First line treatment decision
of advanced NSCLC
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Evolution of therapy in lung cancer: Heterogenous disease
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Numerous advances in treatment have been made for patients with NSCLC

First FDA Approvals

N T Chemo - CPI (Adjuvant, Stage II-IlIA, PD-L1+) CPI + Chemo
S B CCRT = CPI Monotherapy o (Neoadjuvant,
'-g ?39 (Unresectable Stage Ill) CPl Monotherapy (Unresectable Stage IIl, PD-L1+) Stage IB-IIA)
5 K :
=
] _ CPI doublet (PD-L1+)
E - CPl Monotherapy (PD-L1+) CPI + Chemo CPI + Bev + Chemo CPl doublet + Chemo
() ® ® ®
)
=
_8 CPI Monotherapy
= =
S
. I
c ()
o B :
= B EGFR (Adjuvant, Stage IIB/IIIA)
by
S
= — EGFR ALK ROS1 BRAFV600E NTRK RET
= -
= METex14
5 I

M
- - ([ ([
c B KRASS12¢ HER2mut
S ~

EGFR exon 20

Thai. Lancet. 2021;398:535. Cheng. MedComm. 2021;2:692. Godoy. Biomark Res. 2023;11:7.



Contents

 Guidelines: NCCN, ESMO, ASCO

* PD-L1 2 50%: 10 mono vs. |0 + chemotherapy
PD-L1290% ?
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Network® Non-Small Cell Lung Cancer Discussion
CLINICAL PRESENTATION HISTOLOGIC BIOMARKER TESTING™™
SUBTYPE?
» Molecular testing, including:
» Adenocarcinoma » EGFR mutation (category 1), ALK (category 1),
» Large cell KRAS, ROS1, BRAF, NTRK1/2/3, METex14 Testing
» Establish histologic * NSCLC not skipping, RET, ERBB2 (HER2) — [Results
subtype? with otherwise » Testing should be conducted as part of broad (NSCL-19)
adequate tissue for specified (NOS) molecular profiling™”
molecular testing ’ » PD-L1 testing (category 1)
(consider rebiopsy
J::ivanced or plasma testing if
. appropriate)
'd'}gglit:t'c » Smoking cessation
counseling
* Integrate palliative » Consider molecular testing, including:°®°
care® (NCCN » EGFR mutation, ALK, KRAS, ROS1, BRAF,
Guidelines for S " NTRK1/2/3, METex14 skipping, RET, Testing
Palliative Care) qQuamous cell __| ErRBB2 (HER2) L » |Results
carcinoma » Testing should be conducted as part of (NSCL-19)
broad molecular profiling™
» PD-L1 testing (category 1)




National

comprehensive NCCN Guidelines Version 3.2023

V[l Cancer
Network®

NCCN Guidelines Index
Table of Contents

Non-Small Cell Lung Cancer Discussion

TESTING RESULTS!mm

EGFR exon 19 deletion or exon 21 L858R mutation positive NSCL-20
EGFR S768l, L861Q, and/or G719X mutation positive NSCL-23
EGFR exon 20 insertion mutation positive NSCL-24
KRAS G12C mutation positive NSCL-25
ALK rearrangement positive NSCL-26
ROS1 rearrangement positive NSCL-29
BRAF V600E mutation positive NSCL-31
NTRK1/2/3 gene fusion positive NSCL-32
METex14 skipping mutation positive NSCL-33
RET rearrangement positive NSCL-34
ERBB2 (HER2) mutation positive NSCL-35
PD-L1 21% and negative for actionable molecular biomarkers above NSCL-36
PD-L1 <1% and negative for actionable molecular biomarkers above NSCL-37
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PD-L1 POSITIVE (21%)™™ FIRST-LINE THERAPYPP:NNN
AND NEGATIVE FOR ACTIONABLE
MOLECULAR BIOMARKERS™™MM

» Continuation maintenancePP

Response|
PD-L1 or stable
disease |
Biomarker-directed
PS 0-2 » Itherapy
(NSCL-J 2 of 6) l

Progression

Best supportive care
PS 3-4 > INCCN Guidelines for
Palliative Care

Systemic Therapy®°°

(NSCL-K 1 of 5) or

» |Systemic Therapy,

Subsequent®°°

(NSCL-K 4 of 5)
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PD-L1 250% First-line Therapy

ADENOCARCINOMA, LARGE CELL, NSCLC NOS

referred
« Pembrolizumab (category 1)#6:47
» (Carboplatin or cisplatin) + a)emetrexed + pembrolizumab (category 1)48:49
« Atezolizumab (category 1)°

1]51

Other Recommended
« Carboplatin + paclitaxel + bevacizumab®d + atezolizumab (category 1)52

« Carboplatin + albumin-bound paclitaxel + atezolizumab®

« Nivolumab + ipilimumab + pemetrexed + (carboplatin or cisplatin) (category 1)°4

« Cemiplimab-rwlc + paclitaxel + (carboplatin or cisplatin) (category 1)°°

« Cemiplimab-rwic + pemetrexed + (carboplatin or cisplatin) (category 1)°°

« Tremelimumab-actl + durvalumab + carboplatin + albumin-bound paclitaxel (category 2B)3¢
« Tremelimumab-actl + durvalumab + (carboplatin or cisplatin) + pemetrexed (category 2B)3€
Useful in Certain Circumstances

« Nivolumab + ipilimumab (category 1)°7

SQUAMOUS CELL CARCINOMA

Preferred

« Pembrolizumab (category 1)46:47

» Carboplatin + (paclitaxel or albumin-bound paclitaxel) + pembrolizumab (category 1}53
« Atezolizumab (category 1)%0

» Cemiplimab-rwic (category 1}51

Other Recommended

« Nivolumab + ipilimumab + paclitaxel + carboplatin (category 1)33

« Cemiplimab-rwlc + paclitaxel + (carboplatin or cisplatin) (category 1)°°

* Tremelimumab-actl + durvalumab + carboplatin + albumin-bound paclitaxel (category ZB)*"G
« Tremelimumab-actl + durvalumab + (carboplatin or cisplatin) + gemcitabine (category 2B)58
Useful in Certain Circumstances

« Nivolumab + ipilimumab (category 1)°7

PD-L1 21-49% First-line Therapy

Continuation Maintenance
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MOLECULAR AND BIOMARKER-DIRECTED THERAPY FOR ADVANCED OR METASTATIC DISEASE2b
PD-L1 21%-49% First-line Therapy

ADENOCARCINOMA, LARGE CELL, NSCLC NOS
referred
» (Carboplatin or cisplatin) + pemetrexed + pembrolizumab (category 1)"3=49
Other Recommended
« Carboplatin + paclitaxel + bevacizumab® + atezolizumab (category 1)52
« Carboplatin + albumin-bound paclitaxel + atezolizumab®
« Nivolumab + ipilimumab + pemetrexed + (carboplatin or cisplatin) (category 1)%*
« Nivolumab + ipilimumab (category 1)%7
« Cemiplimab-rwic + paclitaxel + (carboplatin or cisplatin) (category 1)°°
« Cemiplimab-rwic + pemetrexed + (carboplatin or cisplatin) (category 1)°°
* Tremelimumab-actl + durvalumab + carboplatin + albumin-bound paclitaxel (category 1)55
* Tremelimumab-actl + durvalumab + (carboplatin or cisplatin) + pemetrexed (category 1)55
Useful in Certain Circumstances
« Pembrolizumab (category 2B)®:46:47

SQUAMOUS CELL CARCINOMA

referred
ECarbo latin + (paclitaxel or albumin-bound paclitaxel) + pembrolizumab (category 1)%8
ther Recommended

« Nivolumab + ipilimuab + paclitaxel + carboplatin (category 1)%3

« Nivolumab + ipilimumab (category 1)57

« Cemiplimab-rwic + paclitaxel + (carboplatin or cisplatin) (category 1)°°

« Tremelimumab-actl + durvalumab + carboplatin + albumin-bound paclitaxel®®

« Tremelimumab-actl + durvalumab + (carboplatin or cisplatin) + gemcitabine3®

Useful in Certain Circumstances

« Pembrolizumab (category 2B)®:46:47 Continuation Maintenance

PD-L1 250% First-line Therapy
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PD-L1 <1% AND NEGATIVE FOR ACTIONABLE MOLECULAR BIOMARKERS
INITIAL SYSTEMIC THERAPY¢¢¢ SUBSEQUENT THERAPYfff
: Systemic therapy.
Systemic therapy . ’
PS 0-2— I —| Progression
Subsequent (NSCL-K 4 of 5) (NSCL-K 4 of 5)
Progression $
. Best supportive care .
Systemic the'.lrapy PS 3-4— [See NCCN Guidelines Prog:essmn
. fdenogafl'r'"oma: for Palliative Care
arge well, Tumor
PS 0-2— NSCLC NOS r:sponse
(NSCL-K 1 of 5) evaluation
* Squamous Cell » Systemic therapy
C[ NSGLK 3 of 5 Progression > Subsequent (NSCL-K 4 of 5)

Best supportive care Response | |4-6 Tumor
PS 3—-4—|See NCCN Guidelines or stable cycles response
for Palliative Care disease (total)*®¢ | |evaluation
Response|
or stable
disease |

*|therapy

Progression

MainIenance

(NSCL-K 3 of 5)
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SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE?-b:¢

ADENOCARCINOMA, LARGE CELL, NSCLCN
No contraindications to PD-1 or PD-L1 inhibitors

PS 0-1

Preterred
* Pembrolizumab/carboplatin/pemetrexed (category 12)1’2*9
 Pembrolizumabl/cisplatin/pemetrexed (category 1]2’

Contraindications to PD-1 or PD-L1 inhibitors®
Useful in Certain Circumstances

Other Recommended
+ Atezolizumab/carboplatin/paclitaxel/bevacizumab® (category 1)3:fg:hi
. Atezolizumabicarboplaginlalbumin-bound paclitaxel®®
« Nivolumabl/ipilimumab®*®
. Nivolumabfi%'Iimumabipemetrexedl{carboplatin or cisplatin)
(category 1) °:€
- Cemiplimab-rwic/paclitaxel/(carboplatin or cisplatin) (category 1)7©
« Cemiplimab-rwic/pemetrexed/(carboplatin or cisplatin) (category 1)7-¢
* Tremelimumab-actl/durvalumab/carboplatin/albumin-bound pau:litaunuelﬁ‘*e
» Tremelimumab-actl/durvalumab/(carboplatin or cisplatin}!pemetrexedale

ADENOCARCINOMA, LARGE CELL, NSCLC N PS 2
Preferred
« Carboplatin/pemetrexed’®

Other Recommended

« Carboplatin/albumin-bound paclitaxel?5:26
« Carboplatin/docetaxel®?

« Carboplatin/etoposide’4:15

« Carboplatin/gemcitabine’®

« Carboplatin/paclitaxell”

» Bevacizumab'/carboplatin/paclitaxel (cate%ory 1)3:0:hii
« Bevacizumab'/carboplatin/pemetrexed®: 10:9:h;

« Bevacizumabf/cisplatin/pemetrexed!:9:ni

« Carboplatin/albumin-bound paclitaxel (category 1)12
« Carboplatin/docetaxel (category 1)'3

« Carboplatin/etoposide (category 1)'415

« Carboplatin/gemcitabine (category 1)1®

« Carboplatin/paclitaxel (category 1)17

» Carboplatin/pemetrexed (category 1)18

« Cisplatin/docetaxel (category 1)’

« Cisplatin/etoposide (category 1)°

« Cisplatin/gemcitabine (category 1)17:20

« Cisplatin/paclitaxel (category 1)%1

« Cisplatin/pemetrexed (category 1)2°

« Gemcitabine/docetaxel (category 1)22

« Gemcitabine/vinorelbine (category 1)23

Useful in Certain Circumstances
« Albumin-b d paclitaxel

. Docetaxelzg% P

» Gemcitabine29-31

« Gemcitabine/docetaxel?2

« Gemcitabine/vinorelbine23

« Paclitaxel®2-34

 Pemetrexed3®

Maintenance Therapy NSCL-K 3 of 5

Subsequent Therapy NSCL-K 4 of 5
References
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SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE2.P:€

AM CELL CARCINOMA (P 1

No contraindications to PD-1 or PD-L1 inhibitors9 Contraindications to PD-1 or PD-L1 inhibitors®

Useful in Certain Circumstances

Preferred
« Carboplatin/albumin-bound paclitaxel (category 1)1°

« Pembrolizumab/carboplatin/paclitaxel (category 1)36-

* Pembrolizumab/carboplatin/albumin-bound paclitaxel
(category 1)36:€

Other Recommended

« Nivolumab/ipilimumab®-

. NivoIumabiiEiIimumab!pacIitaxellcarboplatin
(category 1)°:®

« Cemiplimab-rwlic/paclitaxel/(carboplatin or cisplatin) (category 1)7:

» Tremelimumab-actl/durvalumab/carboplatin/albumin-bound
paclitaxel®®

» Tremelimumab-actl/durvalumab/(carboplatin or cisplatin)/
gemcitabine®®

SQUAMOUS CELL CARCINOMA (PS 2)
Preferred

« Carboplatin/albumin-bound paclitaxel2>:26
« Carboplatin/gemcitabine®

« Carboplatin/paclitaxell”

Other Recommended
« Carboplatin/docetaxel’?
« Carboplatin/etoposide’4.15

« Carboplatin/docetaxel (category 1)13

« Carboplatin/gemcitabine (category 1)1€
» Carboplatin/paclitaxel (category 1)17

- Cisplatin/docetaxel (category 1)13

- Cisplatin/etoposide (category 1)'°

- Cisplatin/gemcitabine (category 1)%:20
- Cisplatin/paclitaxel (category 1)

- Gemcitabine/docetaxel (category 1)%2

« Gemcitabine/vinorelbine (category 1)23

Useful in Certain Circumstances
« Albumin-bound paclitaxel?4

« Docetaxel?7:28

» Gemcitabine2®-31

« Gemcitabine/docetaxel?2

« Gemcitabine/vinorelbine23

« Paclitaxel32-34

Maintenance Therapy NSCL-K 3 of 5

Subsequent Therapy NSCL-K 4 of 5




ESMO Guideline (2023)

Stage IV SqCC without contraindication for immunotherapy

+

W

Never or former light smoker
(<15 packyears), long-time ex-smoker
or age <50 years?

!

| Oligometastatic l A4
A
t [ ECOG PS & PD-L1 expression level ]
Systemic therapy & LRT [l B]

S Ve

Molecular test®
(EGFR/ALKY
ROS1/BRAF/

RET/MET/

EGFR ex20ins/
KRAS G12C/
NTRK/HER2)

W
[ PS0-2 & PD-1 25{]%]

I 1 4
4 . A A
PS 0-1 & any expression of PD-L1 [ PS 2 and PD-L1 <50% ] PS 3-4 regardless
l T of PD-L1

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

S

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

!

Platinum-doublet (carboplatin
preferred) ChT [I, A]
Single-agent ChT

Pembrolizumab-carboplatin—(nab)-paclitaxel (4 cycles) followed
by pembrolizumab [I, A; MCBS 4¢]
Nivolumab-ipilimumab + 2 cycles of platinum-doublet ChT followed
by nivolumab-ipilimumab [I, A; MCBS 4¢]
Cem|plimab—platinum-doublet ChT (4 cycles) followed by cemiplimabe [1, A]

(gemcitabine, vinorelbine,
docetaxel) [l, B]

!

Durvalumab-tremelimumab—platinum-doublet ChT (4 cycles) followed by
durvalumab-tremelimumab (tremelimumab one additional dose)*
[I, A; MCBS 4¢] [

A

Nivolumab-ipilimumab (only for PD-L1 =1%)' 1, A; MCBS 4] Disease pmgrassiunj

Targeted
therapy

Follow recommended
treatment in line of

|
! !

() ()

n v "
Disease progression?

1
!
l PS 34 || PS 0-2! l
-

!

I PS3-4 '

Nivolumab [l, A; MCBS 5¢]
Atezolizumab [I, A; MCBS 5¢]

ECOG PS & PD-L1
expression level

Platinum-doublet ChT Docetaxel [I, B] [I, A; MCBS 5°]
(combined with gemcitabine, Ramucirumab—docetaxel Docetaxel (1, B]
vinorelbine or taxane) [, A] [I. B; MCBS 1¢] Ramucirumab—docetaxel
If 4 cycles of gemcitabine— Afatinib [I, C; MCBS 2¢] [1, B; MCBS 1°]
cisplatin, gemcitabine Re-challenge ICI [1l, B]" + Afatinib [I, G; MCBS 27]
maintenance [, C]
Re-challenge ICI [lIl, B]® I %
+

Pembrolizumab (PD-L1 =1%)

Ann Oncol

. 2023 Apr;34(4):358-376.
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Stage IV NSqNSCC, molecular tests negative (EGFR/ALK/ROS1/BRAF/RET/MET/EGFR ex20ins/KRAS G12C/NTRK/HER2)* without contraindication for immunotherapy

Oligometastatic

+

[ v
ECOG PS and PD-L1 expression level ]

‘4

—— N
Pembrolizumab
[1, A; MCBS 5¢]
Atezolizumah
(also for ICs =10%)
[, A; MCBS 5¢]
Cemiplimah
[, A; MCBS 4¢]
(for PS 2 for all drugs:
[, B])

-

i AT
PS 0-1 and any expression of PD-L1

. / 1
Systgmic PS 0-2 and
therapy & LRT _ PD-L1 =50%
[II, B] T

Y

Pembrolizumab—platinum-pemetrexed (4 cycles) followed by
pembrolizumab-pemetrexed [1, A; MCBS 4¢]
Atezolizumab—carboplatin—nab-paclitaxel {4-6 cycles) followed by atezolizumab [I, A; MCBS 3]
Atezolizumab-bevacizumab—carboplatin—paclitaxel (4-6 cycles) followed by
atezolizumab—hevacizumab [I, A; MCBS 3¢]

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

Nivolumab—ipilimumab {only for PD-L1 =1%)' [I, A; MCBS 4]

Platinum-doublet ChT [I, A] (pemetrexed preferred)
(1, A; MCBS 4¢] followed by pemetrexed maintenance
[I, A; MCBS 4¢] if pemetrexed switch
maintenance [l, B]

If 4 cycles of gemcitabine—cisplatin: gemcitabine
continuation maintenance [I, C]
Platinum-doublet ChT [I, A] (pemetrexed preferred)
[Il, A; MCBS 4¢]
Carboplatin—paclitaxel-bevacizumab followed
by bevacizumab maintenance [I, A; MCBS 2¢] Or
platinum—pemetrexed—bevacizumab followed by
pemetrexed-bevacizumab maintenance [1, A]
Re-challenge ICI [Ill, B]

A
Disease progression?

!

v

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

B; pemcitabine,

vinorelbing or
docetaxel: |, B]

[ ~
PS 2 and PS 3-4
PD-L1 <50% regardless
J' of PD-L1

N
Pemetrexed [l, B]

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

| F‘:]-tl | [

v
Nivolumab [T, A; MCBS 5¢]
Atezolizumab [1, 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®

F
'3 BSC alone [111, A]<C.

f

Ann Oncol. 2023 Apr;34(4):358-376.



ASCO Living Guideline (2022)

Mon-5CC scc”
EGFRALCROS-1/BRAF- EGFRALKROS1/BRAF-
negative pasitive
v v : r v
High PD-L1 Negative (TPS 0%) and low Aefer to algontim for Sage IV High PD-L1 Megative (TPS 0% and low
[TPS x BO%] positive PD-L1 {TPS 1%-458%) NSCLC with driver al fera fions [TPS = BO%) positive PO-LT (TPS 1%-45%)
T | T I
Treatmeant options Treatrment options Treatment options Treabment options
Pembrolt bvnarboplatin/ § . Pembrolizumab/carboplatind
Single-agent pembroliumat |5 = = m:::ne:re;:h = 5 Single-agent pembrolizumab | paclitaxel or nab—pﬂcanml =
Atezolizumabicarboplatin . _ Nivolurnabyipilimumab
= Single-agent atezclinumab 5 > pa:lit.a.ul.-'b-e«'a:izua'\ah M » Single-agent atezolizurnat: 8 = :h:rnol?':!rapw : i
For pafients with contraindications to immunotherapy
Ateznd hioarboplatind -
L w|  Single-agent cemiplimab 5 . = r‘::':;x T M |  Singleapent cemiplimat 5 ﬂtpﬂlr;;fr:hmm;:g:th .
combinaticns
For patients with contraindications to immunaotherapy
Pernbroliumabicarboplatin/ Niwalumabiipilimumab = Pembralirurnablearboplating and are not candidates for platinum-based therapy
pemetrexed = E chemotherapy B » paclitaxel ar nab-paclitaxe M
Standard chemotherapy with
- ronplatinum-based two-drug w
Far patients with contraindications to immunotherapy combinations
Ateralirumabicarboplating Standard chematherapy with Nivclumabfpilimumab = For patients with | itive PD-L1 ion wih
> - : M : ! 2 » W patienis ow positive expression who are|
pocl itamelbevacizumat 3 P‘“n::m?::‘:hb:: =17 5 chematherapy ineligible for dowblet platinum = pembralizemab
For patisnts with contraindications to immunctherapy » T brok bW
| and are not candidates for platinum-based therapy gie-agant pemtreIma
| MNiwolumabfipilimumakb = i
shemetherapy Standard chemnotherapy with
- nenplatinum-besed two-drug
comibinations
i i Far patisnts with low positive PD-L1 expression who are
L A.t!mllru:ah.\;:_arbolplah n W inzligibls for doublet platinum = pembrolizurmnat:
E
riab-paclitaxe of ion
I—, Single-agent pembrolizumab

i I H H
Strang Maderaze Weak
(|
J

lin Oncol. 2022 Oct 1;40(28):3323-3343.
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Non-SCC

A J

High PD-L1
(TPS = 50%)

Treatment options

i

Megative (TPS 0%) and low
positive PD-L1 (TPS 1%-49%)

Treatment options

Sinal brol b s Pembrolizumab/carboplatin/ s
ingle-agent pembrolizumal pemetrexad
Sinal ; b - - Atezolizumab/carboplatin/ M
ingle-agent atezolizuma paclitaxel/bevacizumab
_ o Atezolizumab/carboplatin/
Single-agent cemiplimab = nab-paclitaxel M
Pembrolizumab/carboplatin/ - Nivolumab/ipilimumab = W
pemetrexed Ll chemotherapy
or patients with contraindications to immunotherapy
F h d h
Atezolizumab/carboplatin/ Stand_ard chemotherapy with
» paclitaxel/bevacizumab s platinum-based two-drug 5
combinations
For patients with contraindications to immunotherapy
and are not candidates for platinum-based therapy
Nivolumab/ipilimumab =
> chemotpll'lera w -
Py Standard chemotherapy with
-e nonplatinum-based two-drug W
combinations
_ ; For patients with low positive PD-L1 expression who are
- Atezollzubmab.l';:_:arbolplann." Wi ineligible for doublet platinum + pembrolizumab
nab-paclitaxe

L Single-agent pembrolizumab

SCC
) L 4
High PD-L1 Negative (TPS 0%} and low
(TPS = 50%) positive PD-L1 (TPS 1%.-49%)
i I
Treatmerit options Treatment options
1
. ) Pembrolizumab/carboplatin/
Single-agent pembrolizumab paclitaxel or nab-paclitaxel
Mivol fipili b +
Single-agent atezolizumab = B R

chemotherapy

Single-agent cemiplimab

For patients with contraindications to immun

otherapy I

Standard chemotherapy with
platinum-based two-drug
combinations

L

Pembrolizumab/carboplatin/
paclitaxel or nab-paclitaxel

For patients with contraindications to immunotherapy
and are not candidates for platinum-based therapy

Nivolumab/ipilimumab +
chemotherapy

Standard chemotherapy with
> nonplatinum-based two-drug
combinations

For patients with low positive PD-L1 expression who are
ineligible for doublet platinum = pembrolizumab

. Single-agent pembrolizumab

J Clin Oncol. 2022 Oct 1;40(28):3323-3343.



[ Historical

A Historical approach
w 4 months

Non-squamous and Platinum doublet

squamous

8 months

w 6 months
Non-squamous

w 4 months
Non-squamous

B Molecularly selected for targeted therapies

EGFR Osimertinib
ALK Alectinib
Brigatinib
Ceritinib
RET Selpercatinib
w Not reached
Pralsetinib Not reached
v 11 monthst
NTRK Entrectinib
Larotrectinib
ROS1 Entrectinib
Crizotinib
w 11 months
BRAFY600E Dabrafenib with trametinib
v }_Z_r_nonths
MET ex14 Capmatinib

[ Targeted therapy [ ICIs histology selection (any PD-L1)

12 months

Platinum doublet with bevacizumab

14 months Platinum doublet with maintenance pemetrexed

w 19 months
39 months
/ / w35months
------- Not reached
w 24 months ot reache
Not reached
y 17 months
Not reached
w 17 months*
Not reached
24 months
v 28 months
44 months:
v 1_9_ Tonths
Not reached
w 19 months§
19 months§

17 months

Not reached

3 ICls PD-L1 selected (any histology) ¥ Median PFS [ Median overall survival

Study

Schiller et al
(2002)%

ECOG 4599

PARAMOUNT*#

FLAURA36457

ALEXM3144

ALTA-1L%
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HR

Nonsquamous

Squamous

Trial Median PFS & OS (months) ORR (%) (PFS/OS) Ref.
Pembrolizumab +Platinum/Pemetrexed I 22 1
KEYNOTE-189 Placebo + Platinum/Pemetrexed TN 106 48 vs. 20 0.50*/0.60*
Atezolizumab + Platinum/Pemetrexed NS 13.6 " 12
IMpower-132 Platinum + Pemetrexed I N 175 #vB2  060%0EE
Atezolizumab + Carboplatin/Nab-paclitaxe| Iy 18.6 N M 13
IMpower-130 Carboplatin + Nab-paclitaxel  EEEEECE— 139 49vs. 32 0.64*/0.79
ORIENT-11 Sintilimab + Plat.inum/Pemetrexed 89 | NR 52 vs. 30 0.48*/0.61 14
Placebo + Platinum/Pemetrexed NN
Tislelizumab + Platinum/Pemetrexed NN * 15
% NR
RATIONALE-304 Platinum + Pemetrexed N T 57 vs. 37 0.65
Camrelizumab + Carboplatin/Pemetrexed NS TEIEE MR " " 16
Camel Carboplatin + Pemetrexed YW 209 S vs-E 0.60*/0.73
_ Pembrolizumab + Carboplatin/(Nab)paditaxel GGG 17.2 63 vs. 39 0.59%/0.71* 17
KEYNOTE-407 Placebo + Carboplatin/(Nab)paclitaxel IR 113 Ve S0,
Atezolizumab + Carboplatin/Paclitaxel
Impower-131 Atezolizumab + Carboplatin/Nab-paclitaxe| NI 14.2 49 vs. 41 0.71*/0.88 18
Carboplatin + Nab-paclitaxel Y- 132
Camrelizumab + Carboplatin/Paclitaxel NR . . 19
Camel-5q Placebo + Carboplatin/Paclitaxel NI 1435 B3 ve 7 0.37%/0.55
Sugemalimab + Carboplatin/Paclitaxel NG 2238 " . 35
GEMSTONE-302 Placebo + Carboplatin/Paclitaxel NN 17.7 63 vs. 40 0.48*/0.67
Tislelizumab + Carboplatin/Paclitaxel NG
RATIONALE-307 Tislelizumab + Carboplatin/(Nab)paclitaxel NR 73vs. 75vs.50  0.48*%-0.52* 21
Carboplatin + Paclitaxe| T
Sintilimab + Platinum/Gemdtabine I
- NR * * 22
ORIENT-12 Placebo + Platinum/Gemcitabine ki 0.54*/0.57

Front Oncol. 2022 Dec 8;12:962947




anti-PD-1/PD-L1 + anti-CTLA4

Antiangiogenic

drug

HR

Trial Median PFS & OS (months) ORR (%) (PFS/0OS) Ref.
Nivolumab + I pilimum ab 17.1
CheckMate-227 (PD-L1 21%) Nivolumab 155 36vs.28vs.30  0.81%/0.76*> 30
Chemotherapy I 14.9
Nivolumab + Ipilimumab 17.2
CheckMate-227 (PD-L1 <1%) Nivolumab + Chemotherapy 15.2 27vs.38vs.23  0.74°/0.64* %0
Chemotherapy 12.2
CheckMate-9LA  Nivolumab +Ipilimumab + Plat-based doubet chemo (2 cycles) NI 15.6 38 vs. 25 0.67*/0.66* 32
Platinum-based chem otherapy 109
Durvalumab [V 163 0.87-1.05
- o 87-1. 31
MYSTIC (PD-L1 225%) Durvalumab +Tremelimumab 119 TSV /0.76°*-0.85
Plat-based doubet chemo IV 129
. . . 0.824*.
Atezolizumab + Carboplatin/Paclitaxel [INEENENN 19 - by e
|Mpower-150 Atezolizumab + Bevacizumab + Carboplatin/Paclitaxel 19.5 Ve /684d*- 49
Bevacizumab + Carboplatin/Paclitaxel [N 147 B35

Front Oncol. 2022 Dec 8;12:962947



Any PD-L1 expression

PD-L1 expression 250%
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PD-L1 2 50%: 10 mono vs. |IO+Chemo



Meta-analysis: 1L treatment

PD-L1 Negative
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Chemo-|C1 s 1T overall-]
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R
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1
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OS

PD-L1 negative

PD-L1 low

PD-L1 high

PFS

PD-L1 negative

PD-L1 low

PD-L1 high

Network meta-analysis: 1L treatment

Chemo-ICI

Chemo-ICI

Chemo-ICI

Chemo-ICI

Chemo-ICI

Chemo-ICI

1.17 (0.84-1.57)
Dual-ICI

0.84 (0.37-1.86)
Dual-ICI

0.90 (0.63-1.26)
Dual-ICI

0.95 (0.64-1.36)
Dual-ICI

NA
Dual-ICI

0.66 (0.35-1.27)
Dual-ICI

0.64 (0.39-1.02)
0.55 (0.32-0.94)*
Single-agent ICI

0.85 (0.38-1.88)
1.02 (0.36-2.89)
Single-agent ICI

0.93 (0.69-1.26)
1.04 (0.76-1.39)
Single-agent ICI

NA
NA
Single-agent ICI

NA
NA
Single-agent ICI

0.57 (0.38-0.85)
0.85 (0.44-1.63)
Single-agent ICI

0.76 (0.62-0.90)°
0.64 (0.49-0.85)°
1.17 (0.76-1.86)
Chemotherapy
0.79 (0.55-1.12)
0.94 (0.45-1.97)
0.92 (0.45-1.90)
Chemotherapy
0.65 (0.51-0.84)°
0.73 (0.57-0.93)*
0.70 (0.60-0.83)*
Chemotherapy

0.70 (0.58-0.82)°
0.73 (0.50-1.07)
Chemotherapy
0.63 (0.52-0.75)*
NA

NA
Chemotherapy
0.41 (0.31-0.55)°
0.62 (0.35-1.09)
0.73 (0.54-0.98)
Chemotherapy

Cancer. 2021 Mar 1;127(5):709-719.



Bayesian ranking profiles: 1L treatment
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FDA pooled analysis: 1L IO£Chemo vs. IO mono, PD-L1 2 50%

12 clinical trials

Chemo-lO Trials 10-only Trials
Tnal Investigational Regimen Tral Investigational Regimen
KEYNOTE-021* Pembrolizumab + Chemo™* CheckMate 026 Nivolumab™*
KEYNOTE-189 Pembrolizumab + Chemo™* KEYNOTE-024 Pembrolizumab™*
KEYNOTE-407 Pembrolizumab + Chemo™* KEYNOTE-042 Pembrolizumab™*
IMpower150 Atezolizumab + Bevacizumab + Chemo™* | IMpower110 Atezolizumab™**
IMpower130 Atezolizumab + Chemo™* CheckMate 227 Nivolumab + Ipilimumab*™*
CheckMate-9LA  Nivolumab + Ipilimumab + Chemo™** EMPOWER-Lung1 Cemiplimab**

ASCO 2022 abstract 9000



FDA pooled analysis: 1L IO+Chemo vs. IO mono, PD-L1 2 50%

OS, PFS & ORR

N=455 N=1,298

OS

Median, months (95% CI) 25.0 (19.0, NE) 20.9 (18.5, 23.1)
HR (95% CI) 0.82 (0.62, 1.08)

PFS
Median, months (95% Cl) 9.6 (8.4, 11.1) 7.1(6.3,8.3)
HR (95% CI) 0.69 (0.55, 0.87)

ORR
% (95% Cl) 61 (56, 66) 43 (41, 48)
Odds ratio 1.2 (1.1, 1.3)

Abbreviations: Chemo-|O=platinum-based doublet chemotherapy plus immunotherapy; Cl=confidence interval, HR-hazards ratio; |O=immunotherapy; N=number; NSCLC=non-small-cell lung
cancer, NE=not estimable; ORR=objective response rate; OS=overall survival, PD-L1=programmed death ligand-1, PFS=progression-free survival

ASCO 2022 abstract 9000



FDA pooled analysis: 1L I0+Chemo vs. |0 mono, PD-L1 2 50%

OS (subgroup analysis)

Hazard Ratio
Subgr N Median OS (95% CI) Median OS (95% CI
i Chemo-IO 10-Only
Overall 1753 H 25.0 (19.0, NE) 20.9 (18.5, 23.1)
e HR
<65 years 898 ! 25.0 (19.2, NE) 23.3(200.NE) 0.67(0.46-0.99)
65-74 years 642 (! 22.2 (16.5, NE) 18.6 (16.0, 21.9) 0.83(0.54-1.28)
>=75 years 185 w———) |—8—| NE (12.0. NE) 18.9 (15.1. NE)  1.68(0.69-4.06)
ECOG
0 602 - NE (23.0, NE) 31.8 (22.4. NE)
1+ 1148 a2l 17.7 (14.8. NE) 18.0 (15.7. 21.0)
Smoking Status
Current/former smokers 1549 HH 23.0 (18.2, NE) 22.1(19.7. 25.1)
Never smokers 197 F—8— NE (22.2, NE) 14.4 (12.2, 21.0)
025050 10 20

<--Chemo-lO Better-- ---lO-onlv Better--->

ASCO 2022 abstract 9000



OS

Compared with Chemo

Atezo
Atezo_Chemo
Cemiplimab
Durva
Durva_treme
Nivo

Nivo_IPi
Pembro
Pembro_Chemo

ORR

Compared with Chemo

Atezo

Atezo Chemo
Cemiplimab
Nivo

Nivo_IPi
Pembro
Pembro_Chemo
Sinti_Chemo

[
0.4 1

Meta-analysis: 1L treatment, PD-L1 2 50%

Hazard Ratio (95% Crl)

—0— 0.59 (0.40, 0.87)
D 0.65 (0.47, 0.91)
—O0— 0.57 (0.43, 0.77)
—o—+ 0.76 (0.56, 1.0)
—o—+} 0.77 (0.55, 1.1)
—ot+— 0.90 (0.63, 1.3)
—0— 0.70 (0.54, 0.90)
—o— 0.67 (0.56, 0.80)
| —O0— | 0.60 (0.43, 0.83)
0.3 1 2 12=21%
Favors ICIs or Favors
ICl Combinations = Chemotherapy

Odds Ratio (95% Crl)

—+—o0— 1.6 (0.87, 2.8)
——o0—— 30(15,6.2)
—O0— 2.5(1.7,3.7)

—O1+— 0.81(0.46, 1.4)

o— 1.5(0.97, 2.2)
—0— 1.6 (1.2, 2.1)
—O0— 42(26,6.7)
—O0—— 34 (1.7,6.5)

Favors ICls or

7 j=9%

Favors

ICl Combinations Chemotherapy

PFS Hazard Ratio (95% Crl)
Compared with Chemo
Atezo —O0— 0.63 (0.45, 0.88)
Atezo Chemo —O0— 0.47 (0.35, 0.63)
Camre_Chemo O 0.39 (0.15, 1.0)
Cemiplimab —Oo— 0.54 (0.43, 0.68)
Nivo —O— 1.1(0.77, 1.5)
Nivo_IPi —O— 0.62 (0.49, 0.78)
Pembro -O- 0.71 (0.60, 0.84)
Pembro_Chemo —O0— 0.37 (0.27, 0.49)
Sinti_Chemo —O— 0.31 (0.20, 0.49)
I 1
01 1 2 2=25%
Favors ICls or Favors
ICl Combinations Chemotherapy
TRAES gr3-5
Odds Ratio (95% Crl)
Compared with Chemo
Atezo —O0— 0.39 (0.28, 0.55)
Atezo_Chemo -o- 1.7 (14, 2.1)
Camre_Chemo —Oo— 25(1.7,3.7)
Cemiplimab —Oo— 0.63 (0.46, 0.85)
Durva —O 0.79 (0.59, 1.1)
Durva_treme To— 1.2 (0.92, 1.6)
Nivo —O0— 0.21 (0.14, 0.32)
Nivo_|Pi —Oot 0.87 (0.68, 1.1)
Pembro -Oo- 0.31 (0.25, 0.39)
Pembro_Chemo -O— 1.3 (0.97, 1.6)
Sinti_Chemo I —0— | 1.1 (0.73, 1.7)
0.1 1 4 1=0%
Favors ICls or Favors
ICl Combinations Chemotherapy

Cancer Immunol |

mmunother. 2022 Jun;71(6):1345-1355.



Network meta-analysis: 1L treatment, PD-L1 2 50%

T 0.90 0.77 0.76 0.70 0.67 0.65 0.60 0.59 0.57
Alemo (063-128) | (055-108) | (0356-104) | (0.54-0.90) | (0.56-0.80) | (0.47-0.91) | (0.43-0.83) | (0.40-0.87) | (0.43-0.77)
q th
Bank] Rank 10t - 0.86 0.85 0.78 0.75 0.73 067 0.66 0.64
Sinfi- =0 (0.53-140) | (0.53-137) | (050-1200 | (050-1.01) | (045-1.18) | (041-1.08) | (039-1.11) | (0.40-1.01)
Chemo Rank 2t
L Rank 9t Durva- 0.99 0.90 0.87 0.84 0.77 0.76 0.74
0.85 Treme (0.72-136) | (060-137) | (0.60-126) | (0.53-135) | (0.49-124) | (046-127) | (0.48-1.15)
(0.50-145) - -
Rank 8" - 0.91 0.88 0.85 0.78 0.77 0.75
0.66 0.78 Atezo- (061-137) | (061-125) | (0.54-1.34) | (050-123) | (047-127) | (0.49-1.15)
(0.39-1.14) (0.52-1.18) Chemo Rank 4t
Rank 7t - 0.96 0.93 0.86 0.84 82
0.58 0.68 0.87 P—— P (0.70-131) | (0.61-142) | (057-129) | (053-134) | (0.55-121)
(0.35-0.96) | (0.47-0.98) | (0.60-127) |~ Rank 5"
097 0.89 0.88 0.85
0.50 0.59 0.76 0.87 Nivo-IPi (0.67-1.42) (0.62-1.29) (0.57-1.35) (0.61-1.20)
(0.30-0.83) | (0.41-0.85) (0.52-1.1) (0.62-1.21) ; Rank 6
0.49 0.58 0.74 0.85 0.98 0o 0o o8
- 3 1 83 ). ) (0.58-146) | (0.54-151) | (0.56-1.37)
0.28-0.86) | (0.37-0.9) | (047-116) | (057-128) | (065-147) Mern Rank 7t
. Pembro- 0.99 0.96
0.4 0.52 0.66 0.76 0.87 089 penhr Rank 4% NN 50160 | w6148
027-0.71) | (0.37-0.72) | (0.47-0.92) | (0.57-1.01) | (0.66-1.16) | (0.61-129) cmbre Rank 8% — -
& . Th
0.80 0.94 120 138 159 1 62 182 Camre- nank A tﬂ}'ql?_g
(027-234) | (034-260) | (0.43-334) | (0.50-3.79) | (0.58-435) | (0.57-4.58) | (0.67-4.92) Chemo Rank 9t 19.60-1.58)
0.31 0.36 0.47 0.54 0.62 0.63 0.71 0.39 T Rank 2% 1
(0.20-0.49) | (0.27-0.49) | (0.35-0.63) | (0.42-0.68) | (0.49-0.78) | (0.45-0.88) | (0.60-0.84) | (0.15-1.04) ' Rank 10t
0.29 0.34 0.44 0.50 0.58 0.59 0.66 0.36 093 - Rank 1t
(0.17-0.51) | (0.22-0.53) | (0.28-0.68) | (0.33-0.75) | (0.38-0.87) | (0.37-0.94) | (0.45-0.96) | (0.13-1.03) | (0.67-130) :

Cancer Immunol Immunother. 2022 Jun;71(6):1345-1355.




Network meta-analysis: 1L treatment, PD-L1 2 50%

e 1.23 1.80 1.92 1.97 3.12 372 4.14 5.17
o (0.70-2.20) (0.90-3.64) | (0.85-4.39) (1.05-3.73) (1.59-6.26) | (1.50-9.38) (1.74-10.0) (2.49-10.9)
Rank 1t
Rank 9th T 1.46 1.56 1.60 2.53 3.01 3.35 4.19
Camre- ' (0.97-2.19) (0.87-2.82) (1.21-2.11) (1.74-3.72) (1.49-6.23) (1.75-6.55) (2.64-6.74)
Chemo Rank 2™
- v Rank 8t Nivo-Ipi 1.07 1.10 1.74 2.06 2.30 2.87
N AT - 0.52-2.19) 0.67-1.78 1.00-3.03 0.92-4.74) 1.07-5.02 1.55-5.35
(0.93-2.27) Chemo Rank 3t G o ) ( ) : : ! (135 }
= Rank 7t 1.02 1.63 1.93 2.15 2.69
1.96 1.35 Pembro- Atezo - = & =
122317 | 095186 St Rank 4 (0.53-1,96) (0.81-3.26) (0.77-4.92) | (0.89-5.26) (1.27-5.72)
2.01 138 1.02 Durva- Rank 6th - 1.59 . I'SS. 2.10 .2.62
(1.22-3.31) (0.97-1.96) (0.69-151) freme Rank 5t (1.00-2.54) (0.88-4.09) (1.03-4.32) (1.53-4.55)
2.19 1.51 1.12 1.09 Sinti- Rank 5* Cominlimab 1.19 1.32 165
(1.22-3.94) | (0.94-241) | (0.68-184) | (065-184) Chemo Rank 6 PEARIpINA (0.53-2.69) (0.62-2.85) (0.91-3.03)
2.46 1.70 1.26 1.23 1.13 y Ranlc 4th L e 111 139
) : Ch . Atezo : 3
(1.66-3.7) (1.40-2.06) | (0.97-1.63) | (092-1.65) | (0.73-1.73) R Rank 7 Sl (0.42-2.96) (0.56-3.26)
2.84 1.95 1.45 1.41 1.30 1.15 . " -
(177455 | (43267 | (01207 | 09207 | 079213 | @94y | M| papk ge Rank 3% 1 Sinti-Chemo - 5|6f33m
3.11 2.14 1.59 1.55 1.42 1.26 1.10 . Rank 2t
(1.89-5.14) | (1.51-3.05) | (1.07-2.34) | (1.16-2.07) | (0.84-239) | (0.94-1.69) | (0.75-1.61) Rank 9t
3.94 2.71 2.01 1.96 1.80 1.60 1.39 27 —
(2.39-6.51) (1.89-3.88) (1.35-2.98) (1.29-2.99) (1.06-3.04) (1.18-2.16) (0.94-2.05) {0.83-1.93) i Rank 10" Rank 1t
6.29 4.34 3.21 3.14 2.88 2.55 2.22 2.02 1.60 5
(3.71-10.7) | (2.92-6.46) | (2.09-4.96) | (2.00-4.95) | (1.66-5.00) | (1.81-3.62) | (1.45-3.40) | (1.29-3.20) | (1.01-2.54) =LA Rank 11t
7.91 5.45 4.03 3.94 3.61 3.21 2.79 2.55 2.01 1.26 .
(5.00-12.6) | (4.06-7.36) | (2.86-5.71) | (2.72-5.72) (2.23-5.88) | (2.56-4.05) | (2.00-3.91) | (L.76-3.71) | (1.38-2.95) | (0.83-1.90) Rank 12t
11.55 7.96 5.88 575 5.28 4.69 4.07 372 2.94 1.84 1.46
(6.59-20.5) | (5.14-12.5) | (3.68-9.54) | (3.53-9.47) (2.959.49) | (3.16-7.03) | (2.56-6.55) | (2.27-6.13) | (1.79-4.86) | (1.08-3.12) | (0.92-2.32)

TRAES gr3-5

Cancer Immunol Immunother. 2022 Jun;71(6):1345-1355.




Cumulative ranking probability: 1L treatment, PD-L1 2 50%
0S PFS
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Network meta-analysis: 1L treatment, PD-L1 2 50%

ORR Odds ratio (95% Crl)
Compared with ICI
chemotherapy e 0.43 (0.33, 0.55)
ICl_chemo e 1.7 (1.1, 2.5)
| |
0.3 3
PF
S Hazard ratio (95% Crl)
Compared with ICI
chemotherapy —— 1.5(1.4,1.7)
ICI_chemo —O— 0.59 (0.48, 0.74)
[ |
0.4 1 2
OS Hazard ratio (95% Crl)
Compared with ICI
chemotherapy — 1.6 (1.4,1.8)
ICl_chemo O 0.82 (0.60, 1.1)
l |
0.5 2

Br J Cancer. 2022 Sep;127(5):948-956.



Network meta-analysis (NMA) of comparisons for PFS (A) and OS (B)
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Study Years Study Sample |Median |Male/ |Histology Disease PD-L1 Therapeutic ChT therapy Drug Follow-
design | size ages female stage expression | regimen up
(years) (month)
Keynote-189 [4, 24, 2018, double 410/206 | 65/64 363/ non-squ IV All PEME + ChT vs. CAB{AUC=6)3wor  23.1
25] 2020 blind, 253 ChT CIS (75mg/ m”/3w)
phase III +PEM (500mg/m®/3w)
Keynote-024 [5. 6, 2016,  open- 134151 | 64.5/63 187/ squ/non-  ITIB-IV =50% PEME ws. ChT CIS (75mg/ m*f3w)or | 25.2
26] 2019 label, 118 squ CAB(AUC =5-6)/3w
phase I1I +PEM (500mg/m*/3w)
or PTX (200 mg/m*
Q3W) or
GEM (1250 mg/m2
d1,8 of Q3W)
Keynote-042 [27] 2019  open- 637/637 | 63/64 02/ squ/non- IV = 1% PEMB ws, ChT LV CAB(AUC=5-6)/ | 128
label, 372 squ 3w+ PEM (500mg/m®)
phase II {3w or PTX (200 mg/
m” Q3W)
Keynote-598 [28] 2020  double | 284/284 | 64/65 393/ squ/non- IV =50% PEMB+IPIL vs. 20.6
blind, 175 squ PEM B+placebo
phase III
Keynote-407 [29, 2018, double 278281 | 653/65 455/ squ IV All PEMB+ ChT vs. CAB{AUC=46,d1)/ 14.3
30] 2020 blind, 104 ChT Fw+PTX
phase III (200mg/m>/3w d1) or
nab- PTX (100mg/m®/
Jwdl, 8 15), 4 circle
IMpowerll0 [8, 2020, open- 2777277 | NG/NG | NG/ squ/non- IV = 1% ATEZ vs. ChT  CIS (75mg/ m*/3w)or | 15.7
31] 2021 | label, NG squ CAB(AUC =6)/3w
phase 111 +PEM (500mgim?/3w)
or GEM (1000 mg/m2
d1,8 of Q3W)
IMpowerl30 [32] 2019  open- 483240 | 6d/65 415/ non-squ IV All ATEZ + ChTvs. CAB{AUC =6)/3w 19.2
label, 309 ChT +nab-PTX (100mg/
phase I1T m’/w), 4 or 6C
IMpowerl31 [33] 2020  open- 343/340 | 65/65 5357/ squ IV All ATEZ+ ChTwvs., CAB(AUC=6)/3w+ | 18.1
label, 126 ChT +PTX (200mg/m*/3w
phase 11 dl) or nab-PTX
(100mg/ m*fw), 4 or
C 7 . .
%CpLoS One. 2023 Apr 18;18(4):e0283719.
TR fon vciomecT 3T [ 41 ETatsTal e Elat Pty ey IV e Tir AN AT 0 1T e A FATT, P T L TP, T 4 4




The optimal treatment regimens for NSCLC according to PD-L1 expression level
and different pathological types

(0N PFES
Best regimen Rank probability (%) Best regimen Rank probability (%)
PD-L1 TPS expression
< 1% NIVO+IPIL+ChT 80.6 PEMB+ChT 84.2
1-49% CEMI+ChT 86.9 CAMR+ChT 89.5
>50% CEMI 79.2 CAMR+ChT 90.4
Squamous CEMI+ChT 74.6 SUGE+ChT 91.2
Non-squamous PEMB+ChT 94.6 ATEZ+BCP 92.3
Overall PEMB+ChT 89.5 PENP+ChT 95.7

Abbreviation: ATEZ, atelizumab; BEV, bevacizumab; CAMR, camrelizumab; CEMI, cemiplimab; ChT, chemotherapy; IPIL, ipilimumab; NIVO, nivolumab; PEMB,
pembrolizumab; PENP, Penpulimab; SUGE, sugemalimab.

https://doi.org/10.1371/journal.pone.0283719.t002

PLoS One. 2023 Apr 18;18(4):e0283719.



Meta-analysis: 1L Pembro+Chemo vs. Pembro, PD-L1 2 50%

Pembrolizumab +
Chemotherapy

KEYNOTE-189
KEYNOTE-407

Pembrolizumab

Chemotherapy

KEYNOTE-024
KEYNOTE-042

Crit Rev Oncol Hematol. 2022 May;173:103660.



Network meta-analysis: 1L Pembro+Chemo vs. Pembro, PD-L1 2 50%

PFS & OS
Hazard Ratio Hazard Ratio
Study or Subgroup IV, Random, 95% CI IV, Random, 95% CI
PFS 0.56 [0.32, 0.99] t
0S 1.01 [0.72, 1.42] 1)
0.2 0.5 1 2 5
Favours Pembro + chemo Favours Pembro
ORR
Risk Difference Risk Difference
Study or Subgroup 1V, Random, 95% CI IV, Random, 95% CI
ORR 0.22 [0.08, 0.36) ¢
-0.5 -0.25 0 0.25 0.5

Favours Pembro Favours Pembro + chemo

Crit Rev Oncol Hematol. 2022 May;173:103660.



Network meta-analysis: 1L Pembro+Chemo vs. Pembro, PD-L1 2 50%

PFS & OS

RMST Ratio RMST Ratio RMST Difference RMST Difference
Study or Subgroup IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup IV, Random, 95% CI 1V, Random, 95% CI
PFS PFS
0-3 months 1.17 [1.05, 1.30]) 0-3 months 0.41 [0.12, 0.69) +
0-6 months 1.38 [1.14, 1.67) 0-6 months 1.45[0.61, 2.29) —t
0-9 months 1.44 [1.08, 1.91) 0-9 months 2.05 [0.51, 3.59] ——
0-12 months 1.43 [1.00, 2.04) 0-12 months 2.26 [0.01, 4.51) B E—
0-15 months” 1.39 [0.73, 2.67] 0-15 months’ 2.61[-2.15, 7.38) t
o 1.43, 95% CI: 1.00-2.04, p = 0.05 o 2.26 months, 95% Cl: 0.01-4.51, p = 0.05
0-3 months 1.02 [0.92, 1.12) -+ 0-3 months 0.04 [-0.23, 0.31) T
0-6 months 1.06 [0.94, 1.19] T+ 0-6 months 0.31[-0.31, 0.93) T+
0-9 months 1.09 [0.96, 1.25) T 0-9 months 0.66 [-0.30, 1.61) T
0-12 months 1.11[0.97, 1.26] | L 0-12 months 0.94 [-0.28, 2.16) Tt
0-15 months 1.11 [0.97, 1.26) t 0-15 monlhs_ 1.08 [-0.34, 2.49] T
0-18 months® 1.14 [0.96, 1.34] t 0-18 months 1.68 [-0.39, 3.75] Tt
0-21 months” 1.13 [0.94, 1.35) t 0-21 months’ 1.82 [-0.59, 4.23] R B E—
0-24 months" 1.11 [0.92, 1.35) t 0-24 months 1.77 [-1.04, 4.57) N G —
0-27 months® 1.09 [0.89, 1.34) t 0-27 months 1.68 [~1.54, 4.90) t

0.2 0.5 1 2 5 -10 -5 0 5 10

Favours Pembro Favours Pembro + chemo Favours Pembro Favours Pembro + chemo

*Restricted mean survival time (RMST)

Crit Rev Oncol Hematol. 2022 May;173:103660.



Retrospective analysis: 1L Pembro, PD-L1 50-89% vs. PD-L1 90-100%

ORR
e, W PD-L1TPS 50-89% W PD-L1 TPS 90-100% . - P < 0.001
g 130% - | 1
120% -
Bl — 60.0%
£ 1o0% | - (48/80)
5 e & tox -
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m |
.g 0% 3 | | E-’m 1 32.7%
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5 i T
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;

Ann Oncol. 2019 Oct 1;30(10):1653-1659.



Retrospective analysis: 1L Pembro, PD-L1 50-89% vs. PD-L1 90-100%

PFS

100 —

Progression-free survival (%)

PD-L190-100% 80
PD-L1 50-89%
HR: 0.50 [95%CI: 0.33-0.74], P < 0.01
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Ann Oncol. 2019 Oct 1;30(10):1653-1659.
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Retrospective analysis: 1L Pembro, PD-L1 50-89% vs. PD-L1 90-100%

3-year outcomes

PFS

— PDL12>90%
— PD-L150-89%

N
69
81

Median PFS (95% Cl)
6.0 months (4.8-14.1)
3.9 months (2.7-5.9)

HR: 0.66[95%CI: 0.46-0.94], P = 0.02
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J Immunother Cancer. 2021;9(Suppl2):A312



Retrospective analysis: 1L Pembro, PD-L1 50-89% vs. PD-L1 90-100%
3-year outcomes
P<0.01

20%

17.4%
(12/69)
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X
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X
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X
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J Immunother Cancer. 2021;9(Suppl2):A312



Retrospective analysis: 1L Pembro, PD-L1 50-89% vs. PD-L1 90-100%
3-year outcomes
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Retrospective analysis (Japan): 1L Pembro, PD-L1 50-89% vs. PD-L1 90-100%

ORR
TPS 90-100% cohort TPS 50-89% cohort Total
Response (N =50) (N=99) (N =149) p value
Best response—no. (%)
Complete response 1(2.0) 1(1.0) 2 (1.3) 0.49
Partial response 28 (56.0) 45 (45.5) 73 (49.0)
Stable disease 9 (18.0) 24 (24.2) 33(22.2)
Progression disease 12 (24.0) 25(25.3) 37 (24.8)
Not evaluated 0 (0.0) 4 (4.0) 4(2.7)
IObjective response rate—no. (%) 29 (58.0) 46 (46.5) 75 (50.3) 0.23
Disease control rate—no. (%) 38 (76.0) 70 (70.7) 108 (72.5) 0.56

PLoS One. 2019 Jul 31;14(7):e0220570.



Retrospective analysis (Japan): 1L Pembro, PD-L1 50-89% vs. PD-L1 90-100%

TTF TTF (5120 vs. >120 days)
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PLoS One. 2019 Jul 31;14(7):e0220570.



Retrospective analysis (Japan): 1L Pembro, PD-L1 50-89% vs. PD-L1 90-100%

PFS PFS (120 vs. >120 days)
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PLoS One. 2019 Jul 31;14(7):e0220570.



Retrospective analysis (Japan): 1L Pembro, PD-L1 50-89% vs. PD-L1 90-100%

Immune-related AES

TPS 90-100% cohort | TPS 50-89% cohort
Adverse event (N =50) (N =99) p value
Early irAE—no. (%) 18 (36.0) 29 (29.3) 0.46
irAE grade 3 or 4—no. (%) 8 (16.0) 19 (19.2) 0.82
irAE leading to withdrawal from treatment- no. (%) 4 (8.0) 19 (19.2) 0.09

PLoS One. 2019 Jul 31;14(7):e0220570.



Retrospective cohort: 1L Pembro, PD-L1 50-89% vs. PD-L1 2 90%

OS *Nationwide U.S. (n=1,952)
o
S o
T}
N~
o
mOS 15.84 vs. 12.72 mo,
g = aHR 0.79 (0.69-0.91)
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L 23%
= |
S - |
o T T T T T T
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Clin Lung Cancer. 2022 Dec;23(8):731-736.



Retrospective cohort: 1L Pembro+Chemo vs. Pembro, PD-L1 2 50% or 2 90%

OS: PD-L1 2 50%

FProporien surviving, %

8

0.50 0.75
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OS: PD-L1 2 90%

o
o 4

—

mOS 19.8 vs. 18.1 mo,
aHR 0.99 (0.81-1.22)

0.75

0 1 2 3 4 5
time, years
Pembrolizumab Monotherapy Chemotherapy-Pembrolizumab Combination

| Time,years | 0 | 1 2 3 4 5

Chemoimmunotherapy IPTW 3090 1252 551 172 32 0
adjusted®

Immunotherapy alone [PTW 3055 1359 728 375 130 0
adjusted®

£
) |
@ I
§
% |
B 1
W I
N 4
o 1
|
1 12-mo: 62% vs. 57%, P = 0.03
I
= , aHR 0.74 (0.57-0.97)
it
= T T T T T T
0 1 2 3 4 5
time, years
Pembrotzumab Monotherapy Chamotherapy-Pembrotzumab Combination
| Time, years [ 0o ] 1 2 3 4 5
Chemoimmunotherapy IPTW 1382 593 273 82 16 0
adjusted”
1376 624 368 198 59 0
Immunotherapy alone IPTW
adjusted®

Clin Lung Cancer. 2023 May;24(3):235-243.



PD-L1 2 50%: 10 mono vs. |[O+Chemo

* |O mono (single agent anti-PD-1/PD-L1)
. remain mainstay of treatment, esp. PD-L1 2 90%

* ORR, PFS: |I0O+Chemo > 10 mono
e OS . |O+Chemo ~ IO mono

« |O+Chemo: rapidly progressive disease, high tumor burden

* |O mono: poor PS, elderly...



PD-L1 2 50%: 10 mono vs. |[O+Chemo

* |O+Chemo
. Immunotherapy enhancing the anti-tumor effect of chemotherapy
protection against hyperprogression or primary immunotherapy
resistance

* Future researches should also explore the optimal cutoff value of PD-L1



PD-L1 < 1%: IO+Chemo vs. Chemo
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E-189:

5 O S I TT Events, HR 5-Yaar OS Rata, %
'yea r Treatment Group No. (%) (95% CII (95% CI)
100 4 Pembrolizumab + chemo 329 (80.2) 0.60 19.4 {15.7 t0 23.4)
90 - Placebo + chemo 183 (88.8) (0.50 to 0.72) 11.3i7.4t0 16.1)
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1L Pembro+Chemo vs. Pembro, NonSQ

P D L 1 > 5 O(y Events, HR 5.Year OS Rate, %
= — O Treatment Group No. (%) (95% CI) (95% CI}
100 - Pembrolizumab + chemo 92 (69.7) 0.68 29.6(22.0t0 37.6)
90 - Placabo + chemo 56 (80.0)  (0.49 to 0.96) 21.4(12.7 to 31.8)
80
707 feao Median (95% Cl)
-2 60 : : 3:,'1 1437 27.7 months (20.4 to 28.2 months)
== 50 : gy : 30.0 10.1 months (7.5 to 22.0 months)
w : ; ; 343 9.6
© 404 : : 27 (214
30 : USRI
20 - ; : i TR
10 | | ' '
0 I I I I I I
0 12 24 36 48 60 72
Time (months)
MNo. at risk:
Pambrolizumab 132 a5 67 56 44 37 0
+ chamo
Placebo 70 34 26 21 19 15 ]
+ chamo
%
PD-L1 <1%
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5-year PFS

KEYNOTE-189:

ITT

Events, HR 5-Year PFS Rate, %
Treatment Group No. (%) {95% C1) (95% CI)
90 Pambrolizumab + chemo 369 (90.0} 0.50 7.5(5.1t0 10.5)
80 Placebo + chemo 201(97.6) (04210 0.60) 0.6(0.1to 3.1}
— 10 : Median (95% CI)
= 60 39.8 9.0 months (8.1 to 10.4 months)
—_ 17.7 4.9 months (4.7 to 5.5 months)
o 40
30
20 H
10
0
0
Time (months)
Mo. at risk:
Pembrolizumab 410 158 91 49 37 21 o
+ chemo
Placebo 206 35 8 3 2 1 ]
+ chemao
%-49%
P D = L 1 1 o= (o) Evants, HR 5-Year PFS Rate, %
ment Group Mo. (%) 195% CI) {95% C1)
90 Pembrolizumab + chemo 118 1(92.2) 0.57 65(3.1t0 11.8)
20 Placebo + chemo 57(98.3) (0.41100.80) 1.9(0.21087)
—_— 70 Median ($5% CI)
E}E 680 — 1442 9.4 months (8.1 to 12.8 months)
— 1205 4.9 months (4.7 to 8.6 manths)
a 404 5 ?
20 1237 :
n {56 : 12 :
| : : i 1.9
10 : : : —_—
0 T T T T — T
0 12 24 36 48 60 72
Time (months)
No. at risk:
Pembrolizumab 128 54 29 15 10 B 0
+ chemo
Placabo 58 11 3 2 z 1 0

+ chemo

PD-L1 > 50%

1L Pembro+Chemo vs. Pembro, NonSQ

Events, HR 5-Year PFS Rate, %
Treatment Group No. (%) 195% CI) (95% CI)
90 Pembrolizumab + chemo 109 (82.6) 0.35 12.8(7.4t0 19.8)
80 Placebo + chemo 67 195.7) (0.25 to 0.49) —
— 704 ; Median (95% Cl)
= B0 i 49.2 11.3 months {9.1 to 16.5 months)
— {165 4.8 months (3.1 to 6.2 months)
o 40
30
20
10
0 T
0 12 24 36 48 60 72
Time (months)
MNo. at risk:
Pembrolizumab 132 63 40 23 19 10 o
+ chamo
Placebo 0 1 2 1 1] 1] o
+ chamo
P D - L 1 < 1 % Events, HR 5-Year PFS Rate, %
eatment Group No. (%) (95% CI} 195% Cl)
90 — Pembrolizumab + chemo 122 (96.1) 0.67 2.4(0.7 to 6.3)
80 Placebo + chamo 62 (98.4) {0.49 to 0.92) —
— Median {95% CI)
= 6.2 months (4.9 to 8.2 months)
_— 5.1 months (4.5 to 6.8 months)
[ ;
o
(64 iag ‘2.4
i - g L
T T L T
36 48 60 72
Time (months)
Mo. at risk:
Pembrolizumab 127 33 18 a ] 3 0
+ chamo
Placebo 63 10 3 a ]
+ chamo

J Clin Oncol 2023;41:1992-1998



5-year OS

KEYNOTE-407: 1L Pembro+Chemo vs. Pembro, SQ

ITT

100
90
80
. 70
= 60
o 50
o 40
30
20
10
Ma. at risk:
Pembrolizumab
plus chemo
Placabo
plus chemo

Events, HR 5-Year 05 Rate, %
Treatment Group No.i%l  I85%Cl 195% CI
T Pembrolizumab plus chemo 225 (20,9} 0.71 18.4 (12.8 to 23.4}
T Placebo plus chemo 248 {28.3} {059 to 0.85} 0.7{6.510 13.7)

rB4.7% .
L49.6% Median, months (95% Cl)
17.2 (144 to 18.7)

11.6 (10.1 to 13.7)

i} 12 24 36 438 60 72
Time (months)

278 180 100 83 [} 10 o

281 137 B4 50 B3 7 o

PD-L1 1%-49%

100
90
80
70
= 60
w 50
o 40
30
20
10
Mo. at nigk:
Pambralizumab
plus chemo
Flacaba
plus chemo

Ewvents, HR 5-Year OS5 Rate, %
Treatment Group No. 1%l  95%Cl  (95%Cll
. Pembrolizumab plus chemo 82 (78.6) 0.61 20.61{13.2 to 29.0/

Placebo plus chemo 951(91.3) 10.45 to 0.83) 7.61{3.5 to 13.8)
166.0% "
153.4% Median, menths (95% Cl}

18.0{13.6 to 22.8)

0 12 24 36 48 60 72
Time (months)

103 B8 4D 32 24 5 o

104 55 26 18 10 1 o

PD-L1 = 50%

100
0

80
. 70
= 60
» 50
o 40
30
20
10
Ma. at risk:
Pembrolizumab 7
plus chemo
Placebo
plus chemo

PD-L1

100
90
80
70
= 60
W 50
== 40
30
20
10
No. at risk:
Pambrolizumab
plus chemo
Flacabo
plus chemo

Events, HR 5-Year O5 Rate, %
Trestment Group No.i%)  I85%CI i95% CI
Pembrolizumab plus chemo 56 {76.7) 0.58 23.3 (14.4 10 33.5)
Placebo plus chemo 65{80.0} (0.47 to 0.97) B.3(3.2to 18.4)

:63.0%

-48.7%

Median, months (95% CII
19.8 (12.2 to 25.2)

i i i i ; .
0 12 24 36 48 60 72
Time (months)
73 48 20 77 18 2 ]
73 5 26 16 10 3 0
%
<1%
Events, HR 5-Year OS Rate, %
Treatment Group No.i%  I35% CI 35% CIl
T Pembrolizumab plus chemo 83 (87.4) 0.83 10.7 (4.8 to 19.2}
N Placebo plus chemo g85i850) (0.61t0 1.130 13.117.3 10 20.7)
T lpao% Median, months (95% CI
: S45.1% 15.0{13.2 to 19.4} HR 0.83 (061 —1 1 3)
i T T i T T
0 12 24 36 48 60 72
Time (months)
a5 61 28 21 15 3 0
a0 a4 3 15 12 3 0
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KEYNOTE-407: 1L Pembro+Chemo vs. Pembro, SQ

5-year PFS ITT

Events, HR 5-Year PFS Rate. %
Treatment Group No.l%  (95% CIl 195% CI)
100 Pambrolizumab plus chamo 241 (86.7) 0.62 10.8 (6.2 to 15.6)
90 Placeba plus chemo 26508430 (052t0 0740 35(1dta7.1)
_s;g ] Median, months (85% Cl)
- ] 8.0(6.3t085)
= _
= 6 : 5.114.3t0 6.0)
vy 50 by NTTE: TYTPPIRPTS [ et neerr et e an et gae e aaaannn
= 40
30 116.1%
20 . 5?.5;:
10 :
| T T T
0 12 24 36 72
Time (months)
Mo. at risk:
Pembrolizumabk 278 100 56 40 30 7 1]
plus chamo
Placebo 281 53 27 20 1 1 o
olus chamao
%-49%
PD-L1 1%-49%
Events, HR 5-Year PFS Rate, %
Treatment Group No. (%l  (95%CI t95% CI
100 -
% Pembrolizumab plus cheme 80 (26.4) 0.60 11.8 (6.1 to 10.8
50 Placebo plus chemo 101 (97.1)  (0.45 to 0.81) NA
70 Median, months (95% CI)
= ] 8.2(6.2t0 11.4)
= _
= 60 : 6.0(42t06.2)
vy 50 M. LS [ et er e e rians forrnraraaane
& 40 E H N .
: 122.3% : :
30 1 : 7.7% 118.1% f1a.9%
] : 15.8% 13.8%
20 ; : g
10 .
T - Ll
1 I 1 1 1 I
0 12 24 36 43 60 72
Time (months)
Mo. at risk:
Pembrolizumab 103 41 23 13 1 3 4]
plus chemo
Placebo 104 20 B [:] 4 ] 4]
plus chemo

PD-L1 = 50%

100
20
80
— 70
= 60
o 50
= a0
30
20
10
Neo. at risk:
Pembrolizumab
plus chamo
Placebo

olus chemo

Events, HR 5-Yaar PFS Rate, %
Treatment Group No.lsl  (85%Cl 195% CI
Pembrolizumab plus chemo 60 {82.2) 0.48 15.0{7.8 to 24.4)

Placebo plus chemo

70195.9)  (0.33 to 0u63)

NR
Median, months (95% Cl)
8.3 16.2 to 10.7)

73

PD-L1

100
20
80
. 70
= 60
o 50
= a0
30
20
10
No. at risk:
Pembrolizumab
plus chemo
Placsbo
plus chamo

<1%

T T T T T T
12 24 36 48 60 72
Time (months)
26 17 14 g 1 1]
" 7 5 4 0 1]
Events, HR 5-Year PFS Rate, %
Treatment Group No.i%)  [95% CD 195% CI
Pembrolizumab plus chemo 87 {81.60 070 7.1{2.6t0 14.6)
Placebo plus cheme 91481.8¢ (052 to 0.950 B6.7(2.8t013.1)
Median, months (95% CI)
6.3 (6.1to B.5)

20.7%

1316%

=euses2 HR0.70 (0.52-0.95)

12 24
30 14
20 n

60 72
3 o
1 ]
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Pooled analysis: 1L Pembro+Chemo vs. Pembro, PD-L1 < 1%
(KEYNOTE-021 G, -189, -407)

Hazard ratio for death,

OS 100 = : 0.63 (95% CI, 0.50-0.79)
; 12-mo rate

90 67.4%
2 80= 1 47.9% . .
= 20m i 24-mo rate i Median (95% CI)
S  41.0% i 19.0 mo (15.5-22.8)
> 60- } 25.4% i 11.4 mo (9.4-13.5)
S : :

L T B O e (T et D
? 1 36-mo rate
= 40- 1 24.9%
E '
o
>
@

01T 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

No. at risk Time, months
Pembrolizumab + 256 234 215 195 171 146 118 92 77 53 27 19 13 10 9
chemotherapy

Chemotherapy alone 188 168 146 112 88 69 56 39 28 16 9 6 6 6 6

Cancer. 2020 Nov 15;126(22):4867-4877.



Pooled analysis: 1L Pembro+Chemo vs. Pembro, PD-L1 < 1%
(KEYNOTE-021 G, -189, -407)

Hazard ratio for disease progression or death,

PFES __ 100 : 0.68 (95% Cl, 0.56-0.83)
o= o ' 12-mo rate
S 90 :
—  32.8%
S 80~ 1 19.3% : :
c 70= E §24-mo rate i Median (95% ClI)
= 5 117.1% { 6.9 mo (6.2-8.8)
o 907 5 8.5% { 5.8 mo (4.8-6.2)
& sorpg B o —
C  40= E ; 1 36-mo rate
= 5 17.1%
§ 30 : 5 4.4%
3 - | |
© 10- : -
o E i
0-' | | 1 | | | | | 1 | | 1 | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Time, months
Pembrolizumab + 256 205 158 101 79 62 45 35 29 16 10 7 6 4 4
chemotherapy

Chemotherapy alone 188 137 90 48 34 24 19 13 9 5 4 1 1 0 0

Cancer. 2020 Nov 15;126(22):4867-4877.



Pooled analysis: 1L Pembro+Chemo vs. Pembro, PD-L1 < 1%

(KEYNOTE-021 G, -189, -407)

ORR

Pembrolizumab +
Chemotherapy (n = 256) Alone (n = 188)

Chemotherapy

ORR?

No. of patients
% (95% ClI)

128 56
50.0 (43.7-56.3) 29.8 (23.4-36.9)

Best overall response,
No. (%)
Complete response
Partial response
Stable disease
Progressive disease
Not evaluable®
No assessment®
Time to response,
median (range), mo
DOR, median (range),
mo®
Ongoing response,
No. (%)°

2 (0.8) 5 (2.7)
126 (49.2) 51 (27.1)
90 (35.2) 79 (42.0)

20 (7.8) 32 (17.0)

11 (4.3) 12 (6.4)

7 (2.7) 9 (4.8)
1.6 (1.2-26.3) 1.4 (1.2-26.9)

8.5 (1.1+ to 46.0) 6.9 (1.4+ to 30.1+)

20 (15.6) 9 (16.1)

Cancer. 2020 Nov 15;126(22):4867-4877.




Pooled analysis: 1L Pembro+Chemo vs. Pembro, PD-L1 < 1%
(KEYNOTE-021 G, -189, -407)

All cause AEs

Pembrolizumab + Chemotherapy Chemotherapy Alone
(n = 255), No. (%) (n = 186), No. (%)
Any Grade Grade 3-5 Any Grade Grade 3-5
Any event 253 (99.2) 182 (71.4) 184 (98.9) 134 (72.0)
Event leading to discontinuation of study drug 93 (36.5) 64 (25.1) 31(16.7) 24 (12.9)
Event leading to death 27 (10.6) 27 (10.6) 12 (6.5) 12 (6.5)
Event leading to treatment-related death 3(5.1) 3(5.1) 3(1.6) 3(1.6)
Event occurring in >20% of patients in either group
Anemia 132 (51.8) 41 (16.1) 105 (56.5) 41 (22.0)
Nausea 131 (51.4) 5 (2.0) 88 (47.3) 5(2.7)
Fatigue 98 (38.4) 15 (5.9) 56 (30.1) 6 (3.2)
Diarrhea 88 (34.5) 9 (3.5) 48 (25.8) 6 (3.2)
Constipation 82 (32.2) 1(0.4) 59 (31.7) 3(1.6)
Decreased appetite 86 (33.7) 2 (0.8) 57 (30.6) 0
Neutropenia 72 (28.2) 38 (14.9) 52 (28.0) 37 (19.9)
Cough 59 (23.1) 1(0.4) 48 (25.8) 0
Thrombocytopenia 65 (25.5) 22 (8.6) 46 (24.7) 15 (8.1)
Vomiting 61 (23.9) 6 (2.4) 31 (16.7) 4(2.2)
Alopecia 55 (21.6) 1(0.4) 43 (23.1) 1(0.5)
Asthenia 53 (20.8) 11 (4.3) 36 (19.4) 9 (4.8)
Rash 53 (20.8) 1(0.4) 23 (12.4) 2(1.1)
Dyspnea 0(15.7) 3(1.2 38 (20.4) 1(0.5)

Cancer. 2020 Nov 15;126(22):4867-4877.



Pooled analysis: 1L Pembro+Chemo vs. Pembro, PD-L1 < 1%
(KEYNOTE-021 G, -189, -407)

Immune-mediated AESs

Pembrolizumab + Chemotherapy (n = 255), No. (%) Chemotherapy Alone (n = 186), No. (%)

Any Grade Grade 3-5° Any Grade Grade 3-5°
Any event 74 (29.0) 31 (12.2) 23 (12.4) 6(3.2)
Hypothyroidism 19 (7.5) 1(0.4) 6(3.2) 0
Pneumonitis 18 (7.1) 11 (4.3) 4 (2.2) 2(1.1)
Hyperthyroidism 14 (5.5) 0 5(2.7) 0
Infusion reactions 12 (4.7) 3(1.2) 4(2.2) 0
Colitis 5(2.0) 3(1.2) 1(0.5) 1(0.5)
Nephritis 5(2.0) 4 (1.6) 1(0.5) 1(0.5)
Hepatitis 5(2.0) 4(1.6) 0 0
Severe skin reactions 4(1.6) 2(0.8) 3(1.6) 3(1.6)
Hypophysitis 3(1.2) 1(0.4) 0 0
Thyroiditis 2(0.8) 0 0 0
Adrenal insufficiency 2(0.8) 0 0 0
Encephalitis 1(0.4) 1(0.4) 0 0
Guillain-Barre syndrome 1(0.4) 1(0.4) 0 0
Pancreatitis 1(0.4) 1(0.4) 0 0
Myositis 1(0.4) 0 0 0

Cancer. 2020 Nov 15;126(22):4867-4877.



Network meta-analysis: 1L treatment, PD-L1 negative

OS PFS

CT+Bev

CT+Bev cT

Camre+CT

Durva Atezo+CT+Bev Atezo+CT+Bev

Nivo+CT

Durva+Treme Atezo+CT Atezo+CT

Nivo+CT+Bev

Nivo+CT Pembro+CT Tisle+CT

Nivo+Ipi

.
. inti+CT
Nivo+Ipi Nivo+lpi+CT - Sinti+C
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OS

Compared with CT

AtezoCT
AtezoCTBev
CTBev
Durva
DurvaTreme
NivoCT
Nivolpi
NivolpiCT
PembroCT

Network meta-analysis: 1L treatment, PD-L1 negative

)

Q o
0]
¢ o ¢

Hazard Ratio (95% Crl)

0.84 (0.51, 1.4)
0.79 (0.34, 1.8)
0.87 (0.38, 2.1)
1.2 (0.58, 2.4)

0.73 (0.36, 1.5)
0.82 (0.41, 1.6)
0.64 (0.33, 1.3)
0.62 (0.30, 1.3)
0.65 (0.39, 1.1)

0.3

PFS

Compared with CT

AtezoCT
AtezoCTBev
CamreCT
CTBev
NivoCT
NivoCTBev
Nivolpi
PembroCT
SintiCT
TisleCT

Hazard Ratio (95% Crl)

0.67 (0.45, 0.95)
0.47 (0.22, 0.97)
0.76 (0.36, 1.6)
0.61 (0.29, 1.2)
0.73 (0.39, 1.4)
0.34 (0.12, 0.89)
0.75 (0.39, 1.4)
0.66 (0.41, 1.0)
0.66 (0.31, 1.4)
0.70 (0.43, 1.2)

0.1

Front Oncol. 2021 Jun 23;11:657545.



OS

Network meta-analysis: 1L treatment, PD-L1 negative

Atezo+CT

0.94 (0.47, 1.88)

1.19 (0.72,1.96)

1.04 (0.53, 2.08)

1.40 (0.58, 3.35)

0.87 (0.37,2.12)

0.98 (0.42, 2.26

0.76 (0.33, 1.75)

0.74 (0.32,1.76)

0.77 (0.38, 1.55)

1.06 (0.53, 2.13)

Atezo+CT+Bev

1.27 (0.55,2.93)

1.11 (0.55,2.22)

1.50 (0.49, 4.57)

0.93 (0.30, 2.84)

1.04 (0.35,3.09

0.81 (0.27, 2.44)

0.79 (0.26, 2.39)

0.82(0.31,2.19)

0.84 (0.51,1.38)

0.79 (0.34,1.83)

CT

0.87 (0.38, 2.07)

1.18 (0.58, 2.39)

0.73 (0.36, 1.51)

0.82 (0.41, 1.63

0.64 (0.33,1.26)

0.62 (0.30,1.26)

0.65(0.39,1.07)

0.96 (0.48, 1.89)

0.90 (0.45, 1.82)

1.15 (0.48, 2.65)

CT+Bev

1.35 (0.44, 4.13)

0.84 (0.27, 2.53)

0.73 (0.25,2.19)

0.71 (0.24,2.18)

0.74 (0.27, 1.95)

0.71 (0.30, 1.71)

0.67 (0.22,2.03)

0.85 (0.42, 1.73)

0.74 (0.24, 2.25)

Durva

0.62 (0.29, 1.32)

0.70 (0.26, 1.92

0.54 (0.20, 1.46)

0.53 (0.19, 1.48)

0.55 (0.23, 1.30)

1.15 (0.47, 2.73)

1.08 (0.35, 3.30)

1.37 (0.66, 2.80)

1.20 (0.40, 3.66)

1.61 (0.76, 3.44)

Durva+Treme

)
)
)
0.94 (0.31,2.76)
)
)

1.12 (0.42, 3.05

0.87 (0.32, 2.34)

0.85 (0.31, 2.36)

0.88 (0.36,2.11)

1.02 (0.44, 2.38)

0.96 (0.32, 2.89)

1.22 (0.62, 2.43)

1.07 (0.36, 3.18)

1.44 (052, 3.87)

0.89 (0.33, 2.39)

Nivo+CT

0.78 (0.40, 1.57)

0.76 (0.29, 2.03)

0.79 (0.33, 1.83)

1.31 (0.57, 3.03)

1.23 (0.41,3.71)

1.56 (0.79, 3.07)

1.37 (0.46, 4.03)

1.14 (0.43, 3.09)

1.28 (0.64, 2.53)

Nivo+lpi

0.97 (0.36, 2.586)

1.01 (0.43, 2.32)

1.35 (0.57,3.17)

1.27 (0.42,3.83)

1.61(0.79, 3.29)

1.40 (0.46, 4.24)

1.89 (0.68, 5.21)

1.18 (0.42,3.27)

1.32 (0.49, 3.49)

1.03 (0.39, 2.75)

Nivo+lpi+CT

1.04 (0.43, 2.47)

1.30 (0.64, 2.65)

1.22 (0.46, 3.28)

155 (0.94,2.57)

1.35 (0.51, 3.66)

(
(
1.84 (0.68, 4.98)
(
(

1.83 (0.77, 4.35)

1.13 (0.47, 2.78)

1.27 (0.55,2.99)

0.99 (0.43, 2.32)

0.96 (0.41, 2.30)

Pembro+CT

PFS

Atezo+CT

0.70 (0.37, 1.35)

1.13 (050, 2.71)

1.49 (1.05, 2.23)

0.91 (0.48,1.71)

1.09 (0.53, 2.34)

0.50 (0.20, 1.28)

1.11 (0.54, 2.45)

0.97 (0.55, 1.84)

0.99 (0.44, 2.28)

1.05 (0.57, 2.06)

1.43 (0.74, 2.70)

Atezo+CT+Bev

1.61(0.57, 4.79)

2.12 (1.03, 4.58)

1.30 (0.68, 2.45)

155 (0.59, 4.32)

0.71 (0.28, 1.82)

159 (0.61,4.41)

1.39 (0.58, 3.47)

1.41 (0.50,4.01)

150 (0.62, 3.86)

0.88 (0.37, 2.00)

0.62 (0.21,1.74)

Camre+CT

1.32(0.61, 2.81)

0.81 (0.27, 2.23)

0.96 (0.36, 2.58)

0.44 (0.12,1.51)

0.99 (0.37, 2.67)

0.86 (0.35,2.10)

0.87 (0.30, 2.52)

0.93 (0.37,2.37)

0.67 (0.45, 0.95)

0.47 (0.22, 0.97)

0.76 (0.36, 1.63)

CcT

0.61 (0.29, 1.24)

0.73 (0.39, 1.39)

0.34 (0.12, 0.89)

0.75 (0.39, 1.44)

0.66 (0.41, 1.04)

0.66 (0.31,1.38)

0.70 (0.43, 1.18)

1.10 (0.58, 2.09)

0.77 (0.41,1.47)

1.24 (0.45, 3.70)

1.64 (0.81,3.49)

CT+Bev

1.20 (0.46, 3.22)

0.55 (0.28,1.10)

1.23 (0.47,3.38)

1.07 (0.46, 2.65)

1.09 (0.39,3.10)

1.15 (0.49, 2.92)

0.92 (0.43, 1.87)

0.65 (0.23, 1.70)

1.04 (0.39, 2.81)

1.37 (0.72, 2.59)

0.84 (0.31,2.16)

Nivo+CT

0.46 (0.14, 1.48)

1.03 (0.54, 1.96)

0.9 (0.40, 1.97)

0.91 (0.34, 2.39)

0.97 (0.42,2.20)

2.00 (0.78, 5.08)

1.40 (0.55, 3.57)

2.27 (0.66, 8.10)

2.97 (1.13, 8.26)

1.82(0.91,3.57)

2.18 (0.68,7.31)

Nivo+CT+Bev

2.23 (0.70,7.42)

1.95 (0.68, 6.02)

1.98 (0.57, 6.86)

2.10 (0.71, 6.67)

0.90 (0.41, 1.84)

0.63 (0.23, 1.65)

1.01(0.37,2.71)

1.33 (0.70, 2.54)

0.81(0.30,2.11)

0.97 (0.51, 1.86)

0.45 (0.13,1.43)

Nivo+pi

0.87 (0.39, 1.93)

0.88 (0.33,2.35)

0.94 (0.42,2.15)

1.03 (0.54, 1.83)

0.72 (0.29,1.71)

1.16 (0.48, 2.82)

1.53 (0.96, 2.45)

0.93 (0.38,2.18)

1.12 (0.51, 2.48)

0.51 (0.17,1.51)

1.14 (0.52, 2.55)

Pembro+CT

1.01 (0.42, 2.39)

1.07 (0.54,2.17)

1.01 (0.44, 2.27)

0.71 (0.25, 2.00)

1.15 (0.40, 3.36)

1.51(0.72, 3.19)

0.92 (0.32, 2.56)

1.10 (0.42, 2.91)

0.50 (0.15, 1.74)

1.13 (0.43, 3.06)

0.99 (0.42, 2.38)

Sinti+CT

1.06 (0.43, 2.68)

0.95 (0.49, 1.76)

0.67 (0.26, 1.62)

1.08 (0.42, 2.72)

1.42 (0.85, 2.34)

0.87 (0.34, 2.05)

1.04 (0.46, 2.36)

0.48 (0.15, 1.41)

1.07 (0.47,2.41)

0.93 (0.46, 1.85)

0.94 (0.37,2.32)

Tisle+CT

Front Oncol. 2021 Jun 23;11:657545.




Network meta-analysis: 1L treatment, PD-L1 negative

Ranking probability for the Ranking probability for the

best (OS, %) best (PFS, %)
Atezo + CT 0.71 0.20
Atezo + CT 8.46 11.93
+ Bev
Camre + CT NR 2.71
CT 0.00 0.00
CT + Bev 3.46 0.46
Durva 0.48 NR
Durva + 12.61 NR
Treme
Nivo + CT 2.97 1.77
Nivo + CT + NR 72.92
Bev
Nivo + Ipi 22.39 1.44
Nivo + Ipi + 30.09 NR
CT
Pembro+CT 18.81 1.86
sinti + CT NR D.26
Tisle + CT NR 1.45

Front Oncol. 2021 Jun 23;11:657545.



CheckMate 9LA: 4-year update, 1L NIVO+IPI+Chemo vs. Chemo

OS: All randomized patients

100
A NIVO + IPI + chemo Chemo
(n =361) (n = 358)
Median OS, mo 15.8 11.0
- (95% Cl) (13.9-19.7) (9.5-12.7)
HR (95% ClI) 0.74 (0.62-0.87)
60 -
e
)
(o]
- |
40 I
|
I 27% NIVO + IPI + chemo
I Yoo
20 = I I 21%
| I A
: : : Cllhemo 16%
| | | |
O 1 1 1 = ] 1 ] = 1 1 1 : 1 1 ] % 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months
Number at risk
NIVO + IPl + chemo 361 326 292 250 227 191 170 151 138 125 115 106 96 65 27 16 4 0
Chemo 358 319 260 208 168 139 115 102 93 86 74 66 63 48 28 13 5 0

J Thorac Oncol 2023;18:204-22.
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CheckMate 9LA: 4-year update, 1L NIVO+IPI+Chemo vs. Chemo

OS: PD-L1<1% OS: PD-L121%

1 -
B 199 NIVO + 1Pl + chemo  Chemo C b NIVO + 1Pl + chemo  Chemo
(n =135) (n=129) (n = 204) (n =204)
Median OS, mo 17.7 9.8 Median OS, mo 158 109
80 (95% CI) (13.7-20.3) (7.7-13.5) 80 - (95% CI) (13.8-22.2) 9.5-13.2)
HR (95% CI) 0.67 (0.51-0.88) HR (95% CI) 0.74 (0.60-0.93)
60 4 60 =
3 3
»
3 8
= | 4 |
40 l 40 I
| ! NIVO + IPI + chemo
| NIVO + 1P1 + fhemo ! g
| | I 21 %
_ I x I 1 I I -
® 1 22%, [ - 1 1 o P
| | ]Sool I I I Chemo 164)
| | | I I | 1
1 ] ] Chemo | ] ] 1
0 I L I : I L] L] = | L] L] : L I L} Il 1 0 L] L] L) = L) L) L) = L) L] L] # L L) L) ! L)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 S 0 3 6 9 12 15 18 21 24 27 30 33 3B 39 42 45 48 5
Months Months
Number at risk Number at risk

NIVO + IPl + chemo 135 120 107 90 85 73 66 55 50 44 40 38 34 19 8 6 2 0 NIVO +IPl+chemo 204 186 166 147 133 109 97 90 83 77 n 64 58 42 19 10 2 0

J Thorac Oncol 2023;18:204-22.



CheckMate 9LA: 4-year update, 1L NIVO+IPI+Chemo vs. Chemo
OS by prespecified subgroups

Subgroup NIVO + IPI + chemo Chemo Unstratified HR (95% CI) Unstratified HR (95% CI)

All randomized (N = 719)

<65 years (n = 354)
=65 to <75 years (n = 295)
=75 years (n = 70)

Male (n = 504)
Female (n = 215)

ECOG PS 0 (n = 227)
ECOG PS 21 (n = 490)

Smoker (n = 621)
Never smoker (n = 98)

n = 361
15.8 (13.9-19.7)

15.9 (13.4-21.7)
19.0 (15.6-24.1)
8.51 (5.6-13.5)

14.2 (12.9-16.9)
22.2 (15.8-27.4)

27.3 (20.3-33.4)
13.5 (11.9-15.3)

16.2 (14.0-20.0)
14.1 (8.0-22.8)

n =358
11.0 (9.5-12.7)

10.7 (9.1-13.1)
11.9 (9.0-14.1)
11.5 (5.8-15.2)

9.8 (8.2-11.5)
15.9 (11.0-18.4)

13.9 (12.1-17.0)
9.7 (8.2-11.4)

10.4 (9.0-12.2)
14.4 (10.2-23.3)

0.75 (0.63-0.88)

0.66 (0.52-0.84)
0.78 (0.60-1.02)
1.05 (0.65-1.71)

0.73 (0.60-0.88)
0.78 (0.57-1.07)

0.55 (0.41-0.75)
0.85 (0.70-1.04)

0.69 (0.58-0.82)
1.23 (0.79-1.92)

Squamous (n = 227)
Non-squamous (n = 492)

14.5 (13.1-19.3)
17.8 (14.1-20.7)

9.1 (7.2-11.6)
12.0 (9.9-13.9)

0.64 (0.48-0.86)
0.80 (0.65-0.98)

Liver metastases (n = 153)
No liver metastases (n = 566)

Bone metastases (n = 209)
No bone metastases (n = 510)

CNS metastases (n = 123)
No CNS metastases (n = 596)

PD-L1 <1% (n = 264)
PD-L121% (n = 408)
PD-L1 1-49% (n = 234)
PD-L1250% (n = 174)

10.2 (7.4-12.4)
19.3 (15.5-22.7)

11.9 (8.6-15.0)
19.7 (15.6-23.3)

19.9 (12.4-25.6)
15.6 (13.8-19.3)

17.7 (13.7-20.3
15.8 (13.8-22.2
15.2 (12.6-21.2
(

)
)
)
18.9 (13.1-29.1)

8.2 (6.6-10.0)
12.4 (10.4-14.4)

8.3 (6.7-9.8)
12.4 (10.7-14.8)

7.9 (5.0-10.7)
11.8 (10.0-13.7)

9.8 (7.7-13.5)
10.9 (9.5-13.2)
10.4 (8.7-12.4)
12.9 (9.4-17.6)

0.84 (0.60-1.18)
0.74 (0.62-0.90)

0.75 (0.56-1.00)
0.76 (0.62-0.93)

0.49 (0.33-0.73)
0.81 (0.67-0.97)

0.67 (0.51-0.88
0.74 (0.60-0.93
0.70 (0.53-0.93
(

)
)
)
0.75 (0.53-1.07)

|
1
-
—oT
|
-
_._:
1
—o— |
]
-, 4YR survival
|
- 20% vs. 10%
- 22% vs. 19%
|
-
ol
-o-!
—— |
-
—o—:
-
—o—:
T
1 1 1 1 1 1
0.125 0.25 0.5 1 2 4
NIVO + IPl + chemo <« » Chemo
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OS: CheckMate 9LA vs. KEYNOTE-189/KEYNOTE-407
KEYNOTE-189 R e

T ..2atment Group No. (%) (95% C1) (95% C1)
C h eC k M at e 9 LA (4-year) 90 Pembrolizumab + chemo 113 (89.0) 0.55 9.6 (5.3t0 15.6)
80 Placebo + chemo 58(92.1) (0.39t00.76) 5.3{1.4t0 13.2)
63.4
. 70 Median (95% CI)
~° 60 - 393 17.2 months (13.8 to 22.8 months)
L 50 10.2 months (7.0 to 13.5 months)
B NIVO + IPl + chemo  Chemo ~
(n = 135) (n = 129) 20 |
Wedian OS, mo 77 ) o) HR 0.55 (0.39-0.76)
80 (95% CI) (13.7-20.3) (7.7-13.9) 10 : : y
HR (95% CI) 0.67 (0.51-0.88) 0 - - - - - -
HR O 67 (0 51 O 88) 0 12 24 36 48 60 72
00 Time (months)
P No. at risk:
é Pembrolizumab 127 79 49 29 20 12 0
1723 + chemo
© : Placebo 63 29 8 3 3 3 0
40 - y : B
i A KEYNOTE-407
+ + fhemo
Events, HR 5-Year OS5 Rate, %
: - Treatment Group No.l%)  (e5%CI 195% €I
20 -
I I 1 100 Pembrolizumab plus chemo 23 (87.4) 0.83 10.7 (4.8 to 19.2}
: : ¢ : 90 Placsbo plus chemo 85(85.9) (061101130 13.17.3t0 207}
| 1 1 ) 80 1 i6d.2% Median, months (953 Cll
0 1 1 1 1 —_ 70 ;15.1% 15.0013.2t0 19.4)
T T T T T T T T T T T T T T T T 1 = 60 -
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 S = 11.018.7 to 13.8)
Months 8B w0l
Number at risk 20 :
> . a ki 2 3 = i N 110.7%
NIVO + IPl + chemo 135 120 107 90 85 3 2 ) 4 8 34 € 8 2 ) ] 12.1% Ti31%
2 - } HR 0.83 (0.61-1.13)

SQ 20% VS. 10% 0 12 24 36 43 60 72
NonSQ 22% vs. 19% Time (months)

Ma. at risk:

Pembrolizumab 85 &1 ] 21 15 3 ]
plus chemo

Placebo =] 44 ] 15 12 3 o

plus chemo



PD-L1 < 1%: IO+Chemo vs. Chemo

* ORR, PFS, OS: 10+Chemo > Chemo

e [O+Chemo ~ I0/10+Chemo ~ I10/10



5 European countries*: Real-world evidence survey

Characteristics of patients with EGFR/ALK-WT mNSCLC by 1L treatment group

Total 1L Treatment group p value
population
10 10 + chemotherapy Chemotherapy Chemotherapy Targeted Other
monotherapy only combination therapy
Age, years
n 1086 333 271 430 30 15 7 <0.0001
Mean (SD)  66.2 (8.9) 67.5 (8.6) 62.9 (83) 67.1(87) 65.1 (7.9) 62.9(13.2) 824 (6.5)
Current ECOG PS score, n (%)
n 1083 332 270 429 30 15 7 <0.0001
0 240 (22.2) 91 (27.4) 79 (29.3) 65 (15.2) 2(6.7) 3(20.0) 0(0.0)
1 644 (59.5) 205 (61.7) 166 (61.5) 240 (55.9) 21(70.0) 11(733) 1(14.3)
2 150 (13.9) 30(9.0) 17 (6.3) 99 (23.1) 3(10.0) 0(0.0) 1(14.3)
3 27 (2.5) 4(1.2) 3(1.1) 15 (3.5) 1(3.3) 1(6.7) 3 (42.9)
4 22 (2.0) 2(0.6) 5(1.9) 10 (2.3) 3(10.0) 0(0.0) 2(28.6)
breathing com-
plications
Weightloss 305 (28.1) 75 (22.5) 73 (26.9) 141 (32.8) 9(30.0) 5(33.3) 2(286) 0.0684

*France, Germany, Italy, Spain and UK

BMC Cancer. 2023 Jun 30;23(1):603.



1L Treatment of patients with EGFR/ALK-WT mNSCLC by PD-L1 expression & histology

Total population PD-L1% expression p value
<1 1-49 > 50
1L mNSCLC® Treatment group
1L treatment group, n (%)
n 1021 234 420 367
IO monotherapy 330(32.3) 6 (2.6) 27 (6.4) 297 (80.9) <0.0001
IO + chemotherapy 268 (26.2) 62 (26.5) 155 (36.9) 51(13.9)
IO+ non-chemotherapy 0(0.0) 0 (0.0) 0 (0.0 0(0.0)
Chemotherapy only 385(37.7) 146 (62.4) 222 (52.9) 17 (4.6)
Chemotherapy combination 25(24) 16 (6.8) 2(1.9) 1(0.3)
Targeted 11(1.1) 3(1.3) 7(1.7) 1(0.3)
Other 2(02) 1(04) 1(0.2) 0(0.0)
Total population Histology p value
Squamous cell Adenocarcinoma Large-cell carcinoma Other
carcinoma
1L mNSCLC® Treatment group, n (%)
n 1086 361 689 24 12
IO monotherapy 333 (30.7) 121 (33.5) 200 (29.0) 7 (29.2) 5(41.7) <0.0001
IO + chemotherapy 271 (25.0) 50(13.9) 215(31.2) 4(16.7) 2(16.7)
IO + non-chemotherapy 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Chemotherapy only 430 (39.6) 177 (49.0) 239(34.7) 9(37.5) 5(41.7)
Chemotherapy combination 30(2.8) 5(1.4) 22(3.2) 3(125) 0(0.0)
Targeted 15(14) 3(0.8) 11(1.6) 14.2) 0(0.0)
Other 7 (0.6) 5(1.4) 2(03) 0(0.0) 0(0.0)

BMC Cancer. 2023 Jun 30;23(1):603.



INSIGNA trial

INSIGNA: A Randomized, Phase |l Study of Firstline Immunotherapy alone or in Combination with
Chemotherapy in Induction/Maintenance or Post-progression in Advanced Nonsquamous Non-Small
Cell Lung Cancer (NSCLC) with Immunobiomarker SIGNature-driven Analysis

1%t Line Treatment 2" Line Treatment
Pembrolizumab g Carbo/
Pemetrexed
'C
ke,
fzj N : Carbo/Pemetrexed/
g g Pembrolllumab —> Pembrolizumab
E =
a5 Induction Maintenance
Carbo/ Pemetrexed! B Not Specified

Pemetrexed/
Pembrolizumab

Pembrolizumab



1L immunotherapyzchemo in PS2 patients

Panel questions

Expert conclusions

PS 2 assessment

Q1. Is ECOG PS scale still adequate for clinical condition assessment in
the immunotherapy era?

Q2. In A-NSCLC patients with PS 2 does the determinant of poor PS

(tumor-related or comorbidity) affect your treatment choice?
Single-agent immunotherapy

Q3. In A-NSCLC patients with PS 2 and PD-L1 >=50% is single-agent

immunotherapy feasible and safe?

Q4. In A-NSCLC patients with PS 2 and PD-L1 >50% is single-agent

immunotherapy effective?

Combined chemotherapy and immunotherapy
Q5. In A-NSCLC patients with squamous histology and PS 2 is combined
chemotherapy plus single-agent immunotherapy feasible and safe?

Q6. In A-NSCLC patients with squamous histology and PS 2 is combined
chemotherapy plus single-agent immunotherapy effective?

Q7. In A-NSCLC patients with non-squamous histology and PS 2 is
combined chemotherapy plus single-agent immunotherapy feasible and
safe?

Q8. In A-NSCLC patients with non-squamous histology and PS 2 is
combined chemotherapy plus single-agent immunotherapy effective?
Q9. In A-NSCLC patients with PS 2 is combined chemotherapy plus
double immunotherapy feasible and safe?

Q10. In A-NSCLC patients with PS 2 is combined chemotherapy plus
double immunotherapy effective?

Preferred treatments
Q11. In A-NSCLC patients with PS 2 and PD-L1 >>50%, does the PD-L1
value affect your choice between single-agent immunotherapy and
combined chemo—immunotherapy?

At all panelists, ECOG PS scale is considered not adequate and needs
subclassifications according to the determinants of PS impairment (tumaor-related
versus comaorbidities).

Yes, with particular concern regarding chemotherapy agents rather than
immunotherapy per se.

Yes, based on data available from real life only, to date in the absence of
prospective phase Il trials including PS 2 patients.

Prabably yes, based on data available from real life only, to date in the absence of
prospective phase Il trials including PS 2 patients. However, PS 2 is a strong
negative prognostic factor and results are, as with any treatment, inferior
compared to PS 0-1 patients.

Probably no, unless further data supporting safety become available. Based on data
available from real life only, to date in the absence of prospective phase Ill trials
including PS 2 patients, concerns are mainly related to platinum-based doublet
tolerability.

Probably yes, based on data available from real life only, to date in the absence of
prospective phase Il trials including PS 2 patients.

Probably no, unless further data supporting safety become available. Based on data
available from real life only, to date in the absence of prospective phase Il trials
including PS 2 patients, concerns are mainly related to platinum-based doublet
tolerability. However, pemetrexed-based doublets are generally better tolerated as
compared to chemotherapy regimens used in squamous histology.

Probably yes, based on data available from real life only, to date in the absence of
prospective phase Il trials including PS 2 patients.

Probably no, unless further data supporting safety become available. Based on data
available from real life only, to date in the absence of prospective phase Ill trials
including PS 2 patients, concerns are mainly related to additional toxicity from anti-
CTLA-4.

Praobably yes, to date in the absence of prospective phase Ill trials including PS 2
patients.

No

International Experts Panel Meeting by the Italian Association of Thoracic Oncology (AIOT) ESMO Open. 2022 Feb;7(1):100355.




1L immunotherapyzchemo in elderly patients

.
®
*
*

International Experts Panel Meeting by the Italian Association of Thoracic Oncology (AIOT)
ESMO Open. 2023 Apr;8(2):101192.




Algorithm of treatment on NSCLC (negative mutation)

Advanced NSCLC w/o
Actionable Mutation

ICI Monotherapy B ICl Monotherapy
(Atezo, Cemi, or (Atezo, Cemi, or ICI (Pembro) + Chemotherapy
Pembro) Pembro)

ICI (Pembro) ICI (Pembro) ICl + Chemo
+ Chemo + Chemo

ICI Combo ICl Combo ICI Combo ICl Combo
(Nivo/Ipi) (Nivo/Ipi) (Nivo/lpi) (Nivo/Ipi)
* Chemo + Chemo * Chemo + Chemo

ICI
Monotherapy
(Pembro*)
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