Concurrent chemoradiation (CCRT) or radiotherapy (RT) with anti-EGFR directed mono-
clonal antibody (anti-EGFR) or CCRT + anti-EGFR in locoregionally advanced squamous cell
carcinoma of the head and neck (LA-HNSCC): a comprehensive review of randomized data
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Introduction Results

Several randomized trials on the relative We retrieved 10 randomized trials from the literature and major congresses (table).

role of CCRT and RT with anti-EGFR were
Study author Phase N RT dose Study arms LRC oS PFS SAE Grade 3-4 toxicities Interruption Dose I. e g en d a

recently published/presented. and n _ » .. >10days reductions
Dysphagia Mucositis Dermatitis

N: number of patients

CCRT or RT + anti-EGFR

LCR: locoregional control rate

i Concert-2 I 61 70-72 Gy, 30-32  cisplatin 100 mg/m?2 x 2 61%* 40% 32% 40% 11% 0% 329%°° n: number of fractions
A I I l . _ Gy: Gray
Giralt 90 panitumumab 9 mg/kg x 3 51%* 34% 40% 42% 24% 7% 45% RT: radiotherapy
To summarize the existing literature on the Magrini I 35 70 Gy , 35 cisplatin 40 mg/m%week 80% 306 53% 21% 0%* 53%* NS: not significant
role of anti-EGFR directed antibodies as 35 cetuximab 53% 19%* 59% 44% 13%* 34%* CCRT: chemoradiation
compared to or in association with CCRT. p =0.044 p=0.039  p=0.05 SAE: serious adverse events
carboplatin/5-FU: carboplatin 70 mg/m? + 5-
Hitt Il 205 70 Gy, 35 TPF x 2/3=>cisplatin 100 55.6%  61.3%%°°° 28.8% 6.3% 31.7% 2.0% 85% fluorouracil 600 mg/m?/day, day 1.4
2
mg/m? x 3 cisplatin/5-FU: cisplatin 20 mg/m?%day and 5-
2 -
202 TPF x 2/3=>cetuximab 50.1%  54.19%%*°°° 22.8% 4.5% 44.6%  21.8% 79% FU 800 mg/m7day day 1-4
NS NS *: (co-)primary endpoint

REfe re n Ce S Ghi 11 261 70 Gy, 35 (TPF)=>cisplatin/5-FU x 2 48Y% 38.29%* 13.79%* 239~ : modifications in cisplatin dose

***: interruption > 7 days/ permanent discontinuation
160 (TPF)=>CetUXimab 43% 361%* 196%* 38%"~ ~. interruption > 3 consecutive days

* GiraltJ, Trigo J, Nuyts S, et al. Panitumumab plus radiotherapy versus
~~: RT completed 70 GY

chemoradiotherapy in patients with unresected, locally advanced squamous- NS p < 0.001
cell carcinoma of the head and neck (CONCERT-2): a randomised, controlled,

open-label phase 2 trial. Lancet Oncol 2015;16:221-32. (CC)RT or (CC)RT + anti-EGFR °: at 2 years

* Magrini SM, Buglione M, Corvo R, et al. Cetuximab and Radiotherapy Versus °°: dose modifications
Cisplatin and Radiotherapy for Locally Advanced Head and Neck Cancer: A Concert-1 Il 63 70 Gy, 35 cisplatin 100 mg/m? x 3 68%°* 78%° 32% 27% 24% 13% 3% 51%** 00o0.

: at 3 years
Randomized Phase Il Trial. J Clin Oncol 2016;34:427-35.

* Hitt R, Mesia R, Grau JJ, et al. Induction chemotherapy (ICT) with
docetaxel/cisplatin/5-fluorouracil (T/P/F) followed by chemoradiotherapy
with Cisplatin (CRTP) vs bioradiotherapy with Cetuximab (RTCx) for
unresectable locally advanced head & neck cancer (ULAHNC): Preliminary
results on toxicity. A TTCC Group Trial. Ann Oncol 2014;25:iv340-iv356.

* Ghi MG, Paccagnella A, Ferrari D, et al. Cetuximab/ radiotherapy (CET+RT) Ang 444 70 Gy, 35, in 6 weeks cisplatin 100 mg/m? x 2 + 74.1% 75 §94* 000 539 43%, 259
versus concomitant chemoradiotherapy (cCHT+RT) with or without induction O AN

docetaxel/cisplatin/5-fluorouracil (TPF) in locally advanced head and neck
squamous cell carcinoma (LASCCHN): Preliminary results on toxicity of a p=0.97 p=0.32 p=0.002 p<0.001

Mesia 87 cisplatin 75 mg/m?x 3 + 61%°* 69%° 43% 40% 55% 31% 16% 61%™** ~~~:any interruption
panitumumab 9 mg/kg x 3 +: at 4 years

RTOG 0522 1] 447 72 Gy, 42 in 6 weeks or cisplatin 100 mg/m? x 2 80.1%  72.9%*°°° 57% 33% 15%

@
randomized, 2x2 factorial, phase IlI-1ll study. J Clin Oncol 2013;30:abstr 5513. C I

anitumumab in patients with unresected, locally advanced squamous-cell ) i i
Earcinoma of the IEP)1ead and neck (CONCERT-1): aZandomised Olontrolled Siu 159 70 Gy, 35in 6 weeks panitumumab 9 mg/kg x3 88%"° 76%7¢ 31% 52% 14% 125%™ ‘/

openlabel phase 2 trial. Lancet Oncol 2015;16:208-20. 0 = 0.83 RT Is su periOr to RT + anti-EGFR

* Ang KK, Zhang Q, Rosenthal DI, et al. Randomized phase Il trial of concurrent ‘/ _ . . . .
accelerated radiation plus cisplatin with or without cetuximab for stage Ill to DAHANCA 19 1 309 66-68Gy, 2 Gy/fraction cisplatin 40 mg/m?week in 73%*+ CCRT + anti-EGFR is su perior to RT pIUS anti-EGFR
RT + anti-EGFR is not superior to CCRT

IV head and neck carcinoma: RTOG 0522. J Clin Oncol 2014;32:2940-50. stage Ill/IV + nimorazole ‘/

* Siu LL, Waldron JN, Chen BE, et al. Phase Ill randomized trial of standard . , , _ > : 2
fractionation radiotherapy (SFX) with concurrent cisplatin (CIS) versus Eriksen 310 66-68Gy, 2 Gy/fraction cisplatin 40 mg/m%week in e

accelerated fractionation radiotherapy (AFX) with panitumumab (PMab) in stage Ill/IV + nimorazole + ‘/ AFX (aCCE|erateC fraCtiOnatiOn RT) + a ntI-EG FR iS

patients (pts) with locoregionally advanced squamous cell carcinoma of the zalutumumab 8 mg/kg/week .
head and neck (LASCCHN): NCIC Clinical Trials Group HN.6 trial. J Clin Oncol not su perior to CCRT

2015;33:abstr 6000. RT + anti-EGFR or CCRT + anti-EGFR

* Eriksen JG, Maare C, Johansen J, Primdahl H, Evensen J, Kristensen CA, et al. ‘/ Non'inferiOrity has not been demonstrated.
OC-009: Update of the randomised phase IIl trial DAHANCA 19: Primary C-RT GORTEC 2007-01 1l 201 70 Gy, 35 cetuximab 61.2%°°° 54.9% 40.5%*°°° 61% 59% 14%/3%***

or RT and zalutumumab for squamous cell carcinomas of head and neck.

Radiother Oncol 2015;114:10. Bourhis 204 cetuximab + carboplatin/5-FU  78.4%°°°  60.8%  52.3%*°°° 73% 63%  15%/4%*** CCRT is still the standard of care in patients with

. . . . ) . . ) X 3
Bourhis J, Sun XS, Sire C, et al. Cetuximab-radiotherapy versus cetuximab LA_H NSCC

radiotherapy plus concurrent chemotherapy in patients with NO-N2a _ _
squamous cell carcinoma of the head and neck (SCCHN): Results of the p = 0.0005 NS p=0.015
GORTEC 2007-01 phase Il randomized trial. J Clin Oncol 2016;34:abstr 6003. ICT + RT + anti-EGFR or CCRT

* Geoffrois L, Martin L, Garaud P, et al. Induction docetaxel platinum 5-FU (TPF)

followed by cetuximab-radiotherapy (cetux-RT) versus concurrent chemo- GORTEC 2007-02 1l 179 70 Gy, 35 carboplatin/5-FU x 3 HR=0.98 HR=1.12 HR=0.93* 50% 29% 13 %/8 %***
radiotherapy (CT/RT) in patients with N2b/c-N3 non operated stage IlI-IV

squamous cell cancer of the head and neck (SCCHN): Results of the GORTEC Geoffrois 181 TPF x 3 => cetuximab 48% 53% 18%/3 %***

2007-02 phase 1l randomized trial. J Clin Oncol 2016;34;abstr 6000. 0=0.90 0 =0.39 0 =0.58 CONTACI’ pOl. Specenier@ uzd. be
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