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Introduction: Personalised Medicine

Age-Adjusted No. of Deaths per 100,000

Howlander N, et al. NEJIM 2020; Wilson RA, et al. Clin Exp Immunol 2017; Jordan EJ, et al. Cancer Discov 2017; Peters S, et al. JITC 2021
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Tumor mutational burden (TMB)
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Stage IV SqCC without contraindication for immunotherapy
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( vV
Never or former light smoker Oligometastatic \/
(<15 packyears), long-time ex-smoker .
. {)r ag)e <50gyearsa ECOG PS & PD-L1 expression level
- l Systemic therapy & LRT [ll, B] |
r \V \ \V V ] \i/ V
Molecular test® PS 0-2 & PD-L1 =50% PS 0-1 & any expression of PD-L1 PS 2 and PD-L1 <50% PS 3-4 regardless
(EGFR/ALK/ < T l of PD-L1
ROS1/BRAF/
RET/MET/ Pembrolizumab Pembrolizumab—carboplatin—(nab)-paclitaxel (4 cycles) followed q s
EGFA ex20ins/ [, A; MCBS 5°] by pembrolizumab [I, A; MCBS 4¢] Platlr;l:g;:rigét))lgth(;xflrbgi)lat|n
KRAS G12C/ Atezolizumab Nivolumab—ipilimumab + 2 cycles of platinum-doublet ChT followed Sinale-agent ChT
NTRK/HER2) (also for ICs =10%) by nivolumab—ipilimumab [I, A; MCBS 4¢] ( S
[I, A; MCBS 5°] Cemiplimab—platinum-doublet ChT (4 cycles) followed by cemiplimabe [I, A] 9 docetaxél) [, B] ’
N Cemiplimab [I, A; MCBS 4°] Durvalumab-tremelimumab—platinum-doublet ChT (4 cycles) followed by :
(for PS 2 for all drugs: [Ill, B]) durvalumab-tremelimumab (tremelimumab one additional dose)®
[I, A; MCBS 4°] N\
Nivolumab—ipilimumab (only for PD-L1 =1%)f [I, A; MCBS 4°] { Disease progression ]
b d d
Positive Negative [ Disease progression ) [ Disease prlogressmn ) I PS 0-2f ] I PS 8.4 }
PS 3-4 . . .
Targeted Follow recommended Nivolumab [I, A; MCBS 5°]
therapy treatment in line of Atezollzgmab [I, A; MCBS 5°]
ECOG PS & PD-L1 Pembrolizumab (PD-L1 =1%)
expression level Platinum-doublet ChT Docetaxel [I, B] [I, A; MCBS 5]
(combined with gemcitabine, Ramucirumab—docetaxel Docetaxel [I, B]
vinorelbine or taxane) [I, A] [I, B; MCBS 1°] Ramucirumab—docetaxel
If 4 cycles of gemcitabine— Afatinib [I, C; MCBS 2°] [l, B; MCBS 1°]
cisplatin, gemcitabine Re-challenge ICI [Il1, B]® Afatinib [I, C; MCBS 2°]
maintenance [l, C]
Re-challenge ICI [lll, B]® > BSC alone [lIl, A] <€
)

Hendriks LE, et al. Ann Oncol 2023
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' E
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Hendricks L, et al. Ann Oncol 2023; Reck M, et al. JCO 2021; Ozguroglu M, et al. Lancet Oncol 2023; Jassem J, et al. JTO 2021 n
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Pembrolizumab
[I, A; MCBS 5°]
Atezolizumab
(also for ICs =10%)

[I, A; MCBS 59
Cemiplimab [I, A; MCBS 4¢]
(for PS 2 for all drugs: [I1I, B])

Ozguroglu M, et al. Lancet 2021; Ozguroglu M, et al. Lancet Oncol 2023; Cetin K, et al. Clin Epid 2011; Rodriguez-Abreu D, et al. IASLC 2022
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2
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g 9 0S, median (95% Cl), mo? 27.5 (21.7-NR)
'g © 6-mo OS rate, % (95% Cl) 85.4 (72.9-92.4)
23| PFS,*P median (95% Cl), mo 8.2 (5.3-14.0)
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Squamous Dose &
histology Comparator

KN407

(Pembrolizumab) 559

EMPOWER-Lung 3

Pembrolizumab-carboplatin-(nab)-paclitaxel (4 cycles) followed

by pembrolizumad I, A; MCBS 4] T
Nivolumab-ipifimumab + 2 cycles of platinum-doublet ChT followed (cem Ip lima b) 466
by nivolumab-ipilimumab {1, A; MCBS 4]
Cemiplimab-platinum-doublet ChT (4 cycles) followed by cemiplimabe [1, A]
Durvalumab-tremefimumab-platinum-doublet ChT (4 cycles) followed by
durvalumab-tremefimumab (tremelimumab one additional dose)?
[I,A; MCBS 4] MO9LA 71
Nivolumab-ipifimumab (only for PD-L1 21%)" 1, A; MCBS 47 CmM9 9
(Nivo+Ipi)
POSEIDON 675
(Durva+Treme)
CM227 793
(Nivo+Ipi)

100%

42.9%

31,6%

36.6%

29.5%

200 mg 3w
Cb/Taxol or
Nab-Pacl 4-6c¢

350 mg 3w
Platinum-CT
4-6¢

N 360 mg 3w
Ipi 1 mg/Kg 6w
Platinum-CT 4c

D 1500 mg 3w
T75 mg 3w
Platinum-CT

4-6¢

N 3 mg/Kg 2w
Ipi 1 mg/Kg 6w
Platinum-CT 4c

Time 10

2y

2y

2y or
until
PD/tox

Until
PD/tox

Until
PD/tox
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0s oS G3-4 Tox
median follow-up
u
= 62.2% 18.4m 69.8% =
- HR=0.71 L
" 38.8% 9.7m Sy 68.2% ™
= 43.6% 22.3m 48.7% ™
. HR=0.61 -
= 22.1% 13.8m 3y 327% =
n [
" 38.2% 15.8m 47% =
n HR=0.72 n
= 24.9% 11m 4y 38% =
|
'IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII:
46.3% 17.2m 51.8%
HR=0.70
33.4% 13.1m Sy 44.4%
35.9% 17.1m 36%
HR=0.79
30% 14.9m Sy 32.8%

Novello S, et al. JCO 2023; Makharadze T, et al. JTO 2023; Carbone DP, et al. ASCO 2023; Peters S, et al. ESMO 2023; Brahmer J, et al. JCO 2023 n
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1L Sg-NSCLC

ECOG 22 regardless PD-L1

Gridelli C, et al. Ann Oncol 2004; Lee SM, et al. Lancet 2023

Reference Chemotherapy All patients PS2 patients
n Survival QoL gain for CT n Survival (CT versus BSC) QoL gain
Preferred option (CT v BSC) for CT
NSCLC group [12] Meta-analysis of 778  HR0.73 NA NA  Advantage for CT both in NA
S. l t h th th th d t d CDDP-based CT (P <0.0001) good and poor PS
g e-agep C. emo. erapy. with a third generation drug Cullen et al. [26]; MMC + Ifo+CDDP 797 CT >BSC Yes 159  HR0.98,NS Yes
= (e.g. gemcitabine, vinorelbine, taxanes) Billingham and Cullen [29] (P=0.01)
NV N Stephens et al. [30] CDD.P-based 725 HRO0.77 No 147  Advantage for CT, NS NA
o, . . - =0.
PS 2 and PD-L1 <50% PS 3-4 regardless Alternative options o '_. (P=0.0015)
of PD-L1 ELVIS [32] .‘ Vinorelbine “ 161  HR 0.65 Yes 41 6.4 versus 1.9 months* NA
(P=0.03)
. Iy .
CarbOplatm-based doublets Roszkowskietal. (34]  ®  Docetixel  ® 207 CT>BSC Yes 41 NA NA
. . u (P=0.026)
Plat":)l:gé?éléglgthgc?lrbx]p Al BSC alone [IIl, A]<Q Cisplatin—based doublets with attenuated doses of cisplatin Ranson et al. [33] ! Paclitaxel  m 157 CT>BSC Yes 26 4.1 versus 2.9 months® NA
Single-agent CHT : . : (P =0.037)
(gemcitabine, vinorelbine, Anderson et al. [31] “’ Gemcitabine 4 300 5.75v9erns112.]vnhs Yes 108 3.2 versus 2.6 months® NA
docetaxel) [I, B] ... . (1;=0'84)
n
-IIIIIIIIII.
Reference P-based arm P-free arm Total No. : Overall survival : PS2 pts Outcome in PS2
Treatment-naive stage IIIB*V (AJCC th edition) NSCLC : PDor of pts : (months) (P-based  w (% of total pts)  patients(P-based
. Atezolizumab loss of w versus P-free) u versus P-free)
+ Squamous or non-squamous histology 1200mg IV q3w clinical = - - =
+ Plainum elighle because o benefit Georgoulias et al. [38]  CDDP/Doc Gem/Doc 406 . 10 versus 9.5 s 12 Compa.rable
s (P=098) . survival
Sl Kosmidis et al. [39 CBDCA/Pt Gem/P! 479 . 104 9.8 . 13 Ci bl
tal. t . .
+ ECOG PS 0o 1 pemited f270 years o age . Sunival osmidis etal. 9] * et - ( Pvf%) . ol
th substantial comorbidities or other i R . n :
Wi i M
e Giaccone [40] CDDP/Ptx (A) or Gem/Ptx 450 8IAS8B) T Comparable
containdotons ot chemoterapy e ., CDDP/Gem (B) = versus69 (P=NA) survival
. | |
FHRARNSR SIS dY 0 ek | r— Alberolactal, (4]  CDDP/Gem (A)or ~ Gem/Vinfollowed 557 93 (A), 8.2 (B)versus = 15 NA
+ Patients with reated asymptomatic brain metastases IV dosing CDDP/Gem/Vin (B) by Ifo/Vin . 8.1(P=NA) .
peited perkoclt Gridellietal. [42)  CDDP/Gem o Gem/Vin 01 2 88versusT4 2 B Comparable
= CDDP/Vi P=0.08 - ival
ot 10.3 vs 9.2 m (HR=0.78) " PP
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Ve
Disease progressiond

_ CheckMate-017 | CheckMate 057 | KeyNote 010 “
< < [ PS 0-2 ] [ PS 3-4 - - - - .
05 2 and Pt <50% b5 3.4 reqardloss Study Design Nivolumab vs Nivolumabvs  Pembrolizumab  Atezolizumab
of PD-L1 Docetaxel Docetaxel vs Docetaxel vs Docetaxel
|

Nivolumab [1, A: MCBS 5¢]
N Atezolizumab [I, A; MCBS 5¢] 272 582 1034 leze
d ":]L:g;e”%‘:j) Eh(TC?Ir X]pa il ‘ Pembrolizumab (PD-L1 =1%)
Single-agent ChT » Boz\egﬁa 5;1] Dose schedule 3 mg/Kg 2w 3 mg/Kg 2w 2 mg/kg 3w 1200 mg 3w
(gemﬁgﬁft';fgg'[”{”Be]'b'"e' Ramucirumab—d(’)cetaxel til PD/t til PD/t ) il PD/t
[I, B; MCBS 1¢] unti ox unti ox y unti oxX
Afatinib I, C; MCBS 29|
Histology Squamous Non-Sq Both Both
PD-L1 status +/- +/- 1% +/-
" T —— EE NN NN NN NN NN NN NN NN NN ENEEEEEEEEEEEEER
o *E?;‘Zl:{(;;jf;r;t::;mnn&s) 9.2vs 6 12.2vs 9.4 10.4 vs 8.6 13.8 vs 9.6 n
5 Zg 0018 ‘ HR=0.59 HR=0.73 HR=0.71 HR=0.73 :
E : ORR (%) 20vs 9 19 vs 12 18 vs 9 14 vs 13 :
%:? o L]
> .
., G3-4 Tox (%) 7 vs 55 10 vs 54 13-16 vs 35 15vs43 =
12 IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII.

036 9121518212427 3033 363942454851 54
Time (months)

pls 625 501 38 306 17 19 8 6 % B 9 0 0
9

Borghaei H, et al. JCO 2021; Herbst R, et al. JTO 2021; Mazieres J, et al. JTO 2021; Garon E, et al. Lancet 2014; Goss GD, et al. Eclinical Medicine 2021
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Clinical Guidelines

Stage IV NSqNSCC, molecular tests negative (EGFR/ALK/R0S1/BRAF/RET/MET/EGFR ex20ins/KRAS G12C/NTRK/HER2)-" without contraindication for immunotherapy

v v

NV
[ ECOG PS and PD-L1 expression level ]

+ + v N

Oligometastatic

A\ NV A4
Systemic PS 0-2 and [ PS 0-1 and any expression of PD-L1 ] PS 2 and PS 3-4
therapy & LRT PD-L1=50% PD-L1 <50% regardless
l of PD-L1

[Il, B] 3

Pembrolizumab
[I, A; MCBS 5¢]
Atezolizumab
(also for ICs =10%)

v

Platinum-doublet ChT
[carboplatin preferred:
I, A; pemetrexed
preferred: 11, A]
Maintenance
pemetrexed if
improvement to PS 0-1
[MCBS 4°]
Single-agent ChT
[pemetrexed: 11,

B; gemcitabine,
vinorelbine or
docetaxel: I, B]

I N

. V ] Disease progression
Disease progression? I

T

. < ! { 1!
Platinum-doublet ChT [l, A] (pemetrexed preferred) N NV

[II, A; MCBS 4¢] followed by pemetrexed maintenance PS 0-2¢ PS 3-4 [ PS 0-2¢ ] [ PS 3-4 ]

[I, A; MCBS 4¢] if pemetrexed switch
maintenance [l, B]
If 4 cycles of gemcitabine—cisplatin: gemcitabine

continuation maintenance [, C]

Pembrolizumab—platinum—pemetrexed (4 cycles) followed by
pembrolizumab—pemetrexed [I, A; MCBS 4¢]
Atezolizumab-carboplatin—nab-paclitaxel (4-6 cycles) followed by atezolizumab [l, A; MCBS 3¢]
Atezolizumab-bevacizumab—carboplatin—paclitaxel (4-6 cycles) followed by
atezolizumab—bevacizumab [, A; MCBS 3°]

Nivolumab-ipilimumab + 2 cycles of platinum-doublet ChT followed by
nivolumab—ipilimumab [I, A; MCBS 4¢]
Cemiplimab—platinum-doublet ChT (4 cycles) followed by
cemiplimab + pemetrexed maintenance' [l, A]
Durvalumab-tremelimumab-platinum-doublet ChT (4 cycles) followed by
durvalumab—tremelimumab (tremelimumab one additional dose) + pemetrexed maintenance’

. v I, A MCBS 4¢]
Disease progression Nivolumab-ipilimumab (only for PD-L1 =1%)! [I, A; MCBS 4¢/]

[I, A; MCBS 5°]
Cemiplimab
[I, A; MCBS 4¢]
(for PS 2 for all drugs:
[11, B])

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

Pemetrexed [, B]

Docetaxel [l, B]
Nintedanib—docetaxel [II, B]
Ramucirumab—-docetaxel [l, B; MCBS 1¢]
Re-challenge ICI [lll, B]¢

Platinum-doublet ChT [l, A] (pemetrexed preferred)
[II, A; MCBS 4]
Carboplatin—paclitaxel-bevacizumab followed
by bevacizumab maintenance [, A; MCBS 2°] Or

platinum-pemetrexed—bevacizumab followed by N )
pemetrexed—bevacizumab maintenance [I, A] P> BSC alone [1ll, A] <G

Re-challenge ICI [IIl, B] 2

Hendriks LE, et al. Ann Oncol 2023
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(0} (0}
median (follow-up)

Squamous Dose &
Histology Comparator

Vv
[PS 0-2 & PD-L1 =50%

|

|

|

I
L 200 mg 3w 2y " 46.1% 26.3m 31.2% =
Pembrolizumab T Pembrolizumab 305 81.2% CT Cis/Cb + ' HR=0.62 .
(I, A; MCBS 57 — n
Atezolizumab (KNO24) Pem/Gem/Taxol ~ 4-6c = 31.1% 13.4m Sy 533%
(also for ICs =10%) I [
Carinimai it A MERS A " .
B o e o) I 1200 mg 3w 2y - 40.2% 20.2m 33.9% .
- Atezolizumab 205 74.8% CT Cis/Cb + ' HR=0.76 .
(IMPower 110) Pem/Gem/Taxol 4-6¢ " 28.6% 14.7 m 32m 53.2% =
' E
|
350 mg 3w 2y = 39% 26.1m 28% *
e Cemiplimab 710 55% ' HR=0.57 :
— (EMPOWER- CT Cis/Cb + 4-6c » 20% 13.3m 3y 39% 3
Lung 1) Pem/Gem/Taxol i .
. |
- |

Hendricks L, et al. Ann Oncol 2023; Reck M, et al. JCO 2021; Ozguroglu M, et al. Lancet Oncol 2023; Jassem J, et al. JTO 2021 n
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V R
[ Disease progression® ] 104w Pemetrexed: median = 13.9 mos (12.8 to 16.0 mo: 100+ .
. \ Placebo: median = 11.0 mos (10.0 to 12.5 mos) Hazard ratio, 0.79
= Log-rank P=.0195 P=0.003
= 0.8+ Unadjusted HR: 0.78 (0.64 to 0.96) 80 BPC group
= < (305 events in
= < %, 417 patients)
Y @© 0.6 T; 60 L
< s
[ PS 0-2 and ] e :
PD-L1 =50% nT; 0.4 = w0
~ © g o
DI oA Platinum-doublet ChT 1, A] (pemetrexed preferred) BSG alone [lll, A] < S ool © 0 e,
I, A; MCBS 5¢] [Il, A; MCBS 4¢] followed by pemetrexed maintenance ) @ - gfm N BSCB s - 433 patients)
. . . acebo +
- Atfzollléumfybo " [I, A: MCBS 47 if pemetrexed switch | [N e [ etk i
also 1or s =10% A T T T T T T T T T T T T 1 0
[l A: MCBS 5¢] oo malqt?ance.['let]l " 0 3 6 9 12 15 18 21 24 27 30 33 36 3 0 § 1L 18 4 30 3% 4
Cemiplimab cycles of gemcitabine—cisplatin: gemcitabine Ti . —_—
. ; - : ime From Random Assignment (months o
. [L’sA'z'YICBﬁ 3] continuation maintenance [1, C] e g ( )
or or al rugs: . J. atris
(11, B]) . Platinum-doublet ChT [I, A] (pemetrexed preferred) oo
[II, A; MCBS 4¢] _ (n=292) (n=298) Cohort 1
Carboplatin-paclitaxel-bevacizumab followed 1.0 e e 177 16610208) 1871430 —_—
by bevacizumab maintenance [, A; MCBS 2] Or T-year 717 6.5 Pembrolizumab
; - 0.8 2-year 345 26.5 Monotherapy
platinum-pemetrexed-bevacizumab followed by
pemetrexed-bevacizumab maintenance |1, A] = n =58
y S 0.6
Re-challenge G I, B 2 0S, median (95% Cl), mo? 27.5 (21.7-NR)
2 6-mo OS rate, % (95% Cl) 85.4 (72.9-92.4)
2 0.4 py—
3 PFS,®° median (95% Cl), mo 8.2 (5.3-14.0)
6-mo PFS® rate, % (95% CI) 59.6 (45.0-71.5)
0.2 . ORR,® % (95% Cl) 19.0 (9.9-31.4)
SD, n (%) 31 (53.4)
N DCR, n (%) 42 (72.4)

r T T T+ T+ T+ T+ T+ T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 3

Timoa Fram Indietinn Imnanthe)
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Hendriks LE, et al. Ann Oncol 2023; Paz-Ares L, et al. JCO 2013; Sandler A, et al. NEJM 2006; Patel JD, et al. JCO 2013; Rodriguez-Abreu D, et al. IASLC 2022
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Non-Sq Dose & Time ORR (01 (01 G3-4 Tox
histology Comparator [o) (ECIED follow-up

KN189 200 mg 3w oy = 483% 19.4m 52.3% =
[ 5 01 and any vresson o POL1 ] (Pembrolizumab) 616 100% Cis or Cb/Pem : HR=0.60 : &
! 4c & maintenance m 19.9% 11.3m Sy 42.1% = "—
Pembrolizumab-platinum-pemetrexed (4 cycles) followed by u »
/-\tezuIizumah—cgrbop\atinlﬁ:ggrsgczm::ebl_(ﬂnce;ﬁ:glgilg\j\/eMdCE\/Sa‘:;]zolizumab[L A; MCBS 3] EMPOWER-LU ng 3 350 mg 3W 2y : 43‘6% 22'3m 48'7% : I
o (Comiplimab) 465 57.%  CsorCobemdc i =061 P
Cemu)\\mz‘kﬂwﬁmpgmg\gaglﬂ(A4cMyglzfjinlllowedhy & maintenance : 22'1% 13'8m 3y 32‘7% :
cemighmah + pemglrexed maintenance' [1, A] u
durva\umgkg:rzlrun:laﬁﬁy(‘t‘gmﬁﬁ?ﬁ?%gg:i:;]‘lgtn;:m;:e;:{C:f:r:wgt’Irleorézdn?;llmenance‘ N 360 mg 3W 2y or : 38_2% 15,8m 47% |
N\vo\umalripilimumab(6nl)}f0rPD»L1 >1%)"[I, A; MCBS 4% cMgLA 719 68.4% |pi 1 mg/Kg 6W until : HR=0.72 : ﬁi—
(Nivo+lpi) CisorCb/Pem4c  PD/tox = 24.9% 11m 4y 38% = —
& maintenance : n
| |
1200 mg 3w Until = 55% 19m 57.3% :
IMPower150 1202 100% Cb/Paclitaxel/Beva  PD/tox : HR=0.84 n &
(Atezo+Beva) 4-6¢ f 42% 14.7m 3y 49% =
|
:................................'
1200 mg 3w Until 49.2% 18.6m 73.2%
IMPower 130 679 100% Cb/Paclitaxel or PD/tox HR=0.79
(Atezolizumab) nab-paclitaxel 4-6¢ 31.9% 13.9m NR 60.3%

21
Garassino MC, et al. JCO 2023; Makharadze T, et al. JTO 2023; Carbone DP, et al. ASCO 2023; Socinski M, et al. JTO 2021; West H, et al. Lancet Oncol 2019 .
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ECOG 0-1 & any PD-L1
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,;“‘Y HR (95% CI) Weight
T =
— i PDL1 TPS 250% PO TPS 1-4% PDL1 TPS <t%
* — e Events,  Median, mo Events,  Median, mo Events,  Median, mo
o % 5% C)) % 95% CI % 95% CI
—_— 154 Pembro + chemo 636 27,7 (204-38.2) Pembro + chemo 766  21.8(17.7-25.6) Pembro + chemo 811 17.2(138-228)
v e Placebo+chemo 729 104 (1.5-220) Pl::;bwhema 87 121(67-194) P!::;hn*chumo 24 102(7.0-135) Pmmm PDM]'PS'IH!% PDJ.1TP3<1%
= 1 . : 5
[ PS 0-1 and any expression of PD-L1 ] — a0 N y i
v 90 HR (95°% CI), 0.1 (0.50-1.00) 90 HR (95% CI), 0.66 (0.47-0.83) 90: HR (95% CI), 0.52 0.37-0.72) P
T 4= o : : : nithno Mot oot Peototche et ot
— o 80: 80 80
Pembrolizumab-platinum-pemetrexed (4 cycles) followed by T m 4 T (“.n] (n.m (“.m l"'m] (n'gil ("'m
pembrolizumab-pemetrexed I, A; MCBS 4°] g 60: Q 60 Q 60
Atezolizumab-carboplatin-nab-paclitaxel (4-6 cycles) followed by atezolizumab [I, A; MCBS 3¢] N N
Atezolizumab-bevacizumab~carboplatin-paclitaxel (4-6 cycles) followed by - g % g% g % OSHR(%%C” 065(0“‘097) 061[045‘083) UMW'W]
atezolizumab-bevacizumab 1, A; MCBS 3] 1 . 0y b 0y 0 u
Nivolumab-ipilimumab + 2 cycles of platinum-doublet ChT followed by — 1 24 .
mvo\um;b—ipilimumab (I, A; MCBS 4] - T Kl 3 % » HOS Fﬂt&f% 233 83 206 76 W 131
Cemiplimab-platinum-doublet ChT (4 cycles) followed by o 2 K 2 2
cemiplimab + pemetrexed maintenance’ (I, A] o7 ' " 1
Durvalumab-tremelimumab-platinum-doublet ChT (4 cycles) followed by o 1 N '
durvalumab-~tremelimumab (tremelimumab one additional dose) + pemetrexed maintenance' ** e I e e o | | e e e e | I e e e e e |
[I,A; MCBS 4 " < o 06BN % Qs 06 1218 24 30 % 42 48 54 006 121824 30 3 42 48 54
Nivolumab-ipilimumab (only for PD-L1 =1%)" [, A; MCBS 4] T4 R g R T T
A ) ) NIVO + [Pl + chemo ~ Chemo SQ+PD-L1< 1% NIVO + IPI + chemo  Chemo
Hazard ratio Hazard ratio 100 (n=133) (n=129) (n=36) (n=36)
i ; 100
Study or subgroup Log(hazard ratio) SE Weight IV, random, 95% CI IV, random, 95% CI Median 05, mo 77 98 Median 05.* mo 153 30
CM026 2017 -0.2614 02411 6.5% 0.77 (0.48-1.24) -/ 80
CM227-1 2021 07133 02503 6%  0.49(0.30:080) —_— HR (65% C) 0.66 (0.500.8) 80 HR (95% C) 0.30 (0.300.83)
CMOLA 2021 -0478 0.1635 11.0% 0.62 (0.45-0.85) -
Empower lung-12020 -0.6349 01973  8.6% 053 (0.36-0.78) - ~ 601 604
IM110 2020 -0.5798 0454  2.2% 0.56 (0.23-1.36) - g g :
IM131 2020 -0.1278 0.0953 18.1% 0.88 (0.73-1.06) ™ 3 0 8 |
KN024 2020 -0.3147 03331 38% 0.73(0.38-1.40) I . 404 [
KN407 2021 ~0.3425 01032 17.1% 0.71(0.58-0.87) - [ 23% NIVO + IPI + chemo {-,I_ 25% NIVO + IPI + chemo
Mystic trial-1 2020 -0.1165 0.2273  7.1% 0.89 (0.57-1.39) i 201 ! 1 | 20 [ |
y . ! 2% | [ 1% | |
NCT01285609 2017 -0.0943 0.0852 19.4% 0.91(0.77-1.08) : | 15%! 13%”%0_0 : L"I"' 6% %l Chemo
PO v, | Chemo lemmma= L] =-==0
Total (95% CI) 100.0% 0.74(0.64-0.85) ~ 4 I+t ! T T T 1
Heterogeneit: Tat? = 0.02: = 1588, df =9 (P = 0.07) = 43% S *> 03 6 9121518212427 30 33 36 39 42 45 48 51 54 57 60 63 0 3 6 9 121518212427 30 33 36 39 42 45 48 51 54 57 60 63
genelly: Tau* = 0.02; Chf = 16.88,df =9 (P = 0.07) F = 43% 04 02 05 1 2 5 10 Months N Months

Test for overall effect: Z = 4.29 (P < 0.0001)

Li H, et al. Transl Lung Cancer Res 2019; Garassino MC, et al. JCO 2023; Novello S, et al. JCO 2023; Siciliano MA, et al. Ann Oncol 2022; Cobo M, et al. GECP 2023

Favors (experimental) Favors (control)
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1&2L Non-Sqg-NSCLC

ECOG 22 regardless PD-L1

PS 2 and
PD-L1<50%

Platinum-doublet ChT
[carboplatin preferred:
I, A; pemetrexed
preferred: 11, A]
Maintenance
pemetrexed if
improvement to PS 0-1
[MCBS 4°]
Single-agent ChT
[pemetrexed: I,

B; gemcitabine,
vinorelbine or
docetaxel: |, B]

Paz Ares L, et al. JCO 2013; Okamoto I, et al. JAMA Oncol 2020; Hanna N, et al. JCO 2004; Reck M, et al. Lancet Oncol 2014; Rodriguez-Abreu D, et al. IASLC 2022

PS 3-4
regardless
of PD-L1

BSC alone 11l A]¢§

100+

Patients, %

Survival Probability (%)

90

80+

70+

60+

50

401

30+

20+

10

0.4

0.2

Pemetrexed: median = 13.9 mos (12.8 to 16.0 mo:
\: Placebo: median = 11.0 mos (10.0 to 12.5 mos)
Log-rank P=.0195

Unadjusted HR: 0.78 (0.64 to 0.96)

== Pem + BSC
Placebo + BSC

3 6 9 12 15 18 21 24 27 30 33 36 3

Time From Random Assignment (months)

Carboplatin-
Docetaxel group pemetrexed group
Medianoverall ~ 15.5mo 18.7mo
survival (95%Cl, 13.6-18.4)  (95%Cl, 16.0-21.9)
2-ysurvivalrate 33.4% 40.0%
(95%Cl, 27.1-39.8)  (95% Cl, 33.4-46.5)

Carboplatin-

pemetrexed group

Stratified HR,

0.850 (95% Cl, 0.684-1.056)

Docetaxel group

12 18 24 30 36 42 48 54 60
Time after randomization, mo

Survival Distribution Function

v

vV
Disease progression’
v v

PS0-2

Pemetrexed [I, B]
Docetaxel I, B]

Nintedanib-docetaxel [, B]
Ramucirumab-docetaxel [I, B; MCBS 1¢]
Re-challenge ICI [I11, B¢

1.004 MST 1-yr 08
. _ 83mo 297%
. === Pemetrexed (n = 265) 9mo 29.7%

—— Docetaxel (n = 276)

. Hesai et 0.99 (95% C1:0.8 0 1.20)

0.254

T
0 5 10 15 20

Survival Time (months)
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Nintedanib + Placebo +
docetaxel docetaxel

Median, mo 12.6 103
HR(95%Cl)  0.83 (0.70 to 0.99)
p-value 0.0359

Feb 2013, 535 events

T
<
©
=
S
2
5
@
ok
13
=
8
<
2
3
o

16 20
No. at risk Time (months)

Cohort 2

Pembrolizumab +
Chemotherapy

n =16

0S, median (95% Cl), mo?
6-mo OS rate, % (95% Cl)
PFS,®® median (95% Cl), mo
6-mo PFS® rate, % (95% Cl)
ORR,® % (95% Cl)

SD, n (%)

DCR, n (%)

NR (NR-NR)
86.2 (55.0-96.4)
7.7 (1.8-NR)
58.3 (27.0-80.1)
6.3 (0.2-30.2)

7 (43.8)

8 (50.0)
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Take-home messages Area de formacion virtual SEOM

v’ Stage IV NSCLC WT: 1L Treatment approach by histology & PS + PD-L1 level: 10 exceptions?

» PS 0-1 & PD-L1 250%: 1L monotherapy 10 (vs CT+lO?-local restrictions)
@@\gﬁ,@« 2L Platinum-based CT (schedule by histology)

» PS 0-1 & any PD-L1: 1L Platinum-based CT + 10 (several options by histology)
PD-L1 negative=special value of double 10 +/- CT
2L CT+/-antiangiogenics (Non-Sq histology)

o m) PS2 & any PD-L1: 1L Platinum-based CT vs monoCT (IO alone=lIl evidence level)
2L monotherapy 10

» PS3-4: BSC

v' Clinical +/- translational ongoing research is required to support current considerations
(rechallenge, 10 duration, unselected population, etc)
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por vuestra atencion

jesuscorraljaime@hotmail.com
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