
HTA ORPHAN/RARE DISEASE-RELATED PATHWAYS

Country HTA Orphan/ Rare Disease-Related Pathways

Australia Rule of rescue: A principle that favours listing of medicines with the following circumstances applied concurrently:
• No alternative exists in Australia to treat patients with the specific circumstances of the medical condition 

meeting the criteria of the restriction. 
• The medical condition defined by the requested restriction is severe, progressive and expected to lead to 

premature death. 
• The medical condition defined by the requested restriction applies to only a very small number of patients.
• The proposed medicine provides a worthwhile clinical improvement sufficient to qualify as a rescue from the 

medical condition. 

Life Saving Drugs Program (LSDP): LSDP provides fully subsidised access for eligible patients to expensive and life 
saving drugs for life threatening and rare diseases. The LSDP is separate to the PBS. All LSDP medicines have been 
considered by PBAC but not recommended for the PBS due in part to the high cost of the medicine.

Highly specialised drugs: The Highly Specialised Drugs (HSD) Program provides access to specialised Pharmaceutical 
Benefits Scheme (PBS) medicines for the treatment of chronic conditions which, because of their clinical use and 
other special features, have restrictions on where they can be prescribed and supplied.

Canada There is no separate CADTH review process but in March 2016, the standard HTA recommendation Framework was 
revised to make special consideration drugs for rare diseases. Note: The regulatory agency in Canada (Health 
Canada) do not currently have an orphan policy.

England Highly specialised technologies (HST): A separate review process for very rare conditions. These evaluations have a 
higher cost-effectiveness threshold than technology appraisals. Following changes introduced in April 2017, NICE set 
a maximum additional QALY threshold of £300,000 for highly specialised treatments, under which they will 
automatically be approved for routine commissioning. This is ten times higher than the standard NICE threshold of 
£30,000 for non-specialised treatments.

France There is no separate HAS review process but France offers early access of innovative drugs, including orphan drugs, 
through the Temporary Licensing System (ATU).

Germany For orphan drugs, additional therapeutic benefit is considered to be proven at marketing authorisation as long as 
the annual SHI expenditure for the entire population is below EUR 50 million. IQWiG only assesses information 
provided by the companies on patient costs and patient numbers. The IQWiG recommendations for orphan drugs 
are categorized as “positive” within this briefing. Once the EUR 50 million threshold is exceeded, companies are 
required to submit data on additional therapeutic benefit and orphan drugs are evaluated and prices renegotiated in 
the same manner as for all other drugs. The assessment of orphan drugs are conducted by G-BA, and the approach 
for evidence appraisal is similar to the non-orphan assessed by IQWiG. However, the orphan assessment report only 
determines the extent of additional benefit, and the categories ‘no additional benefit’ or ‘less benefit’ are not 
applicable. Under the GSAV law implemented in July 2019, additional real-world evidence can be requested by G-BA 
at the initial assessment for drugs with conditional approval and all orphan drugs. 

Poland There is no separate AOTMiT process but there are ongoing plans to introduce a separate procedure for rare and 
ultra-rare diseases such as the introduction of multi-criteria decision analysis (MCDA) method (Polityka Lekowa 
Państwa 2018–2022). 

Scotland Orphan medicine: A medicine with European Medicines Agency (EMA) designated orphan status (conditions 
affecting fewer than 2,500 people in a population of 5 million) or a medicine to treat an equivalent size of population 
irrespective of whether it has orphan status.

Ultra-orphan medicine: To be considered as an ultra-orphan medicine all criteria listed should be met:
• the condition has a prevalence of 1 in 50,000 or less in Scotland,
• the medicine has an EMA orphan designation for the condition and this is maintained at time of marketing 

authorisation,
• the condition is chronic and severely disabling, and
• the condition requires highly specialised management.

Submissions for medicines that are validated as ultra-orphan according to this definition will be assessed by SMC 
and will then be available to prescribers for a period of up to three years while further clinical effectiveness data are 
gathered. After this period the company will be asked to provide an updated submission for reassessment and SMC 
will make a decision on routine use of the medicine in NHS Scotland.

For medicines used at end of life and for very rare conditions, companies may ask for the medicine to be considered 
at a Patient and Clinician Engagement (PACE) meeting. This additional step allows SMC to hear more evidence from 
patient groups and clinicians on the added value of a medicine which may not always be captured in the company’s 
submission. The output from a PACE meeting is a major factor in SMC decision making. Companies can also submit 
or improve a Patient Access Scheme (PAS), which can help to improve the value for money of the medicine. 

Sweden There is no separate review process in Sweden but TLV can consider a higher cost-effectiveness threshold based on 
unmet need, severity of condition, and limited budget impact due to small populations.
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