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1 | INTRODUCTION

Sibali Gidimali Gibu' | Mirembe Stephen Kizito?

Key Clinical Message

Klippel-Trénaunay syndrome can present with atypical manifestations such as a
bleeding vulvar hemangioma. This case report, the first documented in Uganda,
highlights the need for awareness of such presentations and underscores the im-
portance of continuous follow-up in female patients to manage potential compli-
cations throughout adolescence and pregnancy.

Abstract

Klippel-Trénaunay syndrome (KTS) is a rare congenital disorder marked by
bone and soft tissue hypertrophy, port-wine stains, and varicosities. Cases in-
volving genital hemangiomas are rare. This report highlights a 5-year-old girl in
Uganda with typical KTS features, including hypertrophy and port-wine stains,
along with a bleeding vulvar hemangioma, emphasizing its uncommon presen-
tation and potential complications. Treatment involved compression bandaging
and timolol 0.2% solution. This case underscores the importance of awareness of
atypical manifestations of hemangiomas with KTS and continuous follow-up for
female patients, especially through adolescence and pregnancy, due to potential
complications such as prepubertal per vaginal bleeding, menorrhagia, and post-
partum bleeding.
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include lipomatosis, lymphedema, and vascular lesions
of the gastrointestinal and genitourinary tracts.® The in-

Klippel-Trénaunay syndrome (KTS) is an uncommon
congenital disorder that presents with a triad of bone and
soft tissue hypertrophy, port-wine stains (PWS), and var-
icosities.! The presence of two of these three features is
sufficient to make the diagnosis.” Other findings in KTS

cidence ranges from 2 to 5 per 100,000 individuals, with
an equal distribution observed across both genders. Only
one case of KTS has been reported in Uganda and this
case had a PWS and unilateral lower limb hypertrophy but
with no vascular tumors.* Even though many instances of
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KTS with PWS and varicosities have been reported, fewer
cases with hemangioma have been described. Genital
tract involvement with an infantile hemangioma is un-
common and may cause bleeding.’ In KTS, hypertrophy
of the affected limb is characteristic and manifests as
increased girth and length and this is attributed to over-
growth of soft tissue, fat, and bone. A nevus flammeus is
the most frequent and primary manifestation of KTS lo-
calized to the affected extremity. The PWS is commonly
well-circumscribed terminating abruptly at the midline
but may occasionally spread bilaterally.® Patients may ex-
hibit digital abnormalities such as macrodactyly, syndac-
tyly, and camptodactyly.” Hemangiomas are classified as
infantile or congenital. Infantile hemangiomas (IHs) are
GLUT1 positive, appear within 2months of birth, pro-
liferate for the first year, then slowly regress. Congenital
hemangiomas are present at birth.® Most hemangiomas
regress spontaneously and are managed with periodic
evaluation and conservative therapy. However, 10%-20%
of large hemangiomas affecting aesthetics or function re-
quire specific treatment.” Few cases of hemangiomas have
been reported to present in patients with KTS including,
a diffuse cavernous hemangioma in the colon with KTS,"
intraneural hemangioma in KTS," mediastinal cavernous
hemangioma in KTS,"? renal hemangioma with KTS" and
splenic hemangiomas with KTS.* This is the first reported
instance of a vulvar hemangioma occurring in a patient
with KTS in Uganda.

We present a case of a 5-year-old girl referred to our
dermatology department with Klippel-Trénaunay syn-
drome and a bleeding focal vulvar hemangioma.

2 | CASE HISTORY AND
EXAMINATION

A 5-year-old girl presented to the skin department with
her grandfather who reported that the child was born with
red patches over her left buttock, left thigh, and left lower
back where small red swellings had developed over the
last 4months. At birth, the lower limbs were equal but
over the years, the left leg, foot, fourth and fifth toes be-
came bigger. In the first few weeks of life, the child also
developed a red swelling on her left vulva that gradually
increased in size over the years turning violaceous in color
with occasional bleeding.

On examination, the child had left leg and foot hyper-
trophy (Figure 1) with left fourth and fifth toe macrodac-
tyly (Figure 2). There was a slight leg length difference
with a longer left lower limb. Presence of erythematous
patches on the left lower lumbosacral area, left intergluteal
cleft and left thigh, solitary erythematous papules over the
left lumbosacral patch (Figure 3), nodular soft fluctuant

violet swellings over the left vulva (Figure 4) with positive
diascopy and hyperpigmented patches on the dorsum of
the left foot were observed.

3 | DIAGNOSIS
A 5-year-old girl with Klippel-Trénaunay syndrome pre-
sented with a bleeding vulvar hemangioma.

4 | MANAGEMENT AND
FOLLOW-UP

This child was managed with compression bandaging,
timolol 0.2% solution application on hemangioma three
times daily, and regular follow-up.

FIGURE 1 Leftlegand foot hypertrophy.

FIGURE 2 Left fourth and fifth toe macrodactyly.
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FIGURE 3 Lumbosacral port wine stain with overlying
erythematous papules.

FIGURE 4 Genital hemangioma.

5 | DISCUSSION

KTS may appear clinically insignificant but can lead
to functional and aesthetic concerns and is also associ-
ated with severe complications. Vascular anomalies in
the female genital tract are rarely reported and if pre-
sent, they may mimic other genital tumors."”> According
to the International Society for the Study of Vascular
Anomalies (ISSVA), vascular anomalies are classified
into tumors and malformations. Tumors include in-
fantile hemangioma, kaposiform hemangioendothe-
lioma (KHE), tufted angioma, and pyogenic granuloma
(PG). Vascular malformations, such as PWS, are abnor-
mal blood vessels present at birth that persist without
endothelial proliferation or cellular turnover.” PWS,
or nevus flammeus, are lifelong congenital capillary
malformations while salmon patches, or nevus sim-
plex, are venous malformations that typically appear
on the upper eyelids, forehead (angel's kiss), and neck
(stork bite marks) that disappear within 1-2years.'
Infantile hemangioma (IH) is the most common benign
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soft-tissue tumor in children, occurring in 2%-12% of in-
fants. It is three times more common in female infants
and has a higher incidence in premature neonates. IHs
are less common in those of African descent.'” THs can
be classified as superficial, deep, or mixed based on their
depth, with superficial ones appearing as bright red,
dome-shaped papules or plaques, and deep ones as sub-
cutaneous nodules with a blue hue. Combined IHs have
both superficial and deep components. They can also be
categorized by their anatomic configuration into focal
lesions, which are discrete and round, and segmental
lesions, which cover a larger area. Some IHs are con-
genital and present at birth. They can be fully formed in-
utero (non-involuting congenital hemangioma [NICH])
or can be rapidly involuting congenital hemangio-
mas (RICH) that do not undergo postnatal involution.
Typically, IHs go through phases of growth, stability,
and spontaneous regression, with complete involution
occurring at a rate of about 10% per year, leading to over
90% involution by 9years of age.'® IHs typically present
in the head and neck regions but can occasionally ap-
pear in the genitalia.” When a vulvar hemangioma is
left untreated can cause functional and emotional dis-
ability’® and because it may look like other tumors as
the patients grow, the condition may be misdiagnosed
and therefore the patient may be subjected to various
unnecessary treatments. Cutaneous hemangiomas may
be complicated by occasional bleeding which may re-
sult in acute or chronic anemia. Children may experi-
ence fewer complications of genital hemangiomas, but
as they grow old, bleeding from the lower genital tract
may become noticeable such as heavy menstrual bleed-
ing and complications of pregnancy.

Mutations involving the angiogenic factor VG5Q have
been described in the etiology of KTS,° this may result in
local hyperemia and increased arterial blood flow.” Risk
factors for IH include multiple gestation pregnancy, ad-
vanced maternal age, placenta previa, and preeclampsia.
There is also evidence of autosomal dominant inheri-
tance within families."”” Our patient had no family his-
tory. The presence of erythrocyte-type glucose transporter
(GLUT)-1 protein in lesions suggests that IHs may arise
from angioblasts that have differentiated into a placental
cell type.”

Clinical complications with KTS include varicose
veins which develop as the child grows older, hematu-
ria following extensive lympho-venous distortion to the
bladder,” and gastrointestinal bleeding due to cavern-
ous hemangiomas of the distal colon and rectum.*! KTS
can complicate pregnancy and its outcome by causing
venous thromboembolism and postpartum hemor-
rhage.*” Chronic pain is also a common challenge in pa-
tients with KTS and can arise from thrombosis, cellulitis,
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calcifications, arthritis, and neuropathic origins. About
95% of patients have unilateral lower limb involvement
and the presence of arteriovenous (AV) fistula is indic-
ative of Klippel-Trénaunay-Weber (KTW) syndrome or
Parkes-Weber syndrome. KTS can also present with in-
termittent claudication, venous ulcers, hyperpyrexia, al-
opecia, hypertrichosis, lymphedema, or altered tear and
sweat production. Bone overgrowth results in compen-
satory scoliosis and hip dislocation. Cases of recurrent
pulmonary embolism related to deep venous thrombo-
sis, neurological manifestations such as multiple giant
intracranial aneurysms, intracranial AV malformation,
cerebral, and spinal cavernomas, intradural spinal cord
AV malformations, epidural hemangioma, and epidural
angiomyolipoma occurring at the same segmental level
as cutaneous lesions of KTS have been documented.®
KTS has also been reported to cause clitoromegaly.
Complications of IH include disfigurement, psycho-
social stress, bleeding, ulceration, infection, pain, and
sceurring.3

Clinical assessment of KTS includes color duplex ul-
trasonography, MRI, and conventional radiography of
both extremities.® Differential diagnoses for KTS include
Proteus syndrome, Parkes-Weber syndrome, and CLOVES
syndrome.” Diagnosis of IHs is made clinically in 90% of
cases™ as was done in this child with a positive diascopy.
Further tests like ultrasonography, CT, MRI, angiogra-
phy, and histopathological exams can verify the uncertain
cases.

Differential diagnoses for hemangiomas include KHE,
tufted angioma, mucocele, and PG.3 KTS has been associ-
ated with spindle cell hemangioendothelioma (SCHE), a
low-grade vascular tumor that histologically presents with
cavernous blood spaces containing phleboliths, which are
separated by spindle-shaped fibroblast cells. These char-
acteristics are reminiscent of both cavernous hemangi-
oma and Kaposi's sarcoma.?*

A conservative approach is used for the symptom-
atic treatment of KTS by the use of elastic or non-elastic
compression stockings,' psychological support, and
physiotherapy.® Laser therapy can also be used in these
patients for the varicosities.” The prognosis of KTS is
generally good but it can worsen based on associated
conditions.? Conservative management for IH involves
careful monitoring and regular follow-ups, as well as
pharmacotherapy options such as propranolol and cor-
ticosteroids. Cryotherapy, laser therapy, injection of
sclerosing agents, or excision are other treatment mo-
dalities.”® Our patient received a timolol 0.2% solution
to apply three times daily.

The prognosis for IHs is typically excellent, as they
seldom recur or transform into malignant tumors after
proper treatment.*

6 | CONCLUSION

We present a case of KTS with a genital hemangioma that
had started to bleed, an association and a complication that
is rarely reported. Earlier reports indicate lower female gen-
ital tract hemangiomas that come with more complications
as children grow thus, we advocate for regular follow-up of
girls through adolescence, before and during pregnancy.

6.1 | Recommendations

Early diagnosis of KTS and its rare associations, like genital
hemangiomas, is crucial. Continuous follow-up, especially
for female patients, is essential to monitor complications.
Multidisciplinary care and patient education are key to
managing KTS effectively and improving quality of life.
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