
Leading the Way in NASH  
and Hepatology Clinical Trials

Our Hepatology Experience and Site Networks Make  
the Difference

Driven by rising rates of obesity 
and diabetes, nonalcoholic fatty 
liver disease (NAFLD) and 
nonalcoholic steatohepatitis (NASH) 
are replacing hepatitis C virus 
infection as the most common 
cause of chronic liver disease 
worldwide. With no Food and Drug 
Administration (FDA)-approved 
treatments available, patients 
confront a substantial unmet need. 

However, the prospects for drug 
development have begun to 
brighten as understanding of liver 
disease pathophysiology, 
diagnosis, epidemiology and 
natural history evolve at a 
remarkable pace. Recent 
technological advances have 
resulted in the development of 
new approaches to assessing the 
degree of fibrosis caused by these 
conditions. Also, new quantitative 
liver function tests that define the 
severity and prognosis of liver 
disease by measuring the 
clearance of substrates hold 
promise as noninvasive measures 
of liver function. 

As this field of research 
continues to expand, Syneos 
Health® is bringing its expertise 
in nonviral hepatology diseases 
to bear on its work with 
sponsors to accelerate the 
clinical development of  
NAFLD/NASH therapies. 

We are deeply familiar with the 
medical, clinical and operational 
intricacies of patient diagnosis, 
treatment and follow-up in the 
clinical and nonclinical trial 
setting. Our medical and 
operational experts focused in 
this space provide sponsors 
well-informed study design 
guidance, supported by active 
engagement with an extensive 
global site and key opinion leader 
(KOL) network. 

As this field of research 
continues to expand, 
Syneos Health is bringing 
its expertise in nonviral 
hepatology diseases to 
its work with sponsors 
to accelerate the clinical 
development of NAFLD/
NASH therapies.



Within the last five 
years, we have:
•  Executed or are executing  

20 Phase I-III trials in NAFLD/NASH 

•  Developed global working 
relationships with more than 
1,000 clinical hepatologists 
focusing on nonviral liver disease

•  Compiled a demonstrated track 
record of meeting aggressive 
enrollment milestones

•  Been an active member of  
the Liver Forum

•  Shared our perspective and 
expertise in multiple NASH 
symposia, summit meetings  
and webinars

Nonviral Hepatology Studies (within last five years) 

   Alagille Syndrome

   Biliary Atresia 

   Cholangitis, Primary 
Biliary (PBC)

   Cholangitis, Primary 
Sclerosing (PSC)

   Chronic Liver Disease

   Cirrhosis, Hepatic

   Fibrosis, Liver

   Hepatic Impairment

   Hyperbilirubinemia

   Nonalcoholic Steatohepatitis 
(NAFLD, NASH)

   Wilson’s Disease

Indication Phase Subjects Sites Studies

Alagille Syndrome III 45 45 1

Biliary Atresia II, III 272 88 2

Cholangitis, Primary Biliary (PBC) II, IIIb, IV 403 298 4

Cholangitis, Primary Sclerosing (PSC) I 5 5 1

Chronic Liver Disease I, II 608 948 6

Cirrhosis, Hepatic III 278 105 1

Fibrosis, Liver I, II 90 12 2

Hepatic Impairment I, II 76 5 3

Hyperbilirubinemia II 142 14 2

Nonalcoholic Steatohepatitis (NAFLD, NASH) I, II, III 2,957 1,053 20

Wilson’s Disease I, II, III 168 85 4

Total 5,044 2,658 46

Detailed Nonviral Hepatology Study Experience in the Past Five Years 
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Site Selection 
Factors 

Significant 
Competition

High-Screen 
Failure Rates

Patient 
Recruitment 
Competition

Central 
Laboratory 
Capable of 
Performing 
All Required 
Biomarkers

Repeat 
Liver Biopsy 
Acceptance 
by Patients

Site Attrition 
in Complex 

Studies

Sourcing 
Patients

Sites Require 
Specific Liver 

Diagnostic 
Capability

To Overcome These Challenges,  
Syneos Health Applies a Site-Centric 
Approach Built Upon:   
•  Customized Recruitment Strategies: A combination  

of NASH-specific global, regional and site-specific 
strategies implemented to maximize recruitment  
and retention potential.

•  Continuous Site Identification: From our extensive trial 
experience in rare diseases, we have learned that many 
sites initially selected to enroll subjects are not always the 
ones that perform effectively; thus, for NASH studies, we 
have successfully implemented a process of continuous 
site selection, whereby a separate team within Syneos 
Health continually researches and evaluates the 
capabilities of new sites for the project team to consider  
as additions to, or replacements for, nonperforming sites.

•  Site Relationship Management: All members of our 
project teams who interact with investigator sites are 
focused on building strong working relationships with 
site staff and developing true long-term partnerships; 
because we clearly understand their pain points and 
challenges, we prioritize helping them overcome any 
obstacles to their success.

Applying these strategies, we have recently and 
successfully completed two large global Phase III studies 
with substantial enrollments (as well as one rescue study 
transferred to us due to recruitment delays).

 
Notably, in recognition of these efforts, Syneos Health 
was ranked “Top CRO to Work With” among large global 
Contract Research Organizations (CROs) in the biannual 
CenterWatch Global Investigative Site Relationship Survey 
for a third time (2017, 2015 and 2013). Additionally, we are 
the only CRO to rank consistently among the top three in all 
seven CenterWatch surveys since 2007, and we are deeply 
honored to be chosen—by sites themselves—for the 
Society for Clinical Research Sites (SCRS) 2020 Eagle Award, 
sweeping the category for the fourth consecutive year.

Proper Site Selection Drives 
Performance
The right site selection is always a key factor 
in successful delivery of any clinical trial. In the 
case of NASH studies, this is even more true as 
there are multiple factors that must be taken 
into account when selecting the best-performing 
study sites and minimizing delays. For example, 
high study competition and subject burden pose 
significant enrollment and retention challenges 
in NASH clinical trials. There are relatively few 
hepatologists, and even fewer with the required 
highly specific liver diagnostic capability. 

If we analyze enrollment rate evolution within all 
NASH studies posted in the public domain today, 
we see that the greatest rate-limiting factor is 
decreasing global patient enrollment.

NASH Study Considerations

Enrollment Rate Analysis–NASH Trials Over Time

1.6

1.4

1.2

1.0

0.8

0.6

0.4

0.2

0.0

En
ro

llm
en

t R
at

e 
(p

/s
/m

)

 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019
Start Year

Operational  
Metrics

Phase III Phase III (enrollment
rescue study)

Number of sites 286 475

Number of screenings 3,517 9,827

Number of enrolled 900 1,778



As one of the largest global providers of Phase I-IV services, Syneos Health 
offers experience spanning more than 110 countries, along with industry-
leading patient access and retention capabilities to meet our customers’ 
clinical development challenges.

NASH Study Considerations (continued)

Services

Endpoint Considerations
Histologic confirmation of NASH and liver fibrosis stage 
remains the accepted standard for inclusion and efficacy 
assessment in late Phase II and III NASH clinical 
development. Long-term hepatic outcome studies are 
required by regulators to demonstrate therapeutic 
benefit of NASH therapies. However, we also propose 
nonhistological endpoints, like improvement on markers 
(steatohepatitis, fibrosis or both), together with liver 
imaging diagnostic endpoints (MRI PDFF, MRE) in early 
Phase II trials. This approach, fully aligned with regulatory 
authority NASH clinical development guidelines, helps to 
accelerate patient enrollment and obtain earlier efficacy 
signals for proof of concept studies. Regulatory agencies 
require an effect on defined histological progression 
endpoints of NASH for approval. 

Central Lab Selection and  
Patient Assessment
The right choice of central hematopathologists and 
corresponding central liver histology review processes 
remain among the key questions to be answered during 
the central lab selection process. Another consideration 
to be taken into account when discussing study protocol 
is screen failure rate, which remains high within NAFLD/
NASH product development due to required liver 
histology criteria and/or laboratory cutoff values. A 
careful assessment of patient population and eligibility 
criteria selection can help sites more easily enroll 
patients and reduce screen failure rates. Site 
engagement is improved in-line with more effective 
patient enrollment—for example, the use of a fibro scan 
or other appropriate imaging methods as a part of study 
preselection procedures. This increasingly common 
diagnostic technique can pre-identify patients and 
increase site chances for more successful enrollment.

Clinical Trial Management

Patient recruitment and retention

Project management

Clinical monitoring

Drug safety/pharmacovigilance

Medical affairs

Question and answer

Regulatory and medical writing

Functional service

Late Phase Services

Specialized support for  
patient registries

Safety surveillance studies and 
prospective observational studies

Health outcome research

Patient-reported outcomes

Phase IV effectiveness trials

Health economics studies and 
retrospective chart reviews

Strategic and Regulatory Services

Strategic development services

Regulatory consulting  
and submissions

Clinical operations optimization

Pricing and reimbursement 
planning

Data Services

Clinical data management

Electronic data capture

Biostatistics



About Syneos Health
Syneos Health® (Nasdaq:SYNH) is the only fully integrated biopharmaceutical solutions 
organization. The Company, including a Contract Research Organization (CRO) and Contract 
Commercial Organization (CCO), is purpose-built to accelerate customer performance to 
address modern market realities. We bring together approximately 25,000 clinical and 
commercial minds with the ability to support customers in more than 110 countries. Together 
we share insights, use the latest technologies and apply advanced business practices to speed 
our customers’ delivery of important therapies to patients. To learn more about how we are 
Shortening the distance from lab to life®, visit syneoshealth.com.

Lorna Liganor, RN, BScN, Executive Director, 
Clinical Development, Gastroenterology/
Hepatology (Americas) is a registered nurse, 
licensed in both Canada and the U.S., with more 
than 25 years of experience in drug development 
in academic, start-up to large biopharmaceutical, 
medical device and CRO industries. Lorna’s industry 
leadership includes operational management 
and clinical development strategy encompassing 
global Phase I to postmarketing studies from a 
wide variety of complex adult, pediatric, and rare 
disease indications, including gastroenterology 
and hepatology. She has led highly effective global 
cross-functional teams to successful deliverables, 
including four NDAs as well as supplemental NDAs 
for additional indications, and patent life extensions.
lorna.liganor@syneoshealth.com

Alastair Smith, MD, ChB, FRCP, Executive Medical 
Director joined the Syneos Health team in 2015. 
Previously, Dr. Smith spent 15 years as an attending 
physician in the UK and as a medical director of liver 
transplantation at Duke University. Dr. Smith has 
cared for patients with NASH, many of whom had 
advanced fibrosis and complications, helped his 
colleagues in the NASH Clinical Research Network to 
identify potential subjects for the PIVENS and FLINT 
trials and contributed to NASH clinical research and 
manuscript preparation at Duke University. He is 
also currently a member of the Liver Forum.
alastair.smith@syneoshealth.com

Arun Samanta, MD, FACP, FACG, AGAF, FAASLD, 
Senior Medical Director is board-certified in 
internal medicine and gastroenterology, and is 
a certified transplant hepatologist. Dr. Samanta 
has 30 years of experience in hepatology, and 
gastroenterology as a clinical researcher and 
principal investigator at New Jersey Medical School 
for the National Institutes of Health (NIH) and 
industry-sponsored clinical trials. Prior to joining 
Syneos Health, he worked as Professor of Medicine, 
Medical Director of Liver Transplant (2000-2013), 
Chief of Hepatology, and Gastroenterology at New 
Jersey Medical School. He has served on the Liver 
Transplant and Surgery Leadership Committee of 
the American Association for Study of Liver.
arun.samanta@syneoshealth.com

Robert V. Riccio, PhD, Vice President, Clinical 
Development, Gastrointestinal/Hepatology 
(Americas) has more than 30 years of industry 
experience, including seven NDA and international 
approvals. Dr. Riccio has current and relevant trial 
experience in hepatology, and prior to joining Syneos 
Health led a multinational program in hepatorenal 
syndrome HRS-1 (called the REVERSE trial) leading to 
the approval of terlipressin for HRS-1 in Australia. He 
is also currently a member of the Liver Forum.
robert.riccio@syneoshealth.com

Hans-Juergen Gruss, MD, PhD, Vice President, 
Clinical Development, Gastroenterology/
Hepatology (Europe/Asia) has more than 25 years 
of clinical development experience in a wide range of 
general medicine indications, with a particular focus 
on gastroenterology and hepatology. Involved in 
clinical research of chronic liver diseases and cirrhosis 
for more than 15 years, Dr. Gruss’ knowledge of NASH 
globally and the treatment of these patients in Europe, 
in particular, will add important insight into the 
successful delivery of your trial. He is also currently a 
member of the Liver Forum. 
hans-juergen.gruss@syneoshealth.com

Luiza Borowska, MD, Executive Director, Clinical 
Development, Gastroenterology/Hepatology 
(Europe/Asia) is a former physician with more than 
20 years of clinical development industry experience 
(in both pharmaceutical and CRO sectors). She 
carries extensive knowledge of commercial and 
clinical development strategies, together with 
strong operational execution experience in a wide 
range of general medicine indications focusing on 
gastrointestinal and hepatology. Previously head of 
operations in charge of clinical strategy development 
within the Asia Pacific region, she is also currently an 
active member of EASL.
luiza.borowska@syneoshealth.com

Global Hepatology Therapeutic Leadership Team 

CONTACT US
Syneos Health
1030 Sync St.
Morrisville, NC 27560

Phone: +1 919 876 9300
Fax: +1 919 876 9360
Toll-Free: +1 866 462 7373


