
Diagnosis reached?

NO YES

Diagnosis reached?

YES NO

Investigate for causes  
of hepatitic cholestasis

MRI/MRCP

Investigate for causes  
of cholangiopathy

Atypical features/insufficient 
treatment response

Is GGT elevated?

NO YES

Laboratory investigations

Ultrasound:
gallstones, intrahepatic stones, 
signs of PH/fibrosis/cirrhosis 

elastography

Comprehensive history: 
family and physical

Adult presenting with 
unexplained cholestasis

An expert-led and evidence-based resource designed to help you reach an accurate diagnosis of late-onset genetic 
cholestasis and make informed decisions on how to approach treatment.

Further resources, including an interactive version of the tool and supportive videos and information 
can be found using the QR code, or by visiting bit.ly/PFICAlgorithmPDF2

Differential diagnosis 
reached

Indicates where further resources 
will be available via the QR code
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Diagnosing and managing late-onset genetic cholestasis:  
A clinical pathway tool



Further 
investigations/

consider 
differentials

No diagnosis 
reached

Diagnosis 
reached

Lobular 
hepatitis?

NO YES

Features of  
other diseases?

NO YES

Periodically 
 re-evaluate

Bland  
cholestasis

Cholestatic 
hepatitis

No diagnosis 
reached

NO YES

Predominant  
lobular injury: 

bilirubinostasis?

Is the patient in a 
family with known 
genetic disease?

YES NO

Identification of 
gene associated 

with genetic 
cholestasis?

YES NO

NO YES

Predominant  
portal injury: 

 bile duct injury +/- 
chronic cholestasis?

Indicates where further resources  
will be available via the QR code

Diagnosis of 
late-onset genetic 

cholestasis

Liver biopsy

Consider family 
screening/
education

Management 
of underlying 

disease

Symptom/
complication 
management

Monitoring

Genetic testing

Sanger 
sequencing

NGS panel, WES, 
or WGS

GGT, gamma-glutamyl transferase; MRCP, magnetic resonance cholangiopancreatography; MRI, magnetic resonance imaging; 
NGS, next-generation sequencing; PH, pulmonary hypertension; WES, whole exome sequencing; WGS, whole genome sequencing.
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