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Cutaneous T Cell Lymphoma in
a Patient with Primary Biliary Cholangitis

Primer Biliyer Kolanjitli Bir Hastada
Kutano6z T Hiicreli Lenfoma

ABSTRACT Primary biliary cholangitis (PBC) is an autoimmune and cholestatic, liver disease char-
acterized by chronic nonsuppurative destructive cholangitis, circulating antimitochondrial anti-
bodies and interlobular bile duct destruction. Autoimmune disorders including PBC seems to have
an elevated risk of lymphoma. Mycosis Fungoides, the most common type of Cutaneous T- cell
lymphoma (CTCL) is also a neoplasm of the immune system. There is little information about the
risk of developing lymphoma including CTCL in PBC patients. Here, we present the second case of
CTCL as much as we know, reported in the literature that occurred in an adult patient with PBC.
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OZET Primer biliyer kolanjit (PBK), kronik ve supuratif olmayan, destruktif kolanjit, dolasimda
antimitokondrial antikor varlig: ve interlobuler safra yollarinin yikimi ile karakterize otoimmiin ve
kolestatik bir karaciger hastaligidir.. Dolasimdaki antimitokondrial antikor varlig: ve interlobuler
safra yollarinin yikimu tipiktir. PBK de d4hil olmak tizere otoimmiin hastaliklarda, lenfoma gelisimi
riski yiiksektir. Kutanéz T hiicreli lenfomanin en sik gériilen tipi olan Mikozis Fungoides de bir
immiin sistem neoplazmidir. PBK hastalarinda KTHL de dahil olmak iizere lenfoma gelisme riski
hakkinda ¢ok az bilgi vardir. Bu makalede, PBK'li eriskin bir hastada goriilen ve bildigimiz kadar
ile literatiirde bildirilen, ikinci kutan6z lenfoma olgusunu sunuyoruz.

Anahtar Kelimeler: Mikozis fungoides; karaciger sirozu, biliyer

rimary biliary cholangitis (PBC) is an autoimmune and cholestatic,

liver disease characterized by chronic nonsuppurative destructive

cholangitis, circulating antimitochondrial antibodies and interlobu-
lar bile duct destruction by cytotoxic T-cells. The rate of disease progression
is quite variable, but typically the disease is slowly progressive. Anti-mito-
chondrial M2 antibodies (AMA-M2) are present in approximately 95% of
the cases.!

Autoimmune disorders including PBC seems to have an elevated risk of
lymphoma. The increased risk may be related to the disturbance of immune
function or immunosuppressive therapies used to treat the disease. To the
best of our knowledge, 20 cases of non-Hodgkin Lymphoma (NHL), 4 cases
of Hodgkin’s disease, 3 cases of primary hepatic lymphoma and only one
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case of CTCL have been reported in PBC patients.>
7 The only case of cutaneous T cell lymphoma
(CTCL) was reported in a patient with primary bil-
iary cholangitis and secondary Sjogren syndrome.’
In this report, we describe a 58 -years-old female
patient having the diagnosis of CTCL, mycosis fun-
goides (MF), eight years following PBC diagnosis.

CASE REPORT

A 58-year-old female patient with a history of PBC
for 8 years was admitted to our department because
of multiple erythematous and scaly plaques in-
volving the legs, buttocks and abdominal wall. Her
symptoms were started almost 5 years ago but she
was diagnosed as dermatitis and prescribed emol-
lients, with no improvement. However, given the
persistence and progression of the skin lesions, she
was referred to our hospital. Upon dermatologic
examination, the patient was found to have multi-
ple pink, scaly patches and plaques on the trunk
and lower extremities, clinically suggestive of
CTCL (Figure 1). A biopsy of the plaque at the right
proximal lower extremity, stained with hema-
toxylin-eosin revealed enlarged lymphocytes with
hyperchromatic irregular nuclei with epider-
motropism (Figure 2). The papillary dermis was
hyalinized. The lymphocytes were highlighted on
CD3 staining, and most cells expressed CD4 with
little CD8 expression. There was no palpable lym-
phadenopathy or hepatosplenomegaly. Staging
tests revealed localized cutaneous disease and the
patient was diagnosed with MF, stage Ia (T1NO
MOBO). She was treated with narrow-band ultravi-
olet B (nbUVB) phototherapy, 3 times weekly,
with good response after 16 weeks.

The diagnosis of PBC was based on the fol-
lowing criteria at presentation: elevated cholestatic
enzymes namely gamma-glutamyl-transpeptidase
(155 U/1; upper normal limit: 40 U/l) and alkaline
phosphatase (184 U/l; upper normal limit: 104 U/1),
normal ultrasound of the upper abdomen, liver his-
tology with typical PBC lesions (stages I and II ac-
cording to Ludwig’s histological classification) and
positivity for AMA. PBC was diagnosed clinically
and histologically according to the criteria pro-
posed by the Japanese Joint Research Group for
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FIGURE 1: Cutaneous T cell lymphoma. Multiple plaques on the extensor
aspect of lower extremities 8 years after the initial diagnosis of primary bili-
ary cirrhosis.

FIGURE 2: Hematoxylin and eosin, x40. Biopsy revealed an atypical peri-
vascular lymphocytic infiltrate with epidermotropism.

Autoimmune Hepatitis.2® Hematological data
showed normal white and red blood cell counts.
Erythrocyte sedimentation rate was 25 mm/h.
Blood biochemical data were total bilirubin 1.3 mg/
dL (normal range (NR): 0.2-1.2 mg/dL), direct
bilirubin 0.3 mg/dL (NR: 0.0-0.2 mg/dL), aspartate
aminotransferase 49 IU/L (NR: 8-46 IU/L), alanine
aminotransferase 76 IU/L (NR: 0-35 IU/L), alkaline
phosphatase 216 IU/L (NR: 35-104 IU/L), gamma
glutamyl transferase 55 IU/L (NR:5-36 IU/L), blood
urea nitrogen 13 mg/dL (NR:5-24 mg/dL), creati-
nine 0,6 mg/dIL(NR: 0.40-1,40 mg/dL), Hepatitis B
surface antigen and anti-hepatitis C virus antibody
were both negative. She was positive for anti-M2
anti-mitochondrial antibodies at 1:144 (NR: 1:7).
Thyroid stimulating hormone and free thyroxin
were within normal ranges.
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I DISCUSSION

Primary cutaneous T-cell lymphomas are a hetero-
geneous group of skin-homing T lymphocytes ma-
lignancies. Mycosis fungoides (MF), the most
frequent subtype of CTCL, is classified as an indo-
lent lymphoma, according to the WHO-EORTC
classification of PCL.? The diagnosis of classic MF is
based on typical clinical presentation, histopathol-
ogy, immunohistochemistry, and T-cell mono-
clonality. Typical histopathologic picture in MF is
the dense infiltrate of atypical lymphocytes in the
dermis with epidermotropism (presence of atypi-
cal lymphocytes in epidermis). Immunophenotyp-
ing shows expression of CD4+ antigen, though
CD8+ and double negative CD4-/CD8- variants
have been described. Cutaneous lymphomas mimic
other skin conditions both clinically and histolog-
ically. It is often difficult to diagnose MF in its early
phase. Various erythematous patches develop.
These lesions are chronic, existing for several years
until they become plaques, nodules, erythroderma,
or tumors. Classic MF typically exhibits slow pro-
gression in the first years after diagnosis and rarely
progresses to extracutaneous involvement or dis-
ease-related death. Patients with early-stage disease
have similar life expectancies to controls matched by
age, sex and race.!

PBC is commonly associated with changes in
the skin. The typical patient is a middle-aged
woman with jaundice and pruritus, showing fea-
tures of cholestasis on liver function tests and the
presence of anti-mitochondrial antibodies. The
clinical course of PBC is variable, ranging from a
few years in rapidly progressive cases to a normal
life-expectancy in a proportion of asymptomatic
cases. Various case reports exist in the literature de-
scribing a frequent association of PBC with au-
toimmune skin disorders including lichen planus,
Raynaud syndrome, scleroderma, and CREST syn-
drome. Our patient had no other autoimmune dis-
ease like Sjogren syndrome other than PBC. In
2006 Koulentaki et al. evaluated dermatologic man-
ifestations of PBC patients and reported multiple
coinciding skin lesions. Fungal skin infections
(31.5%) were the most common skin disorders ob-
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served in PBC patients, followed by neoplastic le-
sions (e.g. cherry angioma, nevi, basal cell carci-
noma 18.4%), dermatitis/-urticaria (15.7%), and
disturbances of pigmentation (12.4%). However,
review of published studies revealed that CTCL (or
MF), in association with PBC, has been reported
only once."

PBC appears to be a classic autoimmune dis-
ease and all autoimmune disorders are increasingly
recognized as risk factor for NHL.? Autoantibod-
ies, periductal inflammation, and overexpression
of autoreactive CD4+ lymphocytes are character-
istic histological features of PBC.'?It has been sug-
gested that the chronic inflammation caused by
infections and persisting immune reactions ap-
pears to play an important role in the lymphoma
pathogenesis in patients with PBC as in other au-
toimmune disorders.”> CTCL is the most common
type of cutaneous lymphoma and accounts for ap-
proximately 50% of all lymphomas arising prima-
rily in the skin. The clinical course can be
protracted and take years or decades. To the best of
our knowledge, this is the second report of a case
of CTCL associated with PBC. In the dermatology
literature a few cases were reported describing the
association of MF and lupus erythematosus (LE).
Although Nakamura et al. thought that this was a
coincidence Veysey and Wilkinson recognized
that their case contributed to the growing number
of reports describing immune disorders in patients
with CTCL. In their report similar features with
our patient were observed.!*!> The patient was di-
agnosed and treated as LE for many years before
the diagnosis of MF was made. Although the diag-
nosis of PBC and cutaneous lymphoma is gener-
ally challenging, the uncommon occurrence of
overlapping features of both disorders may lead to
a diagnostic and treatment dilemma. In conclu-
sion, this case study suggests that CTCL (MF) may
be rarely found in the extensive list of diseases as-
sociated with PBC and other autoimmune disor-
ders.
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