(22.1 t0 35.1) 80+
0.9 - ﬁ:‘:- g 185% C1, 78.4 10 88.2) Stratified HR (95% CI): 0.72 (059 to 0.89)
0.8 4 L Th _ £6.3% Stratified HR from the primary analysis {85% Cl}: 0.68 {0.53 to 0.87)%* 5
_ Tt “h (61.8 to 70.4) = 60+
= 07 Py Py, 56.7% 3
= e T P~ 152.0 to 61.1) =
‘S 06 74.6% ey 1 ST Jtool 487% 2
@ 685t0707) - ~— 145.0 to 54.2) a2.9% 2
o i i - T e I (38.2 to 47.4) S a0
o 0.5 | ! " 1 T g 4 H——
= | 55.3% R LI 3
2 04 ! (486 10 B1.4] e —|"._+__| : [ -
) | 43,6 _ | —— ||-|||F W HH — Sugemalimab group
o 0.3 | : 1371 to 40.9) 36.3% , WH 20 — Placebo group
: 130.1 to 42.8) 33.4% Sugemalimab: median NR (95% CI NR-NR)
: : IEI?.E to 39.6] Placebo: median 24-1 months (95% Cl 16.5-NR)
: : : Stratified hazard ratio: 0-44 (95% CI 0-27-0-73); p=0-0009*
| T T T 1 T T T T T T T T T 0 T T T T T T T T T
39 42 45 48 51 54 57 60 63 66 69 72 75 0 2 4 B 30 & M 1 B
Timesi domisati th 1 o
ssianment [m[]nths] P ime since randomisation (months) Medla N n= of
49 % 11 g
o comp y (number censored)

Sugemalimab group 255 (0) 249 (1) 221(27) 189 (56) 165 (75) 149 (88) 136 (98) 114 (117) 84 (142) 62 (163)
Placebogroup 126(0) 126(0) 112(11) 95(26) 85(34) 69(48) 53(53) 44 (59) 31(68) 21(76)

cycles: 9

1 236 227 218 207 186 183 134 91 40 18 2 0
83 91 B3 78 77 T4 72 56 3 18 7T 2 0

Spigel et al. J Clin Oncol 2022
Zhou et al. Lancet Oncol 2022
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PACIFIC 6:

: Durvalumab gdweekly | | Primary Endpoint: g3+ TRAEs
Sequential CRT
o 0 opression post <GR T X 2 years Secondary Endpts: PFS, OS
Durvalumab 1500 ma IV gdw up : = T .
Cimnte ) Study Population: L Progression-Free Survival " Overall Survival
" WHOECOGPS(4 un e progrson ther 117pts N R o
Patients with unresectable discontnuaton ererion 17.5% age >75yrs (20pts) | | 5 u o ’ 0 |
Stage NSCLC, who have nt {0t 3pts ECOG PS2 (age <75yrs) | | £, . g
progressed following Stregning ¢ i gl
platinum-based sequental  (NNCTELTN) TRAES: . “
ot : Durvaumab 1500 mg IV dw u — | |
chenuraon ey i e 18.8% g3+ TRAES EERBEEEEE N A EEEEEE RN
WHOECOGPS ) Umil disease progressionl Othef 5pt$ g3+ TR AES in f| rSt 6m Time from start of treatment (months) Time from start of treatment (months)
[ i ‘N I inuat fer h
Est!mated enpllment. 1599 discontinuation etrion mPES: 10.9mos mOS: 25mos
v Efimated prmry completon n<l _ i
e 241 PFS rate: NR 2y 05 rate: 69.8% | A
o] St B e m“‘ ) ,t:;f;
2.6 % compl 2y g EM:H :f::f HL"_—-- .
Median n2 of cycles: 8 " i T I S

013 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 V5

GaraSSinO et al. J ThoraC OnCOl 2022 Time Since Random Assignment (months)
Spigel et al. JCO 2022 g::;l:!mk;h 476 4t 1 414 385 364 343 310 208 280 273 264 252 241 236 227 218 207 196 1823 134 01 40 18 2 o
lacel 7 220 199 1 171 156 1 133 123 116 107 97 93 91 83 78 77 74 72 56 33 186 T 2 o
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PACIFIC5

i A2 A A A A A R A A A A ( A
PAClFIC 2 (NCT0351 9971) * Unresectable stage Ill NSCLC without progression Durvalumab / \
o . ) . following definitive concurrent/sequential 1500mg QAW , -
| Patients vith Stage I, | Phage I, randomized, double-blind, placebo-controlled, multicenter, global study'? chemoradiation (N=240) Primary endpoint
locally advanced, Y, PFS by BICR
unresectable NSCLC
CRT + Durvalumah Durvalumab * WHO PS score O or1 Key secondary:
18 vears or older [V 1500mg qdw up to 1500mg gdw until ) ) A 08
y until disease disease Co-PRIMARY ENDPOINT * Prospective EGFRIALK.lesnng not mandated, but Placebo \ y
ECOG PS score 0 or 1 Droaressi - progression * ORR and PFS using RECIST known EGFR/ALK+ subjects are excluded (N=120)
with Vi1 L )
Estimated life expectancy —— SD, PR, + <28 d from last radiation to first dose
of 212 weeks y— R SECONDARY ENDPOINTS . Treat to progression
. s B e 103 kMandalorv tissue sample ) + Fixed dosing with 1500 mg Q4W
At least 1 lesion, not Patients 0S4

*DoR
+DCR
+TDDM / \ / .

* Immunogenicity

previously irradiated, that

qualifies as a Response
Evaluation Criteria in

Solid Tumors (RECIST),

CRT + placebo

version 1.1 target lesion at + Safetyftolerabilty Stratification factors: Key Design features:
baseline. 1. Prior therapy: (cCRT versus sCRT) Sample size: N=360
1. In House Data, AstraZenaca Phamaceuticals LP. CSP D933KC00001 2 pD_L1 <1% vV pD_L1>1% . Recruitment Sp'lt 5050 between CCRT and SCRT

All-comers population
z ; diation therapy, DCR = disease control rate; DoR = duration of response; NSCLC = non-small cell lung cancer; ORR = objective response rate; OS = overall survival; PFS = \ _/ \ V)

progression-free survival; PR = pamal response; PS = performance status; qdw = every 4 weeks; RECIST = Response Evaluation Criteria in Solid Tumrs; SD = stable disease; TTOM = time to death or distant metastasis;
IWHO = World Health Organization

1. ClinicalTrials.gov. NCT03519971. Disponible en: https://clinicaltrials.qgov/ct2/show/NCT03519971 [Ultimo acceso: 11/11/2019]
2. ClinicalTrials.gov. NCT03706690. Disponible en: https://clinicaltrials.gov/ct2/show/NCT03706690 [Ultimo acceso: 11/11/2019]



https://clinicaltrials.gov/ct2/show/NCT03519971
https://clinicaltrials.gov/ct2/show/NCT03706690
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PACIFIC 2 (NCTO3519071) ™o

| Patients with Stage ll, | Phase Ill, randomized, double-blind, placebo-controlled, multicenter, global study'?

locally advanced,
unresectable NSCLC

18 years or older
ECOG PS score ( or 1

Estimated life expectancy
of 212 weeks

At least 1 lesion, not
previously irradiated, that
qualifies as a Response
Evaluation Criteria in
Solid Tumors (RECIST),
version 1.1 target lesion at
baseline.

IWHO = World Health Organization

23824

november 2023

CRT + Durvalymab Durvalumah
1500mg qdw until
il % disease

progression

Sratficafion factors C R
1. Age at randomization

2. Disease stage (Stage lIA versus
1IB-)

CRT + placebo

Co-PRIMARY ENDPOINT
* (ORRand PFS using RECIST
Vi1

SECONDARY ENDPOINTS
08

+0S24

*DoR

+DCR

+TDDM

* Immunogenicity
+ Safety/tolerability

1. In House Data, AstraZeneca Pharmaceuticals LP. CSP D933KC00001

All-comers population
z ; diation therapy, DCR = disease control rate; DoR = duration of response; NSCLC = non-small cell lung cancer; ORR = objective response rate; OS = overall survival; PFS =

progression-free survival; PR = pamal response; PS = performance status; qdw = every 4 weeks; RECIST = Response Evaluation Criteria in Solid Tumrs; SD = stable disease; TTOM = time to death or distant metastasis;

Length of immunotherapy in stage Il

PACIFIC5

p

( A
* Unresectable stage lll NSCLC without progression Durvalumab / \
following definitive concurrent/sequential 1500mg QAW . -
chemoradiation (N=240) P”";:;";";E;‘“t'
¥
* WHOPSscoreQor1 Key secondary;
) 05
* Prospective EGFR/ALK testing not mandated, but Placebo \ y
known EGFR/ALK+ subjects are excluded (N=120)
\. J
+ <28 from last radiation to first dose
Treat to progression
kMandalorv tissue sample + Fixed dosing with 1500 mg Q4W
Stratification factors: Key Design features:
1. Prior therapy: (cCRT versus sCRT) Sample size: N=360
2. PD-L1<1%vPD-L1>1% + Recruitment split 50:50 between cCRT and sCRT

\

1. ClinicalTrials.gov. NCT03519971. Disponible en: https://clinicaltrials.qgov/ct2/show/NCT03519971 [Ultimo acceso: 11/11/2019]
2. ClinicalTrials.gov. NCT03706690. Disponible en: https://clinicaltrials.gov/ct2/show/NCT03706690 [Ultimo acceso: 11/11/2019]



https://clinicaltrials.gov/ct2/show/NCT03519971
https://clinicaltrials.gov/ct2/show/NCT03706690
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C5
; ( )
PACIFIC 2 (NCT03 ourlah | \
1500mg QAW
| Patients with Stage ll, | Phase I, randomized, double-blint (N=240) Primary endpoint;
locally advanced, Y, PFS by BICR
unresectable NSCLC
CRT + Durvalymah Key secondary:
18 years or older @ e ) \ 0s
Wil % Placebo y,
ECOG PS score 0 or 1 : Patients (N=120)
with L )
Estimated life expectancy A— SO,PR
of 212 weeks FS—— R Treat to progression
R + Fixed dosing with 1500 mg Q4W

At least 1 lesion, not Patients

previously irradiated, that '
qualifies as a Response CRT + placebo - ~
Evaluation Criteria in
Solid Tumors (RECIST),
version 1.1 target lesion at Key Design features:
haseline. Sample size: N=360
* Recruitment split 50:50 between cCRT and sCRT

All-comers population
z ; diation therapy, DCR = disease control rate; DoR = duration of response; NSCL

progressmnfreesumva\ PR= pamalresponse P8 = performance stafus; qdw = every 4 weeks; RECIST = Response Ev
IWHO = World Health Organization

1. ClinicalTrials.gov. NCT03519971. Disponible en: https://clinicaltrials.gov/ct2/show/NCT03519971 [Ultimo acceso: 11/11/2019]
2. ClinicalTrials.gov. NCT03706690. Disponible en: https://clinicaltrials.gov/ct2/show/NCT03706690 [Ultimo acceso: 11/11/2019]



https://clinicaltrials.gov/ct2/show/NCT03519971
https://clinicaltrials.gov/ct2/show/NCT03706690

CONGRESS
WO CANCER 23824

nber 2023

Stage IV SqCC without contraindication for immunotherapy

!

(o — : 1
ECOG PS and PD-L1 expression level J : ’
a Never or former light smoker Oligometastatic
(<15 packyears), long-time ex-smoker
! ! I

PS 0-2 and

VvV
[ PS 0-1 and any expression of PD-L1 ] PS 2 and

vV
or age <50 years [ ECOG PS & PD-L1 expression level ]
> Systemic therapy & LRT [Il, B]
PS34 l |

PD-L1 250% regardless - ; l
i1 of PO V) Vv Vv V
PS0-2 & PD-L1 250% [PS 0-1 & any expression of Pﬂﬂ PS2and PD-LT <60% | | PS 34 reardless
Pembrolizumab-platinum-pemetrexed (4 cycles) followed by Molecular test T of PD-L1
0 pembrlzuma pemerered [, A MCBS &1 Plinum-oublt ChT ol jnncch
g : Atezolizumab-carboplatin-nab-paclitaxel (4-6 cycles) followed by atezolizumab [1, A; MCBS 3 [carboplatin preferred: ¢ 3 . :
[l, A, MCBS 5] Atezoltzumab—bevac&mmab—carboplamkpaclltaxel (4_5 CyC‘ES) followed by I A, pemetrexed RET/MET/ Pembrolizumab Pembrollzumab—calboplalln + (nab}paclliaxel (4 C‘[CIGS) followed Platinum-doublet (carbo latin
Atezolizumab (also for atezolzumab-bevaciumab [, & MCBS 3] 1 o EGFRex20ins/ (1, A; MCBS 5] by pembrolizumab [1, A; MCBS 4°] referred) ChT | Af
TC210) {1, A; MCBS &7 Nivolumab-pimuma-+ 2cyle of platnum-doublt CAT olowed by ”Maimen‘an'ce WGASTEYR | Atezoizumab (also for IC=10) Nivolumab-ipilimumab + 2 cycles of platinum-doublet ChT followed psm le-aoent ChT
Cemiplivab nivolumab-ipiimumab + optional pemetrexed maintenance 1, A; MCBS 4] pemetrexed if s [LA; Nc5 51 P gm0 0 ( Citgbi"eg vinorelbine
(LA WS 41 Cemipliab-patinum-doublet CHT (4 cykes) foowedby improvement o PS 01 Cemipimab [, A MCBS 4 Cemiplimab-patinum-doublt ChT (4 cycles) followed by cemiplimal 1, A] e '
(for PS ﬁﬂ";}?;' drugs: cemiplimab + pemetrexed maintenance! I, A Single-agent CT

(for PS 2 for all drugs: [lll, B]) docetaxel) [1, B]
Durvalumab-tremelimumab-platinum-doublet ChT (4 cycles) followed by

durvalumab-tremelimumab (tremelimumab one additional dose) + pemetrexed maintenance
[I,A; ESMO MCBS v1.1 score: 4]
Nivolumab-ipilimumab (only for PD-L1 21%)' [1, A]

V
r Disease progression? ]
1
v v
PS0-2:

Durvalumab-tremefimumab-platinum-doublet ChT (4 cycles) followed by
durvalumab-tremelimumab (tremelimumab one additional dose)*
[1, A; ESMO MCBS v1.1 score: 4]
Nivolumab-ipilimumab (only for PD-L1 21%})¢ [I, A]

[Pemetrexed: I,
B; gemcitabine,
vinorelbine or
docetaxel: |, B]

Disease progression

Disease progression®

PS02 | P34 |
v

Disease progression®

V
Disease progression‘J l PS (-2 Il PS 34 I

|

1

W
Positive® Negative [ Disease progression® ] [

a—

Platinum-doublet ChT [1, A] (pemetrexed preferred)
(11, A; MCBS 47 followed by pemetrexed maintenance
[1, A; MCBS 4°] if pemerexed switch maintenance
(1, B] 1f4 cycles of gemeitabine-cisplatin: gemcitabine
continuation maintenance [1, C]
Platinum-doublet ChT [1, A] (pemetrexed preferred)

(11, A; MCBS 4] Carboplatin-pacitaxel-bevacizumab
followed by bevacizumab maintenance (1, A; MCBS 2]
Or platinum-pemetrexed-bevacizumab followed by

Pemetrexed |1, B]
Docetaxel 1, B]

Nintedanib-docetaxel [11, B]
Ramucirumab-docetaxel [1, B; MCBS 1]
Re-challenge IC! (111, B]

pemetrexed-bevacizumab maintenance [1, A]
Re-challenge [C! {11, B]

Y
14

4

h

l PS0-2 I PS 34 I

U

Nivolumab [I, A; MCBS 59
Atezolizumab [1, A; MCBS 59

Targeted

Follow recommended
therapy

treatment in line of

ECOG PS & PD-L1
expression level

l PS02 I lPS:M |
-

Platinum-doublet ChT

Nivolumab [I, A; MCBS 5]
Atezolizumab [I, A; MCBS 3]
Pembrolizumab (PD-L121%)

| P02
v

Docetaxel [I, B]

Ramucirumab-docetaxel

{1, A; MBS 51

Pembrolizumab (PD-L1 21%) [, A; MCBS 5]
Other options are the same as for second-line
treatment for PS 0-2 after ChT-ICle

\J

Hendriks LE, et al. Ann Oncol. 2023

(combined with gemcitabine,
vinorelbine or taxane) [1, A]

If 4 cycles of gemcitabine-
cisplatin, gemcitabine
maintenance [, C]

Docetaxel [l B]
Ramucirumab-docetaxel
[1, B; MCBS 1t
Atatinib [1, C; MCBS 2¢]

1, B: MBS 14
Afatnib [, C; MCBS 21
Re-challenge CI [, B]

Re-challenge ICI [IIl, B]

right and responsibility of the author. Permission is required for re-use.
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!

rECOG PSand

b'd
PD-L1 expression level ]

Stage IV SqCC without contraindication for inmunotherapy

)

~

Never

PS§ 0-2 and
PD-L1 250%

Ic
P§0-2
v

Platinum-doublet ChT [, A] (pemetrexed preferred)
[11;A; MCBS 47 followed by pemetrexed maintenance
[1, A; MCBS 4] if pemetrexed switch maintenance
(1, B] 1f4 cycles of gemeitabine-cisplatin: gemcitabine
continuation maintenanc [l C]

v

PS 34

Platinum-doublet ChT [1, A] (pemetrexed preferred)

(11, A; MCBS 4] Carboplatin-pacitaxel-bevacizumab
followed by bevacizumab maintenance (I, A; MCBS 21

Or platinum-pemetrexed-bevacizumab followed by

v

VvV
[ PS 0-1 and any expression of PD-L1 ]

!

Pembrolizumab-platinum-pemetrexed (4 cycles) followed by Eﬁ

Duration of treatment should be adjusted to clinical efficacy and tolerability [IV,f

l Disease progression? J

v

PS0-2

Pemetrexed |1, B]
Docetaxel [1, B]
Nintedanib-docetae! [I1, B]

v

Ramucirumab-docetaxel {1, B; MCBS 17

Re-challenge [CI [Il, B]

pemetrexed-bevacizumab maintenance [1, A]
Re-challenge CI {11, B]

!

\

or former light smoker

(<15 packyears), long-time ex-smoker

or age <50 years

PS2and
PD-L1 <50%

PS34

l

regardless
of PD-L1

= ’

==

Oligometastatic

Systemic therapy & LRT [II, B]

I i

l

N
[ ECOG PS & PD-L1 expression level ]

v

PS0-2 & PD-L1 250%
Molecular test*
/E/’,‘Eﬂ/\l v/

l I‘UQGIIVUJ

!

Targeted
therapy

Nivolumab [I; A; MCBS 57
Atezolizumab [1, A; MBS 5]
Pembrolizumab (PD-L1 21%) [I, A; MCBS 5]
Other options are the same as for second-line
treatment for PS 0-2 after ChT-ICle

Follow recommended
treatment in line of

ECOG PS & PD-L1
expression level

Hendriks LE, et al. Ann Oncol. 2023

v

W
{PS 0-1 & any expression of PDﬂ

L URTAdE PIuyisadivine J

L

l URGA Pruygisasivinr J

l PS 0-2¢ l P§ 34 I

| PS02 I lpsa-4 I
-

Platinum-doublet ChT
(combined with gemcitabine,
vinorelbine or taxane) [1, A]

If 4 cycles of gemcitabine-
cisplatin, gemcitabine

maintenance [, C]
Re-challenge ICI [llI, B]

Ramucirumab-docetaxel

[1, B; MCBS 1]
Afatinib [1, C; MCBS 2]
Re-challenge ICI [1Il, B]

1

.
Vv
| PS 2and PD-L1 <50% |

A]. In most registered strategies, duration of ICI treatment was limited to two

years, and therefore these IC| can be discontinued after two years [, B]. Becal

Vv
PS 3-4 regardless
of PD-L1

l PS 0-2¢ Jl Psﬂ
!

Nivolumab [1, A; MCBS 5]

Mezolizumab {1, A; MCBS 3]

Pembrolzumab (PD-L1 1%)
{1, A; MBS 51

Docetaxel [l B]
Ramucirumab-docetaxel
[1, B; MCBS 1Y
Afatinib 1, C; MCBS 23]

Docetaxel [I, B]

*

right and responsibility of the author. Permission is required for re-use.
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KEYNOTE-024 Study Design (ncT02142738)

Pembrolizumab
200 mg IV Q3W
(2 years)

Key Eligibility Criteria
* Untreated stage IV NSCLC
+ PD-L1 TPS 250%
« ECOG PS 0-1

« No activating EGFR mutation or
ALK translocation

* No untreated brain metastases

* No active autoimmune disease
requiring systemic therapy

Platinum-Doublet
Chemotherapy
(4-6 cycles)

Key End Points
Primary: PFS (RECIST v1.1 per blinded, independent central review)

Secondary: OS, ORR, safety
Exploratory: DOR

POSITIVE

MYSTIC: Study Design

Phase 3, global, randomised, open-label, multicentre study

Primary endpoints (PD-L1 TC 225%")

Stage IVNSCLC P— = PFSH(D+Tws CT)
All-comers population = OS(DvsCT)
(i.e. irespective of » 0S(D+Tws CT)

IFeRtilsiiis) Key secondary endpoints:

No sensitising EGFR o : = PFS!(Dvs CT; PD-L1 TC 225%")
mutation or ALK Durvalumah + tromelimuman + 0S(D+Tvs CT; PDL1 TC 21%")
rearrangement sraibidby « ORR?

ECOG PS 0/ PO-L1TC + DoR

(<25% vs 225%") = Safety and tolerability

Immunctherapy- and e hisiology

CT-naive Key exploratory endpoints:

-~ . « 0S by additional PD-L1 TC cutoffs
N=1118 randomised - 0S by blood TMB

EMPOWER-Lung 1 Study Design (NCT03088540)

Key Eligibility Criteria

» Treatment-naive advanced NSCLC

«PD-L1250%

* No EGFR, ALK or ROS1 mutations

+ECOGPSQor1

= Treated, clinically stable CNS metastases
and controlled hepatitis B or C or HIV were
allowed

Stratification Factors:
+ Histology (squamous vs non-squamous)
* Region (Europe, Asia or ROW)

Nivolumab vs Chemotherapy in First-line NSCLC

“Veriana PD.L1 (89753 assay using newly acquied o archival (<3 monlhs) umaur bopsy,

Fliowed by p . e, Binded & e pes RECIST 1.1

CT,chemaherepy; D, darvaumat. DoR, chratn of response; ECOG, Eastem Cooperatve Onovlgy Greup:

ORR, cbiscive responss rse; PFS, progression-ise survival PS, perormance sstas; g, very 4 weeks. T, iemeimumats THE, mour mitaticnal bucen

NEGATIVE

Arm A
Cemiplimab monotherapy IV
350 mg Q3W
Treat until PD or 108 weeks

Arm B
4-6 cycles of investigator's choice
chemotherapy

Endpoints
= Primary: OS and
« Secondary: ORR

Optional

Optional crossover
to cemiplimab
monotherapy

PFS
(key), DOR, HRQoL and saf //

Key eligibility crteria: rere—
+Stage IV or recurrent NSCLC 3mglg QW Disease progression or
+ No prior systemic therapy for n=1m unacceptable toxicity
advanced disease

+ No EGFRIALK mutations sensitive t | Randomize 1:1 Tumor scans QBW until

avalable targeted inhibilor therapy Wk 48 then Q12

. - Chemotherapy

21% PD-L1 exoression® {islogy dependent T Crossover
+ CNS metastases permiffed if Maximum of 6 cycles progression

adequately reated at least 2 weeks 2200

prior o randomizaton =

NEGATIVE

IO MONOTHERAPY IN UNPREVIOUSLY TREATED NSCLC, PD-L1 250%

KEYNOTE-042 Study Design

continuation of - Untreated loca
cemiplimab + 4

cycles of =PD-L1TPS 21%
chemotherapy

-ECOGPSOor1

Follow-up

metastases

- Region (ea:
-ECOG PS (0 vs 1)

« Histology (squamous vs nonsquamous)
“PD-L1 TPS (250% vs 1-49%)

2018 ASCO

Key Eligibility Criteria
advanced or
metastatic NSCLC of any histology

* No sensitizing EGFR or ALK alterations

Pembrolizumab
200 mg Q3W
for up to 35 cycles

“Randomize
1:1

»No untreated or unstable CNS

- No history of pneumonitis that required
systemic corticosteroids

Stratification Factors

rest of the world)
End points
- Primary: OS in PD-L1 TPS =50%
- Secondary: PFS and ORR in TPS =50
and =1%; safety in TPS =1%

“pemetrexed maintenance therapy was optional but strongly encouraged for patients with nonsquamous histology.

POSITIVE

Lopes G, et al

JAVELIN Lung 100: a multicenter, randomized, phase 3 trial
Before protocol amendment Post protocol amendment

Randomization 11 Randomizaion 122

Sraifid by histology ifed by histalogy and PD-L1 expression

Hielumab Q2W
10mgkalV

HAvelumab Q2

[Mpower110 Study Design

Chemotherapy-naive,
PD-L1-selected®
patients with stage IV
nsq or sqNSCLC

PDorloss.
of clinical
benefit

Aezolizumab
1200 mg g3w

Stratification factors

* Sex

« ECOGP§

* PD-L1 HC expression®
» Histology

patinicartoplatn Ng:
+ pamatrened! pemetreed
$q: cispatinicarboplat + $g: best
gemcitabing® ‘suppartive care.
N= 51 4076 oydes
* Primary endpoint: 03 in WT pepulation”

* Key secondary endpoints: investigalor-assessed PFS, ORR and DOR (per RECIST version 1.1)

.ASCO 2018.

o
7
i
&
T
2
[4
H
[

POSITIVE?7??
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— : AGENCY
3 N / .\ EMPOWER LUNG 1 (22C3)
KEYNOTE 042, PD-L1 250% \ IMPOWER 110, PD-L1 TC3/IC3 | Follow-up: 37.1 months
(223) (SP142) '

Follow-up: 5 -years Follow-up: 31 months POLA 2504:3yearouleomes
A TRS 0% i Patients,n ~ Median 08, months
101 —— Aezoizumab p ST
i _Chezr::mpy T; 04- Ceripinad B BIEHOZ NG
) Eentsn W " e B il E 07- Chemnbersy B 1BIEH0N0512
N ) (86C) ‘ Stratfied HR = 0.87 (95% CI: 066-1.14); p=0.3091 ]
% : " L o] : : v I B 5 A P
i Pembrofizumab 184 103(668) g i Pembrolimab 209 284 183) ; M
Wedn(§54.0) (0408 =97 £ 3
i P P eyt w1, SR 2 o ey W omwy N § ) .. g
i L Ta v : :  0mo(f58-242m0 0 J 1 04
s o H  122mo (104-148mo) 41 1 0
;ﬁﬂ ;50» S S——— o P EM-
i ;e " | It
‘ b » ¥ 7454 d crossver
0 A 104 Median 08, 16.1mo!  'Median 0S, 19.9mo 01-
% Mt o O Il P d
(95%CL: 126-180);  1(95%Ck: 172-253)
% ; 0 el 11900
0 ! ) ] : 02468M0NUBBALUBBAIRUBROLULBNLHE M I L O O L 0 o o o o o oy
| (N N I A A A A o o b 0 24 6 ANRNENARURBNLUEHARURRADNS
! LA P N No.atrisk e A‘:;;E;. WIRMIBBMIME S DO UM TN BEANTEBS5 431000 w‘m WEHEDHOTME G EEE RSB NT O T 10
Time, months ’:"-:J,'J,;-L » o W ® owow o8 owon oW ‘ 2 0 Cherctherapy INIHINIBR R E BB O T VMU BN2B7 4332222000 Cempinah 284 251 25 220 20 160 178 10 16 134 46 106 16 10 f Valine
B P PrEmaS RIS = E W W B A 8 R gy 1528 HOWM G AR NBHSERTARN YT 442100
[hu‘mtl\;mvlt 13 %&l 1} i L “ % N 1 1 1 | l‘
0S:20.0 vs. 12.2, HR 0.68 0S:19.9vs. 16.1, HR 0.87 0S:26.1vs. 13.3,HR 0.57

0S:26.3 vs. 13.4, HR 0.62

B PD-1 inhibitor
Bl PD-L1 inhibitor

Reck M, et al. J Clin Oncol 2021; de Castro G, et al J Clin Oncol 2022; Jaseem et al. J Thorac Oncol 2021; Reck M, et al WCLC 2022;
Ozguroglu M, et al. Ann Oncol 2022
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0S:20.0 vs. 12.2, HR 0.68 0S:19.9vs. 16.1, HR 0.87 0S:26.1vs. 13.3,HR 0.57

0S:26.3 vs. 13.4, HR 0.62

2 year completed

B PD-1 inhibitor
Bl PD-L1 inhibitor

Reck M, et al. J Clin Oncol 2021; de Castro G, et al J Clin Oncol 2022; Jaseem et al. J Thorac Oncol 2021; Reck M, et al WCLC 2022;
Ozguroglu M, et al. Ann Oncol 2022
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Trial Duration PFS (HR) OS (HR)
KEYNOTE 189 @ o 2y 0.50 0.60
IMpower 150 (ABCP arm) €5 @) Cont 0.57 0.80
Non-Squamous
IMpower 132 @ O Cont 0.60 0.86 (NS)
IMpower 130 Cont 0.64 0.79
ORIENT 11 2y 0.48 0.61
RATIONALE 304 Cont 0.65 Immature
CAMEL Cont 0.60 0.73
KEYNOTE 407 g‘ 2y 0.59 0.71
IMpower 131 Cont 0.71 0.88 (NS)
Squamous RATIONALE 307 Cont 0.52 Immature
CAMEL-Sq Cont 0.37 0.55
ORIENT 12 2y 0.54 0.57
CheckMate 227 (PD-L1 21%) @ 2y 0.81 0.76
CheckMate 9LA g 2y 0.67 0.72
EMPOWER Lung03 @ ‘ Cont 0.56 0.71
Both histologies MYSTIC (D+T arm, PD-L1 > 25%) Cont 1.05 0.85 (NS)
POSEIDON (D + CT arm) @ Cont 0.74 0.86 (NS)
GEMSTONE-302 2y 0.48 0.67
CHOICE-01 Cont/ 2y 0.58 0.81

Gray — WCLC 2020 * Socinski — NEJM 2018 & JTO 2021 * Nishio — JTO 2020 * West — Lancet Oncol 2019 * Sugawara — Ann Oncol 2021 * Yang —JTO 2021 * Lu — JTO 2021 * Zhou — Lancet Resp Med 2020; Robinson — ELCC 2021 * Jotte — JTO 2020 * Wang — JAMA Oncol 2021 * Zhou —
ELCC 2021 * Zhou - JTO 2021; Ramalingam — ASCO 2020 * Paz-Ares — ASCO 2021 * Reck — ASCO 2021 * Johnson —~WCLC 2021 * Gogishvili -ESMO 2021 * Rizvi — JAMA Oncol 2020 * Zhou — ESMO Asia 2020 & WCLC 2021 * Wang — WCLC 2021 HR: Hazard Ratio. NS: Not significant.

Slide Courtesy and adapted from J. Remén
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Atezolizumab Mpowert3 T —
Mpowert10 | Untill progression
Durvalumab Poseidon | ——

Tremelimumab

Keynote 407 | ——
Pembrolizumab
Keynote 189 | R ——
Ipilimumab CheckMateoL A 2 years
Nivolumab
CheckMate227 | — B12%
0 5 10 15 20 25
mOS mPFS

Yin et al. Front Immunol 2022
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KEYNOTE 189 KEYNOTE 407

Outcomes in Patients Who Completed 35 Cycles of Outcomes in Patients Who Completed 35 Cycles of
Pembrolizumab Pembrolizumab

n=55
n=57 =
. ORR (95% ClI),2% 90.9 (80.0-97.0)
ORR (95%Cl)2% 86.0 (74.2-93.7)
R = Best overall response, n (%)
. Bestoverall response, n (%)
CR 9(16.4)
. . CR 8(14.0) - = .
. 8 PR 41(71.9) PR 41(74.5)
*
. : b
: Median DOR (I'GHQE), mo 577 (42t0 683+) = — Median DOR (range),> mo NR (7.1 10 61.54)
* . *
* i A 3408 r'ate after 71.9% Ch 3-y OS rate after completing .
., completing 35 cycles® H LI 35 cycles:. 69.5%
e : s u Alive without PD or
~ R S | Alive without PD or = s+ & b th % 24 (436)
o . subsequenttherapy, (%) 23(404) > . . subsequent therapy, n (%)
9 ]
N - * * . A CR First course follow-up
* ‘ * . A PR B First course treatment
* - ACR F?rsl course follow-up * . " . A 3D * Second-course pembrolizumab
; . * ' \ APR B First course treatment . ®FPD * Began subsequent therapy
Py——- 5 [ ASD % Second-course pembrolizumab hd M Death
* . . OPD Ok Began subsequent therapy * .
e S S —— W Deth 0 uls 1|z 1 z|4 3In 3rs 45 4'3 5|4 éo és 72
0 6 2 18w 0 % 4 4 5S4 60 6 1 Time, mo
Time, mo

Garassino M, et al ESMO 2022; Novello S, et al. ESMO 2022
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223 Reponse and long term activity

PD-L1 2 1% PD-L1 < 1% A.PD-L121% B.PD-L1<1%
Post-landmark Post-landmark  Post-landmark %7 On 1L treatment
1y 1-y: 1y = : Subsequent systemic treatment (no immunotherapy)
100 90% Post-landmark 100 92% 92% Post-landmark [ -‘ - o ‘ ent immung l‘ apv (3n 'b‘
. - ¥ (Bl PN No subseguent systemic treatment® |
2y ok ickriadk 3y [ | o0 subsequent systemic treatment® |
3 e
80 4 76% 04 H o B 100 A B 100 A
70% g0 NIVO + P = 2 s |
| NIVO + IPI 90 20 90 - 27
. 60 : : 60 s S 801
] | Al T s
< . 3% Nvo & £ g 701 9
6 | ' 8 \ £ §
0 ' 151% 4- 1 Mo + 2 3 601
| | 139% h : ; ”
; ! A ISR , | chemo 3 £ 50
- | } : 10+ ? 35%  125% | chemo % 2 404
| | | 1 I I ° 2
| | I I I I t £ 30-
| | | 1 1 1 a a
0 | . | 0 | | ! g 2 |
T T T 1T T 1T T 1 T 1T T 1 TT11 N I I D O B I B I B 20
6 9 121518 21 24 27 30 33 36 39 42 45 48 51 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 o
Time From Randomization (Months) Time From Randomization (Months) A s
No. at risk 0-
MW R % Y BB MG DS EREEEEEEEEE RN HDOEIPl themo AL Chemo
9§ U BNDNEEH 4D

7B N o4 % BERBBDD BB 00 n=89 n=49 n=33 n=12

Ramalingam et al ASCO 2020; Brahmer J, et al. ASCO 2022
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A Median PFS, months (95% CI)
24.7 (14.8to 34.7) -6~ Continuous
9.4 (5.6 to 13.0) =&~ 1-y fixed duration*

HR, 0.56 (95% CI, 0.37 to 0.84)

PFS (%)

0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time Since Random Assignment (months)

CheckMate 153: Continuous vs 1-Year Nivolumab
H H H No. at risk:

Patlent Flow and AnalySIS POPUIatlons Continuous 89 68 61 58 45 42 37 32 27 20 13 5 0 O

1-y fixed duration 85 53 44 37 29 23 19 18 16 9 6 2 2 0

Efficacy analyses
, . 76 had response or SD
Continuous phvalumer. at randomization A Median OS, months (95% Cl)
NR (33.6 to NR) == Continuous

28.8 (22.9 to 33.5) -o- 1-y fixed duration*

HR, 0.62 (95% CI, 0.42 to 0.92)

87 had response or SD
at randomization

0S (%)

18% 13%

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time Since Random Assignment (maonths)

No. at risk:
Continuous 127121116109 98 92 86 79 70 67 44 22 4

1-y fixed duration 125116109 102 93 85 70 66 53 47 32 15 4

Waterhouse et al. J Clin Oncol 2020
e

1 0
0 0
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CheckMate 153: The Benefit of continuos
administration related to Tumor Response

Patient Flow and Analysis Populations

18%

Efficacy analyses

76 had response or SD
at randomization

87 had response or SD
at randomization

13%

Median PFS, months (95% Cl)
24.7 (14.8 1o 34.7)
9.4 (5.6 to 13.0)

-6~ Continuous
== 1-y fixed duration*

~_ CR/PR___

HR, 0.56 (95% CI, 0.37 to 0.84)

100
20
80 B Median PFS, months (95% CI}
310 20,1 1o NR) -+ Continuous
— 70 10.6 (4.6 10 17.0) == 1-y fixed durations
= 60 HR, 0.48 (85% C1, 0.27 ta 0.77)
2= H 100
50 H pc
w 80
L. 40 10
o 3 ' = 60
0 H & 50
20 . £ a0
' 30
10 ' 20
I 0

No. at risk:
Continuous

1-y fixed duration

0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time Since Random Assignment (months)

0 3 6 9 121518 21 24 27 30 33 36 39
Time Since Random Assignment (months)

62 51 46 44 36 36 33 29 27 20 13 5 0 O
Lyfixedduration 58 33 20 25 21 16 12 12 11 7 4 2 2 O

89 68 61 58 45 42 37 32 27 20 13 5 0 O
85 53 44 37 29 23 19 18 16 9 6 2 2 O

~ CR/PR___

Median OS, months (95% CI}
NR (33.6 to NR})
28.8 (22.9 to 33.5)

-~ Continuous
-o- 1-y fixed duration*

HR, 0.62 (95% CI, 0.42 to 0.92)

Mo, at risk
Continuous

Madian PFS, months (95% CI)
11.817.0 ta 218) s~ Continuous
9.4 (451020.7) - 1y fixed durations

HR, 1.01(95% C1, 0.51 1 2.01)

PFS (%)
2888523888

0 3 6 9 121518 21 24 27 30 33 36 39
Time Since Random Assignment (manths)

27171514 8 6 4 3 0 0 0 0 0 O

tyfixedduration 27 20 15 12 B 7 7 6 5 2 2 0 0 0

100 4 C e e Continuous
90 - womime commom
80 n . 100
70 4 i %
—_— ! ' _ 7
2 2] : : 2
P ! 1 57% o ;g
40 H '
© 30 ! . b
20 H E 0 3 6 9 12 16 18 21 24 27 30 33 36 39 42
10 ' ! Time Since Random Assignment (months)
— T+ Cotms | mmmm s e msmEmn: oo
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 1-y fixed duration 58 54 50 47 42 40 33 32 27 26 16 8 4 0 O
Time Since Random Assignment (maonths)
No. at risk:

Continuous 127121116109 98 92 86 79 70 67 44 22 4 1 0
1-y fixed duration 125116109102 93 85 70 66 53 47 32 15 4 0 0

Waterhouse et al. J Clin Oncol 2020

D Medisn 0S, manths (5% Cl
322 (15.1 1o NA) = Continuous
26.8 (15.2 1o NR} o= 1.y fixed duration®
HR, 0.88 {95% CI, 0.42 to 1.84)
100
90
a0
70
= 60
- 50
B a0
30
20
10
0 3 6 9 1215 18 21 24 27 30 33 36 39 42
Time Since Random Assignment (months)
No. at risk:
Continuous 72623 WWWITIBR2IZI0E 21 0
1.y fixed duration 27 25 23 22 21 18 17 16 13 11 0 4 0 0 ©




CONGRESS

WIGCANCER 23823 TREATMENT DURATION

DICIPLE

Multicenter, non-inferiority, randomized phase Il trial Nivolumab
- - Arm A 3mg kg q2w
Histogically- + Prog
proven stage IV Ipilimumab
NSCLC: 1 mg/kg qéw
Measurable . ] L.
disease Nivolumab At 6 months +  Primary endpoint : PFS from randomization
1": 0::5 3mg /kg g2w + ____ patients with - Secondary endpoints : safety and tolerance, overall
An; PDE‘:ars :Pr::;mgrgzg ;':neda:;i‘;izt:‘_’"‘ survival, quality of life, PD-L1 tumour expression
. rognostic and predictive value
wio EGFR/ALK A o ees ~ prog P
alterations Strafi i . - CT-scan f.u q8 weeks for 1 year, then q12 weeks in both
- tratification factors:
chemo & i.o - SCC/non-SCC arms
naive - PD-L1 (<1%, 1-49%, >50%) Nivolumab
n= 1360 -  Ever smokers/Never-smokers Iy Observation Prog 3mg /kg q2w +
- response: PR/SD =" .
TR ey Arm B J Ipilimumab
1 mg/kg qbw
vy
! e
T =t
% 09 ,—; 09 E_Pt‘j_‘_h Arthralgia 40
Z 08 S 08
& 07 E 0,7 M Diarrhea - =
""1,: 0,6 m 06 + R B R
& a Pruritus k|
72 05 S 05 +
@ b
? 0,4 ; 04 + Hypothyroidism 28
a 03 =03 +
“5 0,2 % Asthenia 28
F-3 01 | —— Continuation g 0.2 Continuation
% ‘D & mo. St?p &6o | & o1 —6 mo. Stop & Go ipase increased 5
2 o] | !
]
& 0 10 20 30 40 0 10 20 30 40 75 50 25 25 50 75
MmPFS: 35.2 vs. 20.8 mo., p=0.12 : _
P mOS: NR vs. NR mo., p=0.33

Lower G 23 ir-AEs with stop vs. continue

Zalcman et al. ESMO 2022
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DISCONTINUATION
COMPLETED 2 YEARS WITHOUT PD

A 100
: m—«—“—b‘-_’—"“'l—. g s—
= 3
9 ~ 80— £
g g 2 60
3 kS g
9 2 E 80— &
£ a g
= E % 3 40 —
g " g 40— Median OS : Not reached 8 Median PFS : Not reached
E [ 1-year OS after discontinuation : 90.0% g 1-year PFS after discontinuation : 71.0%
a $ 20— 20 —|
- c
. g
[ ] i L ¢
. : | | I [ 1
g Median OS : Not reached g ;"_e::";;;s_ é:l:tn/reached 0 10 20 30 40 50 ) A I b b
3-year 0S : 96.4% g, i 81T Months Months.
o
D
(o]
100 —4 100 —4
£
Months Months 'E 80 | B
3 g
2 T 60
E 60 | % —
&=
5 a0 =40 __|
340 — T
D ¢ Median PFS, months & - Median OS, months
€0 | — CRIPR Not reached 20 | SRIER Notireachac
« — sD Not reached =80 gg‘ ";:;Ch“
el - P=.499 =
100 b ) “mm 9 T T T T T 2 I I I ] T
- 10 20 30 40 50 10 20 30 40 50
- 9 Months Months.
~ <
£ " 380
S B
2 4 F
H 80— E
ﬁ 80— 2 100 100 —} PR
3 | : L
£ s Median PFS, months g £ S —
c = 40— o = 80— = 80—
040 ) H — 1stline Not reached 2 z
9 i Medr:lar: PFS,hm:nths g — 2nd line Not reached e -
2 & otreache g laterline  Not reached H &
| —sD Not reached En— P= 407 . £ so—
o @ " 3 Median PFS, months (95% CI)
-4 SR Madian DES, monim 5 — >6 and <12 months  20.7 months (95% Cl, 15.7 to 25.7 months)
2 e | Toxicity Not reached g 0| —
& =Othecause  (Not fachud & 212 and <24 months Not reached
P=.124
P=.040
9 T [ [ I I L T 1 Iicnsmme] I
10 20 30 40 50 10 20 30 40 50
Months Months

Kim et al. Cancer 2022
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LARGE DATASETS

Figure 1. CONSORT Diagram

Figure 2. Overall Survival
14406 Patients with NSCLC diagnosed between

2016 and 2021, no driver alteration in
EGFR/ALK/ROS1, treated with frontline 100 -
ICl-based therapy

13315 Discontinued treatment
prior to 2 years

|
w
L

1091 Still receiving treatment at
2 years (2700 days)

52 Died or were lost to follow-up

Overallsurvival, %
un
@

prior to 760 days?
1039 Still receiving treatment at 2 years 25+
(2700 days), alive and in follow-up ¥ -
at 760 days — Fixed duration
Indefinite duration
i l i 6 1 84 0w w4
188 Stopped treatment at 2 years 851 Continued treatment beyond 2 years
(700-759 days receiving treatment) (2760 days receiving treatment) Months from 760 d from IC| start
No. at risk
75 Excluded 258 Excluded for progression Fixed 113 81 62 39 25 17 7 4 1
70 Had progression before 760 days before 760 days Indefinite 593 458 340 244 167 96 46 11 1
5 Died in the same or next month
of treatment endb
113 Patients with fixed-duration therapy 593 Patients with indefinite-
duration therapy

Sun et al. JAMA Oncol 2023
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MSKCC cohort CameL-Sq IMpower131

ctDNA analysis at 26.7 mo. Camrelizumab + Carbo/Paclitaxel Atezoliumab + Carbo/Nab-Paclitaxel
after nivolumab initiation ctDNA clearance C1-C3 ctDNA clearance C1-C4

=+ Full clearance + ctDNA+ [ref]

100% -._'-L‘_"I 1.00 S “ I X 1.004
N=27 SRS ! i'\”i -
S 75% N=4 > s . H 2 075
‘; ctDNA at suveillance timepoint = E
@ ~ Negative | \ & Log-rank
8 50% Positive .g (1) TR ey il T | RECEEEE. P<0.0001
“'a: ° e £ HR:0.2[0.1-0.39]
€ o‘)‘ " 2 l
L% 25% | O 02 CIDNA cleared (n=65) E S 0z :
Q
P<0.001 - ctDNA negative (n=10) $ :
0% - 0.00 - ctDNA uncleared (n=50) ]
b 5 1 0 1 5 2'0 25 0 3 12 18 24 Full clearance 44 43 39 37 2 24 15
Time since cfDNA collection (mo) Time (months) GDNA+ 4 3B 25 19 f 5 5

0 3 6 9 12 15 18
Months from C4D1

Overall survival (OS), complete response (CR), partial response, (PR), stable disease (SD), no evaluable disease (NE), Carboplatine (carbo) .

Benjamin BESSE Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
Hellman CCR 2020, Ren JTO 2022, Pellini CCR 2023
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THE POTENTIAL OF LIQUID BIOPSY

Eligibility
Adv/met NSCLC
ICB/chemo-naive

EGFR/ALK mut negative
PD-L1 = 1%

< cz 3
s
L
A
= =y et -m
Bimsy "‘ ﬁ g
==
ICED)

r—
RECIST
D

Tumor _ s
NGS =

1° endpoints
StDNA response timing
concordance btw ctDNA
and RECIST response

Pembrolizumab
. L Ew

Eligibility
* Metastatic NSCLC

* ICB, chemo naive

* EGFR, ALK
negative

* PD-L1250%

* Post 6 weeks on

pembrolizumab

BR.36
Step 2

. Pembro q3wk

. Pembro-platinum douplet q3wk

D Maintenance tx

=0 .

L

a0 o
[ — 1.00 + Molecular
Molecular Clinical K
assessments 50 assessments progression
Participants M l [a
olecular
(- . - 2
’ =) response
<1 ocz a3 0.75 1
50 C1 plasma A6w until w2
A5 C1 + C2 plasma Q9w until wAas
39 C1 + C2 + C3 plasma Q12w until PD ;
2
5 non-evaluable due =
to missed plasma ﬁ
collection or @
inevaluable a
RECIST 0 050 -
0
2
— == g ’ * '
[ — [ -
10 as n=15
Undetectable Evaluable for 025 4
CStDNA RECIST response -
a» & il n=20
[ — i 0
35 235 - r - T
Evaluable for Evaluable
StDNA response patients 0 5 10 15 20
Months

Primary Endpoints
* Phasell: PFS
* Phase lll: OS

Secondary Endpoints

ctDNA+and
RECIST non PD or
clinically stable PD
that can continue on
pembrolizumab

* Phase lI: feasibility,
safety

* Phaselll: BOR, DOR,
PFS, safety

mN-2002Z2P»2

CUA Liquid Biopsy

o Research Liquid Biopsy

Q maeine

Anagnostou et al. Nat Med 2023

OS (probability)

100 - Molecular
progression

- Molecular

response
075
050 -
0.25

n=20

0 i

0 5 10 155 20 %
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?
Pharmacodynamic PD-1 Do we need 10 every 2 or 3 weeks”

occupancy on

300 — 100

Is it necessary to increase the dose?
Financial toxicity / higher risk of chronic ir-AEs

= =
£ (%0 = 200mg Q3W 400mg Q6W 1 mgkg Q3W 200 mg QBW
é - - 60 g— 100
= 3 mg'kg g \
% 100 [ = e \\\\@f ’ \\\\>\“ 2
= . Sgoxcnesvemt Lo 2 Bu g :
0 P R 60 80 ° = rageiswm Taget 15pgml ] Taget1Spgml ] Target 15pgmL
Time (days) g
%100 B -
Long-term PD-1 occupancy analysis after ‘E RN - 2
receiving one doce af 10 mg/kg & 20 \““\:f\ \\N‘“\\ 2
10 \\\ %
1001 \
3
= Pt. 4025 Jarget1Spgml . JagetiSpgmi JargetiSpgmb L Target15pgml
-;31 80P ™ A 0 10 20 30 40 0 10 20 30 40 O 10 20 30 40 0 10 20 30 40
= Time (day)
S 60- ) . :
3 Extended dosing regimens of nivolumab 240 mg Q4W
= ] and
D - -
o 207 480 mg Q8W along with pembrolizumab 200 mg Q6W
" . . 0 . : .
v e were simulated, showing that >95% of patients maintained
Time (days) the minimum effective concentration or greater.

Slide courtesy Dr Remon Peer et al J of Clinical Pharmacol 2022; Higashiyama et al; JTO 2022
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Stratification factors : .
e harrn cenctrarti | Pembrolizumab 200 mg Q6W |
. eTobacco consumption
Induction phase sLiver metastases PULSE scheme + pemetrexed 500 mg/m? Q3W
*Type of response after induction

Pemetrexed *PDL1 status

Cisplatin or
carboplatin
pembrolizumab
4 cycles

N=1821

SD, PR or CR

Pembrolizumab 200 mg Q3W
+ pemetrexed 500 mg/m? Q3W

Conventional

Primary endpoint: Overall survival
Secondary endpoint: PFS, RR, QoL, economic impact, target saturation, pharmacokinetic.

Prof. Besse, PI
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THE MOST FREQUENT SITUATIONS

AFTER ICI HELD FOR irAE

AFTER ICI TREATMENT
COMPLETION

W ©

0
)

0
0
‘\l

AFTER PD DURING ICI o,
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AFTER ICI HELD FOR irAE

AFTER ICI TREATMENT —
COMPLETION —

{mk
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AFTER PD DURING ICI
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Author ICI N | Gradez RR (%) PFS (mo.) 0S8 (mo.)

3irAE's | irAEs | No-rAE's | irAE’s | No-rAE's | irAE's | No-rAE's

(%)
Ricouti = | Nivolumab 195 | 76 | 435 | 100 57 20 178 40 Study HR
Moor ™ Nivolumab 196 | 132 | NR NR 59 25 238 64
To ™ Nivolumab 70 | NR 57 7 12 36 NR NR Ricciutietal 041 T
Haratan, ™ | Nivolumab 38| 9 52 28 92 48 | NotR | 11 -

i
Teraoka™ © | Nivolumab B3| 0 37 17 6.4 15 NR NR Toreta 045
. .
Sato 7 Nivolumab B8 | MR 64 74 | NolR | 186 NR NR Safo et al 0.10
Lisberg™ | Pembrolizumab® | 97 | 34 | 395 | 89 82 2 64 | 48 | \onPaweletal 056 ——
?:a” Pawel” | ezoizumab | 823 | 60 | 223 | 99 5.4 23 | 207 | 108
o | Grades Total 0.48 -

Kioury® | Anti-PD(L)1 . 2 NR NR 142 | 134 | 237 | 162

28.3%¢ T T T T T T
Toi? Ani-PD1 W7 | NRE | 52 e 103 34 | NotR | 114 0 04 02 03 04 05 06 07 08 09 1
Shafgat™ | Ani-PD(L)] 77| 114 | NR NR | 244 | 42 NR NR ) ,
Specially if 2 2 irAEs and some specific irAEs (thyroid, skin) " o

I noIr

Remon et al JTO 2019
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treatment-related select AE= (%)
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=4

0

No. on study

No. on treatment
No. with a first event
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CHECKMATE 227

PD-L1 2 1%

1001 NIVO + IPI
All randomized
el O Discontinued full NIVO « IP regimen due to TRAES ==mmmmmmmnx
Patients on treatment (NIVO + IPI) with first select TRAE (any grade): 304
Skin gEndocring
WGastrointestinal Hepatic
8 pulmonary Renal
Wypersenstivity { infusion reaction ~ 601
Hypersensitivity / infu o\o
S
72
O 4
|
|
Morths 201 i E
576 1] 1 5 s : '
3% mn 143 9 2] 1 :
M 7 9 1 0 [ H
0 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Months
Discontinued

66 59 56 54 52 46 43 40 37 37 33 30 30 30 29 28 26 20 14 & 3 0 )

Ramalingam et al. ASCO 2020;Carbone D et al. ASCO 2023

EFFICACY IN PATIENTS WHO DISCONTINUE IO DUE TO TRAEsS

CHECKMATE 9LA

100 1 \ NIVO + IPI + chemo
\ Al randomized

§- Discontinued due to TRAES ~ ====s=nsssnseenenss
l
~ 007 !
g \
s |
40 }
|
20 }
|

0 T T T J[ T T T T T T T % T T T T T T T T 1

0036 9 121518212427 30 33 36 39 42 45 48 51 54 57 60 63

Months
No. at risk (patients who discontinued due to TRAES)

B 55 53 49 4 41 3% M OB NV VB WBH MUUB BN 4

S
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Real world data from WHO Drug Monitoring Program

(L Recurrence
N=482 pts NSCLC anti-PD(L)-1 +/- antiCTLA-4 * MROWGINASE Adverse No.of rte
P (L) / * 24,079 cases with irAEs from >130 | drugreaction cases (95%Cl), %
countries Dlabetes' 13 0(0-27) —
14,7% irAEs S
*  25% had ICl rechallenge Adrenal 0 12(527) EEE—
Pancreatitis 13 15(3-43)
45% permanently discontinued * 29% recurrence of same irAE L:i:::lytm e E?;i)?) -_‘ ‘
54% retreated 50% irAEs (early onset) Hepatitis 31 29(16-47) [ ———
. oo os e 49 i i Hematologic 10  30(10-61) | — —
5% mortality (colitis, neumonitis) A At difrerent nAk S e o ey ] —— 0
) Coliti 123 37(29-45) S
8% ORR * Higher rates for colitis, pneumonitis S:inls 16 38(18-61)
i Arthritis 29 45(28-62)
No OS differences
6 5.0 160
Recurrence rate (95% Cl), %

Menzies AM, et al. Ann Oncol 2017, Schadendorf D, et al. JCO 2017, Doladille et al JAMA Oncol 2020
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201 —— Discontinued because of drug-related AEs during induction
Did not discontinue because of drug-related AEs

Rechallenge after irAE (without disease progression) B "
90+
* N=68/482 NSCLC patients experienced irAE = 38 retreated 3 o
| =
8 PFS similar with or 2 6
g without rechallenge in 2w
§ patients with CR/PR = -
26% Recurrent irAE -l z 0
New irAE %ol — E
®No subsequent irAE g
26% g8 0
ol HR = 0.68 (95% C1, 0.19-2.24) P=0.56 T T
0 6 12 18 240 3 3 4 48 0 ] [
Time (months)
Number at risk
- 12 12 10 8 8 5 3 2 1
8 7 4 4 3 3 1 1 0
Mo at risk:
aontinued because ofdrug-le!ated l!.Es @ B
+ 2 treatment related deaths (5%) during induction
* Recurrent/new irAE more likely if initial irAE required hospitalization moom 78

* Grade of irAE, time off ICl before rechallenge, other factors did not impact

Santini et al. Cancer Immunol Res 2018

2 bl i £l

82 pe! 0 0

1 80 B 0
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23824 Guidelines recommend restarting I-O therapy in certain circumstances after
SR e IMAR resolution, acknowledging that the decision is complex and multifactorial

ASCO

Csitc >

ESMO guidelines state whether to retreat/rechallenge with the same or a different ICI class involves a challenging
balance of clinical benefit and treatment-related toxicities, the decision being dependent on multiple factors and
requiring discussion in MDTs and on a case-by-case basis'

The guidelines include that patients who have previously developed grade 3 or 4 IMARs are at risk of redeveloping severe toxicities
on ICl rechallenge’

ASCO assert the decision to retreat/rechallenge with an ICl is challenging, involving consideration of factors
including previous tumor response, duration of treatment, type and severity of the toxicity, time to toxicity
resolution, availability of alternate therapies, and patient performance status?

SITC recommends the decision to rechallenge a patient after grade 3 or 4 IMARs should be
risk-adjusted based on anticipated benefit with therapy vs the potential for toxicity (Level 3 evidence?)?

NCCN recommends permanent ICI discontinuation for grade 3 or 4 IMARs; for most grade 2 IMARs, ICI resumption
can be considered after resolution to < grade 1 with the risks/benefits being discussed with the patient, and
exercising caution with close follow-up for recurrent symptoms#*

1. Haanen 2022. 2. Schneider 2021. 3. Brahmer 2021. 4. NCCN 2022.



https://www.annalsofoncology.org/action/showPdf?pii=S0923-7534%2822%2904187-4
https://ascopubs.org/doi/10.1200/JCO.21.01440?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://jitc.bmj.com/content/9/6/e002435.long
https://www.nccn.org/guidelines/guidelines-detail?category=3&id=1486

15]@?@8&‘2? 224 CRITERIA TO RESUME/ SUSPEND ICI

Resume ICI: if irAE
resolved to < gradel

N

Suspend ICI if:

e Occurrence of a life-
threatening high-grade
irAE

e [nability to taper
corticosteroid therapy

e Persistent irAE> grade 3

e Reoccurence of irAE>
grade 3

Individualized informed
decision-making on a
case-by-case basis
(benefits vs risks of ICI
(dis)continuation)
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COMPLETION
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K EY N O I E O 2 I PD-(L)1+
ch er(n)o starts Did the patient initially respond
What is/are the active agent(s) Resistance should be attributed and develop resistance to
if initial response? to what treatment(s)? PD-(L)1, chemo, or both?
100+ Events,n HR
904 N (%) (95% ClI)
804 Pembrolizumab 154 103 (66.9) 0.62
Median (95% Cl) Chemotherapy® 151 123(81.5) (0.48-0.81)
= 704 26.3 mo (18.3-40.4 mo) : . :
8 604 1340 {9:4=13.0mo) v Acquired resistance
>
| . IR, S l
£ a0 = Initial response
$ g P
)
301 ] -
c N p—_
» g N /
w \\
104 & \JEEN.L_
o 6 12 18 24 30 36 42 48 54 60 6 72 =
Time, months " -
No. at risk Heterogeneous patient Time (months)
Pembrolizumab 154 o 106 89 78 73 66 6 54 51 20 0 0 .
Chemotherapy 151 108 80 61 48 4“4 35 3 28 2 1 3 0 population

Hyperprogression

KEYNOTE

Primary (Intrinsic) Resistance

100
9 Events,n(%)  Median(85%C))  HR(95%Cl)
:‘ - . 0] 5
8 {68t Pembro + chemo e 20019545 0 5 y OS 19'4 /0 E Acquired Resistance
148.0% . ]
10 | : Placebo -+ chemo 183 (889) 106(87-136) 2t 2
80 5T 3
2 L%
8‘ 507 TR ——————————s sy urable Response
k 1.3% : 5-y 0S
40 ' H —_—
4% 19.4%
30 : \ Pssudoprogression
20
10 Timme
0 1 u % It 60 7

Reck M, et al. J Clin Oncol 2021; Gadgeel S, et al. J Clin Oncol 2020; Garassino ESMO 2022; Schoenfeld et al. Ann Oncol 2021; Schoenfeld et al. Cancer Cell
2020; Sharma et al. Cancer Disc 2021
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Cohort 1 Cohort 2
(pembrolizumab) (pembrolizumab + chemo)
First course Second course (n=57) (n=14)
Cohort 1 ORR, % (95%C) », 1934100, 3L9) 0(0,23.2)
PD-LL TPS 1% (KEYNOTE-042), Pzg](?ﬁgzsgn;b Pzr(?(?rrigzggnv?b DCR, % (95%Cl) 73.7 (603, 84.5) 50.0 (230, 77.0)
Key patient inclusion criteria 250% (KEYNOTE-024, (upto 35 cycles) (upto 17 cycles) SR
KEYNOTE-598) CR 0 0
+ Stage IV squamous or
nonsquamous NSCLC PR 11 (193) 0
+ Nosensizing EGFR or Y—— | SD 31(44) 7(00)
ALK alterations Cohort 2 900 1 Pembrolizumab PD 8 (14.0) 2(143)
PD-LL TPS any (KEYNOTE-189, J 200 mg g3 " 0 .
KEYNOTE407 (o5 cyks) 7oy — =
! ) Chemo’[herapy (Up o CyCBS) mDoR, mo (range) NR (0.0+ to 20.0+4) -
DoR 26 mo, % 78.8 -
Endpoints mOS, mo (95%C) 275 (217, NR) NR (R, NR)
* ORR, DCR, DoR, OS, PFS, safety 6-mo 0S, % rate (95%Cl) , 85.1 (72.4,92.3) 85.1 (52.3,96.1)
mPFS, mo (95%C) 103 (5.6,14.0) 7.7(L8,NR)
6-mo PFS rate, % (95%C) 60.8 (46.0, 72.7) 545 (22.9, 78.0)

Rodriguez Abreu D, et al. WCLC 2022; Haanen J, et al. JITC 2021
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WJOG9616L: Phase Il study of Nivolumab retreatment in patients iwth \

WIGCANCER 23823 advanced NSCLC that previously responded to ICl and had and ICl-free interval @

PD-L1score
<50% 3%
>=50% 29%
unknown 3%
Prior ICl alone 92%
Prior ICI + chemotherapy 8%
Best response to prior ICl
CR/PR 69%
SD>=6 months 3%

Median duration prior ICI, m (range)  8.1(1-37)
Median ICl-free interval, m (range) ~ 9.2(2-29)

irAE = IC! discontinuation 3%

100 I Partal response (1= §)
£ 80 I stable disease (n = 25) Merths
H I B |
o I Progressive disease (n=28)
B 60
IR
n -~
.0
iz
EE)
£ 3 Pl respnse 1)
9 E I St dseas 1=15)
s = I Progressvedisease 1= 28)
&
0 “ Responsaongong

Patients

Overall response rate 9% (95% CI 3-19%)
Median PFS 2.6 months (95% C1 1.6 - 2.8)

Median PFS in responders: 11.1 months

WJOGI9616L: ICI-free interval associated with Benefit with Retreatment

Univariate analysis Multivaiate analysis

HR (35% C1) P HR(3S%C) P
Age (<T0/510) 110 (064-187) 073
Sex (male/female) 125(063-229) 047
Smoking history (yes/no) 155 (0.75-318) 03
ECOG PS (0/1) 073(042-128) 08

- Histology (non-Sg/S0) 045(0.25-081) 001 057(03-105) 007
Stage (I, IV recurrence) 135(072-253) 0%
PD-L1 expression at diagnas’s (<30%/250%) 124(089-170) 059
Response with prior CI (R, PR/SD > 6 months) 085 (0.48-1.49) 0%

ionof orir (] (< : 8102330 004__127(068-238) 04

261(147-464) 0001 202(10-373) 002

UNIUZGRIN) VLI NES) V2

Abbreviations: Non-Sa, non-squamous; P, performance stats; Sq, quamous.

Akamatsu CCR 2022

A P=0.0134 (ANOVA)
21 I 1
184 -

g 1

£ 1

<)

E

(7]

w

o

Percent survival

ICI-free interval (months)

100+ ICI-free intervals (mo)
90+ —— 2-6(n=14)
80+ —— 6-12(n=19)
701 12-18 (n=9)
60+

—~— 18-24(n=8
50- = (n - )
40- 24-30 (n = 6)
30+ |
20+ 1 E—
10+ :
0 I ] L}




12;]&3”?&5%& 23824 RECHALLENGE

THE MOST FREQUENT SITUATIONS

AFTER ICI HELD FOR irAE

AFTER ICI TREATMENT
COMPLETION

W ©

0
)

0
0
‘\l

AFTER PD DURING ICI o,

»




15" |CONGRESS RECHALLENGE
THE MOST FREQUENT SITUATIONS

on uv:%CANCER 23824

AFTER ICI HELD FOR irAE 2
AFTER ICI TREATMENT (z;
COMPLETION —
AFTER PD DURING ICl 53

&




15" JCONGRESS
°QJ£VI CANCER 23&24

ember 2023

|O RESISTANCE Definition

o Concepts of innate and secondary resistance to 10 have been translated from advanced

NSCLC treated under CT +/- TKIs

o A clear consensus is lacking: SITC vs ESMO

. ———
. —— —— —
H — == = =
- e —— =——
= e = —— %‘T = - — = —
| = B
L] = e — — —_
[] —— ——— ——
[ ] —_——
=== —_—— —_————
|
== —— R
H -—— == === =
L | s —— ————
= = =
- == = =—
. — = = = -
: ==
H =——
n
. = — 3
: —— —— B — e
e —— = ===
g T e ——
— — — — —— = =
I e == —_— —
F——— — =——— 3 _— = -
. ——— ——— == =
—— — === — —— ——
|
= === N
. — = —_ = == =——
LT U EpE U U T U U

1. Type of treatment:
o Prior treatment with PD-(L)1 blockade is
combinations are allowed.
2. Depth of response:
e Patients experience objective response on PD-(L)1 blockade. Stable
disease is excluded.
3. Timing of progression:
o No duration of response threshold is required. Confirmatory scans of
progression after prior response are not required.
4, Continuity of treatment:
o Progression occurs within 6 months of last PD-(L)1 blockade treat-
ment. In patients with progression occurring >6 months since last
treatment, PD-(L)1 blockade retreatment is required.

required. 10—I0

Schoenfeld AJ, et al. Ann Oncol 2021; Kluger HM, et al. J Immunother Cancer 2020
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ORIGINAL ARTICLE "*&

Atezolizumab Treatment Beyond Progression in
Advanced NSCLC: Results From the Randomized,
Phase Il OAK Study

David R. Gandara, MD,** Joachim von Pawel, MD,” Julien Mazieres, MD, PhD,*

Continued cemiplimab with addition of chemotherapy beyond progression appears superior to historical data for
chemotherapy in the 2 line seting where median OS s 8.4 months (range: 5.6 - 11.2) (Bersanelli et al,, Lung Cancer, 2020)

Gandara D, et al. J Thorac Oncol 2018; Ozguroglu M, et al. ESMO 2022
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ORIGINAL ARTICLE "*&

Atezolizumab Treatment Beyond Progression in
Advanced NSCLC: Results From the Randomized,
Phase Il OAK Study

David R. Gandara, MD,** Joachim von Pawel, MD,” Julien Mazieres, MD, PhD,*

Exciting EMPOWER-Lung 1 Cohort A results

Continued cemiplimab with addition of chemotherapy beyond progression appears superior to historical data for
chemotherapy in the 2 line seting where median OS s 8.4 months (range: 5.6 - 11.2) (Bersanelli et al,, Lung Cancer, 2020)

Gandara D, et al. J Thorac Oncol 2018; Ozguroglu M, et al. ESMO 2022
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ORIGINAL ARTICLE "*&

Atezolizumab Treatment Beyond Progression in
Advanced NSCLC: Results From the Randomized,
Phase Il OAK Study

David R. Gandara, MD,** Joachim von Pawel, MD,” Julien Mazieres, MD, PhD,*

Exciting EMPOWER-Lung 1 Cohort A results

Prolonged Survival in the 2 Line Setting
nued Cemiplimab Beyond Progression with Addition of Chemoth

Cemiplimab Beyond Progression N=64

. Period 2
0S P?no?i 2 Day 1 of Continued
Randomization to Death Traatmedt t5 Death
Median (95% CI, months) 214 (230,318 16.1(11.3,18.7)
Estimated Survival Probabilty, % (95% CI)
A mnanthe 400 (AE _AIE 010/

Continued cemiplimab with addition of chemotherapy beyond progression appears superior to historical data for
chemotherapy in the 2 line seting where median OS s 8.4 months (range: 5.6 - 11.2) (Bersanelli et al,, Lung Cancer, 2020)

Gandara D, et al. J Thorac Oncol 2018; Ozguroglu M, et al. ESMO 2022
e
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ORIGINAL ARTICLE "*&

Atezolizumab Treatment Beyond Progression in
Advanced NSCLC: Results From the Randomized,
Phase Il OAK Study

David R. Gandara, MD,** Joachim von Pawel, MD,” Julien Mazieres, MD, PhD,*

Exciting EMPOWER-Lung 1 Cohort A results

Prolonged Survival in the 2 Line Setting
nued Cemiplimab Beyond Progression with Addition of Chemoth

Cemiplimab Beyond Progression N=64

: Period 2
0S P?I‘IOfi 2 Day 1 of Continued
Randomization to Death Traatmedt t5 Death
Median (95% CI, months) 214 (230,318 16.1(11.3,18.7)
Estimated Survival Probabilty, % (95% CI)
A mnanthe 400 (AE _AIE 010/

Continued cemiplimab with addition of chemotherapy beyond progression appears superior to historical data for
chemotherapy in the 2 line seting where median OS s 8.4 months (range: 5.6 - 11.2) (Bersanelli et al,, Lung Cancer, 2020)

INSIGNA Trial

Advanced

Non-squamous
NSCLC

1% Line Treatment 2" Line Treatment

Pembrolizumab ™

Post-Progression

Pembrolizumab

21% TPS
positive

Randomization

BN Carbo/Pemetrexed/
Pembrolizumab
Induction Maintenance
Carbo/
Y— Pemetrexed/
Pembrolizumab

*  Primary Endpoint: 0S
= Overall Objective: Determine which approach is of greatest benefit in 1¢! line therapy of Non-Squamous NSCLC

Gandara D, et al. J Thorac Oncol 2018; Ozguroglu M, et al. ESMO 2022
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PFS PFS 2 oS
A B c
K .\\ u::iﬁow i N\ p =0.00052 \ \,: ~ p =0.0026
1 Gensored Srmmepopahn o oo N L e progeon
100 ey e 15 0 dvvers Moare, e P - i
N 2 A\ 64m 20 ‘}I"T‘\E 13.1m £ OO = Y.~ %, 8m
1 3 7m i\ 2 100m { W ] m =5
ana 5 s g 1'\\_5 5 —
. " Y o L
lavurs divdisanas I L P TR i P S T ; i
- 000 K = 5 e 003 Pl ! h 000 : : '
o 5 5 = 3 -
* Local Therapy ;. o o
- Number at nsk Number at nsk Number at nsk
- systemic | . ) systemic | o Systemic .
m _ notr:s?r?: D’Dl’:s.lsl::: progre:
> N_1 5 P'Direx‘s(bon ‘: ji :'4 :m:remgnr 1 ‘: ogre:
U Mont: ont
E LI L_0Ll]
= . 1-year PFS: 20 vs 5% 1-year PFS 2: 52 vs 28% 1-year OS: 74 vs 56%
n 50+ All Patients - 2-year OS: 19 vs 13%
-
g
A B
Q —_
> N_26 B - B PFS2 Ui - TP os
O Y P =0.048 i . P =0.019
" !
2-y OS: 92% O]\ f N
- \ 8
y . O (VS- 70%) § 1 [ —— \ — 15.0m - N ... ST { 26.4m
s 10.3m z 20.8m |
j 1 5 =
U | nl
L] I L] I n n I L] I L] I n I L] I =

06 2 % % N % & B : - — L — .

ser ot ik Time From Acquired Resistance (months) Local T+ICI| vs Others:
MPFS 15m vs 10.3m

MOS 26.4m vs 20.8m

1 year OS 89% vs 61%

Gettinger et al. J Thoracic Oncol 2018
Xu'Y et al. Frontiers in Oncol 2021
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SAPPHIRE phase Il RCT

Key Eligibility Criteria Sitravatinib (100 mg QD) +

= Unresectable, locally advanced, or Nivolumab (240 mg Q2W or 480 mg Q4W)
metastatic NSQ NSCLC n=284b

= No EGFR, ROS1, or
ALK alterations

Study Objectives

= Primary endpoint: 0S
= One or two prior regimens with Docetaxel (35 mhgfmz Q3w)
most recent including CPI n=293
(=4 months) with or after PBC

= Secondary endpoints®:

PFS, and safety

= Discontinuation of prior CPI
<90 days prior to randomization

= ECOGPS0Oor1

Stratification Factors = Median follow-up: 17.1 months

= Prior treatment regimens in the advanced setting: 1 vs 2
= Baseline ECOG PS: 0 vs 1

= Treated and/or stable brain metastases at baseline:

= No active brain metastases?
presence vs absence

ORR (RECIST v1.1), CBR, DOR,

[=2]
o
|

~
o
1

Overall Survival, %

N
o
|

mOS 12.2 vs m, HR 0.86; p=0.144 I 1

0 I I I I I I I I T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 4

Time, Months

CONTACT phase Il RCT

Atezolizumab

PDor|
. Histologically or cytologically confirmed NSCLC 1200 mg Q3W i c‘;’ﬂgf
!nonsguamous and ﬂuamous! + benefit

> ECOG PS 0-1

> Progression on or after immune checkpoint inhibitor
and platinum-based chemotherapy

> Any PD-L1 status®

> Absence of sensitizing EGFR mutation or ALK fusion
oncogene

Cabozantinib 40 mg QD

No crossover allowed

Docetaxel
N=366 (75 mg/m? Q3W)

100
80
|
I,E; 40
é
20
: l mOS 10.7 vs 10.5m, HR 0.88; p=0.367 I
¢ 1 23 48 & 7 8 91011121314151I61['I1I81I!)2'(J2]12I2
Months
No. at nsk

Borghaei Ann Oncol 2023; Neal ELCC 2023
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SAPPHIRE phase Il RCT

Key Eligibility Criteria Sitravatinib (100 mg QD) +

Nivolumab (240 mg Q2W or 480 mg Q4W)
n=284b

= Unresectable, locally advanced, or
metastatic NSQ NSCLC

= No EGFR, ROS1, or
AL .

Docetaxel (75 mg/im? Q3W)

= One or two prior regimens with
WO prior regi wi n=203b

most recent including CPI
(=4 months) with or after PBC

Stratification Factors
= Prior treatment regimens in the advanced setting: 1 vs 2
= Baseline ECOG PS: 0 vs 1

= Treated and/or stable brain metastases at baseline:
presence vs absence

<90 days prior to randomization
= ECOGPSQor1

= No active brain metastases?

Study Objectives
= Primary endpoint: 0S

= Secondary endpoints®:

ORR (RECIST v1.1), CBR, DOR,

PFS, and safety

= Median follow-up: 17.1 months

[=2]
o
|

~
o
1

Overall Survival, %

N
o
|

mOS 12.2 vs m, HR 0.86; p=0.144 I 1

0 ! ! ! ! ! ! ! 1 T T

0 3 6 9 12 15 18 21 24 27 30 33 3% 39 42 4

Time, Months

CONTACT phase Il RCT

Atezolizumab

1200 mg Q3W
+

Cabozantinib 40 mg QD

PD or loss
of clinical
benefit

> Histologically or cytologically confirmed NSCLC

rogression on or after immune checkpoint inhibitol
nd platinum-based chemotherapy

No crossover allowed

> Any =
> Absence of sensitizing EGFR mutation or ALK fusion
oncogene Docetaxel
N=366 (75 mg/m? Q3W)
100
80
|
§ o«
é
20
: l mOS 10.7 vs 10.5m, HR 0.88; p=0.367 I
¢ 1 2 3 &85 & 4 8 91011121314151I61[71l81192102]12x2
No. at nsk Monts

Borghaei Ann Oncol 2023; Neal ELCC 2023
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<%= |T IS DIFFICULT TO IMPROVE OUTCOMES POST CHEMO-ICI RESISTANCE

SAPPHIRE phase Il RCT

Key Eligibility Criteria

Sitravatinib (100 mg QD) +
= Unresectable, locally advanced, or Nivolumab (240 mg Q2W or 480 mg Q4W)
metastatic NSQ NSCLC n=284b
= No EGFR, ROS1, or Study Objectives
AL y

= Primary endpoint: 0S

Docetaxel (75 mg/im? Q3W) )
n=293b = Secondary endpoints®:

ORR (RECIST v1.1), CBR, DOR,

PFS, and safety

= One or two prior regimens with
most recent including CPI
(=4 months) with or after PBC

Stratification Factors
= Prior treatment regimens in the advanced setting: 1 vs 2
= Baseline ECOG PS: 0 vs 1

= Treated and/or stable brain metastases at baseline:
presence vs absence

<90 days prior to randomization Pl Bk st ST

= ECOGPS0Oor1

= No active brain metastases?

100 —#
OS HR
. mos (95% CI)
= PHOrNSCLC  ppinum + anti-PD(L)1~ 9.8vs 9.5 0.90
g g treatment
= 'Platinum then anti-
% . PD(L)l 12.6 vs 10.5 0.80
S Anti-PD(L)1 then 9.8vs 11.9 1.26
o platinum
Duration of |
(prior CPI to PD SO LEiE LAl
26 months 0.78

Borghael Ann Uncol 2023; Neal ELCC 2023

> Histologically or cytologically confirmed NSCLC

nd pla
> Any

> Absence of sensitizing EGFR mutation or ALK fusion

oncogene

CONTACT phase Il RCT

Atezolizumab

1200 mg Q3W
+

PD or loss
of clinical
benefit

rogression on or after immune checkpoint inhibitol
tinum-based chemotherapy

Cabozantinib 40 mg QD
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Paper PR+SD Median PFS
(months)

Fujita et al 2018

Niki et al 2018** 5% 0 il 16 . . .
m I-O retreatment/rechallenge/escalation guidance provided

Watanabe et al 2019 14 1 3 1.6 Not supported - setting of recommendation unclear
An anti-PD-1/PD-L1 is not recommended for patients who have PD on anti-PD-
Fujita et al 2019 18 0 7 29m NCCN 1/PD-L1 therapy (unclear if statement applies for non-met=>1L mNSCLC vs 1L=>
7 2L+ mNSCLC)
Fujita et al 2020 15 0 4 2.4
Only consider for patients NOT discontinuing due to PD
Katayama et al 2020** 35 il 14 2.7 m Consider anti-PD-(L)1 rechallenge if the patient previously obtained a substantial
= clinical benefit from ICI (if the ICl was discontinued previously, but not for PD)
Kitigawa et al 2021 10} 0 6 a0
Furuya et al 2021 38 1 13 1.9
Total 147 4 (2.7%) 52 (35%) 25t t

* Patients with immune related adverse events during initial treatment excluded
** Patients received intervening chemotherapy and/or radiation

INCCN NSCLC V1.2023; 2Hendriks Ann Oncol 2023



https://www.nccn.org/guidelines/category_1
https://www.annalsofoncology.org/article/S0923-7534(22)04785-8/fulltext
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1st line KEYNOTE-495/KeylmPaCT phase II: randomization based on T cell inflamed gene expression profile & TMB

Primary endpoint RECIST 1.1 ORR
Pre- specified efficacy tresholds for each biomarker defined group Pembro + lenvatinib group Ill met primary endpoint
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Threshold ORR: >5% >20%

Still phase Il RCT needed!

And are these tresholds enough in 1st line?

Gutierrez Nat Med 2023
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Decision depends on:

Severity of IrAE
AFTER ICI HELD FOR N Type of toxicity
irAE P. with increased risk of irAEs: caution
r

Alternative therapies
Status of the cancer
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Decision depends on:

Severity of IrAE
AFTER ICI HELD FOR N Type of toxicity
irAE P. with increased risk of irAEs: caution
”

Alternative therapies
Status of the cancer

AFTER ICI TREATMENT @ Decision depends on:
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Available options
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Decision depends on:

Severity of IrAE
AFTER ICI HELD FOR N Type of toxicity
irAE P. with increased risk of irAEs: caution
”

Alternative therapies
Status of the cancer

AFTER ICI TREATMENT @ Decision depends on:
. nterval free
COMPLETION ( iy Previous response

Available options

AFTER PD DURING IC] 420;
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