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How Are Therapy Decisions Made for

Patients With Advanced NSCLC?

Histology
Small cell Non-small cell
lung cancer 40% lung cancer
Il Adenocarcinoma Patient-Related Factors
Squamous cell carcinoma .

Large cell carcinoma
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Treatment Options for

Advanced NSCLC
* For patients with PD-L| High (> 50%) single
agent |O is approved for use.

* Chemo-lO is approved for use regardless of
PD-L1 status.

* |O-lO +/- chemo is also approved for use, but
when do we use it!
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10-10 combinations

= Avoid chemotherapy!? CM227

* Decrease the amount of chemotherapy? CM
9LA

= Decrease the amount of CTLA4 but continue
chemotherapy! Poseidon
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What about PD-LI| High Disease!
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4
Single Agent PD-1 Pathway Blockade

in PD-L1 “High” NSCLC Across
Histologies

Pembro Atezo Cemiplimab
KN 024 IMpower 110 EMpower

OS median | 26.3 20.2 22.1
(mo) (HR-0.62) (HR-0.59) (HR-0.68) or NR (HR-
0.57)

PFS medianj 7.7 8.1 (HR-0.63) 6.2 or 8.2 in confirmed

(mo) (HR-0.5) PD-L1 (HR-0.54)

ORR 46% 38.3% 36.5% or 39.2%

Median 29.1 21

DOR (mo)
i JOHNS HOPKINS THE SIDNEY KIMMEL ) RESEARCH
[0 B B T T T COMPREHENSIVE CANCER CENTER o NNz ST

Reck M et al JCO 2021, Herbst R et al NEJM 2020, Sezer A Ann Oncol 2020 LBA52, Paz-Ares L et al ASCO 2021 #9016,
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Chemo 10 Combination Trials

PD-LI High Subgroup

KEYNOTE-189: IMpowerl50: IMpowerl30
Outcome Pembrolizumab + Atezolizumab + Bevacizumab, Atezolizumab +
Platinum CT Carboplatin/nab-Paclitaxel Platinum CT
(n=132)2 (n=71)%3 (n =88)4
Median OS, mo 29.6 30.0 173
OS HR (95% Cl) 0.68 (0.49-0.96) 0.70 (0.46-1.08) 0.84 (0.51-1.39)
ORR, % 62.1 69 NR
KEYNOTE-407 Pembro + CT 0
5-Yr Outcomes: PD-L1 >50% WEWE) iz,
ORR, % 64.4
5- Yr PFS, % 15.0 0.48 (0.33-0.69)
5- Yr OS, % 23.3 0.68 (0.47-0.97)

1. Garassino. ESMO 2022. Abstr 973MO. 2. Socinski. J Thorac Oncol. 2021;16:1909. 3. Socinski. ASCO 2018. Abstr
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FDA Pooled Analysis of First Line

Treatment Setting in
PD-LI High Disease (> 50%)

+ Randomized Clinical Trials supporting FDA approved |I0-based regimens
Chemo-lO (6 trials, n=455): Platinum-Chemo + Pembrolizumab, Atezolizumab (+/- bevacizumab), or Nivolumab/Ipilimumab
10 (6 trials, n=1298): Nivolumab, Pembrolizumab, Atezolizumab, Cemiplimab, Nivolumab/Ipilimumab

« Biomarkers': PD-L1 > 50% TPS and EGFR/ALK WT

OS - no difference PFS - favor chemo-IO ORR - favor chemo-lO
OS in 10-only and Chemo-IO Arms of Randomized Trials PFS in 10-only and Chemo-1O Arms of Randomized Trials
Supporting Approval in 1L NSCLC Supporting Approval in 1L NSCLC Chemo-IO
s HR 0.82 (95% C10.62-1.08
; \\\”“\-»\Median((mo) 25.0 vs. 20.9 ) =\ HR0.69 (95% Cl 0.55-0.87) % 61 43
gy . Median (mo) 9.6 vs. 7.1 (95% Cl)  (56,66) (41, 46)
; g = A :
S— e S Odds ratio 1.2
o S rmton s o o BT w0 TT|L(85% C) (1.1,1.3)
Number a:n’,k(nurcc_vloff?ms‘) =l V s flumcral risk (number of events) i

Akinboro O. et al ASCO 2022
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FDA Pooled Analysis of First Line

Treatment Setting in PD-L1 High Disease
(> 50%)

OS in PD-L1 > 50% in selected subgroups I

Hazard Ratio * The decision between single
Median OS (95% Cl) Median OS (95% Cl)
S N Chemo-i0 10-Only agent 10 versus |O-
Overall 1753 b 25.0 (19.0, NE) 20.9 (185, 23.1) _
Age chemotherapy is a per
<65 years 898 -y 250 (192, NE) 23.3 (20.0, NE) i o
>=75 years e =1 NE(120.NE) 185 (15.1.NE) patient decision.
10.1% 10.7% .
ECOG
0 602 P NE (23.0. NE) 31.8 (22.4, NE) * The rlght sequence or
1+ 1148 e 17.7 (14.8. NE) 18.0 (15.7, 21.0)
Smoking Status combination is unclear.
Current/former smokers 1549 HH 23.0 (18.2, NE) 22.1(19.7, 25.1)
Never smokers 197 F—a— NE (22.2, NE) 14.4 (12.2, 21.0)
0250% 1’:0
<--Chemo-lO Better--- ---|O-only Better--->

Akinboro O. et al ASCO
2022

Q JOHINS HOPKINS | 7 stoner e
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PD-LI “High” Disease
Across Histologies

Pembro Atezo Cemiplimab  Ipi/Nivo |lpi/Nivo

KN 024 I[Mpower 110|EMpower CM-227 |/Chemo
CM9LA

20.2 22.1
(HR-0.59)  (HR-0.68) or

OS

median] (HR- (HR-0.66)] (HR-

(mo) NR (HR-0.57) 0.67)
PFS : 8.1 (HR-0.63) 6.2 or 8.2 in 6.7 7.5

medianj (HR-0.5) confirmed PD- J(HR-0.60)§ (HR-
(mo) L1 (HR-0.54) 0.59)
ORR 38.3% 36.5% or 39.2% 38%
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What about in PD-L1 Positive
vs Negative Disease?
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Nivolumab plus Ipilimumab -

CM 227 Overall Survival

OS in patients with tumor PD-L1 > 1% OS in patients with tumor PD-L1 < 1%

NIVO + IPI2 NIVO Chemo
100— (n = 396) (n = 396) (n=397) NIVO + [Pl NIVO + chemo Chemo
Median 0S,2 mo 17:1 15.7 14.9 100— _ (n = 187) (n=177) (n = 186)
HR vs chemo 0.78 0.91 Median 0S,c mo 17.4 15.2 12.2
(95% Cl) (0.67-0.91)  (0.78-1.06) B HR vs chemo 0.65 0.79 _
80— so— N (95% Cl) (0.52-0.81)  (0.64-0.98)
60—
= . 60—
g g
o wv
40— © 40 19%
16%¢
10% 10%¢
NIVO + IP] 7% s
20— : - 20— 5%¢  NIVO + IPI
i A NIVO , , ! e =4 o + chemo
| Chemo H : H T ——+"——+Chemo
0 T T T I T I T T T T T T T T 1 0 T T T T T t T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
No. at risk Months No. at risk Months
NIVO +IPI 396 296 246 192 154 134 123 116 104 99 90 88 80 36 4 0 NIVO+IPI 187 142 110 88 74 67 59 49 4 38 33 30 27 11 3 0
NIVO 396 299 220 176 139 119 108 91 75 66 60 56 52 23 3 0 NIVO+chemo 177 139 102 78 60 42 34 27 22 19 17 17 16 5 0 0
Chemo 397 306 218 166 126 98 80 72 63 56 50 46 45 14 0 Chemo 86 35 92 62 41 33 27 22 18 16 12 1 9 5 0
PD-L1 < 1%
NIVO + IPI NIVO + IPI Chemo NIVO + IPI [NIVO + chemo| Chemo
(n = 396) (n = 205) (n=192)  (n=187) (n=177) (n=186)
No data available
ORR, % 36.4 27.5 30.0 45.4 36.9 35.4 27:3 37.9 23.1
that separates
Median PFS, 5:4 4.2 5.6 6.7 5.6 5.6 5.1 5.6 4.7
out the 1-49% months (4.07-6.31) | (3.02-5.32) | (4.63-5.82) | (4.53-11.1) | (4.17-8.34) | (4.57-6.60) § (3.52-6.37) | (4.63-6.90) | (4.21-5.59)
(95% CI)
group‘ HR vs chemo 0.81 0.98 _ 0.60 0.72 _ 0.74 0.72 _
(95% CI) (0.68-0.96) | (0.83-1.15) (0.47-0.76) | (0.57-0.90) (0.58-0.94) | (0.57-0.91)
4-year PFS 14 10 4 20 14 1 12 7 NA
rates, %
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CM-227 - Hlstology and PD-LI

A PD-L1 21% and nonsquamous tumor histology PD-L1 21% and squamous tumor histology
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CheckMate 9LA - by PD-LI

NNO + Pl + chemo Chermo

(n = 204) (n = 204)
Median 05 * mo 158 109
HR (95%C1) 0.73 p.590.90)

NIVO « IP] + chemeo

B. PD-L1 < 1% C. PD-L1 > 1%
100 100
‘ NIVO « 1Pl + chemo  Chemo
(n = 135) (n =129)
80 4 Me dian OS * mo 17.7 98 804
HR (95% C1) 0.63 (0.49-0.83)
60 4 60 4
g g
S g
40 4 0 4
: NIVO « IPl « chemo
§ 23 225
20 4 204
0 T v v T T + T T v T T ] 0 v T v +
0 12 18 24 X x Q 8 54 &0 66 72 0 6 12 18 24
Months
Mo, at risk
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CM-9LA - Histology

Non-squamous

Median overall survival,
months (95% Cl)

Squamous
Nivolumab plus  Chemotherapy Nivolumab plus  Chemotherapy
ipilimumab with ipilimumab with
chemotherapy chemotherapy
(two cycles) (two cycles)
170 (14-0-NR)  11.9(9.9-141) Median overall survival, 14.5(131-19.4) 9.1 (7-2-11.6)

months (95% Cl)

100 -
90 Hazard ratio for death 0.69 (95% C10.55-0-87) i) Hazard ratio for death 0-62 (95% C10-45-0-86)
80 -
£ 707 .
T 604 .
-
S 504 b
T 404 e i
8 30 [y SRR .
20+ n
104 -
0 T T T T T T T T T 1 T T T T T L T L T 1
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
Time since randomisation (months) Time since randomisation (months)
Number at risk
(number censored)
Nivolumab plusipilimumab 246 224 204 170 154 107 62 20 6 0 0 115 102 88 80 73 46 24 13 4 1 0
with chemotherapy (twocycles)  (0)  (0)  (0)  (0)  (0) (28) (64) (102) (116) (122) (122) (0) (0) (0) (0) (0) (10) (26) (36) (45) (48) (49)
Chemotherapy 246 223 180 152 122 &7 53 18 9 0 0 112 96 80 56 44 29 14 8 2 0 0
@ (@ ((© (@© (@ 19 (41 () (78) (87) (87 © (© (@© (© @ (@ @5 @) @) @9 (29
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Poseidon - Overall Survival by

PD-LI

Events/
patients, n/N T+D+CTvs CT HR
T+D+CTvs CT All patients 583/675 —eo— 0.76
T+D+CT cT sex Male 455/517 —e— 0.68
10 Events/patients, /N (%) 279/338 (82.5)  304/337 (90.2) Female 128/158 S 0.92
mOs§, months (95% CI) 14.0 (11.7-16.1) 11.6 (10.5-13.1)  Age <65 years 308/367 f—e— 0.76
HR* (95% CI) 0.76 (0.64-0.89) - 265 years 275/308 [=——— 0.72
PD-L1 TC 250% 161/198 —— 0.62
0.8 4 expression  TC <50% 422/477 —o—] 0.81
TC 21% 350/420 —— 0.71
@ TC <1% 233/255 ——-d~H 0.81
2 0.6 Histology sSQ 2291246 ——H 0.85
o UbH NSQ 353/428 —e— 0.69
g Planned CT  Nab-paclitaxel doublet ~ 36/42 I i 0.61
a Pemetrexed doublet 338/411 F—— 0.71
S 4. Gemcitabine doublet ~ 209/222 —— 0.85
[ Smoking Current 125/150 —— 0.53
o history Former 331/386 —— 0.73
Never 126/138 ——— 1.17
0.2+ Race Asian 189/227 —t— 0.94
Non-Asian 394/448 e 0.62
ECOG PS 0 187/229 T 0.74
1 396/446 —e— 0.72
00 1 L | L L | 1 1 1 L] L ] L] . N 1

0 6 12 18 24 30 36 42 48 54 60 66 72 Brain Yes 64/78 f / 079
o metastases No 519/597 —e— 0.73
) Time from randomisation (months) AJCC disease IVA 290/337 —e—oi 0.71
No. at risk stage IVB 292/335 —— 0.81

T+D+CT 338 256 183 136 108 88 81 71 66 56 47 21 3 r r r

CT 337 235 159 110 70 50 42 31 25 21 20 10 2 0.25 05 1 2

Favours T+D+CT FavoursCT
JOHNS HOPKINS | tHe stoney kimme
INTO
MEDICINE COMPREHENSIVE CANCER CENTER RESULTS

Peters S et al ESMO 2023
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Poseidon - Histology and PD-LI

Non-squamous, PD-L1 TC 21% mOS, months HRvs CT Squamous, PD-L1 TC 21% mOS, months MR vs CT
(95%Cl)  (95% Cl) (95%Cl)  (95%Cl)
1.0- 1.0
221 0.67 & 9.8 0.95
THOHCT  (159-278) (0.50-0.90) . 0T (76-125) (0.68-1.34)
174 0.77 12.3 0.78
0.8+ D+CT  (433239) (0.58-1.03) 0.8+ DeCT (9.5-15.7)  (0.56-1.08)
Q 135 8 10.6
cT cT S
S 06- (10.6-18.8) S 06- (9.0-15.2)
£ £
3 3
g 0.4+ g 0.4
0.2+ 0.2+
o L) L) L) L] L] L) L ) L) L) L] L) L) Ll 1 0 1) L} L) T T 1) T L) 1) L] L) L) T 1) 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomisation (months) Time from randomisation (months)
Non-squamous, PD-L1 TC <1% mOS, months  HR vs CT Squamous, PD-L1 TC <1% mOS, months  HRvs CT
b (95%Cl)  (95% Cl) b (95% Cl)  (95% ClI)
: 134 0.75 . 127 0.79
THDHCT  98°187)  (0.53-1.06) TORCT 7-141)  (051-122)
A 1.7 0.94 i 9.8 128
08 D+CT (7.5-170)  (0.67-1.32) 08 DeCY (7.4-135)  (0.80-2.03)
123 8.8
8 cT - 8 cT -
$ 064 (9.3-14.1) 3 06- (4.8-11.8)
£ £
3 3
S 04+ 2 044
0.24 0.2+ 14.0%
— N
0.0% 10.6% r .
0 L) L) L) L} L} L) L ) L} L) L) L) L L) 1 o T 1) 1) L) L) L} L) L) L L) L) L} L) 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomisation (months) Time from randomisation (months)
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Chemo-10 Combinations for
PD-L1 1-49% or Negative Disease

KN189 - OS

PD-L1 TPS 1%-49%

PD-L1 TPS <1%

Median (96% Cl) Median (95% ClI)

Events, % 0S, mo Events, % 0S, mo

67.2%  21.8 (17.7-25.6) 70.9%  17.2(13.8-22.8)

79.3% 12.1 (8.7-19.4) 88.9% 10.2 (7.0-13.5)
100 100

90 - HR (95% CI),0.66 (0.46-0.96) 9 HR (95% C1),0.51 (0.36-0.71)
80 < 80
70 - 70 =
60 - 60 <
50 50 4
40 4 40
30 = 30
20 4 20
10 b 10 -

0 ) 1 1 ] 1 ) L} 0

1 1 1 | | 1 1 | }
0 6 12 18 24 30 36 42
Time, months

0 6 12 18 24 30 36 42
Time, months

128 91 66 3 127 79 49 3

@ JOHNS HOPKINS

8 0

M ED

KN407 - OS

B Subgroup Analysis of Overall Survival

Subgroup

Overall
Age
<65yr
=65yr
Sex
Male
Female
ECOG performance-status score
0
1
Region of enrollment
East Asia
Rest of the world
PD-L1 tumor proportion score
<1%
=1%
1-49%
=50%
Taxane-based drug
Paclitaxel
Nab-paclitaxel

THE SIDNEY KIMMEL
COMPREHENSIVE CANCER CENTER

No. of Events/
No. of Patients

205/559

88/254
117/305

167/455
38/104

48/163
157/396

34/106
171/453

73/194
129/353
76/207
53/146

140/336
65/223

Hazard Ratio for Death (95% Cl)
.

— .

— E
T

o

——
PR E——

i
g
- i

—I—;
_._i

= i

——

——

|
o
——

T

0.64 (0.49-0.85)

0.52 (0.34-0.80)
0.74 (0.51-1.07)

0.69 (0.51-0.94)
0.42 (0.22-0.81)

0.54 (0.29-0.98)
0.66 (0.48-0.90)

0.44 (0.22-0.89)
0.69 (0.51-0.93)

0.61 (0.33-0.93)«
0.65 (0.45-0.92)
0.57 (0.36-0.90)

0.64 (0.37-1.10)

0.67 (0.48-0.93)
0.59 (0.36-0.98)

0.5 1.0

Pembrolizumab Combination
Better

Placebo Combination
Better

Gandhi L 2018; Gadghel S ASCO 2019; Rodriguez-Abreu ASCO
2020., Paz-Ares L et al JTO 2020
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Using Molecular Subsets to Guide Therapy

STK11 mutations and PD-1 ICI Qutcomes

Progression-free survival (%)

100 HR for disease progression or | Grovp oS | 100 [ Geoup [ mos
90 M‘.‘ ‘95¥ Cl. 1.0‘ ll-l, SIKII/A KB Lim 90 | Srl'll/l'll"". 11L0m
SINILAKEE ™ 19 5m STRILAAKBI™ | 20.5m
80 P=0.00012, log-rank test — 80- A
a*
704 - STKIILKBI™T = 70. -~ STKI1LKBI™T
60- -~ STKILKBI" g 60- - STKIIAKBI™
50+ 3 504 (S —
404 = 404
304 g 30 HR for death 14.3, 95% CI (3.4-66.7)
20 o 20. P<0.0001, log-rank test
10+ 104
0 v v v v Y 0 v ~ - r - -
0 6 12 24 30 36 0 6 12 18 24 30 38
Months Months
KN 189 STK11 KEAP1
With Mutation Without Mutation |With Mutation Without Mutation
Pembro +|Placebo +|Pembro +|Placebo + Pembro +|Placebo +|Pembro +|Placebo +
Chemo Chemo Chemo Chemo Chemo Chemo Chemo Chemo
(n=36) (n =18) (n=168) |((n=67) (n =45) (n=23) (n=159) |[(h=62)
ORR, % 3 7 9 (41-57 36 17 48
(95% Cl) (16-48) (4-41) i - 22-51 (5-39) (40-56)
10 5 5 5 0 5
(8-14) (5-5) 4-11 (5-9 (8-14) (5-5)
0.38 (0.27-0.52) - 2) 0.38 (0.28-0
1 9 24
NR) (8-25) (7-NR) (20-NR) (8-NR
1
()Y ‘ 0.59 (0.41-0.85 A\31 (0.44-1.49) 0.57 (0.39-0.84
memmmememn

% with PR/CR as BOR

8§ 8 8

S

-
=]

o

| PD-L1 21% non-squamous Nscic |

P=0.026, Fisher’s exact test

STK11/LKBIMUT

Grow | STRII/UKBI™
}

STK11/LKBIWT

TURNING
RESEARCH
INTO
RESULTS

Skoulidis et al Cancer Discovery 2018, Gadgeel SM et al, AACR 2020



L
Molecular Subsets:

CM 227

STK11-WT
100~ NIVO + 1Pl Chemo
(n=199) (n=198)
80 Median 0S,* mo 21.2 18.5
9% “HR (95% C1) 0.75 (0.59.0.94)
z 60 . 4-y PFS rate, % Median PFS, mo Unstratified
8 40 | R ™ 41% 24% rgvo s 101 Subgroup, n® NIVO + IPI Chemo NIVO + IPI Chemo HR Unstratified HR (95% ClI)
o am—. NSQ (n = 419, 419) 14 3 5.2 5.6 0.82 e
20 s
s Mut-eval (n = 238, 237) 14 3 5.6 5.6 0.76 —)
1
0 T + T T T ™ 4
A T S . P SO Y e - KRAS-WT (n = 150, 162) 19 . 5.6 5.6 0.75 —0—5
e Months KRAS-mut (n = 88, 75) 17 2 5.4 5.8 0.78 —_
199 1 135 10 78 7 n” [ % 2 C '
TP53-WT (n = 111, 106) 10 5 5.4 5.6 0.88 —
- STK11-mut TP53-mut (n = 127, 131) 24 7 5.8 6.6 0.69 —_—
‘ Ba3®) has®) STK11-WT (n = 199, 198) 19 6 8.1 6.1 0.72 —
Y '
o MedianOS*mo _ 10.8 12 STK11-mut (n = 39, 39) 13 0 2.8 4.3 1.04
HR (95% Cll 0.78 (0.48 1.27) '
g 46% KEAP1-WT (n = 218, 219) 16 6 5.5 5.8 0.83 —
- 1
8 o 46 -y [ KEAP1-mut (n = 20, 18) 41 0 1.1 2.9 0.25 I ——
.33% ' . . .
0 0.5 1 y - | 2
19% 19% + : -— g
207 19 T s i s NIVO + IPI Chemo
. 13%)] " ‘ KEAPIMUT(N=38)
0 6 12 18 24 30 36 42 48 54 60 H H .
.. o, Ipi/Nivo: mOS 24.4m
Y % @ a » % ¥ 4 s Chemo: mOS 8.9m
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Poseidon- OS by Molecular Subtype
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0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 055(036-085) 078 (0.52-1.16) = HR" (95% C) 078 080-1.00) 043 (064-1.08) =
1.0 9
Time from randomisation (months) Time from randomisation (months)
No. at risk No. at risk 0.8
T+D+CT 3 24 18 15 10 9 8 4 0 0 T+D+CT 177 140 107 8 74 60 55 51 23 @ B
D+«CT 34 18 12 9 7 5 5 3 1 0 0 D:«CT 169 130 100 79 63 52 43 37 19 4 O o
cT22 16 10 5 1 1 1 0 0 0 CT1™ 131 &% 71 51 36 31 21 9 4 ;o.e- Sl ;0.6-
KEAPTm KEAP1wt 2 04 § 04
o o
T+D+CT D+CT cT T+D+CT D+CT cT o o
. N 18122 19123 6/6 Events/patients, /N 236/303 2531307 2781312 024 256% 0.2
(95%Cl) 13.7(7.2-26.5)  8.1(4.0-129) 8.7 (5.1-NE) mOS, months (95% CI) 14.0 (11.8-16.1) 13.5 (11.7-14.9) 12.2 (10.6-13.
043 (0.16-1.25) 0.7 (0.31-2.15) - HR* (95% CI) 0.75 (0.63-0.89) 0.81 (0.69-0.97) - 0.0 —T —t— — 0.0 SR, S s s e —
1.0+ 0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Time from randomisation (months) Time from randomisation (months)
084 No. at risk No. at risk
o : T+D+CT 80 46 3 3 24 21 12 1 0 THD+CT 48 118 8 6 53 43 39 34 12 2 0
o 8 D+«CT 6 47 s 21 8 16 9 1 0 D«CT 134 101 7 6 49 37 30 24 11 3 0
Siined S ool T3 3 % 13 7. 8y i2. 0n 0 CT148 110 8 6 39 28 25 16 7 4 0
2z z
g 04 8 04
] itaks (4
o 20.0% a
0.2 19.3% L.._._ 0.2
[as% ﬂ
%
o o 0.0%
00 ——— 00 —— —
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Time from randomisation (months) Time from randomisation (months)
No. at risk No. at risk
TH#CT 2 7 1 9 7 6 6 4 1 0 0 T+D+CT 308 230 165 123 o7 79 3 63 30 6 0
DCT'23 #8387 5 4 30 22 2 0 0 0 D«T307 20 165 119 91 76 63 53 26 5 0
CT 6 4 2" 0 o o 0 0 0 6 o CT312 21 153 18 69 50 4 30 14 5 0

In NSQ KEAP1m, HR (95% Cl) vs CT was 0.33 (0.10-1.15) with T+D+CT and 0.67 (0.23-2.17) with D+CT
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Advanced NSCLC: PD-L1 =50%

First-line Treatment in Patients Without Molecularly Driven Tumors

ADENOCARCINOMA
Preferred Most Preferred
+ Pembrolizumab (category 1)49.50 .
* (Carboplatin or cisplatin) + 5gemetrexed + pembrolizumab (category 1)51:52 Reg imens:
* Atezolizumab (category 1)
+ Cemiplimab-rwic (category 1)%4 Immune

+ Cemiplimab-rwic + pemetrexed + (carboplatin or cisplatin) (category 1)°°
Other Recommended
« Carboplatin + paclitaxel + bevacizumab®€ + atezolizumab (category 1)56
+ Carboplatin + albumin-bound paclitaxel + atezolizumab®”
* Nivolumab + ipilimumab + pemetrexed + (carboplatin or cisplatin) (category 1)58
« Cemiplimab-rwic + paclitaxel + (carboplatin or cisplatin) (category 1)%°
. Tremellmumab actl + durvalumab + carboplatin + albumin-bound paclitaxel
(category 2B)>®
* Tremelimumab-actl + durvalumab + (carboplatin or cisplatin) + pemetrexed
(catogory 2B Sl el SQUAMOUS CARCINOMA
Useful in Certain Circumstances Preferred
+ Nivolumab + ipilimumab (category 1)80 « Pembrolizumab (category 1)49.50
+ Carboplatin + (paclitaxel or albumln bound paclitaxel) +
pembrolizumab (category 13
« Atezolizumab (category 1)°
« Cemiplimab-rwic (category 1)%4
. Cesrgwlpllmab -rwlc + paclitaxel + (carboplatin or cisplatin) (category
1
Otr)ler Recommended
» Nivolumab + ipilimumab + paclitaxel + carboplatin (category 1)58
» Tremelimumab-actl + durvalumab + carboplatin + albumin-bound
paclitaxel (category 28)
* Tremelimumab-actl + durvalumab + (carboplatin or cisplatin) +
gemmtabme (category 2B)° 59
Useful in Certain Circumstances
NCCN Guidelines. NSCLC v2.2024. * Nivolumab + ipilimumab (category 1)%0

Checkpoint
Inhibitors (ICls)
as Monotherapy
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Advanced NSCLC: PD-L1 <1%, 21%-49%

First-line Treatment in Patients Without Molecularly-driven Tumors

ADENOCARCINOMA

Preferred

» Pembrolizumab/carboplatin/pemetrexed (catego 1‘)1’2'3

» Pembrolizumab/cisplatin/pemetrexed (category 1)~

« Cemiplimab-rwic/pemetrexed/(carboplatin or cisplatin) (category 1)7-€
Other Recommended : 3tghi

* Atezolizumab/carboplatin/paclitaxel/bevacizumab® (category 1)°"3:™ -

. ﬁ@ezlolizurt?/_abfparboptlj%tiglalbumin-bound paclitaxelc‘i’e ICI + CT
* Nivolumab/ipilimumab®:

* Nivolumab/ipilimumab/pemetrexed/(carboplatin or cisplatin) (cate7gory 1) 6.e = ICI/ ICI +/ - CT
» Cemiplimab-rwic/paclitaxel/(carboplatin or cisplatin) (category 1? e

* Tremelimumab-actl/durvalumab/carboplatin/albumin-bound pac itaxel8- category 1
» Tremelimumab-actl/durvalumab/(carboplatin or cisplatin)/pemetrexed®€ (category 1

SQUAMOUS CARCINOMA

Preferred
« Pembrolizumab/carboplatin/paclitaxel (category 1)36-
» Pembrolizumab/carboplatin/albumin-bound paclitaxel
(category 1)36.
« Cemiplimab-rwic/paclitaxel/(carboplatin or cisplatin) (category 1)7-€
Other Recommended
« Nivolumab/ipilimumab®€

) E\g;gggngb{l)%{gmumab/pachtaxel/carboplatnn Useful in Certain Circumstances ® PD-L1 >1%

« Tremelimumab-actl/durvalumab/carboplatin/albumin-bound paclitaxel®-€ (category 1) Pembrolizumab (category 2B)g,49,50
+ Tremelimumab-actl/durvalumab/(carboplatin or cisplatin)/gemcitabine®:€ (category 1)

NCCN Guidelines. NSCLC v2.2024.
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So Many Choices for

Advanced Stage
NSCLC...

The choice of immunotherapy is based on

the following:

* Histology (squamous versus
nonsquamous)

 PD-LI expression

* Molecular subsets

 Patient preference about their
goals of their lung cancer
treatment

* Overall health of patient
(performance status)

* Whether the patient has a
history of an autoimmune
disease or transplant
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