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Section 196W
Veterans’ Entitlements Act 1986

Re: Statements of Principles Nos. 75 and 76 of 2015 

in respect of myasthenia gravis
Request for Review Declaration No. 29
1. In relation to the Repatriation Medical Authority (the RMA) Statement of Principles (SoPs) No. 75 and No. 76 of 2015 concerning Myasthenia Gravis, made under subsection 196B of the Veterans' Entitlements Act 1986 (the VEA), the Specialist Medical Review Council (the Council) under subsection 196W(5) of the VEA:

DECLARES that there was no sound medical-scientific evidence on which the RMA could have relied to amend either of the SoPs to include a factor or factors for exposure to ionising radiation and the clinical onset and/or clinical worsening of myasthenia gravis.
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REASONS FOR DECISIONS

INTRODUCTION

1. The Council is an independent statutory body established by the VEA. In general terms, upon receipt of a valid application the Council is to review as relevant:

· the contents of SoPs in respect of a particular kind of injury, disease or death; or

· a decision of the RMA not to determine, not to amend, SoPs in respect of a particular kind of injury, disease or death.

2. In conducting a review, the Council must review all of the information (and only that information) that was available to the RMA when it made the decision under review. This is information which was actually used by the RMA as opposed to information which was generally available but not accessed by the RMA.  A list of the information that was available to the RMA is listed in Table 1 of Appendix A. 

3. Fundamental to SoPs, and so to a Council review, is the concept of sound medical-scientific evidence (SMSE), as that term is defined in section 5AB(2) of the VEA
. 

4. The information to which the Applicant referred, being information which the RMA advised was new information, that is, information which was not available to the RMA at the relevant time, and so was not considered by the Council in reaching its review decision is listed in Table 2 of Appendix A.

5. Appendix B sets out further details regarding the composition of the Council for this review and the legislation relating to the making of SoPs.

SCOPE OF THIS REVIEW 

6. In his application the Applicant sought review of the contents of SoPs Nos 75 and 76 of 2015 for Myasthenia Gravis. The Applicant contended that there was SMSE on which the RMA could have relied to amend either or both SoPs in respect to ionising radiation and onset of Myasthenia Gravis. 
7. The Council, when reviewing the SMSE, must determine whether or not there is SMSE which indicates a reasonable hypothesis connecting the particular injury, disease or death to the relevant service.

8. In a reasonable hypothesis, the evidence 'points to' as opposed to merely 'leaves open' a link between injury, disease or death and the relevant service. In a reasonable hypothesis, the link is not ‘obviously fanciful, impossible, incredible or not tenable or too remote or too tenuous.’
 

9. If the Council is of the opinion that a reasonable hypothesis has been raised, the Council proceeds also to determine whether a connection exists to relevant service on the balance of probabilities,
 i.e. whether the connection is more probable than not. 

10. In these Reasons the association for both the reasonable hypothesis test and the balance of probabilities test are respectively referred to as the ‘relevant association’.

11. The Council exercises its professional scientific, academic expertise and judgement in weighing the evidence about the relevant association. 

Council's decision on the scope of review

12. The Council wrote to both the Applicant and to the Repatriation Commission and Military Rehabilitation and Compensation Commission (the Commissions) advising its decision on the proposed scope of the review and inviting comment. No submissions were received on the proposed scope of the review and therefore the Council decided that it would have particular regard to whether there was SMSE on which the RMA could have relied to amend either or both of the SoPs in the following way:

· the possible inclusion of a factor or factors, as contended, for exposure to ionising radiation and the clinical onset of myasthenia gravis.
· the possible inclusion of a factor or factors, as contended, for exposure to ionising radiation and the clinical worsening of myasthenia gravis.

Written and oral submissions
Applicant

13. The Council took into account the submissions made to it, both written and in oral form.  
14. In summary, the Applicant, a British Nuclear Test veteran, submitted that studies have found nuclear test veterans were exposed to ionising radiation and that ionising radiation is known to damage cells within the bone marrow. He contended that acetylcholine receptor (AChR) antibodies found in myasthenia gravis come from the bone marrow, and that a logical pathway exists for radiation damaged T-cells to result in AChR antibodies.
15. He also submitted that the US Department of Veterans’ Affairs has accepted Myasthenia Gravis as a “Disease subject to presumptive service conditions” for nuclear veterans.

16. The Applicant was critical of the RMA’s use of the ionising radiation dosimetry study in Volume 1 of the “Australian Participants in British Nuclear Tests in Australia, Dosimetry and Mortality and Cancer Incidence Study,” which he considered to be flawed.

Commissions

17. The Commissions made a written submission to the Council dated December 2015.
18. In summary, the Commissions submitted that the information that was available to the RMA suggested that ionising radiation exposure may have a role in the development of some forms of autoimmune disease which provides some limited support for the biologically plausibility that there could be a link between ionising radiation exposure and myasthenia gravis.  The Commissions contended however, that biological plausibility on its own is not a sufficient basis for the inclusion of a factor in a SOP. 
19. The Commissions contended that the information leaves open the possibility of a causal association, but that it does not point to that association. 

Council's decisions on the relevant SMSE

20. The Council considered that the SMSE to be assessed in the review should comprise information:

· that was available to the RMA at the relevant times; 
· which was sent by the RMA to the Council under section 196K of the VEA; 
· which was considered by the Council to be SMSE as defined in section 5AB(2) of the VEA being information which:

a. epidemiologists would consider appropriate to take into account; and

b. in the Council's view 'touches on' (is relevant to) matters within the scope of review. 

21. For the reasons set out below the Council did not consider that there was SMSE with respect to ionising radiation and the clinical onset or clinical worsening of myasthenia gravis.
22. Information which the RMA advised was not available to it at the relevant times was not taken into account by the Council for the purposes of the review, as it could only be considered as 'new information’.

THE COUNCIL’S EVALUATION OF THE SMSE 

23. In forming its decisions on the SMSE, the Council brings to bear its scientific expertise and judgement. The Bradford Hill criteria and other tools or criteria appropriate to be taken into account by epidemiologists were applied to the articles as it considered appropriate.

24. The Council also considered any methodological limitations or flaws (including such things as statistical power, control of confounders, bias, exposure assessment methods etc.) in the various articles.

25. For ease of reference, the Bradford Hill criteria (noting that these are not exhaustive) are: 

· strength of association

· consistency across investigation

· specificity of the association

· temporal relationship of the association

· biological gradient

· biological plausibility

· coherence

· experiment

· analogy

26. The Council notes that these criteria are not necessary conditions of a cause and effect relationship.  They act to provide some circumstantial evidence of such a relationship. 

27. The Council considered, but did not focus its evaluation, on those articles that:
· were reviews of available information that the Council has evaluated in these reasons for decisions;

· did not provide data that the Council could draw conclusions on about ionising radiation and myasthenia gravis.

THE COUNCIL’S CONCLUSIONS ON THE RELEVANT SMSE

28. In reaching a decision about the existence or otherwise of a reasonable hypothesis the Council must consider and evaluate all of the SMSE. In the situation where there is a single piece of evidence, such as a single study or paper, in support of a reasonable hypothesis, on its own that may be enough to support the hypothesis.  However, this information should be considered with other SMSE in identifying whether the SMSE indicates the relation to the medical condition.  Therefore, it is important that the Council considers all information in context. The Council did not consider that there was SMSE concerning ionising radiation and the clinical onset or clinical worsening of myasthenia gravis.
Myasthenia Gravis

29. The RMA defines " Myasthenia Gravis " in the SoPs as:
a) means an autoimmune neuromuscular disorder characterised by weakness and fatigability of skeletal muscles; and  

b) excludes temporary weakness and fatigability of skeletal muscles due to medication and myasthenia syndromes.

THE COUNCIL’S CONCLUSIONS ON WHETHER THERE SHOULD BE FACTOR(S) FOR, FOR IONISING RADIATION AND THE CLINICAL ONSET OF MYASTHENIA GRAVIS.
30. The Council considered whether there was evidence for ionising radiation causing or worsening myasthenia gravis using the RMA available materials.
31. The Council agreed that there was no SMSE in the pool of information to suggest that ionising radiation can cause or worsen myasthenia gravis. 

32. The Council found no SMSE to support an association or biological proven mechanism for ionising radiation causing or worsening myasthenia gravis. 

33. The council found no SMSE between ionising radiation exposure of the bone marrow or another tissue and the development or worsening of myasthenia gravis. 

34. Ionising radiation has been shown to cause immunosuppression. However the Council found no evidence for ionising radiation up-regulating the immune system, reducing self-tolerance, or causing an autoimmune disease such as myasthenia gravis.

35. As, in the Council's view, the reasonable hypothesis test was not met, the balance of probabilities test necessarily could not be met. 
THE COUNCIL’S ANALYSIS OF THE NEW INFORMATION 
36. As mentioned above, in conducting a review, the Council is unable to (and so did not) consider information which was not available to (not before) the RMA at the relevant time. However, having formed the view that there was nothing in the pool of information which pointed to the relevant association, and being mindful of the Applicant's comments, the Council considered whether in its view there was a basis for recommending to the RMA that it undertake a new investigation. 

37. The Council has neither the capacity nor the jurisdiction to perform an investigative function, including undertaking a comprehensive literature search. However, Council was not aware of any new information which it could consider on a preliminary basis.

38. The Applicant did refer new information to the Council which it considered to determine whether, in the Council's view, it warranted the Council making any directions or recommendations to the RMA.
39. In the Council's view any such direction or recommendation should only be made by the Council if it formed the view that the new information comprised SMSE as defined in section 5AB(2) of the VEA being information which:

· was information epidemiologists would consider appropriate to take into account; and
· in the Council's view, 'touched on' (was relevant to) the contended factor; and could potentially satisfy the reasonable hypothesis and/or balance of probabilities tests (as appropriate; see paragraphs [9] and [10] above for the relevant associations). 

40. New information was provided by the Applicant focusing on the known physiology of B- and T-lymphocytes and their possible role in myasthenia gravis. Although these may suggest a possible role for ionising radiation, these presented materials did not deal with the effect of ionising radiation on autoimmunity or myasthenia gravis. These and other considered materials did not demonstrate an association between ionising radiation and myasthenia gravis at the level of sound medical or sound epidemiological evidence.

DECISION


41. Having considered the RMA’s available materials, the applicant’s presented materials, and the Council’s further review of peer reviewed literature, the Council found that in relation to the RMA SoPs No. 75 and No. 76 concerning Myasthenia Gravis, there was no SMSE on which the RMA could have relied to amend either of the SoPs to include a factor or factors for exposure to ionising radiation and the clinical onset and/or clinical worsening of myasthenia gravis.

APPENDICES

APPENDIX A:
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MYASTHENIA GRAVIS

	RMA ID Number
	Reference List for # 210 - 2 as at  13 October 2015
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APPENDIX B:  THE CONSTITUTED COUNCIL AND LEGISLATIVE FRAMEWORK OF THE REVIEW

The Specialist Medical Review Council

1. The composition of each Review Council changes from review to review depending on the issues relevant to the particular Statement/s of Principles under review. When a review is undertaken three to five Councillors selected by the Convener constitute the Council. 

2. The Minister must appoint one of the Councillors to be the Convener. If the Council does not include the Convener, the Convener must appoint one of the Councillors selected for the review to preside at all meetings as Presiding Councillor.

3. Professor Lin Fritschi was the Presiding Councillor for this review. She is Professor of Epidemiology at Curtin University, and a National Health and Medical Research Council Senior Research Fellow. Her research interests include, cancer epidemiology, occupational causes of cancer, and exposure assessment in epidemiological studies.

4. The other members of the Council were: 
· Dr Rick Tinker, who is the Director of the Assessment and Advice Section, Australian Radiation Protection and Nuclear Safety Agency. He is responsible for assessing the impact on health of radiation exposures to workers, the public, and the environment in planned, existing, and emergency situations. He has over 20 years' experience in research and measurement of radiation and assessment of health impacts and has played a leading role in advancing radiation protection in Australia.

· Associate Professor John Worthington is a Conjoint Associate Professor of UNSW Australia and a Senior Staff Specialist Neurologist at Liverpool Hospital. John’s research interests include Stroke and TIA, their prevention, management and outcomes as well as the epidemiology of neurological diseases. He is a co-author of the first Australian epidemiological study of symptomatic Myasthenia Gravis.
The Legislation

5. The legislative scheme for the making of Statements of Principles is set out in Parts XIA and XIB of the VEA. Statements of Principles operate as templates. They are determined by the RMA, and set out those criteria (conditions or exposures), known as factors, that must as a minimum exist before it can be said that an injury, disease or death can be connected with service, on either or both of the two statutory tests, the reasonable hypothesis test 
 and the balance of probabilities test. 
  Statements of Principles are ultimately applied by decision-makers in determining individual claims for benefits under the VEA and the Military Rehabilitation and Compensation Act 2004 (the MRCA). 

	


� 	The SMSE is a subset of the available information. It comprises those articles which the Council considers:


a) are relevant to the matters within the proposed scope of review, and


b) satisfy the definition in the VEA of 'sound medical-scientific evidence'.


Sound medical-scientific evidence is defined in section 5AB(2) of the VEA as follows: 


“Information about a particular kind of injury, disease or death is taken to be sound medical-scientific evidence if:


a) the information:


(i) is 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


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


b) in 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.





The later requirement is held to mean ‘appropriate to be taken into account by epidemiologists’.


� 	See the full Federal Court decision in Repatriation Commission v Bey (1997) 79 FCR 364 which cited with approval these comments from Veterans’ Review Board in Stacey (unreported 26 June 1985), all of which were in turn cited with approval in the judgment of Moore J in the Bey decision at [33].


� 	Relevant service in balance of probabilities statements of principles refers to non-operational service having regard to the various definitions applying to types of ‘service’ as defined in the VEA and the MRCA.


� 	The reasonable hypothesis test is set out in section 196B(2) of the VEA which provides;


	If the Authority is of the view that there is sound medical�scientific evidence that indicates that a particular kind of injury, disease or death can be related to:


(a)	operational service rendered by veterans; or


(b)	peacekeeping service rendered by members of Peacekeeping Forces; or


(c)	hazardous service rendered by members of the Forces; or


(caa)	British nuclear test defence service rendered by members of the Forces; or


(ca)	warlike or non�warlike service rendered by members;


the Authority must determine a Statement of Principles in respect of that kind of injury, disease or death setting out:


(d)	the factors that must as a minimum exist; and


(e)	which of those factors must be related to service rendered by a person;


	before it can be said that a reasonable hypothesis has been raised connecting an injury, disease or death of that kind with the circumstances of that service.


� 	The balance of probabilities test is set out in section 196B(3) of the VEA which provides:


If the Authority is of the view that on the sound medical�scientific evidence available it is more probable than not that a particular kind of injury, disease or death can be related to:


(a)	eligible war service (other than operational service) rendered by veterans; or


(b)	defence service (other than hazardous service and British nuclear test defence service) rendered by members of the Forces; or


(ba)	peacetime service rendered by members;


the Authority must determine a Statement of Principles in respect of that kind of injury, disease or death setting out:


(c)	the factors that must exist; and


(d)	which of those factors must be related to service rendered by a person;


before it can be said that, on the balance of probabilities, an injury, disease or death of that kind is connected with the circumstances of that service.


�	See sections 120, 120A and 120B of the VEA and sections 335, 338 and 339 of the MRCA.	
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