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Introduction

Le CPC est cancer agressif, Le temps de doublement est extremement rapide(30 j).

Un pouvoir métastatique tres important, par voie lymphatique et sanguine, 70 % des
cas sont métastatiques au diagnostic initial

Fortement lié au tabagisme, réle important de la prévention primaire

Tres sensible a la chimiothérapie et a la radiothérapie

Risque de rechute importante

Pronostic sombre : survie moyenne de 10 a 12 mois, amélioré par 'immunothérapie.



Années 80: 25% de

Données ameéricaine

'age moyen : 63 ans

Epidémiologie

tous les cancers bronchiques

De nos jours en France : 15%

s SEER: 10%

~ortement lié au tabagisme

Pujol .La Lettre du Cancerologue ® Vol. XXIV - n° 1 - janvier 2015



Anatomopathologie

Présentation: médiastinopulmonaire
* Macroscopie : tumeurs blanchatres, tres friables

*|HC :Microscopie : neuroendocrine et |la prolifération est faite de cellules
de petites tailles.

-TTF1 (90%) chromogranine A +, synaptophysine +, CD56 + (N-CAM),

-Marqueurs NE, Ki67 élevé +++



Diagnostic

Se localise : prés des voies aériennes proximales (centrale, rarement peripheries)
Les symptomes révélateurs: tumeur et son extension loco-regionale

Signes de dissémination métastasiques:

syndrome paranéoplasiques



Diagnostic

La radiographie thoracique :

La TDM thoraco-abdomino-pelvienne : Masse hilaire ou périhilaire
avec ADP mediastinales et collapsus lobaire

La fibroscopie bronchique avec prélevements biopsiques
IRM Cérébrale
Scintigraphie osseuse

La tomographie par émission de positons au 18-FDG couplée a
une tomodensitométrie : si chirurgie



Table 1. Diagnostic and staging work-up of SCLC

History and clinical examination
Medical history (including smoking history and comorbidities)
PSs
FPhysical examination
Assessment of paraneoplastic syndromes (especially when initiating
immunotherapy)
Laboratory analysis
CBC, liver enzymes, sodium, potassium, calcium, glucose, LDH and renal
functions tests should be carried out
Imaging
CT of the thorax and abdomen should be carried out in all patients; an
FDG— PET—CT is optional
In case of asuspicion of bone metastasis and no other metastasis, a bone
scintigraphy should be carried out unless FDG—PET is available
Imaging of the brain (preferably MRI) is mandated in patients with stage
-1l disease
MRI of the brain is recommended for patients with stage |V disease who
are eligible for PCl but who choose not to undergo PCI
Tumour biopsy
A diagnosis of SCLC is preferably assessed based on histological
examination of a biopsy
In case of planned surgery, invasive mediasti nal staging is required
Functional assessment
Pulmonary function testing (FEV1, VC, DLCO) is required for patients with
stage |-l SCLC who are candidates for surgery or RT
V02 max assessment by cycle ergometry should be carried out if surgery
is planned when pulmonary function tests are limited

SCLC ESMO CPG, Ann Oncol 2021



La tumeur est-elle accessible a un traitement locoregional
en particulier apres imagerie thoracique ?

oui <€ I > non

Démarche diagnostique

Existe-t-il une suspicion de meétastase a l'issue de la
seéquence des examens ?

A 4 | \ 4

oui non




Classification

M1la-b Milc
Tout N Tout N

N3

8éme Classification TNM




Traitement



Limited-stage SCLC (i.e. stage |-l SCLC eligible for ireatment of curative intent)
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Chirurgie des stades précoces

!
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e CPC=4%-12% des nodules solitaires réséqués
* Classification pathologique gg médiastinale indispensable
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Yang et al, J Clin Oncol, 2016 Apr 1;34(10):1057-64




Limited-stage SCLC (i.e. stage |-l SCLC eligible for ireatment of curative intent)
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National

comprehensive NCCN Guidelines Version 1.2022 NS I e
NCCN ﬁﬂ?ﬁghx Small Cell Lung Cancer Discussion

PRINCIPLES OF SYSTEMIC THERAPY

PRIMARY OR ADJUVANT THERAPY FOR LIMITED-STAGE SCLC:

Four cycles of systemic therapy are recommended.
Planned cycle length should be every 21-28 days during concurrent RT.
During systemic therapy + RT, cisplatin/etoposide is recommended (category 1).
The use of myeloid growth factors is not recommended during concurrent systemic therapy plus RT (category 1 for not using GM-CSF).!

» Cisplatin Tg mg/n day 1 and etoposide 100 mg/n? days 1, 2, 3
+ Cisplatin 60 mg/m? day 1 and etoposide 120 mg/n? days 1, 2, 3*

Other Recommended Regimens _
+ Cisplatin 25 mg/me days 1, 2, 3 and etoposide 100 mg/me days 1, 213?

+ Carboplatin AUC 5-6 day 1 and etoposide 100 mg/m? days 1, 2, 3*




RCC

* Chimioradiothérapie concomitante siPSOet 1

* Dose recommandée 45 Gy en B.I.D en 30 fractions

Méta-analyse : RCC dans 30 jours
apres début de la CT

e Commencer le plus tot possible

100 Early RT, “similar”’ compliant trials
®-®® | ate RT, “similar”’ compliant trials
100+ — Once-daily B ® Early RT, “different’” compliant trials
-—- Twice-daily PRPPS T ” . .
> 80 Late RT, "different” compliant trials
80+
Convert trial: 2 < 60
45 Gy en 30 bi = 60+ g Absolute benefice
. 2 © At 3 years At 5 years
z
fraction /J 1.5 E % +5.7% +77%
Gy vs. 66 Gyin E 40+ S 40 T
& v
33 une
fraction/J 20- 20
TTt-e
HR 1-18 (95% (1 0-95-1-45); p-0-14 ——aa
0 I I I I T I | - 38':%-’ 2¢20/ .
Number at risk 0 12 24 36 48 60 1z 84 0 ¢ ‘ ; ‘ ‘ “LLR ‘ ‘
(number censored) 0 1 2 3 4 5 6 >7
Once-daily 270 202 (%) 134 (6) 88 (23) 46(53) 1(75) 7(88) 3(01) ] ] . -
Twice-daily 273 224(3) 151(4)  92(31)  54(60) 25(85)  6(104)  2(107) Time from randomisation (Months)

1.Faivre Finn et al, Lancet Oncol2017, 18(8):1116-1125 2.De Ruysscheret al, Ann Oncol2016



Maintenance par immunothérapie apres RCC?

Cisplatine 60-80 mg/m2 J1

etoposide 100-120 mg/m2J 1, 2 et 3, oo HR (95%CI]-
BE. 8% 1.06 [3.81 - 1.846)
Cycle 3 semaines, 4 cycles - p=083

Carboplatine plus etoposide si Cl cisplatine

§ &0- sigs | Nivo+IPI
E 40,7+ Observation
Stimuli trial: P i
Nivolumab +Ipilimumab pdt 1 an vs placebo o i
Pas de bénéfice SSP ni SG - ﬂ ' »
i 1 n '. ’ ! :H"'-"l ) ! ’ "

Peters et al ESMO 2020



Limited-stage SCLC (i.e. stage |-l SCLC eligible for treatment of curative intent)
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SCLC ESMO CPG, Ann Oncol 2021
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Radiothérapie cérébrale prophylactique

1.0+
* |Indiquée au stade Ill CPC, aprés réponse CRT o
* Chez des patients PS of 0-1. 0.7
™ 0.6
* 3ans: 33.3% vs 58.6% mets cérebrale S o0s
. . @ 0.4-
 Recommandé IPC : 25 Gy/10 fractions 0.3-
0.2 PCI
0.1
Mo PCI
0.0 T T T | I I | |
0 1 2 3 4 5 6 7 8
° Méta_ana|vse IPC Vs pas de |IPC Years since Randomization
MNo. AT RISk
MNo PCI 481 224 103 61 44 34 23 18 15
PCI 526 276 139 101 66 52 40 29 17

Auperinet al, N Engl) Med 1999, 341(7):476:84



Traitement des stades IV

Extensive-stage SCLC (i.e. siage IV or stage lll SCLC not eligible for treatment of eurative intent)

!

Il Il !

T S T 7 "' S )
PSS 01 PSS 01 PS =2 PS =2
Mo contraindication for 10 In case of contraindications for [0 due to SCLC due to comorbidities
"y L -

!

Carboplatin—etoposide—
atezolizumab (4 cycles) and
maimtenance atezolizumab
[I. A; MCBS 3

Platimnum—etoposide—
durvalumab (4 cycles) and
maintenance durvalumab

[I, A; MCBS 32

! !

Carboplatin—etoposide
4-6 cycles [I, A"
Carboplatin—oral topotecan

Carboplatin—etoposide 4-6
cycles [I, A]°

Carboplatin—gemcitabine
[, GJ 4-6 cycles [Il, C]

Cisplatin—irinotecan [Il, C)

Besponse PS5 0-2 Response PS 0-2

Consolidation thoracic

RT is an option [II, C]

!

. T u
Age <75 years

!

PCI [1l, B] or MRI surveillance

[il, BJ*




e Carboplatine VS Cisplatine en 1ére lignhe CPC

0S (probability)

PFS (probability)

A
1.0 Ptz  Ewentz  Median D3 a5%Cl Sex Trestment: sex interaction &= .42
\.\ {maonths) Males (n = S1E} I—“—l
%,  ——— Cisplatin 328 203 0Ed 27210 107 Females (n = 147} - .
0.8 b Carboplatin 335 206 041 27510 107 Stage Treatment: stage imteraction F=_17
\ Limited (n= 2101 - |
1 Extensive (m = 453)
0.6 + ' PS T Trestment: PS interaction P = .96
0. “".L. 2.3 im = 187}
' Table 3. Toxicity
0.2 :
Pf'ﬂ:'ﬁ':lﬁ Any Grade Severe Toxicity {grade = 3)
[
- N Tu:u:-:i-::itj,r Cisplatin Carboplatin Exact Pt for _ Cisplatin Carboplatin Exact Pt for .
] ] 1 Toxicity Information (%) (%) OR 95% CI P*  Homogeneity (%) (%] CR 95% ClI F*  Homogeneity
Leucopenia 655 74 77 122 081 to188 357 = 001 34 a4 086 067t01.37 863 = 001
MNeutropenia 453 86 a0 163 081 t0292 77 397 64 73 1.74 1070283 02 949
1.0 Anarmia 512 84 Bg 172 099t0303 049 046 16 25 172 11210288 011 = 001
"'-.I Flatelats 512 39 ra 236 ZE3It0634 < .001 = .00 14 42 378 28610719 < 001 <= .00
ogd % Mausagfvomiting 655 72 63 066 04710093 013 012 B 3 043 01 t1.11 066 .9ag
3 Stomatitis 655 25 21 078 0B2t1.17 239 10E5 1 <1 024 0. t0332 320 949
0.6 : Diarrhaa 453 19 22 123 07610200 415 989 2 2 089 D1B8tob40 999 949
\ Constipation 239 ag &1 168 09210273 091 9489 3 b 161 03bt0748 749 949
0.4 \ Meurotoxicity 416 19 7 029 014t0058 < 001 243 1 <1 035 0. t727 56O .9ag
Ranal toxicity 415 25 10 034 019t00.61 < .001 787 156 b 028 001 to3d 78 351 540
0.2 W;ﬂf 655 — — — — — 18 1 0E0 018ix3 18 769 M
—_— . o Overall '—‘—|
o M A o 2 dlﬂ 25 0.5 1.0 1.5 2.0 25 30

Time (months)

Rossi et al, Journal of Clinical Oncology30, no.14 (May 10, 2012) 1692-1698

Hazard Ratio
Fawvors carboplatin

Fawvors cisplatim

Fig 3. Forest plot of (A) overall survival and (B) progression-free survival by
patients’ subgroups. PE, performance status.



CPC Etendu CT ancienne

100
100 Median

A Events/n (95% Cl) 90

\ —— CDDP/CPT-11  288/324 9.9 (9.2to 11.1) 80
o 80 CDDP/VP16 285/327 9.1(841t09.9) @ — P=0.002
= \ 28 704
C_:E 2 8 60 -
= 997 35
7 2 8 501 Irinotecan
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= >® 30
S 20- : O~ .

k\_ Etoposide " »
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I 1 I I |
0 1 I 1 1 1 1 I I 1 1
0 12 24 36 48 60
) . 0 6 12 18 24 30 36 42 48 54 60
Time Since Enrollment (months)
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Lara et al. Noda et al

1. Lara et al Journal of Clinical Oncology27, no. 15 (May 20, 2009) 2530-2535. 2. Noda et all, N Engl J Med 2002; 346:85-9



IMpower 133

Drvarall 5 wrvival (%)
=

Immunothérapie en 1ére ligne

Atezolizumab L = _
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1.Horn et al, N Engl J Med 2018; 379:2220-2229; 2.Paz-Ares et al, The Lancet 2019; 394(10212);
4 Leal et al, Journal of Clinical Oncology 38, no. 15_suppl (May 20, 2020) 9000-9000;

6.Besse et al, Annals of Oncology (2020) 31 (suppl_4);
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0S:108vs. 9.7
HR 0.80; p=0.0164*

REACTION | Penrbrculizumab

05:12.3vs.10.4
HR0.73; p=0.097*

3.Rudin et al, Journal of ClinicalOncology 38, no. 21 (July 20, 2020) 2369-2379.
5.Paz-Ares et al, Journal of Clinical Oncology 38, no. 15_suppl (May 20, 2020) 9002-9002;



Biomarqueur de réponse a 'lmmunothérapie

PD-L1 Expressian = 1%

0 e
a4 ] in=dg
= U - s Median OS (months]
E io R CO Mo Tl | e Wh a
= T P — Atezolizumab Placeba OS HR
S @ P noe Subgroup + CPET + CPIET (95% C)
= 50 |
&
— o Male (n - 261} 12.2 109 | ® 0.83({0.62 to 1.70)
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A& |
o < B5 years (n =217) 12.1 115 ! A 0.94 {0.68 to 1.28)
- > 65 years (n - 186) 14.4 9.6 >~ D59 (0.42 to 0.82)
T 2345 6TESNMENUEETESINIIMNENTIEINN R |
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PD-L1 Expression < 1% _ '
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F e EENCE | 19w iR | EQmAi BTME = 10 {n=212] 14.9 1.2 I—’:— 0.73 {0.53 10 1.00)
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Liu, S et al, Journal of Clinical Oncology39, no.6 (February 20, 2021) 619-630



CASPIAN vs IMpower 133

CASPIAN IMpower 133
Durvalumab+EP Atezolizumab +EC EC + placebo
(n=268) (n=201) (n=202)

oS.m
HR=0.73 HR=0.76

0OS at 12m,%

PFS, m 51 54 52 4.3
HR=0.78 HR=0.77

ORR, % 67.9 576 60.2 64 4

DOR, m 5.1 5.1 4.2 39

G 3/4 AEs 61.5 624 672 638

irAE 19.6 26 399 245

Biomarker PDL1 PDL1 FDL1, bTMB available

Poststudy Tx 42 44 50 o7



Radiothérapie des stades étendus

Radiothérapie thoracique RT Encéphalique prophylactique
1-0 - —— Thoracic radiotherapy group
- Controlgrow 1[:-[)-—-1—1-_;,_ — Prophylactic cranial irradiation
g 904 L;:.L — Observation
-8 ) % HR 1-27 (5% C1 0-96-1-68);
80- ! log-rank p=0-094
£ 064 = 704 L"\
E 0-4-] é: 20 {l[m“
\\
o; 304
0-2 20- L‘-H_\H .
109 _\H_\—‘!I-‘-‘:‘_:I_._‘_I_l_.‘_.‘_h—v*
Oo 6 12 18 24 30 0T {% T IS L R R :ﬁ_| ]
Number at risk Time (months) Number at risk v 3 g 12 15 18 1M 4 27 30 33 36 3/ 42 45 4
Thoracic radiotherapy 247 147 67 26 14 7 (censored)
Commlg:gﬂg 248 160 61 17 c . Prophylacticcranial 113 103 87 69 54 38 28 2 16 12 B 5 5 4 3 3 2
Ohservation 111 107 90 76 68 49 38 20 20 156 12 11 & & & 3 2
. o ) — . .
SG1an :33% (RT) vs. 28%, p=0.066 PCI (20 Gy/5 fractions and 25 Gy/10 fractions)
. o o - . ,
SG 2 ans : 13% (RT) vs. 3%, p=0.004 patient <75 ans, PS of 0-2, réponse CT

Pas de données sur RT aprés CT+ Immunothérapie

Slotman et al, The Lancet 2015,385(9962) Takahashi et al, The Lancet Oncol 2017, 18(5):663-671



Mational | PR ; NCCN Guidelines Index
comprehensive NCCN Guidelines Version 1.2022 ~ble of Conferts

NCCN ﬁgpjg:w Small Cell Lung Cancer Discussion

PRIMARY THERAPY FOR EXTENSIVE-STAGE SCLC:
Four cycles of therapy are recommended, but some patients may receive up to 6 cycles based on response and tolerability after 4 cycles.

Preferred Regimens
= Carboplatin AUC 5 day 1 and etoposide 100 mg'm? days 1, 2, 3 and atemlizug@h 1,200 mg day 1 every 21 days x 4 cycles followed by

maintenance atezolizumab 1,200 mg day 1, every 21 days (category 1 for all)
« Carboplatin AUC 5 day 1 and etoposide 100 mg/m?® da 152, J and atezolizumab 1,200 mg day 1 every 21 days X 4 cycles followed by
5

maintenance atezolizumab 1,680 mg day 1, every 28 day
= Carboplatin AUC 56 day 1 and etoposide 80—100 mg/m? days 1, 2, 3 and dbjgmlumﬂh 1.500 mg day 1 every 21 days x 4 cycles followed by

maintenance durvalumab 1,500 mg day 1 every 28 days (category 1 for all)™
= Cisplatin 7580 mg/m?* day 1 and etoposide 80100 mg/m* days 1, 2, 3 ancllhdg.lwalumah 1,500 mg day 1 every 21 days x 4 cycles followed by

maintenance durvalumab 1,500 mg day 1 every 28 days (category 1 for all

Dither Becommended Regimens
= Carboplatin AUC 56 day 1 and etoposide 100 mg/m?® days 1. ?}37

+ Cisplatin 75 mg/m? da‘;rarand etoposide 100 mg/m?® days 1, 2,
= Cisplatin 80 mg/m? day 1 and etoposide 80 mg/m® days 1, 2, 3
= Cisplatin 25 mg/m? days 1, 2, 3 and etoposide 100 mg/m? days 1, 2, 310

Useful In Certain Circumstances

« Carboplatin AUC 5 day 1 and irinotecan 50 mg/m? days 1, 8, 1511 Subsequent Systemic Therapy (SCL-E 2 of 5
= Cisplatin 60 mg/m? day 1 and irinotecan 60 mg/m? days 1, 8, 1512 Eﬁmgﬁmmgm_iﬁ_[;_f Jof 5
« Cisplatin 30 mg/m? days 1, & and irinotecan 65 mg/m? days 1, 813 References (SCLE 4 of 5
A Cisplatin confraindicated or not tolerated.
B Contraindications for treatment with PD-1/PD-L1 inhibitors may include active or previously documented autcimmune disease and/or concurrent use of
immunosuppressive agents.
Hote: all recommendations are category 24 unless otherwles indicated.
Clinkeal Traks: NCCH bellevas that the best managemant of any patlent with cancer k= In a clinlcal frial. Participaticn In elinkeal trials |5 sapsclally ancouraged. SCL.E
10F5

Swrsan 1Y ORNHET 1 €T el Corrpin e feiiew Caieed Pabyede® (MOCME] Al Aot resafesd. MR Culdebrms® el the Bustslon iap nol be fesdstocsd |H oy B2 siDuul B e b s wriad paimsbsn of HOCR



Recurrent SCLC (i.e. second-line therapy and beyond)

v

Platinum-resistant relapse

(<3 months TFI)

!

g v h N
Refractory and/or PS >2 PS 0-2

o d
BSC [, C]
Lurbinectedin

[lll, C: MCBS 1]

Oral or i.v. topotecan [I, A]

Cyclofosfamide—
doxorubicin—vincristine [ll, B]
Lurbinectedin [IlI, C; MCBS 1]=

N
Platinum-sensitive relapse
(=3 months TFI)

Rechallenge with platinum—
etoposide [ll, B]
Oral or i.v. topotecan [l, A]
Cyclofosfamide—doxorubicin—
vincristine [Il, B]

e

Figure 3. Treatment algorithm for SCLC in patients with recurrent SCLC (i.e. second-line therapy and beyond).
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2019 World Conference on Lung Cancer
September 7-10, 2019 | Barcelona, Spain

GFPC 13-01 : Study Design

Sensitive relapsed SCLC
(> 90 days from D1 of the
last cycle of chemotherapy)

Primary endpoint: PFS
Secondary endpoints: OS, ORR (RECIST v1.1, central review), Safety, Quality of Life

Monnet. |, et al, IASLC 2019

Monnet |, Creteil, France



[ASLC | #i | 2019 World Conference on Lung Cancer | | wclc2019.jaslc.com | #WCLCIS
“‘*ﬁ— ‘ g‘ '“‘é’;;! 1 September 7-10, 2019 | Barcelona, Spain D Conquering Thoracic Cancers Worldwide

Secondary Endpoint :Tumor Responsé

P Carboplatin
Tumor assessment (?1—8 1 Etoposide
=) (n=81)
Complete Response 1,2% 14%
Partial Response 24% 35,5%
25% 49%
RR p=0,002
Stable Disease 37,4% 37,4%
Disease Progression 37,4% 21,5%

Monnet |, Creteil, France
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Conquering Thoracic Cancers

Primary Endpoint : Progression-Free Sur\;ival
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Worldwide

MTopotecan Carboplatine
Carboplatine stoposioe Topotecan Etopgside
Events 81 81
(95%Cl1) (2.3-3.2) (3.9-5.5)
One sided p< 0.001

By stratified log-rank test

Hazard ratio, 0.6; 95% C1 0.4-0.8

Median follow-up: 16 months

Monnet |, Creteil, France



2019 World Conference on Lung Cancer “NGEEEERERERSIIRESES

September 7-10, 2019 | Barcelona, Spain B Conquering Thoracic Cancers Worldwide

Secondary Endpoint : Overall Survival

107 L‘., 1 Topetecan . Carboplatine
l.& Catbepliting leposide Topotecan Etoposide
1
- Events 81 81
|
! |
A moS
0.6+ I
E “.‘ Topotecan (95%Cl) (6.0-8.7) (5.4-9.5)
5 %
0.4 : One sided p< 0.936
' Farboplatin Etoposide P
‘ By stratified log-rank test

*.
0,2 1

"3{_, Hazard ratio, 0.987; 95% C10.7-1.3
-, o=
0.0
I I L] ' 1 1
00 10,00 20,00 30,00 40,00 50,00
Months after randomization

Monnet |, Creteil, France



Chimiothérapie de 2éme ligne

Lurinectidine : Analogue trabectidine

Lurbinectedin | Von Pawel VYon Pawel
2014: 2014:
Topotecan Amrubicin
(n=213)! | (n=424)"
ORR (%) 35.2 16.9 31.1
ORR sens (%) 45.0 23.1 40.9
ORR res (¥) 22.2 9.4 20.1
mPFS 3.9m 3.5m 4.1m
mPFS sens 4.6m 43 m 55m
mPFS res 2.6m 2.6m 2.8m
mOS 9.3 M sswceaire | 7.8 M esscssas 7.5 M oswassss
mOS sens 11.9m 9.9m 9.2m
maOS res 5.0m 6.2 m 5.7m

Lurbinectidine: a une efficacité comparable aux autres molécules.

1.Von Pawel et al, JCO 2014
Paz Ares L et al, ASCO 2019



LURBINECTEDIN

Sensitive or refractory relapse SCLC

(> 30 days from D1 of the last cycle of chemotherapy)

1.0;
OS 0.9:
0.8
0.7,
0.6
0.5
0.4
0.3
0.2:
0.1:
0.0-

Primary
endpoint

Cumulative probability

Events, n (%)
Censored, n (%)

Median O (95% CI), months
HR : 0.967 (0.815, 1.148) 0.7032

Lurbl nectedin+DOX

(N=307)
268 (87.3)
39 (12.7)
8.6(7.1,9.4)

Control
(N=306)
254 (83.0)
52 (17.0)
7.6 (6.6, 8.2)

- -

“hamber o patierts At risk

1 Luriiractadrdos 00 247 10 1B
2.5 36 244 165 m

Pas-Arez et al, ESMO 2021

12 15

21 24 27 30

Time (months)

25 14 10 a
24 15 & |5

33 36

{pvalle=0 T2

Doxorubicine 40 mg/m?
Lurbinectedin 2 mg/m?

Topotecan LV.
Or CAV

Ohverall

CTFI Atter First-hne Treatment >=180 davs
CTFT After First=line Treatment = 90179 days
CTFI After First-line Treatment <90 days
ECOGPE=1

ECOGPS =1

Basclme CHNE Involvcment = Yes

Baseline CNE Involvement = Mo

Priot Imimumno, against PO-1 or PO-LL = Tes

Prior [vmona, against PO-1 or PO-L1 = No

[
Favours Control
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Consider dose reduction or growth factor support for patients with PS 2.
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Preferred Regimens Preferred Regimens
- Topotecan PO or IW14-16 - Original regimen®2837

« Lurbinectedin®”

= Clinical trial Cher EEQE[“]]E[“]E‘IF ﬁﬁ?imﬂuﬁ
) = Topotecan PO or | -
= Paclitaxel LRE = Paclitaxel18.13

- 20
- Docetaxe|2? Docetaxel

« Iri 21 = Irinotecan??

. I{érrw::ig?gmmeﬂﬂ - Temozolomide?23

- Cyclophosphamide/doxorubicin/vincristine (CAV)'4 = CA -

- Oral etoposide??-23 = Oral etoposide<®

- Vinorelbine2&-27 = Vinorelbine2&-27

- Gemcitabine28.29 = Gemcitabine?3-22

- Nivolumakhb-d.30.31 « Nivolumaht-d.30.31

» Pembrolizumabb.d.32-34 = Pembrolizumal®b.d.32-34

+ Lurbinectedin®2

. : a5
Bendamustine (category 2B) « Bendamustine (category 2B)3

Response Assessiment (SCL-E 3 of 5)
Eeferences (SCL-E 4 of 5)

P Contraindications for treatment with PD-1/PD-L1 inhibitors may include active or previoushy documented autcimmumne disease andfor concurrent use of
IMmMmunNosUppressive agents.

% Subseguent systemic therapy refers to second-line and beyond therapy.

4 The use of immune checkpoint inhibitors is discouraged if there is progression on maintenance atezolizumab or durvalumab at time of relapse.

Hote: All recommendations are category 24 unlass otherwiss Indicated.
Clinkcal Trialks: NCCHN belleves that the best management of any patlent with cancer ks In a clinlcal frial. Particlipation in elinkcal trials | sepaclally sncouraged.

erman 1. 8500 GREODT 1 & ER kel Corrprs b reivw Ca e Pl Pyeen® (S ORT], Al rights resafeesd POCR Cundebrey® ard s Busite st n iy not e reeesstosoed i ey om s Dol T o ooms S it peairress ben of MOk



Cancer bronchique
petites cellules

a

4

Stades | a lll

Option : carboplatine en
cas de contre-indication
cisplatine

Evaluation de la réponse

Réponse compléte

—

g

Option :
Chirurgie des
stades localisés
sans extension
médiastinale

Réponse partielle

\ 4

Option :

Irradiation cérébrale
prophylactique

h 4

Stade IV

Option : Irradiation
thoracique complémentaire
PS 0-1, en réponse significative
et avec une masse tumorale
extra-thoracique limitée

Su

v

rveillance

\ Z

Rechute > 3 mois

-carbop

Options :

latine +

paclitaxel
-lurbinectedine (ATU)

¥

Progression ou
Rechute < 3 mois



Cas clinique



Monsieur SA agé de 57 ans originaire et demeurant a Hadjout, plombier de profession,
tabagique chronique a raison de 120 P/A sevré depuis 1 mois, consulte pour des douleurs
articulaires associées a changement de la texture des mains.

LU'examen clinique :

OMS |, poids 61 Kg, T: 1.67 m TA 14/7

Perte pondérale de 3 kg en 3 mois

'examen clinique:

Kératodermie jaunatre avec accentuation des dermatoglyphes palmaires
L'examen ostéoarticulaire négatif sauf des ongles bombés.












* Devant ce tableau clinique quels diagnostics évoquez vous ?



* 'examen clinique de Mr SA retrouve une gynécomastie
bilatérale associée avec pachydermatoglyphie

. ) SYNDROME PARANEOPLASIQUE



Radiographie thoracique

. Echographie abdominopelvienne : RAS
]

- = y
b 142 X
& LB -
B ..

THORAX DEBOUT DE FACE



1¢" TDM thoracique 12/08/2020

VU812 12:53.04 63

120001 31l ) o0 S’ 7 T 14371 9 10444 120K Tt
0.765/5 Sreenfll . 5 7.3 172 5mm e 1 75515 G

HP23

HPZ30

Masse tissulaire para hilaire du LID mesurant 66 X 68 mm engainant la branche artérielle LID +
multiples ADP médiastino-hilaires homolatérales, la plus volumineuse = 23,5mm % 17,5 mm



* Fibroscopie bronchique: inflammation de |'arbre bronchique
droit avec compression extrinseque de LID, biopsie +++

* Résultat anapath: biopsie négative, cytologie du liquide
d’aspiration positive.



BIOPSIE SCANNO-GUIDEE faite le 25/08/2020

OV 23 Bem
DfSS10

JA,98.';/HE+ 1€ 2mmirot
im1.675.1/1.255p

it 0 98s/HE+ 1€ 2mm/rot
2mm 1.675:1/1.255p
00




* Résultats de la biopsie :
Carcinome bronchique a petite cellule( CPC)

* Immunohistochimie :

-CD 56: expression membranaire intense et diffuse

-Anti chromogranine : expression focale, Synaptophysine +
-TTF1: expression nucléaire des cellules néoplasiques

-P40 : négatif

-Ki 67 : 95 %



La tumeur est-elle accessible a un traitement locoregional
en particulier apres imagerie thoracique ?

oui <€ I > non

Existe-t-il une suspicion de meétastase a l'issue de la
seéquence des examens ?

A 4 | \ 4

oui non




Examens indispensables pour traiter notre patient ?

Scintigraphie osseuse
IRM Cérébrale

PET Scanner

FNS

BR

BH

LDH

EFR



Examens indispensables pour traiter notre patient ?

Scintigraphie osseuse :RAS

IRM Cérébrale : RAS

PET Scanner Non fait

FNS: GR: 4.5 M, GB: 15000, plaquettes: 500 milles
BR: urée sg : 8, créatinine sg: 0.6

BH: Nx

LDH: 500 Ul/ml

EFR: syndrome restrictif VEMS 70%
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Network
STAGE ADDITIONAL WORKUP
* If pleural effusion is present, . . L .
Clinical stage Pathologic mediastinal » See Primary

thoracentesis is
recommended; if
thoracentesis inconclusive,
consider thoracoscopy?
* Pulmonary function tests
. PFTs) during evaluation -
Limited stage { .. Limited stage
(So0 ST for T {———| forsurgenyordefnive i 73 o o
Classification) Bone imaa: Py \ T1-4,N1-3,M0)
* Bone imaging (radiographs
or MRI) as appropriate if
PET/CT equivocal (consider
biopsy if bone imaging is
equivocal)
* Unilateral marrow
aspiration/biopsy in select
patients

I—IIA{T1—2,H[I,M{]}_-' staging™¥ Treatment (SCL-3)

- See Primary
Treatment (SCL-4)

See
» |Extensive-Stage
Disease (SCL-5)

Bone marrow biopsy,
thoracentesis, or bone studies
consistent with malignancy




Mr SA présente un carcinome a petites cellules.

e Comment classez vous la maladie ?

* T3N2MO stac
* TAN1MO stac
* T3N1MO stac
* T3N2MO stac
* T3N3MO stac
e T2N2MO stac

P A>X>>>w

™ ® d Md @Md @
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Discussion

PRIMARY TREATMENT

Systemic therapy™ +

Good PS (0-2)— .oncurrent RT (category 1)

:illi?lﬁrgﬁffnu Mn-l » POOrPS(3-4)___ _ Systemic therapy™ x RT"
T1—4,N1—3,M6] ’ ’l due to SCLC (concurrent or sequential)

Individualized treatment
Poor PS (3—-4) __ lincluding supportive care
not due to SCLC See NCCN Guidelines for

Palliative Care

See Response

Assessment

+ Subsequent

Treatment (SCL-6)P




Limited-stage SCLC (i.e. stage |-l SCLC eligible for ireatment of curative intent)

S
{ Stage I-11 Stage 1-111

(cT1-2NO)® (cT1-4ND-3M0)

¥

Surgical resection

[Ill, B]

l l e L A LN ¢ A
N s o e S & fa S, =
[ pT1-2N0-1, RO } N2 andfor R1-2 } Concurrent CRT [1, A] Sequential GRT [V, B]
i k 1 N R

Adjuvant cisplatin—
T ey Concurrent GRT [IV, A]
e

[IV, A]

SCLC ESMO CPG, Ann Oncol 2021



* Une chimiothérapie néo-adjuvante protocole CDDP Etoposide a
été indiquée, I'évaluation apres 3 cures de chimiothérapie on
note une réponse partielle.



Apres 03 autres cures
TDM thoracique 10/01/2021

£

Masse tumorale mesurant 28*40mm réponse partielle
ADP médiastino-hilaires la plus vol = 10mm



Nombre de cures de chimiothérapie?

3 cures
4 cures
5 cures
6 cures



Apres fin de chimioradiothérapie médiastinopulmonaire, quelle
suite de traitement préconisez vous?

Durvalumab en maintenance pendant 1 an
Durvalumab en maintenance pendant 1 an si PDL1+

Radiothérapie encéphalique prophylactique
2 autres cures de chimiothérapie CDDP Etoposide
Suivi régulier sans TRT



National

comprehensive NCCN Guidelines Version 1.2022 NECNTEEE?:!P{?E nl?ednii
s Crcer - Small Cell Lung Cancer e

PRINCIPLES OF SYSTEMIC THERAPY

; PRIMARY OR ADJUVANT THERAPY FOR LIMITED-STAGE SCI C .
| Four cycles of systemic therapy are recommended. |

During systemic therapy + RT, cisplatin/etoposide is recommended (category 1).
The use of myeloid growth factors is not recommended during concurrent systemic therapy plus RT {category 1 for not using GM-CSF).!

* Cisplatin Tg mg/m? day 1 and etoposide 100 mg/m? days 1, 2, 3
« Cisplatin 60 mg/m? day 1 and etoposide 120 mg/m? days 1, 2, 3*
Other Recommended Regimens

» Cisplatin 25 mg/me days 1, 2, 3 and etoposide 100 mg/m? days 1, Eiﬁi
« Carboplatin AUC 5-6 day 1 and etoposide 100 mg/m? days 1, 2, 3@




RCC

* Chimioradiothérapie concomitante siPSOet 1
* Dose recommandée 45 Gy en B.I.D en 30 fractions

e Commencer le plus tot possible Me?a'zrfab'vfzz IRCCCTda”S 30 jours
apres depu ela

100 Early RT, “similar”’ compliant trials
®-®® | ate RT, “similar”’ compliant trials
100 — ?”FE' dd“'!? B % ® Early RT, “different” compliant trials
x wice- daily 80 ®-®-® | ate RT, “different” compliant trials
80
Convert trial: - 2 60
45 Gy en 30 bi = 60 ~ Absolute benefice
. 2 © At 3 years At 5 years
z
fraction /) 1.5 3 % +57% +77%
Gy vs. 66 Gyin E 40+ S 40 T
o] (7))
33 une
fraction/) 20 20
“---e
HR 118 (95% C1 0-95-1.45); p-0-14 Sy
0 l . . . . l . -3.8% R .
Number at risk 0 12 M 36 48 60 1z 84 0 & ; ; ‘ ‘ “LLR ‘ ‘
(number censored) 0 1 2 3 4 5 6 >7
Once-daily 270 202(5)  134(6) BE(23)  46(53)  21(75) 7(88) 3(01) . ] ] =
Twice-daily 273 224(3) 151(4)  92(31)  54(60) 25(85)  6(104)  2(107) Time from randomisation (Months)

1.Faivre Finn et al, Lancet Oncol2017, 18(8):1116-1125 2.De Ruysscheret al, Ann Oncol2016



Maintenance par immunothérapie apres RCC

Cisplatine 60-80 mg/m2 J1

etoposide 100-120 mg/m2J 1, 2 et 3, oo HR (95%CI]-
BE. &% 1.06 [3.81 - 1.846)
Cycle 3 semaines, 4 cycles - n=0ss
ro 2tk E9.8%
Carboplatine plus etoposide si Cl cisplatine . LJT :
5 &0- '62.9° S50 Nivo+ IPI
i% i 40,7+ Observation
P :
Stimuli trial: " :
Nivolumab +Ipilimumab pdt 1 an vs placebo By ;
Pas de bénéfice SSP ni SG maean 8 i -

Peters et al ESMO 2020



Limited-stage SCLC (i.e. stage |-l SCLC eligible for treatment of curative intent)

Stage 1111
(cT1-4N0-3M0)

l

)

i v
PS =2

-

-

__
N

l

R

Age =70
or frail

o
A, A

| PCI I, A] |

SCLC ESMO CPG, Ann Oncol 2021

PCI [IIl, B]

Il

Shared decision making
for PGI [V, C]




Radiothérapie cérébrale prophylactique

1.0+
* |Indiquée au stade Ill CPC, aprés réponse CRT o
* Chez des patients PS of 0-1. 0.7
™ 0.6
* 3ans: 33.3% vs 58.6% mets cérebrale S o0s
. . @ 0.4-
 Recommandé IPC : 25 Gy/10 fractions 0.3-
0.2 PCI
0.1
Mo PCI
0.0 T T T | I I | |
0 1 2 3 4 5 6 7 8
° Méta_ana|vse IPC Vs pas de |IPC Years since Randomization
MNo. AT RISk
MNo PCI 481 224 103 61 44 34 23 18 15
PCI 526 276 139 101 66 52 40 29 17

Auperinet al, N Engl) Med 1999, 341(7):476:84



* Notre patient a recu une radiothérapie séquentielle du
14/02/2021 au 02/03/2021 dose 54 Gy au niveau masse
tumorale + aires gg sur 27 séances

* Radiothérapie encéphalique prophylactique a la dose de 25
Gy en 10 séances.

 Derniere cure de CT Décembre 2020.






Avant TRT Apres TRT









TDM Thoracique 2 mois aprés RT 20/05/2021

&1, LDOCIaur MOWARA - dv_."; » . v
SOMATOM Perspetive , LA 0 - esoMOy et

CT VG0 - easylQ version

Masse tumorale : 19*26mm et disparition des ADPs médiastino-hilaires



Quel est le rythme de surveillance ?

TDM TAP +/- TDM ou IRM cérébrale, tous les 3 a 4 pendant 3 ans.
Examen clinique mensuelle, TDM TAP/ 6 mois et sevrage tabagique

Examen clinique/3 Mois et TDM TAP +/- TDM ou IRM cérébrale/6 Mois

Examen cliniqgue TDM TAP +/- TDM ou IRM cérébrale et sevrage tabagique, 3 a
4 mois pdt 3 ans.




Le patient a été suivit régulierement en consultation, en juillet 2021, il
consulte dans le cadre de I'urgence pour une dyspnée d’apparition
progressive (qlg jours) toux seche avec douleur pariétale.

L'examen clinique:

L'inspection : une tachypnée superficielle sans tirage intercostal
Palpation reproduit et majore les douleurs thoraciques pariétales diffuses
Percussion est normale

L'auscultation: retrouve des fins crépitants de siege basal postérieur.

TA: 140/70, T° 37°8, la saturation en oxygene Sa02: 85%



Devant ce tableau clinigue quels sont les diagnhostics a
évoquer?

Reprise évolutive
Embolie pulmonaire
Infection bronchique



De quels examens avez-vous besoin pour étayer le diagnostic?

FNS, VS, CRP, D-dimeres, scanner thoracique
FNS, VS, CRP, PCR, D-dimeres, scanner thoracique
FNS, VS, CRP, urée sg, créatinine Sg, scanner thoracique.

FNS, VS, CRP, PCR, D-dimeres, urée sg, créatinine Sg, scanner
thoracique.



TDM thoracique: 18/07/2021

15806 11 10

15806 11 17 202107 18 09 5 400?f
181 5138mm V-

212 059%mm
+0 0D

Aspect d’'une atteinte COVID dans sa forme sévere
PCR —, D-diméres: 4556, CRP: 157, FNS: hyperleucocytose a polynucléaire.
VS1:70 VS2:125 Uréesg:0.45g/l, Créatinine sg: 8 mg/I



Le patient a été hospitalisé et traité pour une infection covid pendant 14 jours

lors d’une consultation de contrble et apres un intervalle libre de 10 mois, il se
présente avec une TDM.

TDM Octobre 2021: Asymétrie du volume des poumons avec atrophie globale
du poumon droit

Apparition de multiples condensations rétractiles pulmonaires droites,
épanchement pleural liguidien de moyenne abondance

Présence d’'un pneumothorax partiel apical homolatéral minime

Présence de stigmates d’'un COVID 19 dans sa forme sévere en phase
résolutive, métastase hépatique au niveau du segt IV 30 mm.






TDM Octobre 2021




Mr SA est toujours en OMS1, quel protocole de traitement est indiqué
chez notre patient ?

Etoposide carboplatine

Etoposide cisplatine atezolizumab
Etoposide cisplatine durvalumab

Etoposide carboplatine atezolizumab
Cyclophosphamide-Adriamycine- Vincristine
Topotecan

Soins de support



Recurrent SCLC (i.e. second-line therapy and beyond)

v

Platinum-resistant relapse

(<3 months TFI)

!

g v h N
Refractory and/or PS >2 PS 0-2

o d
BSC [, C]
Lurbinectedin

[lll, C: MCBS 1]

Oral or i.v. topotecan [I, A]

Cyclofosfamide—
doxorubicin—vincristine [ll, B]
Lurbinectedin [IlI, C; MCBS 1]=

N
Platinum-sensitive relapse
(=3 months TFI)

Rechallenge with platinum—
etoposide [ll, B]
Oral or i.v. topotecan [l, A]
Cyclofosfamide—doxorubicin—
vincristine [Il, B]

e

Figure 3. Treatment algorithm for SCLC in patients with recurrent SCLC (i.e. second-line therapy and beyond).




[ASLC
R

2019 World Conference on Lung Cancer
September 7-10, 2019 | Barcelona, Spain

GFPC 13-01 : Study Design

Sensitive relapsed SCLC
(> 90 days from D1 of the
last cycle of chemotherapy)

Primary endpoint: PFS
Secondary endpoints: OS, ORR (RECIST v1.1, central review), Safety, Quality of Life

Monnet. |, et al, IASLC 2019

Monnet |, Creteil, France



[ASLC | #i | 2019 World Conference on Lung Cancer | | wclc2019.jaslc.com | #WCLCIS
“‘*ﬁ— ‘ g‘ '“‘é’;;! 1 September 7-10, 2019 | Barcelona, Spain D Conquering Thoracic Cancers Worldwide

Secondary Endpoint :Tumor Responsé

P Carboplatin
Tumor assessment (?1—8 1 Etoposide
=) (n=81)
Complete Response 1,2% 14%
Partial Response 24% 35,5%
25% 49%
RR p=0,002
Stable Disease 37,4% 37,4%
Disease Progression 37,4% 21,5%

Monnet |, Creteil, France



~

[ASLC ;“'i! 2019 World Conference on Lung Cancer NS aslc.com | #WCLC19
Wﬁ— ’ 4 5‘#!‘; ’ September 7-10, 2019 | Barcelona, Spain Conguering Thoracic Cancers Worldwide

Primary Endpoint : Progression-Free Sur\;ival

- Sy 3 Tneatacal Carboplatine
4 platine etoposide Topotecan Etoposide

o | R | Events 81 81
= h L
§ y  Carboplatin Etoposide (95%CI) (2.3-3.2) (3.9-5.5)
£ 1 S
E S One sided p< 0.001

" T°p°te°an“1 By stratified log-rank test

3 S Hazard ratio, 0.6; 95% C10.4-0.8
004 N
.')'0 2.:]') 4.'00 b.l‘)C' G.E'D IU?C(' 121('0
Months after randomization Median follow-up: 16 months

Monnet I, Creteil, France



2019 World Conference on Lung Cancer “NRGEEEEEIERIREIINENSESE
September 7-10, 2019 | Barcelona, Spain "‘ Conquering Thoracic Cancers Worldwide

Secondary Endpoint : Overall Survival

107 L:» ~iTopetecans . Carboplatine
l,% Catboplities vleposide Topotecan Etoposide
1
-l Events 81 81
| |
! |
{ mOs
0.6+ \
E ‘n,‘ Topotecan (95%Cl) (6.0-8.7) (5.4-9.5)
s Y
0.4 : One sided p< 0.936
' \:arboplatin Etoposide p
\ By stratified log-rank test

0,2 *'_

“-“1, Hazard ratio, 0.987; 95% C1 0.7-1.3
-
0.0
I I L] J 1 1
0D 10,00 20,00 30,00 40,00 50,00
Months after randomization

Monnet |, Creteil, France
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4 The use of immune checkpoint inhibitors is discouraged if there is progression on maintenance atezolizumab or durvalumab at time of relapse.

Hote: All recommendations are category 24 unlass otherwiss Indicated.
Clinkcal Trialks: NCCHN belleves that the best management of any patlent with cancer ks In a clinlcal frial. Particlipation in elinkcal trials | sepaclally sncouraged.
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* Mr SA est sous chimiothérapie de 1ére ligne protocole carboplatine
étoposide



