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Evidence-based structural and applied changes - summary 
The systemic failures that must be addressed in this attachment which utilises a specific disease as a 

real-world example (inherently demonstrating the value of real-world evidence) to provide researched 

evidence of the issues. These are accompanied by rectification recommendations; the changes 

discussed are needed to achieve health outcomes expected of Australia and by Australians. 

Bipolar disorder is the field of specialty of the author of this survey response and will be used as the 

example that demonstrates extensive issues that affect people who have a disease that relies on old and 

repurposed medicine with current research also investigating drugs that will be repurposed. The survey 

structure did not allow for the full context of the series of interlocked foundational changes required. The 

identified deficiencies that affect people with BD are highly likely affecting people with other diseases 

too. 

Stigma against bipolar disorder is rife in Australia among the public, government agencies and 

healthcare professionals alike. 1 It is respectfully requested that if you are not convinced about bipolar 

disorder being an illness deserving of equity in healthcare that you allow yourself to be challenged by 

the facts presented here-in. Bipolar disorder is not self-inflicted nor are the majority of people diagnosed 

irresponsible in their healthcare – mental and physical healthcare is widely inaccessible due to stigma. 

Bipolar disorder is a hereditary endogenous neuropsychiatric disease requiring specialist medical 

treatment.2 

 

Core necessary changes to facilitate access to medicines consistent with humane healthcare: 

- Unmitigated removal of mandated sponsor initiation of submissions requesting listing or change 

to subsidised indications for off-patent medicines; The PBAC must be wholly independent with 

full discretionary control of public access to medicines – authority to initiate changes to 

medicines, additions of medicines for any purpose. The PBAC must have the authority to compel 

sponsors to provide any information that will facilitate improved access. 

- Change the regulatory structure that is preventing access to the minimum standard essential 

medicines set by the World Health Organisation; extend the changes to ensure Australians can 

gain access to healthcare consistent with the National Medicines Policy 

- Untether PBS restrictions from TGA approved indications for off-patent medicines 

- Introduce a new dedicated pathway for approval of repurposed medicines: 
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o substantially adjusted evidence requirements: scope to accept medicine by validation of 

evidence used by experts in formulating clinical practice guidelines recommended use 

of the medicine 

o remove use of expert panel that provides advice on current practice that the new 

medicine will replace as clinical guidelines recommending improved practice should be 

supported by the PBAC for better health outcomes 

o cost-minimisation must be evaluated using economic cost to government of provision of 

healthcare [excluding secondary economic impact in other domains] Use of individual 

treatment comparators should be eliminated 

o discretion to ensure alternatives can be added to accommodate differences in 

tolerability and efficacy variation for individuals 

- Enable consumer- and/or clinician-initiated submissions for repurposed off-patent medicines 

that are listed on the PBS for other indications. Submissions should be required to be 

accompanied by sufficient researched scientific evidence of both clinical efficacy and health 

system economic impact to facilitate an adequate preliminary assessment; the PBAC would 

decide to request or decline a review to be undertaken a qualified team for a full submission for 

consideration of listing change 

- Require Australian clinical practice guidelines be referenced in all PBAC determinations (new 

technology and repurposed medicines) 

- Indications for all medicines recommended for use in the RANZCP clinical practice guidelines 

for bipolar disorder that are listed for other indications be extended for unrestricted use in bipolar 

spectrum disorders 

- Enact a system to identify diseases that have complex polypharmacy needs and low quantity of 

research. Allow greater discretion in listing additional options despite having clinically equivalent 

alternatives and the proposed addition having a marginally higher cost (reasonable adjustment 

per sections 24 and 29 and ratified UN rights and conventions) 

- Recommendation should be made to the minister to introduce amendments to the Therapeutic 

Goods Act to facilitate necessary changes that are consistent with the medicine needs of 

Australia today that were not foreseen in 1989 

- A taskforce should be employed to review medicines currently on the schedule that are likely to 

have specific negative or positive effects for First Nations peoples, particularly issues of toxicity 

profile and make recommendations for specific changes; A similar analysis should be done for 

every new technology submission, both new and repurposed. [TGA PIs do not contain up to date 

information on risks/compromised safety in use of medicines.] 

- The PBAC should utilise resources in colleges overseeing medical specialists and practice, 

Accredited members of colleges are inherently engaged in horizon scanning in seeking and 

researching repurposed medicines and new technologies in order to provide best care for their 

patients. The involvement of sponsors in horizon scanning should be decreased to eliminate 
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conflict-of-interest bias in information. Similarly, clinician conflicts of ineterst should be declared 

and taken into account. 

 

1. Unmet clinical need and unrecognised inequity 

People with complex diseases or small populations have repurposed medicines as a singular pathway 

for improved medical care. Research that establishes the validity of use of a medicine is not designed 

for the purpose of regulatory submissions and falls short of PBAC guidelines. A submission is also 

required by sponsors who will not do so as it is not in their commercial interest. Where repurposed 

medicines have been submitted, the PBAC has set precedents where drugs were rejected on 

technicalities despite when the drugs having an indication that no other drug on the PBS had for 

symptoms that are universally considered difficult to alleviate. The system did not allow real world 

common-sense that could be reasonably expected by Australians. Those drugs more than a decade ago 

are now first-line treatments recommended by the Royal Australian and New Zealand College of 

Psychiatrists (RANZCP) and remain unsubsidised. 

The listing decision tree where the PBAC does not have authority to decide whether a medicine is 

reconsidered at a later date if indicated by clinical necessity; the current system requires initiation by the 

sponsor. This should be a matter of health policy determined by the PBAC, not the commercial interests 

of a company for whom the health needs of Australians are rendered irrelevant. 

The position of the PBAC is understandable in requiring sponsor initiation for new technologies as they 

hold the relevant clinical information. However, that reason is not valid for off-patent repurposed 

medicines as the research is undertaken by research groups independent of the sponsor. Requirement 

of sponsor initiation denies Australians equitable. 

 

Important facts about a hidden population: 

2.9% of Australia’s population live with a bipolar spectrum disorder  

BD has a risk of suicide 10-30 times higher than the general population3  

15-20% of people with BD end their own life4  

BD accounts for approximately 10% of Australia’s annual deaths by suicide5. 

39.5 years old: Average age of suicide related to BD6  

 

Despite these horrifying statistics, bipolar disorder is never discussed in the context of suicide 

prevention as a high-risk or targeted group.  
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terms of certainty of the evidence supporting them. Further, some people with bipolar disorder do not 

respond to standard treatments, and there is a need for more effective treatments for treatment-resistant 

bipolar disorder.”10 

Australian regulatory advancement, that has positioned Australia as world leaders in medicine 

regulation of efficacy, safety and quality of new healthcare technologies, has simultaneously enforced 

the progressive requirement of substandard care for populations what have no prospect of new 

technology. 33 years to the month since implementation, the regulatory system is now systemically 

preventing access to essential medicines for diseases where drug discovery and changes in clinical 

practice follow a different path to those with continual development of new technology. 

Tethering the PBS to TGA approved indications prevents all Australian psychiatrists from following the 

approved clinical guidelines published by the RANZCP when treating people with BD in the community.  

The RANZCP is responsible for accrediting psychiatrists. The guideline for treating BD have been 

rigorously researched by a specialist committee and has international recognition as best-practice 

having been subjected to published peer-review by a group the most experienced and highly regarded 

international specialists in BD. Yet the exceptional and committed pro-bono work of our specialists who 

undertook the task of the guideline update, has been rendered null and void in Australia while it 

advances the care in other countries without this restrictive framework. 

This is untenable, requires urgent rectification and made future-proof. Australia should be seeking to 

implement evidence-based best practice but by tethering indications and subjecting repurposed 

medicines to the same process as new technology, treatment is simply not available. The drugs needed 

are not those that cost the PBS hundreds of millions of dollars for small populations. They are not 

medicines that prevent loss of eyesight in the elderly. They prevent premature death for hundreds of 

Australians each year – who are typically younger than 45 years old.  

The population of people with BD are much more likely to have minimal financial means. Medicines that 

are not subsidised are not an option, particularly as they are used long-term. Using current PBS 

approved medicines, a person with BDII experiencing severe hypomania the choice of two first 

generation antipsychotics. These are exceptionally strong medicines with warnings on use and attract 

higher levels of severe adverse events. They are also more intolerable than atypical antipsychotics.  

Disparity between medicines on the EML and those accessible with PBS subsidy is the result of failure 

to use, or appropriately weight clinical guidelines written by the most experienced experts in Australia. 

Utilisation of guidelines should be foundational as they define responsible Australian medical practice, 

and a product of extensive review of published research. They also provide the most up-to-date safety 

information. 

The necessity to remove BDI and BDII distinction for PBS listings to be consistent with the RANZCP 

Mood Disorders Clinical Practice Guidelines 2020 and the World Health Organisation to facilitate 

exceptionally improved clinical care. The guideline states: “Both DSM-5 and ICD-11 divide bipolar 

disorders into bipolar I and bipolar II. However, the MDcpg2020 no longer makes this distinction 

because partitioning bipolar disorder in this manner is arbitrary and does not meaningfully inform 

management.”  
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The World Health Organisation concurs as the EML uses the term “medicines for bipolar disorders”. The 

TGA currently categorise according to BDI or BD II on the basis that clinical trials are not conducted 

specifically for BDII and therefore there is not sufficient technical evidence for registration of indication. 

In accepted and standard Australian and international clinical practice, the same medicines are used for 

both forms of the disease. The response and effectiveness for medicines for the two forms of disease 

are sufficiently similar. The issue of inequity even between marginally differing presentations of the same 

disease is significant. 

While it is essential to comply with the National Health Act, the applicability of other legislation and rights 

of Australians should also be considered in decisions on structural changes that will deliver equity: 

- Disability Discrimination Act 1992 

Sections 24 and 29A11 

- UN International Covenant on Economic, Social and Cultural Rights (ICESCR)12 

Article 12 (1) – Right to Health 

- UN Convention on the Rights of Persons with Disabilities (CRPD)13 

Articles 1 - Purpose, 10 - Right to Life and 25(a) and (b) - Health 

- Disability Discrimination Act 1992 

- UN Principles for the protection of persons with mental illness and the improvement of mental 

health care14 

Principle 1, paragraph 1; Principle 8, paragraph 1 

- Australian Charter of Healthcare Rights15 

Guiding principle 2 

- National Medicines Policy (NMP)16 

Vision, Aims, Fundamental Principle of equity and access, Pillar 1 (inequity), Pillars 2–3 

(Commonwealth as a partner), Governance.  

- National Mental Health and Suicide Prevention Agreement17 

Paragraph 36(b).  

- Australia’s Disability Strategy 2021-203118 

 

Regarding the range of medicines listed, there are substantial inequities in the number of choices listed 

for different diseases. For more “straight-forward” diseases that require one main type of medication eg 

depression requires antidepressants, schizophrenia is treated with antipsychotics, there are an 

extensive number of options currently available as subsidised prescriptions for each of those. In a 2023 

public summary recommending tofacitinib for use in ankylosing spondylitis, the PBAC observed that 

“eight treatments were currently PBS listed for AS,” and proceeded to state they had “considered the 

clinical need for additional therapies was low; however, the PBAC considered an additional oral therapy 

option may be beneficial for some patients.”19 [emphasis mine]  

For BD, however, there are four states of disease that require different types and combinations of 

medication. There are currently severe limitations and lack of subsidised options.  
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For diseases that have significant polypharmacy regimens and therefore a need for a much greater 

range of subsidised medications, there needs to be a process where clinical complexity and degree of 

risk for untreated patients are considered and given a significant weighting. 

 

2. Prescribing of medicines that have increased rick and toxicity 
implications for First Nations peoples 

 

Lithium is “the gold standard” in proven prevention of suicide. It is also a 70+ year old drug commonly 

used as a cost-comparator for newer drugs (or was the comparator used in approving drugs cost-

minimised to lithium that are comparators for more recent submissions). However, the population who 

are full effective responders is lower than 30%20; its tolerability is poor with a third of people 

discontinuing on the basis of adverse effects21 and it has high short- and long-term toxicity with 

approximately 67-90% of people who use it experiencing at least one toxicity episode. 22 

The most common consequences of lithium toxicity is nephrogenic diabetes insipidus which occurs in 

up to 85% of those who use lithium23. This form of diabetes is known to be hard to treat.24 The prevalence 

of chronic kidney disease is reported to be 10-35%. Some cases of chronic toxicity result in end-stage 

renal disease. Other implications of lithium toxicity are thyroid dysfunction, polyuria, hypercalcemia and 

hyperparathyroidism.25 The economic costs of lithium toxicity are significant, needing other PBS 

medicines to treat the person when another drug could achieve the same result without the toxicity 

implications of lithium. 

The significance of the above detail of the implications of considering lithium as the benchmark for the 

listing of all other medicines is that for people who are Indigenous, lithium is must be considered 

contraindicated. Kidney Health Australia state “regardless of whether their locality is urban, regional or 

rural. Compared with the general population, they [First Nations peoples] are five times more likely to 

develop kidney disease and four times more likely to die from kidney disease.”26 Additionally, the rates 

of kidney failure are 20 times higher than for non-Indigenous Australians27 and dialysis is the greatest 

cause of hospitalisation for Indigenous Australians at 46%28.  

The demonstrated contraindication of lithium for First Nations peoples further highlights the issues of 

the 1991 change in regulatory requirements. The TGA approved ARTG PI does not state that lithium is 

contraindicated for use in Australia’s Indigenous population. Lithium was a grandfathered product which 

required documentation to be submitted but with little oversight in order to facilitate a fast transition to 

the new system. Since then, there have been some updates however the PI is not consistent with current 

published data. The most recent update for LithiCarb was a safety update but the PI states that 

nephrogenic diabetes insipidus is “rare” with no mention of any special populations.  

The risk in using lithium for First Nations peoples cannot be overlooked and must be addressed in the 

issue of medicine access equity for Indigenous Australians. This serves to demonstrate that the TGA 

must also address the specific medical implications of therapeutic goods for the Indigenous population. 

This will further inform the PBAC when considering applications for listing medicines and ensuring there 
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are adequate alternatives for those that present any elevated risk; including items such as lithium that 

are currently listed and require sufficiently safe alternatives.  

Amidst a disadvantaged cohort defined sue to disease, Indigenous people who live with BD disease are 

further disproportionally disadvantaged by lack of subsidised medicines. Consumers who are 

Indigenous suffer not just from the disease but even further elevated levels of co-morbid illnesses than 

non-Indigenous people with BD.  

Through lack of treatment and therefore escalation of disease symptoms, there is a much higher 

incidence of encounters with the justice system, involuntary detention in mental health facilities, 

substandard treatment forced under community treatment orders, compounded stigma, denial of 

sufficient funds to live by Human Services and being rendered homeless through negative encounters 

with government public housing agencies. These are further “gaps” that can be and must be addressed. 
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