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treatment work and how does it help
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Drugs and orphan discase

Anold drug for a rare disease: The
example of celiprolol for vascular
Ehlers-Danlos syndrome
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Cardio selective B1-blocker with
partial B2-agonist vasodilatory effect

Celiprolol

*.cardio selective B1-blocker with partial B2-agonist vasodilatory effect

.

B1-blockade reduces sympathetic cardiac
stimulation, lowering heart rate and pulse

pressure i
Decreased mechanical

stress on collagen fibres
within the arterial wall

.

B2-stimulation enhances peripheral vasodilation

.

May also promote nitric oxide release,

contributing to vasodilation and reduced
vascular oxidative stress

.

B1-antagonism may enhance TGFB-mediated
pro-fibrotic responses and B2-stimulation may
promote collagen synthesis

Protective increase in
arterial stiffness

Beta-Blockers in Ehlers-Danlos Syndrome Treatment (BBEST) study

Effect of celiprolol on prevention of cardiovascular events in
vascular Ehlers-Danlos syndrome: a prospective randomised,
open, blinded-endpoints trial
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Long-Term Observational Study
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Efficacy of Irbesartan in Celiprolol-Treated

Patients With Vascular Ehlers-Danlos Syndrome
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Irbesartan (8 events)

The DiSCOVER Trial
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« VEDS is a rare but severe monogenic disorder, associated with high risk of life-
threatening vascular events

* Preventive medical therapy and lifestyle modification are essential components of
management

+ Celiprolol, a selective adrenoreceptor modulator, provides important protection
for this highly vulnerable patient group

* The DiSCOVER trial is expected to deliver more robust evidence and may
(hopefully) support approval of celiprolol for vEDS patients in the US

+ Emerging data indicate that adding the ARB irbesartan to celiprolol may further
reduce VEDS-related vascular complications
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