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Liens d’intéreéts

depuis 2013

= Participation a des congrés (ASCO, ESMO, WCLC) :
— Roche, Amgen, Lilly, Boehringer-Ingelheim, Pfizer, MSD, Bristol-Myers Squibb

= Board local d’experts ; animations ou interventions (réunions d’experts, post-
congres) :
— Boehringer-Ingelheim, Roche, Astra-Zeneca, Bristol-Myers Squibb, MSD, Pfizer

= Consultant
— MSD

= Honoraires investigateurs dans le cadre de recherche clinique (compte recherche
Accelence)

— Roche, Astra-Zeneca, Takeda, Abbvie, Merck-Serono, Bristol-Myers Squibb, MSD
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Avant ’'immunothérapie

Carcinomes
epidermoides

Adénocarcinomes

. . LB A L) i -
1¢re ligne 2002 : Bithérapie _ (sels ge platine) +/ 2002 : Bithérapie (2 (sels de platine)
Bevacizumab®)

Maintenance : Pemetrexed® et/ou Bevacizumab®

2000 : Docetaxel®
2004 : Pemetrexed(®)
2005 : Erlotinib(™

2000 : Docetaxel®
2005 : Erlotinib(™

2¢me ligne

Xeme [igne

2005 : Erlotinib(™

(1) Schiller et al. NEJM 2002 ; 346 : 92 -98 (5) Shepherd et al. JCO 2000 ; 18 : 2095-2103
(2) Scagliotti, JCO 2008 ; 26 : 3543-51 (6) Hanna et al. JCO 2004 ; 22 : 1589-1597
(3) Sandler et al. NEJM 2006; 355:2542-50 (7) Shepherd et al . NEJM 2005 ; 353 : 123-32

(4) Paz-Ares, et aI J Clm Oncol 2013 : 23 ;
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T
CBNPC : Docetaxel en 2¢ ligne

1.0
DOGETAXEL (n=104)
S BEST SUPP. GARE  {n=100)
0.8
0.7 A
g
. 2 06 Log-rank test, p=0.047
= 204 patients (nov 1994 — dec 1998) 2 “
= 2t ligne : Docetaxel vs Placebo g
3 0.3 4
= Survie globale s 4,6 mois (p 0,047) " _
0.1 '
0.0 1 : :
0 3 6 9 12 15 18 Fal
SURVIVAL TIME (MONTHS)
Fig1. A comparison of survival of all patients treated with docetaxel and
all BSC patients.

Shepherd et al. JCO 2000 18 2095- 21037
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Immunothérapie et CBNPC 2¢ ligne : anti PD1

Antigen-prezenting cell ‘ T cell

PDL1 or PDL2 (

PDL1 or PDL2 ¢

CDB80 or CD86 CD28 () =

CD80 or CD36 CTLAY =Sy

a Innate immune resistance

Constitutive oncogenic
signalling induces PDL1
expression on tumour cells

T cell-induced
PDL1 upregulation

Peptide

MHC classlor Il

Peptide

CD137L

OX40L

CD70

e D C D40

GALY ¢ >> ) TIM3 e

Adenosine sy
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e
Nivolumab

Checkmate 017 (phase Ill, carcinomes épidermoides)

100~ Table 2. Clinical Activity of Nivolumab versus Docetaxel in Patients with
Median Overall Survival 1-Yr Overall Survival No. of Advanced Squamous-Cell Non-Small-Cell Lung Cancer.*
90 mo (95% Cl) % of patients (95% ClI) Deaths
Nivolumab (N=135) 9.2 (7.3-13.3) 42 (34-50) 86 Nivolumab Docetaxel
mn 30| Docetaxel (N=137) 6.0 (5.1-7.3) 24 (17-31) 113 Variable (N=135) (N=137)
E 704 Objective responset
1]
...2' 604 No. of patients 27 12
R Hazard ratio fmpdeg?élﬂjg (0.44-0.79) % of patients (95% Cl) 20 (14-28) 9 (5-15)
- 50 <0.
,g Estimated odds ratio (95% Cl) 2.6 (1.3-5.5)
40+
E Nivolumab Pvalue 0.008
g 30+ <= - Best overall response — no. (%)
5 204 Complete response 1(1) 0
104 - | Partial response 26 (19) 12 (9)
tax
. ocetaxe Stable disease 39 (29) 47 (34)
0 J{ é é 12 1‘5 1|8 2I1 1;4 Progressive disease 56 (41) 48 (35)
Months Could not be determined 13 (10) 30 (22)
No. at Risk Time to response — mox
Nivolumab 135 113 86 69 52 31 15 7 0 .
Docetaxel 137 103 68 45 30 14 7 2 0 LSzl 2 s
Range 1.6-11.8 1.8-95
Figure 1. Kaplan—-Meier Curves for Overall Survival. Duration of response — mo+9
The analysis included all the patients who underwent randomization. Symbols indicate censored observations, and Median NR 8.4
horizontal lines the rates of overall survival at 1 year. Range 2 0t0 20,5+ 145 t0 152+

- Carcinomes épidermoides bronchiques en 2¢™e Ligne
* Reéponses indépendantes de I’expression IHC de PD-L1
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Cancers Bronchiques Non a Petites Cellules
(CBNPC)

Adénocarcinomes

Carcinomes
epidermoides

1¢€¢ ligne

Bithérapie +/ Bevacizumab +/-
Bithérapie
maintenance

Docetaxel

Pemetrexed Nivolumab
Erlotinib

2¢me |igne

Brahmer et aI N Engl J Med 2015; 373:123-135
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Nivolumab

Checkmate 057 (phase Ill, carcinomes non-épidermoides)

A Overall Survival
1001r
2 g0 No. of Median 1-Yr
E 30 Deaths/ Overall Overall
4 To- Total No. Survival  Survival Rate
« of Patients (95% Cl) (95% Cl)
¥ 60 51 mo %
= 50 | Nivolumab 190/292 12.2 (9.7-15.0) 51 (45-56)
£ 40 ) Docetaxel 223/290 9.4 (8.1-10.7) 39 (33-45)
a 30 39 i Nivolumab Hazard ratio for death, 0.73 (96% Cl, 0.59-0.89)
s 204 | P—0.002
2 0 ! Docetaxel
o | Table 2. Tumor Response with Nivolumab versus Docetaxel in Patients with
0 T T T II T T T T 1 Advanced Nonsquamous Non-Small-Cell Lung Cancer.*
0 3 6 9 12 15 18 21 24 27
Nivolumab Docetaxel
Months Variable (N = 292) (N = 290)
Objective responsef
No. at Risk No. of patients 56 36
Nivolumab 292 232 194 169 146 123 62 32 9 0 % of patients (95% Cl) 19 (15-24) 12 (0-17)
Docetaxel 290 244 194 150 111 88 34 10 5 0 Estimated odds ratio (95% Cl) 17 (11-26)
Pvalue 0.02
Best overall response — no. (%)
e Complete response 4(1) 1 (<1)
¢ 2 I I g ne Partial response 52 (18) 35 (12)
* Réponses influencées par I’expression [HC de PD-L1 Stble disee I
Progressive disease 129 (44) 85 (29)
Could not be determined 33 (11) 47 (16)
Time to response — moi§
Borghaei et al. N Engl J Med 2015; 373:1627-1639 :”g o o
| R ange L0 . L.
e o LY [ ﬁ;‘;}‘t‘-‘; B 1= 1 Duration of response — moi9
LS : C H U i ﬂ = | E : Median 172 56
) Hopitaux de ! | Range 1.8to 22.6+ 1.2+to 15.2+
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Cancers Bronchiques Non a Petites Cellules
(CBNPC)

Adeénocarcinomes
Bithérapie +/ Bevacizumab +/-
maintenance

Carcinomes
epidermoides

2¢me ligne , Nivolumab

I = et I

Nivolumab

Borghaei et al. N Engl J Med 2015; 373:1627-1639
iy
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Pembrolizumab

Keynote 10 (phase 111, Pembro vs Docetaxel)

= PDL1>50%
— HR 0,54 (Pembro 2mg/kg)
— HR 0,50 (Pembre-1Qmg/kq)
— Meédiane

= PDL1>1%
— HR 0,71 (Pembro 2m/kg)
— HR 0,61 (Pembro 10mg/kg)

— Médiane 8,5 mois

Herbst et al. Lancet 2016 ; 387 : 1540 - 5
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A
100 — Pembrolizumab 2 mg/kg
—— Pembrolizumab 10 mg/kg
904 —— Docetaxel
8o
— 704
E
E 60
S 5o
T 40
g 304
20
10
0 T T T T 1
0 5 10 15 20 25
Number at risk
Permbrolizumab 2 mg/kg 139 110 51 20 3 1]
Pembrolizumab 10 mg/kg 151 115 60 25 1 0
Docetaxel 152 90 28 19 1 0
£
E
=
@
10
0 T T T T 1
0 5 10 15 20 25
Number at risk Time (menths)
Pembrolizumab 2 mg/kg 344 259 115 49 12 0
Pembrolizumab 10 mg/kg 346 255 124 56 6 0
Docetaxel 343 212 78 33 1 0

Figure 2: Kaplan-Meier analysis of overall survival

(A) For patientswith a PD-L1 tumour proportion score of 50% or greater. (B) For all patients.




Stratégie : Cancers Bronchiques Non a Petites Cellules (CBNPC)

, : Carcinomes
Adénocarcinomes . :
epidermoides
maintenance

.—./‘_——_\\; "

Pembrolizumab (PDL1+)
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Atezolizumab (etude OAK)
Anti PD-L1

OVERALL SURVIVAL, ITT (N = 850)

100 -

HR, 0.732
90- (95% Cl, 0.62, 0.87)
80- P=0.0003

Minimum follow up = 19 months

60 -

N
o

] == Atezolizumab
== Docetaxel

Overall Survival (%)
w O
o o

N
o

Median 9.6 mo | ! Median 13.8 mo

10-
o (95% Cl, 8.6, 11.2) | (95% C, 118, 15.7)
0 3 6 9 12 15 18 21 24 27
Months
No. at Risk

Atezolizumab 425 407 382 363 342 326 305 279 260 248 234 223 218 205 198 188 175 163 157 141 116 74 54 41 28 15 4 1
Docetaxel 425 390 365 336 311 286 263 236 219 195 179 168 151 140 132 123 116 104 98 90 70 51 37 28 16 6 3

S ongress
?

3Stratified HR. Barlesi et al, Atezolizumab Phase Ill OAK Study. http://tago.ca/SHh

Barlesi — ESMO 2016 ; LBA 44
Rittmeyer et al 1
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Stratégie depuis 1’arrivée du Pembrolizumab en 1 ligne

2¢me ligne

CBNPC

PDL1 >50%

Pembrolizumab® Chimiothérapie

Chimiothérapie

(1) Reck et al. NEJM 2016 ; 375 : 1823 — 33
(2) Herbst et al. Lancet 2016 ; 387 : 1540 - 50

(3) Brahmer et al. N Engl J Med 2015; 373:123-135
(4) Borghaei et al. N Engl J Med 2015; 373:1627-1639
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positifs

rembrolizumab®
Nivolumab®4)

CBNPC
PDL1 <50%

negauf s/

‘ inconnus

Chlmlotheraple
Nivolumab(4)




Choix de la 2¢ ligne :

PDL1 négatif ou inconnu

= Histologie : Carcinomes épidermoides
— Checkmate 017 : Nivolumab vs Docetaxel

100-¢ Median Overall Survival 1-Yr Overall Survival No. of
904 mo (95% Cl) % of patients (95% Cl) Deaths
Nivolumab (N=135) 9.2 (7.3-13.3) 42 (34-50) 86
780 Docetaxel (N=137) 6.0 (5.1-7.3) 24 (17-31) 113
c
2 70+
@
o
‘s 60
8L Hazard ratio for death, 0.59 (0.44-0.79)
—= 504 P<0.001
[}
2
£ 40
wn Nivolumab
T 304
o
- =
[} 20
104 Docetaxel
0
T T T T T T T 1
0 3 6 9 12 15 13 21 24
Months
No. at Risk
Nivolumab 135 113 86 69 52 31 15 7 0
Docetaxel 137 103 68 45 30 14 7 2 0
Figure 1. Kaplan—Meier Curves for Overall Survival.
The analysis included all the patients who underwent randomization. Symbols indicate censored observations, and
horizontal lines the rates of overall survival at 1 year.

Brahmer et al. N Engl J Med 2015; 373:123-135

= Carcinomes non épidermoides ?
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-___________________________________________________________
Choix 2¢ ligne :
PDL1 négatif ou non connu
Carcinomes non epidermoides

= Chimiotherapie ou Immunothérapie ?
— Autres marqueurs predictifs

e Tabac
 Mutation EGFR

— Etat genéral ?
— Réponse a la 1¢¢ ligne ?
— Chimiothérapie post-immunothérapie ?
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T
Facteur predictif : Tabac

Smoking status 1
Current or former smoker 458 — i 0.70 (0.56-0.86)
Never smoked 118 —_—— 1.02 (0.64-1.61)
EGFR mutation status i
Positive 82 —— 1.18 (0.69-2.00)
Not detected 340 — 0.66 (0.51-0.86)
Not reported 160 —_— 0.74 (0.51-1.06)
KRAS mutation status E
Positive 62 —_— 0.52 (0.29-0.95)
Not detected 123 —e 0.98 (0.66-1.48)
Not reported 397 — 0.74 (0.58-0.94)
OIZS OISO 1.|00 2:)0 4 IOO
Nivolumab Better Docetaxel Better
Figure 2. Treatment Effect on Overall Survival, According to Subgroup.

Borghaei et al. N Engl J Med 2015; 373:1627-1639

No. ORR — no. (%0)

[95% CI]

Smoking history

Never 126 13(10.3)

[5.6-17.0]

Former/current 369 83 (22.5)

\ [18.3-27.1]
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Facteur predictif : EGFR

B DCB Versus non-ICI NSCLC
. — II C NDB Versus non-ICI NSCLC
[ ]
14 - : STKI1 1
! |
1
. 151 I
12 1 1
1
! 1
! I
1
10 me . !
NF2 1
— . 1 1 coks
Q. 1 — 1
o SMAREA 1 a. 10
gﬁ 8 1 ERBB3 1 e 1
o FGFR3 1
— 1 Q . 1
| I _II TETZ ® 1
6 FBXV7 FATI I 1
. P53
SMADZ My3 [ 1 TGFER2 :
1
MAP3KT ARIDIA . - "
___________________ P ———— 5 FOXFRy e peRMI kRAs |
44 ,ar kDR eAkT2 KRAS . NRAS® ¢ I
BCL2LTT ARDIB® e 0+ | | -z =---- 172775
ERBB2
pager NPPIE qr seToz 1 mpmz =R cpre DWMISA ey, SNKIZT : oMDI2 Ak
PTEN 1 FoxaT DiceR RICTOR ®
TR ];:!G:FEFSXLZ' PnT:r J— . TCEL2 Bl e YAPT MGA..FOX?#'D " GLT
2 IDHT  RYBP | gaion Cic ATRX o3 . COH1  FoFRapREML . B
ASXL1® JDDRZ NF1 S Az mom P IR s 1
AXINT - PTCHT TET2 ® ® MaPzKa 1 APC DNMT38 T NAS 2B FATI %
MSHZ FDGFRA 1 ALK srcat O e e | . BRCAZ
T T T T Mshz _PMS?_STAG2 KEAPT §
1
-4 -2 0 2
Log,(OR)

= EGFR significativement sous représenté dans le groupe de patient répondeur

Rizvi et aI JCO 2Q18 ,.DOI :10. 1200/JCO 2017 75. 3384
CHU ¢ '
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Facteur prédictif : EGFR

EGFR status
Mutant 70/86 u 179(0-94-3-42)
Wild-type 660/875 —— 0-83 (0-71-0-98)
Overall 77611033 = 0-85(0.73-0-98)
Ol-l 1 1IO
+— — >
Favours pembrolizumab Favours docetaxel

Herbst et al. Lancet 2016 ; 387 : 1540 - 50

GFR mutation status !
Positive 82 —_—— 1.18 (0.69-2.00)
Not detected 340 —e— | 0.66 (0.51-0.86)
frenoried 160 — — 0.74 (0.51-1.06)

KRAS mutation status E
Positive 62 —_—— 0.52 (0.29-0.95)
Not detected 123 —_— 0.98 (0.66-1.48)
Not reported 397 —— 0.74 (0.58-0.94)

Docetaxel Better

Nivolumab Better
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Best response Total ‘ I I N I VO
%, 95%Cl (n=121)
Objective response  12.4% [6.5%-18.3%]

v asemrenrs (AT N1volumab) PS > 2

Disease Control

52.6%]

Progression 56.2% [47.4%-

g 65.0%]

1
’ L PS22

0 43 Median OS, 95% CI: 9.9 [9.1-11.3] 0s M= Median OS, |c959[: 3.4[?.7-4.5] (n=170, 136 events)

08 1 0,8 -+

07 1 0,7 -
E 06 1 T:_‘f 06 -+
= =
5 5
w05 + 905+
T T
g 04 1 g 0,4 +

03 1 03 -+

02 1 0,2 +

6-month survival rate: 64.2% (95% Cl: 61.0-67.4)
01 4 12-month survival rate: 44.7% (95% Cl: 41.4-48.0) 01 +
18-month survival rate: 32.7% (95% Cl: 29.4-35.9)
1] } } } } | 0 t t t t |
0 5 10 15 20 25 0 5 10 15 20 25
Time (months) Time (months)
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-
Survie Globale en fonction du PS (2¢ ligne)

Survie globale en fonction du performance status
= PSO0-1:17,4mois
= PS>2:6,9 mois S
= HR 0.38 1C95% [0.19-0.76] ° ]
p=0.006 ——H—+
— PS=1
2 {4 — Psz2
I I I I I I
0 100 200 300 400 500 600
Thése Pierre Helly-de-Tauriers temps en jours
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Réponse post-immunotheéerapie

B Duration nivolumab tt

B Duration first post nivolumab tt

B Ongoing first post nivolumab tt

Time (months)

Patients who received exclusive systemic post-nivolumab tt
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Exemple

= Adénocarcinome bronchique sous Paclitaxel (3¢ ligne) aprés échec de I’ Avelumab (28 ligne)

7
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T
Carcinomes non epidermoide

PDL1 négatifs/non connu

= Pour Nivolumab : = Contre Nivolumab :
— Bon état general — Prix!
— Gros fumeur — Non fumeur / mutée EGFR
— Mauvaise réponse a la — Bonne réponse a la
chimiothérapie chimiothérapie
— Se garder une ligne de — Risque d’hyper-progression
chimiothérapie...

‘‘‘‘‘

CHU ¢
i

Hopitaux de [

Bordeaux

X

B




Quand stopper Pimmunothérapie ?
= Chez les non-répondeurs

— Hyperprogression
— Pseudo-progression

= Chez les repondeurs
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Remarque : survie sans progression

B Progression-free Survival

Bra

- 100 No. of
g 90 Median Progression-free Survival  1-Yr Progression-free Survival  Events
k= mo (95% Cl) % of patients (95% Cl)
S 804 ivolumab (N=135) 3.5 (2.1-4.9) 21 (14-28) 105
; 704 Docetaxel (N=137) 2.8 (2.1-3.5) 6 (3-12) 122
© 60
2
E 50 Hazard ratio for disease progression or death, 0.62 (0.47-0.81)
a i P<0.001
o 40
&
0 21
@ 204
a Nivolumab
B 104 e ___Jls6
£ ey 4 Docetaxel
o 0 T T T T T T !
0 3 6 9 12 15 18 21 24
Months
No. at Risk gh gk @. 017
Nivolumab 135 68 48 33 21 15 e m te
Docetaxel 137 62 26 9 6 2 1 0 0

Progression-free Survival

(% of patients)

No. at Risk
Nivolumab
Docetaxel

C Progression-free Survival

10 Median 1-Yr
9 No. of Progression- Progression-
Events/ free free Survival
: Checkmate 057 ;
ec m a. e Total No. Survival Rate
70 of Patients ~ (95%Cl)  (95% Cl)
60 mo %
504 Nivolumab 234292 2.3 (2.2-33) 19 (14-23)
40+ Docetaxel 245/290 42(35-49)  3(5-12)
304 19 Hazard ratio for disease progression or death,
0.92 (95% Cl, 0.77-1.11); P=0.39
20 | w ¢ !
104 ]
0 8 Docetaxel
T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27

292
290

128
156

Months

82
87

58
38

46 35
18 6 2 1 1

A
100 — Pembrolizumab 2 mg/kg Il I PFS OAK
—— Pembrolizumab 10 mg/kg =100 a
30 —— Docetaxel & gg HR, 0.95
<z B0 T 4 edian 2.8 mo (95% Cl, 0.82, 1.10)
3 70 E o &% CI. 2.6, 3.0) P =0.4928P
= 6o Keynote 10 3 ool
o -
‘J:Z 509 g 50 4o h‘ggg_'agl‘qggni 5 =g Atezolizumab
2 40 L 0] | (95% Cl,3.3,4.2) —s— Docetaxel
o c i k
g 30 2 30 P
=20 @ 201 i
2 o
10 g’ 10+ ! !
[} o
7 5 10 15 20 25 a 0L S - T ' T T ' T T
. 0 3 6 9 12 15 18 21 24 27
Number at risk
Pembrolizumab 2 mgfkg 139 66 29 6 o o o Rk Months
° a.
Pembrolizumab 10mg/kg 151 72 36 2 o o Atezolzumab 426 395 243 190 181 139126 119 111 99 92 80 75 64 59 53 51 40 45 20 22 12 9 7 2
Docetaxel Docetaxel 425385283 223198142110 91 81 B0 50 41 38 29 27 23 19 17 16 13 M 5 4 2 2 1 1
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Contraste Survie Sans Progression / Survie Globale

B Progression-free Survival

- 100- No. of Median Overall Survival 1-Yr Overall Survival No. of
k] Median Progression-free Survival ~ 1-Yr Progression-free Survival ~ Events 90| mo (95% Ci) % of patients (95% Cl) Deaths
£ 0 mo (95% Cl) % of patients (95% Cl) Nivolumab (N-135) = 92 (7.3-13.3) 42 (34-50) 36
g_ 30 Nivolumab (N=135) 35 (2.1-49) 21 (1428 105 T 30 Docetaxel (N=137) 60 (5.1-7.3) 24 (17-31) 113
® 70 Docetaxel (N=137) 2.8 (2.1-3.5) 6 (3-12) 122 .% 70
[ 3
S 60 5 60
2 i Hazard ratio for death, 0.59 (0.44-0.79)
g 50 Hazard ratio for disease progression or death, 0.62 (0.47-0.81) = 50 P<0.001
Y 404 P<0.001 2 42
8 £
& w Nivolumab
£ 307 21 = e TR
2 50 g Z
§ Nivolumab 8
] 04 e gl 6 |
£ [ o—— b
[-n 0 T T T T T Dlocetaxe 1 10 Docetaxel
0 3 6 9 12 15 18 21 24 0 . . : : : : :
Months 0 3 6 9 12 15 18 21 24
Months
No. at Risk
X No. at Risk
Nivolumab 135 68 48 3 21 13 6 2 0 Nivolumab 135 13 86 69 52 1 15 7 0
Docetaxel 137 62 26 9 6 2 1 0 0 Docetaxel 30 0

Efficacité de la chimiothérapie post-immunothérapie

Ralentissement de la progression

= Pseudo progression

Hyperprogression
CHU
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Hyperprogression

AIM Typical and atypical response patterns
A HyperPD to 10
(NSCLC ?7?7?)
45% o, 2%
40% -
PD 35%
/ 30% |+~
¥20% ) 25% 190 FEEEEE
20% - = 14% :
0% WS 15% - .
sSD 10% -; E -
-30% >0 : :
___________________________________________________________________ u%
PR | | PsPD

= HPD : 56 patients sur 406 (16%)
= Pseudo progressmn 19 atients sur 406 Vgﬁp%) Ferrara et al - WCLC 2017 — abstract MA 10.11

- e.ira etal — ESMO 2017 - abstraci-ls’OBPD
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7

Ralentissement de la progression

TAP 2.0 B30f

F TAP 2.0 B30f
54 ans 0124613461
C Acc:A10162546299
04/03/2017 11:38:33

54 ans 012461
Acc:A10159072844 (o

05/01/2017 10:17:00

120.0 kV

399 mA

2.0 mm/AX 693.900 mm
LF 350, CF 50

Im

100.0 kv
461 mA
HAUT LEVEQUE
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TAP 2.0 B30f

F TAP 2.0 B30f
54 ans 0124613461

54 ans 0124613461
Acc:A10159072844 C Acc:A10162546299 C

05/01/2017 10:17:00

04/03/2017 11:38:33

100.0 kV 120.0 kV
405 mA

511 mA
2.0 mm/AX 276.800 mm 2.0 mm /AX 467.900 mm
LF 350, CF 50 HAUT LEVEQUE

LF 375, CF 60
Im 138/360 Im 1471361

2 ¢ CHU
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F TAP 2.0 B30f TAP 2.0 B30f

54 ans 012461
Acc:A10159072844
05/01/2017 10:17:00

54 ans 0124613461
C Acc:A10162546299 C
04/03/2017 11:38:33

100.0 kV 120.0 kv
475 mA 346 mA

2.0 mm/AX-105.200 mm 2.0 mm/AX 85.900 mm
LF 375, CF 60 LF 350, CF 50 HAUT LEVEQUE

Im 329/36 Im 338/361
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T
Pseudo-progression

= Carcinome épidermoide bronchique sous Nivolumab en 2¢ ligne

14/03/2016 26/09/2016 20/12/2016

7

1"{" '.
Al ;
: x
Ed CHURS
\ o k s ’;‘ Wi
Hopitaux d
| Bordeau




T
Arrét du traitement chez les patients répondeurs ?

= Nivolumab en phase |

= 18 arréts de traitement en
situation de réeponse

= 9 patients en réponse post-
traitement supérieur a 9 mois
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Nivolumab vs interruptiona 1 an

CheckMate 153 : survie sans progression poursuite du

Arrét du traitement chez des repondeurs
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Arrét du traitement chez des repondeurs

Modification de la taille des lesions cible
apres reprise du traitement

Change in target lesion size
from randomization (%)
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Mme S. : Nivolumab 1¢'¢ séquence :
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Pembrolizumab et métastases cérébrales
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Figure: Brain metastasis response in assessable patients with melanoma or NSCLC
(A) Best brain metastasis response by modified RECIST in assessable patients. The dashed line represents the -30%
cut-off that defines an objective response. Two patients, one with melanoma and onewith NSCLC, had progressive .
disease despite more than 30% shrinkage of target lesions due to the development of new brain metastases and G 0 I d be rg et al . Lan Cet O nco I 2 O 1 6 1 7 - 9 7 6 - 983
unequivocal progression of non-target lesions, respectively. Eight patients were unassessable for brain response I
because of rapid systemic progression (melanoma, n=3; NSCLC, n=4) and intralesional haemorrhage (melanoma; 1 k o
n=1). (B) Time to brain metastasis response and duration of treatment. Bars represent individual patients who
achieved a brain metastasis response or remained on trial for & months or longer. Three patients remained on
treatment for 6 months or longer because of dlinical benefit despite having either disease progression or being
unassessable because of haemorrhagic lesions in the brain. NSCLC=non-small-cell lung cancer.




