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. Cancar bronchiqua non & potites callulas

L1 épidermoides

T iologie -
moléculaire i
fumeur
AR |- >

Aprés échec de toutes les 3
thérapies ciblées indiquées PDL1<50% <
/ essais cliniques

PS0O-1

>70ans

<70ans




GDOD SCIENCE

BETTER MEDICINE

BEST PRACTICE
LB |

L1 épidermoides

| |
Never or former light PD-L1 expression®
smoker (< 15 pack-years)* |

|
l PD-L1 = 50% Any expression of PD-L1
\ l |
Molecular test | | |
(ALK/EGFR/ROS1/BRAF) PS 0-1 PS 3-4
| PS 0-1 <70 years and PS 2
Pembrolizumab or
| | (I, A; MCBS 5] Selected = 70 years and PS 0-2
Positive Negative l
Pembrolizumab Atezolizumab 4-6 cycles 4-6 cycles
Garboplatin-based ChT: BSC [ll, B]

< 70 years and PS 2 [lI, A]
= 70 years and PS 0-2 [I,A]
Single-agent ChT:

Targeted Follow recommended High TMB + carboplatin/ + carboplatin/ Platinum-based ChT:

treatment in (= 10 mutations/Mb) paclitaxel or nab-P (4-6 cycles), Cisplatin/gemcitabine [I, A]
function of PD-L1 carboplatin/nab-P followed by Cisplatin/docetaxel [, A]
expression level {4 cycles), followed atezolizumab Gisplatin/paclitaxel I, A]
by pembrolizumab I, BJ¢ isplatin/vinorelbine [I, A]
I, Al C boplatin/gemcitabine [I, A]
arboplatin/docetaxel [I, Al
sarboplatin/paclitaxel [I, A]
carboplatin/vinorelbine [l, A]

therapy

Gemcitabine, vinorelbine or
docetaxel [I, B]

Nivolumab/ipilimumab
IL.Ar

Garboplatin/nab-P [l, B]

e
I L



GDOD SCIENCE

BETTER MEDICINE

BEST PRACTICE
LB |

dermoides

D

|
Never or former light
smoker (< 15 pack-years)*

|

N
Molecular test

(ALK/EGFR/ROS1/BRAF)
I

Positive Negative

l l

Targeted

Follow recommended
treatment in

therapy
function of PD-L1
expression level

PD-L1 expression®

[
Any expression of PD-L1

PD-L1 = 50%

l |
| | |
- PS 3-4

CHMP + <70 years and PS 2
janvier 2019 o

PS 0-1
Pembrolizumab

1, A; MCBS 5] Selected = 70 years and PS 0-2

|

4-6 cycles
Carboplatin-based ChT:
< 70 years and PS 2 [lI, A]
= 70 years and PS 0-2 [I,A]
Single-agent ChT:

4-6 cycles
Platinum-based ChT:
Cisplatin/gemcitabine [l, A]
Cisplatin/docetaxel [1, A]

Atezolizumab

+ carboplatin/
nab-P (4-6 cycles),
carboplatin/nab-P followed by
(4 cycles), followed atezolizumab Cisplatin/paclitaxel [l, A]
by pembrolizumab I, BJ¢ Cisplatin/vinorelbine [I, A]

I, Al* Carboplatin/gemcitabine [I, A]

Carboplatin/docetaxel [l, A]
Carboplatin/paclitaxel [I, A]
Carboplatin/vinorelbine [I, A]

Garboplatin/nab-P [l, B]

Pembrolizumab
+ carboplatin/
paclitaxel or

High TMB
(= 10 mutations/Mb)

Gemcitabine, vinorelbine or
docetaxel [I, B]

Nivolumab/ipilimumat
01, Al

e
I L



L1 épidermoides

PD-L1 EXPRESSION POSI @

Adenocarcinoma,
large cell, NSCLC
NOS

}_.

PD-L1 expression
positive (250%)

FIRST-LINE THERAPY™M

Pembrolizumab (category 1)
(preferred)

or

(Carboplatin or cisplatin)

+ pemetrexed +
pembrolizumab (category 1)
or

Carboplatin + paclitaxel +
bevacizumab + atezolizumab

and EGFR, ALK
negative or
unknown and no
contraindications
to the addition of
pembrolizumab or
atezolizumab®3@

Squamous cell
carcinoma

hhSee Principles of Molecular and Biomarker Analysis (NSCL-

(category 1)

Pembrolizumab (category 1)
(preferre

(Carboplatin or cisplatin) +
(paclitaxel or albumin-bound
paclitaxel) + pembrolizumab
(category 1 for carboplatin

combination)

mmSee Targeted Therapy for Advanced or Metastatic Disease (NSCL=

Continuation maintenance™™m
« Pembrolizumab (category 1)PPP
Response * Pembrolizumab + pemetrexed
or stable |—»| (category 1)°¢
disease » Atezolizumab and/or
bevacizumab (category 1)ddd
or
Close observation
l See Systemic Therapy or
Progression=+{ Subsequent Therapy,®®¢
Adenocarcinoma (NSCL-28)

Continuation maintenance™m

Response -
or s&ble |+ Pembrolizumab®bo -t
disease Close observation

l See Systemic Therapy or
rogression—»{Subsequent Therapy,®®
Squamous Cell Carcinoma (NSCL-29)

aaaContraindications for treatment with PD-1/PD-L1 inhibitors may include active or previously documented autoimmune disease and/or current use of
immunosuppressive agents or presence of an oncogene, which would predict lack of benefit. If there are contraindications, refer to NSCL-28 (adenocarcinoma) or

NSCL-29 (squamous cell carcinoma).
bbbjf pembrolizumab monotherapy given.

CCClf pembrolizumab/carboplatin/pemetrexed or pembrolizumab/cisplatin/pemetrexed given.

ddd|f atezolizumab/carboplatin/paclitaxel/bevacizumab given.

€eelf patient has not received platinum-doublet chemotherapy, refer to "systemic therapy.” If patient received platinum chemotherapy and anti-PD-1/PD-L1, refer to

“subsequent therapy.”
fiilf pembrolizumabi/(cisplatin or carboplatin)/(paclitaxel or albumi

n-bound paclitaxel) given.

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.




NCCN

L1 épidermoides

SQUAMOUS CELL CARCINOMA PD-L1<50 %
INITIAL SYSTEMIC THERAPY

SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE2b.h

Initial Systemic Thera ion:

m |} inoma (PS 2
+ Albumin-bound paclitaxel?
« Carboplatin/albumin-bound paclitaxel2%:21
» Carboplatin/docetaxel®
« Carboplatin/etoposide® 10
« Carboplatin/gemcitabine!
« Carboplati n.~'ga'::litaxel12
» Docetaxe|22:23

=1]
No contraindications to the addition of pembrolizumab®
* Pembrolizumab/carboplatin/paclitaxel®19 (category 1) (preferred)
» Pembrolizumab/carboplatin/albumin-bound paclitaxel®'d (category
(preferred)
* Pembrolizumab/cisplatin/paclitaxel®
+ Pembrolizumab/cisplatin/albumin-bound paclitaxel®

; Tumor . : i~ ; 7 * Gemcitabine?4-26
Systemic —»|response : Carboplat!m'albumln bound pacllta;(el (category 1) « Gemcitabine/docetaxel!?
therapyggg - 999 Carboplatin/docetaxel (category 1) .G itabine/vi Ibine8
evaluation « Carboplatin/gemcitabine (category 1)1 g e
« Carboplatin/paclitaxel (category 1)12 * Paclitaxel
« Cisplatin/docetaxel (category 1)8
» Cisplatin/etoposide (category 1)14
Best supportive care « Cisplatin/gemcitabine (category 1)1215
PS 3-4—»> |See NCCN Guidelines + Cisplatin/paclitaxel (category 1)'®
for Palliative Care « Gemcitabine/docetaxel (category 1)!7

+ Gemcitabine/vinorelbine (category 1)18




. Cancer bronch

L1 non épidermoides

I A Ll L L L LLAPLE O P 'I*"

| therapies cibees indiguées Pas
e . [ [T

i_,fl.'_ssm's chnigues
ciblable
PDLL<50% = — >  PDLlz 50% ﬂ

P50-1

Options:
“Ajout de bevacizumab -Monothérapie par -futres doublet a base de
—Platine + pemetrexed + gemcitabine, vinorelbine platine

-Ajout bevacizumab -Ajout de bevacizumalb

pembrolizumalb M



ESMD ==
L1 non épidermoides

Stage IV NSCC: Molecular tests negative (ALK/BRAF/EGFR/ROST)

PD-L1 expression?
1

r 1
PD-L1 = 50%

Any expression of PD-L1
1

PS 0-1 <70 years and PS 2 |

v

4-6 cycles
Platinum-based ChT:
Cisplatin/gemcitabine [1, A]
Cisplatin/docetaxel [l, A]

or
Selected = 70 years and PS 0-2 l
High TMB

BSC [II, B]

(= 10 mutations/Mb}) Atezolizumab/

bevacizumab
with carboplatin
and paclitaxel

Atezolizumab/
pemetrexed and
platinum-based
ChT (4-6 cycles),

Pembrolizumab/
pemetrexed and
platinum-based
ChT (4 cycles),

PS 0-1
Pembrolizumab
[I, A; MCBS 5]

4-6 cycles
Carboplatin-based ChT:
< 70 years and PS 2 [il, A]

followed by
atezolizumab/
pemetrexed [l, B]"

followed by
pembrolizumab/
pemetrexed
Nivolumab/ [I,A; MCBS 4]
ipilimumab
[ Af*

(4-6 cycles),
followed by
atezolizumab
/bevacizumab
[, A)*

Cisplatin/paclitaxel [I, A]
Cisplatin/vinorelbine [I, A]
Carboplatin/gemcitabine [I, A]
Carboplatin/docetaxel [I, A]
Carboplatin/paclitaxel [I, A]
Carboplatin/vinorelbine [, A]
Cisplatin/pemetrexed [II, A]
Carboplatin/pemetrexed [l B]
Carboplatin/nab-P [I, B]
+/- bevacizumab [l, A with carboplatin/
palitaxel, otherwise Ill, B]

> 70 years and PS 0-2 1, A]

Single-agent ChT:
Gemcitabine, vinorelbine,
docetaxel [I, B]
or pemetrexed [lll, B]




ESMD ==
L1 non épidermoides

« 1¢ ligne non épidermoide PSO-1 quel
gue soit PD-L1 : traitement de référence
des avis CT »

r
PD-L1 = 50%

<70 years and PS 2 I

. ] or PS 3-4
o Selected = 70 years and PS 0-2
Cancer branchique non & petites callules ¢ l
4-6 cycles BSC [Il, B]
Carboplatin-based ChT:

< 70 years and PS 2 [il, A]
> 70 years and PS 0-2 [, A]

High TMB

(= 10 mutations/Mb) J| kbt

pemetrexed
p}aﬁnum‘babcu AL T PO LR TR e it s as mnnn e gapany
ChT (4 cycles), ChT (4-6 cycles), and paclitaxel Cisplatin/docetaxel [I, A]
followed by followed by (4-6 cycles), Cisplatin/paclitaxel [l, A]
pembrolizumab/ atezolizumab/ followed by Cisplatin/vinorelbine [I, A]
pemetrexed emetrexed [l, B]° atezolizumab Carboplatin/gemcitabine [I, A]
Nivolumab/ I, A: MCBS 4] /bevacizumab Carboplatin/docetaxel [I, A]
ipilimumab [, A Carboplatin/paclitaxel [I, A]

PS 0-1
Pembrolizumab

[I, A; MCBS 5]

Single-agent ChT:
Gemcitabine, vinorelbine,
docetaxel [I, B]
or pemetrexed [lll, B]

[l, A} Carboplatin/vinorelbine [, A]
Cisplatin/pemetrexed [II, A]
Carboplatin/pemetrexed [l B]
Carboplatin/nab-P [I, B]
+/- bevacizumab [l, A with carboplatin/
palitaxel, otherwise Ill, B]




ESMD ==
L1 non épidermoides

Stage IV NSCC: Molecular tests negative (ALK/BRAF/EGFR/ROST)

r
PD-L1 = 50%

CHMP +
janvier 2019

||
<70 years and PS 2 |
or PS 3-4
Selected = 70 years and PS 0-2 l
High TMB ; i i 4-6 cycles
PS [?—1 (= 10 mutations/Mb) Pembrolizumab/ Atezolizumab/ Atezolizumab/ ¥
Pembrolizumab

4-6 cycles BSC [Il, B]
Carboplatin-based ChT:

< 70 years and PS 2 [il, A]
> 70 years and PS 0-2 [, A]

pemetrexed and pemetrexed ant bevacizumab
platinum-based platinum-baser with carboplatin
ChT (4 cycles), ChT (4-6 cycles and paclitaxel
followed by followed by (4-6 cycles),
pembrolizumab/ atezolizumab followed by
pemetrexed pemetrexed [I,1 ! atezolizumab

Platinum-based ChT:
Cisplatin/gemcitabine [1, A]
Cisplatin/docetaxel [l, A]
Cisplatin/paclitaxel [I, A]
Cisplatin/vinorelbine [I, A]
Carboplatin/gemcitabine [I, A]

/bevacizumab Carboplatin/docetaxel [I, A]
[, AP Carboplatin/paclitaxel [I, A]
Carboplatin/vinorelbine [, A]
Cisplatin/pemetrexed [II, A]
Carboplatin/pemetrexed [l B]
Carboplatin/nab-P [I, B]
+/- bevacizumab [l, A with carboplatin/
palitaxel, otherwise Ill, B]

[I, A; MCBS 5]

Single-agent ChT:
Gemcitabine, vinorelbine,
docetaxel [I, B]
or pemetrexed [lll, B]

Nivolumab/
ipilimumab
[l Al

I, A: MCBS 4]




L1 non épidermoides

Stage [V NSCC: Mol ar s negative (ALK/BRAFEGFR/RCS )

sion of PDAH

High TMB - : : i 5 3 abine : Carboplatin—-based doublets: BSC [Il, B]

O mutations/Mb) platinum-ba baple . atin/docetaxel [, <70 years and PS 2 [Il, A]
ch : : i :

Nivolumab
Apilimumab [, A]"'




L1 non épidermoides

PD-L1 EXPRESSION POSI

Adenocarcino

PD-L1 expression
positive (250%)
and EGFR, ALK
negative or
unknown and no
contraindications
to the addition of
pembrolizumab or
atezolizumab®3@

Squamous cell

. e
carcinoma

hhSee Principles of Molecular and Biomarker Analysis (NSCL-G).

FIRST-LINE THERAPY™M

Pembrolizumab (category 1)
(preferre
(Carboplatin or cisplatin)
+ pemetrexed +
pembrolizumab (category 1)
or

Carboplatin + paclitaxel +
bevacizumab + atezolizumab
(category 1)

Pembrolizumab (category 1)
(preferred)

or

(Carboplatin or cisplatin) +
(paclitaxel or albumin-bound
paclitaxel) + pembrolizumab
(category 1 for carboplatin
combination)

mmSee Targeted Therapy for Advanced or Metastatic Disease (NSCL-I).

Response
or stable
disease

Continuation maintenance™™m

« Pembrolizumab (category 1)PPP

« Pembrolizumab + pemetrexed
(category 1)¢c¢

* Atezolizumab and/or
bevacizumab (category 1)ddd

or

Close observation

—

or stable
disease

Response

See Systemic Therapy or

Subsequent Therapy,©®¢
Adenocarcinoma (NSCL-28)

Continuation maintenance™m

» |* Pembrolizumab®°®:

Close observation

l

Progression

See Systemic Therapy or
Subsequent Therapy,®®®
Squamous Cell Carcinoma (NSCL-29)

»{

aaaContraindications for treatment with PD-1/PD-L1 inhibitors may include active or previously documented autoimmune disease and/or current use of
immunosuppressive agents or presence of an oncogene, which would predict lack of benefit. If there are contraindications, refer to NSCL-28 (adenocarcinoma) or

NSCL-29 (squamous cell carcinoma).
bbbjf pembrolizumab monotherapy given.

CCClf pembrolizumab/carboplatin/pemetrexed or pembrolizumab/cisplatin/pemetrexed given.

ddd|f atezolizumab/carboplatin/paclitaxel/bevacizumab given.

€eelf patient has not received platinum-doublet chemotherapy, refer to "systemic therapy.” If patient received platinum chemotherapy and anti-PD-1/PD-L1, refer to

“subsequent therapy.”

ffilf pembrolizumab/(cisplatin or carboplatin)/(paclitaxel or albumin-bound paclitaxel) given.

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.




L1 non épidermoides

ADENOCARCINOMA, LARGE CELL, NSCLC NOS
INITIAL SYSTEMIC THERAPY

PD-L1<50 %
Progress
. Tumor
Systemlg%g —»|response
therapy evaluation999
. Respons:
Best supportive care or stable
PS 3-4—|See NCCN Guidelines. disease
for Palliative Care

|I’Iltla| S stemlc Therapy Options

0 con ramlca |ons O e addition of pembrolizuman

« Pembrolizumabl/carboplatin/pemetrexed (category J1 2,d (preferred)

. Pembrollzumabfclsplatln!pemetrexed (category 1)%

* Bevacizumab/carboplatin/paclitaxel (catefgory 1}4 ef.g
. Bevaclzumabfcarboplatm!pemetrexed 4.

« Bevacizumab/cisplatin/pemetrexed®.:.9

* Carboplatin/albumin-bound paclltaxel (category 1)7
* Carboplatin/docetaxel (category 1)

« Carboplatin/etoposide (category 1)%1°

* Carboplatin/gemcitabine (category 1}

« Carboplatin/paclitaxel (category 1)12

» Carboplatin/pemetrexed (category 1)13

» Cisplatin/docetaxel (category 1)

« Cisplatin/etoposide (category 1)14

» Cisplatin/gemcitabine (category 1)

« Cisplatin/paclitaxel (category 1)6

« Cisplatin/pemetrexed (category 1)15

* Gemcitabine/docetaxel (category 1)17

« Gemcitabine/vinorelbine (category 1)18

Adenocarcinoma, Large Cell, NSCLC NOS (PS 2)
+ Albumin-bound paclitaxel1?

« Carboplatin/albumin-bound paclitaxel29:21
+ Carboplatin/docetaxel®

« Carboplatin/etoposide®1?

« Carboplatin/gemcitabine

+ Carboplati m‘paclltaxel'Iz

= Carboplati nfgemetrexed

+ Docetaxel?2

+ Gemcitabine24-26

+ Gemcitabine/docetaxel'?

+ Gemcitabine/vinorelbine®

+ Paclitaxel?7-2%

+ Pemetrexed3?

ontrainaications 1o the addition of pembrolizumab or atezolizumagp

(preferreda)




la maintenance



— -
L} - -— |

Apreés échec de toutes les
thérapies ciblées indiquées
/ essais cliniques




Maintenance

|
Never or former light
smoker (< 15 pack-years)

N
Molecular test

(ALK/EGFR/ROS1/BRAF)
[

Negative

l

Follow recommended
treatment in

Targeted
therapy

funetion of PD-L1
expression level

GOOD SCIENCE
BETTER MEDICINE
ép'derr noides
1
PD-L1 expression”
|
|
Any expression of PD-L1
|
| I |
PS 0-1 PS 3-4
PS 0-1 <70 years and PS 2
Pembrolizumab or
[1, A; MCBS 5] Selected = 70 years and PS 0-2
Pembrolizumab Atezolizumab 4-6 cycles 4-6 cycles
High TMB + carboplatin/ + carboplatin/ Platinum~based ChT: Garboplatin-based ChT: BSC Il B]
(= 10 mutations/Mb) paclitaxel or nab-P (4-6 cycles), Cisplatin/gemcitabine [I, A] <70 yearsand PS 2 [Il, A
carboplatin/nab-P followed by Cisplatin/docetaxel [I,A] =70 years and P5 0-2 [I,A]
(4 cycles), followed atezolizumab Cisplatin/paclitaxel [I, A] Single-agent ChT:
by pembrolizumab [1, Bl Cisplatin/vinorelbine [I, A] Gemcitabine, vinorelbine or
[, A Carboplatin/gemcitabine [I, A] docetaxel [, B
Carboplatin/docetaxel [I, A]
Nivalumab/ipilimumab Carboplatin/paclitaxel I, A]
01, Al* Carboplatin/vinorelbine [I, A]
Carboplatin/nab-P [I, B]
! ! |
Disease progression Disease progression
|
I 1
PS 3-4
e
PS 0-1 Nivolumab [I, A, MCBS 5]
Platinum-based ChT Atezolizumab I, A; MCBS 5] " ]
(see first-ling treatment without 0) Pembrolizumab if PD-L1 > 1% [I, A; MCBS 5] i —— P
Docetaxel [I, B] =g - EES
Ramucirumab/docetaxel [I, B; MCBS 1] iy
Erlotinib [II, C] ==
L]
[ ]

Afatinib [, C; MCBS 2]



Maintenance épidermoides

PD-L1 EXPRESSION POSITIVE (250%)"h

Adenocarcinoma,
large cell, NSCLC
NOS

PD-L1 expression
positive (250%)
and EGFR, ALK
negative or
unknown and no
contraindications
to the addition of
pembrolizumab or
atezolizumab?3@

—PS$S 0-2

Squamous cell
carcinoma

hhSee Principles of Molecular and Biomarker Analysis (NSCL-G).

FIRST-LINE THERAPY™™

Pembrolizumab (category 1)
(preferred)

or

(Carboplatin or cisplatin)

+ pemetrexed +
pembrolizumab (category 1)
or

Carboplatin + paclitaxel +
bevacizumab + atezolizumab
(category 1)

Pembrolizumab (category 1)
(preferred)

or

(Carboplatin or cisplatin) +
(paclitaxel or albumin-bound
paclitaxel) + pembrolizumab
(category 1 for carboplatin
combination)

Continuation maintenance™™
« Pembrolizumab (category 1)°°P
Response * Pembrolizumab + pemetrexed
orstable |—»| (category 1)°°¢
disease * Atezolizumab and/or ddd
bevacizumab (category 1)
or
Close observation
l See Systemic Therapy or
Progression - Subsequent Therapy,®®®
Adenocarcinoma (NSCL-28)

Continuation maintenance™™
E: :{:LT: y AL Pembrolizumalﬁ’gb-fﬂ
" or
disease Close observation
l See Systemic Therapy or
Progression > Subsequent Therapy,®®®
Squamous Cell Carcinoma (NSCL-29)




Maintenance épidermoides

SQUAMOUS CELL CARCINOMA
INITIAL SYSTEMIC THERAPY SUBSEQUENT THERAPY999

Systemic immune checkpoint

PD-L1<50 % inhibitors (preferred)c-t:hhh

* Nivolumab (category 1)
or pembrolizumab (category 1)"

PS 0-2 —> | or atezolizumab (category 1) —> Progressionhhh:!ll

or

Other systemic therapy:**

* Docetaxel or gemcitabine or

Progression ramucirumab + docetaxel

PS 3-4 —» Best supportive care

; Tumor See NCCN Guidelines for Palliative Care
PS 02 » zy‘:::mh%g —» |response
Py evaluation999
Progression =>See Subsequent Therapy, above
Response| |46 Tumor i ] -

Best supportive care or stable |»|cycles |+ res;l.':onse oga ?32;:2::&3%’:;@““3"“
PS 3-4 —» |See NCCN Guidelines disease (total) evaluation . g Progression,

for Palliative Care o?emcltablne (category 2B) see

Switch maintenance999 Subsequent
(category 2B) Therapy,

* Docetaxel above

or

Close observation




*  PDL1z 30%

Maintenance non épidermoides

:‘:':; PS> 2

v

P50-1

Options:
Options: -Monotherapie
-Monothéragie par -Autres doublet 3 base de
gemicitabine, vinoralbine platine

Ajout bevacizumah -Ajout de bevacizumah

Suivant la répanse, les toxicités rencontrées et e PS5,
discuter une maintenance, ouwnarrét a 4 ou &oycles

¥

R. Partielle
Stable

Surveillance J

Option : double maintenance pemetrexed
bevacizumab {continuation)

Option : maintenance de continuation par
gemcitabine aprés 4 cycles a base de cisplatine—
gemcitabine si répondeur



GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE

non épidermoides

Stage IV NSCC: Molecular tests negative (ALK/BRAF/EGFR/ROST)

PD-L1 expression®
1
1
Any expression of PD-L1
1

T
PD-L1 =50%

! T

< 70 years and PS 2

Ps::H or PS 3-4
* * Selected = 70 years and PS 0-2 l
. igh TMB ' ' j 4-6 cycles
PS 0-1 tations/Mb Pembrolizumab/ Atezolizumab/ Atezolizumab/ . i 4-6 cycles .
Pembrolizumab pemetrexed and pemetrexed and bevacizumab _ Platl_num-bgsed_ ChT: Bamnplati:!based CHT: BSG [Il, B]
platinum-based platinum-based (fj| with carboplatin Cisplatin/gemcitabine [I, A] <70 years and PS 2 [I, A]
i Do L > 70 years and PS 0-2 [|, Al
Single-agent ChT:

ISR PRT MR cucles), and paclitaxel
—— — followed by followed by = euclgs), Cisplatin/paclitaxel [l, A
pembrolizumab/ atezolizumab/ followen w, Cisplalin/vinorelbine [I, A]
Carboplatin/gemcitabine [, A]

pemetrexed pemetrexed [|, B]* atezolizumab
/bevacizumab Carboplatin/docetaxel I, A]
Carboplatin/paclitaxel [I, A]

Nivolumab/ 1, A; MCBS 4]
ipilimumab I, AP
[, Al Carboplatin/vinorelbine [I, Al
Cisplatin/pemetrexed [II, A]
Carboplatin/pemetrexed [Il, B]
Carboplatin/nab-P [l, B]
+/- bevacizumab [|, A with carboplatin/

o

[I, A; MCBS 5]
Gemcitabine, vinorelbing,

docetaxel [I, B]
or pemetrexed [Ill, B]

sl

Partial response or stable disease
v

Maintenance treatment:
Pemetrexed (continuation) [I, A]
Gemcitabine (continuation) [I, B]

Pemetrexed (switch) [I, B]
+/- bevacizumab (if given before)

Disease progression
]

Disease progression .
PS 0-2
¥

!

PS 0-1
Platinum-based ChT

Nivolumab [I, A, MCBS 5]
Atezolizumab [I, A; MCBS 5]
Pembrolizumab if PD-L1 = 1% [I, A; MCBS 5]
Docetaxel [, B]

(see first-line treatment without 10)
Pemetrexed [I, B]
Ramucirumab/docetaxel [I, B; MCBS 1]
Nintedanib/docetaxel [ll, B]
Erlotinib [Il, C]




Maintenance non épidermoides

PD-L1 EXPRESSION POSITIVE (250%)"h

Adenocarcinoma,
large cell, NSCLC
NOS

PD-L1 expression
positive (250%)
and EGFR, ALK
negative or
unknown and no
contraindications
to the addition of
pembrolizumab or
atezolizumab?3@

—PS$S 0-2

Squamous cell
carcinoma

hhSee Principles of Molecular and Biomarker Analysis (NSCL-G).

FIRST-LINE THERAPY™™

Pembrolizumab (category 1)
(preferred)

or

(Carboplatin or cisplatin)

+ pemetrexed +
pembrolizumab (category 1)
or

Carboplatin + paclitaxel +
bevacizumab + atezolizumab
(category 1)

Pembrolizumab (category 1)
(preferred)

or

(Carboplatin or cisplatin) +
(paclitaxel or albumin-bound
paclitaxel) + pembrolizumab
(category 1 for carboplatin
combination)

Response
or stable
disease

Continuation maintenance™™

« Pembrolizumab (category 1)bbb

* Pembrolizumab + pemetrexed
(category 1)°°°

* Atezolizumab and/or
bevacizumab (category 1)ddd

or

Close observation

l

Progression

Response
or stable
disease

>

See Systemic Therapy or
-» Subsequent Therapy,®®®
Adenocarcinoma (NSCL-28)

Continuation maintenance™™
. Pembrolizumalﬁ’gb-fﬂ

Close observation

l

Progression

Subsequent Therapy,®®®

See Systemic Therapy or
Squamous Cell Carcinoma (NSCL-29)




NCCN

Maintenance non épidermoides

ADENOCARCINOMA, LARGE CELL, NSCLC NOS
INITIAL SYSTEMIC THERAPY

PD-L1<50 %

PS 0-2 ——

Progression

Tumor Pe 34
PS 0-2 = f‘;‘ystemigcgg___ response
erapy evaluation999
T
Best supportive care Ef :raob?:e :;ges > r::,',f,:,se
rosaelisiean ot e [T e

¢Temel JS, Greer JA, Muzikansky A, et al. Early palliative care for patients with
metastatic non-small cell lung cancer. N Engl J Med 2010;363:733-742.

%The data in the second-line setting suggest that PD-1/PD-L1 inhibitor monotherapy is
less effective, irrespective of PD-L1 expression, in EGFR+/ALK+ NSCLC.

XX|f not previously given.

€CClf pembrolizumab/carboplatin/pemetrexed or pembrolizumab/cisplatin/pemetrexed
given.

SUBSEQUENT THERAPY999

Systemic immune che int
inhibitors (preferred)c-ﬁmg
Nivolumab (category 1)

or pembrolizumab (category 1)ill

or atezolizumab (category 1)
or

Other systemic therapy:**
Docetaxel or pemetrexed or
gemcitabine or
ramucirumab + docetaxel

Best supportive care

— Progressionhhh.kkk

See NCCN Guidelines for Palliative Care

Progression +See Subsequent Therapy, above

(category 1)¢c¢

or

* Pemetrexed
or
Close observation

* Atezolizumab and/or

bevacizumab (category 1)ddd
* Gemcitabine (category 2B)

Continuation maintenance999

« Bevacizumab (category 1)

* Pemetrexed (category 1)

+ Bevacizumab + pemetrexe

* Pembrolizumab + pemetrexed

Progression,
see
Subsequent
Therapy,
above

Switch maintenance999



2€me ligne



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

L2 épidermoides

Si pembrolizumab en 1¢ ligne : chimiothérapie (cf L1)

Seconde ligne h 4 v
PS5 0-2 PS>2

H Hors P52, option pour les >70ans et PS2 - * si immunothérapie non utilisée procedemiment -




GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE

L2 épidermoides

v ) PS 0-1
PS 0-1

Pembrolizumab
01, A; MCBS 5]

Pembrolizumab Atazolizumab 4-6 cycles
High TMB + carhoplatin/ + carboplatin/ Platinum—based ChT:
(= 10 mutations/Mb) paclitaxel or nab-P (4-6 cycles), Cisplatin/gemcitabine [I, A]

carboplatin/nab-P
(4 cycles), followed

followed by
atezolizumab
[, B

Cisplatin/docetaxel I, A]
Cisplatin/paclitaxel [, A]
Cisplatin/vinorelbine [1, A]
Carboplatin/gemeitabine [I, A]
Carboplatin/docetaxel [I, A]
Garboplatin/paclitaxel [I, A]
Carboplatin/vinorelbine [1, A]
Carboplatin/nab-P [I, B]

by pembrolizumab
ﬂ. A]

<70 years and P5 2
or

Selected = 70 years and P5 0-2

|

o
4-6 cycles
Carboplatin-based ChT:
< 70 years and PS 2 [II, A]
> 70 years and PS 0-2 1, A]
Single-agent ChT:
Gemcitabine, vinorelbine or
docetaxel [I, B]

Disease progression Disease progression

Nivolumab [I, A, MCBS 5]
AMezolizumab [1, A; MCBS 5]
Pembrolizumab if PD-L1 > 1% [I, A; MCBS 5]

PS 0-1
Platinum-based GhT

BSC [il, B]

P53 3-4

PS 0-1
 ——

Platinum-based GhT

(see first-line treatment without 10)

Nivolumab [I, A, MCBS 5]
Atezolizumab [I, A; MCBS 5]
Pembrolizumab if PD-L1 > 1% [I, A; MCBS 5]

(see first-line treatment without 10)
Docetaxel 1, B]
Ramucirumab/docetaxel 1, B; MCBS 1]
Erlotinib [Il, C]

Afatinib [, C; MCBS 2]

Docetaxel [I, B]
Ramiucirnmah/daeetaxel Il. R: MCRS 11
Erlotinib [Il, C]

Afatinib I1. C: MCBS 21




L2 épidermoides

SQUAMOUS CELL CARCINOMA
INITIAL SYSTEMIC THERAPY

SUBSEQUENT THERAPY999

Systemic immune checkpoint

inhibitors (preferred)c-tthhh

* Nivolumab (category 1)
or pembrolizumab (category 1)"
or atezolizumab (category 1) —» Progressionhhiil

or

Other systemic therapy:**

* Docetaxel or gemcitabine or

ramucirumab + docetaxel

Progression

Best supportive care

PS 3-4 —> Se¢e NCCN Guidelines for Palliative Care

Tumor
response
evaluation999

Systemic
PS0-2 therapy999




L2 non épidermoides

Si pembrolizumab en 1¢%¢ ligne : chimiothérapie (cf L1)

W

Vérifier que toutesles
altérations moléculaires ont até
recherchées
Discuter une re-biopsie

¢ ¢

=5l immunothérapie n en premiere [Fne - ddekesdnipn




GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE

non épidermoides

\d
Hi XMB
ig .
PS q—1 (= 10 mutations/Mb) Pembrolizumab/
Pembrolizumab pemetrexed and

I, A: MCBS 5]

platinum-based

GhT (4 cycles),
followed by

pembrolizumab/

pemetrexed

Nivolumab/ [1, A; MCBS 4]

ipilimumab
[LAP

Atezolizumab/
pemetrexed and
platinum-based
ChT (4-6 cycles),

followed by
atezolizumab/
pemetrexed [I, B]"

Atezolizumab/
bevacizumab
with carboplatin
and paclitaxel
(4-6 cycles),
followed by
atezolizumab
/bevacizumab
[, AP

4-6 cycles
Platinum-based ChT:
Gisplatin/gemcitabine [l, A]
Cisplatin/docetaxel [I, A]
Cisplatin/paclitaxel [I, A]
Cisplatin/vinorelbine [l, A]
Carboplatin/gemcitabine [I, A]
Carboplatin/docetaxel [I, Al
Garboplatin/paclitaxel [I, A]
Carboplatin/vinorelbine [1, A]
Cisplatin/pemetrexed [ll, A]
Carboplatin/pemetrexed [Il, B]
Carboplatin/nab-P [l, B]
+/- bevacizumab [l, A with carboplatin/
palitaxel, otherwise lll, B]

Partial response or stable disease
v

Maintenance treatment:
Pemetrexed (continuation) [I, A]
Gemcitabine (continuation) [I, B]

Pemetrexed (switch) [1, B]
+/- bevacizumab (if given before)

4-6 cycles
Carboplatin-based ChT:
< 70 years and PS 2 [Il, A]
= 70 years and PS 0-2 I, A]

+

Single-agent ChT:
Gemcitabine, vinorelbine,
docetaxel [I, B]
or pemetrexed [lll, B]

Disease progression

PS 0-1
Platinum-based ChT

(see first-line treatment without 10)

Disease progression
1

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

Pembrolizumab if PD-L1 > 1% [, A; MCBS 5]

Docetaxel [l, B]

Pemetraxed [1. B
Ramucirumab/docetaxel [I, B; MCBS 1]
Nintedanib/docetaxel [lI, B]

ELILLITIR L1, Y] l

PS 3-4
*

BSC




L2 non épidermoides

ADENOCARCINOMA, LARGE CELL, NSCLC NOS
INITIAL SYSTEMIC THERAPY

PS —>
[Sans titre] Progression
PS 3-4 ———
Systemic Tumor
PS 0-2 - —=|response
therapy999 oV aluationgeg
. Response | |4-6 Tumor
Best supportl\fe care or stable cycles [»| response
PS 3-4—»|See NCCN Guidelines disease (total) evaluation999
for Palliative Care

CTemel JS, Greer JA, Muzikansky A, et al. Early palliative care for patients with
metastatic non-small cell lung cancer. N Engl J Med 2010;363:733-742.

tThe data in the second-line setting suggest that PD-1/PD-L1 inhibitor monotherapy is
less effective, irrespective of PD-L1 expression, in EGFR+/ALK+ NSCLC.

XX|f not previously given.

CCLlf pembrolizumab/carboplatin/pemetrexed or pembrolizumab/cisplatin/pemetrexed
given.

SUBSEQUENT THERAPYY99
Systemic immune che int
inhibitors (preferred)“‘!ﬁ!ﬂ?‘?I
Nivolumab (category 1)
or pembrolizumab (category 1)"
or atezolizumab (category 1)

or

Other systemic therapy:**
Docetaxel or pemetrexed or
gemcitabine or

ramucirumab + docetaxel

Best supportive care

—— Progressionhhh:kkk

See NCCN Guidelines for Palliative Care

Progression —+See Subsequent Therapy, above

Continuation maintenance999

* Bevacizumab (category 1)

* Pemetrexed (category 1)
» Bevacizumab + pemetrexed/!
* Pembrolizumab + pemetrexed

Progression,

Response (category 1)°°¢ see
or stable |» | Atezolizumab and/or Subsequent
disease bevacizumab (category 1)ddd Therapy

» Gemcitabine (category 2B) above ’

or

* Pemetrexed
or .
Close observation

Switch maintenance999
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...Et celles qui ne
changeront pas

molécules

Pembrolizumab + carbo-(nab)paclitaxel L1 épi

Pembrolizumab + plat + pem L1 non épi

Atézolizumab + bévacizumab + carbo-paclitaxel L1 non épi

Nivolumab + ipilimumab L1 TMB+

Atézolizumab + carbo-(nab)paclitaxel L1 épi

Atézolizumab + plat-pem L1 non épi

Ramucirumab (+ docétaxel) L2

Nintedanib (+ docetaxel) L2

Afatinib épidermoides L2

AMM+/pas de remboursement

AMM- mais ¢a peut venir...

AMM+/CT-CEPS (comité économique des produits de santé) en attente




conclusions



Une différence mineure, L1 non-épi (PS/PD-L1 ?):

— Traitement de référence : platine-pem-pembro des CT/CEPS
Des différences qui devraient se gommer (PS/PD-L1 ?):
— L1 épi : carbo-paclitaxel-pembro

— L1 non épi : Carbo-paclitaxel-atézolizumab-bévacizumab
Les vraies différences qui disparaitront peut étre a +
long terme :

— L1 TMB+ : nivolumab-ipilimumab

— L1 épidermoides : carbo-(nab)paclitaxel-atézolizumab

— L1 non épi : platine-pemetrexed-atézolizumab

Les vraies différences qui ne disparaitront pas :
— L2 épidermoides : afatinib

— L2 non-épidermoides : ramucirumab-docetaxel

— L2 : Nintedanib-docétaxel
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