CASE REPORT

Angioimmunoblastic T-cell Lymphoma
Mimicking DRESS Syndrome
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PRACTICE POINTS

. It is important to maintain a high index of suspicion for
angioimmunoblastic T-cell lymphoma in older patients
with a longstanding rash and no clear culprit for drug
reaction with eosinophilia and systemic symptoms
(DRESS syndrome).

. Consider performing a lymph node biopsy early.in the
course of disease in patients with presumed DRESS
syndrome who do not improve with drug withdrawal
and steroid therapy.

Angioimmunoblastic T-cell lymphoma (AITL)\is a rare and aggressive
lymphoma arising from follicular T-helper cells. Cutaneous findings
and nonspecific systemic“symptoms often associated with this
malignancy can closely resemble those of more common entities,
such as a viral exanthem ordrug eruption, depending on the his-
tory and context. These similarities in presentation to more common
entities can cause a delay in the diagnosis of AITL and subsequent
initiation of treatment, which has considerable implications for mor-
bidity and mortality. We present the case of a patient whose clinical
features resembled drug reaction with eosinophilia and systemic
symptoms (DRESS syndrome) and who was found to have AITL after
extensive workup. This atypical case highlights the importance of
maintaining a flexible differential diagnosis in patients with suspected

DRESS syndrome whose condition does not improve with appropri-
ate drug withdrawal and therapy.
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ngioimmunoblastic T-cell lymphoma (AITL) is a
rare and aggressive lymphoma arising from follicu-
lar T-helper cells that predominantly affects older
adults and carries a 5-year overall survival rate of 32%.
Notably, as many as 50% of AITL patients present with a
skin rash in addition to the more common but nonspecific
acute-onset generalized lymphadenopathy, hepatospleno-
megaly, and anemia.> At presentation, most AITL patients
are already at an advanced (III/IV) stage of disease.
Formerly known as angioimmunoblastic lymphade-
nopathy with dysproteinemia, AITL was once considered
a benign entity that carried a risk for malignant transfor-
mation. As more cases have been identified and explored,
this entity has been recategorized as a frank lymphoma.?
Therefore, it is critical that AITL be diagnosed and treated
as early as possible.
We present the case of a 65-year-old man with clini-
cal features that resembled drug reaction with eosino-
philia and systemic symptoms (DRESS syndrome). After
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T-CELL LYMPHOMA MIMICKING DRESS SYNDROME

extensive workup, he was found to have AITL. This
atypical case highlights the importance of maintaining a
flexible differential diagnosis in patients with a persistent
rash that does not improve with appropriate drug with-
drawal and therapy.

Case Report

A 65-year-old Filipino man whose medical history was
notable for hepatitis B that had been treated with ente-
cavir for years without issue was admitted to the inter-
nal medicine service with fever of unknown origin and
malaise of approximately 6 weeks’ duration. Six days
prior to admission and 5 days after completing courses
of the antiviral oseltamivir phosphate and amoxicillin
for an upper respiratory tract infection and sinusitis, he
developed worsening of an intermittently pruritic rash
of approximately 1 month's duration. The dermatology
department was consulted the day of hospital admission
for evaluation of the rash. Chronic home medications
included entecavir, lisinopril/hydrochlorothiazide, amlo-
dipine, atorvastatin, metformin, salsalate, and over-the-
counter nonsteroidal anti-inflammatory drugs (NSAIDs)
as needed.

Physical examination was notable for mild erythema
and scale distributed across the entire face; mild facial
edema; and a blanchable, nonconfluent, macular erythema
distributed across the trunk and upper and proximal
lower extremities (Figure). In addition, the patient di
played conjunctival injection, pitting edema of t
and bilateral cervical and inguinal lymphaden

Laboratory tests revealed mild Ile o-
sis (11.6X10%/L, [reference range, 10.5X10°/L]),
anemia (hemoglobin, 125 g/L e range,
138-170 g/L); hematocrit, 36.9 re ce range,
40.0%-50.0%)], eosinophilia N [reference
range, 0.00-0.70x10°/L)], remia, hypokalemia,

and a mildly elevated creatinine level. Computed tomog-
raphy and full-body positron-emission tomography (PET)
scans during admission demonstrated diffuse lymph-
adenopathy. A skin biopsy from the left chest and a left
inguinal lymph node biopsy also were performed.

Despite the lack of a clear medication trigger within
the usual timeline for severe cutaneous drug-induced
hypersensitivity reactions, DRESS syndrome was high on
the differential diagnosis at the time of the initial presen-
tation given the diffuse morbilliform eruption with pru-
ritus, facial edema, eosinophilia, and lymphadenopathy.

Home medications were discontinued except for
amlodipine, atorvastatin, and entecavir. The patient was
treated symptomatically with topical steroids because it
was believed that, if the clinical ation represented
DRESS syndrome, it was a
treated topically.* His case
of a lack of confirmed

tracted course.
After discharg‘ﬂwing a 3-day inpatient stay, the
patient was follo the clinic weekly for 3 weeks
D&\ble change in the skin or laboratory

without ¢
uation of entecavir was discussed and

sidered mild because
ction and a mild pro-

i m the chest performed during the patient’s
hospital stay revealed a superficial and deep dermal
ymphoid infiltrate comprising CD3-, CD5-, and pro-

ammed cell death protein 1-positive cells with cyto-
logic atypia in a perivascular distribution. Analysis of
the lymph node biopsy specimen performed during the
hospitalization showed effacement of the nodal archi-
tecture, a polymorphous lymphoid cell population with
irregular nuclear contour, and abundant clear cytoplasm
associated with high endothelial venules (HEVs). Cells of
interest were positive for CD3, CD4, CD2, CD5, and CD7,

findings. Di
approvi is hepatologist.
italization analysis of the punch biopsy spec-
o

A and B, Blanchable, nonconfluent, macular erythema distributed across the trunk and lower extremities. Photographs courtesy of James

Contestable, MD (Camp Lejeune, North Carolina).
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with a subset staining positive for programmed cell death
protein 1, inducible costimulator, CD10, and chemokine
(C-X-C motif) ligand (CXCL) 13. CD21 demonstrated an
expanded follicular dendritic cell meshwork in association
with HEVs. Polymerase chain reaction revealed a clonal
T-cell population. These findings of the skin and lymph
node biopsies were consistent with AITL. Subsequent
bone marrow biopsy with flow cytometry showed a nor-
mal CD4:CDS8 ratio in T cells and no increase in natural
killer cells.

Cyclophosphamide-hydroxydaunorubicin-Oncovin—
prednisone (CHOP) chemotherapy was initiated; the
patient completed a total of 6 cycles. He has had near
resolution of the skin findings and is considered in
remission based on a PET scan performed approximately
7 months after the initial presentation.

Comment

Angioimmunoblastic T-cell lymphoma is a rare peripheral
T-cell lymphoma, part of a group of aggressive neoplasms
that constitute approximately 15% of peripheral T-cell
lymphomas and approximately 2% of non-Hodgkin lym-
phomas in adults worldwide.” Cutaneous involvement
occurs in approximately half of AITL cases and can be the
first manifestation of disease.” Skin findings are largely
nonspecific, ranging from simple morbilliform rashes to
erythroderma, at times manifesting with purpura.

Given this variability in the presentation of AITL,
early diagnosis is challenging in the absence of-more
specific signs and symptoms.? It can conceivably be mis-
taken for common entities such as viral exanthems or
drug eruptions, depending on the histery and context.
DRESS syndrome, a T cell-mediated, delayed type-IV
hypersensitivity drug reaction candpresent<dn a manner
highly similar to that of AITL,with cutaneous involve-
ment (diffuse morbilliform rash, fever, facial edema, and
generalized lymphadenopathy) and variable systemic
involvement. Laboratory findings of eosinophilia, atypical
lymphocytes, and thromboeytopenia also might be seen
in both entities.® Furthermore, the AITL in our patient
was accompanied by electrolyte disturbances that were
concerning for syndrome of inappropriate antidiuretic
hormone secretion, a rare complication of patients with
DRESS syndrome complicated by encephalitis.”*

Our patient met 4 RegiSCAR criteria for DRESS syn-
drome, warranting high clinical suspicion for an offend-
ing drug.” DRESS syndrome can be caused by numerous
medications—most commonly anticonvulsants, sulfon-
amides, antibiotics, allopurinol, and NSAIDs. A review of
our patient’s medication list identified NSAIDs (includ-
ing salsalate), entecavir, and amoxicillin, as possible
culpable medications. Notably, the only new addition to
the patient’s regimen was amoxicillin, which did not fit
the typical 2- to 8-week timeline for a DRESS syndrome
nidus.!® Our patient’s fever began well before the anti-
biotic was initiated, and skin findings appeared within
1 week after the course of amoxicillin was completed.
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Although there is documented variability in the latency
of onset of DRESS syndrome following administration
of a culprit medication,' it is critical to maintain a broad
differential diagnosis to allow for further diagnostic infor-
mation to be obtained, especially when the medication
timeline does not align with the clinical presentation.

DRESS syndrome is far more common than AITL.
Similarities in their clinical presentation pose a substan-
tial challenge and often cause a delay in the diagnosis
of AITL, which is made by excisional tissue biopsy, most
commonly of a lymph node, with assessment of morphol-
ogy and immunophenotyping. Histologic assessment of
tissue reveals a polymorphous infiltrate of variably sized
atypical lymphocytes with prominent arborizing HEVs as
well as expanded populations of‘follicular dendritic cells
that can be detected by CD21 staining. Cells express CD3
and CD4, variably express BCL6:(B-cell lymphoma 6 anti-
gen) and CD10, and also may have partial or complete
loss of expression of a.subset of pan T-cell antigens (CD2,
CD3, CD5, and CD7).'%%

The treatment approach to AITL mirrors that of other
nodal peripheral T-cell lymphomas, including chemother-
apy and consideration of autologous stem-cell transplanta-
tion. Recent prospective trials of CHOP and CHOP-like
chemotherapy have reported 3-year event-free survival and
overall survival rates of 50% and 68%, respectively."” Novel
chemotherapeutic targets and gene-expression profiling are
being investigated as potential therapeutic avenues.?

Conclusion

DRESS syndrome and AITL can have near-identical
presentations. Clinicians should maintain a high index
of suspicion for AITL in patients with presumed DRESS
syndrome whose rash does not improve with appropri-
ate drug withdrawal and steroid therapy or who lack a
strong offending medication history. In such cases, skin
and lymph node biopsies should be performed as early
as possible to evaluate for AITL and so that appropriate
therapy can be initiated.
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