Topics

* Introduction of head and neck cancer.
* The role of chemotherapy in head and neck cancer.

* Recent advances of chemotherapy in head and neck
cancer.
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Topics

* Introduction of head and neck cancer.
* The role of chemotherapy in head and neck cancer.

* Recent advances of chemotherapy in head and neck
cancer.
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2¢d Milestones in chemotherapy-radiotherapy

for SCCHN
ASCO 1982 cisplatin + 5FU, chemo + radiosensitivity
NEIM 1991 VA trial on larynx preservation
JNCI 1996 EORTC trial on larynx preservation
Lancet 2000 Concurrent CT-RT > sequential CT-RT
NEIM 2003 RTOG 91-11 trial on larynx preservation
NEIM 2004 RTOG 9501 & EORTC 22931 on post-OP adjuvant CCRT
ASCO 2004 = Taxotere based Induction (TCF) > induction CF

= RT + concurrent cisplatin
= Erbitux + RT

ASCO 2006 = Sequential - concurrent CT-RT

= Taxotere based Induction (TCF) as a new standard

= Molecular targeted therapies
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ORIGINAL ARTICLE

Cisplatin, Fluorouracil, and Docetaxel
in Unresectable Head and Neck Cancer

Jan B. Vermorken, M.D., Ph.D., Eva Remenar, M.D., Carla van Herpen, M.D., Ph.D.,
Thierry Gorlia, M.Sc., Ricard Mesia, M.D., Marian Degardin, M.D.,

John 5. Stewart, M.D., Svetislav |elic, M.D., Jan Betka, M.D.,
Joachim H. Preiss, M.D., Ph.D., Danielle van den Weyngaert, M.D.,

Ahmad Awada, M.D., Ph.D., Didier Cupissol, M.D., Heinz R. Kienzer, M.D.,

Augustin Rey, M.D., Isabelle Desaunois, M.5c., Jacques Bernier, M.D., Ph.D.,
and |ean-Louis Lefebvre, M.D., for the EQRTC 24971/ TAX 323 Study Group®

M Engl | Med 2007;357:1695-704.



TPF in locally advanced SCCHN: phase
I1I study design

Patients : unresectable SCC of the HN cancer.

Stage lll and IV
non metastatic
SCCHN
(n=358)

o

PF x 4 cycles -> RT (n=181)
Cisplatin 100 mg/m2 D1
5-FU 1000 mg/m2 D1-D5

TPF x 4 cycles -> RT (n=177)
Taxotere 75 mg/m2 D1
Cisplatin 75 mg/m2 D1
5-FU 750 mg/m2 D1-D5

Primary endpoint: progression — free survival

Secondary endpoints: OS, TTF, duration of response, and safety

M Engl | Med 2007;357:1695-704.




Outcome

* Median F/U :32.5 mo

A B
100+ Median PFS TPF => 11 mo wwMedian OS TPF =>18.8 mo
— 907 904
£ go- PF=>8.2mo 80 PF =>14.5mo
E 70 & 704
F —_
a 60+ ‘E 504
b = =
k: 5 2: 50 o P=0.02
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w0 e 104
______ PF
0 T T T T T T T T ] 0 T T T I I I T I
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
Months Months
No. at Risk No. at Risk
PE 181 112 52 37 25 19 11 s 1 PF 181 149 97 72 49 32 20 13
TPF 177 129 79 48 23 16 5 3 1 TPF 177 163 127 8 57 36 21 g 1

TPF reduces 28% in the risk of disease progression or death compared with
PF



TAX 324 Phase lll Trial of Induction Docetaxel-Cisplatin-
5FU (TPF) vs PF in Unresectable HNC: Study Design

Patient Population

Stage lll or IV
Inoperable SCCHN ~ TPF2 g3wk X
N =501
e 3 cycles
Stratification
Center —» | RT+CT?
N status
Primary site l
[ PF! g3wk x }
Endpoints 3 cycles Possible
Primary: OS surgery

Secondary: progression-free survival,
response rates
after induction, toxicity

1 Cisplatin: 100 mg/m2 D1 - 5FU: 1000 mg/m2 D1
2 Docetaxel: 75 mg/m2 D1 - CDDP: 100 mg/m2 D1 . 1000 mg/m2 D1f- D4
3 Weekly Carboplatin (AUC 1.5) x 7 - Conventional radiotherapy = 70 G

Posner et al. N Engl J Med. 2007;357:1705-17115.



TAX 324: Overall Survival
Median Follow-up: 42 Months

Parameter TPF (n=255) | PF (n=246)
Median OS, mo 71 30
(95% CI) 49 - NR 21 -52
100 — Died* 41% 53%
90 H HR TPF:PF [95% CI] 0.70 [0.54 - 0.90]
80 - Log-rank p-value 0.006

A

TPF 67%
PF 55%

TPF 62%
PF 48%

Probability (%)
S
|

Time (months)

Posner et al. N Engl J Med. 2007;357:1705-17115.




TAX 324: Toxicity During Induction
Chemotherapy

Number of patients TPF (n=251) PF (n=243)
NCIC-CTC Classification Grade 3/4 Grade 3/4
Anemia 12% 9%
Thrombocytopenia 4% 11%*
Neutropenia 83% 56%*
Febrile neutropenia 12% 7%*
Nausea 14% 14%
Alopecia 4% 1%
Stomatitis 21% 27%
Lethargy 5% 10%*
Vomiting 8% 10%
Diarrhea /7% 3%
Anorexia 12% 12%

Posner et al. N Engl J Med. 2007;357:1705-17115.

*Statistically significant (P < .05)




TAX 324 Phase Il Trial of Induction TPF: Key
Points

TPF significantly improves survival versus PF
14% absolute improvement in 3-y survival

10% absolute improvement in 5-y survival
26% reduction in mortality (P = 0.014)

Sequential therapy with TPF is tolerable and safe
Toxicity of TPF arguably less than that of PF
No significant difference in long-term toxicities (enteral feeding tube
and tracheostomy)
Sequential therapy with TPF followed by carboplatin-based
chemoradiotherapy represents an acceptable standard of care
for locally-advanced SCCHN



Phase Ill Trial of Induction (T)PF - CT-RT vs CT-RT Alone in
Unresectable Locally Advanced HNC: Study Design

Primary endpoint: TTF in evaluable population (Time from randomization to progression,
recurrence, surgery, death, withdrawal due to adverse events or no locoregional control)

Secondary endpoints: locoregional control, TTP, OS, safety

A

|

Neck dissection

Isplatin m
d1,22, 43)

N=439 Cisplatin 100 mg/m?2 d1, 5-FU 1000 mg/m?3/d d1-5 (CIV).

TPF
3 cycles q3w

Docetaxel 75 mg/m2 d1, Cisplatin 75 mg/m2 d1, 5-FU 750 mg/m?2/d d1-5 (CIV) + primary
G-CSF after protocol amendment.

Hitt et al. ASCO 2009. Abstract 6009.

3 cycles q3w

Surgery

CRT

~

d1,22, 43)




Phase Ill Trial of Induction (T)PF - CT-RT vs

Number
of patients
at risk

CT-RT: TTF (evaluable)

1.0 -
0.9 HR = 0.57; 95% ClI, 0.45-0.74
0.8 — p<0.0001
0.7 -
0.6 —
0.5— ICT + CRT
0.4— median 12.5 months
0.3 -
02~ CRT
0.1- median 5.0 months
0.0
| | | | | | |
0 12 24 36 48 60 72
E||N (Months)
157 234 120 78 48 26 10
96 119 36 26 17 11 4



Phase Ill Trial of Induction (T)PF - CT-RT vs
CT-RT: Key Points

Induction chemotherapy (ICT) prior to chemoradiotherapy
is achievable, with manageable safety

resulted in a doubling of time to treatment failure
and significant benefit in locoregional control

The outcomes suggest that ICT prior to CRT
should now be considered as standard in patients with
unresectable LAHNC



Taxane in the treatment of HNC

Batboral
Comprehensive NCCN Guidelines Version 1.2012 R e

NCCN Bl Head and Neck Cancers r—

The choice of chemotherapy should be individualized based on patient characteristics (peformance status, goals of therapy).
= The standard therapy for fit patients with locally advanced disease remains concurrent cisplatin and radiotherapy.
sCiaplatinbased induction chemotherapy can be used, followed by radiation-based locormgional trestment {ie, sequential chemaRT).
However, an improvement in overall survival with the incorporation of induction chemotherapy compared to proceeding directly to state of
the art concurrent chamoRT (deplatin preferred, category 1) has not been established. Randomized phase |1 studies comparing

sequential chemotherapy/RT to concurrent chemotherapyRT alone are ongoing.
«Cisplatinbased induction chemotherapy followed by high-dose, every-3-week cisplatin chemoradiotherapy is not recommended due to

toxicity concerns. 12
=After induction chemotherapy, multiple options can be used for the radiation-based portion of therapy. Radiotherapy alone versus

radictherapy plus cetuximab or weekly carboplatin are amang the options.

L, Orgl Cavity, Oropharig, Hvpophanig, OIS Larvis, Lig, Oral Cavity, Oropharns, Hvoopharvie, CIoHIS Larvive,
Supragioltic Larym, Ethmaid Sinueg. Maxillary Sinus. Oooull Primary: Supraglottic larym. Edvmaid Sines, Maxillany Sines, Oooult Primary:
sPrimary systemic therapy + concurment KT = Ind uction® Sequential chematharapy

» Claplatin alone®* (preferred) (category 1) > Dm&t&ml.’cl&pl&tln‘ﬁ-—Fu"?"""{-cata%ry 1 if induction is chosen)

» Cetuximab®{category 1) » Paclitaxel/cisplatinfinfusional 5-FU

» Carboplatin/infusional 5-FU (category 1)57 » Following induction, agents to be used with concurrent

» 5-FLNhydrexyurea® chemoradiation typically include weekly carboplatin or

» Cisplatin/paclitaxel® cabundimal. 2!

» Cisplatin/infusional 5-FU?

» Carboplatin/paditaxel” (calegory 2B) Hasopharvox:

= Inducti on® Seguential chamotharapy
» Docetaxeldsplatin/5F U
Cisplatin/5-FU 12
Cigplatinjepiru bicin/ paclitaxel
Hiasoph sy Following induction, agents to be used with concurrent

«Chemoradiation followed by adjuvant chemotherapy chemoradiation typically include weekly ciaplatin® or
» Cisplatin + RT followed by cisplatin/5-FU11% (category 1) carbop latin £

=Posto p&ratlﬁ.r&-nh&m-nramatlnn
» Claplatin alone!11% [category 1 for high risk)

L
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Non-NPC head and neck cancer
For neo-adjuvant/induction regimen ~ For adjuvant regimen

Cisplatin 100 (75) mg/m?2 D1 (or D6) Cisplatin 100 (75) mg/m2 D1 (or D)
-FU 1000 (750) mg/m2 D1-DS 5-FU 1000 (750) mg/m2 D1-D5
3-FU 2600mg/m? D1 5-FU 2600mg/m2 D1

Cisplatin 75mg/m? D2 Cisplatin 75mg/m?2 D2

Taxotere 50-75mg/m2 D1
Cisplatin 50-75mg/m?2 D1
5FU 500-750mg/m2 D1-D5

Taxotere 50-75mg/'m?2 D1
Cisplatin 50-75mg/m2 D1
SFU 500-750mg/m2 D1-D5




Target Therapy - Cetuximab
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/ Gene transcription

Proliferationlaturation /
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Cell-cycle
progression

\ " Metasasis

Ang|c>_,pe5|s

Mechanisms of action
- Erbitux® (Cetuximab) -

* Erbituxis anilgGl MAb

targeting the EGFR

Binding blocks EGFR
signaling and inhibits
proliferation, angio-
genesis and metastasis,
and stimulates apoptosis
and differentiation

Fc region may induce
antibody-dependent cell-
mediated cytotoxicity
(ADCC) (immune response)



Cetuximab: IgG1-Induced Antibody-Dependent
Cell Cytotoxicity (ADCC)

Surface IgG1
antigen

(cetuximab)

\J \&\/ -
il

: B Lysis of
?g ;tt;%dgé” NK cell antibody-coated cell
EGFR MEDIATED IgG1 MEDIATED
Anti-tumour Activity ADCC

MAXIMIZE ANTI-TUMOUR ACTIVITY

Fan Z, et al. Cancer Res.1993:53:4322-8




EGFR expression in selected
human tumors

EGFR is expressed in a variety

7 ) of solid tumors
= . Colorectal

read Bneck 90— 100%

i .. l(_l\lljg(g:LC) LU?I%SCC&:III_’IC(::)GI‘ 40 — 91%
. - Colorectal cancer 72 — 84%

Head & Neck  Breast cancer 14 — 91%

(5¢C) Ovarian cancer 35 -70%

Renal cell cancer 50 — 90%

Cunningham et al. N Engl J Med 2004;351:337-345; Grandis et al. Cancer 1996;78:1284-1292; Salomon et al. Crit Rev Oncol Hematol
1995;19:183-232; Walker & Dearing. Breast Cancer Res Treat 1999;53:167-176; Folprecht et al. ASCO 2004 (Abstract #283).



High EGFR expression in SCCHN is linked
to lower survival and increased risk of
locoregional relapse

Alive (%)

Overall survival Locoregional relapse
100 0=0.0006 100 0=0.003
S 75 EGFR>median
| S
EGFR<median ~
50 E 50
L‘E EGFR<median
25 25
EGFR>median
n=155 n=155
0 0
0 1 2 3 4 5 0 1 2 3 4 5
Years from randomization Years from randomization

Ang K, et al. Cancer Res 2002;62:7350—-7356



ERBITUX + RT in locally advanced
SCCHN: phase III study design

Stratified by
KPS
Nodal involvement
Tumor stage
RT fractionation?®

RT (n=213)

g ERBITUX (250 mg/m?) + RT
(n=424) (weeks 2-8)b

Stage Ill and IV ERBITUX + RT (n=211)

J : ERBITUX initial dose (400 mg/m?)
non metastatic L woek before RT

SCCHN

Primary endpoint: duration of locoregional control

Secondary endpoints: OS, PFS, RR, and safety

Bonner J, et al. N Engl J Med 2006;354:567-578



Locoregional control (%)

Erbitux + RT: Locoregional control

100 |
Erbitux + RT (n=211)
RT (n=213)
80
47%
60 (3-year control
rate)A
40 ! i
» | ‘ 34%
14.9 i 244 (3-year control rate)
0 months | months |

Time (months)
Hazard ratio=0.68 (95% CI: 0.52-0.89); p=0.005

Bonner J et al. N Engl J Med 2006;354:567-578



Erbitux + RT: Overall survival
5-year update

1.0

0.9 Erbitux + RT (n=211)

08 RT (n=213)

0.7 45.6%

0.6 . (5-year survival rate)
05 [~ s s s m - m oy

Probability of overall survival

5 5
: B
0.2 i i 36.4%
01 203 i 49.0 i (5-year survival rate)
0 months : months
0 10 20 30 40 50 60 70

Time (months)
Hazard ratio=0.73 (95% CI: 0.56-0.95); p=0.018

Bonner J et al. Lancet Oncology published online Nov 2009



Erbitux + RT:
Relevant grade 3—5 adverse events

Mucositis/stomatitis |
Dysphagia - [

Radiation dermatitis RT (n=212)

M Erbitux + RT (n=208)
Xerostomia L

Fatigue/malaise g

Acne-like rash ] p<0.001%
Infusion reactions® ] p=0.012
0 10 20 30 40 50 60 Patients (%)

* Median duration of any mucositis or dysphagia in the overall population was
12-13 weeks and similar in both treatment groups

8Fisher’s exact test
b|_isted for its relationship to Erbitux

Bonner J et al. N Engl J Med 2006;354:567-578



Erbitux + RT: Impact of skin rash grade

on survival

Development of skin rash is a strong predictive factor for prolonged survival

Probability of survival (%)

1.00
0.90
0.80
0.70
0.60
0.50
0.40
0.30
0.20
0.10

0

Prominent rash group (n=127) Grade 2-4
Minimal rash group (n=81) Grade 0/1

51% reduction in the
risk of death (p=0.002)

months months
p=0.002, HR=0.49 (0.34-0.72)
10 20 30 40 50 60 70

Time (months)

Bonner J et al. Int J Radiat Oncol Biol Phys 2008;72(Suppl):Abstract LB3



Phase Il study:
change of QoL* as a function of time

 ERBITUX + RT significantly improves locoregional
control and overall survival without adversely affecting

QoL 100
Radiotherapy
80 - # - Radiotherapy / ERBITUX

o| 1]

20

0
-20

Global health status / QoL score

Baseline Week 4 Month 4 Month 8 Month 12
Visit

*Postbaseline scores for the QLQ-C30 Curran D, et al. J Clin Oncol 2007;25:2191-2197



ERBITUX in locoregionally advanced SCCHN:
efficacy summary

ERBITUX + high-dose RT demonstrated significant
efficacy benefits over high-dose RT alone

20-month increase In
median survival

10-month increase In
+ ERBITUX median LR control

I

Increase 10% absolute
5-year survival rate

Almost 6 years survival
In G2/4 skin rash group

Bonner J, et al. N Engl J Med 2006;354:567-578



ERBITUX in locoregionally advanced SCCHN:
safety summary

e ERBITUX did not significantly increase acute
RT-related side effects

90% of all patients
received the planned
dose of ERBITUX

+ ERBITUX ERBITUX did not affect
e | RT-related QoL scores

Main ERBITUX
associated side effect
was acne-like rash
Bonner J, et al. N Engl J Med 2006;354:567-578; Curran D, et al. J Clin Oncol 2007;25:2191-2197




Survival of ERBITUX + radiotherapy compared to

large randomized trials of chemoradiotherapy vs radiotherapy

Median overall survival Survival advantage

ERBITUX + RT

n=211 ) ERBITUX
n=213 phase Il study
2 Bonner et al. 2005”
Carboplatin / 5-FU + RT
n=109 29 mo b)
n=113

Cisplatin + RT
n=112 48 mo J
Carboplatin / 5-FU + RT

n=113 24 mo d t) Calais et al. 1999
n=127 M 9 Huguenin et al. 2004”

d) Staar et al. 2001%

Mitomycin / 5-FU + RT o Budach et al. 2005™
n=190 23 mo o
60 50 40 30 20 10 0 10 20 30
Months
" ERBITUX + radiotherapy ~ Survival advantage with ERBITUX

| Radiotherapy Chemoradiotherapy M Survival advantage with chemotherapy



Compliance with ERBITUX or chemotherapy when
administered with RT

 CRT arms of studies comparing CRT vs RT alone

Patients receiving all planned doses (%)
0 10 20 30 40 50 60 70 80 90 100

Bonner et al: Weekly doses (median 8 doses)

Huguenin et al: Full CT dose: 2 cycles on weeks 1 and 5

Cisplatin 2nd cycle 71%

Calais et al: Full CT dose: 3 cycles on weeks 1, 3, and 6

Carboplatin / 5FU 3rd cycle 66% / 67%

Wendt et al: 3 cycles on weeks 1, 3, and 6

Cisplatin / 5FU / FA 3rd cycle 46% / 47% [ 59%

Bonner J, et al. N Engl J Med 2006;354:567-578; Huguenin P, et al. J Clin Oncol 2004;22:4665-4673
Calais G, et al. J Natl Cancer Inst 1999;91:2081-2086; Wendt TG, et al. J Clin Oncol 1998;16:1318-1324



Taxane in the treatment of HNC

Batboral
Comprehensive NCCN Guidelines Version 1.2012 R e

NCCN Bl Head and Neck Cancers r—

The choice of chemotherapy should be individualized based on patient characteristics (peformance status, goals of therapy).
= The standard therapy for fit patients with locally advanced disease remains concurrent cisplatin and radiotherapy.
sCiaplatinbased induction chemotherapy can be used, followed by radiation-based locormgional trestment {ie, sequential chemaRT).
However, an improvement in overall survival with the incorporation of induction chemotherapy compared to proceeding directly to state of
the art concurrent chamoRT (deplatin preferred, category 1) has not been established. Randomized phase |1 studies comparing

sequential chemotherapy/RT to concurrent chemotherapyRT alone are ongoing.
«Cisplatinbased induction chemotherapy followed by high-dose, every-3-week cisplatin chemoradiotherapy is not recommended due to

toxicity concerns. 12
=After induction chemotherapy, multiple options can be used for the radiation-based portion of therapy. Radiotherapy alone versus

radictherapy plus cetuximab or weekly carboplatin are amang the options.

L, Orgl Cavity, Oropharig, Hvpophanig, OIS Larvis, Lig, Oral Cavity, Oropharns, Hvoopharvie, CIoHIS Larvive,
Supragioltic Larym, Ethmaid Sinueg. Maxillary Sinus. Oooull Primary: Supraglottic larym. Edvmaid Sines, Maxillany Sines, Oooult Primary:
sPrimary systemic therapy + concurment KT = Ind uction® Sequential chematharapy

» Claplatin alone®* (preferred) (category 1) > Dm&t&ml.’cl&pl&tln‘ﬁ-—Fu"?"""{-cata%ry 1 if induction is chosen)

» Cetuximab®{category 1) » Paclitaxel/cisplatinfinfusional 5-FU

» Carboplatin/infusional 5-FU (category 1)57 » Following induction, agents to be used with concurrent

» 5-FLNhydrexyurea® chemoradiation typically include weekly carboplatin or

» Cisplatin/paclitaxel® cabundimal. 2!

» Cisplatin/infusional 5-FU?

» Carboplatin/paditaxel” (calegory 2B) Hasopharvox:

= Inducti on® Seguential chamotharapy
» Docetaxeldsplatin/5F U
Cisplatin/5-FU 12
Cigplatinjepiru bicin/ paclitaxel
Hiasoph sy Following induction, agents to be used with concurrent

«Chemoradiation followed by adjuvant chemotherapy chemoradiation typically include weekly ciaplatin® or
» Cisplatin + RT followed by cisplatin/5-FU11% (category 1) carbop latin £

=Posto p&ratlﬁ.r&-nh&m-nramatlnn
» Claplatin alone!11% [category 1 for high risk)

L




Erbitux in Treatment of Recur / Meta SCCHN
(EXTREME Study)

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘

Platinum-Based Chemotherapy
plus Cetuximab in Head and Neck Cancer

Jan B. Vermorken, M.D., Ph.D., Ricard Mesia, M.D., Fernando Rivera, M.D., Ph.D.,
Eva Remenar, M.D., Andrzej Kawecki, M.D., Ph.D., Sylvie Rottey, M.D., Ph.D.,
Jozsef Erfan, M.D., Dmytro Zabolotnyy, M.D., Ph.D., Heinz-Roland Kienzer, M.D.,
Didier Cupissol, M.D., Frederic Peyrade, M.D., Marco Benasso, M.D.,
lhor Vynnychenko, M.D., Ph.D., Dominique De Raucourt, M.D.,

Carsten Bokemeyer, M.D., Armin Schueler, M.S., Nadia Amellal, M.D.,
and Ricardo Hitt, M.D., Ph.D.

N ENGL ) MED 359;11 WWW.NEJM.ORG SEPTEMBER 11, 2008




EXTREME: Study design

Randomized

<4

-

N

+ ERBITUX 400 mg/m2 initial dose

Group A \

Either cisplatin (100 mg/m? IV, d1)
or carboplatin (AUC 5, d1)
+ 5-FU (1000 mg/mZ2 IV, d1-4):
3-week cycles

then 250 mg/m? weekly /

|

)

-

\_

Group B

3-week cycles

~

Either cisplatin (100 mg/m? 1V, d1)
or carboplatin (AUC 5, d1)
+ 5-FU (1000 mg/mZ2 1V, d1-4):

/

[

6 chemotherapy cycles maximum

J

4 v
[ ERBITUX } [ No treatment

—).

<+~

[ Progressive disease or unacceptable toxicity }

Vermorken JB et al. N Engl J Med 2008;359:1116-1127



EXTREME study

Cetuximab +
platinum / 5-FU  pjatinum / 5-FU

(n=222) (n=220)

Median age (range) 56 years (37-80) 57 years (33-78)
Men / women 89% / 11% 92% / 8%
Recurrence/metastasis

Locoregional 54% 54%
recurrence 46% 46%

Metastasis®
Primary metastatic 8% 7%

disease

Vermorken JB, et al. N Engl J Med Sep 11;359(11):1116-27



Survival probability

EXTREME: overall survival

0.9 ]
H
0.8 :
I Cetuximab + CTX
CTX only
0.7
0.6
HR (95% CI): 0.797 (0.644; 0.986)
0.5 weeeeeesem e Strat. |og_rank test: 0.0362
0.4
1
0.3 74  10.1 L
months: months Iy, Mty
0.2 ; : b Mt
: P T

0.1-
0.0

0 3 6 9 12 15 18 21 24

Patients at risk Survival time (months)

222 184 153 118 82 57 30 15 3

220 173 127 83 65 47 19 8 1

Vermorken JB, et al. N Engl J Med Sep 11;359(11):1116-27.



EXTREME: Objective Response Rates?

P<0.001 36%

20%

Objective response rate (%)

20Objective response rate (CR+PR)
Vermorken JB, et al. N Engl J Med 2008;359:1116-27



EXTREME:
Most Relevant Grade 3/4 Adverse Events

Platinum/5-FU (n=215) = Platinum/5-FU + ERBITUX (n=219)
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Modified from Vermorken JB, et al. N Engl J Med 2008;359:1116-27



Erbitux in the treatment of Recur / Meta HNC

M ational

s Eff*mFTf'-"*‘“fi“fHEl:H Guidelines Version 1.2012 MCCN Guidsings ngex
Head and Neck Cancers Diausson

ERINCIPLES OF S Yo TEMIC THERARY

The ehoice of chemotherapy should beé individualized based on patient characteristics [performance status, goals of therapy).

« Combination therapy
» Cisplatin or carboplatin + 5-FU + cetuximab [non-nasopharyngeal)  (category 1)
» Ciaplatin or carboplatin + docetaxel 24 or paclitaxel 5
» Cisplatin/cetuximab (non-nasopharyngeal) 2
» Cisplatin + 5-F&527

+Single agents
» Claplatin
Carboplatin
Faclitaxel
Do coetaxal
5-FU
Methotrexate
Mostamide
Blaamycin
Gemcitabine®™ [nasopharyngeal)
Catuximab (non-naso pharyng eal |22

W W W W W WY W




Erbitux f <& 17 473 HNSCC 7718 *
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2. Ccr <50ml/min ;
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For neo-adjuvant/induction regimen
Cisplatin 100 (753) mg/'m2 D1 (or D4)
5-FU 1000 (750) mg/m2 D1~D5

5-FU 2600mg'm2 D1
Cisplatin 75mg/'m?2 D2

Taxotere 50-75mg/m?2 D1
Cisplatin 50-753mg/'m?2 D1
S5FUT 500-750mg/'m2 D1-D5
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For CCRT
Cisplatin 75-100mg/m?2 q3-4 wks

Cisplatin 20~-30mg/'m?2 weekly

Cisplatin 12/15mg/m2 D1--D53
5-FU 600/750mg'm2 D1-D3 q3--dwks

Cisplatin 12/15mg/'m2 weekly
5-FU 600/750mg/'m2 weekly

Taxotere 20mg/m2 weekly
Cisplatin 20mg/'m?2 weekly

\//
2144
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For adjuvant regimen
Cisplatin 100 (75) mg/'m2 D1 (or D&)
5-FU 1000 (750) mg/m?2 D1~D5

5-FU 2600mg/m2 D1
Cisplatin 75mg/'m2 D2

Taxotere 50-75mg/'m2 D1
Cisplatin 50-75mg/m?2 D1
5FU 300-7530mg/'m2 D1-D3



