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ABSTRACT 

Introduction: Anaplastic large-cell lymphoma occurring in the nasal cavity is a rare disease. The latest World Health 
Organization (WHO) Classification recognizes three distinct subtypes: primary systemic anaplastic lymphoma kinase 
positive been our case, primary systemic anaplastic lymphoma kinase negative and primary cutaneous types. Through 
this case study, we focus on the clinical presentation, treatment and prognostic characteristics of this pathology. Case 
Presentation: We report the case of a patient aged 32 years, who presented for seven months a runny nose associated 
with swelling of the face on the left side, without peripheral lymphadenopathy or general signs. A Blondeau scanner 
objectified a total filling of the frontal and left maxillary sinus, and a filling of the left nasal cavity. Complete resection 
of the tumor was performed. Histological examination was in favor of anaplastic large T-cell lymphoma anaplastic 
lymphoma kinase positive. The patient was stage IE according to Ann Arbor classification, with an International Prog- 
nostic Index estimated at one. Thus, the patient received six cycles of CHOP chemotherapy. Currently, he is in good 
loco-regional control with a decline of three months. Conclusion: The rarity of this case lies partly in the lympho- 
matous localization in the nasal cavity, and secondly in the anaplastic histology. It poses a diagnostic problem. So, we 
conclude that in case of any symptom of nasal cavities, it is necessary to explore and possibly biopsy if tumor, before 
surgery, because lymphomas are chemosensitive disease. 
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1. Introduction 

Anaplastic large-cell lymphoma (ALCL), is an uncom- 
mon disease, accounting for <5% of all cases of non- 
Hodgkin’s lymphoma (NHL) [1]. Its location in the nasal 
cavity is extremely rare.To the best of our knowledge; no 
large series has documented the exact number of cases 
worldwide. Data are available in isolated case reports and 
small case series. ALCL was first described as a clinical 
entity in 1985 based upon its unique characteristic of co- 
hesive proliferation of large pleomorphic cells expressing 
CD 30 (also known as Ki-1) [2]. It occurs as two distinct 

clinical entities, a localized cutaneous variant and wide- 
spread systemic disease been our case [3]. The latest 
WHO Classification recognizes three distinct subtypes of 
ALCL: primary systemic anaplastic lymphoma kinase po- 
sitive (ALK+), primary systemic ALK negative (ALK−) 
and primary cutaneous types, which have differences in 
immunophenotype, genetics, and clinical behavior [4]. 
The majority of patients present with B symptoms (75%) 
including asthenia, anorexia, weight loss, night sweats and 
fever. However it may be asymptomatic in early stages. 
The diagnosis is made by a biopsy and histological exa- 
mination. The most important prognostic indicator is 
ALK positivity, which confers a favorable prognosis with 
a 5-year disease free survival (DFS) and overall survival 
(OS) of 70.5% and 58% compared to ALK−, 49% and 
36% respectively [5]. Through this case study, we focus 
on the clinical presentation, treatment and prognostic 
characteristics of this pathology. 
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2. Case Presentation 

We report the case of a patient aged 32 years, who pre- 
sented for seven months a runny nose associated with 
swelling of the face on the left side, without peripheral 
lymphadenopathy or general signs. A Blondeau scanner 
has objectified a total filling of the frontal and left maxil- 
lary sinus, a filling of the left nasal cavity with deviation 
of the nasal septum to the right and mucosal thickening 
of the right maxillary sinus (Figure 1). Excision of the 
tumor in the left nasal cavity, left maxillary sinus and the 
floor of the orbit was performed. The histological study 
with immunohistochemical complement was in favor of 
anaplastic large T-cell lymphoma ALK positive, CD30 
positive, LCA positive, EMA positive and CD20 nega- 
tive (Figures 2 and 3). Cervical thoracic abdominal and 
pelvic postoperatively computed tomography (CT) did 
not show lymph node enlargement. The bone marrow 
was not invaded. Sedimentation rate and lactate dehydro- 
genase were correct. Thus, the patient was classified as 
stage IE according to the Ann Arbor classification, with 
an International Prognostic Index (IPI) estimated at one 
(low risk). Echocardiography was normal, with an ejec- 
tion fraction of the left ventricle estimated at 80%. The 
patient had adequate hepatic, hematological and renal 
function. CHOP chemotherapy was introduced, one cy- 
cle every three weeks for a total of six courses. Currently, 
he is in good loco-regional control with a decline of 3 
months. 

3. Discussion 

Since ALCL was first recognized by Stein et al. in 1985 
[2], significant achievements have been made in the 
study on the pathology of this disease over the years. 
However, the knowledge on the clinical characteristics 
and outcomes of ALCL was based on small case series 
[6]. Systemic ALCL is generally very aggressive. The 
majority of patients presents with Stage III or IV disease 
and have systemic symptoms [7]. Extra nodal disease oc- 
curs in 40% - 60% of patients, with skin, bone, soft tissue, 
and lung being common sites of involvement [8,9]. ALCL 
has a peak incidence in childhood and accounts for ap- 
proximately 40% of NHL cases diagnosed in pediatric 
populations [10]. It shows a male predominance, particu- 
larly in ALK positive cases, in which the male/female 
ratio is approximately 3:1 [8]. Some reports have sug- 
gested that Epstein-Barr virus (EBV) is important in the 
pathogenesis of ALCL. However, a recent series of 64 
ALCL cases revealed no EBV encoded RNA (EBER) or 
immunohistochemistry evidence for EBV-latent mem- 
brane protein type 1 [11]. The authors concluded that 
previous reports of EBV in Western patients with ALCL 
were probably a result of the inclusion of tumors no 
longer considered to be ALCL, such as CD30+ anaplastic 

tumors of B-cell origin. EBV, however, may be impor-  
tant in the pathogenesis of ALCL occurring in Asia and 
in immune-compromised hosts [12-13]. ALCL can occa- 
sionally mimic Hodgkin lymphoma (HL) because ALCL 
often presents in young patients and can have Reed- 
Sternberg-like cells, prominent sclerosis, and expression 
of CD30. However, HL is often CD15+ but negative for 
T-cell markers and ALK, whereas ALCL is generally 
CD15− and CD30+, and often ALK+ and/or expresses 
T-cell antigens. ALCL can also be confused with diffuse 
large B-cell lymphoma (DLBCL), particularly medias- 
tinal DLBCL, which has a tendency to present in youn- 
ger patients and which can be CD 30+. However, DLBCL 
expresses B-cell markers such as CD20 and/or CD79a 
and does not express T-cell markers and, with very rare 
exceptions, is not ALK+ [14,15]. The most important 
prognostic factor in systemic ALCL was the presence or 
absence of the ALK protein. It is known that approxi- 
mately 60% of systemic ALCL are ALK+ and have a 
significantly superior survival to ALK− cases [16,17], jus- 
tifying the separation of these two categories. In a series 
that included 57 patients with ALCL, the 5-year overall 
survival (OS) rate was 93% in patients who were ALK+ 
compared with 37% for those who were ALK− [17]. In 
that series, a normal lactate dehydrogenase (LDH) and an 
International Prognostic Index (IPI) score of ≤3 also were 
independent predictors of better outcome. The impor- 
tance of the IPI was also demonstrated in an Italian series 
in which ALK+ patients with a low or low– intermediate 
IPI score had a 5-year OS rate of 94%, whereas ALK+ 
patients with a high-intermediate or high IPI score had a 
5-year OS rate of only 41% [10]. However, in multivari- 
ate analysis, only high IPI and CD56 positivity were in- 
dependent predictors of poor outcome. ALK+ patients in 
that series tended to be younger, with less advanced dis- 
ease, a normal LDH, and a better performance status, 
suggesting that ALK status is a useful determinant of 
outcome but should be interpreted also in the context of 
the patient’s IPI. Some studies showed that ALK+ and 
ALK− patients had different gene expression profiles, 
clinical characteristics and prognosis [18]. ALK+ patients 
are characterized by younger age and better prognosis. 
Most ALK+ patients are below 30 years old, and their 
5-year OS rates were 70% - 95%, while the 5-year OS 
rates of ALK− patients were 28% - 46% [19,20]. Current 
main therapeutic strategy for ALCL is combination che- 
motherapy. Most trials have been conducted in children. 
Some adult trials have been conducted, but most adult 
treatment series are retrospective, and patients were 
treated on a variety of protocols. In most studies, adult 
patients were treated with anthracycline-based regimens, 
such as CHOP and MACOP regimens [6]. An Italian 
multicentric trial randomized 40 ALCL-Hodgkin-like pa- 
ients to frontline chemotherapy with MACOP-B (meth-  t 
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Figure 1. Blondeau scanner objectifying the tumor in cross sections.   
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Figure 2. Hematoxylin eosin staining objectifying tumor 
proliferation made of layers of round cells of large size, with 
hyper chromatic nuclei, with a typical mitotic figures. Loose 
stroma with dense polymorphous inflammatory infiltrate 
with hemorrhagic suffusion. 
 

 

Figure 3. Microphotograph showing the immunohistoche- 
mical appearance. 
 
otrexate with leucovorin, doxorubicin, cyclophosphamide, 
vincristine, prednisone, and bleomycin—a third-genera- 
tion HL-NHL regimen) or ABVD (doxorubicin, bleomy- 
cin, vinblastine, and dacarbazine—a scheme specific for 
HL) [21]. Complete response (CR) rates in both arms 
were in excess of 90%, with an approximately 90% 
chance of being relapse free at 32 months. Unfortunately, 
we now know that most cases of ALCL-Hodgkin like are 
actually HL, making the results of that trial difficult to 
interpret. A French series contained a subset of patients 
with ALCL treated with three cycles of ACVBP (doxoru- 
bicin, cyclophosphamide, vindesine, bleomycin, predni- 
sone) chemotherapy followed by a consolidation phase 
with high dose methotrexate, ifosfamide, etoposide, as- 
paraginase, and cytosine-arabinoside or eight cycles of 
m-BACOD (methotrexate, bleomycin, cyclophosphamide, 
vincristine, dexamethasone) [22]. The CR rate was 69% 
for the T-cell subtype with an estimated 5-year OS rate of 
63.2%. In an Italian series that stratified patients by ALK 
expression, the overall response rate (ORR) for ALK+ 
patients was 92.3% (77.3% achieved a CR), where- as the 
ORR in ALK− patients was 84%, with only 56% achiev-
ing a CR [10]. Because of the heterogeneity of re- ports 
in the literature and lack of systematic trials, the US 
standard has generally been to treat ALCL with CHOP 
chemotherapy. The choice of CHOP is largely an extra- 
polation from the DLBCL literature. Studies in DLBCL  

have failed to demonstrate a benefit to so-called third- 
generation regimens (m-BACOD, ProMACECytaBOM 
[cyclophosphamide, doxorubicin, etoposide, prednisone, 
vincristine, bleomycin, cytosine arabinoside, methotrex- 
ate, and leucovorin], MACOP-B) over CHOP, and hence, 
most oncologists are hesitant to use these regimens in 
related diseases like ALCL [23]. Previous studies indi- 
cated that the overall response rates, CR rates and 5-year 
OS rates of primary systemic ALCL patients undergoing 
initial chemotherapy were 60% - 95%, 60% - 85% and 
40% - 80%, respectively [8,24], and most recurrent pa- 
tients were still sensitive to chemotherapy and achieved 
remission again [25,26]. Autologous stem cell transplan- 
tation (ASCT) has been studied prospectively and retro- 
spectively in ALCL. In a retrospective series of patients 
transplanted for relapsed ALCL, the 3-year OS rate was 
86%. ALK+ patients had an event-free survival (EFS) 
rate of 100% at 3 years, compared with 0% in ALK− 
cases [27]. 

4. Conclusion 

The rarity of this case lies partly in the lymphomatous lo- 
calization in the nasal cavity, and secondly in the ana- 
plastic histology. This disease poses a diagnostic pro- 
blem, insofar as the symptoms may be absent in the early 
stages. As is the case of our patient with nasal discharge 
considered initially as a simple rhinitis. ALCL may also 
be confused histologically with HL and DLBCL. This 
will lead us to conclude that in case of any symptom of 
nasal cavities, it is necessary to explore and possibly bio- 
psy if tumor, before surgery, because lymphomas are 
chemosensitive disease. 
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