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Letter to the editor

A rare case of nasopharyngeal adenoid cystic carcinoma treated with cetuximab-based induction
therapy followed by concurrent chemoradiotherapy

Dear Editor-in-Chief,

In response to the treatment of adenoid cystic carcinoma, I’d like to
describe a rare case of this type of tumor discovered in nasopharynx.

A 33-year-old female complained tinnitus in her left ear, then she
received radical endoscopic surgery in January 2017. The postoperative
pathology was classified as adenoid cystic carcinoma and Ki-67 was
20% positive. The patient did not receive further treatment after sur-
gery. In May 2017, she accepted radical endoscopic surgery again be-
cause the tumor recurred in nasopharyngeal region. Histopathology
confirmed locally recurrent adenoid cystic carcinoma with a solid
portion exceeding 80%. Cell necrosis could be seen with microscope
and EGFR was positive. In June 2017, the patient came to our
Department of Radiation Oncology because she was suffering from a
severe headache. The patient has a medical history of thalassemia, no
smoking or drinking. Locally recurrent advanced nasopharyngeal ade-
noid cystic carcinoma was classified as T4bN0M0 by contrast-enhanced
MRI, according to the American Joint Committee on Cancer staging
(AJCC), 8th edition (Fig. 1).

The patient received a combined chemotherapy consisting of 3 cy-
cles of docetaxel, cisplatin and 5-Fu couple with 9 cycles of cetuximab
(docetaxel (75mg/m−2) (D1), cisplatin (75mg/m−2) (D1), 5-Fu
(750mg/m−2) (D1-5), repeated every 3 weeks and cetuximab repeated
every week). The dosage of cetuximab was 400mg/m−2 on day 1 at the
first week, then followed by 250mg/m−2 on day 1 from the second to
ninth week). Due to the serious nausea and vomiting caused by cis-
platin, cisplatin was replaced with carboplatin (area under the curve 5
(D1)) from the second cycle and the patient was well tolerated with
carboplatin. Contrast-enhanced MRI and CT of nasopharyngeal region
were performed every 3 weeks, and the imaging evaluation was partial
response (PR) which indicated that NACC significantly shrank. When
three 3 cycles of induction chemotherapy finished, intensity Modulated
Radiation Therapy was performed with concurrent chemotherapy
which strengthened radiation sensibility. The concurrent chemotherapy
regimen was comprised of carboplatin (area under the curve 5) (D1)
and 5-fu (750mg/m−2) (D1-5). The radiation plan was divided into
two phases. Phase 1: 95% of the planning target volume (PTV) re-
ceiving the prescription of 56 Gy/28 fractions containing the gross
tumor and clinically node-negative neck as prophylactic area. Phase 2:
The prescribed dose (12 Gy/6 fractions) to the 95% of the PTV which
included residual tumor. The patient received Contrast-enhanced MRI
of nasopharyngeal region every 3months by follow-up and imaging
evaluation had been sustained partial response which tumor volume
decreased 90%, nearly achieving complete response (Fig. 2).

The patient had suffered from grade 2 dermatitis, grade 3 mucositis
and myelosuppression, according to the Common Terminology Criteria
for Adverse Events (CTCAE) version 4.0, during the radiotherapy con-
current with chemotherapy. But the patient was well tolerated after

receiving symptomatic therapy with acesodyne, gargle and re-
combinant human granulocyte colony-stimulating factor injection.

The incidence of Nasopharyngeal adenoid cystic carcinoma (NACC)
is rare which represented about 0.29% of all Nasopharyngeal carci-
nomas. Over-expression Ki-67 and solid pattern of ACC may be asso-
ciated with poor prognosis [1–3]. Efficacy of current treatment options,
particularly for locally advanced NACC, is very restricted, that is why
more aggressive treatment strategies should be developed [4]. Surgery
followed by postoperative radiotherapy with or without chemotherapy
is cornerstone of therapy [5–8].

The over-expression of EGFR in adenoid cystic carcinoma (ACC)
makes it become a potential biological target [9–11]. Hitre et al. con-
sidered that the addition of cetuximab to cisplatin-based chemor-
adiotherapy improved the median PFS to 64months in patients with
locally advanced ACC which is better than other studies [12]. Some
other opinions agreed that the addition of cetuximab to chemotherapy
with carboplatin and paxlitaxel in locoregionally advanced head and
neck cancer was tolerable and effective [13,14].

Platinum-based concurrent chemoradiotherapy in treating locally
advanced ACC may receive satisfactory efficacy [15–17]. To achieve
local control of ACC, radiation doses of more than 60 Gy or even 66 Gy
are recommended [18]. In our case, the total dose of primary tumor
area was 68 Gy which was accordant with the recommendation. In
some reports, Concurrent chemoradiotherapy alone was applied to
manage NACC of T4N0M0 and obtained objective response. But un-
fortunately, lung metastases appeared after 1 year and local recurrence
after 3 years [19]. In our case, there was no local recurrence or distant
metastasis found in this patient's follow-up.

As we all know, cetuximab, platinum-based chemoradio- or che-
motherapy also bring toxicity. Combination therapy may lead to more
serious adverse events than the single one. In our case, grade 2 der-
matitis, grade 3 mucositis and myelosuppression were observed. But the
patient was well tolerated after receiving symptomatic therapy. Up to
now, we have followed up the patient for 18months, and no obvious
long-term toxicity has been observed.

In summary, this combination treatment of cetuximab, induction
chemotherapy, followed by concurrent chemoradiotherapy was toler-
ated well and yielded promising objective response and local control.
However, current number of cases for this treatment is too rare to allow
a more detailed assessment of this combination treatment. Hence, more
prospective controlled trial is needed to investigate the potential sig-
nificance of this combined treatment.

Conflict of interest

The author(s) indicated no potential conflicts of interest.

https://doi.org/10.1016/j.oraloncology.2018.12.022
Received 9 December 2018; Received in revised form 16 December 2018; Accepted 19 December 2018

Oral Oncology 89 (2019) 161–163

Available online 26 December 2018
1368-8375/ © 2018 Elsevier Ltd. All rights reserved.

T

http://www.sciencedirect.com/science/journal/13688375
https://www.elsevier.com/locate/oraloncology
https://doi.org/10.1016/j.oraloncology.2018.12.022
https://doi.org/10.1016/j.oraloncology.2018.12.022
https://doi.org/10.1016/j.oraloncology.2018.12.022
http://crossmark.crossref.org/dialog/?doi=10.1016/j.oraloncology.2018.12.022&domain=pdf


Acknowledgement

The authors have no acknowledgement regarding this manuscript.

References

[1] Chen Q, Ba YP. The clinical features and prognosis analysis of adenoid cystic car-
cinoma in nasal cavity and paranasal sinus. Lin chuang er bi yan hou tou jing wai ke
za zhi = J Clin Otorhinolaryngol Head Neck Surgery 2017;31:1740–4.

[2] Qian X, Kaufmann AM, Chen C, Tzamalis G, Hofmann VM, Keilholz U, et al.
Prevalence and associated survival of high-risk HPV-related adenoid cystic carci-
noma of the salivary glands. Int J Oncol 2016;49:803–11.

[3] Du F, Zhou CX, Gao Y. Myoepithelial differentiation in cribriform, tubular and solid
pattern of adenoid cystic carcinoma: a potential involvement in histological grading
and prognosis. Ann Diag Pathol 2016;22:12–7.

[4] Chae YK, Chung SY, Davis AA, Carneiro BA, Chandra S, Kaplan J, et al. Adenoid
cystic carcinoma: current therapy and potential therapeutic advances based on
genomic profiling. Oncotarget 2015;6:37117–34.

[5] Coca-Pelaz A, Rodrigo JP, Bradley PJ, Vander Poorten V, Triantafyllou A, Hunt JL,
et al. Adenoid cystic carcinoma of the head and neck – an update. Oral Oncol
2015;51:652–61.

[6] Chang CF, Hsieh MY, Chen MK, Chou MC. Adenoid cystic carcinoma of head and
neck: a retrospective clinical analysis of a single institution. Auris Nasus Larynx
2018;45:831–7.

[7] Karasmanis I, Goudakos JK, Vital I, Zarampoukas T, Vital V, Markou K. Hybrid
carcinoma of the larynx: a case report (adenoid cystic and adenocarcinoma) and
review of the literature. Case Rep Otolaryngol 2013;2013:385405.

[8] Saida K, Murase T, Ito M, Fujii K, Takino H, Masaki A, et al. Mutation analysis of the
EGFR pathway genes, EGFR, RAS, PIK3CA, BRAF, and AKT1, in salivary gland
adenoid cystic carcinoma. Oncotarget 2018;9:17043–55.

[9] Haddad RI, Posner MR, Busse PM, Norris Jr. CM, Goguen LA, Wirth LJ, et al.
Chemoradiotherapy for adenoid cystic carcinoma: preliminary results of an organ
sparing approach. Am J Clin Oncol 2006;29:153–7.

[10] Gomez DR, Hoppe BS, Wolden SL, Zhung JE, Patel SG, Kraus DH, et al. Outcomes
and prognostic variables in adenoid cystic carcinoma of the head and neck: a recent
experience. Int J Radiat Oncol Biol Phys 2008;70:1365–72.

[11] Samant S, van den Brekel MW, Kies MS, Wan J, Robbins KT, Rosenthal DI, et al.
Concurrent chemoradiation for adenoid cystic carcinoma of the head and neck.
Head Neck 2012;34:1263–8.

[12] Hitre E, Budai B, Takacsi-Nagy Z, Rubovszky G, Toth E, Remenar E, et al. Cetuximab
and platinum-based chemoradio- or chemotherapy of patients with epidermal
growth factor receptor expressing adenoid cystic carcinoma: a phase II trial. Br J
Cancer 2013;109:1117–22.

[13] Seiwert TY, Melotek JM, Blair EA, Stenson KM, Salama JK, Witt ME, et al. Final
results of a randomized phase 2 trial investigating the addition of cetuximab to
induction chemotherapy and accelerated or hyperfractionated chemoradiation for
locoregionally advanced head and neck cancer. Int J Radiat Oncol Biol Phys
2016;96:21–9.

[14] Weiss J, Gilbert J, Deal AM, Weissler M, Hilliard C, Chera B, et al. Induction che-
motherapy with carboplatin, nab-paclitaxel and cetuximab for at least N2b nodal
status or surgically unresectable squamous cell carcinoma of the head and neck.
Oral Oncol 2018;84:46–51.

[15] Chopra S, Kamdar DP, Cohen DS, Heilbrun LK, Smith D, Kim H, et al. Outcomes of
nonsurgical management of locally advanced carcinomas of the sinonasal cavity.
The Laryngoscope 2017;127:855–61.

[16] Robin TP, Jones BL, Gordon OM, Phan A, Abbott D, McDermott JD, et al. A com-
prehensive comparative analysis of treatment modalities for sinonasal malig-
nancies. Cancer 2017;123:3040–9.

[17] Sayan M, Vempati P, Miles B, Teng M, Genden E, Demicco EG, et al. Adjuvant
therapy for salivary gland carcinomas. Anticancer Res 2016;36:4165–70.

[18] Jensen AD, Krauss J, Weichert W, Debus J, Munter MW. RadioImmunotherapy for
adenoid cystic carcinoma: a single-institution series of combined treatment with
cetuximab. Radiat Oncol 2010;5:102.

[19] Afani L, Errihani H, Benchafai I, Lalami Y. Nasopharyngeal adenoid cystic carci-
noma, a rare but highly challenging disease with unmet therapeutic needs: a case-
report and review of the literature. Cancerradiotherapie: journal de la Societe
francaise de radiotherapie oncologique 2016;20:400–4.

Fig. 1. 7.17 initial, contrast-enhanced MRI of adenoids cystic carcinoma extending the left pterygoid fossa, pterygoid muscle and sphenoid sinus (A) and oval
foramen, cavernous sinus (B).

Fig. 2. 9.30 Follow-up contrast-enhanced MRI 14months post radiotherapy: therapy-related changes: pterygoid fossa, pterygoid muscle and sphenoid sinus (A) and
oval foramen, cavernous sinus (B).
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