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Summary

This retrospective review highlights primary extranodal
non-Hodgkin's lymphoma (NHL), of the upper
aerodigestive tract as seen in Ibadan over a ten-year period.
There was a male preponderance (m:fratio of 2: ] ), witha
mean age of 42.5 years and a bimodal age presentation at
the fourth and fifth decades. The Waldeyer’s ring was the
commonest affected site while the tonsil is the highest
involved subsite. Sixty-eight percent of the patients had
regional lymphadenopathy and thirty eight percent also ‘B’
symptom at presentation. The peculiar presentations of
this NHL are the short duration (10 months) of symptoms,
mainly intermediate/high grade diffuse large cell lymphoma
especially in the Waldeyer’s ring and sinonasal region with
absence of low-grade small cell lymphoma. The majority
of patients (64.3%) presented with Stage IV disease, which
shows that the disease has an aggressive course with high
mortality and generally poor outcome with 53.6% of the
patients dead within one-year onset of symptoms. The
overall mean survival period was 14 months. Comparison
of the median survival of the patients that died when
matched with the site, Ann Arbor staging, histological
grade/subtype and treatment modality yielded no significant
differences. These further confirm the aggressive nature of
the disease in our environment.

Keywords: Extranodal non-Hodgkin s lymphoma, upper
aerodigestive tract

Résumé

Une révue retrospective a Ibadan durant une période de 10
ans montre un cas de lymphome extra-nodale primaire de
non-Hodgkin sur la voie digestive supérieure. Il y avait
une préponderance de males (m:f, 2:1) avec une moyenne
de 42.5 ans. Une répresentation bimodale du quatriéme
au cinquiéme années, le cercle de Waldeyer ¢était le coté
commun , plus affecté alorsque la pallaite est la sous
couche la plus exposée. Soixante huit pour cent des
patients avait le lymphadénopathie régionale et 38% avait
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des symptomes B2 a la presentation .Les signes péculaires
de ce NHL sont des symptomes de courte durée (10
mois),inclu principalement la diffusion faible et rapide des
large cellules lympome espécialement dans le cercle de
Waldeyer et le région sino-anale avec la maladie a I’étape
IV. Ceci montre que la maladie a une suite aggréssive avec
une grande mortalité et géneralement de 55.6% de décés
paran etde faible revenu. La période moyenne génerale
de suivi était de 14 mois comparaison de la période
meédiane de suivi et mort, et la localité, sous-type
histopathologique et la modalité de traitement produisait
des différences non-significative. Ces résultants confirment
la nature aggréssive de cette maladie dans cette
ennvironerment.

Introduction

The frequency and distribution of primary extranodal
lymphoma are of considerable interest globally, especially
with the increasing recognition of AIDS-related
lymphomas. Recent report of an eighteen-year review
(1980 - 1998) from this region indicated a rising frequency
of extranodal lymphomas with a striking three-fold increase
in the frequency of nasopharyngeal lymphoma during the
last eight years (1991 — 1998) of the study [1].

Mucosa associated lymphoid tissue (MALT)
associated extranodal lymphoma commonly affects the
head and neck region, with the frequency ranging from
10% - 5% especially in the nose and throat[2-4]. The
Waldeyer’s ring, the nasal and paranasal sinuses are
commonly affected [5-7].

The clinical presentations of these tumours are variable
and difficult to distinguish from other destructive neoplastic
and non-neoplastic conditions, like fungal infection [8].
This differentiation is very important in an environment
where fungal disease may abound [9]. In addition to the
primary site affected, the histological subtype and staging
are known to influence the choice of treatment and the
prognosis of these tumours [5].

In spite of the high frequency of non-Hodgkin’s
lymphomas (NHL) in Ibadan, and the rising trend of
extranodal lymphomas (ENHL) [1], there is paucity of
information on primary upper aerodigestive tract
lymphomas in this environment. In view of this and.the
poor recognitions of these cases, this retrospective review
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was carried out to highlight the clinical features, natural
history and response to available therapy of primary
extranodal NHL of the upper aerodigestive tract seen in
Ibadan over a ten-year period.

Materials and methods
All cases of non-Hodgkin’s lymphomas with extranodal
manifestations registered in the Ibadan Cancer Registry,

UCH, from 1989 to 1998 were reviewed retrospectively.

Cases with upper aerodigestive tract involvement at

presentation were selected and studied, while cases with

generalized lymphadenopathy with or without involvement
of extranodal sites were excluded.

The clinical records of these patients were retrieved
and reviewed for age, sex, site of primary tumour,
presenting features, treatment options and the eventual
outcome. The clinical staging was done retrospectively
using the Ann Arbor staging [10].

The histological sections of the cases were retrieved
and reevaluated/reclassified according to the Working
Formulation[11]. Due to non-availability of appropriate
facilities in our hospital at the time of this review,
immunohistochemistry and cyogenetics were not done on
these patients.

Clinical response was classified into good, partial or
no response using the following criteria:

a. Goodresponse to therapy was considered to be clinical
improvement in terms of total disappearance of
symptoms and/or the primary tumour mass and the
general well-being of the patient

b. Partial response was considered as absence of
symptoms but persistence of the primary tumour mass with
slightclinical improvement in general well-being while

c. Noresponse as persistence if both the symptoms and
the primary tumour mass with rapid deterioration of
general well-being of the patient.

The findings were then analysed using Generalised
Wilcoxon (Breslow), especially for Kaplan-Meier survival
method in the Epi-2000 multivariant system and the results
presented in tabular and graphical forms.

Results

A total 0f 450 cases of NHL of various regions of the body
were recorded in the Ibadan Cancer Registry, UCH, Ibadan,
from 1989 to 1998. Only thirty-five of these with primary
ENHL of the aerodigestive tract were included in the study
after applying the exclusion criteria, out of which 28
patients’ clinical data were available for analysis.

Age, sex and site distribution

Of the twenty-eight patients with primary ENHL of the
aerodigestive tract, nineteen (68%) were male and nine
(32%) were female, giving a male to female ratio of 2.1.
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Fig. 1: Distribution of age group.

The age range was 12 years to 75 years, with a mean
age of 42.5 + 17.9 years. There was a bimodal high
frequency of occurrence between age groups 31-40 and
51-60 years (Fig. 1). Seventeen patients (60.7%) had their
tumour in the Waldeyer’s ring while eight patients (28.6%)
and three patients (10.7%) had primary involvement of the
sinonasal and nasal regions, respectively.

Table 1: Major clinical features according to site and origin.

Clinical Features Naso- Oro-
pharynx  pharynx

Nose Sinonasal

Symptoms

Nasal obstruction 3
Epistaxis 2
Difficulty in breathing 2
Check swelling -
Diplopia * loss or reduced
vision - 4 1 -
Otalgia/Tinnitus/reduced

hearing - 1
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Dysphagia = _
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Trismus -
Lump in the throat - -
Sore throat -

'
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Weight loss 3
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Signs
Nasal mass 3 6 1
Widening of nasal

bridge 1
Septal perforation 2 )
Palatal ulceration/fistula -
Palatal bulge =
Proptosis * blindness -
Nasopharyngcal
fullness/mass

3
1
'

— &H W
'
'

Tonsillar mass +
ulceration -
Cervical
lymphadenopathy - 4 8
CNS involvement - 3

[SS IS |
s




Primary extranodal NHL, upper aerodigestive tract 61

Clinical features

The presenting features in twenty-seven patients (96.4%)
were directly but not exclusively referable to the site of
the lesion, while the diagnosis of ENHL was incidental in
the last patient. Physical examination however revealed
features of advanced disease such as CNS involvement,
weight loss and proptosis in cight patients (28.6%) with
sinonasal, nasopharyngeal and oropharyngeal lesion at
presentation as shown in (Table 1). Nineteen patients
(68%) had palpable regional nodes draining the sites of
lesion. The mean duration of Symptoms at presentation
was 10 + 9.4 months (range 2 — 36 months), showing that
patients generally presented late.

A total of 18 patients (64.3%) presented with stage
1V disease, all of whom had primary involvement of the
sinonasal and the Waldeyer’s ring (Table 2). The three
patients with nasal involvement all presented with Stage I
disease, without nodal or regional spread.

Table 2: Staging according to site.

initial treatment was lacking in most early records.
However, out of the twenty-four patients that received
treatment as documented, eleven (45.8%) had good clinical
response and nine (37.5%), partial response while four
(16.7%) had no response.

In all, fifteen patients (53.6%) died of Stage [V disease
within one year of presentation of symptoms. The mean
survival period was 14.0 £ 10.8 months (range 3 — 32
months). Among these fifteen patients, twelve received
treatment and their average survival period was 16 months
while the remaining three patients without treatment had
an average survival period of 7 months. Comparison of
the median survival of the patients that died when matched
with the site, Ann Arbor staging, histological grade/subtype
and treatment modality yielded no significant differences,
that is, p = 0.675, 0.325, 0.130, 0.153 and 0.191,
respectively (Table 3).

STAGE Nasal Sinonasal Waldeyer’s Ring Total
Nasopharynx Oropharynx
n =3 (%) n =8 (%) n=7(%) =10 (%) n =28 (%)
I 3 (100) - - 3 (10.8)
11 - - 1 (14.2) L (10) 2(72.1)
I - - 3 (42.9) 2 (20) 5 (17.8)
v - 8 (100) 3 (42.9) 7 (70) 18 (64.3)

Histological classification/grade

All the tumours were of either intermediate or high grade
lymphoma types in 61% and 39% of patients, respectively,
with no diagnosis of low-grade lymphoma. The commonest
histological subtype was the diffuse large cell lymphoma
constituting 61% of the tumours; while the remaining 39%
was diffuse mixed small and large cell subtype.

Treatment and outcome
The informed choice of treatment was influenced by the
age, clinical features/staging, histological type and the
general status of these patients. Radiotherapy was given
1o nine patients (32%), chemotherapy to two patients (7%)
and combined radiation and chemotherapy to thirteen
patients (47%). Four patients (14%) did not receive any
treatment either because they absconded or died of the
disease before treatment commenced. All the patients who
received radiotherapy and ten of the thirteen patients given
combined therapy had either Stage [11 or IV discases. The
two patients who received chemotherapy alone had Stage
IV disease.

The outcome of treatment is difficult to assess in this
retrospective review, since subsequent follow-up after the

Table 3: Statistical summary of the survival according to
different parameters using the generalised wilcoxon.

Parameters Statistics Degree of P value
Freedom

Ann Arbor

classification 0.9704 1 0.32451
Site 1.5328 3 0.67472
Grade 2.2911 1 0.13012
Subtype 2.0423 I 0.15298
Treatment 4.7453 3 0.19144

The majority of those who died had the progression
of the disease with further evidence of distant spread to
the vertebral bodies, chest, abdominal organs and central
nervous system especially in those that had the initial partial
response to treatment. Three patients with oropharyngeal
NHL had initial complete response with no evidence of
recurrence at the primary site, but later developed
dissemination to distant organs 4-6 months after the
completion of the initial treatment.

Nine patients (37.5%) were lost to follow-up after the
initial two or three visits, thereby making it difficult to
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identify those with relapse of the disease. However, three
patients (12.5%) are presently on treatment.

Discussion

A rising frequency of nasopharyngeal lymphoma has been
reported in recent years from Ibadan and this disease poses
some diagnostic problem in view of its variable
manifestations and late presentation in this environment[1].
This study reviews the clinicopathological profile of this
aerodigestive extranodal NHL as seen in Ibadan.

It was observed in this series that these tumours have
amale preponderance (M:F ratio of 2:1); with amean age
at presentation of 42.5 years. This is slightly lower than
55 — 66 years quoted in other studies done in America and
Japan [5, 7,12]. A bimodal age presentation was also noted,
this may however be a misrepresentation because of the
small number of patients.

The Waldeyer’s ring was confirmed as the commonest
affected site, while the tonsil was the highest subsite
involved as comparable with other studies [2, 5-7,13,14].
The disease is known to remain localised for a very long
period before clinical evidence of regional spread [15, 16].
In our study, 68% of the patients presented with regional
lymphadenopathy that is similar to reports by Hanna and
co-workers[14]. Also, patients presented very late despite
the early symptomatology of the disease.

It is interesting to note that the diagnosis of lymphoma
can often be suggested on fine needle aspiration cytology
or excision biopsies of the regional enlarged nodes. It is
therefore important to screen all patients with cervical nodal
enlargement positive for lymphoma for primary sinonasal
or naso-/oropharyngeal lymphomas. However, this will
require the interdisciplinary cooperation of all those
involved in the management of this disease in order to
enhance the early detection of the primary site in the head
and neck region.

Many of the cases presented with local or regional
symptoms and were observed to be associated with ‘B’
symptoms in 38% of cases[17]. These ‘B’ symptoms (such
as significant fever, night sweats or unexplained weight
loss exceeding 10% of normal body weight) in patients
are associated with an aggressive disease and is known to
occur in 40 — 50% of patients at presentation[18]. The
peculiar presentation of this disease observed in our study
included the short duration (10 months), with progressive
painless and multiple neck swellings, which usually prompt
patients to seek medical attention for cosmetic reasons.
The common symptoms are usually nasal obstruction, nasal
mass, epistaxis and difficulty in breathing and/or cheek
swelling. However, there is often a unilateral tonsillar
enlargement, which may ulcerate and cause dysphagia,

lump in the throat, sore throat and trismus in patients with

oropharyngeal lymphoma. These symptoms could mimic
any non-neoplastic or neoplastic diseases.

The high-grade diffuse large cell tumours were the
commonest histological type observed especially in the
Waldeyer’s ring and the sinonasal site while the low-grade
small cell lymphoma was not observed. Although T-ce|j
tumours are considered common in the sinonasal and
nasopharyngeal regions, unfortunately, because of limited
facilities, the immunotyping of these tumours could not
be done[19,20,21]. However, previous report from Ibadan
has documented that B-cell tumours are commoner (7.

There is no general consensus as to the best treatment
option for aecrodigestive lymphomas. The age, symptoms,
clinical staging, histological type and general status of the
patient influence the choice of treatment. The majority of
the patients (47%) had combined therapy for all the clinical
stages, while radiotherapy alone was offered to 32% of
those with advanced stage. However, because of the small
number of cases and the common late presentation of our
cases, the efficacy of the different treatment options cannot
be adequately assessed.

The disease outcome is very poor in our environment
with 53.6% dead within one year of the onset of symptoms
and the average survival period 14 months. Generally, early
stage disease has better prognosis, unfortunately our
patients present with advanced disease and ‘B’ symptoms.
Itis uncertain whether this poor prognosis is related to the
late presentation or the natural history of the disease, which
will require further evaluation in our environment. This
Poor prognosis in terms of the survival could not have been
influenced by the treatment modalities available to the
entire patients that died because the clinical staging and
histological grade/subtype that were not significantly
different were features of an advanced disease.

Though the increasing frequency of sinonasal
lymphomas has recently been associated with HIV
infection, the HIV status of our patients is unknown in the
early part of this review while those done between 1994
and 1998 were negative. However, the association in this
environment is yet to be determined but it is a subject for
further study. In conclusion, this review highlights the
clinicopathological profile of upper aerodigestive tract
extranodal lymphomas in Ibadan.
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