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Introduction. The rationale for initiating prophylaxis in VWD is that it has been
successfully used in severe hemophilia. Since joint hemorrhages with development of
arthropathy can occur, particularly in Type 3 VWD, and frequent mucous membrane bleeds, Gl
bleeding, and menorrhagia can jeopardize quality of life or even be life threatening, it is logical
to consider application of the experience learned in hemophilia to VWD. Data to support this
come from a population-based study conducted in Sweden in a group of 52 subjects with
VWF:RC0<8% and FVI11:C<10% [Berntorp & Petrini 2005]. Other than the study by Berntorp
and Petrini, no published data exist to document the efficacy and safety of prophylaxis in patients
with VWD.

Objectives. The primary objectives of the VIP study are to identify people with VWD
who may benefit from prophylaxis, study the effect of prophylaxis on bleeding frequency, and
establish optimal treatment regimens for joint bleeding, GI bleeding, epistaxis, and menorrhagia.

Other objectives include retrospective examination of the effect of prophylaxis on
bleeding frequency, and a retrospective natural history study of Gl bleeding in VWD.

Study Design. The VIP study is international, multi-center and observational in design.
Participants enrolled in the prospective phase will undergo an escalation of treatment from one to
three dose levels of VWD product. They will begin on the level one dose and remain on this dose
for the duration of follow-up (one year), or until they meet the criteria for escalation to level two
or three. VWF/FVIII products labeled for VWD will be chosen for use at the discretion of the
participating investigator and will not be provided as part of the study.

The retrospective portion of the study will be conducted by review of center records and
bleeding logs or diaries maintained by study participants.



Study Population. The VWD population for consideration for entry includes those with
Type 1 if <20% RCo and/or < 20% FVIII; and DDAVP non-responsive; Type 2 if DDAVP
non-responsive, or Type 2B; and Type 3; who meet bleeding indication criteria having defined
patterns of gastrointestinal bleeding, joint bleeding, epistaxis, or menorrhagia.

Individuals in participating centers who are already on prophylaxis for VWD, for any
indication, and individuals who were on a regimen of prophylaxis for at least six months that was
discontinued because it was no longer required, or those with a history of Gl bleeding due either
to proven angiodysplasia or unexplained by other factors will be eligible for participation in the
retrospective studies.

Duration of Follow-up. After enrollment in the prospective study, subjects will be
followed for one year.

Analytic Approach. The primary objectives of the study are to identify subjects who
will benefit from prophylaxis by establishing the pattern of bleeding in the year prior to
evaluation for enrollment, study the effect of prophylaxis on bleeding frequency, and establish
optimal treatment regimens. The analytic method will use the times until bleeding episodes in a
multivariate survival analysis model. Bleeding frequency will be collected for the year prior to
enrollment. The length of time bleed-free on prophylaxis will be compared to the experience in
the year prior to enrollment. Comparison of dosing regimens will be made using Cox
Proportional Hazards models with frailty parameters. This analysis will produce estimates of
hazard ratios (DOSE-2 versus DOSE-1 and DOSE-3 versus DOSE-1) along with 95%
confidence intervals and Wald test p-values.

The difference in frequency of bleeds while on on-demand therapy (retrospective data)
will be compared with that of bleeding while on prophylaxis.

Study Organization and Leadership. The vVWD PN is an investigator-initiated study
funded through an unrestricted grant by CSL Behring, Marburg, Germany. Erik Berntorp, M.D.,
Ph.D. is the Principal Investigator and Thomas Abshire, M.D. is the Co-Principal Investigator of
the network. A Steering Committee, co-chaired by Drs. Berntorp and Abshire, serves as the
decision-making body of the study. Study coordination, data and statistical support is provided
by Rho, Inc., Chapel Hill, NC, USA. Scientific and administrative Sub-committees of the
Steering Committee will be formed as needed. The Steering Committee will serve as the
Publications Committee for the network. Safety issues that arise in this study will be brought to
the attention of the Data and Safety Monitoring Board, which will act as a safety oversight
committee for the study and make recommendations to the Steering Committee.
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