“If you fail to plan,
you are planning to fail
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BENJAMIN FRANKLIN
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NICE HTA for Orphan Drugs RTT(/)(5)

Health Solutions

Orphan drugs can be considered in 2 pathways:
« HST: for drugs that meet all 4 HST criteria
» TA: for drugs that do not meet the HST criteria

— Most orphan drugs go through this route!

HST criteria

1) The disease is very rare < 1 in 50,000 (< 1,100 people in England)

2) The number of people in England eligible for the drug is < 300 (single indications)
or <500 (across all its indications)

3) The very rare disease significantly shortens life or severely impairs QOL

4) There are no other satisfactory treatment options, or it will offer significant benefit over existing
options

HST = highly specialised technologies; TA = technology appraisals.



NICE HTA - TA Versus HST RTI(H)(s)

Health Solutions

Flexibilities that are different

Technology appraisal Highly specialised technologies

As per previous slide, plus
» The overall size of health benefits to patients/carers.

As per previous slide « Robustness of the current evidence and the contribution
the guidance might make to strengthen it.

» Extent of morbidity and disability with current SOC

Decision-making
flexibility

Willingness-to-

pay threshold £20,000 - £30,000 £100,000
Quantitative QALY weight of x1 to x1.7 can be QALY weight of x1 to x3 can be applied for large QALY
decision ‘modifiers’ applied for severe conditions gains (gains of 10-30 QALYS)

I EREEEIRIE knowledge.
IMERELIENIR understanding.




CEA of ERT in Infantile-onset Pompe disease in Iran
(Dr. Majid Davari et al)




Recent ICER White Paper Summary of Policy Options (April 2022)

Strengthen Evidence Generation:

« Update ICD-10 codes to reflect the rare disease
* Fund patient registry development
+ Clarify evidence expectations

Pricing Options:

» Consider outcomes-based or volume-based contracts

+ Consider indication-based pricing
* Pursue value-based pricing

HTA <
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approved
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| | |
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Standard reimbursement

Post-HTA
e.g., Innovative Medicines Fund (UK), Life Saving Drugs Program
(Australia)




Orphan Drug: Time to Reimbursement RTI (/)(5)

Health Solutions

2-3 years gap between launch in the US and all Europe-5

Time to pricing and reimbursement for orphan drugs launched in 2021

] Time to pricing [ Time to reimbursement
+ Reimbursement and
launch occur almost

United States . .
simultaneously in

Germany Germany, Japan,
Japan and ltaly
ltaly » Average time pricing

and reimbursement:
— UK: 572 days

— France: 660 days

— Spain: 730 days

United Kingdom

France

Spain

Reimbursement data for the US is not provided.
Source: GlobalData, Poli - Get the data - Created with Datawrapper

collaboration between regulatory agencies, pharmaceutical companies, patient advocacy groups, and healthcare providers.

Elevidys : accelerated approval 2023
Vozoritide: accelerated approval 2021, NICE: not yet.



reimbursement

« Uncertain reimbursement and market access: Orphan drugs often face challenges in obtaining
reimbursement and market access due to their high costs and limited patient population. This can
make it difficult for patients to access these drugs, even after regulatory approval.

DbU Jds @l Gidly Sy 5 gloygl Slag)ly druwgi g $adad ly wle gilie Gaeli lle gilie Gaeli *
_LquJ |_9.w_) S| U.S.o.o O J_9| L_JlQ.LQ2J LSl)J wdlo -_uLo.>_9 ClJl.on > ¢u|)Lo.u _)_9.1.,05 9 dgl>xo

Cod 7 2Vl o §gaio § oSl dodg Laydy e



sl Ol

* Limited patient population: Orphan drugs are developed for rare diseases, which means that the
patient population for these drugs is small. This can make it difficult to conduct clinical trials and
gather enough data to demonstrate safety and efficacy.

« Difficulty in recruiting patients: Due to the small patient population, recruiting enough patients for
clinical trials can be challenging. This can lead to delays in drug development and regulatory
approval.
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* Lack of natural history data: Rare diseases often have limited information
available on their natural history, progression, and clinical outcomes. This
lack of data can make it challenging to design clinical trials and establish

appropriate endpoints.
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* High development costs: Developing orphan drugs can be costly, mainly due to the limited patient
population and the need for specialized infrastructure and expertise. The high development costs
can discourage pharmaceutical companies from investing in orphan drug development.
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Regulatory approval process

» The regulatory approval process for orphan drugs can be complex and time-consuming.
Companies need to demonstrate safety and efficacy through clinical trials, which can be
challenging due to the small patient population and limited data.




Post-marketing surveillance

 After regulatory approval, orphan drugs may still face challenges in terms of post-marketing
surveillance. Monitoring the long-term safety and effectiveness of these drugs can be challenging
due to the small patient population and limited resources.
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(DR. Davari et al)
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