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Préservation laryngée

Essais Veterans

e Taux de survie a 2 ans: 68%

» Métastase a distance: 17 vs 11% (p=0.016)
 Préservation laryngeée 64%

EORTC

* Taux de survie a 3 ans 57% vs 43%

» Métastase a distance: 36% vs 25% (p=0.041)
* Préservation laryngee 58%
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Préservation laryngee:

RTOG 91-11
RT + Imduction Chamotharapy RT + Concomitant Chemotherapy AT Alona
End Point Estimate (%) 95% Cl (%) Estimate {%) 95% CI (%) Estimate (%) 95% CI (%)
Laryngactormy-free survival
5 years 441 36.61t0 51.6 47.0 JE5tob45 .0 BEtodla
10 yaars 2889 21910360 235 168t0303 17.2 1M 2t023.3
Larynx preseréation
D years e 6391w 776 g23.6 f8.11t089.2 65.8 BT to 73.0
10 years 67.5 60410746 a1.7 /5910876 63.8 BESto 711
Local control
5 years hB.2 50810 BRE Mni 643to770 h3.6 46.1 toB1.1
10 yaars R37 46.1t0 61.2 69.2 62.3to 76.1 R0.1 42510577
Locoregional control
B years BB 47 30623 E7 7 60.7to747 B2 437t058.8
180 years 480 41310565 g5.3 FEito724 a7 39610548
Distant contral
5 years gh3 79910906 26 4 812t0916 780 M. 7to84.3
10 yaars 834 FR7t0BR0 239 782 t0895 J6.0 69410825
Cizease-free survival
5 years i 30410450 3a.0 A8todb3 28.0 21.1t034.8
10 yaars 204 14010 26.7 216 15210280 14.8 9.2t020.3
Cverall survival
b years 5B.1 50610 6R.5 Bh.1 47610626 R38 461 to61.4
10 yaars 28.8 AN2t463 215 4t0345 315 24.1t039.0
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Préservation laryngee
une question de point de vues

Action Comics #1 . .
d tl t al, Pilot
1938 Gotlib et al, Pilote,
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Chimiothérapie néo-adjuvante
Laquelle?

Essai TAX 324 T
H P

1/sem

F
Cavité buccale, - I I I I I I I
oropharynx, larynx, X3 (J1=J21)
hypopharynx _

Non résecable ou

I CARBO AUC 1.5

faible curabilité T3/T4; p I
o S
Préservation laryngée F

X3 (J1=J21)
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Chimiothérapie néo-adjuvante
Laquelle?

Variable TPF (N=255) PF (N=246) P value-
Site of primary tumor — no. (2%) 0.68
Hypopharynx 43 (17) 34 (14)
Larynx 47 (18) 42 (17)
Oral cavity 33 (13) 38 (15)
| Oropharynx 132 (52) 131 (53) |
Other L8] 1 (<1)
Stage of primary tumor — no. (%) 0.04
T1 13 (5) 9 (4)
T2 43 (17) 56 (23)
T3 74 (29) 88 (36)
T4 125 (49) 92 (37)
TXG O 1 (<1)
Modal stage — no. (2&) 0.74
MNO 42 (1e) 35 (14)
L o3 (21 490 (0]
NZ 128 (50) 123 (50)
N3 32 (13) 38 (15)
B 9] T (=1}
Overall stage of disease — no. (%4) 0.48
1 41 (1e) 46 (19)
v 214 (84) 199 (81)
Unknown o] 1 (<1)
Reason for inoperability — no. (24) 0.86
Technical unresectability 92 (36) 84 (34)
Low surgical curability 78 (31) 75 (30)
COrgan preservation 85 (33) 87 (35)
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Chimiothérapie néo-adjuvante
Laquelle?

1-00 —— TPF
—PF

0-80-

0-60-

Surwival

0-407

020
p=0014

0 T T T T T T T T |

Number at risk Survival time (months)

TPF 255 200 166 141 116 96 64 36 20 6
PF 246 173 134 112 88 76 52 28 17 4
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Mumber at risk

100+
— TPF
—FF
— 080+
E
-
S
ﬁ 0-60-
p
o
ﬁ -|]|.4|::|_
g
= 0204
p=0-0114
0 I I I T I I I I I |
0 12 24 36 48 60 72 B4 96 108 120
Time to progression (months)

TPF 255 153 127 109 96 & 55 32 18 5
PF 246 130 103 87 71 53 38 21 13 3

Posner et al. N Engl J Med 2007
Lorch et al. Lancet Oncol 2011



Chimiothérapie néo-adjuvante
Laquelle?

TPF (N=255) PF(N=246) Hazard ratio (95% CI)* pwvaluet

Orwerall survivalz

Alnve 131 101

Dead 124 145 .

Median duration of sursival (months) 70-5 34-8 074 (0-58-0-94) 0014

Median duration according to site of primany tumouwr {momths)

[ Orophanymns MR 647 0-60 (0-48-0-99) 0-045]
Hy pophanyms 32-2 20-4 074 (0-42-1-30) 0-29
Lary ree c81 24-9 072 (0-41-1-24) 023
Oral cavity 372 14-0 0-89 (0-50-1.59) 0.70
Hy popharyre and larynx 519 23-5 07 3 (0-49-1-08) 0-12

Median duration according to reason for inoperability (months)

Technical unresectability 48.-3 211 077 (0-52-1-13) 017
Low surgical curabil ity 36.2 48-4 0-80 (0-51-1.25) 033
Crgan preservation 85.0 42-3 061 (0-40-0-94) 003

Median duration according to disease stage (months)

i Q0.2 65-1 069 (0-36-1-31) 0-26
n 58-6 251 07 (0-57-0-97) 003

Median duration according to primany tumour stage (months)

T1 and T2 MR 49-2 074 (0-24-0.78) 0.005
TiandT4 49.4 27-3 0-85 (0-65-1-11) 0.23

Median duration according to nodal stage (months)

MO and M1 648 35-0 075 (0-50-1-11) 016
N2 and N3 781 29-4 0.74 (0-55-1.00) 0-049

Posner et al. N Engl J Med 2007
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Chimiothérapie néo-adjuvante
Laquelle?

A 100 4 B 100 4
80 1 @ 80+
. Absolute difference -
== at 5 years (35% Clj: e e )
—_— B 545 — B Absolute difference
= 60 +7.4% (#2.3 to +12.5) 5 = &0 at5 years (95% CIl:
= 7.z +71% [+2.4 to +11.5}
c @ 2
S 404 o5 404 ¥ s
& =%z
[
o
20 20
Tax-PF Tax-PF
= FF = PF
T T T T T T T T T T T T T T T T
0 1 2 3 4 3 B 7 8 ] 1 2 3 4 5 [ 7 8
Time From Random Assignment (years) Time From Random Assignment (years)
MNo. of deaths/person-yaars MNo. of progressions/person-years
Years 1-2 ‘Years 3-5 Years = B Years 1-2 Years 3-5 Years = 6
Tax-PF 2421350 112920 29/344 Tax-PF 450/1,151 TO750 257304
PF 415,252 106/760 23/263 PF 525,042 78602 18103
C 100 D 100
Tax-PF Tax-PF
E = FF E == PF
— 80+ Absolute difference — 804
= at 5 years (35% Clj: &
= -7A% 137 10 -1.1) =
2 604 ] T 60+
’5 ol L] ’5
[Z] 453 [T Absolute difference
@ [+ 8] .
o 40 o 404 at 5 years (95% CIk:
- 30.0 42 — -6.4% (-12.3 t0 -0.5)
- = - 20.1
P 20- F 204 -
& e 14.2
0E 13.7
T T T T T T T T T T T T T T T T
V] 1 2 3 4 5 B T 8 0 1 2 3 4 ] L] 7 8
Time From Random Assignment (years) Time From Random Assignment (years)
Mo. of locoregional failure/person-years Mo. of distant failure/person-years
Years 1-2 ‘Years 3-5 Years = B Years 1-2 Years 3-5 Years = 6
Tax-PF 48N 214665 6287 Tax-PF 420821 11/665 28T
PF 247743 24/520 4197 PF 58748 13529 B51a7
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Chimiothérapie néo-adjuvante
Laquelle?

Chimiothér | Réponse Réponse Réponse
apie complete partielle objective

TAX 323 TPF 8.5% 59.3% 68%
PF 6.6% 47 % 54%
TAX 324 TPF 17% 55% 72%
PF 15% 49% 64%
Hitt et al. PPF 33% 47% 80%
JCO 2005 PF 14% 54% 68%
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Chimiothérapie néo-adjuvante

Laquelle?

Toxicite de grade 3-4

Mo. of Patients

Adverse effect With Available Data TPF arm (Mo./%) PF arm (No./%) Exact RR (95% CI) fol
Meutropenia 1537 320/41.8 258/33.5 1.22(0.97-1.54) 0.09
Febrile neutropenia 1537 54/7 25/3.2 2.18(1.37-347) 0.001
Stomatitis/mucositis 1537 101/13.2 195/25.7 0.55(0.29-1.03) 0.06
Anemia 846 28/6.6 32/7 0.88(0.54-1.44) 0.62
Thrombocytopenia 1155 31/54 50/8.7 0.74(0.27-2.01) 0.55
Infection 846 18/4.2 16/3.8 1.14(0.59-2.20) 07
Alopecia 734 39/10.8 411 9.00(3.43-23.59) = 0.00001
Lethargy 846 10/2.4 13/2.4 0.76(0.34-1.72) 0.51
Mausea 846 15/3.5 26/6.2 0.34(0.03-4.11) 0.4
Vomiting 846 8/2.1 18/4.3 0.49(0.22-1.09) 0.08
Diarrhée 1537 1.57 (1.05-2.36) 0.03

Critéres d’efficacité et de tolérance des différentes options thérapeutiques | 03.02.2016
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Chimiothérapie néo-adjuvante
Laquelle?

Toxicité prolongée?

10
an Absoiuta differarcs
at 3 years [95% CI]:
. 2. 3% [-14.7; -3.9]
ﬁ =11 ddfl:l_li__ —
= b 1 p—
" 42 [r—
5 a0 _ = | [#bsols aFerenca
= ) at 5 ywars [95% G}
4 +1.B% -2 5 ; +6.2]
20 140%
| - -
. 12.2
L e 16
a
o 1 2 3 4 5 &
Time from randomization (Years)
Number of deaths / person-years
Years 1-2 Years 3-5 Fears = 6
Tax-PF | 66/ 1 304 16 { 840 101 318
Non cancer death
-— FF | 64 /1 205 10 684 21319
=== TAX-PF 2TE 1 10
Cancer death
—m= FF 351 1] 3
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Induction ou radio-chimio?

TPF—RT-CHX vs. RT-CHX in locally advanced head and neck cancer

Meta-analysis of randomized controlled trials: Overall Survival

Reference n
Cohenetal. 19 273
Haddad et al. G 145
Hitt et al, 15 283
Paccagnella etal..

Ghi etal, 20 58
Takacsi-Nagy et al. 18 63
Total 1022

alone are given for OS
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*

HR

0.910

1.090

1.109

0.800

1.490

1.010

0.590

0.590

0.825

0.560

0.817

0.841

95% CL- 95% CL+

P
i
1.410 0.671 ¢
!
2.030 0.785 L
]
]
]
1.489 0.492 —I-Q—
i
1
1.150 0.224 1
——
]
2717 0.203 ' &
i
1
1.213 0.915 *_
T T T T T [l
Hazardratio 0.5 0.6 08 1.0 2.0 3.0

Meta-analysis of randomized trials. Hazard ratios of induction CHX and concomitant RT-CHX versus RT-CHX

Budach et al. Radiother Oncol 2015



Les limites

TPF—RT-CHX vs. RT-CHX in locally advanced head and neck cancer

Meta-analysis of randomized controlled trials: Overall Survival

*

Reference n HR
19

Cohenetal. 273 0.910

14

Haddad et al. 145 1.090

Hitt et al, 15 283 1.109

Paccagnella et al..

Ghi etal, 20 58 a0

Takacsi-Nagy et al. 18 63

Total 1022

alone are given for OS
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95% CL-

0.590

0.590

0.825

0.560

. Phase 2
- N=63 patients, 30 patients par

"bras

95% CL+

1410

2,030

1.489

1,150

P

l
0.671 4

i

(]
0.785 L

l

(]
0.492 —_

i
024 —H—r—

Hazardratio 0.5 0.6 08 1.0 2.0 3.0

Meta-analysis of randomized trials. Hazard ratios of induction CHX and concomitant RT-CHX versus RT-CHX

Budach et al. Radiother Oncol 2015



Les limites
PARADIGM

Objectif:
OS

|_> Docetaxel (hebdo/4S) A1
L RT Accelérée + Boost (j1-5) n=27
6S | -

N= 145 Carboplatine (Hebdo) RT (j1-5) |EE.Y: |
Stade III/1V, | 7E - n=37

cavité orale,
oropharynx, 'R
hypopharynx,

larynx Cisplatine S%OOmg/mz 1

2) B

>  RT Accelérée + Boost (j1-5) p=75
6S
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Les limites
PARADIGM

HR (95% CI)* pvalue 3-year rates (95% Cl)

Induction chemotherapy  Concurrent
followed by concurrent  chemoradiotherapy

chemoradiotherapy only

Progression-free survival

Number of events 23 22
Progression-free survival  1.07 (0-59-1.92) 0.82 67% (54-76) 69% (56-79)
Oropharynx 179 (0-71-4.56) 0-22 67% (49-80) 83% (66-92)
MNon-orophary nx 072 (0-33-1.58) 042 66% (45-80) 5% (35-70)
Group Al 44%(24-62)
Group A2 86% (70-94)

Number of deaths

MNumber of events 20 21
Overall survival 1.09 (0-59-2-03) 077 73% (60-82) 78% (66-86)
Oropharynx 1.40(0-55-3.55) O 73% (55-84) 83% (67-92)
Non-orophany mx 0-86 (0-36-199) 0.72 73% (52-80) 72% (52-84)
Group Al 52 %(31-69
Group A2 92% (76-97
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Les limites
DeCIDE

Objectif: OS

N= 285
Ganglion
N2/3
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Cohen et al. J Clin Oncol 2014




Les limites
DeCIDE

A 0.3 =mic+cHT C 034 =micscAT
CRT cRT

o 2

s c
- 024 2 02
£ 2

a

a
% 0.1 =
= 014 £ 014
E E ——
S S 4
i P= .40
o
|:| T T T T T T
0 12 24 el 48 60 72
Time (months) Time (months)
D 034 ==icscRT - 1.0 = IC + CAT
CRT H"-u_; CRT

b 084

= o

[+4] = wm—

= 0.24 =

= £ E 0.6 -

£ o =

@ = -E L1l Ll Ll L1
B ® 2 04

® i T o

= 0a =

= =

B 0.2

& P= 043

F=.10
T T T T 1 1 T T T T T
0 12 24 36 ag B0 72 o 12 4 36 48 B0 72
Time (months) Time (months)
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Les limites
DeCIDE: la population

Tabke 1. Baselng Patient Demographic and Cinkcal Charactedistics by T e P o G | =G by
Trestment Group
IC + CAT Arm CAT Am
IC + CRT Arm CRT &m in = 138 in = 138]
in = 138 in = 135] Charactaristic Mo % Mo %
Charactanstic ] E ] & Primarny tumor she
EMICKING MISICTY, PaCck-yaars Oral cavmy 21 15.3 13 13.3
Mmsir:i-:elr:ry pckye ” 182 - s Dropharynx B4 B1.3 75 B5.6 |
[ - - - - ey 7 24 70 EXT
Pige or cliar ory | K 2 e Oehar . e . .
Pl ] a1 727 74 ﬂTI L nkniceam 11 a.0 15 1.1
203 I8 . 12 MEe hsEIng 1 i
= 40 1 2.5 A4 .1 T stage
s ; ; o 1 0.7 a a0
. | 77 19.9 17 12.7
History of alcohal use 7 a2 2.8 35 26.9
Nondrinker 14 14.0 12 93 3 | 7.2 ) pree
Irfrequeant g 1.0 18 124 < 8 19.1 £ 2468
Light gl 778 i 19.4 i - ';_ a1 '? e
Modarate 1 25 13 7.2 . a
Heavy i 2.7 i 2.7 " 20 147 15 1.2
hizsing 4 i 78 12 a.s 10 75
KPS o Ea 42.3 &0 448
7080 17 128 70 15.2 — = — - —
- - 3 15 1.0 15 1.2
100 5 44.1 7 412 ANCC stage
hizzing K ! IVa 110 gr.a 103 B5.E
Vo 18 12.7 17 14.2
Missing 12 15
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Les limites
TTCC

Objectif: PFS et TTF

| ~ CRT-70gy
— h=128 Jé L Cisplatine J
| 100mg/m?2
3 cycles
N= 439 - CRT -70gy
. ,. 1 ‘ Cisplatine
Maladie non ¢ R n=156 J—) L 100mg/m2 J
resecable | 3 cycles
~ CRT -70gy
- ‘ Cisplatine
— n=155 Jﬁ L 100mg/m?2 J
| 3 cycles

‘ | N Hitt et al. Annals of Oncology 2014
Titel der Prasentation | DD.MM.YYYY




Les limites
TTCC

430 pafients were randomized

!

}

155 patients assigned to TPF-CCRT
2 did not receive treatment
1 due to death
i aepae geviation

28 discontinued before third cycle of TPF
15 due to toxicity
6 due o death
1 dueto protocol deviation
1 dueto lost to follow-up
2 due to investigators decision
1 dueto patient’s decision
2 dusto disease progression

19 Discontinued after third cycle of TPF
but before CRT

3 dueto toxicity

2 dusfo death

2 dueto disease progression

3 dueto protocol deviation

1 dueto patient’s decision

1 dueto lost to follow-up

7 dueto Investigators decision

106 received CCRT

!

155 were included in the intention-to-freat analysis
113 were included in the per protocol analysis *
153 were included in the safety analysis

riﬁ-paﬁﬂniﬁaﬁﬁiganmrFCCFlT
156 received PF

19 discontinued before third cycle of PF
14 due to toxicity
2 due to death
1 due to investigator's decision
2 due to disease progression

23 Discontinued after third cycle of PF
but before CRT

6 due to toxicity

2 due to death

7 due to disease progression

4 due to protocol deviation

1 due to unknown reasons

3 dueto Investigators decision

114 received CCRT

128 Patients assigned to CCRT
10 did not receive treatment
3 due to protocol deviation
2 due to patient’s decision
2 due to investigator's decision
1 due to lost to follow-up
2 due to disease progression

118 received CCRT |

!

156 were included in the intention-o-treat analysis
124 were included in the per protocol analysis*®
156 were included in the safety analysis

128 were included in the intention-to-treat analysis
118 were included in the per protocol analysis®
118 were included in the safety analysis

Critéres d’efficacité et de tolérance des différentes options thérapeutiques | 03.02.2016

Hitt et al. Annals of Oncology 2014




Les limites
TTCC

1.00H

0.75

0.50

Survival Probability

0.25

0.00 -

TPF-CCRT - PF-CCRT — - — CCRT

Median (months) 14.6 14.3 13.8
TPF- CCRT vs CCRT: HR, 0.912; 95%ClI, 0.692 to 1.202; P=0.5129

ik, PF- CCRT vs CCRT: HR, 0.911; 95%Cl, 0.692 to 1.201; P=0.5099

Median PFS

6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Time (months)
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Survival Probability

1.00H

0.75 4

0.50 —

0.25 4

0.00 —

TPF- CCRT - PF-CCRT — - — CCRT

Median (months) 7.9 7.9 8.2
TPF- CCRT vs CCRT: HR, 0.998; 95%CI, 0.767 to 1.300; P=0.9907
PF- CCRT vs CCRT: HR, 0.949; 95%CI, 0.728 to 1.236; P=0.6952

Median TTF

T T T T T T T T T T T T T T T
6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Hitt et al. Annals of Oncology 2014



Les limites
TTCC

A — TPF-CCRT —— PF-CCRT  ——- CCRT
1.004 Median (months)  20.4 18.1 13.3
TPF- CCRT vs CCRT: HR, 0.719; 95%Cl, 0.526 to 0.983; P=0.0386
PF- CCRT vs CCRT: HR, 0.774; 95%Cl, 0.572 to 1.047; P=0.0964
0.75 .
z Median PFS
5
[1]
K=}
o |
B 050 ooeeereeeoes T
E T
e
= e
S
0.25 | e .
0.00 -

Time (months)

Median Median Median

PFS TTF OS
OMS 0 26.6 14.4 43.6
OMS 1 12.4 6.8 20.0
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B TPF-CCRT — PF-CCRT - CCRT
1.004 Median (months)  14.0 12.4 86
TPF- CCRT vs CCRT: HR, 0.700; 95%Cl, 0.518 to 1.947; P=0.0205
PF- CCRT vs CCRT: HR, 0.743; 95%Cl, 0.554 to 0.995; P=0.0463
0.75+4
= .
= Median TTF
3 )
[] 3
@ 050 e R
w g
2
z
=]
w
e N
0254 T —,
0.004

0 6 12 18 24 30 36 42 48 b4 60 66 72 78 84 90

Time (months)

Hitt et al. Annals of Oncology 2014



Les limites
Ghi
o a]
il C remey ey
P l n=131
>F- Ex Ex Ex Ex Ex Ex Ex Ex

xagr=r21) ~FLPIRRLRT |
N= 421 "=
Maladie @

non CTI CTI B1
ésecable pas SO - 130 |

—> d’induction

Ex Ex Ex Ex Ex Ex Ex Ex

i1l
B S R

‘ = o , . T Ghi et al. ASCO 2014
Criteres d’efficacité et de tolérance des différentes options thérapeutiques | 03.02.2016




Les limites
Ghi

- Events Totals

. no IC 105 207
0.90 - ™S> s IC 96 208

Overall survival
o
tn
o
|

0.35 median OS mo: 53.7 vs 30.3

025{ g, 0.72; 95% Cl 0.55- 0.96; p=0.025 1C 29.7 43.5%
' No IC 18.5 28%

9O s
o
a
L

0.00 P - - -
0 & 12 18 24 30 36 47 48 54
Patients at Risk Montha

No neoadj 207 173 140 117 93 73 55 44 25 13
Neood] 208 128 160 136 109 91 76 57 42 23

‘ Ghi et al. ASCO 2014
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Chimiothérapie néo-adjuvante
Pour qui?

Etat général

« OMS 1/perte de poids
* Age 70 ans

Patient symptomatique

Localisation
oropharynx? HPV?

N2c ou N3
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Chimio-néo adjuvante

Effets secondaires

Mucite/diarrhée
Hydratation

Facteur de croissance
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Apres l'induction?

RT erbituX (Lefebvre et al. J Clin Oncol 2013)

* Meilleur observance (71% VS 42%)

* Mieux toléré (22.4% de toxicité renal residuel)
* Efficacité similaire (OS a 3 ans 73 Vs 75%)

RTT CISPLATINE-FU vs erbitux (Ghi et al. ASCo 2014)
* Réponse complete 36% vs 39%

 Median PFS 21.6 vs 20.7 months

 Median OS 44.7 vs 44.7 months
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OS subgroup analysis: Cox model
(unplanned)

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE 1V, Fixed, 95% CI IV, Fixed, 95% CI
3.1.1 Concomitant treatment
CET/RT -0.56509 0.24541 0.57 [0.35, 0.92] i
CRT -0.1832 0.18373 0.83 [0.58, 1.19] 1
3.1.2 All
All -0.31688 0.14497 0.73 [0.55, 0.97] i
. | | | |
Interaction test: p= 0.088 ' ' ]
p 0.5 0.7 1 1.5 2

Favours IC Favours No IC

Ghi et al, ICHNO 2015




Autre protocole?

Carbo AUC 2 Paclitaxel 90mg/m2 Cetuximab 250 mg/m=2 hebdomadaire
86% de RC cliniqgue 70% RC imagerie 59% RC histologique
OS a 3 ans 78%

EFS a 3 ans 55%

Toxicite acceptable (hématologique, cutanée)
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Radiothérapie what else?

Type of No. Deaths [ No. Entered
chemotherapy LRT+CT LRT 0-E Variance Hazard Ratio HR [95% CI] p of interaction

(a) Poly chemotherapy

5-FU and Platin 602/940  695/931 922 3176 B 0.75[067:0.84]  p=041

5-FU or Platin 405/743 543/795 458 2500 0.83 [0.74;0.94]

Meither 5-FU nor Platin  62/115 85129 -11.1 35.0 0.73[0.52;1.01]

Subtotal (a) 11591798 13231855 -149.0 6026 0.78 [0.72;0.85]

(b) Mono chemotherapy

Mono Platin 7031151  739/1059 -1026 3418 0.74 [0.67;0.82] p =0.006
Mono Other 1300/1875 132711877 -7T48 6433 0.89 [0.82;0.96]
Subtotal (b) 2012/3026 2066/2936 -1774  985.1 0.84 [0.78;0.89]

Total(a...b)  3171/4824 3389/4791 -3264 15877 0.81[0.78;0.86]

*%n!lell

05 10 20

Test for heterogeneity: xf =169 p=0.19 LRT+CT better | LRT better

Pignon et al. Radiotherapy and Oncology 2009

Critéres d’efficacité et de tolérance des différentes options thérapeutiques | 03.02.2016




Radiothérapie what else?
Cisplatine 100mg/m=2 J1 J22 ]J43

Dose intensité

Analyse retrospective 659 patients

Moins de dose, moins d’efficacite... sauf pour HPV +

Survie a 5 ans Survie a 5 ans
HPV +

CDDP (mg/m2) 62% 87%
> 200
CDDP (mg/m?2) 44% 83%
< 200
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Radiothérapie what else?
Hebdomadaire?

2 méta analyses

 Pas de différence en efficacité

* Plus de mucite grade = 3

* Plus d’interruption

Etude retrospective (MD Anderson)

0,75 -

Probabilité de survie

Nombre de Dose cumulée 0,5 -
patients Basse dose
0,25 -
Low dose (=< 40 334 322.5 mg (SD = 108.6) (p
mg/m?2) < 0.001) P<0,001
0 T T T T T 1

High dose (= 75 757 475.8 mg (SD = 160.5) (p 0 500 1000 1500 2000 2500 3000 3500
mg/mz) < 0_001) Jours

Zhang et al. ASCO 2015
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Radiothérapie what else?

Favow CODP +RT  Favouw Cetuximab +RT Risk Ratio
Events  Tokl Events Total Weight M-H Random, 5% Cl Year
{ 103 ] 29 1T 164[077,3.32) 2008

Kouicher 2011/ 9 12 16 49 78 0.2(010,0.4n 2N
Jensen 2011 ] 13 38 45 0.89[05¢4, 1.4 2011 M
Bepr2i2 16 25 N3% 065[044,0.97 2012 ]
Bomhiglini 2012 - 51 4% 045[029,0.70) 2012 -
Gni 2013 107 ol 160 11.1% 171091, 1.51] 2013 L
Paares 13 HAV- pi & 9% 11070, 1.74 2013
Ley 2013 3 18 L) 028[0.10,0.83 2013 - v
Paares 2013 HPV+ L] 10 1 i R20[0.44 3.4 2013
Leihwe 213 10 &0 10 56 0 07 213 -
Fayete 2013 X T8 i K] Al 213 ]
Tang 2014 1 12 12 24 A% [0.04,
Total {35% Q) 1043 550 100.0% 0.66 (0.4, 0.
Told evenis am pali

Helemgenaity: Tau®= (.2%; Cnhff = 56.72 df= 11 (P <QUOD001E F=81%
Test for overll effect =228 P =0.02)

05 2
Fawours BT +

Fig. 2. Meta-amalysis of 2-year overall survival ( forest plots).

‘ N . , » B Petrelli et al. Oril Oncol 2014
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Radiothérapie what else?
Cetuximab

En cas de contre indication

Gérer les toxicités cutanees
 Allergique (n=3, 9%)
e Cutanées: 10 jours d’arrét (n=4, 13%)

Radiotherapy (N=212) Radictherapy plus cetuximab (M =208)

All grades Grade 34 Grade d All grades Grade 3/4 Grade 4

skin reaction® 200094-3%)  45(212%) 3I(l4%)  204(981%) 7351w 4(19%)
Mucositisfstomatitist 199 (93-9%) 110(519%) 9(42%)  194(933%) 116(553%3 17 (6-3%)
Dysphagia 134 (63-2%)  63(297%) 2(l4%) 136 (65.4%)  54(26:0%)  1(05%)
Yerostomiat 150(70-8%)  6(28%) 0(0w)  150(721%)  10{4-8%)  0{0%)
Acneiform rashs 21(9-9%) T(L4%) 0(0%)  174(837%)]  35(16-8%i|  1(05%)
Infusion reaction 4(1-9%) 0 (0% (0%) 320154%)|  6(2-9%)|  2(10%)

‘ Magrini et al. J Clin Oncol 2015 Bonner et al, Lancet 2009
Criteres d'efficacité et de tolérance des différentes options thérapeutiques | 03.02.2016



