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Background and Aims. Recurrent gastrointestinal (GI)
bleeding due to angiodysplasia or venous malformations rep-
resents a major therapeutic challenge, particularly in pa-
tients with underlying congenital or acquired bleeding disor-
ders. Endoscopic and haemostatic treatments often achieve
only transient benefit, while long-term pharmacologic op-
tions remain limited. Thalidomide, an anti-angiogenic agent,
has shown efficacy in refractory gastrointestinal angiodyspla-
sia in randomized controlled trials and meta-analyses; howev-
er, these studies were conducted in patients without sys-
temic bleeding disorders. Consequently, real-world data on
the use of thalidomide in ultra-rare bleeding disorders associ-
ated with angiodysplasias remain scarce. To evaluate the effi-
cacy, safety, and clinical patterns of response to thalidomide
in a monocentric cohort of patients with recurrent GI bleed-
ing associated with rare bleeding disorders and angiodys-
plasias or vascular malformations.

Methods. We retrospectively analysed seven patients treat-
ed with oral thalidomide (50-150 mg/day) for recurrent GI
bleeding unresponsive or only partially responsive to endos-
copic therapy and standard haemostatic approaches. Diag-
noses included acquired von Willebrand disease (AVWD),
type 2B von Willebrand disease (vWD), Glanzmann thrombas-
thenia (GT), and Blue Rubber Bleb Nevus Syndrome (BRBN-
S). All patients had documented GI bleeding from angiodys-
plasias or from multiple venous malformations located main-
ly in the submucosa of the gastrointestinal tract (BRBNS).
Outcomes included haemoglobin (Hb) stability, transfusion
requirements, hospitalizations, recurrence of overt bleeding,
treatment adherence, and adverse events.

Results. Five patients achieved sustained clinical benefit,
with marked reduction of GI bleeding relapses, stabilization
or improvement of Hb levels, and discontinuation or de-esca-
lation of transfusions, IVIg, octreotide, and/or vVWF/FVIII con-
centrate support (fig. 1). Dose-response and adherence
emerged as key determinants of efficacy, particularly in type
2B vWD and one AVWD patient. The BRBNS patient
achieved complete bleeding control with low-dose thalido-
mide (50 mg/day) (fig. 2). A type 2B vWD patient with refrac-
tory jejunal angiodysplasia-related bleeding achieved sus-
tained bleeding control with thalidomide 50 mg/day, with no
need for further transfusions and hospitalizations discontinu-
ation of octreotide, and reduction of vWF/FVIII concentrate

support over approximately 5-6 months of follow-up. Con-
versely, the GT patient experienced only a transient improve-
ment, followed by recurrent bleeding and significant toxicity,
limiting long-term treatment (Fig 2). Adverse events includ-
ed dose-dependent peripheral neuropathy, mild paresthesias,
fatigue, constipation, and one case of suspected bone mar-
row suppression, in line with previously reported safety pro-
files.

Conclusions. In this small monocentric cohort, thalidomide
provided meaningful and, in several cases, sustained control
of recurrent GI bleeding in AVWD, type 2B vWD, and
BRBNS, whereas efficacy was transitory in GT. These find-
ings extend randomized trial evidence to ultra-rare bleeding
conditions and support the use of thalidomide as a second-
-line, symptom-targeted option in carefully selected patients
with bleeding disorders and recurrent GIBs, provided that
toxicity is closely monitored and adherence maintained. Larg-
er real-world studies are needed to better define optimal dos-
ing, treatment duration, and long-term safety.
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Figure 1: Clinical outcomes before and during thalidomide therapy in seven patients with recurrent gastrointestinal bieeding
assccigted with rare Dleeding disorders and gastrointestinal vascular lesions. The table shows transfusion requirements, mean
haemoglobin ievels, and concomitant therapies before and during treatment, highfighting reduced transfusion needs, improved
haemoglobin stability in most patients, and d aation of therapfes in

Patlent | Dlagnosis | Treatment's lenght
Case #1 | AWD 30 months

Thalldomide's dose
50 mg/die

Response Side effects
Complete response None

Case#2| AWD 24 months from 50 mg/d8h to 50 mg/die Complete response Paresthesias

Case #3 | AWD 24 months from 50 mg/48h to 50 mg/die Complete response/dose-dependent Lower imb pain

Case #4 | WD 28 22 months from 50 mg/die to 100 mg/die | Partial response limited to first 18 months None

Mental confusion
Walking instability
Paresthesias
Neutropenia

Complete response None

Case#s| G 24 months from 50 mg/die to 100 mg/die | Partial response limited to first 6 months

Case #6 | BRENS 11 months 50 mg/die

Paresthesias
Fatigue

Case #7 | wWD 28 6 months 50 mg/die Complete response

Figure 2: Summary of thalidomide dosing, treatment duration, clinical response, and adverse events in six patients, showing
sustained benefit in most disorders except GT, and variabie toxicty profies.
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