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Special Reimbursement Conditions

BACKGROUND

* Four countries (England, Germany, The Netherlands, and Sweden) have special reimbursement conditions for
» According to the European Medicines Agency definition, orphan drugs are intended for diagnosis, prevention, orphan drugs and are presented in Table 2.

or treatment of rare diseases whose conditions affect no more than 5 in 10,000 persons!

Table 2. Countries With Special Reimbursement Conditions for New Orphan Drugs

» Currently, no official definition of “ultra-orphan disorders” has been adopted globally. This informal subcategory
was introduced by the National Institute for Health and Care Excellence (NICE), which applied it to drugs with

Country
indications for conditions with a prevalence of less than 1 per 50,000 persons.?

Overview of Special Reimbursement Conditions

NICE introduced the Highly Specialised Technology Programme for ultra-orphan conditions
(prevalence < 1in 50,000). These are evaluated by an independent advisory committee® This
programme includes broader consideration of value including the nature of the condition, the impact

* Approximately 60 million people in the United States and European Union are affected by a rare disease.®

* Despite orphan drugs’ association with high drug prices, their number is expected to grow at double the rate of

England . . - . .
the rest of the pharmaceutical industry over the next 6 years.’ 9 of the new drug,‘ <.:ost. to the NHS and Personal Social Services, quallty-of-llfe impact on pél_t!ents
and carers, modification of the cost-per-QALY threshold, lower discount rates, and recognition of
uncertainty in the data.
OBJ ECTIVES G There are no specific pricing considerations for orphan drugs, but lack of therapeutic alternatives
ermany . ; - 7
often results in a continued free-pricing approach.

* Orphan drug studies often have lower-quality evidence compared with nonorphan drugs, and economic
evaluations are associated with greater uncertainty, making application of general health technology The
assessment (HTA) rules challenging. Netherlands

Hospitals may apply for full additional funding for orphan drugs; additional temporary funding
considers therapeutic benefit, cost prognosis, and outcomes research; treatment of all patients needs
to be documented in a patient registry; the therapeutic value, the severity of the disease, and the

efficient prescription are important for the listing and funding decision.’
— Limited efficacy and safety profile evidence at launch (small studies reflect small recruitment pool). 5 2 5 2 :

TLV can take a flexible approach to reimbursement based on the level of unmet need and
uncertainty, and may consider a higher cost-effectiveness threshold for orphan drugs. Orphan
diseases are considered severe conditions (conditions in which there is a greater need take
precedence over others). In practice, this takes into account the small patient numbers involved,
limited budget impact, and high unmet medical needs."?

— Limited natural history and epidemiology data.

— Clinical studies are usually noncontrolled, and many are single-arm studies. Sweden

— Many rare diseases affect children, thus impacting parents and caregivers; therefore, the full benefits
of a new drug may not be captured using traditional HTA methods.

. . . . . . . . . QALY = quality-adjusted life-year; TLV = Tandvards-och Lakemedelsformansverket.
* This review identified special HTA and reimbursement considerations introduced for the assessment of orphan quality-acju e-year var ver

drugs and implications for manufacturers. Strategies for Manufacturers to Demonstrate the Value of Orphan Drugs

* Figure 1 presents strategies that manufacturers can employ to improve the robustness of the evidence and
decrease uncertainty in the value assessment of new orphan drugs.

METHODS

+ We conducted a targeted literature search in the PubMed database from January 1, 2016, to April 25, 2018, in Figure 1. Mitigation Strategies to Collate Data and Manage Uncertainty for Orphan Drugs

the English language.
ISSUE

* We supplemented the literature search by conducting desktop research of HTA websites and third-party
websites to identify recent information on HTA considerations and conditions for new drugs for the treatment
of rare diseases.

Short duration of
clinical trials

Limited natural history
and epidemiology data

Single-arm or
uncontrolled trial

Impact of disease on High acquisition
parents and carers : cost

* We searched bibliographies of selected articles for further details.

* Countries included in the search were England, France, Germany, the Netherlands, Sweden, Scotland, and
Wales.

RESULTS

Registry data can be
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impact via economic
modeling
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. benefit of the new drug. :
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patient independence
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to work

Special HTA Considerations

* Three countries (Germany, France, and Scotland) have special HTA considerations for orphan drugs as
presented in Table 1. These include:

£ &

SOLUTION

— Flexibility regarding level of evidence (Scotland and Germany)

— Acceptance of proven additional benefit if the annual budget impact is below a threshold
(€30 million for France and €50 million/year for Germany)

CONCLUSIONS

Although several European countries have introduced special considerations for the assessment and

Table 1. Countries With Special HTA Considerations for Orphan Drugs

Country

Overview of Special HTA Considerations

: . o . reimbursement of drugs for rare diseases, evidence requirements for orphan versus nonorphan drugs are
Certain special HTA criteria are applied to orphan drugs: similar 9 9 P P 9
- Additional benefit is considered proven at marketing authorisation if the annual budget impact is less '
France than €30 million per year for a particular indication * Manufacturers should utilise a range of evidence sources and techniques, including comparative real-world
- An accelerated HTA procedure is available for all innovative drugs (this can also apply to information, to bridge data gaps and address uncertainty to enable equitable decision-making.
nonorphans)®
Certain special HTA criteria are applied to orphan drugs®: REFERENCES
» Higher P values for small sample sizes
. . 1. European Medicines Agency. http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000029.
Use of surrogate endpoints jSp&Mid=WCOb01ac0580b18a4.
G + Additional benefit is considered proven if the budget impact is less than €50 million per year for a 2. NICE Citizens Council. http://www.nice.org.uk/Media/Default/Get-involved/Citizens-Council/Reports/CCReport04UltraOrphanDrugs.
S particular indication pdf.
Higher therapeutic benefit is automatically recognised for orphan drugs (Section 35a, para. 1 clause 10 of 3. Wilson C. Patient ne'gwork and.advocacy.groups. In: Hernberg-StéhI E., Reljanovi¢ M, eds. Orphan drugs: Understanding the rare
the German Social Code Book V) because these drugs had to prove significant additional therapeutic disease market and its dynamics. Cambridge, UK: Woodhead Publishing; 2013.
benefit compared with other possibly already approved drugs as part of the European marketing 4. Kanski A; MM&M. http://www.mmm-online.com/commercial/orphan-drugs-to-grow-twice-as-fast-as-rest-of-the-industry-report/
authorisation procedure’ article/768934/.
) o 5. Tordrup D, et al. Rare Dis Orphan Drugs: Int J Public Health. 2014;1(3):86-97.
Thg PACE is part of the SMC gssessment process for new medlcmess. It can be used to allow a more 6. Bouslouk M. Expert Opin Orphan Drugs. 2016:4:453-5.
flexible approach to considering new orphan or ultra-orphan drugs. )
) ) ) o ) 7. Kawalec P, et al. Orphanet J Rare Dis. 2016;11:122.
e PAC.E plrecess lnvelies engagement V.Vlth [P grpups, Clmlc.al experts, e pharma_ceutlcal 8. Scottish Medicines Consortium. https://www.scottishmedicines.org.uk/how-we-decide/pace/.
companies and allows the gathering of evidence that will allow a discussion on the benefits of a new ) ' -
drug, including how it can impact the quality of the patient’s life and of their carers and wider family. 9. Scottish Government Newsroom. https://news.gov.scot/news/treatments-for-rare-conditions.
This information may not always be captured fully in the conventional assessment process. 10. National Institute for Health and Care Excellence. http://www.nice.org.uk/Media/Default/About/what-we-do/NICE-guidance/NICE-
In October 2018 il be introd dto all fast io ult han d 5 highly-specialised-technologies-guidance/HST-interim-methods-process-guide-may-17.pdf.
n October , @ process will be introduced to allow faster access to ultra-orphan drugs®: ) .
. P . it ¢ p 9 11. Adkins E, et al. Clinicoecon Outcomes Res. 2017;9:327-42.
Scotland o Ve sl g?Yemment \.NIH Inieeles @ n.ew clilniiiicin @ uItra—orphgn miseldires iiel G2 dreet . 12. PPRI Pharma Profile Sweden. https://www.tlv.se/download/18.1d85645215ec7de284611ebd/1510316381520/ppri_pharma_profile_
very rare conditions affecting fewer than 1in 50,000 people—approximately 100 people or fewer in sweden_2017pdf
Scotland. B
» This new definition also allows the SMC to treat some medicines for rare orphan diseases as ultra-
the NHS for at least 3 years while information on its effectiveness is gathered. The SMC will then CONTACT I N FORMATION
review the evidence and may make a final decision on its routine use in NHS Scotland. Anne Heyes, MBA
» Furthermore, medicines that fall under the new definition and which have been recently reviewed by Vice President, Head Market Access and Outcomes Strategy - Europe
SMC but not recommended for routine use will be admitted to the new pathway. ,
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NHS = National Health Service; PACE = Patient and Clinician Engagement Process; SMC = Scottish Medicines Consortium.
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