
July 2016, Vol. 23, No. 3 Cancer Control  317

McDonald MW, Linton OR, Shah MV. Proton 
therapy for reirradiation of progressive or re-
current chordoma. Int J Radiat Oncol Biol Phys. 
2013;87(5):1107-1114.

This retrospective review of data from 16 patients 
was undertaken to report on reirradiation with proton 
therapy for progressive/recurrent chordoma in com-
bination with or without salvage surgery. The 2-year 
estimated rate of local control was 85%, the rate of de-
veloping distant metastases was 20%, overall survival 
was 80%, and the rate of chordoma-specific survival 
was 88%. Toxicities were observed at longer follow-up 
times. Full-dose proton reirradiation was associated 
with initial disease control and good overall survival 
for patients with progressive/recurrent chordoma.

Forastiere AA, Zhang Q, Weber RS, et al. Long-term 
results of RTOG 91-11: a comparison of three non-
surgical treatment strategies to preserve the larynx 
in patients with locally advanced larynx cancer. 
J Clin Oncol. 2013;31(7):845-852.

These researchers sought to determine the long-
term results of treating 520 patients with stage III/IV 
glottic/supraglottic squamous cell cancer with either 
concomitant cisplatin/radiotherapy (RT), induction 
cisplatin/fluorouracil followed by radiotherapy (RT), 
or RT alone. After a follow-up period of 10 years, the 
data revealed that induction cisplatin/fluorouracil fol-
lowed by RT and concomitant cisplatin/RT had similar 
effectiveness for laryngectomy-free survival. Rates of 
both larynx preservation and locoregional control were 
significantly improved with concomitant cisplatin/RT 
compared with induction chemotherapy or RT alone. 

Mifsud MJ, Tanvetyanon T, Mccaffrey JC, et al. Adju-
vant radiotherapy versus concurrent chemoradiother-
apy for the management of high-risk salivary gland 
carcinomas. Head Neck. 2016. Epub ahead of print.

The purpose of this retrospective study of 140 pa-
tients with salivary carcinomas was to explore the 
use of adjuvant chemoradiotherapy for the treatment 
of advanced salivary malignancies because of their 
aggressive disease course. Patients were treated with 
either postoperative chemoradiotherapy or radiother-
apy (RT). High rates of locoregional control were ob-
served in both groups: 91% for RT and 79% for chemo-
radiotherapy. A difference in 3-year progression-free 
survival was not seen with chemoradiotherapy vs RT. 
Until prospective evidence is available, chemoradio-
therapy as standard treatment for advanced salivary 
malignancies cannot be advised.

O’Sullivan B, Huang SH, Su J, et al. Development 
and validation of a staging system for HPV-re-
lated oropharyngeal cancer by the International 
Collaboration on Oropharyngeal Cancer Network 
for Staging (ICON-S): a multicentre cohort study. 
Lancet Oncol. 2016;17(4):440-451.

The International Collaboration on Oropharyn-
geal Cancer Network for Staging (ICON-S) aimed 
to develop a tumor, node, metastasis (TNM) clas-
sification for human papillomavirus (HPV)-positive 
oropharyngeal cancer. Patients with oropharyngeal 
cancer whose cancer had not spread were included. 
Stage classifications were ranked according to sur-
vival performance. Because the rate of 5-year overall 
survival was similar for T4a and T4b disease, 
T4 classification was not subdivided in the retermed 
ICON-S T categories. The rates of 5-year overall sur-
vival were similar among N1, N2a, and N2b disease, 
so the authors retermed the 7th edition N categories. 
They then proposed the following ICON-S classifi-
cation: stage I (T1–T2N0–N1), stage II (T1–T2N2 or 
T3N0–N2), and stage III (T4 or N3). They also classi-
fied metastatic disease (M1) as ICON-S stage IV. The 
authors concluded that their ICON-S staging system 
for HPV-positive oropharyngeal cancer is now suit-
able for the 8th edition of the Union for International 
Cancer Control/American Joint Committee on Cancer 
TNM classification. 

Keck MK, Zuo Z, Khattri A, et al. Integrative analy-
sis of head and neck cancer identifies two biologi-
cally distinct HPV and three non-HPV subtypes. 
Clin Cancer Res. 2015;21(4):870-881.

Gene expression–based consensus clustering, hu-
man papillomavirus (HPV) status, and copy number 
profiling were obtained for a clinically homogenous 
patient cohort of 134 locoregionally advanced head 
and neck squamous cell carcinomas to identify sub-
types and translationally relevant characteristics. Five 
subtypes of head and neck squamous cell carcinomas 
were identified, 2 of which were biologically distinct 
HPV subtypes. One HPV negative and 1 HPV posi-
tive subtype had a prominent immune and mesen-
chymal phenotype. Compared with other subtypes, 
these 2 subtypes had low expression and no copy 
number events for epidermal growth factor recep-
tor (EGFR)/human epidermal growth factor receptor 
(HER) ligands. The basal subtype was characterized 
by a prominent EGFR/HER signaling phenotype,  
HPV-negative status, and with strong hypoxic differen-
tiation. The authors concluded that their classification 
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subtypes carry translational implications for develop-
ing biomarkers and personalizing patient care.

Graham DM, Isaranuwatchai W, Habbous S, et al.  
A cost-effectiveness analysis of human papilloma-
virus vaccination of boys for the prevention of oro-
pharyngeal cancer. Cancer. 2015;121(11):1785-1792.

A preliminary analysis and literature review were 
performed to assess the cost effectiveness of human 
papillomavirus (HPV) vaccination in Canadian boys 
with oropharyngeal cancer. The researchers deter-
mined that the quadrivalent HPV vaccine (HPV4) pro-
duced 0.05 more quality-adjusted life years (QALYs) 
and saved $145 Canadian dollars (CAD) per indi-
vidual compared with no vaccine. When the authors 
adjusted for assumed rates of 50% vaccine efficacy 
and 50% uptake, HPV4 resulted in 0.02 more QALYs 
and had a cost savings $42 CAD. Thus, the researchers 
concluded that use of HPV4 for boys living in Canada 
aged 12 years might be a cost-effective method for 
preventing oropharyngeal cancer.

Grossi Marconi D, da Costa Resende B, Rauber E, 
et al. Head and neck non-melanoma skin cancer 
treated by superficial x-ray therapy: an analysis 
of 1021 cases. PLoS One. 2016;11(7):e0156544.

These authors retrospectively reviewed the re-
cords of 597 patients (n = 1,021 lesions) treated with 
superficial X-ray therapy (SXRT) for basal cell carci-
noma, squamous cell carcinoma (SCC), and SCC in 
situ to compare treatment outcomes by fractionation 
schedules. No significant difference was observed 
among the 3 prescribed fractionation schemes in 
terms of toxicity. Use of daily doses higher than  
2 Gy was significantly associated with improved rates 
of local control. The researchers concluded that SXRT 
is well tolerated in this patient population, achieves ex-
cellent rates of local control, and they recommend that 
it should be recommended for disease management. 

Tanvetyanon T, Fisher K, Caudell J, et al. Adjuvant 
chemoradiotherapy versus with radiotherapy alone 
for locally advanced salivary gland carcinoma among 
older patients. Head Neck. 2016;38(6):863-870.

Researchers studied adjuvant chemoradiotherapy 
with adjuvant radiotherapy (RT) in an older patient 
population using Surveillance, Epidemiology, and 
End Results/Medicare data. A total of 13.5% received 
adjuvant chemoradiotherapy and 86.5% received 
adjuvant RT. The rates of median overall survival 
were 41 and 24 months for adjuvant RT and chemo-
radiotherapy, respectively. The authors observed 
that adjuvant chemoradiotherapy was associated 
with increased mortality and that rates of toxicity  
were significantly higher in those treated with 
chemoradiotherapy. 

Spencer S, Schulten J, Hossain A, et al. Cetuximab 
and radiotherapy in laryngeal preservation for 
cancers of the larynx and hypopharynx: a second-
ary analysis of a randomized clinical trial. JAMA 
Otolaryngol Head Neck Surg. 2016. Epub ahead 
of print.

An international, randomized, phase 3 study was 
undertaken to assess the rates of laryngeal preserva-
tion and laryngectomy-free survival among 168 pa-
tients with hypopharyngeal or laryngeal cancer after 
being treated with cetuximab and radiotherapy (RT) 
or RT alone. The rates of laryngeal preservation at 
2 years were 87.9% and 85.7% for those receiving 
cetuximab/RT and RT alone, respectively. The hazard 
ratio for laryngectomy-free survival was 0.78 when 
comparing cetuximab/RT and RT alone. These results 
indicate that a cetuximab-based regimen may provide 
some benefit for patients with cancer of the larynx/
hypopharynx. 

Rosenthal DI, Harari PM, Giralt J, et al. Association 
of human papillomavirus and p16 status with out-
comes in the IMCL-9815 phase III registration trial 
for patients with locoregionally advanced oropha-
ryngeal squamous cell carcinoma of the head and 
neck treated with radiotherapy with or without 
cetuximab. J Clin Oncol. 2016;34(12):1300-1308.

A retrospective evaluation of the association of 
human papillomavirus (HPV) and p16 protein expres-
sion status was undertaken by researchers to study 
outcomes in patients with oropharyngeal carcinoma 
receiving radiotherapy (RT) plus weekly cetuximab or 
RT alone. When treated with RT alone or RT plus ce-
tuximab, patients with p16-positive status had a higher 
rate of overall survival than those whose p16 status 
was negative. Adding cetuximab to RT increased rates 
of progression-free survival, locoregional control, 
and overall survival in those with p16-positive and 
p16-negative oropharyngeal carcinoma. The authors 
observed that p16 status was also strongly prognostic 
for patients with oropharyngeal carcinoma. 
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