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DECLARATION

1. In relation to the Repatriation Medical Authority (the RMA) Statement of
Principles No. 72 of 1999 in respect of myeloma and death from myeloma, made
under subsection 196B(2) of the Veterans’ Entitlements Act 1986 (the VEA), the
Specialist Medical Review Council (the Council) declares, under subsection
196W(5) of the Act, that it is of the view that the sound medical-scientific
evidence available to the RMA at the time it determined, amended, or last
amended that Statement of Principles was insufficient to justify:

(a) an amendment of the Statement of Principles to include as a factor or
factors:

(1) parasitic diseases, including malaria;
(11) antigenic stimulation; or

(i) parasitic  disease, including malaria, precipitating antigenic
stimulation; and

(b) any other amendment of that Statement of Principles.



THE SPECIALIST MEDICAL REVIEW COUNCIL

2. The Council is a body corporate established under section 196V of the VEA,
and consists of such number of members as the Minister for Veterans' Affairs
determines from time to time to be necessary for the proper exercise of the
function of the Council as set out in the VEA. The Minister must appoint one of
the Councillors to be the Convener. In the absence of the Convener, the Convener
must appoint one of the Councillors selected for the purposes of the review as
Presiding Councillor at all meetings of the Council for the purposes of that review.

3. When a review is undertaken of a Statement of Principles made by the RMA,
the Council is constituted by 3 to 5 Councillors appointed by the Minister and
selected by the Convener. When appointing Councillors, the Minister is required
to have regard to the branches of medical science expertise which would be
necessary for deciding matters referred to the Council for review.

4.  Professor Alex Cohen AO, MD, FRACP was appointed by the Convener as
the Presiding Councillor for this review. The other members of the Council were:

(1) Dr Tony Ryan a Consultant in Public Health and Adjunct Professor
and Honorary Senior Fellow of the Department of Public Health at
the University of Western Australia;

(i1)) Dr David Joske the Head of the Department of Haematology and
Director of Bone Marrow Transplantation at Sir Charles Gairdner
Hospital and a Consultant Haematologist from the Western Australia
Centre for Pathology and Medical Research “Pathcentre” and Clinical
Senior Lecturer of the Department of Medicine at the University of
Western Australia; and

(111)) Dr Noemi Horvath a Senior Haematologist in the Division of
Haematology of the Institute of Medical and Veterinary Science of
South Australia and Director of the Clinical Haematology and Bone
Marrow Transplantation Unit of Royal Adelaide Hospital.

THE LEGISLATION

5.  The legislative scheme for the making of Statements of Principles is set out
in Parts X1A and X1B of the VEA.

6. The functions and powers of the Council must be seen in light of the function
and purpose of Statements of Principles in the scheme of the VEA. The
significance of Statements of Principles to claims under the VEA for pensions in



relation to eligible service is apparent from sections 120A and 120B of the VEA.
Section 120 is also of importance.

7. Fundamental to Statements of Principles is the concept of ‘sound medical-
scientific evidence’ which has been defined in section 5SAB(2) of the VEA.
Information about a particular kind of injury, disease or death is taken to be sound
medical-scientific evidence if:

(a) the information:

(1) 1s consistent with material relating to medical science that has been
published in a medical or scientific publication and has been, in the
opinion of the Repatriation Medical Authority, subjected to a peer
review process; or

(i1) in accordance with generally accepted medical practice, would serve
as the basis for the diagnosis and management of a medical condition;
and

(b) 1n the case of information about how that kind of injury, disease or
death may be caused — meets the applicable criteria for assessing
causation currently applied in the field of epidemiology.

8.  The functions of the Council are set out in section 196W of the VEA. In this
case, the Council was asked (under section 196Y of the VEA) by a person eligible
to make a claim for a pension, to review the contents of Statement of Principles
No. 72 0f 1999 in respect of myeloma and death from myeloma, being a Statement
of Principles determined by the RMA under section 196B(2) of the VEA (‘the
reasonable hypothesis standard”).

9. In conducting its review, the Council must review all the information that
was available to the RMA at the time it determined, amended, or last amended the
Statement of Principles.

10. Under section 196W of the VEA, the Council can only reach the view that a
Statement of Principles should be amended on the basis of sound medical-
scientific evidence.

BACKGROUND

11. On 28 October 1999, the RMA under subsection 196B(2) of the VEA
determined Statement of Principles No. 72 of 1999 in respect of myeloma and
death from myeloma.



12. On 10 November 1999 the making of the Statement of Principles was
notified in the Gazette (No. 45, p. 3912).

13. On 22 November 1999, in accordance with section 196D of the VEA and
sections 46A and 48 of the Acts Interpretation Act 1901 the Statement of
Principles was tabled in both the House of Representatives and in the Senate.

14. On 6 January 2000 the Council received an application for review of
Statement of Principles No. 72 of 1999 (the application). Specifically the
application was concerned with a decision of the RMA of 28 October 1999 not to
add a factor in relation to malaria and other parasitic diseases to Statement of
Principles No. 72 of 1999 in respect of myeloma and death from myeloma.

15. The Council held a meeting for the purposes of this review, and heard oral
submissions on Friday 12 July 2002.

16. The applicant was unable due to personal circumstances to attend the meeting
of the Council held on 12 July 2002, and chose not to have a representative appear
before the Council to make an oral submission complementing the applicant’s
written submission.

17. The Repatriation Commission made a written submission. Dr Jon Kelley,
representing the Repatriation Commission, made an oral submission to the
Council complementing the written submission at the Council’s meeting on 12
July 2002.

SUBMISSIONS
Applicant’s submission

18. The application to the Council was supported by two letters from the late
Professor W R Pitney who was Dean and Professor of Medicine in the University
of New South Wales at the time of their writing. These letters were taken by the
Council to comprise the basis upon which the applicant sought review of the
Statement of Principles. The letters had previously been submitted by the
applicant to the RMA, and were part of ‘the information’ available to the RMA,
the subject of review by the Council.

19. The first of these letters dated 18 August 1983 was addressed to Mr T M
Garrett, Pensions Officer for Sydney Legacy. It related to a decision by the
Repatriation Commission, on appeal, to reject a relationship between multiple
myeloma and other unknown factors, which were accepted for the ‘allied
conditions’ of leukaemia and lymphoma. Professor Pitney expressed the view that,



since myeloma was a condition with a very long latency period, it could well be
present for a number of years before the diagnosis was made.

20. The second letter from Professor Pitney dated 17 October 1983 was
addressed to Mr F Hibbett, Assistant Pensions Officer Sydney Legacy. In this
letter Professor Pitney pointed out once more the long latency period for the
development of multiple myeloma making it possible that the genesis of the
condition could have its source or ‘trigger factor’ during war service.

21. In this letter he stated that: ‘antigenic stimulation from malaria or other
parasitic diseases is associated with proliferation of plasma cells and antibody
production.” He postulated that cell proliferation could give rise to the emergence
of a mutant cell with neoplastic properties. He posed the question as to how long
could such a malignant cell remain dormant, or only proliferate slowly, before the
tumour mass reached a size sufficient to cause overt disease.

22. In his letter of 17 October 1983, Professor Pitney drew attention to the long
latency period and slow development in numbers of abnormal plasma cells. He
stated that there was good evidence for a long period of quiescence before the
emergence of disease, or for it not to progress at all to clinically threatening
dimensions.

Repatriation Commission’s submission

23. The submissions (both written and oral) were made on behalf of the
Repatriation Commission by Dr Jon Kelley. In introducing the oral submission Dr
Kelley stated that, in the search for relevant material to present to the SMRC, all
reports (among the information available to the RMA) that provided
epidemiological information on the role of malaria and other parasitic diseases in
relation to the development of myeloma had been identified. Additionally, those
reports which had explored a relationship between antigenic stimulation and the
development of myeloma were also studied in view of the basis of the application
for review of the Statement of Principles.

24. In the material which had been so identified there had been a total of 13
reports. All of these provided information on, and consideration of, the
relationship (if any) between antigenic stimulation and myeloma. Three reports
provided information on the association with malaria, but none contained
reference to other parasitic diseases.

25. Dr Kelley stated that the direct evidence on the relationship (if any) between
malaria and myeloma comprises three case control studies from Europe and the
United States. In the view of the Commission, the best of these was the 1987 study
by Koepsell et al, which was a population based study of around 700 myeloma



cases set in the United States. In this study, within those 700 myeloma cases, there
were only six that had a history of malaria. No association was found in that study
between malaria and myeloma risk.

26. A second study quoted by Dr Kelley was that of Gramenzi et al in 1991, on a
smaller group of seven myeloma cases with a history of malaria. A non-
statistically significant increase of malaria was found between cases and with an
odds ratio adjusted for age and gender of 1.8 and, after further adjustment for
some other factors, of 1.6.

27. In both the Koepsell and Gramenzi studies the confidence limits included
unity and the results were non-statistically significant.

28. The third study of malaria and myeloma by Cuzick and De Stavola in 1988
was set in hospitals in England and Wales and involved 400 myeloma cases. This
study reported finding no association between primary malaria and myeloma risk,
but did not provide any numerical data.

29. The Repatriation Commission submitted that the RMA had on two occasions
specifically considered whether malaria could play a role in the aetiology of
multiple myeloma. The first was in 1997, and was undertaken in response to a
letter from Dr John R Sullivan dated 1 May 1996. Dr Sullivan had averred, with
references, that malaria was capable of producing immune stimulation citing the
Tropical Splenomegaly Syndrome as an instance where
hypergammaglobulinaemia occurred in association with peripheral B-cell
lymphocytosis or uninhibited B-cell production of IgM and cryoglobulins
occurred.

30. The Repatriation Commission submitted, on the basis of the material
available to the RMA, and in accordance with the definition of sound medical-
scientific evidence in the VEA, that there was:

(1) no evidence to support the suggestion that parasitic diseases other
than malaria; and

(11) msufficient evidence to support the suggestion that malaria

are possible links or elements in a reasonable hypothesis connecting operational
service with multiple myeloma.



REASONS FOR THE COUNCIL'S DECISION
Pool of information and scope of the review

31. Having reviewed all of the information available to (before) the RMA at the
time of creation of the Statement of Principles, the Council was of the view there
was no article which was so methodologically flawed that for that or any other
reason, it should be excluded from the pool of information. Accordingly, the
Council had regard to all the information which was available to the RMA at the
time it created the Statement of Principles.

32. After reviewing all the information, the Council decided to confine its
attention to the factor/s contended for by the applicant. The Council's task was
thus to ascertain whether there was sufficient sound medical-scientific evidence
that:

(1) parasitic diseases, including malaria;
(11) antigenic stimulation; or

(i) parasitic  disease, including malaria, precipitating antigenic
stimulation;

(if found to exist in a particular case) could provide a link or element in a
reasonable hypothesis connecting operational service to myeloma and death from
myeloma.

The Council’s analysis of ‘the Information’
Consideration of the Applicant’s Submission

33. The primary focus of the applicant's submission was that antigenic
stimulation constituted a possible link or element connecting operational service
with myeloma and death from myeloma. Consideration of whether antigenic
stimulation might be responsible in some way for triggering changes that
ultimately result in the development of myeloma, has engaged scientific attention
for some time. The Council noted that most of the studies seeking to establish this
link took place about twenty years ago, as reflected in the views of Professor
Pitney, which formed the basis of the applicant’s submission. The Council found
that since 1994 there have been very few articles supporting this contention.

34. However, as recently as 1995 the authoritative text, the Oxford Textbook of
Oncology, stated at page 1853:



It is attractive to speculate that myeloma may, in some part, be either initiated
or promoted by chronic antigenic stimulation. High levels of polyclonal
immunoglobulins in black populations and anecdotal cases of specificity of
the paraprotein for a known antigen provide some support for this view but it
remains unproven.

35. It was evident from the information available to the RMA that the esteemed
Australian scientist, Professor Don Metcalf, had been approached on a number of
occasions for his opinion (in some based upon specific instances) as to the
connection (if any) between past exposure to malaria and the subsequent
development of lymphosarcoma. In a letter dated 12 April 1983 he commented:

Although this case was argued on the basis of malarial infections, an equal
argument could have been made on the basis of any number of severe and/or
sustained infections suffered during war service. [After listing a number of
possible examples Professor Metcalf continued]: A sensible set of guidelines
here would be: Was the infection systemic? Was it ‘severe’ eg malaria,
dengue? Were there repeated episodes of infection? (emphasis added)

Although the case happened to be argued on four cases of lymphosarcoma, it
could equally have been argued on the basis of other cancers of lymphoid
tissues or some types of leukaemia. These are all cancers of the sets of white
cells whose proliferation is stimulated by foreign antigens.

36. Professor Metcalf then went on to list a number of B-lymphocyte cancers,
including multiple myeloma that he considered would come under this rubric. He
then itemised a number of cancers for which there was no evidence of a
connection between infections and subsequent cancer development, and concluded
with three specific infections — hepatitis B virus, schistosomiasis and human T-cell
virus infection — in respect of each of which he considered there was indisputable
evidence for a causal relationship.

37. In a letter dated 1 November 1989 Professor Metcalf drew attention to his
previous opinions in 1983 and 1986 in which he had considered:

the possibility that severe, recurrent or generalised infection such as malaria
might be a contributing factor to the subsequent development in a later life of
a cancer of B-lymphocytes such as multiple myeloma. The proposed link was
at best tenuous.

38. Further, Professor Metcalf in his letter of 1 November 1989 drew attention to
numerous experiments which his group had carried out over the years to
substantiate the possibility that severe and sustained antigenic stimulation might
produce malignant change in blood cells. He stated that:



in no instance has leukaemia or cancer of blood cells resulted. Our published
conclusions from these studies are that, when normal blood cells are
placed under intense proliferative stimulation, this situation does not
result in the subsequent development of cancer in these cells. In the light
of these subsequent studies I am now of the opinion that the original
hypothesis proposing such a link is untenable (emphasis added).

39. The final paragraph of Professor Metcalf’s letter of 1 November 1989 states:

I am therefore of the opinion that there is no reasonable hypothesis linking
the malaria likely to have been suffered by this veteran during his war
service and the subsequent development by him of multiple myeloma
(emphasis added).

40. In a letter dated 18 February 1991, Professor Metcalf reiterated these views.
Whilst not dealing specifically with multiple myeloma, he stated his own
experience, and that of his group, as being unable to substantiate a role for chronic
infection/antigenic stimulation in the development of haemopoietic disorders.

Consideration of the Repatriation Commission’s written and oral submissions

41. The Council noted the paucity of studies that point to a link between malaria
and myeloma.

42. The Council applied standard epidemiological criteria to the studies referred
to in the Repatriation Commission’s submissions. The Council agreed the few
investigations which had been undertaken did not support a link, particularly in
terms of strength of association, biological gradient and consistency.

43. There was considerable discussion concerning the relationship between the
B-cell and immune suppression of T lymphocytes. The consensus of the Council
was that this stimulation followed a different pathway from that associated with
the proliferation of B-cells in myeloma, and that no true correlation in
epidemiological terms could be established.

Council’s Conclusions
Malaria

44. The Council accepted that malaria interacts with the immune system in a
pronounced way, such as in the Tropical Splenomegaly Syndrome. However, it
was of the view that this was an isolated response. The great majority of those
persons suffering from malaria do not show this particular response. This response
does not occur sufficiently often to satisfy epidemiological criteria of a link with
myeloma. Further, although myeloma is known to be a chronic B-cell malignancy
and there is known to be an increased incidence of B-cell malignancies in



conditions of T-cell immunosuppression, such immunosuppression is not known
to be present as a consequence of malaria.

45. On the basis of these considerations, the Council was of the view that there
was insufficient sound medical-scientific evidence that malaria could provide a
link or element in a reasonable hypothesis connecting operational service to
myeloma and death from myeloma.

Antigenic Stimulation

46. The Council considered that if there were a connection between antigenic
stimulation and myeloma (either alone or in combination with malaria or other
parasitic diseases) it would be expected that studies would have identified a much
larger number of cases pointing to such a link. On the contrary, the Council noted
only sparse and tenuous linkage had been identified.

47. The Council noted further that attempts had been made to link the idio-type
of the antibody of the paraprotein to common antigens. As a result, it had been
shown that a lot of paraproteins are directed towards a variety of particular
external stimuli. This tended rather more to favour as a link to myeloma familial
association, rather than antigenic association.

48. Although the suggested link had seemed interesting and attractive during that
period in which Professor Pitney's letters had been written and Professor Metcalf
had first considered the hypothesis further research and opinion had subsequently
failed to support such a link.

49. The Council noted Professor Metcalf's conclusion that the hypothesis (to
which he had originally subscribed) that placing normal blood cells under intense
proliferative stimulation resulted in the subsequent development of cancer in those
cells, was untenable. The Council considered Professor Metcalf’s conclusion (that
the appropriate epidemiological and clinical criteria were lacking) was supported
by the studies of Koepsell et al (SMRC Folder 4, Article 36); Eriksson (SMRC
Folder 3, Article 26); Lewis et al (SMRC Folder 3, Article 14); Linet et al (SMRC
Folder 4, Article 37).

50. Whilst the requisite connectivity might have been considered a reasonable
hypothesis at the time of its first formulation (in or about 1983) there was now a
significant body of sound medical-scientific evidence which refuted and
discredited it.

51. On the basis of these considerations, the Council was of the view that there
was insufficient sound medical-scientific evidence that antigenic stimulation could
provide a link or element in a reasonable hypothesis connecting operational



service to myeloma and death from myeloma. While this might have been
considered a reasonable hypothesis at the time of its first formulation, the Council
concluded there was now a significant body of sound medical-scientific evidence
to refute it.

Parasitic disease, including malaria, precipitating antigenic stimulation

52. For the reasons set out above, the Council concluded that there was
insufficient sound medical-scientific evidence that antigenic stimulation (however
caused) could provide a link or element in a reasonable hypothesis connecting
operational service to myeloma and death from myeloma. Consequently, the
Council necessarily concluded that there was similarly insufficient sound medical-
scientific evidence that antigenic stimulation, precipitated by parasitic disease,
including malaria, could provide a link or element in a reasonable hypothesis
connecting operational service to myeloma and death from myeloma.

DECISION

53. For the reasons discussed above, the Council was unanimous in its decision
that the sound medical-scientific evidence available to the RMA at the time it
determined, amended, or last amended Statement of Principles No. 72 of 1999 was
insufficient to support:

(1) parasitic diseases, including malaria;
(1)  antigenic stimulation; or

(i11) parasitic disease, including malaria, precipitating antigenic
stimulation,;

as a link or element in a reasonable hypothesis connecting operational service to
myeloma and death from myeloma. Further the Council was of the view that the
sound medical-scientific evidence available to the RMA at the relevant times was
insufficient to justify any other amendment of Statement of Principles No. 72 of
1999. Accordingly, the Council made the Declaration set out in paragraph 1
above.



EVIDENCE BEFORE THE COUNCIL
Documents

54. The information considered by the Council (being the information which was
available to the RMA and sent to the Council by the RMA in accordance with
section 196K of the VEA) was as is listed in Appendix A.
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Folder No.
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