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I INTRODUCTION 

The Advisory Committee on Biomedical Research of the WHO Eastern Mediterranean 

Region had already identified Liver Disease as an area in which research studies 

should be promoted and supported. A Scientific Group on Liver Diseases was there- 

fore convened in December 1979 to elaborate a programme of work for the control and 

prevention of these diseases. 

The Crnnp f e l t  t h a t  t h e  s t a n d a r d i z a t i o n  o f  r r i t e r i a  f o r  t h e  h i s t o l o g i r n l  d ing-  

riosis of Liver Diseases was essential to ensure the implementation of such a pro- 

gramme. Their regional plan of action included the recommendation that a Regional 

Workshop be organized for standardization of histological criteria for diagnosis. 

The present Workshop was the direct result of this recommendation. The aim was to 

raise the level and to standardize the criteria for the histological diagnosis of 

Liver Diseases in order to promote uniformity internationally in data collection. 

I1 PREPARATORY ACTIVITIES 

Consultants recruited by the WHO Regional Office for the Eastern Mediterranean 

prepared microscope slide study sets containing 25 lesions each, illustrating liver 

diseases considered to be of high relevance and posing diagnostic problems (Annex I). 

These were distributed to each of the participants along with the essential clinical 

data and an answer sheet. The participants were provided with two WHO publications 

containing recommendations for standardized diagnosis as follows: 

1. The morphology of cirrhosis: definition, nomenclature and classification 

(Bull. WHO 55:521 - 540 (1977); and 

2. Histological typing of tumours of the liver, biliary tract and pancreas 

(International Histological Classification of Tumours, Vol. 20, WHO Geneva, 

1978). 

A National Preparatory Committee carried out local arrangements including making 

available facilities for microscopi~ rna~uirla~iu~l uT speciule~ls duriug Ll~r Wurksllup. 
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111 TIII: WORKSHOP 

The Workshop took place from 7 to I ?  Fehr11.iry 1081 at the Colleg~ of Ptiysici.11~~ 

and Surgeons of Pakistan, Karachi. I'he list of p~rticipants and tlie progrdmnlc. will 

he found in Annexes 11 and 111 respectively. In addition to t h e  ten participants 

trom seven countries, three member5 of the National Preparatory Committee and Five 

observers attended. 

Recause of the histological complexity of dlseases encountered In the llver, 

the first major subject covered was tlie enumeration of individual hepatic lesions 

which serve as the "building blocks" of disease constellations. This entailed a 

review of current concepts on the microscopic anatomy of the liver, including lobular 

.irchitecture, portal tracts, the limiting plate, liver cells, sjnusoids, hepatic 

vein radicals and the connective tissue. '(he concept of the liver acinus (Rappaport) 

<~nd its relation to localization of injury was emphasized. 

New concepts of injurv and its morphological signs included discussions on, inter 
.~lia, piecemeal necrosis, ground-glass cvtoplasm, sanded nuclei, lipogranulomas, -- 

the significance of iron, copper, lipofuscin, and ceroid deposits and an analysis of 

the types of cytoplasmic eosinophilic (hyalin) globules and their diagnostic signifi- 

cance. Illustrations of the histochemical and electron microscopical appearances 

were made in order to broaden the basic understanding of the participants, although 

it was emphasized that these techniques are not generally available, neither are 

they necessary for routine diagnosis. 

The Workshop then concentrated on those hepatic diseases considered to be of 

greatest relevance in the Eastern Mediterranean Region namely, acute hepatitis, 

chronic hepatitis, duct obstruction and cirrhosis. 

Acure hepacicis 

The essential features of acute viral hepatitis as well as its inconstant changes 

were discussed and illustrated. The results of a study of biopsies of 1 000 cases of 

acute viral hepatitis in Copenhagen were referred to in relation to the frequency of 

encountering particular lesions. 

Chronic hepatitis 

Emphasis was placed on the wide variety of aetiological agents capable of pro- 

ducing similar morphological pictures of chronic hepatitis, such as viruses, drugs 

and metabolic diseases. 



The morphological distinction between chronic active (aggressive) and chronic 

persistent hepatitis was given speci.il attention, particularly because of its pro- 

gnostic implications. 

Markers for hepatitis B surface antigen, such as ground-glass cytoplasm, orcein- 

positive staining, immunolocalization techniques and electron microscopy, were illus- 

trated and their specificity compared. 

The significance of bridpine: necrosis and the formation of septa were related 

to prognosis. 

Differential diagnosis focussed especially on acute viral hepatitis, early cir- 

rhosis and primary biliary cirrhosis. 

Cholestasis 

The latest findings of ultrastructural morphology were reviewed in relation to 

the possible mechanisms for cholestasis. This provided the basis for subsequent 

discussions on the diagnosis of large duct obstruction, intrahepatic bile duct dis- 

ease and primary biliary cirrhosis. 

Drug-induced liver diseases 

The multiplicity of lesions caused by drug reactions, both  p r e d i c t a b l e  and un- 

predictable, was surveyed. The potential of drugs to mimic many other hepatic dis- 

eases was emphasised, underlining the need for obtaining a patient's complete drug 

his tory. 

Cirrhosis 

The diagnosis, classification and pathogeneeis of the various types of cirrhosis 

were covered in detail. The need to separately describe morphological and aetiolo- 

gical aspects and to assess the activity of the disease were stressed, as were the 

pdr~icular prublems of diagnosis based on needle biopsy owing to sampling errors and 

artefacts. 

Alcoholic liver disease 

The stages in the development of alcohol-induced lesions were described, as were 

. the morphological markers, e.g. Mallory ' s bodiea. 



Tumours 

A review was given of the WHO histological classification of liver tunlours with 

special attention to hepatocellular c.arcinoma, cholangiocarcinoma and metastatic 

cancer. 

C d b t .  Z L U ~ Y  

For each of the above subjects the relevant circulated cases were discussed by 

reviewing photomicrographs in the light of the consultants' participants' diagnoses. 

At the end of each day's formal sessions, time was given for microscopic study of the 

cases. 

Three dual headed (discussion) microscopes were available as well as 12 for indi- 

vidual use. This greatly facilitated case discussions. Only half of the participants 

submitted diagnoses prior to the Workshop; three were submitted subsequently. 

Tissue preparation techniques 

Procedures for processing liver biopsies, especially needle biopsies, were dis- 

cussed. Standardized protocols from the Atlas of Liver Biopsies (Poulsen and 

Christoffersen) were distributed. The role of special stains was reviewed especially 

with regard to precision in diagnosis and investigations of aetiology. 

I V  COMMENTS 

The relevance of this subject in the Eastern Mediterranean Region is very pro- 

nounced. Acute and chronic hepatitis and cirrhosis are frequently encountered in the 

daily work of the participants. 

Accurate diagnosis is especially important for proper patient management. 

Standardized criteria for nnmenrl atnre are prererliii ~i t p c  fnr m ~ a n i n ~ f ~ ~ l  c ~ i  e n t i  f i r 

investigations on national as well as international levels. 

There was a variation in the accuracy of the participants' diagnoses. Several 

proved very able in this field whereas others were in need of considerable assistance. 

Evaluation of the effects of this Workshop is important. Although the strategy 

and approach of the Wulksl~up ale s ~ a ~ l r l d r r l  i~ is s ~ i l l  vital tu determine rhe impacc 

on the participants, particularly if these exercises are to be undertaken in the future. 



With knowledge of the general diagnostic level of the participants prior to the 

Workshop a follow-up exercise is proposed. This is based on the participants' re- 

trospective review of their own institutions' liver biopsies according to the cri- 

teria set forth in the Workshop. A sample of these would be examined by consultants 

(preferably the same ones who conducted the Workshop). Direct feedback to the par- 

ticipants would enhance reinforcement of principles. This exercise should be car- 

ried out with the least delay in order to profit from the momentum created by the 

Wnrkshnp. A prnpnsal  f n r  t h i s  w i l l  h e  found in Annex IV. 

The participants should be encouraged to disseminate the criteria learned in 

the Workshop to their colleagues through national workshops or less formal teaching 

sessions, This is essential if uniformity of diagnosis on a national level is to be 

achieved. 

A network for diagnostic consultation at the international level is highly desir- 

able. Evaluation of problem cases and technical difficulties can be thus dealt with. 

The present consultants offer to provide such a service. 

The study of liver diseases requires multidisciplinary collaboration, especially 

between pathologists and clinicians, but also with biochemists, immunologists, epide- 

miologists, etc. The identification of groups of such workers at the national level 

should be encouraged and their continuity in this work ensured. 

V RECOMMENDATIONS 

1. An exercise should be carried out to evaluate the impact of the Workshop on the 

participants. 

2 .  National workshops on histological diagnosis should be encouraged to disseminate 

the standardized approach of the present National Workshop. 

3. A network for diagnostic and technical consultation at the regional or inter- 

regional level should be developed. 

4 .  I d e n t i f i c a t i o n  of m u l t i d i s c i p l i i ~ a r y  groups f o r  the study o f  l i v r r  d i s e a s e s  should 

be encouraged at the national level. 



VI SUMMARY 

This WHO EMRO-sponsored Workshop was held to raise the level and standardize t!ie 

criteria for the hLstologica1 diagnosis of liver diseases, particularly in order to 

promote uniformity internationally in data collection. Participants from seven 

Eastern Mediterranean Region countries attended after having diagnosed microscope 

slides from twenty-five cases. Discussions concentrated on acute hepatitis, chronic 

hepatitis. r h ~ r t  o h s t r t ~ r t i n n  and cirrhncic. Other subjects such as liver cnnrer,  drug 

reactions and alcohol-induced diseases were also covered. Recommendations were made 

regarding evaluation of the workshop, dissemination of infdrmation, diagnostic con- 

sultations, and multidisciplinary study groups. 
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ANNEX I 

WORKSHOP FOR STANDARDIZATION OF HISTOLOGICAL CRITERIA 
FOR DIAGNOSIS OF LIVER DISEASES, 

INCLUDING LIVER CANCER 
Karachi, 7-12 February 1981 

Histological Diagnoses 

Cirrhosis with partly preserved lobular architecture, mild activity. 

Massive necrosis. 

Cirrhosis, macronodular, probably posthepatic, severe activity. 

Granulomatous hepatitis due to phenylbutazone. 

Large duct obstruction. 

Steatosis with lipogranulomas. 

Cirrhosis (macronodular) and hepatocellular carcinoma. 

Cholangiocarcinoma and large duct obstruction. 

Chronic active (aggressive) hepatitis. 

Acute viral hepatitis, suspicion of chronicity. 

S t e a t o s i s  and slight alcoholic hepati I-; 9 .  

Acute viral hepatitis, late stage. 

Centrilobular sinusoidal dilatation and confluent necrosis. 

Acute viral hepatitis. 

"Pure" cholestasis. 

Cholestatic hepatitis (Chlorpromazine type). 

Chronic persistent hepatitis, aggressive. 

Alcoholic hepatitis (steatosis, cholestasis, susp. cirrhosis). 

Adenoma of the liver (with infarction and haemorrhage). 

Malaria. 

Alpha-1-antitrypsin deficiency, macronodular cirrhosis. 

Primary biliary cirrhosis. 

Primary biliary cirrhosis. 

Chronic persistent hepatitis (septa1 with ground-glass hepatocytes). 

Chronic cholangitis. 
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ANNEX I1 

WORKSHOP FOR STANDARDIZATION OF HISTOLOGICAL CRITERIA 
FOR THE DIAGNOSIS OF LIVER DISEASES, 

I N C L U D I N G  LIVER CANCER 
Karachi, 7-12 February 1981 

Programme 

Saturday, 7 February 

Liver biopsy processing. 

Liver biopsy interpretation. 

Individual lesions. 

Sunday, 8 February 

Acute hepatitis. 

Chronic hepatitis. 

Monday, 9 February 

General concepts of cholestasis. 

Large duct obstruction. 

Primary biliary cirrhosis and pathology of intrahepatic bile ducts. 

Tuesday, 10 February 

Tumours 

Alcoholic liver disease 

Drug-induced liver disease 

Wednesday, 11 February 

Cirrhosis 

Thursday, 12 February 

Special stains and techniques 

Discussion 

Future programmes 



CYPRUS 

EGYPT 

I R A N  

JORDAN 

LEBANON 

EM/LD/2 
EM/CAN/66 
EM/WKP.STD.HST.CRT.DGN.LIV.DIS.LIV.CAN./3 
Annex I11 
page i 

ANNEX 111 

LIST OF PARTICIPANTS 

D r  Panos Stavr inos  
Head 
Histopathology Department 
N i ~ v a i a  Gcucral I I o ~ p i t a l  

Nicosia 

D r  I sma i l  Amin Kame1 
Professor  of Pathology 
Pathology Department 
Cairo  Univers i ty  
Kasr-El-Aini Hospi ta l  
Cairo  - 

D r  Mohammed Reza R a f i i  
cn ie f  of oeparcmenc 
Shohada (Ta j r i sh )  Medical Centre 
Department of Pathology 
Teheran-Taj r i s h  

D r  Iqbal  Ramzi 
Hi s topa tho log i s t  
Cen t ra l  Laboratory f o r  Medical Research 
c /o  Minis t ry  of Health 
Baghdad 

* 
D r  Lo'ay Oran 
Head of Laboratory Sect ion 
Minis t ry  of Health 
Anman - 

D r  Edgar Gedeon 
GEDEON Laborator ies  
Museum Square 
Beirut  

* 
D i d  n u t  a t t end  



PAKISTAN Dr S . J .  Zuberi 
Research Director 
Pakistan Medical Research council 
Research Centre 
Jinnah Postgraduate Medical Centre 
K a r d c l l i  

Professor Zafarul Aziz 
Pathologist 
King Edward Medical College 
Lahore 

Dr Shafiq Ahmed Qureshi 
Professor in Pathology 
Bolan Medical College 
Quetta 

Col. Iftikhar Malik 
Professor in Pathology 
Army Medical College 
R d w d l p i l l d i  

Dr Beshir Ibrahim Mukhtar 
Head 
Department of Histopathology 
National Health Laboratories 
Khartoum 

Kt,O CONSULTANTS Professor V. Desmet 
Pathologische Ontleedkunde 
Academisch Ziekenhuis 
3000 Leuven 
BELGIUM 

Professnr Hpmming P n t ~ l s e n  

Hvidovre Hospital 
Copenhagen 
DENMARK 

ITdO GENEVA Dr L.H. Sobin 
Medical Officer 
Cancer Unit 

WHO EMRO Dr A. Modj tabai 
Regional Adviser, CRH 



NATIONAL PREPARATORY COMMITTEE 

OBSERVERS 
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Professor N.A. Jafarey 
Director of Medical Education and Research 

Dr M.B. Azami 
Registrar 

Professor S. Muzaffar Hasan 
Professor of Pathology 

1. Dr M. Alam 
Associate Professor of Pathology 
Jinnah Postgraduate Medical Centre 
Karachi 

2. D r  Hashim Ali Kazmi 
Professor of Pathology 
Sind Medical College 
Karachi 

3. Dr Mohammed Akram 
Officiating Professor of Pathology 
Dow Medical College 
Karachi 

4. Dr (Mrs) Azra Hasan 
Professor of Pathology 
Liaquat Medical College 
Jamshoro 

5. Dr Mohammed Hasan Memon 
Professor of Pathology 
Nawabshah Medical College 
Nawab shah 
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ANNEX IV 

PROPOSAL FOR THE EVALUATION OF THE WORKSHOP'S IMPACT 

Aim - 
To assera the rnnfnrmity of the histological diagnoses of liver diseases 

according to the standards of the WHO EMR Workshop of February 1981. 

Method 

Each participant reviews retrospectively his own institution's liver biopsy 

material according to the diagnostic criteria of the EMR Workshop. Several cases 

are then enumerated by local case numbers according to the attached list of diagnoses. 

(It is not intended to collect cases from the entire list. Only those cases readily 

available should be enumerated). This list is submitted to outside consultants 

(preferably those who conducted the Workshop). They w ~ l l  select cases from che lisc 

for review and request the participant to provide microscope slides and clinical data 

according to the attached consultation form. Stained (e.g. haematoxylin-eosin, 

reticulin, PAS (diastase), connective tissue and Orcein, if available) and three 

unstained slides would be submitted. 

The consultants would review the cases and return their comments directly to 

the respective participant. Orcein stains would be prepared by the consultants. 

An analysis of the group's performance without identification of individuals 

would be carried out by the consultants and the results provided to the participants 

and to WHO EMRO. 

WHO FMRO r n u l d  help to facilitate the rapid transport of case material. Support 

for participants' and consultants' expenses (e.g. mailing, stains and slides) would be 

needed but would not be costly: approximately $ 500 - 1000 per participating laboratory 
and $ 1 000 per consultant. 

The provision of the following standard texts for each participating laboratory 
~ 

would be useful as bench references: 
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1. Scheuer, P.J. Liver biopsy interpretation, 3rd edition, BailliEre and 

Tindall, London 1980. 

2. Poulsen, Hemming and Christoffersen, Per : Atlas of Liver Biopsies, 

Munksgaard, Copenhagen, 1979. 

Conclusion 

This evaluation exercise should help answer the following questions: 

(i) Are the diagnostic and technical levels uniform throdghout the Region? 

(ii) Are the diagnostic and technical levels high enough to support multicentre 

studies? 

(iii) Is the slide seminar/workshop method effective? 
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APPENDIX 

LIST OF DIAGNOSES FOR EVALUATION STUDY 

Participants need not submit cases from every category. Only those cases 

readily available should be enumerated; other diagnoses may be added. Some biopsies 

may cover more rhan one diagnosis. 

Normal liver. 

Acute viral hepatitis (fully developed). 

Acute viral hepatitis (resolving stage). 

Acute hepatitis (with signs of possible transition to chronicity). 

Massive necrosis. 

Chronic persistent hepatitis (with or without ground-glass hepatocytes) 

Chronic active (aggressive) hepatitis (with or without ground-glass hepatocytes). 

Healthy HBs Ag carrier. 

Non-specific reactive hepatitis. 

Simple (pure) cholestasis. 

Cholestatic hepatitis (chlorpromazine type). 

Viral hepatitis-like drug lesion. 

Drug-induced necrosis. 

Granulomatous hepatitis. 

Steatosis. 

Alcoholic hepatitis. 

Alcoholic hepatitis with lobular distortion (not yet cirrhosis). 

Large duct obstruction. 

Acute cholangitis. 

Chronic cholangicis. 

Primary biliary cirrhosis stage 1 

stage 2 

stage 3 

stage 4 

Cirrhosis, early (aetiology?) (activity?) 

Cirrhosis, established - (aetiology?) (activity?) 



Alpha-1- antitrypsin deficiency (without cirrhosis). 

Siderosis - reticuloendothelial 

- parenchymal 
Wi l . s u n l  s disease. 

Liver cell adenoma. 

Focal nodular hyperplasia. 

Hepatocellular carcinoma. 

Ciiolangiocarcinoma. 

Secondary turnour. 

I'eliosis liepatis. 

Venous congestion. 

Other Diagnoses e.g. Schistosomiasis 

Malaria 


