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Chemo/immunotherapy for the
treatment of SCCHN in 25 minutes !
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— 1.2 Immunotherapy (Cetuximab)
— 1.3 RTCT vs RTCetuxi
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1.1 Exclusive RT-CT
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*Overall, the meta-analysis included 93
trials with chemotherapy in 17346 patients.

Pignon Radiother Oncol 2009

1.1 Exclusive RT-CT

Postoperative RT 0.79
Conventional RT 0.83 P=0.19
Altered fractionated RT 0.73
[ typeofct | R ______|]
Poly-CT
5-FU & Platin 0.75
5-FU or Platin 0.83 P=0.41
Neither 5-FU nor Platin 0.73
Mono-CT
Mono Platin 0.74 P=0.006
Mono other 0.89

Pignon Radiother Oncol




1.1 Exclusive RT-CT : analysis by tumor

site
ng of CT Adjuvant Neoadjuvant

Sy abs. benefit | HR HR

Oral cavity 0.94 0.93 0.80 0.15
+0.4% +2.2% +8.9%

Oropharynx 1.15 1.00 0.78 <0.0001
-0.4% +1.4% +81%

Larynx 1.05 1.00 0.80 0.05
+0.1% +3.8% +5.4%

Hypopharynx 1.06 0.88 0.85 0.31
-23% +53% +4%

Total benefit HR 0.87 (benefit consistent in all tumor locations)
Higher benefit for CCT only for oropharyngeal and laryngeal tumors

Blanchard Radiother Oncol 20
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1.1 Exclusive RT-CT : more intense ?

Phase IIl GORTEC 99-02

ConvRT +CT
70 Gy / 7 weeks

+ Carboplatin (70 mg/mz d, D1-4) / 5-FU (600 mg/m?d)
(3 cycles of 4 days)

ACCRT+CT

70 Gy / 6 weeks
+ Carboplatin (70 mg/m? d, D1-5) / 5-FU (600 mg/m? d)
. (2 cycles of 5 days)

Very ACC RT alone
64.8 Gy / 3.5 weeks

Conv, conventional; ACC, accelerated; RT, radiotherapy; CT, chemotherapy;

1.1 Exclusive RT-CT : more intense ?

1.00 Phase IIl GORTEC 99-02

0.90
0.80

2 o070 Very ACC RT alone ACC RT + 2 cycles CT
0.60
0.50
0.40

Very ACC RT alone vs
0.30

Conv RT + CT: p=0.03
Very ACC RT alone vs
ACC RT +CT: p=0.04
ACCRT +CTvs
ConvRT+CT:ns.

ity of |

0.20
0.10

0.00

Patients at risk




— 1.1 CT (chemotherapy)

— 1.3 RTCT vs RTCetuxi
Induction

Larynx preservation
Customizing treatment
Metastatic or recurrent
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1.2 Immunotherapy (Cetuximab)

100 Increased median OS for RT + cetuximab vs. RT alone
(49.0 months vs. 29.3 months, HR: 0.74, 95% Cl 0.57-0.97; p=0.03)
z
g [ 47%
3
£ 244mo 3y control rate
3 £0-
& Radiotherapy plus cetuximab
2
i" 40
]
2 Radiotherapy
o T 1
0 w0 30 0 50 60 70
Months
No. at Risk
Radiotherapy 213 122 80 51 30 10
Radictherapy 211 143 101 66 35 s
plus cetuximab

1.2 Immunotherapy (Cetuximab)

100
RT + cetuximab
0.75 = Grade 2-4 acne/rash
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[¢) Grade 0-1 Grade 2-4
0.25 (n=81) _ (n=127) RT + cetuximab
0s 256 68.8+ Grade 0-1 acne/rash
p=0.002
HR (CI): 0.49 (0.34-0.72)
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Bonner Lancet Oncol 2010
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— 1.2 Immunotherapy (Cetuximab)
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1.3 RTCT vs RTCetuxi

Indirect compa ; of cetuximab

and cisplati inoma of the
head and nec

CDDP/RT >
CTX/RT

Lawrence Kourcuer, MO

outcher

1.3 RT-CT vs RTCT + CTX:
RTOG 0522

Stagelll & IV* SCC :
-Oropharynx

*Larynx

Hypopharynx J

I R
Stratification : .
“Lx vs Non-Lx AFX-CB: 72 Gy/42 F/6 sem +
NO vs N1-2b vs N2¢c-3 Cisplatine: 100 mg/m2, q3sem x2

Zubrod PS Cetuximab: 400 mg/m? x1,
*3-D vs IMRT N :
-PET (oui vs non) % puis 250 mg/m?/sem

Exclus TN+, T2N1

Ang, ASCO 2011




Loco-regional Progression (%)

1.3 RT-CT vs RT-CT + CTX

2years (95% CI)

20.08.2012

= Clisplatine 19.8% (16,1 - 256) g
50 e Cisplatine +Cet 24,5% (20,4 - 28,6) g
§
2 S 2 2years (95% CI)
s Cisplatine  79,7% (75,9 - 836)
mm Cisplatine +Cot 82,6% (78,9 - 86,3)
o o
o 1 2 3 h 7 2 3

Years after randomisation
Years after randomisation

1. Radiotherapy concomitant with... :
Key messages

Improved loco-regional control, (I1A)
Small benefit in survival

Alternative RT-CTX

— Toxicity profile

RT-CT vs RT-CTX ?

RT-CT vs RT-CT + CTX, not yet

=

Exclusive Radiotherapy concomitant with
— 2.1 CT (chemotherapy)

— 2.2 Immunotherapy (Cetuximab)
— 2.3 RTCT vs RTCetuxi

Larynx preservation
Customizing treatment
Recurrent or metastatic
Take home message




Tax 323, Vermorken

PF (Q3W)

4 cycles 7 weeks

- PFS 11 mo vs 8.2 mo (HR 0.72; p = 0.007)
-0S 18 mo vs 14.5 (p = 0.02)

Vermorken NEJM 2007
(courtesy of J. Bourhis)

=
cisplatin 100 mg/m?, D1 puumd @ )
5-FU 1000 mg/m?d, D1-5 RT
conventional RT (66-70 Gy) or
accelerated RT (70 Gy) or
nyperfracnonated RT (74 Gy)

20.08.2012

Tax 324, Posner

PF (Q3W) =
cisplatin 100 mg/m?, D1
5-FU 1000 mg/m2d, D1-5
RT (2 Gy 5fiw) +
CT (carboplatin AUC 1.5, Q1W)
— |

3 cycles 7 weeks

- PFS 36 mo vs 13 mo (HR 0.71; p = 0.004)
-0S 71 movs 30 mo (HR 0.7 ; p = 0.006)

Posner NEIM 2007
(courtesy of J. Bourhis)

~

)
4

TAX 3241 TAX 3232
10 30% reduction in 100 27% reduction in
9 risk of death risk of death
8
z K
H
H
H

0 6 12 18 24 30 36 42 48 54 60 66 72 0

6 12 18 24 30 36 42 48 54 60 66 72
Survival time (months)

Survival time (months)

Resectable/unresectable disease Unresectable disease

1. Posner NEJM 2007; 2. Vermorken NEIM




2. Induction : key messages

* Induction with TPF before CT-RT ?
* Studies on going
* Not yet

20.08.2012

Ll

Safari

1. Exclusive Radiotherapy concomitant with
— 1.1 CT (chemotherapy)

— 1.2 Immunotherapy (Cetuximab)

— 1.3 RTCT vs RTCetuxi

Induction

Larynx preservation

Customizing treatment

Recurrent or metastatic

Take home message

U~ WN

Resectable
disease
RTCT1NO
Larynx

Invasion of other|
structures

o Mobility not
L

Pfister JCO 2006
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Pointreau J Natl Cancer Inst 2009

2PR
R
RT70 Gy

Cetuximab weekly

LT
<PR + post-op RT

Lefebvre,
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0.70 cetuximab

Sunvie globale

020 Hazard Ratio (0 4 36 mois) = 1.038 - 1.C. 95% [ 0.406 ; 2.654]
0.10 P (Logrank - 0 to 36 months) = 0.437
000
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* Yes whenever possible
* Induction ?
* CCRT : evidence IA

1. Exclusive Radiotherapy concomitant with
— 1.1 CT (chemotherapy)

— 1.2 Immunotherapy (Cetuximab)

— 1.3 RTCT vs RTCetuxi

Induction

Larynx preservation

Customizing treatment

Recurrent or metastatic

Take home message
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Head&Neck Studies

Definitive RT

2 00n.2003 108(0.94, 1.23) 15.10% .-

£ Fortin 2002 203(124,333) 1.14% e

£ Brouha, 2000 103 (068, 1.56) 163% E

0'sulivan, 1998 152(1.07,217) 222% e

Loe,1994 063(023,1.70) 028% ———————————————
Subtotal 1.15(1.02, 1.29) =
Postop RT
hak 21 163(067,401) 034% — T
' Suwinski, 2003 1.22(1.01,1.48) 7.59% -
 Kajanti, 1991 156 (1.01,243) 1.42% | —
total 128(1.08,1.52) —

All Head&Neck Studies 119 (1.08,1.31) -
r ™ + T ]
02 ) )

Exclusive RT : risk of local recurrence 3.7 %/month of delay

Adjuvant RT : risk of local recurrence 6.3 %/month of delay

Chen Radiother Oncol 2008
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[y

Exclusive Radiotherapy concomitant with
— 2.1 CT (chemotherapy)

— 2.2 Immunotherapy (Cetuximab)

— 2.3 RTCT vs RTCetuxi

Induction

Larynx preservation

Customizing treatment

Take home message

5. Recurrent or metastatic

Regimen ORR  Median OS Significant OS

(%)  (months) benefit

Grose et al Methotrexate 16 50

1085 100" \Cisplatin 8 45 No
Cisplatin + 5-FU 32 66

Forastiere etal | 277 |Carboplatin + 5-FU 21 50 No
Methotrexate 10 56

Clavel et al CABO 34" 73

oo '@ 382 [Cisplatin + 5-FU 31 73 No
Cisplatin 15 73

Gibson et al 218 Cisplatin + 5-FU 27 87 No

2005% Cisplatin + paclitaxel 26 81

Verorken etal |, |Platinum + 57U 20 74 Yes

2005 Platinum + 5-FU + cetuximab 36" 1041

CABO, cisplatin + methotrexate + bleomycin + vincristine
*significant

994; Gibson JCO 2005; Vermorken NEJM 2008
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5. Recurrent or metastatic

CDDP/5-FU

CDDP/5-FU +
Cetuximab

___JCi¢

]-)[ Cetuximab ]

6 cycles till PD

5. Recurrent or metastatic

A
» o Hazard ratio (953 Cl): 0.80 (0.64-0.99)
E %, P0.04
2 R
H
@ “
g \ “_ Chemotherapy plus
2 B “_cetiimab (N=222)
z T My,
£ Chemotheragy(N-220] ~ 7
2
s
&
T
9 . 15 1B 2 M
Months
No. at Risk
Chemotherapy 220 173 17 83 65 47 19§ 1

Chemetherapy m 184 153 118 22 57 30 15 3
plus cetuximab

5. Recurrent or metastatic :
key message

* Platinum-based doublet: TRR but not OS
* Benefit of OS with Platinum/5-FU + Cetuximab

13



6. Take home message

CCRT : yes (CDDP vs
Cetuximab)

Induction : not yet

Larynx preservation:
whenever possible

the future

* Recurrent or metastatic
: discuss the goal

20.08.2012

Customizing treatment :
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“Yes . ... | believe there's a question there in the back”
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