Liver transplant biopsy slide discussion,

24/11/09, Birmingham.

Cases from 

1&2: Birmingham

3&4: Royal Free

5&6: Leeds

7: Newcastle

8: King’s (macro photos only)

9&10: Dublin (on server – not circulated) 

11&12: Edinburgh

13&14: Cambridge
1. Post- transplant recurrence of steatohepatitis.

This fits clinically - hypertensive patient on Metformin. There was no time 0 biopsy. 

Is there any requirement for patients to lose weight pre-transplant, by analogy with alcoholic liver disease?  If Child’s A or reasonable Child’s B then yes – but if established liver failure then this is a dangerous strategy……

This case demonstrates the rapid rate of fibrosis post-transplant (do we know there is no alcohol?)

2. 7 months post-transplant for hepatitis C.

Submitted as early FCH pattern of recurrent hepatitis C (+ secondary vascular related changes perhaps secondary to Azathioprine).

This case had very little portal inflammation and no features of rejection. Some steatosis, and very prominent large cholestatic rosettes (unevenly distributed in core).

Also patchy liver cell plate atrophy, and sinusoidal fibrosis, better seen on van Gieson. SMA showed stellate cells ++.

Clinical follow-up: hepatitis C RNA was extremely high. Liver function tests were stable, started antiviral treatment and some improvement. The differential diagnosis was with duct obstruction and drugs, recurrent hepatitis C favoured by clinical scenario. Myofibroblasts have been described as a marker for fibrosis progression. It was commented that the pattern of cholestasis here (large cholestatic rosettes) differs from that of bile stained swollen hepatocytes seen in cases later on.

3. 18 months post-transplant for hepatitis C cirrhosis in China.

Biopsy shows a biliary pattern of portal expansion with bridging and developing nodules. All agreed.

At time of biopsy, clinician expected a diagnosis of FCH. Initially bile ducts said to be normal, but in fact imaging was not done until after the biopsy, when multiple intrahepatic strictures were demonstrated. Chinese graft origin is relevant - they are prone to development of ischaemic cholangiopathy, for reasons discussed by APD during the meeting. During discussion, the absence of bilirubinostasis was commented on - presumably this is incomplete obstruction. 

4. 6 months post- transplant for hepatitis C cirrhosis.

There is portal inflammation, together with parenchymal features of steatosis, cholestasis, lobular inflammation and acidophil bodies. The question is whether there is sufficient evidence of rejection to warrant treatment. One large portal tract showing inflammation with prominent endotheliitis was not apparent on original sections, but supported the diagnosis of rejection, while elsewhere the bile duct injury was a prominent feature. In view of these, would support anti-rejection treatment in this case, and some ducts looked worryingly degenerate. 

There was also central ballooning associated with the cholestasis, ?cholestatic recurrent hepatitis C - and this was in fact the reason for submitting the biopsy.

5. Live related donor 6 months post- transplant for hepatitis C.

Clinical information - itching and evidence of dilatation of intrahepatic ducts with anastomotic stricture. Biopsy showed portal inflammation with 

1. features consistent with duct obstruction (oedema, ductular reaction) 

2. portal inflammatory infiltrate consistent with hepatitis C recurrence, but ?element of rejection- some endotheliitis in one tract. Parenchyma shows mild steatosis and mild cholestasis. 

In discussion- biliary changes common in live-related donor cases - due to patchy intrahepatic duct injury as a result of irregularity/ mismatch blood flow following partial hepatectomy operation. May also see portal vein problems especially in children. Said to be easy to over-diagnose biliary obstruction in such cases.

If rejection is present as well as hep C in this biopsy, then no more than mild degree and not requiring additional treatment. 

6. 1 year post re-transplant for hepatitis C.

Case included because of marked degree of lobular hepatitis. Patient subsequently found to have raised IgG and liver autoantibodies. Therefore ?recurrence with autoimmune features. 

AIH in hepatitis C seen in 2 settings - spontaneous or following Interferon treatment. Tends to do worse than hepatitis C without features of AIH. 

Needs more follow up- what where antibodies, what was hepatitis C PCR, what happened next.

The biopsy also showed a portal tract with marked endotheliitis, which was not a feature on the original sections. 

7. 11 months post- transplant hepatitis C.

Biopsy with marked portal inflammation which expands portal areas, associated with ductular reaction. Parenchyma - macrovesicular steatosis, together with ballooning of zone 3 hepatocytes which contain mega mitochondria, also sinusoidal fibrosis. 

Further history - previous biopsy at day 7 showed moderate acute rejection, day 62 fatty change only, day 90 cholestasis hepatitis C recurrence. Genotype 1. 

Discussion- in view of mega mitochondria, suspect alcohol recidivism with borderline immunosuppression resulting in acute rejection. The severity of portal changes and duct injury suggests rejection. There is a known excess of alcohol, contributing to parenchymal changes, but the severity of portal tract changes implies these are immune driven, and best regarded as acute rejection. The prominence of ductular reaction may signify and element of FCH. 

8. Macro images, 30 year-old with acute liver failure. 

Histology shows diffuse infiltration by sclerotic metastatic breast carcinoma, completely inapparent on the macroscopic cut surface. The biopsy 18 days post- transplant was shown, in which there was metastatic carcinoma. 

Discussion on role of biopsy in patients with acute liver failure. Variably performed among centres - in this case would have avoided transplant.

9. 4 months post- transplant hepatitis C.

Marked portal inflammation and some ductular reaction. Parenchyma- marked cytopathic effect with swollen cholestatic hepatocytes. Submitted as example of fibrosing cholestatic hepatitis. Additional history - been previously treated for acute rejection and has very high HCV RNA levels. Ductular reaction, but no biliary stricture. 

Discussion on terminology- “fibrosing cholestatic hepatitis” a term favoured by clinicians, and best characterised in hepatitis B recurrence/profound immunosuppression. Histopathologically inflammation is not a feature, therefore favour “fibrosing cholestatic hepatopathy”. 

However situation is different in hepatitis C, favoured terminology is “aggressive form of hepatitis C with cholestatic features”. The swollen cholestatic perivenular hepatocytes are well seen in this case. This is believed to reflect excess viral replication uncontrolled by immune response.

The patient was treated with anti-virals and re-biopsied showing some improvement both in inflammation and cholestasis. 

10. 3 years post- transplant hepatitis C and ALD.

Submitted for discussion of differential diagnosis acute rejection vs. hepatitis C. In this case patient cholestatic but viral load is not high. In view of the degree of portal inflammation with some associated endotheliitis and bile duct change - best regarded as rejection. 

Discussion on contribution of immunohistochemistry to differential diagnosis.

SD- MCM 2 positive lymphocytes favour rejection.

P21 (inhibition G1- S phase transition) seen in senescence, maybe helpful in marginal immunosuppression. 

CK7 supplied with this case, ductular reaction and intermediate hepatobiliary cells, suggests duct damage and ? early ductopenia. 

Ductular reaction not seen in rapidly progressing ductopenia, but is a feature of late/ slowly progressing chronic rejection. See reference HEPATOLOGY 2004;39:1739 –1745  for description of CK7 positive hepatobiliary cells including intermediate hepatobiliary cells.

11. 2 ½ years post- transplant for fulminant non A-E hepatitis.

Submitted as an example of perivenulitis. Perivenular demarcated inflammation and hepatocyte loss, in absence of portal tract features of rejection. 

Differential diagnosis with de novo autoimmune hepatitis – autoantibodies have not been done yet. 

Further clinical information - this patient developed CMV disease 4 months post- transplant, so immunosuppression reduced. Biopsy at 1½ year showed perivenulitis, present again in this biopsy. This biopsy was followed by increasing Prednisolone, since when there was a gradual fall in ALT.  

12. 2 years post- transplant for HCV cirrhosis.

The biopsy shows portal inflammation with more severe periportal inflammation and areas of collapse with bridging. Interpreted as severe hepatitis rather than rejection related. Autoantibodies not known. 

Discussion around hepatitis C post- transplant being more aggressive than in native livers. Bridging and confluent necrosis not generally seen except in post- transplant setting. In this case, the pattern of collapse suggests previous asymptomatic flares of injury, although the ALT has been stable around 85.

13. 5 months post- transplant for hepatitis C with HCC.

Recent increased ALT prompted this biopsy. Shows little inflammation but some steatosis, scattered acidophil bodies and mega mitochondria. Comments included usefulness of CAB (chromotrope aniline blue) for seeing mega mitochondria, and that pure steatosis can be earliest manifestation of hepatitis C (Italian study). I lost concentration! Please will Rebecca or Sue fill in some more comments about this one. 

14. Explant specimen type 2 diabetes, HbsAg positive, transplanted for portal hypertension.

Submitted as example of hepatoportal sclerosis. Total liver weight 600g. This is common condition in India but rare outside. Narrowed (previous thrombosed) portal vein branch seen at one edge of section. Herniated portal vein branches beyond original portal tracts well seen on elastic picrosirius stained slide.

Discussion around progressive/ regressive fibrosis, and remodeling of liver architecture. Patients with this histology have portal hypertension without liver cell failure, despite small size of liver in this case.        

Summary of JIW notes, dictated 27.11.09

