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Case Study: Vifor
A Pivotal Phase III Study for FDA Approval of Velphoro® 
(Sucroferric Oxyhydroxide), a Hyperphosphatemia Medication

Background

Client: Vifor Pharma (the pharmaceutical business arm of the Galenica Group) 
Project: Phase III clinical study of Velphoro 
Scope: Multicenter global trial 
Sites: 174 globally, 65 in the U.S. 
Patients: 1,000+ globally, 500+ in the U.S.

Hyperphosphatemia, an abnormal elevation of phosphorus levels in the blood, is a common and serious 
condition in chronic kidney disease (CKD) patients undergoing dialysis treatment. Despite dietary 
restriction, dialysis treatment and the availability of a number of different phosphate binders to treat 
this condition, up to 50 percent of patients (depending on the country) are still unable to achieve and 
maintain their serum phosphorus targets.1 Furthermore, dialysis patients take a total of 19 pills per 
day,2 of which phosphate binders comprise half of this pill burden.

Vifor Pharma developed Velphoro (sucroferric oxyhydroxide, formerly known as PA21), a novel non-calcium,  
iron-based, chewable phosphate binder approved by the FDA in December 2013. Velphoro has demonstrated 
to be an effective phosphate binder to control serum phosphorus levels while also reducing the daily pill 
burden compared to the standard of care, sevelamer carbonate.

To demonstrate Velphoro’s efficacy in treating hyperphosphatemia in patients undergoing maintenance 
hemodialysis or peritoneal dialysis, a pivotal Phase III study that would last up to 55 weeks in duration  
was prepared. Because it was a multicenter global study, three CROs operating in different countries 
were involved. In the U.S., 516 subjects participated across 65 sites. Vifor Pharma chose Frenova — 
previously known as the Fresenius Medical Care North America (FMCNA) Clinical Studies Group — to 
lead the U.S. clinical research activities.
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Challenges
In any study with restrictive inclusion/exclusion criteria, enrolling specialty patient populations is a 
challenge. Enrolling patients affected by chronic kidney disease can be particularly challenging — these 
are patients with a serious medical condition often compounded by multiple comorbidities. Therefore, 
patients with chronic kidney disease are often reluctant to undergo experimental research. This can delay 
clinical development, prolonging recruitment efforts, study timelines and budgets.

Nearly 30 percent of the time spent in clinical trials is dedicated to patient recruitment 
and enrollment,3 and up to 70 percent of research sites underperform in patient 
enrollment.4 This poses significant development time and cost hindrances, causing 
delays that threaten the greater development program. In fact, Phase III clinical trials 
tend to last 30 percent longer than planned because of protracted enrollment.5 

To add to the challenges when the study started, a change occurred in the Medicare payment policy for 
dialysis care.

The study team at Frenova noted that a number of U.S. patients were failing screening because their 
ferritin levels were higher than expected. After further investigation, team members determined 
that the increased screen failure rate could be attributed to the change in practice patterns when the 
U.S. Medicare payment policy for dialysis care changed on Jan. 1, 2011. Two direct effects from these 
reimbursement changes resulted in a reduction in Epogen doses, a treatment for anemia, and an 
increase in intravenous (IV) iron doses, a treatment for iron deficiency. The increase in IV iron doses 
caused ferritin levels, an iron marker, to increase beyond what the enrollment criteria permitted, 
which led to a greater number of screen failures.

Solutions
Frenova alerted the sponsor’s clinical research team to the altered practice, and the sponsor amended 
the protocol to account for those changes. The number of screen failures decreased, enrollment got 
back on track and the study was completed on time.

As an FMCNA company — the largest provider of dialysis services in the U.S. — Frenova provides access 
to patients with chronic kidney disease through its Renal Site Network, an unparalleled resource for 
executing pivotal Phase III studies in the U.S. At the time of the Velphoro study, Frenova provided access 
to more than 390,000 active CKD and 183,000 active end stage renal disease (ESRD) patients, which was 
a critical success factor for the study.

Frenova was also able to provide site monitors who had an extensive background in dialysis. Being very 
familiar with this patient population and potential adverse events, these monitors provided valuable 
clinical expertise and guidance to site personnel.

Frenova spearheaded the U.S. clinical research activities, but the Phase III study remained a global 
undertaking. Therefore, Frenova worked collaboratively with other CROs located around the world to 
help move the program to a successful conclusion
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About Frenova Renal Research
Frenova is a provider of clinical research and site management services with over 
20 years of experience centered on renal research and the unique needs of renal 
patients. Whether you want to conduct a renal-related study, seek guidance on 
your protocol design or access to patients around the world, Frenova provides the 
managed investigator sites, patients and data your clinical trial demands.

Frenova, a company of Fresenius Medical Care, manages the world’s largest network 
of renal research assets, including over 550 principal investigators at more than 350 
sites around the world. We also offer access to hundreds of thousands of patients 
with kidney disease including CKD and ESRD. By pairing this extensive network with 
our clinical development and bioinformatics database and capabilities, Frenova easily 
determines protocol feasibility, drives patient recruitment/enrollment strategies and 
identifies the right sites for your study. We develop strategies that shorten your path 
to study completion no matter the scope of your needs.

Results
Despite an initially higher than expected screen failure rate, Frenova’s access to a large study population 
allowed for the successful fulfillment of enrollment goals, enabling the sponsor to close enrollment 
two months ahead of schedule. This shortened the study timelines and enabled database lock to occur 
on time, an extraordinary feat for such a large study — one of the largest registrational studies ever 
conducted with a phosphate binder. 

The study demonstrated that Velphoro controlled serum phosphorus levels with fewer pills than sevelamer 
carbonate, the existing standard of care for patients with CKD on dialysis.6 In the Phase III study, the 
average daily dose of Velphoro needed to control hyperphosphatemia was 3.3 pills per day during 52 
weeks of follow-up — down from the 8.7 pills required by sevelamer carbonate.

Since Velphoro’s approval, it was launched in the U.S. on March 1, 2014. Velphoro is pending approval in 
Europe, Switzerland and Singapore.

References
1 US-DOPPS Practice Monitor, October 2013, http://www.dopps.org/DPM/
2 Chiu, Y.W., et al., “Pill Burden, Adherence, Hyperphosphatemia, and Quality of Life in Maintenance Dialysis Patients,”  

Clin J Am Soc Nephrol 2009;4(6):1089–1096
3 Bachenheimer, J.F., Brescia, B.A., Reinventing Patient Recruitment: Revolutionary Ideas for Clinical Trial Success, Gower 

Publishing, 2007
4 Pierre, C., “Recruitment and retention in clinical trials: What works, what doesn’t and why,” presented at the 2006 Drug 

Information Association Annual Summit, June 2006, Philadelphia, PA
5 Accelerating Clinical Trials: Budgets, Patient Recruitment and Productivity, Cutting Edge Information, May 2004
6 Floege, J. et al, “Efficacy and safety of an iron-based phosphate binder, PA21, in hyperphosphatemic CKD patients on 

dialysis,” Poster SA-PO1103, ASN congress 2012, San Diego


