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ABSTRACT

Angioimmunoblastic T-cell lymphoma is a malignancy of mature T-cells. A 45 years old Sudanese female
with generalized lymphadenomegalyreferred from Tayba hospital to Al-tayseer reference medical centre in
histopathology and cytology laboratory department (Sudan) for her lymph node histopathology analysis. A
surgical lymph node biopsy for histopathology analysis stained by H&E was performed and sections showed
effacement of normal architecture of lymph node with disappearance of follicles and germinal center composed
of polymorphic infiltrate of small tumour cells and large tumour cells. The small tumour cells showed irregular
nuclei and clear cytoplasm. In this case report, we state that the delay of diagnosis was mainly a consequence of
an insufficient clinical history, which led to an incomplete histological analysis, delay of reporting and need for
second opinions for interpretation.
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INTRODUCTION

Angioimmunoblastic T-cell lymphoma (AITL)
is a malignancy of mature T-cells. It is characterized
as a polymorphic lymphonodal lymphoid infiltrates
accompanied by a prominent proliferation of endo-
thelial venules and follicular dendritic cells. AITL
was first described in 1974 by Frizzera et al. as angio
immunoblastic lymphadenopathy with dysproteine-
mia. M A short time later, the name was changed to
immunoblastic lymphadenopathy, and then to lym-

phogranulomatosis X in 1979. & AITL comprises
15-20% of all peripheral T-cell lymphomas and 1-
2% of all non-Hodgkin lympho-mas (NHL). Most
frequently, it occurs in aged patients, with equal
prevalence between males and females. Typically,
AITL displays aggressive behavi-our, which makes
the diagnosis difficult and it must be differentiated
from other malignant lympho proli-ferative diseases,
drug reactions and viral infections. Patients with
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AITL frequently exhibit B-symptoms (e.g., fever and
weight loss) and a generalized enlargement of the
lymph nodes. Other common symptoms include hea-
ptomegaly, splenomegaly, polymorphic skin rash and
pleural effusion. AITL is also associated with auto-
immune phenomena. Polyclonal hypergamma-globu-
linemia occurs in approximately 50% of AITL cases.
BBl Histological analyses of AITL specimens show eff-
acement of the lymph node architecture, particularly
in advanced stages. Malignant cells tend to distribute
into interfollicular regions, and are typically positive
for T-helper cell markers and T-cell receptors (TCRS)
alpha and beta. > 4l Immunoblasts, often positive for
Epstein—Barr virus (EBV), are frequently dispersed in
paracortical regions. This characteristic can be con-
fused with Reed-Sternberg cells, which can lead to a
mistaken diagnosis of Hodgkin's lymphoma (HL).
TCR gene rearrangeme-nts are found in 70% of
cases. On the other hand, immunoglobulin gene
rearra-ngements are found in only 10% of patients
with AITL. [

There is no standard treatment for AITL. Con-
sequently, patients may be treated with different
drugs, including steroids, immunomodulators or by
cytotoxic chemotherapy. However, the most com-
monly used treatment modality is the cyclophos-
phamide, vincristine, doxorubicin and prednisone
(CHOP) regimen, associated or not with etoposide.
This trea-tment is typically followed by autologous
hemato-poietic stem cell transplantation. Further
more, the natural history of AITL is characterized by
several relapses, with a five-year overall survival of
30%. [6.7]

In this case report, we analyzed the main clini-
cal characteristics that make AITL diagnosis difficult.
As AITL is a rare disease with a poor prognosis, an
early and correct diagnosis is essential to improve
survival and quality of life.

CASE REPORT

A 45 years old Sudanese female with generali-
zed lymphadenomegaly (neck, abdomen, inguinal,
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Figure 1. A: Angioimmunoblastic T. cell Lymphoma

Composed of small tumour cells with irregular nuclei
and clear cytoplasm. (H&E X10)

supra-clavicular and axillar regions) referred from
Tayba hospital to Al-tayseer reference medical centre
in histopathology and cytology laboratory department
(Sudan) for her lymph node histopathology analysis.
The disease was first noticed three months previous-
sly.

At admission toTayba hospital, the complete
blood count showed 10.7 g/L hemoglobin, 16.4 x
10%/L white blood cell count with 23% lymphocytes
and 10 x 10%/ul platelets. The peripheral blood film
report showed normocytic normochromic, neutrophil
leukocytosis with few reactive lymphocytes and
severe thrombocytopenia. Furthermore, a bone marr-
ow biopsy demonstrated hypercellular bone marrow,
megakaryopoiesis is overactive, erythron-poiesis is
active with mild micronormoblastic maturation and
dyserythropoietic, active granulopoiesis with ordered
maturation and increased eosinophilis, mild lympho-
cytosis, no L.D bodies, focal areas show-ed excess
infiltration by lymphoid cells and mono-nuclear cells,
areas of ill-defined granuloma noted in trephine
biopsy, no abnormal cells seen, no fibrosis and the
conclusion of bone marrow report was sug-gested
workup of T.B and immunohistochemistry to rule out
lymphoproliferative disorder.The patient was submit-
ed to an Echocardio-graphy scan that showed presser-
ved L.V systolic func-tion, E.F 55%, dilated L.A and
M.V.B with severe M.R=R.H.D. A surgical lymph
node biopsy for histopathology analysis stained by
H&E (Figure 1A and B) was performed and sections
showed effacement of normal architec-ture of lymph
node with disappearance of follicles and germinal
center composed of polymorphic infilt-rate of small
tumour cells and large tumour cells. The small
tumour cells showed irregular nuclei and clear cyto-
plasm. The large tumour cells showed vesicularnuclei
and prominent nucleoli with rare Reed Stern-berge
like cells and multinucleated giant cells. High endo-
thelial venules, eosinophiles and plasma cells are
noted.

Figure 1. B: Angioimmunoblastic T. cell Lymphoma
Composed of large tumour cells with vesicular
nuclei and prominent nucleoli. (H&E X100)
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The immunohistochemistry stains (Figure 2A- tive for CD30, CD5 and CDla. The patient com-
C) showed polyclonal features with positive CD3 of plained with symptoms including: high fever, night
most small cellstumour, some population are positive sweats and skin rash.
for CD20, CD15 and CD23. Tumour cells are nega-
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Figure 2. A: Immunoglobulin (CD3) incorporated; Figure 2. B: Immunoglobulin (CD3) incorporated
in the cytoplasm of malignant cellsin the cytoplasm of malignant cells
(Immunoperoxidase method with DAB chromogen X10).(Immunoperoxidase method with DAB chromogen X100).

Figure 3. The blood vessels invasion-stained magenta red color by PAS stain X40.
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DISCUSSION

AITL is an aggressive malignancy. It is the
second most common peripheral T-cell lymphoma in
Western countries. Although many patients achieve
complete remission, disease relapse is frequent, and
the recent years overall survival is less than 50%. The
clinical symptoms of AITL are not specific and, con-
sequently, the diagnosis can be complex and some-
times delayed. The clinical features of AITL are more
related to immune dysfunction than to tumor growth.
For example, AITL symptoms include skin rash,
fever, generalized lymphadenopathy and polyclonal
hyper-gammaglobulinemia, which are common fea-
turees of infections and autoimmune disorders. Bl

The gold standard for AITL diagnosis is
excisional lymph node biopsy. However, to save time
and to avoid exposure to invasive procedures, many
centers perform a core biopsy to obtain samples for
pathological analyses. Unfortunately, the samples
obtained by core biopsy can be insufficient to per-
form a complete immunohistochemical panel and
ensure the correct diagnosis.

Previous studies have shown that the accuracy
of a lymphoma diagnosis based on core biopsies
varies from 68% to 94%. [ Inadequate core biopsies
are associated with misdiagnoses or delayed diag-
noses. Gupta et al. compared lymph node biopsies
acquired with either fine-needle aspiration or surgical
excision in 100 patients. They found that the rates of
accurate diagnoses based on fine-needle aspirations
were 77% in reactive hyperplasia, 75% in NHL, and
85% in metastatic carcinoma. A recent meta-analysis
showed that core biopsies provided adequate material
for histology in 95% of cases, particularly in salivary
gland lesions, but inadequate material in 39 (2.6%)
cases of lymphadenopathies of the head and neck. In
differentiating between malignant lymphoma and
reactive lymph nodes, core biopsies showed a high
false-negative rate and a low negative predictive
value (85%). [

A full histological and immunohistochemical
analysis of the lymph node is essential for the
differentiation between AITL and other diseases. For
example, it can differentiate between large cells with
two or more nuclei, which are frequently observed in
AITL tumor microenvironments, and Reed-Sternberg
cells. &4

Singh et al. demonstrated that 17/17 patients
with AITL in the leukemic phase harbored a distinct
population of CD37/CD4* T-cells in the peripheral
blood. Furthermore, this phenotype was highly
specific to AITL because it was found in only 1/40
patients with other T-cell lymphomas in the leukemic
phase. They showed that this phenotype provided a
positive predictive value of 94% for a diagnosis of

AITL. Those authors concluded that immune-
phenotyping peripheral blood with flow cytometry
might be a useful method for achieving a differential
diagnosis of AITL, even though the aberrant T-cell
population occurs at a very low frequency in peri-
pheral blood. I Therefore, this assay should be part
of lymphoma investigations, especially in incon-
clusive cases, because it can save time and improve
the accuracy of diagnosis.

In this case report, we state that the delay of
diagnosis was mainly a consequence of an insuffi-
cient clinical history, which led to an incomplete
histo-logical analysis, delay of reporting and need for
second opinions for interpretation. We also strongly
recommend that to obtain an accurate and precise
diagnosis for AITL, PAS stain should be performed
firstly to recognize the capillary invasion which
facili-tate the early diagnosis. Ancillary studies, such
as peri-pheral blood immunophenotyping and PCR
detection of TCR rearrangements, are very important
tools to establish differential diagnoses, and should
be part of the investigation to improve the accuracy
or to confirm the diagnosis of AITL.

Conflict of interest

The authors declare no conflict of interest.
Funding

Nil
REFERENCES

1. Frizzera G, Moran E, Rappaport H. Angio-
immunoblastic lymphadenopathy with dyspro-
teinemia. Lancet. 1974;1(1766):1070-1073.

2. Polyatskin IL, Artemyeva AS, Krivolapov YA.
Peresmotrennaiaklassifikatsiia VOZ opukhole
igemopoéticheskoiilimfoidnoitkanei, 2017 (4-e
izdanie):  opukholilimfoidnoitkani  [Revised
WHO classification of tumors of hematopoietic
and lymphoid tissues, 2017 (4th edition):
lymphoid tumors]. ArkhPatol 2019;81(3):59-65.

3. Mourad N, Mounier N, Briére J, Raffoux E,
Delmer A, Feller A. Clinical, biologic, and
pathologic features in 157 patients with angio-
immunoblastic T-cell lymphoma treated within
the Group d’Etude des Lymphomes de 1’Adulte
(GELA) trials. Blood 2008;111(9):4463-4470.

4. Laforga JB, Gasent JM, Vaquero M. Potential
misdiagnosis of angioimmunoblastic T-cell
lymphoma with Hodgkin's lymphoma: a case
report. Acta Cytol 2010;54(5 Suppl):840-844.

5. Kawano R, Ohshima K, Wakamatsu S, Suzum-
iya J, Kikuchi M, Tamura K. Epstein-Barr virus
genome level. T-cell clonality and the prognosis

0rg/10.52152/spr/2021.165

Citation:Adam MNM, Adam MNM, Idris AAA, Ali ASM, Khalid 10, A Rare Diagnostic Case of
Angioimmunoblastic T-cell Lymphoma, SPR, 2021, Volume 2, issue 1, Page No.: 435 - 439. DOI: https://doi.

438



ofangioimmunoblastic T-cell lymphoma. Hae-
matologica 2005;90(9):1192-1196.

Kyriakou C, Canals C, Goldstone A, Caballero
D, Metzner B, Kobbe G. High-dose therapy and
autologous stem-cell transplantation in angio-
immunoblastic lymphoma: complete remission
at transplantation is the major determinant of
Outcome-Lymphoma Working Party of the Eur-
opean Group for Blood and Marrow Trans-
plantation. J Clin Oncol 2008;26(2):218-224.
Federico M, Rudiger T, Bellei M, Nathwani
BN, Luminari S, Coiffier B. Clinicopathologic
chara-cteristics of angioimmunoblastic T-cell
lym-phoma: analysis of International Peripheral
T-cell Lymphoma Project. J Clin Oncol 2013;
31(2):240-246.

10.

Ben-Yehuda D, Polliack A, Okon E, Sherman
Y, Fields S, Lebenshart P. Image-guided core
needle biopsy in malignant lymphoma: experi-
ence with 100 patients that suggests the tech-
nique is reliable. J Clin Oncol 1996;14(9):2431—
2434,

Novoa E, Gurtler N, Arnoux A, Kraft M. Role
of ultrasound guided core-needle biopsy in the
assessment of head and neck lesions: a meta-
analysis and systematic review of literature.
Head Neck 2012;34(10):1497-1503.

Singh A, Schabath R, Ratei R, Stroux A,
Klemke CD, Nebe T. Peripheral blood sCD3(-)
CDA4(+) T-cells: a useful diagnostic tool in
angio-immunoblastic T cell lymphoma. Hema-
tol Oncol 2014;32(1):16-21.

Citation:Adam MNM, Adam MNM, Idris AAA, Ali ASM, Khalid 10, A Rare Diagnostic Case of
Angioimmunoblastic T-cell Lymphoma, SPR, 2021, Volume 2, issue 1, Page No.: 435 - 439. DOI: https://doi.

0rg/10.52152/spr/2021.165

439



