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RTOG 0522 Phase III:
CB-XRT +/ - C225 Chemoradiotherapy

for Locally Advanced Disease

ÅOropharynx, 
hypopharynx, 
larynx

ÅStage III - IV

Å -T2N2+

Å -T3/4

ÅECOG 0-1

IMRT or CB -XRT

+

100 CDDP x 2

IMRT or CB -XRT

+

100 CDDP x 2

+

400 C225 x 1/

250 C225 x 7

ND +/-
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Ang KK et al, JCO 2014
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EGFR-Based Bioradiotherapy
with Panitumumab (P)

Concert 1 N 2-yr LRC %

CT ïRT 63 68

CT ïRT + P 87 61

Concert 2

CT ïRT 61 61

P ïRT 90 51

Mesia et al, Lancet Oncol 2015
Giralt et al, Lancet Oncol 2015
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MACH-NC Update
Concomitant vs Induction CT

ÅConcomitant superior in LRC and event - free

survival; trend for OS (p=0.15)

ÅInduction superior for reduction in distant 
failure.

ïInduction: HR 0.73 (0.61 -0.88), p=0.001

ïConcomitant: HR 0.88 (0.77 -1.00), p=0.04 

ÅAuthors suggest the potential for sequencing 
the two approaches, with concern re 
adverse impact on compliance/ toxicities

Pignon JP et al, Radiotherapy Oncology 2009
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TAX 323 and TAX 324: Summary

ÅResponse rates are higher with TPF  

compared to PF

ÅInduction TPF improves survival compared 

to PF, possibly due to increased LRC

ÅRate of distant failure is low

ÅThere was no comparison with accepted CT -

RT
Posner M et al, NEJM 2007
Vermorken J et al, NEJM 2007
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DECIDE Phase III Trial: TPF Followed by 
ChemoRT Versus Concurrent ChemoRT
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P

T

DFHX
Concurrent
ChemoRT

TPF: docetaxel + cisplatin + 5 -FU q 3 wk x 2

DFHX: docetaxel + hydroxyurea + FU + hyperfractionated RT

F

DFHX
Concurrent
ChemoRT

N2/N3
SCCHN

PI: Ezra Cohen
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Overall Survival by Treatment Arm

Primary Endpoint

Cohen E et al, JCO 2014
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Overall Survival by Nodal Stage

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

Blue: IC, Red: CRT

Cohen E et al, JCO 2014
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The PARADIGM Study:
Sequential Therapy vs Chemoradiotherapy

A Phase III Study of TPF/C -XRT vs P-ACBXRT
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P

F

XRT

C

Daily Radiotherapy

3 Cycles 

T

Surgery

P q 3 wks
Surgery

ACB Radiotherapy

PI: Robert Haddad 

T
ACB

NR

PR,  
CR
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[TITLE]

Haddad, Lancet Oncol2013
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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
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Phase II Study of TPF Followed by 
Cisplatin/5 -FU/XRT

ChemoXRT
Cisplatin 20 mg/m2/day s 1 to 4

5-FU 800 mg/m2/day  96 h 

(weeks 1+6 of RT)

Stage III/IV  M0 HNSCC

Unresectable disease

PS 0-1

N=103 patients

TPF x 3
Docetaxel 75 mg/m 2 day 1 

Cisplatin 80 mg/m 2 day 1

5-FU 800 mg/m 2/day 96 h 

(q 21 days)
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Primary endpoint: radiologic CR after chemoXRT

ChemoX
RT

Paccagnella A et al, Ann Oncol 2010
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Phase III: 2 X 2 Factorial Design
(N = 421)

Stratification:
T stage
N stage
Primary tumor site
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Q 3 weeks x 3 cycles

no induction

RT - 70Gy

RT - 70Gy

Primary endpoints:

1) 3y OS Induction vs no induction: A1 + A2 vs B1 + B2

2) 2) G3 -4 in field toxicity: A1 + B1 vs A2 + B2

MG Ghi et al, ASCO 2014

A1

A2

PF

C C C CC C CC

RT - 70Gy

RT - 70Gy

B1

B2

PF

C C C CC C CC
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Slide 21

Presented By Maria Ghi at 2014 ASCO Annual Meeting
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Presented By Maria Ghi at 2014 ASCO Annual Meeting
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Presented By Maria Ghi at 2014 ASCO Annual Meeting
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Induction CT Trial Outcomes

3yr %

N PFS OS

ICT 70 67 73

CT ïRT 75 69 78

ICT 142 67 75

CT ïRT 138 60 74

ICT 199 47 58

CT ïRT 185 37 46

Paradigm

DeCIDE

Ghi , et al.
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HPV-positive and negative cancers

HPV-related cancers

Å Caused by HPV

ï HPV 16 is high - risk 
subtype

ï Driven by viral 
oncogenes

Å Concentrated in oropharynx

Å E6 and E7 oncogenes

Å Young, favorable health

Å Cured in 80%

SCC related to substance abuse

Å Caused by toxic exposures

ï Tobacco and alcohol

Å Throughout HN mucosa

Å P53 mutations

Å Poor prognosis, 

comorbidities

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

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


