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Outline

FDA’s guidance on NASH with compensated cirrhosis:
Why now?

De-emphasis of surrogate endpoints for accelerated approval
• Histologic endpoints
• Alternative endpoint strategies

Enrollment criteria for trials of NASH-related 
compensated cirrhosis
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• Discusses bland steatosis
NASH with F2-F3 fibrosis in phase 
2 trials

• Provides guidance for subpart H 
(accelerated endpoint) 

• Reviews rationale for the NAS 
scoring and fibrosis scoring 
system(s)

• Reviews phase 4 confirmatory trial
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Expedited programs for serious conditions

• Fast track designation
• Breakthrough therapy designation
• Accelerated approval
• Priority review

https://ww.fda.gov/downloads/Drugs/Guidances/UCM358301.pdf
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The accelerated approval pathway

Requirements:
Drug treats a serious condition 

and
Provides a meaningful advantage over existing therapies

and
Demonstrates effect on a surrogate endpoint that is 

reasonably likely to predict clinical benefit or on a clinical 
endpoint that can be measured earlier than irreversible 
morbidity or mortality

§ 21 CFR part 314, subpart H
§ CFR part 601, subpart E
506(c) of the FD&C Act, as amended by section 901 of the FDASIA
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Accelerated approval for compensated cirrhosis 

Phase 3 trial 
Placebo-controlled

Phase 4 trial 
Placebo-controlled

Surrogate 
Endpoint

Submission of 
marketing 
application

Clinical Benefit 
Verification

http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm358301.pdf

Full-market 
approval

Accelerated
Approval

Time in 
months

0                            12-18 42 52

Composite Clinical 
Outcome Events 

Study
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Adapted from Nature Outlook 23 Nov 2017;551:S86; AM Diehl & C. Day. New Engl J Med 2017;377:2063-72

Spectrum of 
NAFLD

• Reduce risk of hepatocellular carcinoma
• Reduce cardiovascular morbidity and mortality
• Reduce all-cause mortality
• Reduce risk of non-hepatic malignancies
• Prevent/reverse progression of disease based on histology
• Reduce need for liver transplantation

Therapeutic goals 
of hepatologist/ 
internist/clinician



For the rest of the presentation, please 
contact info@hansonwade.com

Following slides include:

- Like heart-failure, cirrhosis is an end-stage clinical condition

- Treatment of NASH-related compensated cirrhosis may reduce the growing demand for liver transplantation

- Clinical outcome trial design for NASH-related cirrhosis

- Establishing NASH-related cirrhosis in clinical trial subjects

- Establishing cirrhosis secondary to NASH

- Clinical trial population with NASH-related compensated cirrhosis

- Efficacy endpoints for clinical trials

- Phase 3 trials for NASH-related cirrhosis prior to the issuance of the Guidance of 6 June 2019

- The future of the accelerated endpoint for NASH-related compensated cirrhosis

- FDA Guidance compared to EMA

- An alternative approach for NASH drug development


