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Abstract

Angioimmunoblastic T-cell lymphoma (AITL) is a rare and challenging subtype of T-cell lymphoma often
presenting with skin rashes and difficult diagnostic features. Its presentation can mimic other conditions,
complicating accurate diagnosis. This case shows AITL in a 74-year-old man initially presenting with
anemia that mimicked pure red cell anemia caused by parvovirus B19. The patient exhibited direct Coombs-
positive anemia and recurrent urticarial-like rashes, which were initially misleading. This case emphasizes
the critical need for considering lymphoma in patients presenting with direct Coombs-positive anemia and
recurrent urticarial-like rashes It underscores the importance of revisiting and thoroughly assessing medical
histories to enable accurate diagnosis, even when initial presentations suggest alternative diagnoses. Early
recognition and appropriate management of AITL are crucial for improving patient outcomes.

Categories: Hematology
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Introduction

Angioimmunoblastic T-cell lymphoma (AITL) is a rare and aggressive type of lymphoma, making up 1-2% of
all non-Hodgkin's lymphomas [1]. In the 2016 World Health Organization(WHO) classification, AITL is
grouped under nodal T-cell lymphomas with a follicular T-helper (TFH) phenotype [1]. AITL is relatively
common among T-cell lymphomas, accounting for about 20% of cases in both Asian and Western
populations [2, 3]. Most patients are diagnosed around the age of 69, and 79.5% of cases are in advanced
stages when found [4].

The most common clinical symptom is swelling of the lymph nodes throughout the body, and other
symptoms include anemia and skin rash [1, 5, 6]. Dermatological symptoms exhibit a variable presentation,
ranging from erythematous eruptions to morbilliform rashes. The pathological findings produce a variety of
findings, leading to the difficulty of diagnosis and poor prognosis [7]. Previous reports have shown that the
5-year survival rate is around 33-44% |1, 8, 9]. The skin rash can also vary, and it can sometimes be mistaken
for several diseases, such as autoimmune diseases or drug rash [10, 11]. Erythematous lesions accounted for
86% of the elementary dermatologic lesions, and pruritus was reported in 48% of cases [11]. In this case, we
report a case of AITL that mimicked parvovirus B19 infection based on the findings of anemia and skin rash.

Case Presentation

A 74-year-old man was referred to our hospital with a one-month history of persistent malaise, mysterious
rash, and normocytic anemia. He began experiencing generalized malaise one month ago. Despite this
discomfort, he pushed through, hoping it would pass. However, his symptoms lingered, promoting a visit to
his local doctor. Then, blood samples showed hemoglobin (Hb) 11.9 g/dL and C-Reactive Protein 1.2 mg/dL,
indicating anemia and inflammation. Two weeks prior, after being bitten by a wild cat and contact with their
grandchildren who appeared healthy, he suddenly noticed an erythematous rash on the right side of his
abdomen and extremities. He was concerned, sought further evaluation, and was referred to our department
for a thorough examination of his symptoms.

Upon arrival, physical examination confirmed the presence of an erythematous urticaria-like rash on the
abdomen and extremities, which did not have pruritic or edematous regions. Additionally, the left axillary
and cervical lymph node adenopathy was 3 cm in diameter, had no pain, was non-adherent to surrounding
tissues, and exhibited elastic stiffness. His medical history showed that his performance status was normal.
In addition, he did not experience night sweats but a weight loss of 6.7% in one month. Laboratory tests
showed a Hb level of 7.8 g/dL, a positive result for parvovirus B19 IgM (Table I).
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Laboratory indicator Result Normal range
White Blood Cell (WBC) 5.6x10"9 /L 3.9-9.7x10"9 /L
Red Blood Cell (RBC) 2.8x10M2 /L 4.3-5.67x10M2 /L
Hemoglobin (Hb) 7.8 g/dL 13.4-17.1 g/dL
Mean Corpuscular Volume (MCV) 83.2 1L 84.2-99 fL
Mean Corpuscular Hemoglobin Concentration (MCHC) 33.5 g/dL 31.8-34.8 g/dL
Red cell distribution width (RDW) 12.20% 11.9-14.5%
Platelet (PIt) 336x1079 /L 153-346x10"9 /L
Fe 108 ug/dL 80-170 pg/dL
Total Iron-Binding Capacity (TIBC) 260 pg/dL 290-390 pg/dL
Ferritin 687 ng/mL 30-400 ng/mL
haptoglobin 40 mg/dL 17-169 mg/dL
Aspartate Aminotransferase (AST) 13 UL 5-37 U/L
Alanine Aminotransferase (ALT) 10 U/L 6-43 U/L
Lactate Dehydrogenase (LDH) 226 U/L 124-222 U/L
Gamma-Glutamyl Transpeptidase (y-GTP) 16 U/L 0-75 U/L
Total-bilirubin 0.97 mg/dL 0.4-1.2 mg/dL
Blood Urea Nitrogen (BUN) 24 mg/dL 9-21 mg/dL
Creatinine 0.74 mg/dL 0.6-1 mg/dL
C-reactive protein (CRP) 1.75 mg/dL < 0.3 mg/dL
Estimated Glomerular Filtration Rate (eGFR) 78.7 N/A

Parvovirus B19 IgM antibody Positive -

Direct coombs test Positive -

TABLE 1: Laboratory tests when admitted to hospital

At the time of his coming to the hospital, CT imaging from the neck to the pelvis was performed. It showed
multiple lymph node adenopathy and splenomegaly.

We initially suspected pure red cell aplasia (PRCA) caused by parvovirus B19 due to anemia with
monocytopenia, a positive result for parvovirus B19, and the patient’s history of contact with children.
Furthermore, the rash supported this suspicion. Therefore, assuming this, we decided to monitor the patient
with symptomatic treatment. No treatment was offered to him, and the Hb level of the patient temporarily
improved to 9.4 g/dL during the first five days. This suggested that we might be observing the recovery
process of PRCA, and this would be the case with PRCA. However, the Hb level subsequently showed a
declining trend of 7.8 g/dL on day 9. The skin lesions also changed during hospitalization. The erythematous
rash was scattered over the trunk and extremities when he came to the hospital. On day 5, it widened,
merged, and darkened in color, which looked like getting worse. However, on day 9, the color lightened, and
the area shrank as if it was improving. Furthermore, it is difficult for us to understand what the direct
Coombs test positive means. This could not be explained by PRCA, prompting a biopsy of axillary lymph
nodes and skin lesions to differentiate diseases with recurrent skin rashes (Figure 7).
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FIGURE 1: Rash during an exacerbation

The skin lesions have merged and are getting worse. (arrow)

The lymph node biopsy revealed complete effacement of the nodal structure with a diffuse polymorphic
infiltrate and increased vascularity. The infiltrate comprised atypical lymphocytes ranging from small to
intermediate in size. Immunohistochemical analysis showed positivity for CD3, CD4, CD5, and CD8 markers
in the atypical lymphocytes. Additionally, there were cells positive for Epstein-Barr virus-encoded small
RNA in situ hybridization (EBER) (Figures 2-8). Skin biopsy showed the same markers in the lymphocytes.
These four markers are not likely to appear in parvovirus B19. The histopathological findings were
suggestive of AITL and confirmed by flow cytometry.
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FIGURE 2: Pathology of the axillary lymph node under Hematoxylin and
Eosin, 40x

The biopsy from the left axillary lymph node. Note that the nodal structure is completely effaced accompanied by a
diffuse polymorphic infiltrate and increased vascularity.

FIGURE 3: Pathology of the axillary lymph node under hematoxylin and
eosin 200x

The polymorphic infiltrate comprised atypical lymphocytes ranging from small to intermediate in size.

2024 Kunitomi et al. Cureus 16(9): e68517. DOI 10.7759/cureus.68517 4 0of9


https://assets.cureus.com/uploads/figure/file/1104126/lightbox_284f69203c5e11efb09581acc2e8fff2-Figure-3.png
https://assets.cureus.com/uploads/figure/file/1104129/lightbox_0be966e03c5f11ef8dbde3b5c8f32793-Figure-4.png

Cureus

Part of SPRINGER NATURE

FIGURE 4: CD3-positivity by immunohistochemistry. Pathology of
axillary lymph node under 200x magnification

Atypical lymphocytes show positivity for respective markers.

FIGURE 5: CD4-positivity by immunohistochemistry. Pathology of
axillary lymph node under 200x magnification

Atypical lymphocytes show positivity for respective markers.
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FIGURE 6: CD5-positivity by immunohistochemistry. Pathology of
axillary lymph node under 200x magnification

Atypical lymphocytes show positivity for respective markers.

FIGURE 7: CD8-positivity by immunohistochemistry. Pathology of
axillary lymph node under 200x magnification

Atypical lymphocytes show positivity for respective markers.
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FIGURE 8: There is an admixture of cells positive for Epstein-Barr virus
(EBV)-encoded small RNA in situ hybridization (EBER). Pathology of
axillary lymph node under 200x magnification

Epstein-Barr virus-encoded small RNA in situ hybridization (EBER-ISH) staining demonstrates the presence of
EBV-encoded RNA in scattered cells in the node.

Considering the pathological feature of disrupted lymph node architecture, the diagnosis of
angioimmunoblastic T-cell lymphoma(AITL) was made. This is classified as Ann Arbor Stage Il and has a
score of 3 points on the International Prognostic Index. During hospitalization, the patient received two
units of red blood cell transfusions due to a progressive decrease in Hb levels. Subsequently, considering
ease of access, he was transferred to a different hospital. A-CHP therapy is carried out there, and the
progress is good.

Discussion

This case of AITL mimicked human parvovirus B19 infection. It initially presented with an erythematous
skin rash following contact with healthy children. In immunocompetent patients, parvovirus B19 infection
showed acute progress, whereas the symptoms appear chronically in immunocompromised patients. The
typical skin rash associated with parvovirus B19 consists of erythematous lesions, consistent with this case's
findings [12]. However, the recurrent nature of the rash, combined with changes in the Hb level, led us to
reconsider the differential diagnosis. The skin lesions of AITL are seen in 49.0% of the patients and often
present as multiple erythematous eruptions like this case [13]. Also, some collagen diseases like adult Still's
disease and Sweet's disease should be considered [10]. However, these diseases show high fever and elevated
inflammatory response and thus were excluded from this case. Also, recurrent symptoms are relatively
common in lymphomas [14]. Therefore, recurrent urticaria-like rashes should prompt consideration of
hematological diseases such as lymphoma, including AITL.

This case finally showed normocytic anemia with a positive result for the direct Coombs test. The rapid
onset of anemia initially raised the possibility of pure red cell aplasia (PRCA). Infectious PRCA usually
improves in immunocompetent patients within 2 weeks [15]. This was consistent with the present case, as
hemoglobin levels improved during hospitalization. However, the positive direct Coombs test warranted
discussion. Diseases positive for direct Coombs include autoimmune or drug-induced hemolytic anemias |1,
16]. False positives can occur with lymphoma, intravenous immune globulin administration,
antiphospholipid syndrome, HIV, and malaria [15, 17]. Also, parvovirus B19 infection doesn't usually show a
positive result. Although hemolytic anemia was suspected, it was unlikely as there were no changes in
haptoglobin or LDH, reducing the possibility of Evans syndrome, a complication of AITL [18]. Re-evaluating
positive and false-positive conditions, along with the lymph node adenopathy, led us to estimate that
lymphoma was the most likely cause. Thus, following up on test results, including false positives, is essential
when the clinical presentation does not match the suspected cause.
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In this case, parvovirus IgM was positive. Parvovirus IgM has a sensitivity of 89.1% and specificity of 99.4%,
making it a reliable test for definitive diagnosis [19]. The children who contacted the patient were not
particularly ill, and the duration of the generalized malaise could not be explained solely by parvovirus.
Epstein-Barr virus is known to be related to the progression of AITL, and some cases are reported [20].
However, there have been no reported cases of complications between parvovirus B19 and AITL. Therefore,
the result may be coincidental. Additionally, we did not evaluate paired sera or polymerase chain reaction
(PCR), so the actual situation is unknown. This case should be used as a learning experience for future cases.

Conclusions

We encountered a case where AITL mimicked parvovirus. Recurrent progress of AITL can look like the
recovery period of PRCA. Even if the patient has anemia, rash, and a positive result of parvovirus B19 IgM,
we should not decide promptly that it is PRCA but broaden differentials, think about AITL, and consider the
necessity of performing a biopsy. This is strongly true when there is data that cannot be explained just by
PRCA, such as the positive result of the direct Coombs test. Furthermore, it is good to consider hemolytic
anemia in cases with a positive direct Coombs test. In addition, when the other data does not fit the
hemolytic anemia, it is essential to rule out false positives to verify the diagnosis. Additionally, this case
combines AITL with parvovirus B19 infection. The relationship between these two things is unclear and
worth researching further.

Additional Information
Author Contributions

All authors have reviewed the final version to be published and agreed to be accountable for all aspects of the
work.

Concept and design: Taiju Miyagami, Taro Kunitomi, Yuji Kiyose, Hiroyuki Terukina, Ritsuko Kawabata, Yu
Watanabe, Yusuke Yamamoto, Toshio Naito

Acquisition, analysis, or interpretation of data: Taiju Miyagami, Taro Kunitomi, Yuji Kiyose, Hiroyuki
Terukina, Ritsuko Kawabata, Yu Watanabe, Yusuke Yamamoto, Toshio Naito

Drafting of the manuscript: Taiju Miyagami, Taro Kunitomi, Yuji Kiyose, Hiroyuki Terukina, Ritsuko
Kawabata, Yu Watanabe, Yusuke Yamamoto, Toshio Naito

Critical review of the manuscript for important intellectual content: Taiju Miyagami, Taro Kunitomi,
Yuji Kiyose, Hiroyuki Terukina, Ritsuko Kawabata, Yu Watanabe, Yusuke Yamamoto, Toshio Naito

Disclosures

Human subjects: Consent was obtained or waived by all participants in this study. Conflicts of interest: In
compliance with the ICMJE uniform disclosure form, all authors declare the following: Payment/services
info: All authors have declared that no financial support was received from any organization for the
submitted work. Financial relationships: All authors have declared that they have no financial
relationships at present or within the previous three years with any organizations that might have an
interest in the submitted work. Other relationships: All authors have declared that there are no other
relationships or activities that could appear to have influenced the submitted work.

References

1. Lunning MA, Vose JM: Angioimmunoblastic T-cell lymphoma: the many-faced lymphoma. Blood. 2017,
129:1095-102. 10.1182/blood-2016-09-692541

2. LiuS,LiuW, LiH, et al.: Epidemiological characteristics of peripheral T-cell lymphoma: a population-based
study. Front Oncol. 2022, 12:863269. 10.3389/fonc.2022.863269

3. Federico M, Rudiger T, Bellei M, et al.: Clinicopathologic characteristics of angioimmunoblastic T-cell
lymphoma: analysis of the international peripheral T-cell lymphoma project. ] Clin Oncol. 2013, 31:240-6.
10.1200/7C0O.2011.37.3647

4. XuB, Liu P: No survival improvement for patients with angioimmunoblastic T-cell lymphoma over the past
two decades: a population-based study of 1207 cases. PLoS One. 2014, 9:92585.
10.1371/journal.pone.0092585

5. deLeval L, Gisselbrecht C, Gaulard P: Advances in the understanding and management of
angioimmunoblastic T-cell lymphoma. Br ] Haematol. 2010, 148:673-89. 10.1111/j.1365-2141.2009.08003.x

6. Lee WJ, Won KH, Choi JW, Won CH, Chang SE, Choi JH, Lee MW: Cutaneous angioimmunoblastic T-cell
lymphoma: Epstein-Barr virus positivity and its effects on clinicopathologic features. ] Am Acad Dermatol.
2019, 81:989-97. 10.1016/j.jaad.2018.08.053

7. XieY, Jaffe ES: How I diagnose angioimmunoblastic T-cell lymphoma. Am J Clin Pathol. 2021, 156:1-14.
10.1093/ajcp/aqab090

8. Ermann DA, Vardell VA, Silberstein PT: Angioimmunoblastic T-cell lymphoma: patient characteristics and
survival outcomes. Blood. 2019, 134:2194.

9. Advani RH, Skrypets T, Civallero M, et al.: Outcomes and prognostic factors in angioimmunoblastic T-cell

2024 Kunitomi et al. Cureus 16(9): e68517. DOI 10.7759/cureus.68517 8of9


javascript:void(0)
javascript:void(0)
https://dx.doi.org/10.1182/blood-2016-09-692541?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1182/blood-2016-09-692541?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3389/fonc.2022.863269?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3389/fonc.2022.863269?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1200/JCO.2011.37.3647?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1200/JCO.2011.37.3647?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1371/journal.pone.0092585?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1371/journal.pone.0092585?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1111/j.1365-2141.2009.08003.x?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1111/j.1365-2141.2009.08003.x?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.jaad.2018.08.053?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.jaad.2018.08.053?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1093/ajcp/aqab090?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1093/ajcp/aqab090?utm_medium=email&utm_source=transaction
https://doi.org/10.1182/blood-2019-132077?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1182/blood.2020010387?utm_medium=email&utm_source=transaction

Cureus

Part of SPRINGER NATURE

10.

11.

12.

13.

14.

15.

16.

lymphoma: final report from the international T-cell Project. Blood. 2021, 138:213-20.
10.1182/blood.2020010387

Kuroda K, Tambe A, Iftikhar R, Nat AS, Basnet A: A case of angioimmunoblastic T-cell lymphoma that
mimics as autoimmune diseases and infections. Cureus. 2021, 13:e16439. 10.7759/cureus.16439

Han P, Yang L, Yan W, Tian D: Angioimmunoblastic T-cell lymphoma mimicking drug fever and infectious
etiology after a thyroidectomy: A case report. Medicine (Baltimore). 2019, 98:e16932.
10.1097/MD.0000000000016932

Mage V, Lipsker D, Barbarot S, et al.: Different patterns of skin manifestations associated with parvovirus
B19 primary infection in adults. ] Am Acad Dermatol. 2014, 71:62-9. 10.1016/j.jaad.2014.02.044

Siegert W, Nerl C, Agthe A, et al.: Angioimmunoblastic lymphadenopathy (AILD)-type T-cell lymphoma:
prognostic impact of clinical observations and laboratory findings at presentation. The Kiel Lymphoma
Study Group. Ann Oncol. 1995, 6:659-64. 10.1093/oxfordjournals.annonc.a059281

Facchinelli D, Polino A, Dima F, Parisi A, Ambrosetti A, Veneri D: Two cases of angioimmunoblastic T-cell
lymphoma with concomitant positive serology for acute Epstein-Barr virus infection. 2017.
10.4081/hr.2017.7088

Racchi O, Rapezzi D, Ferraris AM, Gaetani GF: Unusual bone marrow relapse of Hodgkin's disease with
typical Pel-Ebstein fever. Ann Hematol. 1996, 73:39-40. 10.1007/s002770050198

Fisch P, Handgretinger R, Schaefer HE: Pure red cell aplasia. Br ] Haematol. 2000, 111:1010-22.
10.1046/j.1365-2141.2000.02429.x

Theis SR, Hashmi MF: Coombs test. StatPearls [Internet]. StatPearls Publishing, Treasure Island; 2024 Jan-.
Parker V, Tormey CA: The direct antiglobulin test: indications, interpretation, and pitfalls. Arch Pathol Lab
Med. 2017, 141:305-10. 10.5858/arpa.2015-0444-RS

Sekiguchi Y, Shimada A, Imai H, et al.: CD56+ angioimmunoblastic T-cell lymphoma with evans syndrome :
a case report and review of the literature. ] Clin Exp Hematop. 2013, 53:37-47. 10.3960/jslrt.53.37

Doyle S, Kerr S, O'Keeffe G, et al.: Detection of parvovirus B19 IgM by antibody capture enzyme
immunoassay: receiver operating characteristic analysis. ] Virol Methods. 2000, 90:143-52. 10.1016/s0166-
0934(00)00227-5

2024 Kunitomi et al. Cureus 16(9): e68517. DOI 10.7759/cureus.68517

90f9


https://dx.doi.org/10.1182/blood.2020010387?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.7759/cureus.16439?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.7759/cureus.16439?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1097/MD.0000000000016932?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1097/MD.0000000000016932?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.jaad.2014.02.044?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.jaad.2014.02.044?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1093/oxfordjournals.annonc.a059281?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1093/oxfordjournals.annonc.a059281?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.4081/hr.2017.7088?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.4081/hr.2017.7088?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1007/s002770050198?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1007/s002770050198?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1046/j.1365-2141.2000.02429.x?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1046/j.1365-2141.2000.02429.x?utm_medium=email&utm_source=transaction
https://www.ncbi.nlm.nih.gov/books/NBK547707/?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.5858/arpa.2015-0444-RS?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.5858/arpa.2015-0444-RS?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3960/jslrt.53.37?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3960/jslrt.53.37?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/s0166-0934(00)00227-5?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/s0166-0934(00)00227-5?utm_medium=email&utm_source=transaction

	Recurrent Rash and Anemia: A Diagnostic Challenge of Angioimmunoblastic T-cell Lymphoma Mimicking Parvovirus B19 Infection
	Abstract
	Introduction
	Case Presentation
	TABLE 1: Laboratory tests when admitted to hospital
	FIGURE 1: Rash during an exacerbation
	FIGURE 2: Pathology of the axillary lymph node under Hematoxylin and Eosin, 40x
	FIGURE 3: Pathology of the axillary lymph node under hematoxylin and eosin 200x
	FIGURE 4: CD3-positivity by immunohistochemistry. Pathology of axillary lymph node under 200x magnification
	FIGURE 5: CD4-positivity by immunohistochemistry. Pathology of axillary lymph node under 200x magnification
	FIGURE 6: CD5-positivity by immunohistochemistry. Pathology of axillary lymph node under 200x magnification
	FIGURE 7: CD8-positivity by immunohistochemistry. Pathology of axillary lymph node under 200x magnification
	FIGURE 8: There is an admixture of cells positive for Epstein-Barr virus (EBV)-encoded small RNA in situ hybridization (EBER). Pathology of axillary lymph node under 200x magnification

	Discussion
	Conclusions
	Additional Information
	Author Contributions
	Disclosures

	References


