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Novel Approach to an Uncommon
Case: Acinic Cell Carcinoma of
the Salivary Glands Treated with
Lenvatinib
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ABSTRACT

Acinic cell carcinoma (ACC) of the salivary glands is a rare neoplasm, representing approximately 6-8% of sa-
livary gland carcinomas. This case report discusses the treatment and outcomes of a 65-year-old male with
recurrent metastatic ACC. Initially treated with surgery and radiotherapy, the disease recurred in the lungs and
pleura after six years, prompting a switch to systemic therapies. The first-line carboplatin-paclitaxel regimen was
selected for its favorable safety profile in a frail patient. Upon progression, lenvatinib, a receptor tyrosine kinase
inhibitor targeting VEGF and c-kit pathways, was introduced with notable symptom control and a 12-month pro-
gression-free period. Despite a subsequent relapse, lenvatinib improved the patient’s quality of life and provided
valuable insights into its application for ACC treatment. This report highlights the challenges of managing rare
tumors, emphasizing the lack of consensus on therapeutic standards due to limited evidence. It underscores the
potential role of lenvatinib in targeting specific mutations associated with ACC and its contribution to personali-
zed oncology care. This real-world case illustrates the feasibility of lenvatinib as a therapeutic option in refractory
ACC, providing both clinical benefit and a contribution to the literature for future case management.

RESUMEN

El carcinoma de células acinosas (ACC) de las glandulas salivales es una neoplasia poco frecuente, que repre-
senta aproximadamente el 6-8% de los carcinomas de glandulas salivales. Este caso describe el tratamiento y
los resultados de un varén de 65 afos con ACC metastasico recurrente. Tratada inicialmente con cirugia y radio-
terapia, la enfermedad recidivé en los pulmones y la pleura al cabo de seis afos, lo que motivé el cambio a tera-
pias sistémicas. El régimen de carboplatino-paclitaxel de primera linea se seleccioné por su perfil de seguridad
favorable en un paciente fragil. Tras la progresion, se introdujo lenvatinib, un inhibidor de los receptores tirosina
cinasa dirigido a las vias del VEGF y c-kit, con un notable control de los sintomas y un periodo libre de progresién
de 12 meses. A pesar de una recaida posterior, lenvatinib mejoré la calidad de vida de la paciente y proporcioné
informacidn valiosa sobre su aplicacion para el tratamiento de la ACC. Este informe pone de manifiesto los retos
gue plantea el tratamiento de los tumores poco frecuentes, haciendo hincapié en la falta de consenso sobre las
normas terapéuticas debido a la escasez de pruebas. Subraya el papel potencial de lenvatinib en el tratamiento
de mutaciones especificas asociadas al AAC y su contribucién a la atencién oncoldgica personalizada.

Este caso del mundo real ilustra la viabilidad de lenvatinib como opcién terapéutica en el ACC refractario, pro-
porcionando tanto un beneficio clinico como una contribucién a la literatura para el manejo de casos futuros.
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INTRODUCTION

Acinar cell carcinoma (ACC) of the salivary
glands is primarily located in the parotid glands. Al-
though it is considered an extremely rare tumor, ac-
counting for only 0.6% of all carcinomas, it represents
approximately 6-8% of all salivary gland carcinomas
ACC is most prevalent in women, with an average
age of diagnosis around 50 years.?

The signs and symptoms of ACC are nonspe-
cific and vary based on tumor size and anatomical lo-
cation. However, the most frequent symptoms include
paresthesia, pain in the affected area, and headache.®

Surgical excision is the primary treatment for
low-grade tumors with favorable pathological featu-
res, however, the treatment paradigm for high-grade
malignancies remains less well-defined, with most
studies recommending surgery followed by adjuvant
radiotherapy. 4%

For decades, ACC was considered a low-grade
tumor with a favorable prognosis; however, its pro-
pensity for recurrence and metastasis has led to its
current classification as a neoplasm with an uncer-
tain course. ©

The average recurrence rate is estimated to be
around 35%, with the most frequent metastases be-
ing to the cervical lymph nodes and lungs.’

CASE REPORT

A 65-year-old male patient was diagnosed with
ACC in March 2015 following recurrent episodes of
facial paralysis and associated pain. At diagnosis, the
disease was localized, and a radical treatment with
curative intent was chosen, involving radical paroti-
dectomy and petrosectomy, followed by 30 sessions
of radiotherapy.

The patient remained asymptomatic for six
years; however, in January 2021, he presented to the
emergency department with asthenia and progressi-
ve dyspnea. A chest X-ray revealed a massive pleural
effusion, and biopsy confirmed metastasis from the
previously diagnosed acinar carcinoma, one of the
most frequently reported metastatic sites in the lite-
rature.

In this scenario, first-line treatment options
included the combination of cyclophosphamide,
adriamycin, and cisplatin (CAP) or carboplatin-pa-
clitaxel, with the latter being chosen due to its lower
toxicity profile for a frail patient.

MAGNAMENT AND OUTCOMES

In September 2021, the patient experienced
pleural disease progression, and treatment with len-
vatinib was considered. After evaluation by the spe-
cial uses committee, lenvatinib was approved, and
the patient began therapy with 24 mg daily, with a
weekend rest. Tolerance to the drug was acceptable,
with grade 1 mucositis and diarrhea managed throu-
gh dietary adjustments.

In September 2022, the patient experienced
pleural and pericardial relapse. Next-generation se-
quencing (NGS) was requested to identify potential
therapeutic targets. However, immunohistochemical
analysis of DNA repair proteins revealed preserved
expression of MLH1, PMS2, MSH2, and MSHS6, exclu-
ding the patient as a candidate for immunotherapy.
Given that the primary objective was symptom con-
trol (e.g., fatigue and pain), treatment with doxorubicin
was initiated.

Considering that the main objective of the
patient was to control the symptoms derived from
the disease (such as fatigue or pain), treatment with
doxorubicin was decided.

As of September 1, 2024, the patient has been
under doxorubicin treatment for 22 months, maintai-
ning an acceptable general condition, with nausea
and vomiting as the only side effects.

DISCUSSION

Although ACC is still considered a neoplasm
with a generally favorable prognosis, it is a limiting
pathology with a high recurrence rate, and no con-
sensus exists regarding standard treatment regimens,
especially after initial radiotherapy. Various chemo-
therapeutic regimens have been proposed as adju-
vant therapies, though none have been tested in ran-
domized clinical trials, partially due to the rarity of the
neoplasm!

In this case, the decision to treat with lenvatinib
was based on evidence from current literature, which
reports vascular endothelial growth factor (VEGF)
mutations in up to 76% of ACC patients and c-kit re-
ceptor mutations in 90% of cases.®

Lenvatinib is a receptor tyrosine kinase (RTK)
inhibitor that selectively targets VEGF receptors and
other RTKs involved in oncogenic and proangioge-
nic pathways, such as c-kit. A review of the literatu-
re identified only one published phase Il clinical trial,
which did not gain regulatory approval, investigating
lenvatinib for ACC treatment. This study reported a
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time-to-event of 8 months, although the sample size
was limited (n=35)°

For our patient, the time-to-event was 12 mon-
ths.

This case represents one of the few real-world
accounts of ACC treatment with lenvatinib. Through
this treatment, the patient achieved a new therapeu-
tic line that significantly contributed to an optimal
quality of life. Importantly, this case not only benefited
the patient but also contributes valuable data to the
available scientific literature, benefiting similar cases
worldwide.
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