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SCCHN: Multimodal Therapy




RTOG 0522 Phase llI:
CB-XRT +/ - C225 Chemoradiotherapy
for Locally Advanced Disease
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EGFR-Based Bioradiotherapy
with Panitumumab (P)

Concert 1 N 2-yr LRC %

CT1 RT 63 638
CliT RT+P 37 61




MACH-NC Update
Concomitant vs Induction CT

A Concomitant superior in LRC and event -free
survival; trend for OS (p=0.15)

A Induction superior for reduction in distant
failure.

I Induction: HR 0.73 (0.61 -0.88), p=0.001
I Concomitant: HR 0.88 (0.77 -1.00), p=0.04

uggest the potential for sequencing
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TAX 323 and TAX 324: Summary

A Response rates are higher with TPF
compared to PF

A Induction TPF improves survival compared
to PF, possibly due to increased LRC

A Rate of distant failure is low

A There was no comparison with accepted CT



DECIDE Phase Il Trial: TPF Followed by
ChemoRT Versus Concurrent ChemoRT
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Overall Survival by Treatment Arm
Primary Endpoint

HR (IC/CRT) =0.91 (0.59, 1.41)
p=0.68

Blue: IC, Red: CRT

24 36 48
Time (months)

Cohen E et al, JCO 2014




Overall Survival by Nodal Stage

N2A/N2B (n=139) N2C/N3 (n=96)

0 12 24 36 48 60 72 0 12 24 36 48 60 72
Time (months) Time (months)

Blue: IC, Red: CRT

Cohen E et al, JCO 2014




The PARADIGM Study:
Sequential Therapy vs Chemoradiotherapy
A Phase lll Study of TPF/C  -XRT vs P-ACBXRT
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PARADIGM: Progression Free Survival
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Is There Still a Role for Induction
Chemotherapy for Head and Neck Cancer?

Adam S. Garden, The University of Texas MD
Anderson Cancer Center, Houston, TX

J Clin Oncol 23(6):1059 -60, 2015. Editorial




Phase Il Study of TPF Followed by
Cisplatin/5 -FU/XRT

ChemoXRT

Cisplatin 20 mg/m2/day s 1to 4
/ 5-FU 800 mg/m2/day 96 h
(weeks 1+6 of RT)

Stage IlI/IV MO HNSCC
Unresectable disease

FS 0=

TPF x 3 > ChemoX
Docetaxel 75 mg/m 2 day 1 RT

Cisplatin 80 mg/m 2 day 1
5-FU 800 mg/m  2/day 96 h

N=103 patients
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Phase llI: 2 X 2 Factorial Design

Stratification:

T stage

N stage

Primary tumor site
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Primary endpoints: -

(N = 421)
PF
~ RT - 70Gy Al
P
i cccccccce

Q 3 weeks x 3 cycles RT - 70Gy A2

PF

no induction RT - 70Gy Bl
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RT - 70Gy B2

1) 3y OS Induction-vs no induction: AL+ A2vsB1+B2
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MG Ghi etal, ASCO 2014



Compliance with Concomitant Treatments

TPF + concomitant |Concomitant
n=185 n= 199

PF 2 cy/cetuximab 7 wks 86% 88%
- no modifications 56% 599%%

RT completion 93% 93%
- no modifications 61.5% 64.5%

Median RT dose, Gy (range) 70(8-73) 70(18-70)

Median RT duration, weeks 7.3(1-13) 7.4(3-11)

(range)
Pts with RT interruption 51(27.5%) 59 (30%)

> 3 consecutive days (%)

Death from any cause within 6 (3%) 7 (3.5.%)
30 days after treatments
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Progression Free Survival

1.00 Events Totals
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Overall Survival

Events Totals

105 207
96 208
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median OS mo: 53.7 vs 30.3

HR: 0.72; 95% CI 0.55-0.96; p=0.025

48 54

Patients at Risk

No neoadj 207 173 25 13
Neoodj 208 188 42 23
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Induction CT Trial Outcomes

3yr %
N PES oS
| ICT 70 67 73
Parad'gm< CTi RT 75 69 78

Ghi, etal. <




HPV- positive and negative cancers

HPV-related cancers SCC related to substance abuse
A Caused by HPV A Caused by toxic exposures
I HPV 16 is high -risk i Tobacco and alcohol
subtype
i Driven by viral A Throughout HN mucosa
oncogenes

A P53 mutations

Concentrated in oropharynx _
A Poor prognosis,
E6 and E7 oncogenes -
comorbidities
Young, favorable health - |

Second primary
Cured in80%



50 -y/o man, HPV+, mostly cystic
nodes,

59 -y/o man, HPV+, cystic
nodes, occult primary




