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Background

Drugs for rare diseases (DRDs), also referred to as orphan drugs in some
jurisdictions, are typically small-molecule drugs or biopharmaceuticals (referred
to collectively herein as “drugs”) used to treat rare diseases. Due to a shift in the
focus of the biopharmaceutical industry’s research and development priority from
blockbuster to niche drugs, the DRD pipeline and the number of marketed DRDs
are expanding.

The purpose of this Environmental Scan is to provide an overview of the DRD
landscape in Canada and globally. This information may assist drug policy
decision-makers, as well as other stakeholders, in understanding the landscape
of DRDs and their review and reimbursement.

Several countries have legislation specific to DRDs. This legislation is designed
to stimulate research into DRDs and make it financially viable for drug
manufacturers through incentives. Definitions for rare diseases differ based on
various jurisdictions’ related legislation or policies, and thus, there is no single
definition for rare diseases that is accepted worldwide. These definitions typically
include a criterion of disease incidence or prevalence; for example (see also
Table 1):

e According to the Orphan Drug Act, the US FDA considers a rare disease to
be one that affects fewer than 200,000 Americans.!

e Orphan drug designation by the European Medicines Agency (EMA) uses a
condition prevalence in the European Union (EU) of not greater than five in
10,000 people affected (i.e., one in 2,000).%°

e InJapan (Ministry of Health, Labour and Welfare), granting of orphan drug
status is considered for drugs that meet specific criteria, including a disease
affecting fewer than 50,000 people in Japan.*®

e Australia’s Therapeutic Goods Administration, for purposes of orphan drug
designation, states that a rare disease is one with a prevalence of fewer than
2,000 people in Australia at any time if the application is for a vaccine or an
in vivo diagnostic agent. For medicines, the definition of prevalence or
incidence of rare disease is not stated.”®

e In South Korea (Ministry of Food and Drug Safety), rare diseases are
defined as diseases affecting fewer than 20,000 people.’
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e Taiwan’s Department of Health classifies a rare disease as one that is
prevalent in fewer than one in 10,000 people of the population, is difficult to
diagnose and treat, and has a genetic origin.’

e  For Alberta’s publicly funded drug plan, a rare disease is defined as a
genetic lysosomal storage dlsorder that occurs at a frequency of fewer than
one per 50,000 Canadians.™®

e Ontario’s publicly funded drug plan’s working definition of rare disease
includes those with an incidence rate of fewer than one in 150,000 live births
or new diagnoses per year.™

e Health Canada’s draft definition of a rare disease is one that affects fewer
than five in 10,000 persons in Canada.™

Generally, rare diseases are considered to be severe, progressive, degenerative,
life-threatening, or chronically debilitating, with a low prevalence.”*** A large
proportion (65% to 75%) of rare diseases have their onset in childhood.**"® The
majority (80%3) of rare diseases are genetic in orlgln affecting between 3% and
4% of births,™*’ or have a genetic component.** Allergic, infectious (bacterial or
viral), degenerative, proliferative and environmental (e.g., chemicals, radiation),
or combinations of genetic and environmental causes have been recognized as
well, yet in other cases specific causes remain unknown.***"*¢ A large
percentage of rare diseases undergoing active research are cancers; '8 however,
DRDs encompass all therapeutic areas.

Table 1: Rare Disease Definitions

US Food and Drug “The number of people affected by the disease or condition for which the drug is to
Administration be developed is fewer than 200,000 persons; or there is no reasonable expectation
that the sales of the drug will be sufficient to offset the costs of developing the drug
for the US market and the costs of making the drug available in the United States.”

European Medicines “The medicine must be intended for the treatment, prevention or diagnosis of a
Agency disease that is life-threatening or chronically debilitating; the prevalence of the
condition in the EU must not be more than 5 in 10,000 or it must be unlikely that
marketing of the medicine would generate sufficient returns to justify the investment
needed for its development; no satisfactory method of diagnosis, prevention or
treatment of the condition concerned can be authorised, or, if such a method exists,
the medicine must be of significant benefit to those affected by the condition.””
Japan’s Ministry of Health, “The number of patients who may use the drug should be less than 50,000 in Japan.
Labour and Welfare The drugs should be indicated for the treatment of serious diseases, including
difficult-to-treat diseases. In addition, they must be drugs for which there are high
medical needs satisfying one of the following criteria: 1. There is no appropriate
alternative drug or treatment 2. High efficacy or safety is expected compared with
existing products.”

Australia’s Therapeutic “The medicine must be intended to treat, prevent or diagnose a rare disease; or must
Goods Administration not be commercially viable to supply to treat, prevent or diagnose another disease or
condition. For a vaccine or in vivo diagnostic agent, the application must also state
that the vaccine or agent will be administered in Australia to not more than 2,000
people in each year after it is registered for use for the disease or condition.””

Health Canada (proposed “A drug intended for the diagnosis, treatment, mitigation or prevention of a life-
definition)? threatening, seriously debilitating, or serious and chronic disease or condition
affecting not more than five in ten thousand persons in Canada, and the drug is not
currently authorized by the Minister or if currently authorized, it will provide a
potentlaII}/ substantial benefit for the patient distinguishable from the existing
therapy.’

# The Health Canada framework is still in draft and a rare disease definition has not yet been finalized nor approved.
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Although each rare disease on its own may affect only a small number of
individuals, it is estrmated that there are between 6,000 and 8,000 distinct rare
diseases WorIdW|de ® with almost weekly reporting of newly |dent|f|ed
disorders,** and approximately 250 new diseases identified annually
Prevalence of rare diseases can vary among the populations of different
countries.” Accordlng to the Canadian Organization for Rare Diseases éCORD),
rare diseases affect one in 12, or approximately 2.8 million Canadians.'® Thus,
there is a “paradox of rarrty”13 in that although individually the diseases are rare,
a significant portion of a country’s population can be affected. In addition, others
may be at risk for or have a rare disease, but remain unaware or undragnosed
Thus, collectively, rare diseases represent a substantial health burden |n Canada
and worldwide, with an estimated 350 million people affected globally.?

Given the nature of rare dlseases they can significantly affect a patient’s
autonomy and quality of life.2%? For the majority of these diseases, there are
currently no specific treatments available to cure or modify the disease.™*
Furthermore, drug therapies that have been developed for rare diseases are
usually expensive (Appendix 1). As noted by Gupta: “Above and beyond worrying
about expensive therapies, patients diagnosed with a rare disease are often
surprised to learn that there is limited scientific knowledge about the causes and
natural history of their condition and little or no ongoing research.”?®

With or without available treatments, patients face significant challenges in
obtaining appropriate care, due to factors such as a lack of physician knowledge
about rare diseases or symptoms of a rare disease being masked by or confused
with other condrtrons both of which can lead to significant delays in arriving at an
accurate dlagn05|s Accordlng to patients with rare diseases surveyed for a
recent report ? it takes US patients an average of 7.6 years and United Kingdom
(UK) patients an average of 5.6 years to receive an accurate diagnosis, typically
involving as many as eight physicians (four primary care and four specialists). In
addition, two to three misdiagnoses are typical before arriving at a final
diagnosis. Once patients are correctly diagnosed, they often face inequities and
challenges in accessing any existing, approved, and typically costly, treatments.
Thus patients, their families, or caregivers can be heavily burdened financially
and emotionally as they seek accurate diagnosis, information, support, and
treatments for these rare conditions.

Objectives
This Environmental Scan will address the following questions:

A. Drugs for Rare Diseases Regulatory Trends for FDA, European
Medicines Agency, and Health Canada

1) What has been the trend for orphan drug designation and approvals in
the US since the enactment of the 1983 US FDA Orphan Drug Act?

2) What has been the trend for orphan drug designation and approvals by
the EMA since the Regulation on Orphan Medicinal Products came into
force in 2000?

3) What is the status of an orphan drug regulatory framework in Canada?

B. Biopharmaceutical Industry Pipeline for Drugs for Rare Diseases
1) How is the DRD pipeline evolving?

2) What is the current and predicted market volume of DRDs, and their
financial effect?
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C. Health Technology Assessment Reimbursement Frameworks for Drugs
for Rare Diseases

1) How are HTA and reimbursement perspectives evolving in the DRD
evaluation area? (l.e., are DRD-specific evaluation frameworks used,
and is cost-effectiveness a mandatory consideration?)

2) Do any of Canada’s publicly funded drug plans use a DRD-specific
evaluation framework to evaluate DRD funding?

Findings

A. Drugs for Rare Diseases Regulatory Trends for US FDA,
European Medicines Agency, and Health Canada
Under normal drug marketing conditions, the pharmaceutical industry historically
lacked incentive to commit the high costs associated with developing a new drug,
estimated to be in the millions or billions of dollars per drug,?*?’ to the small
number of patients suffering from a specific rare disease. Expected product sales
would be inadequate to cover the costs of bringing the drug to the market,
making such development financially unviable for industry. |

However, over the past 30 years, research, development, and availability of
innovative drugs to treat rare diseases have been enhanced through the
introduction of orphan drug legislation and associated orphan drug policy
economic incentives.?® Since the first orphan drug legislation was introduced in
1983 in the US (the Orphan Drug Act), other countries — including Singapore
(1991), Japan (1993), Australia (1997), the EU (1999), Taiwan (2000), and South
Korea (2003) — have also enacted regulatory frameworks for developing orphan
drugs.®?**® Examples of incentives for industry to research and develop drugs to
treat rare diseases vary per country and include research protocol assistance,
tax incentives, expedited regulatory reviews, reducing or waivina% drug application
fees, tax credits, and defined periods of market exclusivity.zs'sl’ (See
Appendices 2 and 3.)

Orphan Drug Designation and Approval Trends in the US

The US Orphan Drug Act was enacted in 1983. Under the Act, a drug may be
granted special status to treat a rare disease. For a drug to qualify for orphan
designation, both the drug and the disease must meet criteria specified by the
Act (see Table 1). The orphan designation qualifies the manufacturer for various
development incentives (specified in Appendix 2). The regulatory requirements
and process for obtaining marketing approval are the same whether or not an
orphan drug designation is granted. The drug must still prove its safety and
effectiveness through adequate studies.®

The US FDA has mandated the Office of Orphan Products Development to
evaluate scientific and clinical data submissions from manufacturers to identify
and designate DRDs. Another function of this Office is to work with the medical
and research communities, professional organizations, academia, governmental
agencies, industry, and rare disease patient groups on rare diseases issues. The
Office also manages the Orphan Products Grants Program, which provides
funding for clinical research that evaluates DRDs.*

The orphan drug legislation in the US has been highly successful in incentivizing
the development of orphan drugs.35 In the eight to 10 years before its enactment,
the FDA had approved only 10 DRDs for marketing.36 According to the US FDA
Orphan Drug Designations and Approvals database, between 1983 and January
18, 2016, a total of 3,624 orphan drug designations have been made (note that
this figure includes designations that have been withdrawn) and 515 of these
designated drugs had received marketing approval (45 of these drugs were
marketed under the Orphan Products Development Grants program).38 Based on
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these figures, approximately 14% of US orphan drug designations have been
approved. Figure 1 summarizes the number of orphan drug designations and
unique orphan drug approvals from 1984 to May 2013.

While the US Orphan Drug Act is specific to DRDs, other Regulatory

Designations may be granted for drugs that do not qualify as a DRD if they meet
specified criteria. These definitions are provided in Appendix 4, for information.

Figure 1: Orphan Drug Designations and Unique Orphan Drug Approvals in the US 1984 to May 2013
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Reprinted by permission from the Royal Society of Chemistry.*

From an average of 63 designations per year in the 1990s, the number of US
orphan drug designations has doubled to an average of 126 designations per
year between 2001 and 2010, reflecting increased biopharmaceutical industry
interest in developing drugs to treat rare diseases. The number of orphan drug
approvals between 1984 and 2010 has remained relatively constant; however, as
the total number of US drug approvals has been declining since the peak in the
1990s, the proportion of new drug approvals attributed to orphan drugs has risen
from 17% in the 1990s to greater than 35% between 2008 and 2010. |

Figure 2 provides a breakdown of US orphan drug approvals by therapeutic area
from 2006 to 2011. The majority of approvals (33%) were for oncology products;
the next largest therapeutic categories, accounting for 17% of approvals each,
were gastrointestinal disorders and inborn errors of metabolism, and neurological
conditions. Immunological diseases and rheumatology disorders each
represented 8% of approvals for this time period. The remaining 17% of
approvals were other therapeutic areas, each representing less than 5%. %

Orphan Drug Designation and Approval Trends in the European
Union

In the year 2000, the Regulation on Orphan Medicinal Products of the EU
(Regulation [EC] No 141/2000 of December 16, 1999) came into force. As with
the US Orphan Drug Act, its intention was to offer incentives to industry for
developing and marketing drugs to diagnose, treat, or prevent rare conditions
(Appendix 2).*

The number of orphan drug designations granted by the European Commission
for the EU has increased steadily over the first 12 years of the orphan drug
program. From 14 designations granted in the initial year to a total of 148 granted
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designations in 2012, almost 1,100 designations (not excluding expiries or
withdrawals) have been granted from 2000 to 2012 inclusive.* These orphan
drug designations correspond to a total of 79 individual drugs that have received
centralized marketing authorization for the EU from 2000 to 2012, representing
approximately 7% of all orphan drug designa’rions42 (Figure 3). Note that,
following EMA central authorizations, individual EU member states are
responsible for the funding of orphan drugs in their various jurisdictions.

Figure 2: US Orphan Drug Approvals by Therapeutic Area (2006 to 2011)
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Reprinted by permission from Macmillan Publishers Ltd.*

Figure 3: European Union Orphan Drug Designations Granted and Approved; Individual Drugs Approved for
Marketing (2000 to 2012)
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For the years 2000 to 2011, the most common therapeutic area for positive
orphan drug designation opinions from the EMA’s Committee for Orphan
Medicinal Products was oncology (41%), followed in decreasing order by
musculoskeletal and nervous system (12%), metabolism (12%), cardiovascular
and respiratory (8%), immunological (7%), anti-infectious (4%), and hematology
drugs (3%). Therapeutic categories individuaIIY representing less than 3% of the
total are captured under the category “other.”*

For the years 2000 to 2014, Figure 4 illustrates the distribution of opinions from
the EMA by therapeutic area, for 1,430 positive opinions.**

Figure 4: European Union Positive Opinions by Therapeutic Area (2000 to 2014)
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Source: Orphan medicines figures 2000 to 2014. Updated January 1, 2015.*

Proposed Orphan Drug Regulatory Framework for Canada
Canada has no established national policies or legislative framework specifically
for DRD development and market approval. On October 3, 2012, the Federal
government announced the development of an orphan drug framework for
Canada.”® This legislative framework would be life cycle—based, encompassing
the designation, authorization, and post-market monitoring of orphan drugs, as
well as incentivizing related innovative research in Canada.*® These regulations
would be aligned with those of the FDA and EMA as much as possible, and are
intended to provide timelier access to orphan drugs to Canadians with rare
diseases.”’

Health Canada has since developed a draft discussion document proposing a
comprehensive orphan drug framework with a goal of providing Canadians with
access to orphan drugs without compromising their safety.47 The document
outlines an internationally aligned orphan drug regulatory scheme that aims to
provide transparency in gathering and sharing orphan drug information with all
stakeholders (including patients, health care professionals, researchers, and
payers), as well as international regulatory partners.12
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The Health Canada draft discussion document for the orphan drug regulatory
framework™? proposes defining an orphan drug as one that meets the following
criteria:

e Adrug “intended for the diagnosis, treatment, mitigation or prevention of a
life-threatening, seriously debilitating, or serious and chronic disease or
condition affecting not more than five in ten thousand persons in Canada”,
and

e Adrug that “is not currently authorized by the Minister or if currently
authorized, it will provide a potentially substantial benefit for the patient
distinguishable from the existing therapy.”*?

In keeping with orphan drug regulatory frameworks in other countries, sponsors
would be asked to submit applications for orphan drug designation to Health
Canada. Those meeting the application requirements, which include Health
Canada’s definition of an orphan drug, would qualify for the formal granting of an
orphan drug designation. In addition, Health Canada also proposes that it would
recognize orphan drug designations made by other recognized international
regulatory agencies (e.g., the US FDA, EU EMA).

A Health Canada orphan drug designation would subsequently provide drug
sponsors with access to a number of proposed regulatory incentives, including:

e Scientific and clinical trial protocol advice by Health Canada or in common
with international regulators

e  Priority review of the drug submission
e Regulatory fee reductions (for small to medium enterprises)

e Linkage with the existing eight-year market exclusivity post approval (plus an
additional six months for drugs with qualifying pediatric study results).

In order to promote orphan drug research, innovation, and increased potential for
drugs to successfully reach the market, Health Canada’s proposed orphan drug
regulatory framework would be aligned with other jurisdictions in that it would
allow:

e Granting of orphan drug designations to multiple sponsors submitting
applications for the same drug indicated for the same rare disease

e Granting of multiple orphan drug designations for different rare diseases to a
single drug.

Because of the large number of identified rare diseases, Health Canada
recognizes that it will not always have the necessary in-house scientific and
medical expertise to evaluate all DRD regulatory submissions. Therefore, when
necessary, the framework indicates that Health Canada will seek advice from
external experts to assist in making the best possible regulatory decisions for
these drugs.

In addition, patient input will be sought to provide insight into disease severity
and level of unmet medical need for a particular rare disease, to be taken into
consideration in the regulatory approval process. On August 6, 2014, Health
Canada announced a pilot project that aims to target patient input from
Canadians with rare diseases to help inform future reviews of orphan drugs, and
that will simulate how patient input will be gathered and incorporated into the
drug submission review process once the orphan drug framework takes effect.
Patient feedback will include comments on how the rare disease affects their
ability to manage their day-to-day lives, what treatments (if any) are currently
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available, what therapeutic benefits are most important to them, and their risk
tolerance for new treatments.*®

When the research for this Environmental Scan was gathered, the framework for
Canada had not yet been finalized.

B. Biopharmaceutical Industry Pipeline for Drugs for Rare
Diseases

1) Drugs for Rare Diseases Pipeline

The DRD pipeline is rapidly evolving. Pipeline information is, for the most
part, proprietary and as such cannot readily be obtained. There are several
US and European websites that may be of interest to the reader, as listed in
Table 2. These websites are not specific to pipeline drugs; however, they
provide an overview of the orphan drugs currently approved in the US or
Europe, or that have orphan drug designation.

Table 2: Relevant DRD Websites

European Commission Register of designated http://ec.europa.eu/health/documents/community
Orphan Medicinal -register/html/orphreg.htm
Products
European Medicines Agency Rare disease designations | http://www.ema.europa.eu/ema/index.jsp?curl=p
ages/medicines/landing/orphan_search.jsp&mid
=WC0b01ac058001d12b
US FDA Orphan drug designations | http://www.accessdata.fda.gov/scripts/opdlisting/
and approvals oopd/index.cfm
US National Institutes of Health Rare diseases with FDA- https://rarediseases.info.nih.gov/gard/diseases-
approved medical with-medical-products/A
products
US pharmaceutical research A report on orphan drugs http://www.phrma.org/sites/default/files/pdf/Rare
companies in the pipeline Diseases_2013.pdf

DRD = drugs for rare diseases.

2) Current and Predicted Drugs for Rare Diseases Market
Volume and Financial Impact

Global Orphan Drug Sales

The worldwide orphan drug market is expected to grow significantly in the
future (Figure 5). A 2014 report forecasts that by 2020, global orphan drug
sales will grow to $176 billion, and orphan drugs will represent 19% of the
total share of prescription drug sales (excluding generics).49
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Figure 5: Worldwide Orphan Drug Sales and Share of Prescription Drug Market (2000 to 2020)

Worldwide Orphan Drug Sales & Share of Prescription Drug Market (2000-20)
Source: EvaluatePharma® (27 OCT 2014)
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According to the Pharmaceutical Research and Manufacturers of America
(PhRMA),** the organization that represents US-based biopharmaceutical
researchers and biotechnology companies, the number of DRDs in development
in the US has been rising steadily over the years. Based on PhRMA reports on
the topic of rare disease, the number of drugs in development for rare diseases
has tripled, from 133 drugs in 1989 to 452 in 2013 (Table 3).

Table 3: Number of Drugs for Rare Diseases in Development

Year of PhRMA Report Number of Drugs in Clinical Trials or Awaiting FDA Review

1989 133
1991 176
2007 303
2011 460
2013 452

PhRMA = Pharmaceutical Research and Manufacturers of America.
Source: Table based on information from PhRMA.*-%?

In 2013, the majority of DRDs being developed in the US were for the treatment
of rare cancers (185 drugs). Genetic disorders (85 drugs), neurological disorders
(32 drugs), and infectious diseases (28 drugsg represented the next three largest
therapeutic categories specifically identified.®
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C. Health Technology Assessment Reimbursement
Frameworks for Drugs for Rare Diseases

1) Health Technology Assessment and Reimbursement
Perspectives

A 2015 research paper reported that among the top 20 gross domestic product
countries, most utilize a centralized review process as the first step in reviewing
DRDs, and some utilize a complementary type oféprogram to reconsider drugs
that failed to receive a positive recommendation.®® The report notes that none of
the reviewed countries has created a separate review process for DRDs, with the
exception of the UK.

Table 4 summarizes how DRDs are reviewed for the following selected HTA
organizations:

e CADTH (the Canadian Agency for Drugs and Technologies in Health) in
Canada

e Australia’s Pharmaceutical Benefits Advisory Committee (PBAC)

e Haute Autorité de Santé (HAS) in France

e Germany’s Institute for Quality and Efficiency in Health Care (IQWiG)
e Scotland’s Scottish Medicines Consortium (SMC)

¢ National Institute for Health and Care Excellence (NICE) in the UK.

Table 4: HTA Reimbursement Perspectives for Selected HTA Organizations

Is Cost-Effectiveness a
Required Element of the

Details of Process, When
Applicable

Country
(HTA

Separate Reimbursement Review
Process for DRDs (Yes/No)?

Organization)

Reimbursement
Submission?

PBAC acceptance as clinically effective,
but listing rejected due to failing required
cost-effectiveness criteria.

PBAC submission guidance states:
“PBAC is aware of, and sympathetic to,
the difficulties faced by sponsors of
orphan drugs. Furthermore, the
committee does not set a minimum
standard for the type and level of
evidence or other information that can be
included in a submission to PBAC.
However, it would be unlawful for PBAC
not to consider comparative costs and
effectiveness.”™*

The “rule of rescue” may be applied as a
supplement to orphan drug submissions
if the 4 delineated factors are present
(see below); however, the rule does not
replace consideration of evidence-based
comparative cost-effectiveness.

acceptable for LSDP funding, and
in formulating a recommendation
to the Minister:

A drug must meet the following
criteria:®

The TGA has approved the
drug and its indication for
treatment of a clinically
definable rare disease.

The disease can be
identified with reasonable
diagnostic precision.
Age-specific life expectancy
of affected patients is
significantly reduced, as
supported by
epidemiological and other
study evidence acceptable
to PBAC.
PBAC-acceptable evidence
supports direct and
substantial lifespan

Canada No; regular submission and review Not applicable Yes
(CADTH) process through CDR or pCODR is
currently followed.
Australia No specific DRD evaluation program for LSDP Funding:*® PBAC (initial submission) —
(PBAC, Australia, but potential options for PBAC looks at the following issues | yes
LSDP) funding DRDs through LSDP, following in deeming a submission

LSDP (PBAC rejected due to
cost-effectiveness) — initial
PBAC submission stands and
only additional economic
requirement for LSDP is to
indicate if the drug has been
previously rejected for PBS
listing due to failing cost-
effectiveness criteria.
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Country
(HTA

Organization)

Separate Reimbursement Review
Process for DRDs (Yes/No)?

PBAC has a “rule of rescue,” with the
following 4 factors:*

e  There are no drug or non-drug
treatments available in Australia
for patients with the specific
medical condition.

e  The medical condition is severe,
progressive, and expected to result
in premature death.

e  The medical condition applies to a
very small number of patients.

e  The proposed drug qualifies as a
rescue from the condition by
providing worthwhile clinical
improvement.

Submissions for rare diseases that

. PBAC finds clinically effective but
ineligible for listing on the PBS due
to cost-effectiveness issues, and

e  meet the 8 LSDP-specified funding
criteria are referred to the LSDP
(see next column) for review and a
decision on potential funding using
a separate budget.

Details of Process, When
Applicable

extension for patients

treated with this drug.

. PBAC has accepted the
clinical effectiveness, but
rejected the cost-
effectiveness criteria for
listing this drug on the PBS
Schedule.

. No alternative life-saving
drugs are available for
hospital in-patients or listed
on the PBS for treating this
specific disease. (Note:
Availability of an alternative
drug for this condition under
the LSDP does not preclude
consideration of this drug as
well.)

e  There are no suitable,
recognized, cost-effective
non-drug therapies available
for this condition.

e  The annual cost of the drug
would be considered an
unreasonable financial
burden for the patient or
guardian. (Note: Annual cost
defined as (cost/dose) x
(expected #
doses/year/patient)®> PBAC
also considers and provides
advice in consideration of
the following, if applicable:

o  The proposed drug
price is compared with
the drug’s effective
price in comparable
overseas markets.

o  The proposed drug
price is compared with
any comparable LSDP-
funded drugs.

There are also specific patient
eligibility criteria for the drug, as
well as ongoing monitoring
requirements that, once approved
for therapy, must be met for initial,
as well as ongoing, LSDP funding.
These are outlined in the various
Medical Condition Guidelines
Templates.®®

CADTH

Is Cost-Effectiveness a
Required Element of the
Reimbursement
Submission?

France (HAS)

No publicly available information found
regarding a separate process.

Not applicable

Not applicable (HAS does not
examine any economic
evidence)®’

Germany
(IQWIG)

No publicly available information found
regarding a separate process.

There is no process described per
se, although the following has
been stated:*®

“Orphan drugs have a special
status in the early benefit

Yes
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Country Separate Reimbursement Review Details of Process, When Is Cost-Effectiveness a
(HTA Process for DRDs (Yes/No)? Applicable Required Element of the

Organization) Reimbursement
Submission?

assessments of pharmaceuticals
with new active ingredients. In
accordance with statutory
requirements (SGB V,

section 35a, paragraph 1,
sentence 10) the additional
medical benefit of these
medications is already proved
through market authorization.
Proof of medical benefit and
additional medical benefit over an
appropriate comparator need not
be submitted. Only the extent of
additional benefit must be proved
for the number of patients and
patient groups for whom a
therapeutically significant
additional benefit exists (G-BA
rules of procedure, chapter 5,
section 12, number 1, sentence 2).
In principle, this statutory provision
assumes an additional benefit for
the orphan drug authorized. It
does not require a relevant
scientific assessment of the
pharmaceutical as a foundation.
Based on this statutory
requirement, the G-BA determines
the extent of additional benefit for
orphan drugs with revenues not
exceeding 50 million euros in the
past 12 months based on market
authorization and its substantiating
studies. This limitation on the
benefit assessment of orphan
drugs resulting from the link to
market authorization no longer
applies if revenues from the
pharmaceutical received through
the statutory health insurance at
pharmacy retail prices, including
VAT, exceed 50 million euros over
the past 12 months.”

Scotland No. The SMC has changed the way it Pharmaceutical companies will be | Yes
(SMC) evaluates end-of-life medicines and asked to state in their SMC
medicines to treat very rare conditions. Submissions whether the
As of May 2014, pharmaceutical medicine is in 1 of 3 categories
companies are able to request that SMC (end-of-life medicine, orphan
convenes a PACE group (see next medicine, or ultra-orphan
column).*® medicine) and to provide

supporting evidence and rationale.

. End-of-life and orphan
medicines

A submission for an end-of-life or
orphan medicine will be made
using the same submission form
as before. The medicine will be
evaluated by the NDC in the usual
way. If the advice for the medicine
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Country Separate Reimbursement Review
(HTA Process for DRDs (Yes/No)?

Organization)

Details of Process, When
Applicable

CADTH

Is Cost-Effectiveness a
Required Element of the
Reimbursement
Submission?

is “not recommended” following
NDC, the pharmaceutical
company can choose to request
that SMC convenes a PACE
meeting.

Each PACE group will be tailored
to the medicine under
consideration. The aim of the
PACE group is to describe the
added benefits of the medicine,
from both patient and clinician
perspectives, that may not be fully
captured within the conventional
clinical and economic assessment
process, including but not limited
to clinical issues, added value of
the medicine for the patient, and
added value of the medicine for
the patient’s family and/or carers.

e  Ultra-orphan medicines

A submission for an ultra-orphan
medicine used in extremely rare
conditions will be assessed in a
different way from the current
process, although the submission
will move through the NDC and
the SMC in the same way as
before.

To assess ultra-orphan medicines,
SMC will use a framework of
explicit decision-making criteria,
including the nature of the
condition, impact of the medicine,
impact of the technology beyond
direct health benefits and on
specialist services, costs to the
NHS and Personal Services, and
value for money. A cost-
effectiveness ratio will still be
requested as part of the company
submission, but there may be
circumstances where the choice of
economic appraisal methodology
has to be more flexible, given the
available data and nature of the
condition.

It is important to capture clinicians’
and patients’ views on ultra-
orphan medicines through the
PACE approach, if required, and
this would happen in the same

ENVIRONMENTAL SCAN Drugs for Rare Diseases

15




Country
(HTA

Organization)

Separate Reimbursement Review
Process for DRDs (Yes/No)?

Details of Process, When
Applicable

way as described under end-of-life
or orphan medicines.

Patient Access Schemes

If the NDC’s advice for an end-of-
life, orphan, or ultra-orphan
medicine is “not recommended,”
the company will also have the
option to offer a new or revised
Patient Access Scheme aimed at
making their product better value
for the NHS in Scotland.®

CADTH

Is Cost-Effectiveness a
Required Element of the
Reimbursement
Submission?

UK (NICE)*

Yes. Effective April 2013, NICE is
responsible for coordinating the
evaluation of expensive ultra-rare orphan
drugs. An interim method that builds on
the framework used by AGNSS has
been developed for the evaluation of
highly specialized drugs.

The Highly Specialized Technologies
Programme considers only drugs for
very rare conditions, and these
evaluations are recommendations on the
use of new and existing highly
specialized medicines and treatments
within the NHS in England.®?

The evaluation of technologies by
the Highly Specialised
Technologies Programme
engages a specific evaluation
committee that is an independent
advisory body. The committee —
comprising individuals who work in
the National Health Service,
pharmaceutical and medical
devices industries, patient and
caregiver organizations, and
relevant academic disciplines —
makes recommendations to NICE
for or against the use of a
technology based on its costs and
benefits.

“Given the very small numbers of
patients living with these very rare
conditions a simple utilitarian
approach, in which the greatest
gain for the greatest number is
valued highly, is unlikely to
produce guidance which would
recognize the particular
circumstances of these very rare
conditions. These circumstances
include the vulnerability of very
small patient groups with limited
treatment options, the nature and
extent of the evidence, and the
challenge for manufacturers in
making a reasonable return on
their research and development
investment because of the very
small population treated.”®®

The following criteria are taken
into consideration during the
evaluation:

. Nature of the condition
(including morbidity or clinical
disability with current
standards of care; effect on
caregivers’ quality of life;
current treatment options)

. Impact of the new technology
(clinical effectiveness;

NICE (Highly Specialised
Technologies Programme) —
yes
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Country Separate Reimbursement Review Details of Process, When Is Cost-Effectiveness a
(HTA Process for DRDs (Yes/No)? Applicable Required Element of the

Organization) Reimbursement
Submission?

magnitude of health benefits
for patients, and caregivers
when appropriate)

. Cost to the NHS and PSS
(including budget impact;
robustness of costing and
budget impact information;
patient access agreements)

e  Value for money (benefit
compared with current
treatment; other resources
needed to use the
technology; impact on budget
available)

e Impact beyond direct health
benefits (are there any such
benefits, are costs or savings
incurred outside of the NHS
and PSS)

e Impact on delivery of the
specialized service (staffing
and infrastructure
requirements, such as
training, planning for
expertise).®®

2) Drugs for Rare Diseases—Specific Reimbursement
Programs in Canada
In Canada, following the review of new drugs through the CADTH Common
Drug Review (CDR) or the CADTH pan-Canadian Oncology Drug Review
(pCODR), reimbursement decisions are made at the provincial and territorial
levels. All jurisdictions have general reimbursement processes, while five
provinces have established processes for DRD reimbursement: British
Columbia, Alberta, Saskatchewan, Ontario, and New Brunswick.>*®* In a
recent publication, Menon et al. provided a detailed review of the
mechanisms through which provincial and territorial drug plans provide
reimbursement of drugs, including DRDs.% The reader is referred to this
work for further information.

Additional information regarding Alberta and Ontario’s DRDs programs is
provided below. Of note, the New Brunswick provincial government provides
coverage through the New Brunswick Drugs for Rare Diseases Plan, which
assist patients with rare diseases who face high drug costs.® Partnering with
Ontario, it includes drugs that have been reviewed through the Ontario DRD
Framework.®®

Alberta

Alberta has a Rare Disease Drug Program for eligible Albertans under its
publicly funded drug plan. This program was developed for ethical and
compassionate reasons to help affected individuals with the exceptionally
high costs of DRDs.*

For the purposes of this program, a rare disease is defined as a genetic
lysosomal storage disorder occurring in fewer than one in 50,000
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Canadians. Drug products for the treatment of the following diseases are
considered for coverage: Gaucher Disease, Fabry Disease,
Mucopolysaccharidosis | (MPS 1) Hurler/ Hurler-Scheie, Hunter Disease, and
Pompe Disease.

Submitted applications are reviewed by Alberta’s Rare Disease Clinical
Review Panel, which is a Ministry-appointed panel consisting of rare
disease—treating specialists and other health care professionals with related
clinical expertise.®

Rare Disease Drug Coverage Applications can be submitted for an individual
patient by their “rare disease specialist,” as defined by each drug’s eligibility
criteria. When applying for coverage of a DRD, applicants must consent to a
number of conditions should coverage be approved. These conditions are as
follows:

e Conditional initial and continued coverage are dependent upon clinical
outcomes.

e Ongoing clinical outcome monitoring is mandatory.

e Inadequate patient response or deterioration, as defined by pre-
established withdrawal criteria for a specific drug and/or as assessed by
the program’s clinical review panel, will dictate coverage
discontinuation.®’

Note that the presence of a significant iliness likely to affect life expectancy,
outside of the rare disease itself, is considered a contraindication to the rare
disease funding.®’

In addition to its DRD-specific reimbursement program, the Alberta
government has a Short-Term Exceptional Drug Therapy program that
allows for funding consideration for certain therapies without current public
or private funding options.®® This may include drugs with or without market
authorization.®*

Ontario

The Ontario Ministry of Health and Long-Term Care developed a separate
evaluation framework for assessing funding of DRDs under its publicly
funded drug program. A framework was needed due to the absence of a
national strategy for reviewing and evaluating DRDs and because of a
historic and ongoing need to address patient access to these drugs in
Ontario.®

This evaluation is conducted by a separate five-member DRD Working
Group, which has physician, economist, pharmacist, and geneticist
representation and reports directly to the Executive Officer of the Ontario
Public Drug Programs.70 There are no restrictions on the types of rare
diseases considered for evaluation under this framework, and requests for
funding consideration under the DRD framework may be submitted by
manufacturers or physicians.®

The evaluation framework uses an evidence-based process and considers
the best achievable evidence for the particular drug under review, with
indirect evidence taken into consideration when necessary. Predictive
models identifying the natural progression of a disease, where a drug might
provide the treatment effect, and the patients most likely to benefit from
treatment, are used to inform the funding decisions.™
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The framework consists of seven steps: ™97

Step 1 — Assess whether a submitted disease meets the framework’s

criterion of “rare”

Determination of whether a DRD is eligible for review under the framework is

determined by:

a) Adisease incidence rate of fewer than one in 150,000 live births or new
diagnoses per year

b) The lack of availability or feasibility of adequately powered randomized
controlled trials detecting clinically relevant outcomes, given the rarity of
the disease.

Step 2 — Gain an understanding of the natural history of the disease
This step entails a review of the disease state itself, including its
presentation, progression over time, underlying mechanism, and
consequences, as background information for understanding the
mechanism(s) of action of the drug candidate under review.

Step 3 — Assess the potential effectiveness of the drug based on the best
available evidence

This step evaluates the clinical evidence supporting the drug candidate. This
includes direct clinical trial data on the drug and indirect evidence (e.g., from
other disease conditions) where appropriate. When only sparse or
questionable clinical data are available, use of the Bradford Hill criteria for
causality, adapted for treatment assessment, is applied as a tool in
assessing whether the drug alone potentially caused the reported patient
benefits or not.*

Step 4 — Evaluate budget and cost impact

Cost-effectiveness analyses are not conducted; cost-effectiveness is not a
deciding factor in evaluating a drug under review by this framework.
However, the affordability of the product is taken into consideration in
formulating the final decision.

Step 5 — Identify whether any additional follow-up data are needed
This step identifies whether and what types of other studies may be required
to generate more information.

Step 6 — Review the drug evaluation with disease experts and stakeholders
During this step, outcomes of the review (inputs, assumptions, and outputs)
are shared with physician and patient stakeholder groups to identify areas of
disagreement or error.”

Step 7 — Reassess

This step allows for review and incorporates new information regarding
disease incidence and natural history, as well as effectiveness or cost of the
reviewed drug.”

The following drugs have been evaluated through Ontario’s framework:

e Aldurazyme (laronidase) for the treatment of Hurler and Hurler-Scheie
forms of MPS |

e Elaprase (idursulfase) for the treatment of Hunter Syndrome

e llaris (canakinumab) for the treatment of Cryopyrin-Associated Periodic
Syndrome

¢ Myozyme (alglucosidase alfa) for both infantile and adult or late onset
Pompe Disease
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e Zavesca (1miglustat) for the treatment of Niemann-Pick Type C
Disease."

Summary

This Environmental Scan provided an overview of legislation and
reimbursement frameworks for DRDs from key organizations.

In countries with regulations in place to stimulate the development of drugs
used to treat rare diseases, overall orphan drug designations and
subsequent market approval are increasing. Enabling legislations include
incentives such as a period of market exclusivity, accelerated market-
approval reviews, regulatory fee reductions, scientific advice, and tax
incentives. At the time of this update, Canadian regulations and policies to
facilitate orphan drug development and market approval have not been
finalized, although an orphan drug framework is currently being established.

Of the HTA organizations scanned for publicly available information, only
NICE has a DRD-specific evaluation framework. The other agencies (CDR
and pCODR in Canada, PBAC and LSDP in Australia, and SMC in Scotland)
currently evaluate DRDs through their standard processes. DRD-specific
reimbursement programs exist in five Canadian provinces: British Columbia,
Alberta, Saskatchewan, Ontario, and New Brunswick. Ontario has an
evaluation framework to support its reimbursement program.
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Appendix 1: Rare Disease Drug Cost Examples

S776

Wingquist et al.: Framework Funding Drugs for Rare Diseases

JGIM

Table 2. Drugs Evaluated Using the Drugs for Rare Diseases Working Group (DRDWG) Framework

Drug & Indication Evaluation DRDWG Funding Price Average Dose & Total Drug
Date Recommendation Status Annual Drug Expenditures
Cost Per Patient
Idursulfase: Mar—Sep Fund with criteria EAP with $3,800 per 0.5 mg/kg/week IV~ $8,614,945 (Jun
Hunter Syndrome 2008 criteria 6 mg vial 20 kg child: 2009-Jun 2012)
Re-evalua- (May 2009) $400,000
tion: 70 kg adult:
Early 2011 $1,200,000
Alglucosidase: Nov 2008-Jul  Fund with criteria EAP with $840 per 20 mg/kg/2 week  $16,861,408 (Jun
Adult & Infant- 2009 criteria 50 mg vial IV 2009-Jun 2012)
onset Pompe Re-evalua- (Jun 2009) Adult-onset
Disease tion: (70 kg):
Jun—Sep 2011 $600,000
Miglustat: Early 2010 Fund with criteria EAP with $109 per 12+ years old: 200  Approximately
Niemann Pick, criteria 100 mg mg 3x/day PO $1,000,000 (Apr
Type C (Apr 2010) capsule under 12:100 mg/  2010-Jun 2012)
day to 200 mg 3x/
day PO according
to BSA
$237,720
Laronidase: Oct 2010-Jun  Fund with criteria IMD $1,045 per  0.58 mg/kg/week Approximately*
MPS T 2011 Program with 2.9 mg vial IV $19,000,000 (Jan
criteria (Sep 40 kg:$45,000 2007—-Apr 2012)
2011) 70 kg:$760,000
Galsulfase: Mar—Apr Do not fund IMD $1,479 I mg/kg/week IV Approximately*
MPS VI 2010 Unable to provide Program on (USD) per 20 kg:$300,000 $3,000,000 (Jul 2006
Re-evalua- recommendation case-by-case 5 mg vial 70 kg:$1,000,000  Jun 2012)
tion: Mar— basis
Sep2012
Vorinostat: Cutaneous  Apr-Sep Standard CED review Not funded $75.50 per 400 mg/day PO $0
T-cell 2010 Asked to reconsider & 100 mg $28,000 (based on
Lymphoma DRDWG recommended capsule median treatment
no funding due to lack duration of
of QOL data 147 days)
Canakinumab: Sep 2010— Fund with criteria EAP with $16,000 150 mg SC $0
Cryopyrin-associated Jun2011 criteria per 150 mg  every 8 weeks
periodic syndrome (Mar 2012) vial $104,000
Eculizumab: Sep 2009 Standard CED review EAP with $6,743 per 600 mg weeklyx4  $8,678,053 (Aug
Paroxysmal nocturnal CED asked DRDWG criteria 300 mg weeks; 2011-Jun 2012 )
Hemoglobinuria assistance to develop (Sep 2011) vial 900 mg on week 5

model & funding
criteria

then

900 mg every
2 weeks IV
$530,000

All monetary amounts are given in CAD. *Includes compassionate funding for some patients prior to DRDWG recommendations

DRDWG Drugs for Rare Diseases Working Group, CAD Canadian Dollars, EAP Eexceptional Access Program, BSA body swrface area, MPS

mucopolysaccharidosis, IMD Inherited Metabolic Diseases, USD US dollars, pt patient, CED Committee to Evaluate Drugs, QOL quality of life

Reprinted by permission from Springer Science+Business Media.”™
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Appendix 2: United States and European Union Orphan Drug
Enabling Legislation, Designation Criteria, and Industry

Incentives

Enabling
Legislation

US FDA

Criteria for Orphan Drug Designation

Incentives for Pharmaceutical
Industry

Orphan Drug Act
1983 (and 1984,
1985, 1988, 1992
amendments)

The drug (expanded to include biologics,
medical devices, medical foods) is
indicated for treatment, diagnosis, or
prevention of a disease or condition
affecting fewer than 200,000 people in
the US at the time of the orphan drug
designation submission; or affects more
than 200,000 people in the US but costs
of developing the drug and making it
available in the US not expected to be
offset by US sales of the drug in the first 7
years.!

A product must not have been previously
approved for the disease or condition for
which orphan drug designation is being
requested.

Multiple sponsors can receive orphan
drug designation for the same drug and
indication; marketing exclusivity would go
to the first sponsor to receive marketing
approval.

The same drug can be made available by
other sponsors for different uses during
the 7-year period of exclusivity.

Regarding market exclusivity:

A drug that is similar to another
authorized orphan drug for the same rare
disease indication must demonstrate
clinical superiority.

The FDA cannot approve the same drug
for the same indication from a competitor
during the period of market exclusivity
unless the sponsor of the first authorized
orphan product is unable to provide
sufficient supply of the product, or the first
sponsor provides its consent.>"%®

Clinical research protocol
assistance

7 years of market exclusivity
beginning on the date of FDA
approval for the designated orphan
indication

Availability of research grants: “The
Orphan Products Development
grant program is to support the
clinical development of products for
use in rare diseases or conditions
where no current therapy exists or
where the proposed product will be
superior to the existing therapy.
Under this program, 500 studies
have been funded and 45 products
have received market approval.”38
50% tax credits for clinical research
costs

Waiving of new drug application
filing fees

Can apply for accelerated review
(not specific to orphan drugs)®*"®"’
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Enabling Criteria for Orphan Drug Designation Incentives for Pharmaceutical
Legislation Industry

EMA

The Regulation on e  “Must be intended for the treatment, Protocol assistance at a reduced
Orphan Medicinal prevention, or diagnosis of a disease that charge — scientific advice from the
Products 1999 — is life-threatening or chronically Agency specifically for orphan

(EC) No 141/2000 debilitating. medicines regarding types of

and (EC) No e The prevalence of the condition in the EU studies needed to support a
847/2000 must not be greater than 5 in 10,000, or it medicine’s quality, benefits, and

must be unlikely that marketing the
medicine would generate sufficient
returns to justify the investment needed
for its development.

e No satisfactory method of diagnosis,
prevention, or treatment of the condition
concerned can be authorized, or, if such a
method exists, the medicine must be of
significant benefit [defined as a clinically
relevant advantage or a major
contribution to patient care]”® to those
affected by the condition.”

e Anew indication for an already authorized
product is eligible for orphan designation
application.”®

e Orphan designation can be granted to
multiple sponsors for the same product
indicated for the same disease or
condition. "®

Regarding marketing exclusivity:

e  Once marketing authorization is granted
to an orphan product, another application
for marketing authorization cannot be
accepted or granted, or an existing
authorization cannot be extended for the
same therapeutic indication for a “similar
medicinal product” (meaning a product
with similar active substance(s) indicated
for the same indication).

¢ A marketing authorization for another
orphan product can be granted if:

o The original orphan product MAH
consent,; or the original MAH cannot
supply the product in sufficient
guantity to meet demand, or
the new applicant for a medicinal
product similar to the authorized
orphan product can demonstrate that
it is safer, more effective, or

otherwise clinically superior.2"#8!

risks, and information on significant
benefit of the medicine

Access to the centralized
authorization procedure for the EU
(single application to EMA, resulting
in single opinion and decision from
EC that is valid in all EU member
states)

10 years of market exclusivity
(extended by 2 years for medicines
that also comply with required
pediatric investigations)

Fee reductions for regulatory
activities — including protocol
assistance, marketing authorization
applications, inspections before
authorization, applications for
changes to market authorizations
made after approval, reduced
annual fees

Additional incentives for micro,
small, and medium-sized
enterprises, including administrative
and procedural assistance, and fee
reductions

Potential for incentives or grants by
member states or EC*

EC = European Commission; EMA = European Medicines Agency; EU = European Union; MAH = marketing authorization holder.
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Appendix 3: Orphan Drug Enabling Legislation, Designation
Criteria, and Industry Incentives

Legislation and US (FDA) EU (EMA) Australia (TGA) Japan (MHLW)
Provisions

Orphan Drug Orphan Drug | Regulation on Orphan Orphan Drug Orphan Drug
Legislation or Policy Act 1983 Medicinal Products Program 1997 Regulation 1993
1999
Marketing Exclusivity 7 years® 10 years (extended by 2 | 5 years 10 years
Period years for medicines that
also comply with
required pediatric
investigations)

Accelerated Evaluation | Yes Yes Yes Yes

Availability

Application or Other Yes Yes Yes No

Regulatory Fee

Reductions or Waivers

Scientific Advice Yes Yes Yes Yes

(Research Protocols,

Technical Assistance,

etc.)

Tax Incentives 50% tax Tax credits developed No Tax Exemption
credits for by each member state Law (12% of
clinical expenses)
research
costs

Other Clinical Access to EU Non-financial Extension of
research centralized authorization | incentives include registration validity
funding process pre-licensing period
through access and
Orphan Additional incentives for | Regulatory Development costs
Products micro, small, and Assistance partially
Grants medium-sized reimbursed
Program enterprises, including

administrative and
Voucher procedural assistance,
programb and fee reductions

EMA = European Medicines Agency; EU = European Union; MHLW = Ministry of Health, Labour, and Welfare; TGA = Therapeutic
Goods Administration.

Source: Table based on data from 4 reports.
#The FDA is considering a new provision to the legislation that would add 6 months to the exclusivity period of an approved drug
already on the market when the FDA approves a supplemental application for that drug for a new indication to prevent, diagnose, or
treat a rare disease or condition.®

® The FDA had instituted a voucher program that awards a transferable voucher, under specified conditions, to a sponsor of an
approved new drug or biological product for a rare pediatric disease. This voucher may be used for the priority review of another
application. This program is currently under review.*

23,31,32,82
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Appendix 4: Other Regulatory Designation Definitions

Term ‘ Health Canada US FDA

Fast Track NA “Fast track is a process designed to facilitate
the development, and expedite the review of
drugs to treat serious conditions and fill an
unmet medical need. Filling an unmet medical
need is defined as providing a therapy where
none exists or providing a therapy which magl
be potentially better than available therapy.” 4

Breakthrough NA “Breakthrough Therapy designation is a

Therapy process designed to expedite the development

Designation and review of drugs that are intended to treat a

serious condition and preliminary clinical
evidence indicates that the drug may
demonstrate substantial improvement over
available therapy on a clinically significant
endpoint. Clinically significant endpoint
generally refers to an endpoint that measures
an effect on irreversible morbidity or mortality or
on symptoms that represent serious
consequences of the disease.”®

Priority Review
Designation

“The policy applies to a submission for
a serious, life-threatening or severely
debilitating disease or condition for
which there is substantial evidence of
clinical effectiveness that the drug
provides:

o effective treatment, prevention or
diagnosis of a disease or condition
for which no drug is presently
marketed in Canada;

e or a significant increase in efficacy
and/or significant decrease in risk
such that the overall benefit/risk
profile is improved over existing
therapies, preventatives or
diagnostic agents for a disease or
condition that is not adequately
managed by a drug marketed in
Canada.

Priority Review status allows for a

shortened review target of 180 calendar

days.”®®

“Drugs that, if approved, would be significant
improvements in the safety or effectiveness of
the treatment, diagnosis, or prevention of
serious conditions when compared to standard
applications. Significant improvement may be
demonstrated by the following examples:

e evidence of increased effectiveness in
treatment, prevention, or diagnosis of
condition;

e elimination or substantial reduction of a
treatment-limiting drug reaction;

e documented enhancement of patient
compliance that is expected to lead to an
improvement in serious outcomes; or

e evidence of safety and effectiveness in a
new subpopulation.

FDA'’s goal is to take action on an application
within 6 months.”®’

NA = not applicable.
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