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The Australian Centre for Hepatitis Virology Inc (ACHV) is the association representing workers in laboratory and experimental aspects of hepatitis virology and viral immunology in Australia. Founded in 1989, ACHV aims to enhance the quality of research into viral hepatitis in Australia, to promote awareness of the needs for hepatitis virus research in Australia, to provide advice to government, community and medical officers as required, and to promote recognition of the benefits from hepatitis virus research. 





ACHV endorses the comments presented by Prof Yvonne Cossart in her submission, and wishes to particularly highlight the following aspects.





Prior to 1989, there was clear recognition amongst virologists and blood bankers, of the existence of the clinical entity “non-A, non-B hepatitis” as a viral infection transmissible by blood transfusion and also by other means within the community. There was no definite evidence whether this clinical entity comprised one, two or possibly more separate viruses, each of which would be assumed to possess distinct viral properties and to require development of distinct diagnostic and screening tests. There was general agreement that the transmissible agents present in pools of plasma used in chimpanzee studies in USA almost certainly did contain one or more of the responsible viruses.


       


The burden of disease caused by these agents was not at all clear. (i) Disease due to acute non-A, non-B  infection was considered to be usually subclinical or very mild, judged from the outcome of transfusion-transmitted infections. (ii) Chronic infection was known to occur, and rates of chronic infection in the community were estimated from a number of studies of transfusion recipients. (iii) The burden of chronic disease was largely unknown. There was a significant pool of patients with chronic active hepatitis or active cirrhosis for whom no known cause could be found; these were assumed to include cases caused by different “non-A, non-B” hepatitis viruses, “auto-immune” hepatitis, undetected hepatitis B, and possibly other unknown diseases or mechanisms. In the absence of specific diagnostic tests, it was extremely difficult to obtain meaningful measures of the true extent of hepatitis C infection in the community or disease due to hepatitis C virus. 





Since other hepatitis viruses have a fairly global distribution, albeit with specific local differences due to unique factors in some countries, it was generally assumed that studies from USA or Europe might apply to Australian populations, although specific details of infection prevalences and risk groups might not necessarily be the same as in other countries. One study of post-transfusion hepatitis by Cossart et al of a Sydney-based population was consistent with overseas studies, thereby supporting this assumption. 





During the 1980’s there was considerable discussion amongst hepatitis virologists world-wide about the value of surrogate screening of blood donations to exclude donations infective for non-A, non-B hepatitis. Cost-benefit analyses for USA were presented at international meetings, that demonstrated that use of this rather poorly focussed approach should lead to prevention of some cases or transfusion-related transmission; however, this would also lead to rejection of non-infective units. It was considered that the cost-benefit equation of using such measures would vary significantly from country to country depending on varying blood banking practices, differences in virus epidemiology between countries, criteria set for exclusion, donor recruitment, etc; such detailed information was not available for Australia, and to our knowledge a full analysis in the Australian context was not carried out nor was it possible. Consequently, any decisions made to introduce (or not) surrogate screening tests were often based on interpretation of what information was available, by individuals (blood bankers) who had the unenviable task of trying to screen the blood supply for an unknown agent with no tools. 


 


There had been numerous reports of candidate viruses or diagnostic tests for the “hepatitis C virus” since the 1970’s, none of which had been later substantiated, and a number of virologists had become sceptical or pessimistic about the chances of success.  However, following the successful cloning of the HCV genome, virologists came to accept fairly rapidly that this genuinely represented one of the aetiological agents. Then followed a period when the new diagnostic tests were widely used in an effort to define for the first time the true distribution and epidemiology of this agent, and to improve diagnostic testing and blood safety. However, while first generation tests were being used, there was reservation about the true diagnostic accuracy of a single result in an individual patient. False positive and false negative results were clearly shown to occur, and measures of the size of this inaccuracy themselves varied according to the study.


 


During the 1990’s, widescale use of HCV testing for diagnostic, screening and epidemiological purposes revealed the true distribution of chronic infection world-wide, the particular association with needle sharing, differences between countries, historical trends and changes in different parts of the world, and the whole complex pattern of HCV epidemiology we now appreciate. Somewhat later, complex retrospective and prospective studies began to pinpoint better the true natural history of chronic HCV infection and the prognosis for different patients in terms of long term chronic disease. These aspects are still being clarified now, but it is quite clear now that the extent of very long term chronic liver disease due to HCV infection is far greater than could have been or was suspected prior to the early 1990’s.   





Final comments. In looking back now to assess what might or might not have been instituted at a certain point in time, two further considerations apply.     (i) Armed with our current knowledge about HCV, it is hard to fully appreciate the uncertainty and lack of quantitative information available before 1989, and also in the period 1989-1992. Furthermore, the number of false starts and blind alleys that occurred during the 1980’s had created a certain sense of caution against immediately adopting possible new measures. (ii) There have been changes in society’s tolerance of risk from blood transfusion. Prior to the 1980’s, the measurable risk of hepatitis from blood transfusion was acknowledged and enormous efforts were made to reduce this to a lower level, compatible with the requirement to maintain blood supplies. The success of these efforts, the reduction in the risk of transfusion-transmitted HIV, and the institution of nucleic acid screening to even further reduce the transmission of specified agents, have all contributed to a current climate where, in balancing cost-benefit issues of blood safety versus possible blood shortage, a particularly high expectation is now required for safety from transfusion-transmission of hepatitis.      
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