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ABSTRACT

Introduction: Oral cancer is one of most common cancer in the world. Oral cancer can affect
any part of oral cavity and oropharyngeal. Etiology of oral cancer is multifactorial. Delay in
diagnosis and management of oral cancer can worsen of prognosis and increase case mortality.
Here we report 3 cases of delayed diagnosis oral cancer. Case Report: First case, patient with
history of persistent oral ulcer for 2 years, patient has gone to many doctors but the ulcer does
not healed. The second case, patient with persistent oral ulcer for the last 1 year, and the third
case, patient with history of persistent oral ulcer for 5 month without improvement. All these
patients referred to oral medicine specialist, and when the oral examination was performed, they
are diagnosed with suspected oral squamous cell carcinoma and then we referred to oncologist
for further examination. Discussion: Oral squamous cell carcinoma is most common oral cancer
with survival rate at earlier stages relatively good than advanced stage. Diagnostic delay in oral
cancer is one of main reason the patients are in advanced stage when their diagnosed are finally
made. In our cases, all of the patients had persistent oral ulcer with the diagnosis is oral cancer
and we suggest all of them are in the advanced stage of oral cancer. Conclusion: Oral cancer can
be prevented by early detection of the lesions. It is important to educate patient and public to be
more knowledgeable about oral cancer, and also to general practitioner.
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1. INTRODUCTION
Oral cancer can occur in any part of oral

cavity. Squamous cell carcinoma is the most
common type of oral cancer, and is ranked 6™
of cancer around the world based on the
incidence oral cancer data in 2016.! Data from
the World Health Organization (WHO), there
is an increase of 300 thousand new cases of
oral cancer in worldwide and still counting.
50% cases incidences occurring in ASIA, 11%
cases are from Southeast-ASIA including
Indonesia. In Indonesia, based on Riset
Kesehatan Dasar (Riskesdas) 2018, an
increased the number of oral cancer about
5.6% compared to data in 2013 which was
1.4%.?

Early diagnosis of oral cancer greatly
affects the patient prognosis and survival. The
survival rate in the early stages of the disease
is around 84%, while in the advanced stages it
drops drastically to 9%. The prognosis in the
early stages of disease relatively good,
unfortunately, 40-60% of patients are at an
advanced stage when clinical examination is
performed. *# In most countries, predilection
of oral cancer more common in men than
women/ it is associated with the risk of habits,
such as smoking and alcohol consumption
which are more common in man, as well as
exposure to sunlight for lip cancer. Poor
diagnosis of oral cancer is generally seen on
clinical examination at the late stage of
disease. Patients usually delay seeking
professional advice. The average patients
delays for 3 month after realizing the
symptoms that occur in oral cavity which
related with oral cancer.® Here we reported 3
cases delayed diagnosis of oral cancer, and we
would discuss about delayed diagnosis and
molecular pathologist of oral cancer.
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2. CASE REPORT
e First Case
A 38 year old woman with complaints of

oral ulcer on the right side of the tongue, it is
appeared 2 years ago due to sharp teeth.
Lesion asymptomatic, she already visited
general practitioner about one year ago, but the
lesion still persist. She also went to Ear Nose
and Throat Specialist, and got the antifungal as
a treatment of lesion, but also no change.
Then, she was referred to oral medicine
specialist. When we do the anamnesis there is
significantly weight loss, she denied any
history of malignancy in the family. Extra-oral
examination, sub-mandibular and sub-mental
lymph nodes fixed and painless. Intra-oral
examination, an exophytic tumor with
ulceration at the lateral edge of the right
tongue. Ulcer indurated, with irregular margin.
There is non-homogeneous white plaque
contiguous ulcer that cannot be rubbed off. At
the time of examination, we diagnosed lesion
as tongue cancer, then were referred to
oncologist for biopsy and follow up
examination (Figure.l).

Figure.1. Ulcer on the lateral edge of the tongue

e Second Case
A 51 year old woman went to oral medicine

specialist with complaint of persistent oral
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ulcer for past 1 year. Ulcer on the left side of
tongue, started out small ulcer than it grows.
She has tried to treat this lesion by going to
visit general practitioners, and it treated with
antifungal but there was no improvement. She
has history of recurrent oral ulcer and history
of malignancy was denied. At the time of
extra-oral examination, the left sub-mental
lymph node palpable, fixed, with pain.
Enlargement of cervical lymph node on left
side with diameter about 7 cm, palpation was
fixed and painless. Intraoral examination
found widespread ulceration accompanied by
an exophytic mass on the lateral edge of left
tongue. Non-homogenous plaque on posterior
and white plaque on ventral left of the tongue.
Ulcer indurated, tongue movement is limited,
the lesion extended through the midline of the
dorsal tongue. We confirmed the diagnosis as
oral squamous cell carcinoma, then patient
referred to oncologist for biopsy and further
examination and treatment (Figure 2 and 3).

Figure 2. Large ulcer on lateral of tongue
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Figure 3. Oral Ulcer on the left side lateral tongue
with non homogenous plaque on ventral

e Third Case
A 48 age years male patient with chief

complain of persistent oral ulcer for 5 month,
ulcer have been treated, but there was no
improvement, he applied antifungal, gentian
violet to the ulcer. History of smoking since
2002, history of malignancy in family was
denied, history of recurrent oral ulcer. Extra-
oral examination sub-mental lymph node was
palpable, firm and painless. Intra-oral
examination revealed oral ulcer on the left
lateral edge of the tongue, deep ulcer with
raised edges, irregular, indurated. There were
no traumatic causes around the ulcer (Figure
4).

Figure 4. Oral ulcer on the left lateral tongue
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3. DISCUSSION
Etiology of oral cancer are multifactorial

such as, smoking cigarette, tobacco, alcohol,
betel nut chewing, genetic, UV light, and
human papilloma virus infection. Men more
common affected because of smoking
cigarette, alcohol abuse, and tobacco used.
Most case of oral cancer develop in people
aged 45-60 years old.® In our cases, one of
patient has smoking habit more than 10 years,
and the others denied having any habit
associated with oral cancer predisposing
factors. They also denied any history of cancer
in other family members.

Clinically, oral cancer may manifest as an
irregular ulceration accompanied by raised
margins of the lesion and the presence of
induration, in addition, the lesions may also
have the appearance of areas of non-
homogeneous plaque. The most common sites
are the posterior lateral of the tongue, floor of
the mouth, lips, and oropharynx.” In our cases,
the lesions located on the lateral edge of the
tongue, ulceration with exophytic masses, and
areas of non-homogenous plaque.

Pain in oral cancer conditions can be the
first complaint and can occur in 66% of cases
of oral cancer, and pain is also the initial
reason for patient to seek treatment. The most
important thing is patient are often unaware of
the appearance of oral cancer, especially at the
early stage. This causes patient to be late in
seeking for treatment. Commonly pain doesn’t
appear in the early stages until several months
later after the clinical finding.*® In our cases,
all of the patients experienced oral discomfort
several month after the lesion appeared, and
the lesion was no improvement with any
treatment.
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As with the nature of cancer in general,
prognosis of oral cancer depends on the extent
of the cancer and the initial diagnosis and
initiation of treatment. Prognosis factors for
oral cancer include tumor size and stage of
cancer, lymph node involvement, distant
metastases, and the most importantly the stage
of cancer at the time the lesion was first
discovered. Another factor is location of
lesion. The location of the posterior area
shows worsen prognosis than other location in
the oral cavity. It is because generally lesion
on the posterior area is difficult to detect at
initial screening.*!® The prognosis of oral
cancer if it can be diagnosed at an early stage
(I and 1) is generally moderate to good, with
an estimated will live for 5 at last 5 years after
diagnosis. (70%-90% of people with early-
stage oral cancer). Meanwhile, if oral cancer
diagnosed at an advanced stage (Il and 1V),
prognosis is poor (only one in five people will
live for at least 5 years after diagnosis).®*! The
most effective to prevent oral cancer is to
manage lifestyle, avoid risk factor, and eat
healthy diet. For those affected by oral cancer,
early detection by screening may improve
chances of survival rate.

In our case report, 2 of the patients had
lymph node involvement in the head and neck
this was obtained during Ilymph node
examination. Examination of the lymph nodes,
cervical and sub-mandibular lymph nodes are
palpable, firm, and fixed. This is a marker of
cancer development. The growth pattern of
oral cancer is relatively long and does not
metastasize in the first few months of clinical
symptoms. However, if oral cancer delayed in
diagnosis, it will keeps growing and can
interfere oral function such as speaking,
chewing, and also impact to quality of life.
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Early detection, as well as immediate
management can minimize the side effect of
cancer.!?

Survival rates for early stage of oral cancer
approximately 84% while for advanced- stage
it drop significantly to 39%. Treatment of oral
cancer at an early stage is believed to be more
effective in reducing mortality, morbidity, and
disability. The prognosis for early stage is
relatively good, however more than 50% of
patient with advanced stage of oral cancer on
presentation. 1314

Molecular Pathogenesis of Oral Cancer

Genetic and environmental factors are
known to have an important role in modulating
the process of carcinogenesis. Genetic factors
play a role in the disruption of normal
regulatory mechanisms that control basic
cellular functions of the body consisting of cell
division, cell differentiation and cell death.
Hanahan and Weinberg have described
Hallmark 1 and Hallmark 2 of cancer, namely:
Hallmarks 1 consists of disturbances in
autonomic cell growth signals (oncogenes),
interference with growth inhibitory signals
(tumor suppressor genes), avoidance of
apoptosis, cell death, angiogenesis, invasion
and metastases. Meanwhile, Hallmarks 2
consists of reprogramming energy metabolism
and avoiding immune responses, genome
instability and mutations, and tumor-
promoting inflammation.®

Molecular pathogenesis related to oral
carcinoma is known to occur due to
chromosomal changes, p53 and GLUT-1
epigenetic disorders, inhibition of immune
system function, the role of oxidative stress,

Advances in Health Sciences Research, volume 48

and the involvement of the Epstein-Barr Virus
(EBV).

1. Chromosomal Changes

In the process of oral squamous
carcinogenesis, there are multiple genetic
disorders of the normal functioning of
oncogenes and tumor suppressor genes.
Although, the involvement of the two is still
not known with certainty. Histological changes
in oral carcinogenesis from hyperplasia to
dysplasia, followed by severe dysplasia and
the occurrence of invasion and metastasis are
due to genetic changes as shown in the
following diagram. (Picture 4). The diagram
shows the occurrence of genetic changes from
dysplasia to Oral squamous cell carcinoma
(OSCC), due to changes in the p or g arms on
chromosomes 3, 4, 8, 9, 11, 13, and 17.1°

]

8p,11q,13q

Dysplasia

Picture 4. Molecular model of oral carcinogenesis?®

2. Epigenetic disorders of p53 and GLUT-1

The protein encoded by the p53 gene is a
transcription factor and has a function in
controlling the initiation of the cell cycle.
Signal transduction mediated by p53 is very
important in regulating normal cell activity.
After a mutation, the p53 gene loses its ability
in cell growth, apoptosis and DNA repair, and
p53 changes from a tumor suppressor gene to
an oncogene. Several studies have shown that
there is overexpression of p53 protein in
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patients with premalignant lesions and oral
malignant lesions.’

Glucose transporters (GLUTS) are proteins
that mediate glucose transport across cell
membranes. Glucose metabolism depends on
the uptake of glucose by cells. However,
glucose cannot enter the cell freely through the
lipid bilayer structure of the cell membrane.
Absorption of glucose into cells requires a
glucose transporter called GLUT. In the case
of malignant cells, it is known that there is an
overexpression of GLUT-1, which allows the
cells to experience increased proliferative
activity, energy requirements, more
aggressiveness, and poor response to radiation.
GLUT-1 expression was strongly correlated
with the histological grade and pathology of
Tumor Node Metastasis (pTNM) staging of
oscc.®

3. Inhibition of immune system function

The presence of immune dysfunction plays
a role in the success of cancer cells in avoiding
the function of the immune system, triggering
the formation of new cancer cells, and the
development of cancer cells becomes more
severe. IL-4 is an anti-inflammatory cytokine
known to have anti-tumor activity in breast
and colon cancer. In a 2010 study investigating
systemic immunity and the expression of I1L-4
and IL-2 on T cells from peripheral blood of
patients with OSCC. The results showed that
there was a decrease in CD4+ IL-2 and CD8+
IL-4+, as well as CD3+ IL-4+ T cells.'®

4. The Role of Oxidative Stress

Free radicals such as reactive oxygen
species (ROS), reactive nitrogen species
(RNS) and reactive oxygen metabolites such
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as H202, 02-, OH-, NO, and malondialdehyde
can induce DNA damage and DNA chain
breakdown, DNA cross linkage, and base
modification. DNA. It can initiate and promote
carcinogenesis. These free radicals can also
interfere with the antioxidant system. GSH
protein is an indicator of the protection of
organisms from the toxicity and detoxification
of hydrogen peroxide. However, in cancer, the
oxidant was found to be too high while the
antioxidant activity of GSH was very low so
that it became the cause of the progression of
cancer.®

5. Presence of Eipstein-Barr Virus (EBV)
involvement

Eipstein-Barr ~ Virus  causes lifelong
persistent infection in more than 90% of the
world's population. The virus has an
incubation period in healthy individuals who
carry the virus. Under ambient pressure, the
virus can be reactivated periodically during the
lifetime of the individual. The reactivation of
this virus can be triggered by smoking
tobacco. The presence of EBV is known to be
associated with malignancies such as Burkit's
lymphoma, Hodgkin's disease, stomach cancer,
and nasopharyngeal carcinoma (NPC), and
oscc.’®

Delayed Diagnosis of Oral Cancer

In some literatures reported the delay in
diagnosis of oral cancer can be influenced by
the patient’s delay and professional delay.
Patient’s delay is defined as the length of time
from the time she or he aware of symptoms of
lesions until the time she or he visits physician
or general practitioner. Often this time is
approximate because patients tend to estimate
the time between time in month, sometimes



ATLANTIS
PRESS

they can identify the days and weeks when
they first notice about lesion. Professional
delay, generally defined as the time between
the patient’s initiation of professional care and
time to start of treatment, 141920

The gap between time the patient was
examined by a specialist and the time when
patient is first admitted. In our cases, the
patient with history of oral lesions since 2
years, she has tries to see a general
practitioner, and ENT specialist, but there was
no improvement. In this case, it was a delay in
establishing the diagnosis. When the patient
came to oral medicine specialist, the diagnosis
of oral cancer was made. The second patient
also took a very long time until the diagnosis
of oral cancer was made, which was 1 year
from the onset of symptoms. While the third
patient, diagnosis of oral cancer was
established 5 month after the initial symptoms
appeared. The delay in seeking treatment to a
specialist is that they feel that lesions in theit
oral cavity are common things. Besides, when
we do anamnesis, they said they have history
of recurrent oral ulcer, so this made the patient
delay seeking treatment.

Patient’s delay in seeking treatment related
to oral cancer can be influenced by the lack of
knowledge of oral lesions that have potentially
transformed to oral cancer. Routinely oral
screening can help the patient more aware of
changes of the oral cavity. Self oral cancer
screening may be able of identify an early
change in oral cavity. Oral pre cancer and
cancers are looks like; white spots with sharply
defined borders from normal tissue; red spot
with sharply defined borders from the normal
tissue; ulcers that do not heal in 2 weeks; and
lumps or bumps growing out of the tissue. 2
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4. CONCLUSION
Oral cancer can be prevented by early

detection of the lesions. The prognosis of oral
cancer in early stage approximately good,
while for advanced- stage it worsen the
prognosis. Treatment of oral cancer at early
stage is believed to be more effective in
reducing mortality, morbidity, and disability.
The prognosis for early stage is relatively
good, however more than 50% of patient with
advanced stage of oral cancer on presentation.
It is important to educate patient, public, and
also general practitioner to be more
knowledgeable about oral cancer, so that
patient delay and professional delay should be
avoided.
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