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2017 (v3.0) Proposed changes to the v2.1 Criteria for the clinical use of intravenous immunoglobulin in Australia 

CONDITION NAME IN v2.1  Hashimoto’s encephalopathy (steroid-responsive encephalopathy associated with autoimmune thyroiditis) 

PROPOSED APPROACH: 

 To remove  Hashimoto’s 
encephalopathy as a stand-
alone condition in 
Exceptional circumstances 
only and allow access for 
eligible patients under 
Autoimmune encephalitis 
mediated by antibodies 
targeting cell surface 
antigens (AMAE) in 
Emerging therapeutic role  

SUMMARY OF RATIONALE:  

The recommended changes are supported by factors including that:  

 It is acknowledged that anti-thyroid antibodies do not cause brain disease but represent an autoimmune predisposition.  

 There is recognition that acute or subacute encephalopathy occurs in patients with autoimmune thyroid disease, and the 
encephalopathy is known to be steroid responsive.  

 Ig use in Australia has been stable, consistently treating about eight patients over the last three years.  

 The direct evidence supporting Ig use in Hashimoto’s encephalopathy is weak with a few case reports in recent years 
(Olmez, 2013 and Zhu, 2015).  

 Patients with Hashimoto’s encephalopathy with significant demyelination and/or encephalitis would fulfil the criteria for 
probable Autoimmune encephalitis. Hashimoto’s encephalopathy is described in the Graus et al (2016) paper that has 
supported the development of criteria for AMAE. Explanation has been provided regarding the pathogenesis of 
Hashimoto’s encephalopathy and the role of autoantibodies (other than anti-thyroid) being more likely to be the 
pathogenic mediators of disease, such as NMDAR antibodies (in the context of encephalitis) or anti-MOG antibodies (in 
the context of de-myelination). Alternatively, Hashimoto’s encephalopathy may be seronegative AMAE.  

 As such, patients with Hashimoto’s encephalopathy may be eligible for treatment under AMAE, provided they meet the 
qualifying and review criteria.  

 This condition is not listed in either the UK (UK Department of Health, 2011) or Canadian (Ontario Regional Blood 
Coordinating Network, 2016) guidelines, however very rare immune-mediated disorders with evidence of 
immunoglobulin efficacy are not necessarily listed in guidelines but may still be approved for funded use in those 
countries .  

Role of Ig therapy:  Patients present with progressive encephalopathy accompanied by cognitive and behavioural alterations, with seizures and psychiatric 
symptoms being common, or with stroke-like symptoms. The vast majority of patients demonstrate rapid resolution of symptoms upon receiving steroids.  

To qualify under AMAE, patients will need to demonstrate compliance with the international diagnostic criteria for ‘probable AMAE’ which requires rapid onset 
over less than three months, working memory deficits, altered mental state or psychiatric symptoms and abnormal MRI, EEG or CSF findings consistent with the 
diagnosis. (See AMAE for more detail). If eligible, evidence supports treatment with IV corticosteroids in combination with IVIg or plasmapheresis as first line 
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therapy with the addition of a second line immunosuppressant therapy if no clinical response is demonstrated, ideally within two weeks. 

Access Information in v2.1  

Condition Category  Condition for which Ig use is in exceptional circumstances only (Chapter 7) 

Level of Evidence Insufficient data (Category 4a) 

Description  (blank) 

Qualifying Criteria  Intravenous immunoglobulin (IVIg) is not supported as first-line treatment, because preferable alternative treatments are 
available. 

 IVIg may be considered in exceptional circumstances where there is progressive neurologic decline despite appropriate steroid 
therapy. 
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POTENTIAL OPERATIONAL IMPACT 

The development of specific qualifying and review criteria will represent a change for this condition with the revised criteria providing significantly greater 
guidance for appropriate access to Ig therapy and patient management expectations. A neurologist will be required to diagnose and manage patient treatment, 
although it is recognised that this may be as part of a broader clinical team. There will be increased data entry required (e.g. compliance with the international 
consensus diagnostic criteria) compared to the previous Ig request process. 

A definite clinical response needs to be demonstrated at initial review after three months’ treatment for Ig therapy to continue, unless a second line agent has 
been commenced. Patients will be required to be assessed at qualifying and review using a Modified Rankin Scale, however, the scale will be presented as ‘drop-
down’ menu options within BloodSTAR v3.0 and will be simple to apply. After nine months’ treatment, definite improvement or stability in symptoms must have 
been demonstrated with no deterioration in disability. After fifteen months’ treatment or when symptoms are stabilised, a trial of weaning will be considered. 

POTENTIAL IMPACT ON PATIENTS, DEMAND AND EXPENDITURE 

Description of  impact on patients:  Under the proposed changes, patients with Hashimoto’s encephalopathy will be eligible to receive Ig therapy 
under the criteria for the condition ‘Antibody mediated autoimmune encephalitis’ (AMAE). This is because it 
is recognised that these patients are likely to meet the criteria for access and the disease process that 
responds to Ig therapy, is consistent with the other conditions included under AMAE. The formal access 
criteria proposed for this condition require that a neurologist, who may be part of a wider clinical team, 
makes the diagnosis and manages the treatment of the encephalopathy. This is because the condition is 
uncommon, can be misdiagnosed and it is important that the correct, early treatment is given to patients. Ig 
therapy is given at the same time as other treatments.  

 While very few patients have been treated with Ig therapy under Hashimoto’s encephalopathy in the last five 
years, the greater guidance for prescribers by applying appropriate diagnostic criteria and instituting second 
line treatment very early when patients do not respond to first line treatment, has been shown to result in 
improved patient outcomes.  

For existing patients on Ig maintenance therapy, six monthly reviews are required to assess the effectiveness 
of the treatment to improve or stabilise symptoms and the degree of disability. Given that patients will 
already require very regular review by their neurologist, this requirement will not place an added burden on 
patients. If an existing patient on ongoing treatment is not being managed by a neurologist, referral to a 
neurologist will be required. If Ig therapy has not been effective in stabilising symptoms, it will be ceased as a 
different treatment should be used. A trial of reducing dose and then stopping Ig therapy will be considered 
by doctors when patients are well and symptoms are stable.   
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New patients authorised to receive Ig therapy will require an initial check after the first three months of 
treatment to confirm that Ig therapy has been effective in improving the severity of symptoms and that the 
level of disability has not worsened. If improvement has been demonstrated after four months treatment, Ig 
maintenance therapy will be continued. If a response has not been demonstrated, a second medication must 
have been started and a further six months Ig therapy will be given. Further six monthly reviews will assess 
how effective the combination therapy has been to improve or stabilise the symptoms and ensure that no 
further worsening has occurred in disability. If the combination therapy has not been effective, Ig therapy will 
be stopped and a different treatment approach will be required. The ongoing arrangements for maintenance 
therapy are as outlined above for existing patients. 

Impact on demand:  While patient numbers have been relatively stable, over the last three years of data, Ig use has increased in 
the last year of data. The revised access criteria are likely to be stricter in the qualification of patients for Ig 
therapy and the period of treatment may also be reduced, with a trial of weaning being required after twelve 
months or once symptoms have stabilised. Usage is anticipated to reduce, albeit, patient numbers are very 
small and unlikely to impact overall demand. 

 2011-12 2012-13 2013-14 2014-15 2015-16 
 
The Specialist Working Group estimated magnitude of 
effect: 
No impact against projected demand 

 

Patient number 0 8 7 8 10 

Total Grams issued 0  1,798 1,387 3,530 4,268 

% Total Grams issued 0.00% 0.05% 0.03% 0.08% 0.09% 

Specialist Working Group knowledge development opportunities and recommendations relevant to the transition to v3.0 

None identified at this stage.  

 

END OF PUBLIC CONSULTATION DOCUMENT 

Next review: This condition will be reviewed as a specific condition within AMAE. 

 


