
Study Challenges 
Our Worldwide team was tasked with several 
challenging asks during this study, including: 

When an emerging biotech company developing a first-
in-class and best-in-class transformational therapy for von 
Willebrand disease (VWD) came to Worldwide with a study 
designed to identify the dose(s) to be tested in the planned 
Phase III study, the sponsor had aggressive timelines, 
making timely determination of the dose critical. In the 
case that preliminary safety and efficacy were observed, 
subjects were allowed to continue to receive treatment 
in an open-label extension (OLE) study, adding further 
urgency to dose selection.

Enrollment Goals
Worldwide needed to manage an early phase, 
cohort-structured clinical trial that included 
numerous Data Monitoring Committee (DMC) 
reviews while working to achieve a single  
overall enrollment goal by eliminating barriers  
to patient participation.

Complex Data & Site Management 
We had to manage various sites for rapid data 
entry into the Electronic Data Capture (EDC) of all 
available participant visits, pharmacokinetic (PK), 
pharmacodynamic (PD), and safety data for DMC review 
once the third subject in a cohort reached day 36.

Timely Information Sharing
Our team needed to rapidly disseminate information 
to the sites regarding the DMC’s decisions following 
the meetings, both scheduled and unplanned, as 
qualified subjects were waiting to be dosed within 
the protocol-defined screening window.

Rapid Site Start-Up 
Worldwide was required to adapt to a sudden change 
in strategy that resulted in the need for a rapid 
start-up of the first site in the OLE study. This pivot 

Study Facts
•	 Phase 1b with 4 dosing cohorts
•	 multi-dose
•	 OLE

Study Population & Indication
•	 Adolescents with VWD
•	 Adults with VWD 

6 Locations

occurred because the sponsor agreed with the Principal 
Investigator (PI) to allow the first subject enrolled into 
the dose finding study to continue dosing in the OLE 
ahead of the DMC meeting the DMC meeting, given that 
signs of efficacy and no safety issues had been observed.

Transition Services
We transitioned the drug development program  
from an incumbent CRO that handled the ongoing 
single-dose phase of the study, while in parallel, 
Worldwide managed the multi-dose and OLE  
phases of the program.

•	 United States
•	 Canada 
•	 Brazil

•	 India
•	 South Africa 
•	 Australia 
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Study schema

Cohort 3
If required

Cohort 4 
If required

Cohort 1 
Starting dose
•	 3–6 subjects
•	 DMC meeting 

after 3 subjects 
complete Day 36

Cohort 2
Dose – TBD
•	 3–6 subjects
•	 DMC meeting 

after 3 subjects 
complete Day 36

Worldwide Achieves Seamless Study 
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Worldwide’s Solutions 
To combat the challenges faced in this Phase IB 
trial, Worldwide implemented several solutions:

Multiple Enrollment Tactics
To reach the sponsor’s enrollment goals,  
we utilized a variety of tactics, including: 

•	 Utilizing an extended screening window
•	 Recruiting patients who participated in the 

single-dose phase
•	 Continuing recruitment until approximately  

80% of the current cohort target was achieved
•	 Allowing additional qualified patients to  

enroll in each cohort, even after achieving  
the minimal goal of 3 dosed subjects

•	 Re-opening screening 4 weeks prior to the  
DMC meeting in order to have patients ready  
for enrollment into cohort 2 after DMC approval

•	 Implementation of remote consenting,  
such as site staff travel to review eligibility  
and consent as required

•	 Subject travel and reimbursement solutions

Proactive Monitoring
Worldwide proactively monitored subject visits 
as they reached day 36 and coordinated with the 
sites regarding PK sample shipments.

Study Outcomes 
Enrollment Success 
Our team met our overall recruitment goal on target, 
accounting for a month-long pause in enrollment 
imposed by the sponsor when the sixth cohort 1 
subject was identified. 

•	 6 patients enrolled in the first cohort vs minimum 
target of 3, offering a robust amount of data for the 
initial DMC review 

•	 Cohort 2 enrollment target met within 2 weeks 
of the first DMC meeting

Data Ready for Review 
The available safety, PD, and PK data from the 6 
subjects in dosing cohort 1 were cleaned and ready 
for DMC review within 10 days of the last subject 
reaching day 36.

Accelerated Doses to Subjects 
The DMC decision and modified dosing instructions 
were shared with sites, allowing them to correctly 
implement the new weight-based model and dose  
the first two subjects in cohort 2 within 24 and 48  
hours of the DMC meeting, respectively.

Successful Site Activation 
The site was activated for the OLE module, and the  
first subject rolled over from the multi-dose phase 
within 32 days of the sponsor’s request to Worldwide  
to open the site.

Smooth Transition
We achieved a seamless continuation of the  
ongoing single-dose phase in parallel with the 
execution of the multi-dose phase and launch of OLE.   

Close Communication 
Our team ensured consistent communication with the 
sites that had patients waiting for their doses, pending 
the DMC’s decisions.

Existing Study Elements 
We leveraged the existing study plans and clinical 
trial agreement already in place with the site for the 
single-dose phase to accelerate site start-up for the 
multi-dose phase of the program.

Transition by Phase 
Rather than overhauling the entire master protocol, 
Worldwide conducted the transition from the 
incumbent CRO by developing a customized 
transition process based on the study, country,  
and site level. 

•	 Study Level: We developed study-level plans that 
specified responsibilities and conducted three-party 
conference calls to establish expectations and adjust 
metrics within the electronic Trial Master File (eTMF).

•	 Country Level: Our team prioritized and adjusted 
to regulatory requirements for proper oversight 
depending on site location.

•	 Site Level: Worldwide clearly communicated roles 
in the multi-dose phase, while deferring any single-
dose phase queries to the incumbent CRO. We 
additionally reduced site burden by minimizing 
duplicate collection of any site-level documents 
while familiarizing site staff with updated multi-
dose phase processes and documents.

Work with Worldwide on your next Phase Ib study, and see firsthand how our flexible 
and personalized solutions optimize your program for success. Contact us today.          
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About Worldwide Clinical Trials
Worldwide Clinical Trials (Worldwide) is a leading full-service global contract research 
organization (CRO) that works in partnership with biotechnology and pharmaceutical companies 
to create customized solutions that advance new medications – from discovery to reality.

Anchored in our company’s scientific heritage, we are therapeutically focused on cardiovascular, 
metabolic, neuroscience, oncology, and rare diseases. Our deep therapeutic knowledge enables 
us to develop flexible plans and quickly solve problems for our customers.

For more information on Worldwide, visit www.worldwide.com or connect with us on LinkedIn.

https://www.worldwide.com
https://www.linkedin.com/company/worldwide-clinical-trials-inc-/
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