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Synchronous malignant neoplasm in the oral 
cavity – case report
Synchroniczny nowotwór złośliwy jamy ustnej  
– opis przypadku
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ABSTRACT:   Approximately 555,000 new cases of head and neck cancer (HNC) are diagnosed annually worldwide. Moreover, sec-
ond primary malignancy (SPM) occurs more commonly in the head and neck than in any other body region. 

  A 67-year-old female patient was admitted to our Department for removal of an upper lip tumor. The patient underwent 
excision of the lip tumor under general anesthesia. Postoperative histopathology revealed a polymorphic, low-grade ad-
enocarcinoma. Three weeks later, the patient was re-admitted to extend the margin of excision and perform lymphad-
enectomy. On physical examination, a second primary synchronous lesion was found on the left side of the hard palate. 
Lymphoscintigraphy was performed to determine the  lymph node field and the sentinel lymph node. On ultrasonogra-
phy, the lymph nodes were not enlarged. Extended excision of the upper lip was performed, and a 5-mm, hard palate tu-
mor was removed with a margin of unchanged tissue. The patient was scheduled for adjuvant treatment. 

  The criteria for a synchronous malignancy are as follows: both tumors must be malignant on histopathology, there must be 
a distance of at least 2 cm of unchanged mucosa between the index tumor and the primary tumor, the possibility that the 
second tumor is the metastasis of the index tumor needs to be excluded. In our patient, all these criteria were met. A thor-
ough workup should include medical history, physical evaluation, and imaging, and it should be carried out on every step of 
treatment and during long-term follow-up in patients after cancer treatment. This is crucial, because not only is there a pos-
sibility of recurrence or metastases, but also a considerable percentage of patients may have a second primary lesion.
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STRESZCZENIE:    Na świecie rozpoznawanych jest rocznie około 555 000 nowych przypadków raka głowy i szyi (head and neck can-
cer; HNC). Drugi pierwotny nowotwór złośliwy (second primary malignancy; SPM) występuje w regionie głowy i szyi 
znacznie częściej niż w innych lokalizacjach.

  Pacjentka lat 67, została przyjęta do Kliniki Chirurgii Nowotworów Głowy i Szyi Uniwersytetu Medycznego w Łodzi 
w celu usunięcia guza wargi górnej. W znieczuleniu ogólnym wykonano resekcję guza. Badanie histopatologiczne 
materiału pooperacyjnego wykazało obecność gruczolakoraka polimorficznego o małej złośliwości (ang. polymor-
phous low-grade adenocarcinoma). Po 3 tygodniach pacjentka zgłosiła się ponownie do kliniki w celu poszerzenia 
marginesu resekcji i limfadenektomii. W badaniu laryngologicznym stwierdzono obecność drugiego pierwotnego 
guza synchronicznego, zlokalizowanego na podniebieniu twardym po stronie lewej. W badaniu ultrasonograficz-
nym, nie stwierdzono powiększenia węzłów chłonnych. Wykonano limfoscyntygrafię węzła wartowniczego. Wy-
konano poszerzenie marginesu operacyjnego po usunięciu guza wargi górnej, biopsję węzła wartowniczego oraz 
usunięto guz podniebienia twardego o średnicy 5 mm z marginesem tkanek otaczających. Pacjentka została za-
kwalifikowana do leczenia uzupełniającego.
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INTRODUCTION 

Approximately 555,000 new cases of head and neck cancer 
(HNC) are diagnosed annually worldwide. Moreover, second 
primary malignancy (SPM) occurs more commonly in the head 
and neck than in any other body region. Patients with HNC 
have a 5%-30% risk of SPM within 10 years after diagnosis of 
primary malignancy. SPMs are more common amongst smok-
ers and alcohol consumers [1-4]. The diagnosis of SPM has a 
highly negative impact on treatment outcomes and survival. 
The risk factors responsible for multiple malignancies in HNC 
patients remain largely unclear [5-6].

The definition of second primary malignancy, based on crite-
ria described by Warren and Gates and rewritten by Hong and 
all in 1990 [2], states that tumors must be histologically malig-
nant, there must be a distance of at least 2 cm of unchanged 
mucosa between the index tumor and the primary tumor, and 
the possibility that the second tumor is the metastasis of the 
index tumor needs to be excluded [2-3, 7-8]. SPM is defined as 
metachronous if it has developed ≥ 6 months after the index 
HNC, and synchronous if it developed within 6 months of the 
primary HNC. If SPM developed in the same anatomical site 
and has the same histological structure as the index HNC, it 
can be called SPM only if more than 5 years had passed since 
the primary HNC or index cancer diagnosis [9,10].

CASE REPORT

A 67-year-old female patient was admitted to our Department 
for removal of an upper lip tumor. She had a 7-year history of ca. 
2-cm, multicusped, indurated lesion on the left side of the upper 
lip, which had suddenly started growing one year before. There 
were no other serious complaints, and the physical condition of 
the patient was normal. The patient smoked cigarettes (50 years 
- about 20 cigarettes a day), and had a history of several pneu-
moniae. For the last 7 years, she had been working in a smoky 
workplace. The patient’s father died probably of esophageal can-
cer (no medical records). There was no palpable lymphadenop-

athy in the head and neck area. On an ENT examination, the 
tumor was covered with normal mucosa [Fig. 1].

Before admission, a needle biopsy revealed numerous groups 
and clusters of fusiform and epithelial cells with moderate aniso-
cytosis, which required histological confirmation. Subsequent-
ly, the patient was scheduled for total excision of the lesion. 

The patient underwent excision of the lip tumor under general 
anesthesia, and the post-operative course was unremarkable 
[Fig. 2]. Three days after the surgery, she was discharged in a 
good general condition. 

On histopathology, the tumor was well circumscribed and only 
partially encapsulated. Focally, there were features of capsule 
invasion and infiltration of the adjacent tissue. The tumor was 
composed of polymorphic, pseudoglandular structures, and 
the neoplastic cells were uniform and presented a low grade 
of atypia. Mitoses were scarce. On immunohistochemistry, the 
tumor was positive for S100p, galectin-3, PAS, and focally for 
CD117, cyclin D1, and SMA. The tumor was finally diagnosed 
as polymorphic low-grade adenocarcinoma, most probably 
originating from salivary glands (details presented in [Fig.  3 
A-D]). The surgical margins were positive for tumor’s tissue. 

Three weeks later, the patient was re-admitted to extend the 
margin of excision and perform lymphadenectomy. On physical 
examination, a second primary synchronous lesion was found 
on the left side of the hard palate (Fig. 4). On ultrasonography, 
the lymph nodes were not enlarged. The patient was scheduled 
for surgery. Twenty-four hours before surgery, lymphoscintig-
raphy was performed with nanocolloid injections around the 
scar from previous surgery, and the lymph node field and the 
sentinel lymph node were determined.

Extended excision of the upper lip was performed, and a 5-mm, 
hard, palatal tumor was removed with a margin of unchanged 
tissue. Sentinel lymph node biopsy was performed. One sen-
tinel lymph node was found in field 1B. Postoperative histo-
pathology revealed no neoplastic lesions in the scar after lip 

  Drugi pierwotny nowotwór złośliwy definiuje się na podstawie: ustalenia obecności histologicznej złośliwości nowo-
tworu, istnienia co najmniej 2-centymetrowej niezmienionej błony śluzowej między guzem pierwotnym a drugim 
nowotworem pierwotnym oraz wykluczenia możliwości, że drugi guz stanowi przerzut pierwszego. Niniejszy przypa-
dek spełniał opisane kryteria. Wnikliwa analiza danych klinicznych uwzględniająca wywiad, badanie przedmiotowe 
oraz diagnostykę obrazową, jest konieczna na każdym etapie leczenia oraz w trakcie długofalowej obserwacji pacjen-
tów po przebytym leczeniu z powodu raka, nie tylko ze względu na możliwość nawrotu lub przerzutów, ale również z 
uwagi na znaczny odsetek chorych, u których może dojść do rozwoju drugiego pierwotnego nowotworu. 

SŁOWA KLUCZOWE:   drugi pierwotny nowotwór, gruczolakorak polimorficzny o małej złośliwości, jama ustna
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tumor excision and in the sentinel lymph node. The hard pal-
ate tumor was polymorphic low-grade adenocarcinoma, origi-
nating most probably from salivary glands. Total excision with 
a margin of at least 0.5mm was performed. 

The patient was discharged and qualified for adjuvant treatment. 
Eight weeks after the surgery, the patient received radical radio-
therapy (IMRT with the X 6MV photons and a dose margin of 
60a0 Gy/2.0 Gy). Six months after the upper lip tumor surgery, 
follow-up ultrasound revealed no enlarged lymph nodes. An ul-
trasound of abdominal cavity revealed suspicion of liver tumor. 
Ultrasound-guided core needle biopsy of a liver tumor was per-
formed, and a histopathological examination revealed no neoplas-
tic lesions. At follow-up one year later, the tumor did not recur.  

DISCUSSION

Head and neck cancers represent about 5%-6% of all neoplas-
tic diseases. Squamous cell tumors represent over 90% of head 
and neck cancers and occur most commonly in the oral cavity 
and larynx (approximately 60-70%). Other locations include 
the nasal cavity, pharynx, middle ear, salivary glands, thyroid 
gland, and less commonly soft tissue, bone, and cartilage. The 
remaining 10% are adenocarcinomas of salivary origin, melano-
ma, soft tissue tumors, and lymphomas [2]. Tumors of the minor 
salivary glands account for 10-15% of all salivary neoplasms. 
The most common sites are the palate (50%), lips (15%), cheek 
mucosa (12%), tongue (5%), and floor of the mouth (5%) [11].

Studies have demonstrated that SPMs in patients with index 
squamous cell tumors of the head and neck occur in 2%-3% 
of cases per year, and the risk remains constant throughout 

lifespan [12]. Metachronous SPMs occur in 9%-30% of pa-
tients with HNC, most commonly in the mucosal membrane 
of the head and neck, lungs, and esophagus. Those lesions oc-
cur due to ‘field cancerization’ from tobacco or alcohol expo-
sure. In contrast, it is estimated that synchronous SPMs are 
present in 1%- 7% of patients with newly diagnosed head and 

Fig. 1. Tumor of the upper lip. Fig. 2. Removed tumor of the upper lip.

Fig. 3.  A-D Histopathological appearance of the tumor (H&E stain) E The tumor 
was PAS-positive. F The tumor was positive for S100p.
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neck squamous cell carcinoma [13, 14]. A study performed in 
patients with oral squamous cell carcinoma, who had simul-
taneous second primary tumors, showed an overall 5-year 
survival rate of 45.2%, whereas it was 60.2% in patients with-
out SPM [15]. Other studies showed a five-year survival rate 
in patients with metachronous tumors of 26%, whereas it was   
68.9% in patients with index tumors The five-year survival rate 
was 11.9% in patients with synchronous tumors [16]. 

In 1879, Billworth reported for the first time an occurrence of 
multiple primary malignant tumors. Such a situation is rela-
tively rare, and many studies reported the incidence of multi-
ple malignancies of 3.7% to 18% [17]. Reports of synchronous 
SPMs in patients with oral cancer have been increasing due to 
the recent progress in radiographic diagnostic techniques [18]. 

There are some hypotheses on the development of multifocal 
primary tumors like the effect of “kissing” or transplantation (e.g. 
on the upper lip from the lower lip due to continuous contact) 
[17] or susceptibility of mucous membranes in tobacco smokers. 
However, in recent years, high-risk HPV has replaced tobacco 
and alcohol exposure as the etiological agent responsible for 
the majority of oropharyngeal squamous cell carcinoma cases 
in the US, Europe, and Asian countries such as South Korea. [6] 

In our patient, two primary malignant lesions at two different 
sites were described. There was no doubt that the second lesion 
was a different tumor and could be called synchronous. The fact 
that the patient was a chronic tobacco smoker for 50 years could 
contribute to  high rate of neoplasia formation in the oral cavity. 

Patients with HNCs should undergo a thorough assessment in-
cluding medical history, physical examination, evaluation with 
modern endoscopic methods, NBI, autofluorescence, and flu-
orescence in order to exclude new neoplastic foci in addition to 
the initial tumor. 2-[18F]-fluoro-2-deoxy-D-glucose positron 
emission tomography (FDG-PET) is usually used to identify syn-
chronous SPMs [18, 19]. Multiple malignant neoplasms are very 
frequent in the head and neck area which underscores the im-
portance of thorough, regular assessments of these patients [20].

Fig. 4.  Second primary synchronous lesion was found on the left side of the hard 
palate.
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