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Abstract

Introduction. Hereditary hemorrhagic telangiectasia and inher-
ited thrombophilia are genetic disorders with quite opposite
clinical manifestation. The main characteristic for hereditary
hemorrhagic telangiectasia is recurrent bleeding, while the main
characteristic for hereditary thrombophilia is thrombosis. The as-
sociation between hereditary hemorrhagic telangiectasia and in-
herited thrombophilia in the same patient is rare. Case report.
We presented a 32-year-old female with recurrent gastrointestinal
hemotrhage and epistaxes, dutring a 9-year period. Hereditary
hemorrhagic telangiectasia was established according to “Cuta-
cao” criteria. Three of four criteria have been present: spontane-
ous recurrent epistaxis, multiple telangiectasias (nose) and vis-
ceral lesions (gastric angiodysplasias, jejunal telangiectasias, arte-
rio-venous jejunal fistula). Pulmonary thromboembolism was the
first manifestation of thrombophilia; the diagnosis was con-
firmed by genetic testing. Therapy of hemorrhage with tranex-
amic acid (anti-fibrinolytic agent; its use increases risk of throm-
bosis) was unsuccessful. Remission was achieved by thalidomide.
The initial therapy for pulmonary thromboembolism included
aspirin (that have an increased risk of bleeding), but aspirin had
to be discontinued because of massive hematemesis. Unfortu-
nately, a year later, anticoagulant therapy combined with the pro-
ton pump inhibitors, were introduced, because of a new throm-
bosis. One month after, the patient was still on this therapy,
without new episodes of bleeding and thromboembolic events.
Conclusion. Hereditary hemorrhagic telangiectasia and inherited
thrombophilia could be unrecognized for years, partly due to the
lower degree of clinical suspicion. Early diagnosis and the appro-
priate choice of therapy atre essential for reducing setious conse-
quences and to improve quality of life.
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Apstrakt

Uvod. Nasledna hemoragijska teleangicktazija i nasledna trom-
bofilija su genetski poremecaji sa potpuno suprotnim klini¢kim
manifestacijama. Glavna karakteristika nasledne hemoragijske
teleangiektazije su ponavljana krvarenja, a glavna karakteristika
nasledne trombofilije je tromboza. Udruzenost oba poremecaja
kod istog bolesnika retko se srece. Prikaz bolesnika. Prikazali
smo bolesnicu staru 32 godine, koja je tokom devet godina
imala ponavljana gastrointestinalna krvarenja i epistakse. Dijag-
noza nasledne hemoragijske teleangiektazije postavljena je
prema ,,Curagao® kriterijumima. Kod bolesnice su postojala tri,
od Cetiri kriterijuma: spontane, ponavljane epistakse, multiple
teleangiektazije (u nosu) i visceralne lezije (angiodisplasti¢ne
promene u zelucu, teleangiektazije i arterio-venska fistula u je-
junumu). Prva manifestacija trombofilije bila je pluéna trombo-
embolija, a dijagnoza je potvrdena genetskim testiranjem. Jed-
nomesecna terapija krvarenja trancksami¢nom kiselinom (anti-
fibrinoliticki agens cije koris¢enje povecava rizik od tromboze)
bila je neuspesna, pa je remisija postignuta talidomidom. Plu¢na
tromboembolija inicijalno je lecena aspirinom (koji je lek sa
povisenim rizikom od krvarenja), ali leCenje je prekinuto zbog
masivne hematemeze. Godinu dana kasnije, zbog pojave novih
tromboza, zapoceta je antikoagulantna terapija u kombinaciji sa
blokatorima protonske pumpe. Tokom mesec dana terapije nije
bilo novih epizoda krvarenja, niti tromboze. Zakljucak. Nas-
ledna hemoragijska teleangicktazija i nasledna trombofilija mo-
gu biti neprepoznate godinama, delom i zbog toga §to se na
ove bolesti retko misli. Rana dijagnoza i izbor adekvatne terapi-
je su od klju¢nog znacaja za smanjivanje broja ozbiljnih posle-
dica i poboljsanje kvaliteta zivota.

Kljucne reci:
teleangiektazija, nasledna, hemoragijska; trombofilija;
komorbiditet; dijagnoza; leCenje, ishod.
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Introduction

Hereditary hemorrhagic telangiectasia (HHT) or Rendu-
Osler-Weber disease is an autosomal dominant disorder of
angiogenesis, presented by mucocutaneous and visceral te-
langiectasias and arteriovenous malformations in the lungs,
liver, gastrointestinal tract, spinal cord, and the brain. Visce-
ral arteriovenous malformations may cause serious, and so-
metimes lifethreatening complications, such as brain absces-
ses, strokes and hemorrhages . The prevalence for HHT is
of 1.5-2.0 /10,000 persons *. Clinical diagnosis is based on
the “Curagao” criteria °, while genetic testing is indicated in
asymptomatic patients with positive family history and in the
patients with clinical suspected disease .

Inherited thrombophilia is a genetic disorder caused by
the lack of natural inhibitors of coagulation (antithrombin,
protein C, protein S), or by gene mutations for factor V Lei-
den, prothrombin G20210A and methylene tetrahydrofolate
reductase C667T *°. It represents a hypercoagulable state,
leading to venous and arterial thrombosis. The most frequent
clinical manifestations are deep vein thrombosis and
pulmonary embolism ' ",

We presented a patient, suffered from HHT associated
with inherited thrombophilia. In the current literature, we fo-
und only two similar cases so far ' .

Case report

A 32-year-old female was admitted to our Clinic for the
first time in January 2009, because of recurrent gastrointestinal
hemorrhage (melena and hematemesis) and the consequent
hypochromic anemia. Her previous medical history included pu-
rulent meningitis in 1996 and repeated episodes of epistaxis,
bloody stools, hematemesis, metrorrhagia and hematuria, and
Henoch Schonlein purpura between 2001 and 2006. Gastroente-
rological examination performed in 2004 in other institution re-
vealed angiodysplasia in gastric mucosa without the signs of ac-
tive bleeding. In July 2005, after cessation of pregnancy due to
sepsis, the patient had a grand-mall seizure, but computed
tomography (CT) brain scan was normal. On admission, the pa-
tient was pale, with normal coagulation status, but with low le-
vels of hemoglobin [61 g/L — the normal range (NR) is 120-160
g/L], mean corpuscular volume — MCV [67 fL, NR 80-100 fL],
serum iron (5 umol/L, NR 9-30.4 pumol/L), and ferritin (31
pg/L, NR 50-200 pg/L). During the one month hospitalization,
the patient had seven episodes of melena, hematemesis and
epistaxis, resulted in severe hypochromic anemia (hemoglobin
60 g/L), which required blood transfusions. Frequently, gastro-
intestinal hemorrhage was followed by the grand-mall seizure.
Gastric angiodysplasia without active bleeding was found by re-
peated endoscopy, and it was treated by argon plasma coagulati-
on. Thoracic and brain CT, as well as abdominal ultrasound,
gynecological and otorhinolaryngological examination were all
normal. The patient was discharged in stable condition and re-
commended therapy included proton pump inhibitors and iron
preparations.

The next hospitalization followed a week after dischar-
ge, due to abundant hematemesis, which was repeated seve-

ral times in the hospital. Abdominal CT angiography revea-
led arteriovenous fistula between the I and II jejunal arteries
and the I and II jejunal vein, in the jejunal wall distal to the
ligament Treitz (Figure 1). The patient underwent jejunal re-
section in length of 70 cm and jejunojejunal anastomosis.
Upon discharge, the patient continued to take proton pump
inhibitors and iron preparations. In the following 16 months
the patient had two episodes of appearance of blood in the
stool lasting for 7 days each.

Flg 1 — Abdominal computed tomography (CT) angiogra-
phy: arteriovenous fistula between the I and II jejunal
arteries and the I and II jejunal vein.

In September 2010 the patient was readmitted to our Clinic
because of hematemesis and severe hypochromic anemia (hemo-
globin 65 g/L). No sign of bleeding was found endoscopically,
but selective angiography of visceral abdominal blood vessels re-
vealed the presence of multiple telangiectatic lesions in jejunal
mucose (Figure 2). Pulmonary and brain arteriovenous malfor-
mations were excluded by thoracic CT, cerebral magnetic reso-
nance imaging (MRI) and cerebral angiography. The patient was
considered to have HHT, and was commenced on tranexamic
acid at a daily dose of 3 g. Bleeding tendency was not decreased
and the therapy was discontinued after one month. After that, tha-
lidomide therapy was initiated (100 mg twice daily), which sto-
pped bleeding. The patient continued with the same therapy after
discharge, but unfortunately not regularly.

Fig. 2 — Selective angiography of visceral abdominal
blood vessels: multiple telangiectatic lesions in jejunal
mucosa.
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In November 2011 the patient was hospitalized again
because of hematemesis, anemia (hemoglobin 60 g/L), and
diminished breath sounds over the right lung base. CT
angiography of the chest diagnosed pulmonary thromboem-
bolism (Figure 3). DNA analysis confirmed the dignosis of
hereditary thrombophylia. The patient was found to be a
homozygous carrier for methylene tetrahydrofolate reductase
C667T gene mutation. In spite of bleeding tendency, we sta-
rted with antiplatelet therapy after discharge with aspirin
(100 mg twice weekly) and thalidomide 100 mg daily.

-~
Fig. 3 — Computed tomography (CT) angiography of the
chest: pulmonary thromboembolism.

In the next twenty months there were no episodes of blee-
ding. However, the patient stopped taking thalidomide therapy,
which resulted in gastrointestinal hemorrhage and epistaxis, 1.5
months after the cessation of the therapy. This was the reason
for new hospitalization in July 2013. During that hospitalization,
the patient had hematemesis and melena every two or three
days. External carotid angiography revealed numerous telangi-
ectasia in the posterior part of the middle concha and in the
nasopharynx (Figure 4).

)

Fig. 4 — External carotid angiography: numerous
telangiectasia in the posterior part of the middle concha
and in the nasopharynx.

A low hemoglobin level (60 g/L) was the only biochemical dis-
turbances. Clinical course was complicated with biliary colic
and cholecystectomy was necessary. The initial therapy included
aspirin and thalidomide, but aspirin had to be discontinued after
one month because of massive hematemesis. After discharge,

the patient had an episode of hematemesis (2014) with hemo-
globin level of 82 g/L and an episode of epistaxis (March 2015).
The patient was admitted to the hospital in March 2015 because
of neck pain. Color duplex scan of the neck blood vessels detec-
ted thrombosis of external jugular veins bilaterally. Lung scan-
ning showed small perfusion scan defects, possibly due to
pulmonary thromboembolism. It was decided to start anticoagu-
lant therapy (debigatran etexilate tbl, 110 mg/12 h), combined
with the proton pump inhibitors. One month after, in April 2015,
the patient was still on this therapy, without new episodes of
bleeding and thromboembolic events.

Discussion

Hereditary thrombophilia and HHT are disorders with
quite different clinical manifestation. The main characteristic
for HHT is recurrent bleeding, most frequently from the nose
and gastrointestinal tract. Epistaxis, from mild to severe, is
usually the first manifestation in preschool children, although
it may appear later, after thirty years of life. It is present in
almost 90% of patients *'*. Gastrointestinal hemorrhage
with chronic anemia is present in 15-30% of patients with
HHT, and frequency increases with age. The first appearance
is usually between forty and fifty years of life. The causes of
bleeding are mucosal telangiectasias, angiodysplasias, or ar-
teriovenous malformations "> '*.

In the presented patient, epistaxis and gastrointestinal
bleeding started in her 24-year. Unfortunately, the disease
had been unrecognized for almost 9 years. The diagnosis was
established according to the “Curagao” criteria. Three of four
criteria were present: spontaneous recurrent epistaxis, multi-
ple telangiectasias (nose), and visceral lesions: gastric
angiodysplasias, jejunal telangiectasias, arterio-venous jeju-
nal fistula. Some other authors have reported on a long diag-
nostic delay in patients with HHT '>*°. Interestingly, in the
study of Pierucci et al. ' diagnostic delay was 25.7 years.

Some studies demonstrated that patients with HHT are
under “increased risk for both events: bleeding and clotting”.
Increased levels of coagulant factors V, VIII, and von
Willebrand factor in HHT, result in enhance thrombotic risk
in those patients *"*2,

We did not find such abnormalities in the presented patient.

The main characteristic for thrombophilia is thrombo-
sis, which may occur in different sites *****. Some authors po-
inted on increased risk for deep venous thrombosis and vas-
cular gestational abnormalities in the patients with inherited
thrombophilia ® > ?. In light of that, pregnancy loss in the
presented patient in her 28, might be a complication due to
thrombophilic gene mutation. However, the diagnosis was
established 6 years later by finding the signs for pulmonary
thromboembolism on chest CT angiography and by genetic
testing.

Although patients with HHT may have increased risk for
thrombosis, reports on the association between HHT and inheri-
ted thrombophilia in the same patient have been rare '>"°. There
is a dilemma regarding the treatment of these patients, beca-
use of the opposite clinical manifestations of both diseases.
Tranexamic acid, an antifibrinolytic agent, reduces epistaxis,
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and to a lesser extent gastrointestinal bleeding, but caution is
needed because of possible thrombotic events '* '7 27 2.
Wechalekar and Parapia " successfully treated their patient,
who had HHT associated with inherited thrombophilia, with
tranexamic acid for 3 years. In the presented patient one
month therapy with tranexamic acid was unsuccessful. Re-
mission was achieved by thalidomide. In a few recent studi-
es, the use of thalidomide, as inhibitor of angioneogenesis,
has been recommended for the treatment of gastrointestinal
bleeding in HTT > . Another problem in the presented pati-
ent was the therapy of pulmonary thromboembolism.
Acetylsalicylic acid (aspirin) was stopped after 20 months
because of gastrointestinal hemorrhage. A year later, antico-
agulant therapy combined with the proton pump inhibitors,
was introduced, because of a new thrombosis. We have no ot-
her experience with such patients, but the results of the other
authors suggest that the “long time anticoagulant therapy in
patients with HHT is possible” '***. Wechalekar and Parapia
reported the second patient with HHT and predominat throm-
bosis who was on oral anticoagulant for 5 years, without blee-
ding or new thrombosis . Bianca et al. '* suggest that anticoa-

gulant therapy is indicated in pregnant women with HHT and
inherited thrombophilia, but obligatory hematological and cli-
nical monitoring are required.

Conclusion

The association between HHT and inherited throm-
bophilia is a rare disorder. It could be unrecognized for
years, partly due to the lower degree of clinical suspicion.
The early diagnosis and appropriate choice of therapy are
essential to reduce serious consequences and to improve
quality of life.
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