Sex, Heads & Tales

Perspectives on Head & Neck Cancer
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Aetiology & Incidence




Development of cancer

Step wise
RIght timing
RIght sequence

Precancerous change
— Leukoplakia

In-situ change

— Non invasive cancer

Invasive cancer




Leukoplakia




Causes of Head & Neck Cancer

Viruses
— Epstein Barr

— Human papilloma
— HIV

Occupational exposure eg wood dust
Radiation eg radon

Dietary factors

Genetic susceptibility




Second primary malignancies

Incidence of synchronous second primary tumour I9
— 15%

Risk of developing second tumour Is

— 4% per year on follow-up

Tumours common In tobacco-exposed tissues—

Close observation and cancer surveillance importa

Shaha AR, Strong EWAmerican Cancer Society Textbook of Clinical Onggl@nd ed. 1995;361.
Schantz SP, et &Cancer: Principles & Practice of Oncologyth ed. 1997;745-746.
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Betel Nut

Areca nut rolled in Betel leaf with lime, clove rdamom,
catechu (kattha) for extra flavouring







HEAD & NECK CANCER

Incidence of cancer of the lip, or ity, or

| al&S Dy
@arynx/% ales 1y / orld -
g \

4.94

/\'

19.16

20.50

8.40

20.23

Half million cases /
year worldwide

11.35

11.69

*Incidence per 100,000 population. Landis SH, et alCA Cancer J Clirl 999:49:55.







Incidence

e Uncommon

e NSW 957 new cases / yr (3% of all cancers)
— 710 males
— 247 females

e Deaths 350/ yr




NSW CENTRAL CANCER REGISTRY










-20



Percentage change in mortality rates
1996 to 2005, NSW



Sex & Cancer



HPV & Head & Neck Cancer

Incidence increasing

Tonsil & base of tongue
Often small primaries & large nodes

Better prognosis









Rischin, et al, ASCO 2009



HPV



Investigations

PET



Hypopharyngeal
cancer with
nodes









AJCC Stage*

5-Year Survival

75-90%

40-70%

20-50%

<10-30%



Pretreatment considerations

Comorbid chronic diseases

Malnutrition

Oral health






Treatment



Surgery



Elective neck dissection



Laser surgery



Radiotherapy



Radiotherapy Planning



IMRT
Intensity Modulated Radiation Treatment






Radiotherapy



Side effects of Radiotherapy

During



Side effects of Radiotherapy

Long term



Reduced by:

Increased by:



Adjuvant neck RT






Chemotherapy



Neoadjuvant Chemotherapy



Organ Preservation - VA study



Concomitant Chemo-RT



Calals Study 9401 GORTEC
Chemoradiotherapy Regirnen:
Oropnaryrx

J Natl Cancer Inst. 1999:91:2081-2086.



S Chemorad]otheray/ Siucly 9401
r Survival

Conclusions:

-- - Borderline staiistically
significant (p = .05 petter
overall survival with CRT

(22% vs 16%)
- 10 yr OS 32 vs 18% p=0.03
- 10 yr DFS 30 vs _IS% p=0.04
Absolute 6% Improvermnernt

- Better LRC (48% vs 25%), No
Chznge in DIV (20%)

- CRTIs Beueri len ART alone
for Orop ’re ns Caricer

- G 3/4 Je te toxicities 51 vs 30%



INT-028: A Pnase Il Trial of Chemoradiotherapy
in Unresectable Patients
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INT -026 - Survival Ouicornes

A B C
= PR PrSCe_RT
Eveallaole Patlents 95 &7 69

Disease Specific (3 vyr) 349% H6% 42%
Overall Surviveal (3 vyr) 23% STW 27%
MedianSurvival (Mo 12.6 19.1 13.9

== Sollt course



INT -026 - Survival Ouicornes

A B C
2T P-FT PRSCGRT
Hate of DV 18% 22% 19%
DIV [ All recurrences S0% 51% 29%
‘Feeding Tuoe A40% 52% 51%
Toxic Deatn 2% L%, 2%

Nor-Carcer Deatr 11% 19% 15%



RTOG 91-11
Phase |l Trial of Larynx Preservation
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RTOG 91-11

Pnase |l Trial o

Laryngectorny rree S

r

Fl

Overall Survival



= RT SART
LFS 44 6% 46.6% 53.9%
LRC 54, 9% 68.8%* 51%
DV 14 3%, 13.2% 22.3%
DFS 38.6%* 39%* 27.3%
Survival  59.2% 54.6% 53.5%

LFS Laryngectomy free survival: PF=CRT both betterthan RT
LRC Loco regional control: CRT > PF>RT

DM Distant mets: trend for chemo

DFS: PF=CRT both better than RT

Survival: Trend for PF ? Some improvement in functon



NSD
OS & PFS reduced if only 1 cycle chemo
AFX-C approximated 3 cycle cisplatin



Accelerated post op RT

NSD
NSD

Langendijk, J ASCO 2010 5508



Adjuvant Chemotherapy



\J‘/

Adjuvant Cnermoradioinerapy



< U MGEIUCW

Adjuvant

MN—Z0022>2

. Chermoradiotneraoy

SFT _

(66 Gy over %2 wks)

Clsplatinl | |
100 mylrdd 1, 22, 43



Progression-free Survival



Overall Survival



< U MGEIUCW

Adjuvant
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60-66 Gy over E6 %2 wks
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100 mgltdd 1, 22, 43



Local and Regional Control



Overall Survival



Toxicity — Acute %

RT CRT
Grade: 3/4 3/4



CRT: Significant increase In acute
toxicity

Acute adverse effects: Grade @

p<0.01

p<0.05

Patients (%)



CRT: High rate of late toxicify




a50 concomitant trials



0 Gy
57.6 Gy

63 Gy

S-year LRC: 68%
S-year DM: 33%



Delays in Radiotherapy



5.5 weeks OTT (n=65)

5 RT treatment
days missed

L —
6.5 weeks OTT (n=109)

a >5 RT treatment

I days missed
9.5 weeks OTT (n=35)




Circulating Tumour Cells (CTC)

Tinhofer, | ASCO 2010 5523



Biologicals



Rationale for EGFR blockade



RT (n=213)

Stage Ill and IV
non-metastatic
SCCHN R
(n=424)




ERBITUX + RT improves significantly long term survi  val,
with nearly half of the patients alive at 5 years

ERBITUX + RT RT

ERBITUX + RT

- RT
" HR=0.73 (0.56-0.95)

- 1 1 1 1 1 1 1

Erbitux + RT 211 110 101 49.0
RT 213 130 83 29.3



ERBITUX + RT
o Grade 2-4 Acne/Rash
_I_“—G)—GGGG'O

Median 25.6 68.8+ Grade 0-1 Acne/Rash
p=0.002
HR (Cl)= 0.49 (0.34 — 0.72)



Arm 1

Accelerated FX and

concomitant boost ° +

Randomized patients CDDP: 100 mg/m?2, q3w X 2
with stage Ill or IVa SCC

of oropharynx,
hypopharynx or larynx,
(n=720)

On going



Taxanes Neoadjuvant Chemotherapy



TAX 323 Tax 324 PF vs PPF

Vermorken, J Posner, M Hitt, R
NEJM 2007;357:1696-704 NEJIM 2007;357:1705-15 JCO 23:8636-45, 2005



TAX 323 Tax 324 PF vs PPF

European N American Spanish

358 501 387 (70 drop outs)

RT alone Cisplatin



TAX 323

European

358

Taxotere 75 mg/m
Cisplatin 75 mg/r
5FU 750 mg/rAD1-5

RT alone

Tax 324
N American

501

Taxotere 75 mg/m
Cisplatin 100 mg/h
5FU 1000 mg/rhD1-4

Carboplatin 1.5AUC
weekly with RT

30 vs 71 months

PF vs PPF
Spanish

387 (70 drop outs)

Paclitaxel 175 mg/i
Cisplatin 100 mg/hD2
5FU 500 mg/mD2-6

Cisplatin 100 mg/mD1, 21

& 43 of RT



MmMN—-—<002>»3

*Prophylactic ciprofloxacin, at a dose of 500 mg gen orally
twice daily days 5-15, no GSF allowed unless felbgiheutropenia
or infection, a delay in recovery of the absolute eutrophil count
at day 28, or grade 4 neutropenia persisting for days or more.



Hazard ratio: 0.7
95% CI: [0.54-0.90]
P= 0.006

Median survival 71 mo (49 to NR) vs 30 mo (21 to 5$=0.013
5 yr survival 52% vs 42%
ASCO 2010



Toxicity during chemotherapy



Haematological adverse events

12 7



No. of patients 251 243 I° value

ASCO 2010: Tube feeding dependence 3% vs 13% p=0.14
Tracheostomy 7% vs 12% p=0.6



TPF vs PF organ preservation trial
GORTEC Trial

PF
TPF

70.3 vs 57.5%

ASCO abstract 5506, 2006 Calais, G
Pointreau, Y J Natl Cancer Inst 2009:101: 498 — 506



RT 70 Gy +
Px3

RT 70 Gy +

cetuximab

S oa>s o XU

Total laryngectomy
+ postop RT




GORTEC-GETTEC randomized
phase |l study: TREMPLIN

9 pts renal failure



TPF PF CRT Cetux



Recurrent / Metastatic Disease



Chemotherapy In recurrent disease



Chemotherapy Metastatic Disease



Response CR Med surv
% % months



Monoclonal Antibodies
Recurrent or Metastatic Disease

Burtness, et al. J Clin Oncol 2005:23:8646—8654



Recurrent or metastatic SCC
Randomized

Group B
Either cisplatin (100 mg/m 21V, d1)
Or carboplatin (AUC 5, d1)
+ 5-FU (1000 mg/m?2 1V, d1-4):
3-week cycles

6 chemotherapy cycles maximum

Progressive disease or unacceptable toxicity




36%

20%

(95) @1eJ 8suodsal aANn2alqo



i EXTREME: Overall Survival

0.9 CTX + ERBITUX

0.8 HR [95%CI]: 0.80 [0.64—0.99]

=0.04
0.77 P

0.61
0.5 feveessssssrrreeseeeeessessssssssssssessssssee bgesssssnnseris
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0 12 15 18 21 24
Patients at risk Survival time (months)

CTXonly 220 65 47 19 8 1
CTX + 222 82 57 30 15 3

ERBITUX
Vermorken JB, et al. New Engl J Med 2008;359:1116—-27







Nasopharynx



























Possible future agents



Gefitinib (Iressa)

Argiris, A ASCO 2009; 6011



Med TTP: 4.8 mo (95% CI,3.5-6.0
OS: 7.1 mo (95% CI, 2.8-11.5)



Med PFS: 95 days (Xeloda alone TTP 4.8 mo)
OS: 214 days (7.1 mo)



Pfister, D ASCO 2009; 6013

Meluch, A ASCO 2009; 6012

Kao, J ASCO 2009 6014

Mesia, R ASCO 2009; 6015

Saura, C ASCO 2009; 6023



Papadimitrakopoulou, V
ASCO 2009; 6017

Specenier, P ASCO 2009; 6017

Harrington, K ASCO 2010; 5505

Harrington, K ASCO 2009; 6018



Machiels, 3 ASCO 2009; 6024
Sabichi, A ASCO 2010; 5532

Soulieres, D ASCO 2010:;

Nachiels, J ASCO 2010; LBA5506



New Prognostic Factors

*Rischen, D ASCO 2010 **Snjetura, M ASCO 2010 ***De Castro, G ASCO 2010
5509 5519 5540






Supportive Care












Swallowing



Tumour Factors

Treatment Factors

Weight Loss

Patient Factors



Malnutrition



Nutrition Support






Feeding



Complications of PEG



Speech Therapy



Psychological Care



Radiation Induced Mucositis



Radiation Induced Mucositis Trials

Demiroz, C ASCO 2009 Abstract 6062



Sharma, A;: ASCO 2009, Abstract 6008



Chemotherapy induced Mucositis



Nausea & Vomiting



Neutropenia



Dry Mouth



Dental review



Continuation of smoking






Multidisciplinary Care Team









VS

34 weekly cisplatin vs weekly platin

VS



Conclusion 1



Conclusion 2



Conclusion 3









Adenoid Cystic Carcinomas



R T0OG 0522
Treatrnani of skin & Acdnaxal Reaciions

Avold direct strong sunlignt, neat, or hurnidity



