3rd  Liver Transplant Pathologists meeting  18.11.10

Summary of Discussions:
Present were: 

Paul Dhillon (local host), Jennifer Watkins, Tu Vinh Luong
Sue Davies, Rebecca Brais, Niamh Nolan, Susan Kennedy, Alberto Quaglia, Stefan Beatte Haugk, visitor from Milan, 2x surgeons from Birmingham. 

Topics for discussion:

1.  Cholestatic recurrent hepatitis C

2,  Out of hours donor lesion frozen sections & digital pathology

3.  Frozen section assessment of steatosis in potential donor liver: 

4.  Liver Transplantation for NASH

5.  Dysplastic nodules/early HCC in explants livers

NOTE: during the course of these discussion, three projects were proposed for the group to collectively share cases and experience.  (items 1, 3, 5).  I will put information about each of these under separate headings within this 2010 meeting section of the transplant page. 

1.  Cholestatic recurrent hepatitis C

Jennifer Watkins – discussion on severe recurrences of hepatitis C with cholestasis.  Highlights the confusion in the literature over the term “fibrosing choleststic hepatitis” and lack of consensus criteria for diagnosing cholestatic aggressive hepatitis C. 
 Refers to recent consensus document – post-liver transplant cholestatic hepatitis C (Narang TK, Ahrens W, Russo MW.  Liver Transplantation 2010:16(11)1228-35).

The group felt there was no good information from a series of such patients, and an opportunity here for us to collectively pool cases from UK and contribute a study.  

Outline of potential study design.

Search biopsy databases for patients with severe hepatitis C/fibrosis within one year of transplant for hepatitis C.  

Data to collect: 


hep C transplants affected/total hep C transplants within one year.


? additional post transplant complications.  

If just hepatitis C – two patterns, cholestatic and hepatitic.  

Action: Jennifer W to consider further, produce protocol.  Members would identify and submit their cases.
From Jennifer: ‘With regards the discussions about rapidly progressive post transplant hep C we have discussed it and think that all biopsies demonstrating Ishak 5-6/6 fibrosis within the first year should be included. I think if we limit it to biopsies since 2000 that should make it a reasonable but manageable number. It would also be interesting to know how many patients were transplanted  for hep C during this period at each centre’.
2,  Out of hours donor lesion frozen sections & digital pathology

Follow up from last year’s presentation on digital pathology from DN.  Issues regarding use of this in frozen section discussed, seems to be as yet some way off.

This led onto discussion of current on call arrangements, in light of change to NHSBT retrieval centres with contract requirements for 24 hour histopathology frozen section cover.

Changes in histopathology on call provision: (see previous table 2008 meeting).

· Birmingham – no change.

· Edinburgh – no change.  About 15 donor lesions per year for frozen section.

· Kings – no change.  Typically about one call per week on-call of which half are focal lesions – suggests this service is used more than other places.  Also commonly get frozen section of donor liver for steatosis measurement.

· Dublin – no change
· Royal free – no change.  They resist liver frozen sections for steatosis.

· Leeds – Donor lesion F/S rota now 1/8.  Audit for last 12 months – 15 calls – range of tissues/lesions – 6 liver, 3 renal, 3 pancreas, 4 other (uterine fibroid, mediastinal lymphangioma and reactive node, small bowel GIST and history of CIN3 with no recent smears).  We are producing an SOP for this work, with information for pathologists on commonly encountered diagnoses.
· Newcastle – changed arrangements to six doing donor lesion rota.  Also transplant biopsies covered by extended day on Friday.

· Cambridge – All 20 involved out of hours frozen section rota excludes transplant and paediatrics, neuropathologists. 
SD - Regarding working outside specialist area – the requirement is to determine whether a benign/malignant process i.e contraindication to transplant, not a full diagnosis.  The default is not to use the organ, and to report the uncertainly of diagnosis.

Recent European guidelines on donor selection – includes useful tables of advice on tumours in donors, - will investigate putting these onto this virtualpathology website.          

        (Action JIW – document currently in draft, needs permission to use)
3.  Frozen section assessment of steatosis in potential donor liver: 

· Often done in Kings.  Experience has been that when steatotic livers have been used they work all right. Seems to be used much less in other centres.
· Surgeons have often made their minds up about steatosis in graft - ? role of frozen section, unlikely to alter decision.  

· DN – comment that surgeons tend to overestimate the amount of steatosis, and therefore may be losing out on potential donors.  

Action JIW & DT: Proposed quick online assessment of examples of liver donor frozen sections for fat from Leeds in the last year – as baseline to assess how we
 do this, how recorded.  

Time 0 baseline biopsies.  
Part of protocol in most centres (Cambridge, Dublin, Royal Free, Birmingham) being taken less in Newcastle and Edinburgh.  Gives information on steatosis and anoxic vacuolation which has some relation to early graft function, as well as any pre-existing donor liver disease.  
Cut off for steatosis in work-up biopsy for potential live related donor biopsies is at 10%.

4.  Liver Transplantation for NASH

No time for discussion during the meeting.  Guidelines being written (lead: Phil Newsome, Birmingham)

Histopathology section: recommendations will be

· Explant liver histopathology – confirm the presence of features compatible with end-stage NASH/exclude other disease

· Post-transplant monitoring of patients with echo-bright liver on USS should include protocol liver biopsies to look for disease recurrence, as LFTs may be normal.  (3-5 years)

· The main role of biopsy is to diagnose and stage liver histopathology.  Where NAFLD is the only or dominant pathology, liver transplant biopsies can be scored using the Kleiner classification.  

· Biopsies performed elsewhere should be reviewed at the transplant centre.  

 5.  Dysplastic nodules/early HCC in explants livers
Not discussed during meeting but raised in Dundee – CB, collect dysplastic nodule/early HCC lesions from explants in UK/Ireland to investigate role of immunohistochemistry.

Further information from Chris:

 Diagnosis of small well-differentiated hepatocellular nodules

One reason for putting early HCC on at the Dundee update meeting was my uncertainty about the validity/reproducibility of the criteria published, what pathologists do in practice, and a wish to hear some debate about this. I had thought that following up on the talk it would be worth setting up a reproducibility study on diagnosis of small hepatocellular nodules (<20mm and well differentiated), to encompass potential dysplastic nodules and early HCC. The study group would be those of us at UK transplant centres who will see most of these. The study set would be fully excised lesions (explant hepatectomies for the most part, I should imagine) that are well-fixed. 

I had envisaged circulating initially a case set with only histochemical stains (say H&E, retic) and collating results via an internet based survey-type process to make things quick. We would all see the same slides. This would be followed by a 2nd circulation of the same cases but this time with so-called “helpful” immunostains such as glypican, hsp70, glutamine synthetase, Ki67, CK19/7, CD34. This type of circulation could be repeated as required to build up numbers.

It should be possible to look for groups of features correlating best with a diagnosis, as well as assessing variabilities of diagnosis and where they occur, and the contribution of immunophenotyping to diagnosis of difficult cases.

I’ve prepared a basic case submission sheet, which could be modified of course. As these are small lesions, one or two slides should show all the material sampled. If needed, I can do additional immunohistochemistry locally on a block. I guess it is up to yourselves to decide what you want to send to allow us to do the study as planned - just the block(s) and/or recuts of stains and/or original/redone ihc. I think I can be content with anything that works.

I think I’ve spoken with at least one person from each centre and everyone has been positive, so thanks for that. The internet-based response format will allow as many people as wish from each centre to take part,  (Case submission form to be posted on transplant page)

Chris Bellamy

JIW

20.11.10

