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LG AIOM 2021

EGFR, ALK, ROS1, BRAF, . . Chemioterapia a base
NTRK negaiv Pembrolizumab Progressione >—>< diplaino
PDL1>50%
Risposta obiettiva 0 Mantenimento? o
EGFR, ALK, ROS1,BRAF Chemioterapia  base di
o e Platino + Pemefrxed +
oo 0 Pembrolizumab x4 cicl Docetaxel + Nintedanib
slooga nasquamosa Progressione Nivolumab®, Pembrolizumat®
Atezolizumab?
Risposta obiettiva 0 Mantenimento* o
stabilita di malattia Follow-up
EGFR ALCROSLERAF \ /" Cherioterapia abased
PDTEQS%W‘SD, Carboplaino + (ab)Pacitarel+
S0 Pembrolizumab x 4 cic Docetael
Istologia squamosa .
Progressione Nivolumab®, Pembroizumab®,
Atezolizumab?
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Agenda

PDL1 >50% PDL1 < 50%

e Pembro o Atezo ? * CT+Pembro o CT+lpi-Nivo ?

* In futuro, cemiplimab ?
e Nuove associazioni ?
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KEYNOTE 024 — 5-YEAR (60 months) OS UPDATE

100 Events, n HR
904 N (%) (95% CI)
80 Pembrolizumab 154 103 (66.9) 0.62
Median (95% Cl) Chemotherapy® 151 123 (81.5) (0.48-0.81)
= 704 26.3mo (18.3-40.4mo) . : :
E? 60 13.4 mo (9.4-18.3 mo) :
2 43 : E
: 5“- .......................... S g T T E .............. R L N DOR
= _
g 40 29,1
o 20
VS
20+ 6 3
101 months
o+ e g AN~~~ ppr————rrrr— ,
0 T2
Meo. at risk
Pembrolizumab 154 0
Chemotherapy 151 0
Reck M. et al J Clin Oncol. 2019 Mar 1;37(7):537-546 Brahmer J, et al. ESMO Congress 2020
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NSCLC Studies: 1L Monotherapy Phase 3 Trials

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

DEMOGRAPHIC, /™0 © IMPOWER110 : | EMPOWERLUNG1 i | KEYNOTE024 |  KEYNOTE 042
CLINICAL AND \ R St L T T O
BIOLOGICAL RCT \ = ATEZO ~ CHEMO  CEMP  CHEMO PEMBRO CHEMO PEMBRO  CHEMO
FACTORS

AGE 2 65y m 449%  56.1% 45% 48% 54% 54% 44% 46%
SEX (FEMALE) Q 262%  34.7% 12% 18% 403%  371%  29.4% 29%
ECOGPS 1 jagm 67.3% | 60.2% 73% 73% 35.7% | 351% | 68.9% 70%
H. SQUAMOUS \ 252% | 23.5% 43% 43% 18.8% | 17.2% 38% 39.1%
BRSNS SRS, S S e S S I e R
NEVER SMOKER | 8.4% | 15.3% NJA N/A 32% | 124% | 22.3% 22%
BRAIN METS @@ N/A NJA 12% 12% M7%  6.6% 5.5% 5%
CROSSOVER @ NOTPERMITTED  PERMITTED (74% ITT)*  PERMITTED (66%) NOT PERMITTED
TEST SP142%* 22C3 22C3 22C3

1° ENDPOINT E] 0s OS/PFS PFS 0s

GRADE 3-5 MPNEUMOM 0.7% 0% 1% 1% 2.6%*  0.7%* 3.3% 0.2%
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KEYNOTE-042: 5-year Update of OS in Patients With PD-L1 TPS =250%
(Primary Hierarchical End Point)

| N | Events, n (%) | mOS, months (95% CI) | HR (95% CI)

" Pembrolizumab 299 234 (78.3) 20.0 (15.9-24.2) 0.68
Chemotherapy 300 268 (89.3) 12.2 (10.4-14.6) (0.57-0.81)

20
80 - I 12-month rate
163.5%
70 50.7% I 24-month rate I 36-month rate | 48-month rate 1 60-month rate
60 1 44.5% 131.3% 1 25.3% 121.9%
R
(’," ———————————
o
Pembrolizumab
Chemotherapy
78
No. at risk Time, months
Pembrolizumab 299 224 190 157 132 109 93 82 75 56 37 16 2 0
Chemotherapy 300 231 151 13 87 66 53 44 38 25 17 9 2 0

Median follow-up for the ITT population = 61.1 months (range: 50.0-75.5 months). Data cutoff: April 28, 2021.
aPrimary endpoint was met at the interim analysis: TPS 250%, P=0.0003.
de Castro et al. Presented at SITC 2021. Abstract 363.
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IMpowerl110: atezolizumab monotherapy versus chemotherapy in PD-L1
selected, first-line NSCLC

Stage IV non-squamous

or squamous NSCLC

PD or loss of
clinical
benefit**

Chemotherapy naive Atezolizumab Atezolizumab
PD-L1 selected* 1200 mg q3w 1200 mg g3w

EGFR/ALK negative

Stratification factors: ]
NON-SQUAMOUS: Carboplatin NON-SQUAMOUS:

* Sex or cisplatin + pemetrexed" pemetrexed

* ECOG PS

* Histology

* PD-L1 IHC expression#
N=5725

dn-mo||0] [eAIAINS

SQUAMOUS: Carboplatin or SQUAMOUS:
cisplatin + gemcitabine! Best Supportive Care

Maintenance
(no crossover permitted)

4 or 6 cycles

Primary endpoint Key secondary endpoints

* OS in WT population * PFS (investigator-assessed)
(excluding patients with « ORR
EGFR+/ALK+ NSCLC) * DOR (per RECIST v1.1)

Spigel, et al. ESMO 2019 (Abs LBA78)
Herbst, et al. N Engl J Med 2020
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IMpowerl110: OS in the TC3 or IC3 subgroup after longer follow up

Arm A (atezo) Arm B (chemo)
100 - Landmark n=107 n=98
90 6-month OS 76.5 70.4
80 - (95% CI), % (68.5, 84.6) (61.2, 79.6)
— 12-month OS 66.1 52.3
& 707 (95% CI), % (57.1, 75.1) (42.2, 62.4)
T 60
g HR,* 0.76 (95% CI: 0.54, 1.09)
S 504 — == = — == — — &
(7] 1 1
T 40- : ; '
g _ | | |-|—l-l—i—l-
o ;
. ! ! Median follow-up,
1 1
1049 Median OS, 14.7 mo | I Median OS, 20.2 mo 313 mo
0 B (9ISO/IO ClI 7l4-’l 17l7)l II I I : (I95(l)/0 ICI:I17I-2,l27I.9)I 1 1 T Ll Ll I 1 1 1 1 (range’ 0_52)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56
Time (months)
No. at Risk
Atezolizumab 107 95 86 81 77 74 70 64 64 59 54 51 43 38 27 25 22 18 16 14 13 8 5 4 3 1 0 0 O
Chemotherapy 98 90 76 66 56 53 49 48 44 36 34 33 30 24 19 18 14 9 7 4 3 3 2 2 2 2 0 0 O

Herbst, et al. WCLC 2020 (Abs FP13.03)
Jassem et al; JTO 2021
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IMpower110: OS in PD-L1-high subgroup with 22C3 and SP263

SP142 (TC3 or IC3-WT)* 22C3 BEP-WT (TPS 250%)* SP263 BEP-WT (TC 250%)*

100 - Atezolizumab 100 - Atezolizumab 100 ~ Atezolizumab
%0 =+ Chemotherapy 9 ~~ Chemotherapy 90 =~ Chemotherapy
g 8 g & g
T—; 70 T_; 70 ‘_; 70
> > >
3 60 2 60 g 60
50 5 50
F z % @
= 40 = 40 = 40
[ [ 8
g 30 & 30 q>) 30
& 2 3 20 6 2
10 10 10
L S T . — 0 L S —
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
No. at risk Months No.atrisk Months No. atrisk Months
Atezolizumab 107 94 85 80 66 61 48 40 34 25 18 16 11 7 6 5 2 Atezolizumab 134 120 114 105 87 73 53 43 34 23 14 11 7 3 3 3 2 Atezolizumab 150 134 123113 93 75 56 46 36 26 14 11 7 3 3 3 2
Chemotherapy 98 89 75 65 50 40 33 28 19 12 9 7 6 4 3 3 3 1 Chemotherapy 126 116 97 84 64 46 32 26 19 11 6 4 3 1 1 1 1 Chemotherapy 143128109 94 73 54 41 33 25 12 8 6 5 3 3 3 3 1

Atezo Chemo Atezo Chemo Atezo Chemo

(n=107) (n=98) (n=134) (n=126) (n=150) (n=143)
mOS, mo 20.2 13.1 mOS, mo 20.2 11.0 mOS, mo 19.5 16.1
HR (95% CI)* 0.59 HR (95% CI)$§ 0.60 HR (95% CI)$ 0.71

(0.40, 0.89) (0.41, 0.86) (0.50, 1.00)

*SP142 TC1/2/3 or IC1/2/3-WT (n=554); 22C3 BEP-WT (n=534); SP263 BEP-WT (n=546)

;Stratifie_q Herbst, et al. ESMO 10 2019 (Abs LBA1)
unstratified Herbst, et al. N Engl J Med 2020
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EMPOWER-Lung 1. Study Design and Endpoints

/Key Eligibility Criteria \ 4 Optional
* Treatment-naive advanced NSCLC M continuation of
« PD-L1 250% Cemiplimab monotherapy 1V cemiplimab + 4
« No EGFR, ALK or ROS1 mutations ?50 2"'9 33;"[’) 08 week cycles of
«ECOGPS 0 or 1 (EALUNEEEEIOFISE WEEKS chemotherapy

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

Follow-up

N
Optional crossover

to cemiplimab
monotherapy

Stratification Factors:
« Histology (squamous vs nonsguamous)
\- Region (Europe, Asia or ROW) /

Endpoints:
+ Primary: OS and PFS
+ Secondary: ORR (key), DOR, HRQoL and safety
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Probability of overall survival

No. at risk
Cemipimab
Chemotherapy

OS and PFS by IRC: PD-L1 of at Least 50% (N=563)

Overall survival

12-mo 08 (85% Cl), %
72 (66-78)
Vs
54 (46-61)

n Median OS (95% Cl) months

283 Not reached (95%Cl, 17.9-NE)

Cemiplimab

Chemotherapy

280 14.2(85%Cl, 11.2-17.5)

24-mo 08 (95%C), %
50 (36-63)
Vs
27 (14-43)

HR, 0.57 (95%Cl, 0.42-0.77); P=0.0002

Cemiplimab

283
280

244
39

203 177 154 108 83
198 153 125 87 57

%%
10 6
4 2

Chemotherapy
Median duration of follow-up:
QIS 3'0 3'2 Cemiplimab = 10.8 months
(IQR: 7.6-15.8)
Chemotherapy = 10.9 months
3 1 0 (IQR: 7.8-15.6)
1 0 0

mMOS not reach

=
=3
z
5
5 @
Z8
'_E"T

<
2.9
[
o2
o
]
(-9

Progression free survival

Cemiplimab

) months

| Chemotherapy

HR, 0.54 (95% CI, 0.43-0.68); P<0.0001

12-mo PFS (95%Cl), %
41(34-48)

18-mo PFS (95%Cl), %

1
14 16 18 20 22 24 26 28 30 32
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Kaplan-Meier Estimation of Overall Survival

- MEdian OSI months (95% CI)

Cemiplimab 34 18.7 (17.3—-NE)
1.0 Chemotherapy 34 11.7 (7.0-NE)
0.9-
0.8~ HR, 0.17 (95% Cl, 0.04-0.78) P=0.0091*
. 0" HR 0.17
—< 06-
sz * Atotal of 68 of the
235 057 i i 563 (12.1%) patients had
o o o
28 044 treated and clinically
& 0.3 Treatment stable
0.2 — Cemiplimab brain meta.sta§es at time
0.1 — Chemotherapy of randomization
0.0 | | | | | |
0 6 12 18 24 30

Time (months)
Number at risk

Cemiplimab 34 20 10 3 1 0
Chemotherapy 34 18 6 0 0 0

*Nominal P-value.
Cl, confidence interval; HR, hazard ratio; KM, Kaplan-Meier; NE, not evaluable; OS, overall survival.
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Take home messages 1°L monoterapia PDL1 >50%

« Pembrolizumab attualmente e ancora lo standard.

« Atezolizumab ha dimostrato una OS NON superiore a Pembro ma comparabile, seppur
con la difficolta di un confronto tra studi con popolazioni diverse

» Per Atezo ¢ attiva la cessione farmaco a prezzo simbolico fino alla pubblicazione in
Gazzetta. Verosimilmente rimborsabilita a giugno 2022

» Possibilita di modulare i ricicli di terapia sia per Pembro (3w e 6w) sia per Atezo (2w,
3w e 4w)

« Dati molto promettenti sia di efficacia che di tollerabilita per cemiplibam. Rimborsabilita
in estate ?

* In considerazione della competizione....Come e quanto cambieranno i costi di ICI ?
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Keynote 598: Efficacy of Pembro-Ipi vs Pembro
In PD-L1 expression 2 50% NSCLC patients

Summary of Response PFS by BICR OS by BICR
Pembro-Ipi Pembro-Pbo . o Median RMST at 24 RMST at Max
N = 284 N = 284 shizelen (s Tl (95% Cl) mo Time
ORR, % 45.4% 45 4% Pembro-Ipi 8.2 mo (6.0-10.5) 21.4mo (16.6-NR)  16.09 mo 18.76 mo
(95%Cl  (395.51.4) (39.5-51.4)
' ' ' ' Pembro-Pbo 8.4 mo (6.3-10.5) 21.9 mo (18.0-NR) 16.61 mo 19.32 mo
o HR, 1.08 (95% CI, 0.85-1.37); P = 0.74
Best response, n (%) 190 w4 RMST difference at 24 mo, —-0.522

8 HR 1 06 (95% ClI, 0.86-1.30); ° =R ST difference at max observation time, —0.562

 Adding ipilimumab to pembrolizumab does not improve efficacy as 1L therapy for

stage IV NSCLC with PD-L1 TPS 250%

SD 70 (24.6%) 73 (25.7%)

t T T T T T T T T T T ! ; . . : T T T T T T d
o 3 6 9 1 15 1B A A U N B 0 3 6 9 12 15 18 20 24 27 30 3B

Combo immunotherapy associates with greater toxicity and higher
discontinuation rate

} o LG Cancer Singapore
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Blocking TIGIT-mediated T cell inhibition may help reinitiate the anti-tumour
Immune response

Active NK cell

| Active T cell

<
+

Anti-TIGIT

Anti-TIGIT antibodies
can preventing TIGIT
from binding to its
ligands and thus could
restore the
anti-tumour response

Manieri et al. Trends Immunol 2017
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CITYSCAPE: randomised Phase Il study of tiragolumab +
atezolizumab in PD-L1+ patients with NSCLC

1L Stage IV NSCLC :
g . Tiragolumab 600 mg IV Q3W +
* EGFR/ALKwild-type Atezolizumab 1200 mg IV Q3W
. TumourPD-L1TPS21%by |/ R No [ P of0se
22C3 IHC by local or 1:1 crossover benefit
central assay Placebo 600 mg IV Q3W +
Atezolizumab 1200 mg IV Q3W
N=135 ob s
Stratification factors Co-primary endpoints Primary analysis'
* PD-L1TPS (1—49% VS 250%) * ORRandPFS « Cut-off date of 30 June 2019
« Histology (non-squamous vs squamous) « Median follow-up of 5.9 months
« Tobacco use (yes vs no) Key secondary endpoints
» Safety, DOR, 05 Updated analysis
Exol dooi » Follow-up performed to assess safety and efficacy
xploratory endpoints « Cut-off date of 16 August 2021
» Efficacy analysis by PD-L1 status, « Median follow-up of 30.4 months
PRO
S 1. Rodriguez-Abreu et al. ASCO 2020
ESMO IMMUNO_GNCOLOGY DOR, duration of resonse; \HCim‘mu_nstoch‘emi.sr;ORR, an_ired veraH resons rte‘O, overl sgrvia\: PD, progressivg diseas
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Response (95% ClI)

ro
=1
1

—_
o o
1

37%

Tiragolumab +
atezolizumab
(n=67)

ORR (updated analysis)

Median follow-up: 10.9

months

ITT
(n=135)

Placebo +
atezolizumab
(n=68)

PD-L1 TPS 250%
(n=58)

66%

104
0 .
Tiragolumab + Placebo +
atezolizumab atezolizumab
(n=29) (n=29)

PD-L1 TPS 1-49%
(n=77)

18%

16%

Tiragolumab + Placebo +
atezolizumab atezolizumab
(n=38) (n=39)

[

ORR benefit was pronounced in the high PD-L1 expression population (TPS 250%) but no
additional benefit was observed in the TPS 1-49% population

Updated analysis data cutoff: 02 Dec 2019.
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Tira+ atezo

— Placebo + atezo

100 -

80 -

60 =

PFS (%)

40

20 -

PD-L1 >50% subgroups (58pts)

PFS

Median DOR,
Events Median PFS, months PFSHR months
n (%) (95%Cl) (95%Cl)  ORR,% (95% CI)
21(724) 166 (6.5-22.3) 0.29* 69.0 15.7 (9.1-NE)
28(96.6) 41(21-68) (015-053) 241 82 (56-104)

12-month rate: 51.0%
12-monthrate: 21.8%

No. at risk

T+A 29
P+A 29

T T T T T T T T T T
3 6 9 12 15 18 21 24 27 30 33

26 19 17 14 13 11 9 8 8 7 NE
17 9 7 NE NE NE

(o]
N
[EEN
[ERN

0S

Events Median OS,
n (%) months (95% CI) HR (95% CI)
Tira + atezo 8(27.6) NE (30.3-NE) 0.23*
= Placebo + atezo 21(72.4) 12.8 (4.7-24.2) (0.10-0.53)
100 =
80 - 1
g 60 =
n
O 404
20 -] 12-monthrate: 81.9% } 24-monthrate: 78.2% v
12-month rate: 56.1% 24-month rate: 33.7%
0 T T T T T T T T T 1
0O 3 6 9 12 15 18 21 24 27 30 33 36
No. at risk Time (months)

T+A 29 29 24 283
P+A 29 25 18 17

22 21 21 21
15 13 11 10

21 20 15 4 NE
9 8 3 NE NE
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SKYSCRAPER-01 (GO41717): tiragolumab +
atezolizumab in PD-L1 TPS 250% 1L NSCLC

Phase Ill, double-blind study in 1L PD-1L-selected patients with NSCLC

Tiragolumab 600 mg IV Q3W + AT .
1L Stage IV NSCLC atezolizumab 1200 mg IV Q3W |

v

T il PD
* EGFR/ALKWT reat unti

- No or loss of
* TPS =50% (22C3) Placebo 600 mg IV Q3W + crossover  : clinical benefit
atezolizumab 1200 mg IV Q3W >
N=5OO g Q lllllllllllllll
fStratification Co-primary endpoints: Secondarv endpoints:
AL (0 versus 1) * 0SinITT * ORR, DOR, Landmark OS/PFS, PK/ADA, PRO, safety

* Histology (NSQ versus SQ) * PFSInITT
* Geographic region (Asian versus non-Asian)
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SKYSCRAPER-01 (GO41717)
Press Release Roche 11.05.2022

« The study did not meet its co-primary endpoint of PFS

 The other co-primary endpoint of overall survival was immature and the study will
continue until the next planned analysis

* The tiragolumab development programme continues as planned in non-small cell lung
cancer and other cancer types

* A numerical improvement was observed in both co-primary endpoints.
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MK-7684A-003 Study Design

Study Population
» Stage IV NSCLC

*PD-L1 TPS 21%
* No prior systemic treatment for
stage |V disease

* EGFR-, ALK-, or ROS1-directed
therapy not indicated

+ECOGPSO0Oor1

» No untreated or unstable brain

metastasis
» Measurable disease per RECIST v1.1

Stratification factors
ECOG PS:0vs 1

MK-7684A
(co-formulation of vibostolimab 200 mg
with pembrolizumab 200 mg) IV Q3W

(35 cycles?)

Pembrolizumab 200 mg IV Q3W
(35 cycles?)

ST B o o R ON GOING
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Agenda

PDL1 >50% PDL1 < 50%

e Pembro o Atezo ? * CT+Pembro o CT+lpi-Nivo ?

* In futuro, cemiplimab ?
e Nuove associazioni ?
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Gold standard attuale

KEYNOTE-407
Platinum + Taxane +/- Pembrolizumab
SQUAMOUS NSCLC

A

Overall Population

Events, n Median (95% CI) HR

(%) 0s, mo (95% C1)
100 Pembrolizumab + chemo 168 (60.4)  17.1 (14.4-19.8) 0\ 0 oo o aa)
Placebo + chemo 197 (70.1)  11.6 (10.1-13.7) ' o
17.1m
B
5 B0 TN T 2 3T
o
0 T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33
No. at risk: Time, months
Pembrolizumab
e 1278 256 232 203 180 150 119 80 48 14 a 0
Placebo
s, 281 245 210 163 137 113 91 61 36 16 3 0

Paz-Ares L, et al. J Thor Oncol 2020

KEYNOTE-189
Platinum + pemetrexed +/- Pembrolizumab
NON-SQUAMOUS NSCLC

Events, Median

100+ % (95% Cl)
Pembro + chemo T74.4 22.0 mo (19.5-24.5)
90 _Placebo + chemo 854 _ 10.6 mo (8.7-13.6)

*HR, 0.60 (9!

L 31.3%

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

0S8, %

T
30 36 42 48 54

No. at risk: Time, months

Pembro + 410 347 283 234 184 149 125 99 28 0
chemo

Placebo + 206 148 98 72 55 42 34 29 10 0
chemo

Gray J.E. WCLC 2021 4-year FW

Verona 20-05-2022 Carcinoma polmonare: quali novita nel 2022



OS benefit across all PDL1 subgroups

ITPS 1-49% |

| TPs=50% |

TPS <1%

Events HR (95% CI) Events HR (95% CI) Events HR (95% CI)
Pembro + Chemo 30.5% 0.61 (0.38-0.98) 30.1% 0.57 (0.36-0.90) 31.5% 0.64 (0.37-1.10)
Placebo + Chemo 44.4% 43.3% 41.1%
| 80.7% !
. [ — 84.5% - 1 81.9%
100 |?9‘4% 100 | o 100 |71_3u/:
90 90+ 90
80 | 80 80 -
| KEYNOTE-407
o 604 | . 601 | o 60 | ]
- 50+ | - 50 - 50+ |
w w w
©  4p4 | © 404 | S 401 | SQ NSCLC
3049 = 3049 304
Median {95% CI) Median (95% CI) Median (5% CI)
20 15.9 mo {13.1-NE) 20 14.0 mo (12.8-NE) 209 MR (11.3 mo-NE)
10 10-2mo (8.6-13.8) 104 11.6mo (8.9-17.2) 10 NR (7.4 mo-NE)
o T T T T T T 1 0 T T T T T T 1 0 T T T T T T 1
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21 o 3 6 9 12 15 18 21
Months Months Months
TPS <1% | TPs 1-a9% | TPS 250%
HR HR HR
Events (95% CI) Pa Events (956% CI) P2 Events (956% CI) P2
Pembro/Pem/Plat 38.6% 0.59 0.0095 28.9% 0.55 0.0081 25.8% 0.42 0.0001
Placebo/Pem/Plat  55.6%  (0.38-0.92) 48.3%  (0.34-0.90) 51.4%  (0.26-0.68)
1004 61.7% 1004 71.5% 1001 73.0%
o0 52.2% 90 50.9% a0 48.1%
80 20 30
70 70+ 70+
60 = 60 = 60 =
’ T - KEYNOTE-189
o 50 o« 50 w507 )
©  4p4 © 404 © 404
nonSQ NSCLC
20 - Median (85% CI) 20 - Median (95% CI) 20 - Median (95% CI)
104 152 mo (12.3-NE) 104 NR (NE-NE) 10 NR (NE-NE)
12.0 mo (7.0-NE) 12.9 mo (8.7-NE 10.0 mo (7.5-NE)
0 T T T T T 1 0 T T T T T 1 o T T T T T 1
0 3 I3 9 12 15 18 21 0 3 & 9 12 15 18 21 0 3 & a 12 15 18 21
onth Moniths Months
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CheckMate 9LA Study Design

- L NIVO 360 mg Q3W i Post-Induction
Key Eligibility Criteria IPI 1 mg/kg Q6W NIVO 360 mg Q3W
» Stage IV NSCLC + +
* No prior systemic therapy Chemo®¢ Q3W IPI 1 mg/kg Q6W
 No sensitizing EGFR mutations (2 cyclesY) Treatment until disease
i rogression, un tabl
or known ALK alterations —> e_( prog it e&gep able
« ECOGPS0-1 for 2 years for NIVO + IPI
Stratified by Optional
PD-L1b(< 1% vs 2 1%), . e
sex, and histology (SQ vs NSQ) Chemo® Q3W Pemetrexed
(4 cycles) maintenance
(NSQ histology)
Induction Dosing
Pri m ary S econ d ary EXp loratory (NIVO 360 mg Q3W + IF1 1 mgikg QW + platinum-based chematherapy Q3W) Maintenance Dosing
endpoint endpoints endpoint NIVO 360 360 NIVO (360 mg) Q3W +
mg mg IP1 (1 mg/kg) Q6W
¢ OS ¢ P FS by B I C Rd * Safety + Treat until disease progression.
° ORR by BICRd rnn;l;c:;l:bleloxiclty,orfurup
* Efﬁcacy by Platinum- (o] Histology|
tumor PD-L1 M| | B
expression Weeks 0 1 2 3 4 5 6 7 8 95 1 1 1
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KN 189 KN 407 9LA

CT+ CT+ CT+
Pembro Pembro Nivo-Ipi

Age 65 64 65 65 65 65
(median)

PS1 % 31 31 74 68 68 68

Brain 18 17 - - 18 16
mets %

Never 12 12 8 7 13 14
smokers

PDL1 31 31 34 35 40 39

<1%
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2-year update: OS in ITT population

100 -
NIVO + IPI + chemo Chemo
80 4 (n =361) (n = 358)
Median 0S,2 mo 15.8 11.0
63%
< 60 - : HR (95% Cl) 0.72 (0.61-0.86)
(V2] | 0,
8 - | 38%
: —a s NIVO + IPI + chemo
o/ |
20 - : 26%: Chemo
0 | | OS at 2-years:
I I I I I I I 1 I I
0 3 6 9 12 15 18 21 24 27 30 KN189 45.7%
Months KN407 37.5%
No. at risk
NIVO + IPI + chemo 361 326 292 250 227 191 170 150 137 95 50 23 7 0
Chemo 358 319 260 208 168 139 115 102 93 69 40 18 8 0

Reck M. ASCO 2021
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Overall survival by histology

NSQ NSCLC2 SQ NSCLCP
NIVO + IPl + chemo Chemo NIVO + IPI + chemo Chemo
100 - (n = 246) (n = 246) 100 (n = 115) (n=112)
Median OS, mo 17.0 11.9 Median OS, mo 14.5 9.1
83% (95% Cl) (14.0-NR) (9.9-14.1) (95% Cl) (13.1-19.4) (7.2-11.6)
80 - HR (95% CI) KN189: 80 76% HR 5% D KN407:
73%, 22.0vs 10.6 m 71% 17.1 vs 11.6m
1 0
s 607 | s 607 |
e ! ( NIVO + IPI + chemo ) ! NIVO + IPI + chemo
w 4 RO\ /A /YA u
o 40 - i 50% i A — o 40 - i | RO MAAMAAAA A
E E Chemo E E N
20 - : i 20 - : : © Chemo
1 1 1 1
1 1 1 1
0 T f T f T T T T T 1 0 T t T i T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
No. at risk
NTv; +n|T>| Months Months
+ chemo 246 224 204 170 154 107 62 20 6 0 0 115 102 88 80 73 46 24 13 4 1 0
Chemo 246 223 180 152 122 87 53 18 9 0 0 112 96 80 56 44 29 14 8 2 0 0
Minimum follow-up: 12.7 months. Paz-Ares L., Lancet Oncol 2021
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PD-L1 < 1%: efficacy outcomes

_C:‘io?l';f: N Pooled analysis KN189-407-021G,

(n = 135) (n = 129) PD-L1 negativi

Median 0S,> mo 17.7 9.8

100 HR (95% Cl) 0.67 (0.51-0.88)
A Hazard ratio for death,
100 = 0.63 (95% Cl, 0.50-0.79)
12-mo rate
80 7 20 67.4%
2 80- 47.9%
= 70w 24-mo rate Median (95% CI)
601 S 41.0% 19.0 mo (15.5-22.8)
e ‘= 60+ 25.4% 11.4 mo (9.4-13.5)
=
wn L1 L T T e R TR SO
(@) ] . 37% o 36-mo rate
40 i NIVO + IPI = 40- 24.9%
1 1 + chemo a 30 13.8%
1 1 >
! L O 20- 1
20 1 : !
1 : Chemo 10=
1 1 0
1 1 | | | | | | | | | | | | | | | | | | | | | |
0 1.1 _t 1.1 T T T T T T 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
0 3 6 9 12 15 18 21 24 27 30 33 36 39 No. at risk Time. months
No. at risk Months Pembrolizumab + 256 234 215 195 171 146 118 92 77 53 27 19 13 10 9
135 120 107 90 85 73 66 55 50 31 13 6 2 0 chemotherapy
129 116 90 8 58 47 37 32 27 21 7 2 0 0 Chemotherapy alone 188 168 146 112 88 69 56 39 28 16 9 6 6 6 6
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Overall survival (by histology and by PD-L1)

NIVO + IP1 + chemo  Chemo
(n =99) (n =93)

Median OS, months
95% ClI

HR (95% C1)

075 (0.54-1.04)

Non-squamous
and PD-L1 <1%

08 (%)

NIVO + IPI + chemo
'“‘:“—\_;ﬂ
20 265 emese—o—co Chemo
o T T
o 3 6 9 12 15 18 21 24 27 30 33 36 39

Squamous and
PD-L1 <1%

T T T T J
24 27 30 33 36 39

T T T T
12 15 18 21
Months

at ris!

Adapted from Supplementary Appendix to:

Non-squamous
and PD-L1 21%

Squamous and
D-L1 21%

100 e NIVO + IP1 + chemo  Chemo
A = = 130)
R [
80 Y
60 -
40 H
20+ H
o T T T T T T .3 1
o 3 6 e 12 15 18 21 24 27 30 a3 36 a8

Months

Chemo
= 74)
o5

-tine nivolumab plus ipilimumab with two cycles of chemotherapy versus
chemotherapy alone (four cycles) in advanced non- small cell lung cancer: CheckMate 9LA 2-year update. ESMO Open 2021

T T T T T T T J
18 21 24 27 30 33 36 39

Months

T T
12 15
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Overall survival (by histology and by PD-L1)

CheckMate 227: 3-year update

Squamous and
PD-L1 <1%

KN407

|
%64.2% !
5.1% '

100~
90+
100 NIVO ;':F;l:;s;:hemo ((r:'h:n:;so) 80-
Median OS, months 15.3 8.0
95% Cl 9.9-22.2 6.6-11.5 70—
80 HR (95% Cl) 0.48 (0.28-0.81)
. - 260
= ([; 50- ________
8 40+
40 -
NIVO + IPl + chemo 30+
20 H 20 =
Chemo 1 0-
o T T T T T T t T T T T 1 0
o 3 6 9 12 15 18 21 24 27 30 33 36 39 ] ] ]
Months 0 3 6 9
Number at risk

NIVO + IPI + chemo 36 31 27 25 22 18 16 13 12 7 4 2 1 o
Chemo 36 33 26 16 11 9 5 4 4 3 o 0

No. at risk
Pembro+chemo 95 88 78 70

Placebo+chemo 99 92 79 58

]
|
|
| |
| |

| |

12 15 18 21 24 27
Time, months

61 47 34 21 13 3
4 37 31 19 13 4 0
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Braccio Braccio standard End point primario
sperimentale

Pagathor Pembro+SAR44424 -
5 (IL2 pegilata)
Orient 11 (NSQ) I CT+Sintilimab CT PFS
Orient 12 (SQ) I CT+Sintilimab CT PFS
LEAP 006 (NSQ) I CT+pembro+lenvati CT-IO PFS e OS
nib
KEYLYNK 006 1] Pembro+olaparib Pembro+pemetrex PFSe OS
(mantenimento) ed
NSQ
KEYLYNK 008 1] Pembro+olaparib Pembro PFS e OS

(mantenimento) SQ

MK-7684A-003 11 MK768 (anti-TIGIT Pembro PFS e OS
+ Pembro)
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Conclusioni

* La schedula del 9LA e piu articolata: sara necessario un rodaggio in
pratica clinica.

* || braccio standard del 9LA, sola CT, in realta non e piu lo standard
attuale indipendentemente da istologia ed espressione di PD-L1.
Sara necessario attendere un follow-up piu lungo per valutare un
eventuale effetto memoria di IPI

e Sarebbe interessante poter confrontare, in futuro, in uno studio
di «real life» i risultati degli schemi KN189, KN407 e 9LA
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Conclusioni

2 cicli CT convertono i tumori freddi in caldi

* In vitro gli effetti immunomodulatori di pemetrexed e paclitaxel
sono ridotti dalla combinazione con il platino.

e Se I'ICI possa essere combinata ad uno schema platinum-free e
ancora da definire con studi futuri

* Questo e il concetto della «CHEMO-REFORM»?!: ICI associata a
monoCT (senza platino), platino da solo, basse dosi di CT
(metronomica)

1. Deng H. Transl Lung Cancer 2021;10(4):1924
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