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Received: January 15,2014 Revised: April 24,2014 Nasopharyngeal carcinoma (NPC) accounts for less than
Accepted: May 16,2014 1% of all malignancies and is rare in western countries',
Published online: July 16, 2014 NPC is usually pootly differentiated and is diagnosed in

young patients. The prognosis of loco-tegional disease
is satisfactory, with a 5-year overall survival exceeding
80%. Radiation alone is employed for stage I -1l disease,
Abstract while for locally advanced NPC the combination of che-

; ; 1
Nasopharyngeal carcinoma is rare in western coun- motherapy and radiotherapy is the standard approach'".

tries, accounting for less than 1% of all malignancies, ~ Lhe advent of new radiotherapy techniques, like intensity
Despite prognosis is satisfactory for newly diagnosed, =~ modulated radiotherapy (IMRT), has further improved
non-metastatic disease, management of recurrent dis-  Prognosis of newly diagnosed NPC patients and contrib-
ease is challenging, with a survival expectancy of ap- uted to allow re-irradiation of recurrent disease. On the

proximately 6 mo with the use of chemotherapy as the other hand, management of recurrent/metastatic disease
sole salvage treatment. We report a case of recurrent remains challenging for medical and radiation oncolo-
nasopharyngeal carcinoma treated with a combination  gists. In addition to cisplatin-based chemotherapy, which

of chemotherapy, radiotherapy and surgery in the con- s the standard systemic treatment for NPC?, cetuximab
text of a multidisciplinary approach. A durable complete may be in patients with NPC and squamous histology
response was achieved. according to guidelines. Importantly, in undifferentiated
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NPC, epithelial growth factor receptor is often overex-
pressed and k-RAS is never mutated, so cetuximab may
provide benefit also in these patients”. We here report
how multidisciplinary management coupled with recent
advances in the field allowed us the obtain a durable com-
plete response in a patient with relapsing undifferentiated
nasopharyngeal carcinoma.

CASE REPORT

In September 2009, a 59-year-old male patient was re-
ferred to our office for undifferentiated nasopharyngeal
carcinoma. Histological diagnosis was made on fiberos-
copy-guided biopsy. A computed tomogtraphy (CT) scan
showed a large lesion atising from the postetior wall of
the nasopharynx and extending into the paranasal sinuses.
The lesion infiltrated the clivus and the oropharynx, and
bilateral laterocervical lymphnode metastases wetre de-
tected. Magnetic resonance imaging (MRI) confirmed CT
findings (clinical stage, TAN3MO, IVa AJCC).

A therapeutic strategy based on 3 cycles of neoadju-
vant docetaxel, cisplatin and 5-fluorouracil followed by
radiotherapy was pursed after written informed consent
was obtained. Docetaxel and cisplatin were given at doses
of 75 mg/m” on day one and 5-Fluorouracil was admin-
istered at 750 mg/m” daily »ia continuous infusion for
four consecutive days every three weeks. In November
2009, CT scan (Figure 1) showed partial response accord-
ing to RECIST criteria 1.1 (reduction greater than 50% in
the sum of the longest diameters of target lesions). From
December 2009 until February 2010, a combined cetux-
imab-RT treatment was delivered. Cetuximab was given
at standard doses. A total dose of 70 Gy (2 Gy dose frac-
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Figure 1 A large lesion arising from the posterior wall of the
nasopharynx and bilateral lymphnode metastasis were de-
tected in the parapharyngeal space (October 2009).

Figure 2 After neoadjuvant TPF followed by cetuximab-ra-
diotherapy, a complete response was obtained (March 2010).

tions) on clinical target volume was delivered zia 3D con-
formational radiotherapy. Toxicity mainly consisted of
grade 2 cutancous rash and grade 2 xerostomia, and did
not lead to treatment interruption. Forty-five days after
completion of chemo-radiotherapy, a complete response
was shown on CT scan (Figure 2) and on PET scan after
60 d.

The patient remained free of disease recurrence
until May 2012, when CT scan showed loco-regional
recurrence involving the nasopharynx, the left orbitary
cavity and intraparotid lymph nodes on the left side of
the head. Patient presented with visual disturbances and
moderate pain. PET scan and cytology confirmed the
nature and extension of the recurrence. After multidis-
ciplinary consultation involving the medical oncologist,
the radiation oncologist, the pathologist and the surgeon,
we decided to use a combined strategy based on an neo-
adjuvant chemotherapy, followed by re-irradiation and a
surgical evaluation of residual disease.

Given the prolonged time to relapse, we deemed the
disease to have preserved its sensitivity to taxanes and
platinum compounds, so we delivered carboplatin (CB-
DCA) AUC 5 (area under curve) on day one every 3 wk,
paclitaxel at the dose of 175 mg/m” on day one every
three weeks and standard doses of weekly cetuximab. Ra-
diological and symptomatic improvement was obtained
after three cycles. A CT scan showed disappearance of
the nasopharyngeal lesion, shrinkage of the lymphnode
mass but no change of the orbital lesion. Toxicity was
low, with grade 1 skin rash the most relevant side effect.
Re-irradiation was performed from the end of August to
the beginning of October 2012 via helical IMRT, 18 FDG
PET/CT based planning. A total dose of 66 Gy, deliv-
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ered in 30 daily fractions of 2.2 Gy, were administered to
the site of disease, with the exclusion of the lymphnode
mass in the neck, with disappearance (Figure 3) of both
the orbital lesion and the nasopharynx. After subsequent
chemotherapy (three cycles of CBDCA-Pac and cetux-
imab) CT scan showed that the only site of persistent
disease was the lymph node mass in the neck (Figure 4).
Patient was scheduled for surgical removal of parothyd
and laterocervical II, Il and IV neck levels. In June 2013,
CT scan showed no sign of residual disease. As of Janu-
ary 2014, the patient is free of disease. He complains of
grade 2 chronic xerostomia due to radiotherapy, and a
facial nerve paralysis due to the surgical intervention.

DISCUSSION

Locally advanced nasopharyngeal carcinoma can be suc-
cessfully managed by combination platinum-based che-
motherapy and radiotherapy'. Neo-adjuvant chemother-
apy is also a valuable option and is especially indicated in
patients with large lesions and locally advance disease, in
order to decrease the gross tumor volume'. Comibina-
tion of taxanes and platinum compounds is highly active,
not only in nasopharyngeal carcinomas but also in other
clinical situations, such as head-neck carcinomas of un-
known primarym.

On the other hand, current management of recur-
rent/metastatic disease is far from yielding satisfactory
results, and the prognosis is grim. In addition to cisplatin-
based chemotherapy, cetuximab may also be employed
in patients with NPC, as shown in some preliminary
experiencesm. Our case appears of great interest not only
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Figure 3 Computed tomography scan showed an intraorbital le-
sion (May 2012).

Figure 4 Computed tomography scan showed that the only site
of persistent disease was the lymph node mass in the neck (De-
cember 2012).

because cetuximab appeared to improve the outcome at
first presentation, but it appeated to have preserved its
effectiveness at disease relapse. Cetuximab was well toler-
ated both at initial presentation and at recurrence. Ran-
domized controlled trials are required to assess efficacy
of cetuximab in nasopharyngeal carcinoma before it can
be recommended in this setting.

Our case also highlights the importance of a multidis-
ciplinary approach in all patients and especially in those
with recurrent disease. The multidisciplinary approach is
able to balance toxicity and efficacy associated to com-
bined use of diversified treatments. In recurrent patients,
the use of chemotherapy as the sole salvage treatment
#19 With a multidisci-
plinary approach, we obtained a complete response, and
our patient is free of disease recurrence after more than
6 mo and has an acceptable quality of life. Doctor-doctor
and patient-doctor communication was of utmost impoz-
tance for the management of this case, which should set
an example of optimal integrated strategy of recurrent
nasopharyngeal carcinoma.

COMMENTS

Case characteristics

Patient presented with recurrent nasopharyngeal carcinoma treated with che-
motherapy, biological therapy, radiation therapy and surgery.

Clinical diagnosis

Patient was affected by a locally advanced nasopharyngeal tumor, which was
shown to be undifferentiated carcinoma on biopsy

Differential diagnosis

Differential diagnosis included lymphoma and squamous carcinoma.

is associated to a 6-mo prognosis
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Laboratory diagnosis

Patient had normal liver, bone marrow and kidney function at diagnosis and
throughout treatment.

Imaging diagnosis

Patient had locally advanced disease at diagnosis, with a large lesion arising
from the posterior wall of the nasopharynx and infiltrating the clivus and bilateral
laterocervical lymphnode metastases.

Pathological diagnosis

Patient was affected by undifferentiated nasopharyngeal carcinoma.
Treatment

After patient underwent treatment with docetaxel, cisplatin and 5-Fluorouracil
and combined cetuximab-radiotherapy, he was treated with carboplatin, pacli-
taxel and cetuximab, followed by re-irradiation and surgery.

Term explanation

Clinical target volume.

Experiences and lessons

Irradiation with cetuximab is advantageous when chemotherapy cannot be de-
livered.

Peer review

This paper is a useful clinical case in head and neck diseas.
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