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Case Report

Unilateral nevoid telangiectasia syndrome (UNTS) associated with chronic Hepatitis C virus and positive
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Abstract

Unilateral Nevoid Telangectasia Syndrome (UNTS) is characterized by superficial telangiectasias in a unilateral distribution.
Vascular endothelial growth factor (VEGF) may play a role in the pathogenesis of UNTS in patients with underlying hepatic
disease. We report a case of a patient with UNTS accompanied by chronic hepatitis C virus infection, with a normal serum
estrogen profile and strong positive immunohistochemical staining of lesional skin with VEGF.

Introduction

Unilateral Nevoid Telangectasia Syndrome (UNTS) is a rare disease characterized by superficial telangiectasias in a unilateral
distribution, most frequently involving the C3-C4 and trigeminal nerve dermatomes [1-5]. The pathogenesis of UNTS is unknown.
The most commonly proposed mechanism suggests an association with pathological and physiological hyperestrogenic states
including pregnancy, puberty, and liver disease [1-4]. However, the majority of reported cases in the literature have normal
estrogen levels and show no increase in estrogen and progesterone receptors in lesional skin. Most recently, Turan et al suggested
that vascular endothelial growth factor (VEGF) may play a role in the pathogenesis of UNTS in patients with underlying hepatic
disease [1]. We report a case of a patient with UNTS accompanied by chronic hepatitis C virus infection, with a normal serum
estrogen profile and strong positive immunohistochemical staining of lesional skin with VEGF.

Case synopsis

A 54-year-old woman presented to our outpatient clinic for consultation of a painless erythematous lesion involving the left thigh.
The lesion had been present for approximately three months and had not changed in size. The patient also reported an
asymptomatic similar lesion involving the left chest and left arm present for over thirty years, which had been gradually increasing
in size.

Her past medical history was significant for chronic hepatitis C secondary to prior intravenous drug abuse, squamous cell
carcinoma of the left lung status-post resection, and a hysterectomy related to benign disease. She had no known history or
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radiologic evidence of cirrhosis and her most recent liver biopsy showed chronic hepatitis with no fibrosis (Grade 1, Stage 0). She
denied a personal or family history of skin cancer or similar skin findings. The patient denied a history of pruritus, diarrhea,

syncope, headaches, or associated pain.

Physical Examination: Physical examination revealed multiple, non-palpable, blanching telangiectasias in a linear distribution
along the T1-T2 dermatome involving the left chest, left shoulder, and left arm (Figure 1). In addition, on the left medial thigh
there was a 1 cm confluent plaque with multiple 1 mm red papules within a background of surrounding telangectasias involving
the L3 dermatome (Figure 2). No oral lesions or palmar erythema were appreciated.

Figure 1. Left arm, multiple telangiectasia in a linear distribution along the T1-T2 dermatome.

Figure 2. Left medial thigh, 1 cm confluent plaque of telangiectasia.




Figure 3. Histopathology, left upper extremity, clusters of dilated, thin walled vessels, some filled with erythrocytes or occluded by fibrin
thrombi, within the papillary and reticular dermis.

Figure 4. Immunohistochemical stain, strong positivity for VEGF.

Laboratory Findings: A recent complete blood count and comprehensive metabolic panel were within normal limits (AST:35,
ALT: 36). Serum ANCA was negative and ANA was mildly elevated at 1:160 in a centromeric pattern. Additionally, anti-
centromere, anti-DNA, anti-SSA, anti-Smith, anti-JO-1, and anti-Scleroderma (SCL-70) antibodies were all negative. Serum
hormone levels and VEGF levels were also obtained. Serum hormone levels included: progesterone: <0.02 ng/mL (<0.2-1.4
ng/mL), estradiol: 3.5 pg/mL (Postmenopausal: <10 pg/mL), Estrone: 8.1 pg/mL (Postmenopausal: 7-40 pg/mL), and total
estrogens: 11.6 pg/mL (3-32 pg/mL). Serum VEGF levels were normal at 71 pg/mL (9-86 pg/mL).

Histopathologic Findings: Biopsies from the left upper extremity and left medial thigh showed small clusters of dilated, thin-
walled vessels, some filled with erythrocytes or occluded by fibrin thrombi, within the papillary and reticular dermis (Figure 3).
Immunohistochemical stains were performed for lymphovascular markers including D2-40, Glut-1, vascular endothelial growth
factor (VEGF), and estrogen and progesterone (ER/PR) receptors. The blood vessel walls stained negative for D2-40, Glut-1, and
both ER/PR receptors. However, strong positive staining for VEGF was noted (Figure 4).

Clinical Course and patient outcome: The patient was informed of the benign nature of this clinical entity and possible treatment
options. The patient understood and was satisfied with the diagnosis and declined any treatment. She was advised to return to
clinic if the lesions became symptomatic or changed in size and/or appearance.

Discussion

Unilateral nevoid telangectasia syndrome (UNTS) is a rare vascular dermatosis characterized by multiple, unilateral, linearly
arranged, blanching telangiectasias in a dermatomal pattern [1-5, 10-15, 22]. UNTS tends to involve the C3-C4 and trigeminal
dermatomes and most commonly affects the face, neck, upper extremities, and thorax [1,6]. However, like in our patient, the
lower extremities (lumbar and sacral dermatomes) may also be affected [15]. Out of 100 reported cases of UNTS in the literature,
nine have involved at least one lumbar dermatome and there are three cases of sacral dermatomal involvement [15]. UNTS tends
to be asymptomatic and does not require treatment [1-3,5 5-10].

Histology of these lesions shows normal appearing epidermis with underlying superficial dermal telangiectatic vessels [1-3, 6-7,
15]. These histological findings are not specific for UNTS and may also be seen in angioma serpiginosum, hemangiomas, and
subtle venous malformations [2]. Therefore clinical correlation with the past medical history, patient demographics, and physical
exam findings is important to establishing the correct diagnosis.

Immunohistochemistry may also be helpful when differentiating UNTS from other lymphovascular dermatologic conditions. For
example, we used D2-40 and GLUT-1 in our panel of immunohistochemistry stains. D2-40 identifies lymphatic endothelium and
is used to differentiate lymphatic lesions from other vascular lesions. Positive staining for D2-40 would suggest a lymphatic
etiology rather than vascular. GLUT-1 is a human erythrocyte glucose transporter and is associated with cutaneous infantile
hemangiomas and other vascular malformations [29-30].

UNTS can either be congenital (15% of reported cases) or in most cases acquired [1-5, 9-11,15]. The congenital subtype of UNTS
is more commonly seen in males and is thought to be secondary to elevated maternal hormones in utero [2,9]. The majority of
acquired cases are described in conditions associated with high estrogen levels including pregnancy, puberty, and oral
contraceptive use [3]. The acquired form has a predilection for females with a 2:1 female to male ratio [2]. UNTS has also been
reported with hyperthyroidism [20], portal hypertension, carcinoid syndrome [17], hepatitis, cirrhosis, and other chronic liver
diseases [2-3, 10,17, 20, 23].

Tanglersampan et al proposed a new classification system to replace Wilkin et al’s classification developed in 1983 [27]; the new
classification system divides UNTS into congenital and acquired subtypes [6]. The acquired cases are further subdivided into two
classes: systemic association and no association. The systemic associations include estrogen, liver, and skin related diseases [6]
(Table 1).

Table 1. Tanglertsampan et al’s new classification system.

Wilkin et al’s system of classifcationof UNTS, 1983 Tanglersampan et al’s system of classification of
UNTS, 2013




I: Congenital
Il: Acquired
(a) Physiologic estrogen increase-related
1. Puberty in women
2. Adrenarche in men
3. Pregnancy
4. Childhood in women 2.
(b) Alcoholism/hepatic-related
1. Without systemic involvement
2. With systemic involvement

I: Congenital
Il: Acquired
(a) With association
1. Estrogen-related: Pregnancy,
puberty in women, adrenarche in
men, childhood in women
Liver-related: cirrhosis,
alcoholism, liver metastasis from
carcinoid tumor®’ hepatitis C
infection, hepatitis B infection
3. Skin-related: Pyogenic granuloma,
polymorphous light eruptions®
4. Others:
Hyperthyroidism®,chemotherapy
related®
(b) Without association

The pathophysiology and etiology of UNTS is unknown. Most attention has centered upon the theory that elevated serum
estrogen levels result in target end organ stimulation and telangiectasia formation by unmasking a chromosomal mosaicism
resulting in a localized increase of estrogen receptors in a dermatomal distribution [3-4]. Both Uhlin et al and Tanglertsampan et
al found an increased level of estrogen receptors in the affected skin of patients with UNTS. However, the vast majority of cases
reported have been estrogen receptor negative [3, 6-7] (Table 2).

Table 2. Reported Cases of UNTS with ER/PR Receptor and Serum Estrogen Evaluation.

Case Condition ER PR Serum ER VEGF Serum

Receptor Receptor Level Receptor VEGF

Levels
Vestey-1'° Pregnancy Negative ~ N/A Increased  N/A N/A
Vestey-2'° Puberty Trace N/A Normal N/A N/A
Beachman'’ Carcinoid tumor  Negative  Positive N/A N/A N/A
Uhlin’ OCP* Positive Positive Normal N/A N/A
Tok™ Pregnancy Negative ~ Negative  N/A N/A N/A
Hynes-1* HCV* Negative Negative Normal N/A N/A
Hynes-2* HCV* Negative Negative Normal N/A N/A
Taskapan®® None Negative ~ Negative ~ Normal N/A N/A
Ramirez-Andreo®  None Negative ~ Negative  N/A N/A N/A
Karakas'? Puberty Negative ~ Negative  Normal N/A N/A
Kavak® Hyperthyroid Negative =~ Negative ~ Normal N/A N/A
Grimaldi® Puberty Negative ~ Negative ~ Normal N/A N/A
Karabudak® Puberty Negative ~ Negative  Normal N/A N/A
Rodriguez-Martin®  Chemotherapy Negative Negative Normal N/A N/A
Asfar® Congenital Negative ~ Negative  N/A N/A N/A
Senel® Congenital Negative ~ Negative  Normal N/A N/A
Kawakami?®® Puberty Negative ~ Negative  Normal N/A N/A
Wesen? None Negative Negative N/A N/A N/A
Tanglertsampan® Hyperthyroid,; Positive Positive Normal N/A N/A

possible liver (16%) (2%)
disease

Turan* HBV* Negative Negative N/A N/A N/A

Current Case HCV* Negative Negative Normal Positive Normal

*HCV: Hepatitis C Virus
*HBV: Hepatitis B Virus
*OCP: Oral contraceptive pills

The method used by Uhlin and McCarty to determine receptor levels in their case did not involve the typical immunoperoxidase
methods [2,3]. Instead, they used a complex and unique radioactive labeling method that is different from the standard ER/PR
testing by immunohistochemistry used today. Although, Tanglertsampan did use standard immunohistochemistry for quantitative



receptor evaluation, the case showed only minimal positivity with 2% progesterone receptor staining and 16% staining for
estrogen receptors in the lesional skin [6]. Interestingly, the serum estrogen level in these cases was normal and the only reported
cases of increased serum and urine estrogen levels were in pregnant females [2].

Only a few cases of UNTS have been reported in association with hepatitis B and C infections [1,4, 11,12]. In our patient, the
diagnosis of UNTS was made based on the clinical history of chronic hepatitis C along with the physical exam findings of
unilateral telangectasias in a dermatomal (T1-T2) distribution. In the other reported cases of UNTS with hepatitis infection, both
serum estrogen levels and tissue estrogen/progesterone receptor levels were normal [1,4,11,12]. This is consistent with our
patient’s findings of normal serum progesterone and estrogen levels as well as negative immunoreactivity for estrogen and
progesterone receptors.

Other theories for the cause of UNTS implicate neural alterations, hemodynamic disturbances, aberrations in perivascular
supportive connective tissue, and angiogenic factors [2-3,8]. Recently, angiogenic factors have been proposed to play a major role
in the pathogenesis of UNTS associated with underlying liver disease [1]. Akiyoshi et al showed elevated serum levels of vascular
endothelial growth factor (VEGF) in patients with acute hepatitis [13]. Elevated VEGF results from hepatocellular damage and
leakage of VEGF into the circulation [13]. Makhlouf et al also reported an increase in VEGF levels in patients with chronic
hepatitis C infection and cirrhosis [14]. To our knowledge, lesional immunopositivity for VEGF has not been reported.

Turan et al propose that there is a somatic mosaicism in hepatitis associated UNTS but that the telangiectasias may result from
elevated serum levels of angiogenic factors like VEGF [1]. They were unable to obtain serum levels of VEGF and tissue
immunoreactivity to support this hypothesis. Our patient’s skin biopsy had strong immunopositivity for VEGF. However, the
serum VEGF level was within normal range [71, 9-36 pg/mL]. Although the serum VEGF level was within normal limits, we do
believe that the presence of strong positive immunohistochemical staining for VEGF on histopathology in our patient supports the
theory of the role of angiogenic factors in the pathogenesis of UNTS.

Conclusion

Unilateral Nevoid Telangiectasia Syndrome is a rare vascular lesion that presents in a unilateral linear pattern. It tends to be
asymptomatic and does not require treatment. UNTS can be either congenital or acquired and is often associated with physiologic
hyperestrogenic states like pregnancy and other health conditions including liver disease. The pathogenesis of UNTS is still
unknown but may be related to elevated circulating vascular endothelial growth factor (VEGF) secondary to liver injury. Further
studies are needed to assess the role of angiogenic factors in the pathogenesis of UNTS.

*AST: Aspartate Aminotransferase, ALT: Alanine Aminotransferase, ANCA: Anti-neutrophil cytoplasmic antibody, ANA: Anti-
nuclear antibody
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