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Abstract. Osler-Weber-Rendu syndrome or hereditary hemorrhagic angiomatosis is a rare non-skin-specific in-
herited disorder in an autosomal dominant pattern, that affects more than a million people worldwide, males and females
equally. It is caused by a mutation in genes, which encodes the endoglin — a protein that is responsible for the strength of
the vascular wall. As a result, microaneurysms are formed everywhere and they can cause hemorrhage, systemic emboli,
or heart failure.

Clinically this angiomatosis manifests in childhood. In approximately 90% of affected individuals, due to the
formation of small, fragile vascular malformations (telangiectases) in the mucous membranes lining the inside of the
nose, the first apparent symptom is recurrent nosebleeds. Gastrointestinal or frequent uterine bleeding (hemorrhaging),
which affects about 25-30% of patients, usually does not present until the third decade of life, or later and often leads to
chronically low levels of iron in the blood and eventually to anemia. After 12 years old affection of skin and mucosal
membrane vessels causes the formation of esthetic problems: multiple telangiectasias distort the appearance of a person.

The diagnosis confirmation does not require complex research manipulations, nevertheless, sometimes it is dif-
ficult to differentiate from the multiple spider-like nevi in chronic liver diseases, multiple senile angiomas, Von Wil-
lebrand disease, or CREST syndrome.

The use of dermoscopy is not crucial, however, we can use it as a complementary tool for diagnosis verification.

Case presentation. We present a clinical case of Osler-Weber-Rendu syndrome to draw the attention of all
specialties doctors, as it is not an aesthetic problem, but a serious, sometimes life-threatening, systemic disease.

A 46-year-old woman applied to a cosmetology clinic with multiple red vascular elements scattered over the
entire surface of the body, causing a visible cosmetic defect. Despite the presence of manifestations of the disease in the
anamnesis (frequent nosebleeds, persistent iron-deficiency anemia, excessive uterine bleeding that caused extubation),
dermatologists were the first to diagnose this syndrome at such a late age.

Objectively numerous spiderweb-like red lesions with different sizes and shapes cover the whole body, even the
lips and tongue. Dermoscopic signs are expanded vascular loops and lacune, grouped dots, and clods on a pink back-
ground. No pigmented components are visible.

Conclusion. Management of such a patient is complex: the patient should be under the close supervision of a
family doctor and other organ-specific specialists, who determine appropriate tactics of management. Continuously
strengthening the vascular wall, trauma avoidance, and non-using the contraindicated in this disorder medications are the
basis. As this syndrome is a hereditary disease, only symptomatic treatment can be offered to the patient. To improve
quality of life and prevent life-threatening complications various surgical techniques and laser therapy are applied nowa-
days. However, target therapy affecting the vascular endothelial growth factor is the modern approach.

It is also critical to undergo an appropriate diagnostic screening (Dopplerography, contrast echocardiography,
computer tomography, or magnetic resonance angiography) for the timely detection of aneurysms of vessels as well as
the prevention of internal bleeding that can lead to serious disability or even mortality.

Keywords: Osler-Weber-Rendu syndrome, clinical presentation, case report, esthetic problem, management.

Background. Hereditary hemorrhagic angioma-  among males and females equally and most people do not

tosis or Osler-Weber-Rendu syndrome is a rare inherited
non-skin-specific disorder, that leads to a different degree
of patient disability, impacts the quality of life, and short-
ens its expectancy. Nowadays, it affects more than a mil-
lion people worldwide, with a prevalence of 1.5 -2 persons
per 100000 in wide geographic variability. The ratio
among Afro-Caribbean residents is higher, but we do not
know the exact number in Ukraine. This disease occurs
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know they have it, therefore, the number of people suffer-
ing from this condition may be higher [1].

The type of inheritance of the syndrome is auto-
somal dominant — 80% of patients (mostly women) have
mutations in ENG or activin A receptor-like type 1
(ACVRL1) genes, which encode endoglin, a protein of en-
dothelial cells that binds transforming growth factor 3 and
is responsible for the strength of the vascular wall.
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Vascular dysplasia develops, manifested by the absence of
muscle and elastic membranes in the vascular wall. The
vascular wall consists only of endothelial cells surrounded
by connective tissue. Therefore, microaneurysms are
formed, which are easily damaged and lead to hemor-
rhages. It develops in the skin, mucosal membranes, lungs,
liver, and central nervous system. Consequently, it can
cause such life-threatening conditions as systemic emboli
or heart failure [2].

Clinical presentation of this syndrome can vary,
but the classic clinical triad includes multiple mucocutane-
ous telangiectases, positive family history, and epistaxis
that begins during childhood or adolescence at a mean age
of 12 years [3].

Our article aims to draw the attention of derma-
tologists, cosmetologists, family doctors, and doctors of
other specialties to such a case of rare dermatoses as he-
reditary hemorrhagic angiomatosis, its clinical findings for
preventing diagnostic errors, and inadequate treatment.

Case presentation. We present a clinical case of
Osler-Weber-Rendu syndrome in a dermatological patient
and wish to emphasize the seriousness of such rare derma-
tosis. It is not a dermatological or esthetic problem; how-
ever, the skin presentations can be the first signs of sys-
temic disease. Misdiagnosing or untimely recognition may
cause a fatal outcome for the patient.

A 46-year-old woman complained of the presence
of multiple red lesions on the skin, which have become
more frequent in the last 10 years; subjectively do not dis-
turb; and it causes an apparent cosmetic defect. This pa-
tient presented to the cosmetology clinic with the desire to
remove some significant elements.

From her medical history, it is known that she has

been suffering from this since childhood. In the history of
frequent nosebleeds at the age of 5-10 years, at the age of
15-18, the first telangiectasias appeared on the back and
right palm. After 30 years, the number of spider veins and
frequent uterine bleeding began to increase sharply (in
2015, the uterus was extubated). For several years a hema-
tologist observed the anemia.
Objectively: there are countless red elements in the form
of spots and small nodules distributed in the trunk, arms
and legs, scalp, and face. Even oral mucosa (tongue, lips)
is involved. Thin spiderweb-like purple-red lesions blanch
with diascopy. The size varies from 0.1 to 0.8 cm in diam-
eter. (Fig.1, 2A, B).
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F.ig. 1. Numerous telangiectasis on the trunk, with dif-
ferent shapes and sizes.

Fig. 2. Telangiectasia on the hands (A) and legs (B).

On dermoscopy: bright red vascular formations
represented by expanded vascular loops and lacunae on the
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red background. Grouped dots and clod represent the ves-
sels. There are no pigmented structures. (Fig 3-5).
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Fig.3. Dermoscopy. Clustered clods and dots vessels
on pink background.

Fig.4. Grouped dots, clods, and curved vessels.

B
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Fig.5. Elevated élements, clods on pink background.
The general blood test was notable for the Hb level of 80
g/l (baseline level, 120-150g/l) and ferritin of 8 ng/ml
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(normal range is 12-263 ng/ml). Findings of coagulation,
biochemical analysis of blood, tests for hepatitis, and sero-
logical reactions were within the normal range. Ultrasound
examination of the abdominal cavity organs reveals mod-
erate splenomegaly, chronic cholecystopancreatitis, and
nephrolithiasis.

During the interpretation of the obtained results,
we established that anemia of the second degree and sple-
nomegaly are the consequences of internal bleeding; a der-
moscopic picture indicates hemangiomas.

Clinically, Rendu-Osler-Weber syndrome is very
similar to multiple spider-like nevi in chronic liver dis-
eases, multiple senile angiomas, and CREST syndrome.
Therefore, we should differentiate it correctly. A detailed
anamnesis, a correct assessment of the clinical status, and
the results of additional examination methods are the key
to the indisputable confirmation of the dermatosis. Alt-
hough at such a late age, dermatologists diagnosed this he-
reditary disease for the first time.

Unfortunately, we do not have a magical healing
agent for this patient. The problem is complex as such pa-
tients should be continuously observed by the family doc-
tor and follow certain recommendations. This patient was
referred to a vascular surgeon and is currently being
treated by a laser technology specialist.

A few basic tips should be highlighted in the manage-
ment of hereditary hemorrhagic angiomatosis:

e Treatment consists of surgical resection, emboli-
zation, electrocoagulation, or laser therapy and it
is indicated for arterio-venous malformations
causing hemorrhage.

Modern approach - target therapy - using drugs

that target VEGF (vascular endothelial growth

factor) and the angiogenic pathway with the use
of bevacizumab (anti-VEGF antibody). Several
exciting high-throughput screenings and preclin-
ical studies have identified new molecular targets
directly related to the signaling pathways affected
by the disease. These include FKBP12, PI3-ki-

nase and angiopoietin-2 [4].

e To strengthen the vascular wall - vasoconstrictors
and estrogens are recommended.

e Taking anticoagulants and non-steroidal anti-in-
flammatory, cytostatic, and anabolic hormones
should be avoided.

e Anemia should be adequately controlled.

e  The use of dermoscopy is not crucial, however, it
reveals a vascular pattern of lesions and can be
used as a complementary tool for the diagnosis.

e Abdominal color Doppler sonography, computer
tomography, and magnetic resonance angi-
ography are helpful for central nervous system
screening and for pulmonary, hepatic, and pelvic
AVM detection [5].

Conclusions. Rendu-Osler-Weber disease is a rare
genetic disease with an autosomal dominant type of inher-
itance that affects the blood vessels of the whole body due
to dysplasia and leads to bleeding. The prognosis is varia-
ble and depends on the severity of the symptoms. In gen-
eral, it is favorable as long as these bleedings are con-
trolled. Manifesting by multiple telangiectasias on the skin
and mucous membranes (mouth, nose, eyes, genitals)
causes significant cosmetic discomfort and distress in the
patient’s daily lives. Frequent and heavy bleeding leads to
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the development of chronic iron deficiency anemia. In
90% of patients, the symptoms of the disease may be hid-
den until the age of 30-40 years. The diagnosis is based on
4 criteria: bleeding, telangiectasia, visceral elements, and
hereditary anamnesis. Treatment depends on the manifes-
tations of the disease.

Timely recognition of this disease’s symptoms can ensure
monitoring of potential complications from cerebral and
pulmonary visceral arteriovenous malformations, which is
a source of serious morbidity and mortality.
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Pe3tome. Cunppom Ocnepa-Bebepa-Penmio -
piakicHe  HecmemudiuyHe I IOKIpU  CIIaJKOBE
3aXBOPIOBaHHS, CIPHYMHEHE MYTAIli€l0 B TeHAaX, WIO
KOJIYIOTh CHJIOTIIIH — OLJIOK, SIKHIA BiAITOBITa€ 3a MilTHICTh
CYAMHHOI CTiHKU. Y pe3yNbTaTi TaKOro 3aXBOPIOBAHHS
Oy/b-Ile  yTBOPIOIOTHCS MIKpO@HEBPH3MH, SIKI MOXYTh
BUKJIMKATH KPOBOBHJIMB, CUCTEMHY €MOOJII0 YM HABIiTh
cepleBy HemocTaTHiCTh. KITiHIUHO 3a3HaueHHMH aHTiOMa-
TO3 TPOSABISIEThCS y AUTsdoMYy Bini. ITicist 12 pokiB ypa-
JKSHHsI CYJIMH IIKIPH Ta CIM30BUX 000JOHOK MPHU3BOIUTh
110 popMyBaHHS €CTETHYHUX ITPOOJIEM, a caMe: YTBOPEHHS
MHOKMHHUX  TelleaHTieKTas3ii, 5Ki  CIIOTBOPIOIOTH
30BHIIIHICT Malli€HTa.

Xoua JyIs MiATBePIKSHHS JiarHo3y cuaapom Oc-
nepa-Bebepa-Pennro He moTpiOHE 3acTOCYBaHHS CKJIal-
HUX JIarHOCTUYHHUX MaHINyJIsIii, mpoTe iHOi e 3aXBO-
PIOBaHHS BaXKO TH(PEPeHIIFOBATH Bl MHO)KUHHHX MaBY-
KOIO/IIOHNX HEBYCIB NP XPOHIYHMX 3aXBOPIOBAHHSX I1e-
YiHKM, MHOXXMHHUX crapeunx aHriom abo CREST-
CHUHIpOMY. Y TakOMy BHIAJIKy 3acTOCYBaHHS JIEepMO-
CKOTIii He Ma€ BUPIIIAJIBHOTO 3HAYECHHS, OJJHAK I MOXKHA
BHUKOPUCTOBYBATH K llOllaTKOBHﬁ METOQ )IiaFHOCTI/IKI/I.

Mu npe3eHTyeMO KIIIHIYHMH BUNAJOK 3 METOIO
MIPUBEPHEHHS yBaru JIiKapiB BCiX CIEIIaNbHOCTEH 10 CHH-
npomy Ocnepa-Bebepa-Pennro sik Takoro, sikuii € He
TIIBKA €CTeTHMYHOIO MPOOJEeMOI0 Ul TMAlli€HTiB, a W
CEepHO3HIM CUCTEMHUM 3aXBOPIOBAHHSIM, 1[0 MOKE 3arpo-
XYBaTH XUTTIO.

Onuc Bunaaky. 46-piuHa XiHKa 3BEpHyJacs B
KOCMETOJIOTIUHY KIIIHIKY 31 CKapraMu Ha TaKui ITOMiTHHA
KOCMETHYHUH 1e()eKT SIK MHOXKMHHI Y€PBOHI CYIMHHI eJie-
MEHTH, 1110 PO3CisiHI 110 BCiii moBepxHi Tina. JlepmMaTonor,
HEe3BaKAlOUM Ha HasiBHI MIPOSIBY 3aXBOPIOBAHHS B aHAMHE31
(JacTi HOCOBI KpOBOTEUi, MEPCHCTYIOYA AHEMisl, BaXKKi
MaTKOBI KpOBOTEYi, M0 CIPHUYMHWIM eKcTyOallilo),
BIIEpIIIC Y TAKOMY Mi3HHOMY Billi J1arHOCTYBAJIH L€l CHH-
JpoM.

BucHoBkH. BeleHHS Takoro marieHra € KOM-
IUIEKCHUM: TAIlieHT MOBHHEH OYTH I NMJIBHUM Haris-
JIOM CIMeHHOTo Jikapsi; Oe3nepepBHO YKPIILTIOBATH CY-
JIMHHY CTIHKY 1 Iam’sITaTH PO MeJANKaMEHTH, IIO € Mpo-
TUMNOKa3aHi TOpd  JaHii  Manbpopmamii. Baximso
MEePIOIMYHO MTPOXOIUTH BIANOBIHE JiarHOCTHYHE 00CTe-
eHHs1 (momieporpadito, KoM’ roTepHy Tomorpadito 4uu
MarHiTHO-Pe30HAHCHY aHTiorpadito) Ui CBOEYACHOTO BH-
SBIICHHS aHEBPU3MY CYAWH 1 3amo0iraHHs BHYTPIIIHIH
KpoBOTeui a00 HaBIiTh 1 CMEPTi.

KaouoBi caoBa: cunapom Ocnepa-Bebepa-
Pennto, KIiHIYHWI BUIAAOK, ONHC BHUIAIKY, €CTETHYHA
nmpo0iemMa, TAKTHKA BEJCHHS MMalli€HTa.
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