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CASE A
30 year old female with weight loss and malaise. On imaging multiple liver lesions noted. Main 
differential diagnosis clinically was (i) neuroendocrine tumours and (ii) other metastatic disease.
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Epithelioid haemangioendothelioma

• Described in a variety of sites: skin, 
bone, lung (+ many others!)

• Previously misdiagnosed as sclerotic 
CC

• F>M 2:1

• Mean age = 50

• Malaise; weight loss; pain

• May produce Budd Chiari syndrome

• Metastases in 30%

• 43% 5YS 

• Approx 50% die of disease



Epithelioid haemangioendothelioma

• Frequently multiple

• White, firm

• 0.2-14cm diameter.

• Fibrous stroma with obliteration 
of vessels

• Dendritic and epithelioid cells

• Intracytoplasmic lumina

• Factor VIIIRAg (CD 31/CD34) +ve

• May also be CK +ve
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Epithelioid haemangioendothelioma

• Frequently multiple

• White, firm

• 0.2-14cm diameter.

• Fibrous stroma with obliteration of 
vessels

• Dendritic and epithelioid cells

• Intracytoplasmic lumina

• Factor VIIIRAg (CD 31/CD34) +ve

• May also be CK +ve

• WWTR1-CAMTA1 translocation

• CAMTA + by IHC

• 5% YAP1-TFE3 fusion gene (TFE3 +)



CASE B
65 year old male. Fibroscan suggestive of significant fibrosis. Mild elevation of AFP. ALT > 400, 
ALP borderline elevation. Clinical differential: (i) autoimmune hepatitis, (ii) MetALD steatotic
liver disease.















CASE C
61 year old recently treated for stage 3 malignant melanoma. Viral screen negative. No 
autoantibodies. Normal immunoglobulins. ALT > 100.? Cause.

















CASE D
21 year old male with known complex congenital heart disease including transposition of the 
great vessels and double outlet right ventricle. Multiple palliative surgical interventions 
including Fontan procedure. Normal LFTs. Under consideration for cardiac transplantation.









Case D
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Pathophysiology of Fontan circulation

• Pulmonary and systemic 

circulations in parallel as in 

normal heart

• However, no sub-pulmonary 

ventricle

• Higher CVP > 10mmHg

• Cardiac output at rest < 80%

• Systemic venous congestion
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Histology of FALD

• 74 biopsies from Fontan patients

• Collagen proportionate area

• METAVIR

• CHFS

• Sinusoidal fibrosis score (0-3)

• Sinusoidal dilatation score (0-3)

• 39% with ‘high grade; fibrosis

• Only blood parameter to correlate 
was mildly elevated PT/INR





Freeman experience in Fontan CHL transplant
Patient Anatomy Type of 

Fontan
Reason for CHLT Age at Tx Tx date Complications Survival up 

to date
Outcome

1. 
DORV, 

hypoplastic RV
AP 

Fontan failure and 
liver cirrhosis

50 2015
Prolonged postoperative course 
due to sepsis, multiorgan failure 

and rehabilitation 
8 years Alive

2. 
ccTGA, multiple 

VSDs, CoA
TCPC HCC 24 2019 No major 4 years Alive

3. TA AP
Fontan failure and 

liver cirrhosis
40 2020 No 3 years Alive

4. TA , PA AP
Fontan failure and 

liver cirrhosis
37 2021

Heart graft failure (long cold 
ischaemic time, major intraop

bleed), multiorgan failure 
including liver injury, extensive 

toxic epidermal necrolysis

12 days Death

5. A DILV, Sub-PS AP
Fontan failure and 

liver cirrhosis
49 2023

Liver graft failure due to 
ischaemia (small hepatic donor 

artery and tight HA 
anastomosis) and profound 

muscle weakness

150 days Alive

5. B HTx - - 49 2023
Re-do liver transplant

76 days Alive
35



CASE E
2 year old child who presented with acute liver failure. Transplanted elsewhere. Noted to be 
profoundly anaemic. At 6 months, found to have abnormal LFTs: clinical suspicion of T cell 
mediated rejection.



CASE E

• 2 year old girl that presented with acute liver failure in 2022

• Transferred to Leeds for altruistic donor liver transplant

• Found to be markedly anaemic requiring multiple transfusions

• Represented to Newcastle hospital in December 2022 with further synthetic dysfunction 
and jaundice

• At that time, she had difficult to treat epileptic seizures

• Percutaneous liver biopsy undertaken 











CASE E

• Diagnosis of giant cell hepatitis-autoimmune haemolytic anaemia made after 
original explant

• Treated with intravenous immunoglobulin, rituximab, steroids and MMF

• Developed malnutrition and gut failure – disseminated adenovirus and norovirus

• No circulating B cells and hypogammaglobulinaemia

• Central line infections: port cultures grew Lactobacillus and Candida

• Developed multi-organ failure and died







• Two centre retrospective study of 62 cases
• Average age at biopsy: 2 months
• Giant cell transformation involved average of 36% 

of hepatocytes
• Portal and lobular inflammation mild or absent in 

95% cases
• Frequent bilirubinostasis and EMH
• Advanced fibrosis in only 8%
• Causes

• Idiopathic 49%
• Biliary disorders 20%
• Hypopituaritism 16%







GCH-AHA

• One of Bernard’s patient cohort responded to steroids: ?possible autoimmune basis

• Responses less consistent than juvenile AIH

• Strong family history of autoimmune disorders

• Whitington et al (2014) hypothesized that it may be related to a humoral immune 
mechanism similar to GALD given the presence of giant cel transformation in both (?!)

• Demonstrated C5b-9 complex binding in hepatocytes

• Has led to B cell depletion therapies




