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INTRODUCTION
Conducting research in rare diseases like 
Primary Biliary Cholangitis (PBC) presents 
unique challenges due to limited precedents 
and small patient population.

At HiRO, our extensive experience and 
operational expertise in rare diseases enable 
us to navigate these complexities effectively, 
ensuring trials are completed as per 
protocol, on time and within budget.
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PBC is a chronic autoimmune liver disease 
characterized by the gradual destruction of 
bile ducts, leading to cholestasis, 
inflammation, fibrosis, and potentially liver 
cirrhosis or failure. The global incidence rates 
range from 0.33 to 5.8 per 100,000 persons 
per year, with prevalence rates between 1.91 
and 40.2 per 100,000 persons. The 
disease predominantly affects women, with a 
female-to-male ratio of approximately 9:1, 
and is typically diagnosed between the ages 
of 30 and 601.  

PRIMARY BILIARY 
CHOLANGITIS (PBC) 

The standard first-line treatment for PBC is 
Ursodeoxycholic Acid (UDCA), which can 
delay disease progression and improve 
long-term survival. For patients who do not 
respond adequately to UDCA, second-line 
therapies have been developed. Obeticholic 
acid, a farnesoid X receptor agonist, was the 
first second-line therapy approved for PBC 
and has been shown to significantly improve 
liver biochemistries2. More recently, 
peroxisome proliferator-activated receptor 
(PPAR) agonists such as elafibranor and
seladelpar have been approved, offering
additional options for patients with inadequate 
response to UDCA3. 

CURRENT THERAPEUTIC 
SOLUTIONS
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Despite these therapeutic advancements, a 
significant proportion of patients experience 
suboptimal responses or adverse effects. 
Approximately 40% of PBC patients do not 
respond adequately to UDCA alone4. This 
underscores the ongoing need for more 
effective and better-tolerated treatments that 
address the diverse aspects of the disease. 
At HiRO, we are committed 
to leveraging our expertise to overcome the 
inherent challenges in rare disease research, 
particularly in developing and executing 
clinical trials for innovative therapies targeting 
conditions like PBC. 

CHALLENGES FOR 
PATIENTS

The team at HiRO drew on their expertise to 
contribute to the study design and selection 
of appropriate endpoints for a Phase II trial 
with a European Pharmaceutical company. 
HiRO helped with the response to the FDA 
feedback regarding selection of appropriate 
endpoints. As is often the case with rare 
disease research, there was no precedent. 
This was a new potential drug with a novel 
mechanism of action. 

The trial successfully enrolled over 110 adult 
patients with PBC undergoing standard 
therapy. After a difficult start with slow 
enrolment, HiRO suggested changes to 
inclusion criteria, added sites who were 
better enrollers and recommended that 
the Sponsor visit targeted sites to ensure their 
protocol was highly visible, as the drug was 
very promising. 

As recruitment picked up, operational teams 
were then able to focus on data capture and 
cleaning, leading to safety review 
assessments, as well as a key Interim 
analysis, final analysis (with top line results 
presented as soon as efficacy results were 
available), and clinical study report – all 
delivered on budget and within required 
timelines. 

We have worked on over 220 clinical trials for 
rare diseases. Talk to us about how we can 
help with your next trial. 

HIRO’S SOLUTION
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NOTES /  THOUGHTS

BOOK A MEETING

https://harvestiro.com/contact/

	NOTES  THOUGHTS: 


