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The Prophylaxis Paradigm in VWD

Navigating the Shift from Episodic Rescue to
to Scheduled Prevention



The Trajectory of VWD Management

Early Standardized Targeted Contemporary
Therapy Replacement Interventions Individualized Care

Focus on basic Safer, purified Desmopressin in Long-term prophylaxis,
correction using plasma-derived selected patients modulation of
plasma-derived concentrates. and recombinant clearance, and
products. VWEF. matching therapy to
phenotype.

Core Clinical Insight: Contemporary management no longer just replaces VWF.

It matches the therapeutic strategy to the underlying mechanism, the specific
bleeding phenotype, and the patient’s lived burden.




Defining the Care Model Shift

[EPISODIC CARE] [LONG-TERM PROPHYLAXIS]

The Approach: Responsive. Call when The Approach: Preventative. The bleeding
bleeding happens. pattern itself has become the problem.

The Function: Short-term procedural The Function: Scheduled administration

coverage, trauma response, or acute of VWF-containing concentrate over weeks

rescue. to months intended to prevent recurrent
bleeding.

Research Definition vs. Clinical Reality: While evidence-review defines prophylaxis as VWF
concentrate given for 23-6 months at least weekly (or per menstrual cycle), clinically, it is
simply treatment given before the next bleed because waiting has become too costly.




The Hemophilia Contrast: Why VWD is Different

The Paradigm Matrix

Severe Hemophilia von Willebrand Disease
Default model of care. Selective threshold decision.

Highly predictable joint/muscle Highly heterogeneous, often mucosal,
bleeding. often challenge-driven.

Care Standard

Bleeding Phenotype

Therapeutic Complexity

Single factor Complex VWF/FVIII kinetics, requiring
replacement/substitution. careful management of FVIIl accumulation.

Insufficient to prevent arthropathy. | Works perfectly well for many patients.

Episodic Efficacy

The Clinician’s Filter: Because episodic therapy often succeeds in VWD, prophylaxis
IS never an automatic default. The clinician must ask one driving question:
Has episodic care objectively failed this patient?



Crossing the Threshold:
Severe AND Frequent Frequency + Severity

It is not just about a single severe bleed; it
Is about recurring clinical disruption.

Study Anchors for Severe & Frequent

>5 bleeding episodes in 12 months;
>3 hemarthroses in the same joint; 22 Gl
hemorrhages requiring VWF concentrate.

Life Impact

Tinnine Daint Transfusion dependence, iron-infusion
Ipping roin dependence, repeated hospitalizations, or
fear-induced activity restriction.

Evidence Context: Per 2021 ASH/ISTH/NHF/WFH guidelines, the recommendation for long-term prophylaxis over no prophylaxis in this cohort is conditional, based

on low-certainty evidence, but demonstrates a real clinical net-health benefit in reducing recurrence.



Patient Selection: The Phenotype Grid

Mucosal Burden Deep-Tissue Burden Life & System Impact

Recurrent, severe epistaxis
dominating childhood.

Recurrent gastrointestinal
(Gl) bleeding or
angiodysplasia.

Severe or refractory heavy
menstrual bleeding (HMB).

Recurrent joint bleeding
(hemarthrosis).

Recurrent muscle bleeding.

(Most commonly seen in
severe Type 3, or selected
severe Type 1/Type 2).

Repeated emergency
department visits.

Dependence on iron
infusions or transfusions.

Spontaneous life-threatening
hemorrhages requiring
repeated VWF concentrate
exposure.

The indication for prophylaxis is not VWD type alone. The formula is Type + Burden.




Phenotype Deep Dive: Joint Bleeds & Restricted Activity

Key Clinical Realities

The FVIII Connection: Joint bleeding occurs
primarily in severe disease, particularly where
endogenous FVIII levels are low.

The Physical Toll: The 2021 guidelines note that
severe VWD patients experience significant joint
damage akin to hemophilic arthropathy.

The Hidden Burden: Physical activity is often
limited not just by active bleeding, but by the fear
of bleeding.

Insight Box

Prophylaxis evaluation must move beyond raw
bleed counting. A patient who avoids physical
activity to prevent bleeds has a severe disease
burden, even if their annual recorded bleed count
appears falsely modest.




Phenotype Deep Dive:
Gl Bleeding & Angiodysplasia

The Clinical Challenge:

Highly recurrent, difficult to localize. Often associated
with angiodysplasia in older patients, Type 2A, or Type 3
VWD. Acute episodic treatment stops the current bleed
but fails to prevent the next one.

The Expert Strategy:
Initiate a time-limited prophylaxis trial (e.g., 3-6 months).

Expert dosing note: May begin at VWF 50 IU/kg twice
weekly, escalating if bleeding persists (individualization
required).

Multidisciplinary Mandate: Prophylaxis restores hemostatic balance; it does not remove the vascular lesion.
It must be paired with endoscopic evaluation, iron assessment, and gastroenterology coordination.



Phenotype Deep Dive:
Heavy Menstrual Bleeding (HMB)

Level 3 (Peak):
VWEF Concentrate
Prophylaxis
(reserved for severe/refractory
cases where foundation fails).

Clinical Caution
(VWDMin Study):
A trial comparing
recombinant VWF
with TXA for HMB in

mild/moderate VWD
was stopped early;
neither treatment
proved superior.

Level 2 (Refractory):
Targeted hemostatic support.

Level 1 (Foundation): Tranexamic acid (TXA),
hormonal therapy, levonorgestrel IUD, iron
assessment, and gynecologic care.

The Rule: Do not reach for concentrate too early. However, do not make prophylaxis impossible for
patients whose menstrual bleeding remains clinically devastating despite appropriate first-line strategies.




Special Populations:
Navigating Competing Risks
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* The Need: Important bleeding burden The Complication: Competing risks of
(epistaxis, joint bleeds, trauma). cardiovascular disease (CVD), renal disease, and
rising baseline VWF levels with age.
* The Barrier: Venous access, infusion
tolerability, treatment fatigue, and The Balancing Act: Patients requiring
family/school logistics. antiplatelets or anticoagulants for CVD must
receive them. In these cases, VWF prophylaxis
may be the exact strategy that permits the
patient to safely receive life-saving
cardiovascular care.

Balancing act: biological benefit vs.
delivery system burden.




Product Selection: The VWF Matrix

Assess Parameters: FVIII Levels,
Dosing Frequency, Access

Plasma-Derived (VWF/FVIII) Recombinant (VWF-only)

 Long clinical experience. « Supplies VWF without FVIII.

« Evidence: The WIL-31 study showed * Crucial for frequent dosing schedules
substantial ABR reduction with a where endogenous FVIII
plasma-derived VWF/FVIII product accumulation poses a thrombotic risk.
without FVIII accumulation in that
specific cohort.

The Selection Drivers: The choice is never simply plasma vs. recombinant.
It is driven by baseline FVIII, risk of FVIII accumulation, venous access, cost,
and the specific bleeding pattern being prevented.




Designing the Blueprint:
The 5 Pillars of Prophylaxis

5. Exit Strategy [CRITICAL]:
When will the plan be
reassessed? What criteria will
trigger a reduction, change, or
cessation of therapy?

1. Clinical Pattern: 2. Treatment Goals:
1 What exact bleeding Z What outcome makes
pattern has episodic this worthwhile? What

therapy failed to IS an acceptable
control? bleeding rate?

o

4. Monitoring: 3. Regimen Design:
4 Tracking burden over 3 Which product,

time—not just lab levels, frequency, and

but school/work absences adjunctive therapies

and iron status. are needed?




The Burden of Prevention

The Weight of Treatment:

O Prophylaxis significantly reduces bleeding, but actively

\/ introduces:

Bleeding Treatment - Intravenous access time and venous complications.
Burden Burden - High financial costs and insurance approval hurdles.

- Treatment fatigue and an increased iliness identity.

The Equity Perspective: Access cuts both ways. While
high costs limit use, patients living far from specialized
emergency care may find immense value in
prophylaxis. For them, scheduled prevention eliminates
- N a dangerous reliance on remote rescue care.




Accountability & Reassessment

Reassessment
Loop

v

Re-characterize

Dynamic Disease:

Prophylaxis is not a default life sentence. VWD
evolves with age, pregnancy plans, comorbidities,
and shifting life goals.

When Prophylaxis Fails:

Bleeding may continue despite scheduled treatment.

The Wrong Question: Why did prophylaxis fail?
The Right Question: What kind of failure is this?

Action: Do not reflexively escalate the dose.
Re-characterize the failure. Is the half-life too short?
Is it an adherence issue? High shear physiology?
Uterine pathology? The plan must be periodically
audited and adjusted.




Clinical Synthesis: The Blueprint in Action

[38yo Male] ] [Type 3 VWD] Patient Profile Dashboard

History: Recurrent epistaxis requiring packing. 2 hemarthroses in past year. 3 hospital
visits for Gl bleeding in 18 months. Currently avoids all exercise out of fear.

Assessment: Episodic therapy has Action Plan:
objectively failed across frequency, - Initiate a time-limited (3-6 month)
severity, and life impact. prophylaxis trial with predefined success
metrics.
- Continue lesion-directed Gl evaluation.
Track hospitalizations, rescue therapy,
and patient-reported function.

Prophylaxis should reduce bleeding, but more importantly, it should reduce the life
organized around bleeding. The goal is not simply fewer events; it is stable living.



