Liver transplant pathology meeting on 18/11/2010.

Discussion of circulated cases.

Case 1, Cambridge: 

 Acute rejection evolving into ductopenic chronic rejection.

(Comment – Congratulate Cambridge on their biopsy size – these were taken by hepatologists, not in radiology.  Achieve very high portal tract counts).

Discussion on assessment of rejection based on worst area vs global assessment – most use global assessment.  PD commented that in a previous study, a closer clinical correlation is achieved with worse rather than average.  Endotheliitis may be worst in large veins not always included in biopsies.
Case 2, Cambridge:

Acute cellular rejection with diffuse lobular hepatitic component.

Discussion – This is the previous biopsy from case 1.  The patient had been switched to sirolimus from cyclosporin because of renal toxicity.  Late acute rejection is not so easily controllable.  Portal and lobular inflammation all attributed to rejection - original transplant had been for alcoholic liver disease.

SD also brought the subsequent explant slides.  These have marked thickening of hepatic artery branches, hyaline and muscular without foamy arteriopathy.  
This led to discussion on value of donor specific antibodies (DSA), which require a serum sample pre-steroids; acute humoral component to the rejection not often reflected by C4D positivity in liver biopsies (unlike kidney).  A proven hemoral rejection could be treated with plasmapheresis as in renal transplant – to our knowledge this had not so far been done in the UK for liver transplant patients.

Case 3, Royal Free:

 Submitted differentials of sepsis, biliary obstruction, ? role of recurrent hepatitis C.
Discussion – Severe cholestasis with ductular reaction and ductular bile plugging and hepatocyte ballooning.   PD presented a biopsy from one month before the circulated one that also had ductular bile plugging etc.  No sepsis or biliary obstruction was identified.  Is this all a consequence of aggressive recurrence of hepatitis C?  
Very high viral levels 107even pre-transplant (immunosuppressed patient, HIV+ve).  Another biopsy three months after the circulated one – still little change.  HCV levels post transplant up to 2 x 108  with sharp fall following cyclosporin, but no change in histology or bilirubin.

Case 4, Royal Free

 Aggressive recurrence of hepatitis C with cholestasis.  +/ – rejection.

Discussion around reporting “aggressive hepatitis C” and terminology “fibrosing cholestatic hepatitis” – agreed this is an inappropriate term – use aggressive cholestatic hepatitis instead.  (further discussed later in the meeting).  

There appear two patterns of rapidly progressing hepatitis C post transplant.

- Aggressive hepatitis C with cholestasis and hepatocyte ballooning.  CB – ballooning/ductular reaction/steatosis characteristic of aggressive hepatitis C, may also be ascities.  If titre >107 would make this diagnosis, whether or not associated with fibrosis.  
- This is to be distinguished from rapidly progressive hepatitis C with fibrosis – associated with prominent hepatitic activity, regeneration (therefore mcm index high).  See further notes at end of meeting.
This case also had alpha-1 antitrypsin globules in the circulated biopsy – these were  not present in the baseline biopsy and not persisted since.

Case 5,  Dublin 
Ischemic cholangiopathy.  
Discussion: Only one of the two slides had been circulated.  The other slides showed more dramatic bile duct ulceration and bile impregnation of adjacent tissue and also organised thrombosis of hepatic artery.  It was remarked how little evidence of biliary tract pathology there may be peripherally despite severe ischemic damage to main bile ducts.
Case 6, Newcastle 
Severe inflammation - combination of rejection and recurrence of hepatitis C.

Discussion – BH showed previous biopsies demonstrating acute rejection at two weeks, and recurrent hepatitis C at seven months.  Following this biopsy the acute rejection was treated, with some improvement but then deterioration again.  Ultrasound – no obstruction.  Repeat biopsy – fewer eosinophils but more cholangiolitis with bile duct injury.

SGH and CB – when hepatitis C accompanied by features of mild rejection, would advise not to treat.  However when moderate – severe rejection need to be treated.  In this case bile duct injury, eosinophils and endothelialitis sufficient to advise treatment even though recognised that this makes hepatitis C worse.

Features of hepatitis C overlap with acute rejection, including endothelialitis and bile duct inflammation.  Portal vein endothelialitis – more specific than hepatic vein for rejection.

Bile duct lesions in hepatitis C are not destructive.  AQ – perforin attached to epithelium and damaging it in rejection, don’t see that in hepatitis C.  In hep C, bile duct lesions represent a site of immune recognition reaction as in MALT in gut.  Therefore destructive bile duct lesions favour rejection.

Case 7 Newcastle 
 Wide differential submitted including late rejection, biliary, viral, AIH, drugs.

Discussion – Severe hepatitis with confluent necrosis, and also necrosis of bile ducts.  Not initially interpreted as rejection.

This elicited much discussion.  The consensus eventually was that this is most likely acute rejection, probably interruption of immunosuppression during hospitalisation for hip fracture, which had resulted in onset of acute rejection.  This had had a rapidly progressive course.

Case 8  Birmingham 

Severe lobular necroinflammatory changes in keeping with late cellular rejection (severe central perivenulitis).  
Discussion: Plasma cell rich perivenular inflammation, fibrosis appears recent on liver stains.  This was treated with pulsed immunosuppression, some improvement but bilirubin still increasing.  IgG normal and no autoantibodies.  Three weeks later re-biopsy – centrilobular ballooning and bilirubinostasis.

The biopsy shows epithelial changes that proceeded to ductopenic chronic rejection.  Immunosuppression had initially been reduced due to renal failure and sepsis, this was followed by this late acute rejection, with progression to ductopaenia.

Case 9 Birmingham:

Acute vanishing bile duct syndrome.

Discussion – accelerated complete destruction of bile ducts, in the past was the typical course of ductopaenic chronic rejection but is rarely seen now.  This case also demonstrated hepatic vein occlusion due to severe hepatic vein endotheliitis (not the circulated slide).  CK7 demonstrated no bile ducts at all, nor any ductular reaction.

These days, chronic rejection is usually slowly progressive, resembling a chronic biliary disease including ductular reaction and copper-associated protein, together with slowly progressing veno-occlusive lesions.

Case 10 Leeds, 2 slides: 
 Early and advanced recurrence of PSC 
Discussion : first biopsy – cholangiopathic lesions plus eosinophils (more prominent on original section) – differential diagnosis with acute rejection but other features of acute rejection not present. 

Eosinophils in biliary disease – in non-transplant setting, recognised in PSC, PBC – and may be associated with more rapidly progressive course.
Differential diagnosis of PSC vs secondary sclerosing cholangitis e.g. post surgical.  In general, lesions may look exactly the same and so PSC can only be diagnosed if no previous surgical intervention.  Therefore by definition post transplant this is also in the differential for PSC recurrence.  An excess of PSC-like lesions overall in patients transplanted with PSC supports the existence of recurrence.  Major ischemic bile duct lesions with necrosis of wall and widespread bile extravasation as is seen in ischemic cholangiopathy can usually be distinguished from the erosive lesions in cholangiectases of PSC.

Case 11, Leeds

 Severe preservation reperfusion injury,  ? also sepsis.

Discussion – Ductular reaction has many causes including preservation/reperfusion injury, as well as sepsis, obstruction etc.  This case submitted because of clinical suspicion of small for size syndrome.  SFSS – is high volume portal vein perfusion resulting in reflex suppression of hepatic artery, resulting in low arterial flow and biliary ischaemic lesions. It is seen particularly but not exclusively in living donor transplants. Hence some clinical features in this case, but has not gone on to behave as SFSS.   The peripheral biopsy features would be indistinguishable from other causes of preservation/reperfusion injury.

Case 12, Kings 
 No clinical information available at circulation.  This was an open biopsy obtained at the time of bile duct reconstruction for biliary stricture.  
Discussion on amount of portal inflammation allowable just as component of biliary obstruction, and when to suspect an additional cause e.g. rejection.  In this case no reason to suspect an additional cause other than effect of biliary stricture.
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