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Agenda—Day 1

24 April 2007

9 am—3 pm
Pinnacle Room

Orientation for Patient Representatives:  
Canadian Access to Drugs for Rare and Common Disorders

	9:00 am
	Registration and Networking
	

	10:00 am  – 11:00 am
	How Canadians Access Drugs (for Rare Conditions) in Canada

· Health Canada Review: Safety and Efficacy; NOC and NOC/C; Post-market surveillance

· Patented Medicines Prices Review Board

· Common Drug Review and CEDAC

· Provincial Drug Plans and Formulary Listing
· National Pharmaceutical Strategy and Expensive Drugs for Rare Disorders

	Elizabeth Fowler, 

Ward Health Strategies

	11:00 am – 12:00 pm
	How Canadian Health Plans Decide Whether to Make Drugs Available on Public Drug Plans (part 1)

A Brief Introduction to Evidence-Based Decision Making 
	(TBC)

	12:00 pm – 1:00 pm
	Lunch and Networking
	

	1:00 pm – 2:00 pm
	How Canadian Health Plans Decide Whether to Make Drugs Available on Public Drug Plans (part 2)

A Very Brief Introduction to Health Economics as Applied to Evaluation of New Drugs
	Stuart MacLeod, University of British Columbia

	2:00 pm – 3:00 pm
	Priority Setting in Health Care:  What Do Canadians Value and Believe Should Be the Bases of Resource Allocations?
	(TBC)
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Agenda—Day 1, Part B

For All Stakeholders

24 April 2007

3:30 —5:00 pm
Pinnacle Room
Challenge of Applying HTA to Rare Disorders 

Can we apply HTA to treatments for rare disorders, characterized by small patient populations, no other or comparable treatments, life-threatening illnesses, high per-patient costs, and limited long-term, survival or QALY data?

Options vary among countries, with reviews that may start with HTA but are often decided on other factors, including values and compassion.  Canada has recently applied standard HTA review processes through the CDR/CEDAC and provincial drug committees.  Most orphan drugs fail the hurdles of cost comparison (no other drugs funded), cost-effectiveness (outcomes difficult to compare), and cost-utility (exceed thresholds of $30,000-50,000 per QALY).  Very recently, a new option in the form of a “post-market” clinical trial cum patient registry has been proposed for Fabry Disease and MPS-I as a possible template for a national strategy on “expensive drugs for rare disorders.”

	3:30 – 4:30
	· Canadian and international access to “orphan treatments”

· Defining “Value for Money” in context of orphan drugs

· HTA and beyond in application to orphan drugs

· Response to Pilot “Expensive Drugs for Rare Disorders”


	Stuart MacLeod, U of British Columbia

Aidan Hollis, University of Calgary

George Wyatt, Wyatt Health Management

Ed Koning, Canadian Fabry Association


Chair: Durhane Wong-Rieger, CORD

	4:30 – 5:00
	RECOMMEDNATIONS FOR CANAIDAN ORPHAN PRODUCTS POLICY:  Summary from Forums 1, 2, 3 of the Canadian OPP Series 
(Oct 2006 – March 2007)
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Agenda—Day 2

25 April 2007

8 am—4 pm
Pinnacle Room

Learning from the Best: Canada’s Support for Rare Disorders and Orphan Products

	8:00 am – 8:30 am
	Registration
	

	8:30 am –8:45 am
	Welcome.  Three Forums and a Conference:  RECOMMENDATIONS for a “Made-In-Canada” Rare Disorders and Orphan Products Policy
	Durhane Wong-Rieger, CORD

	8:45 am – 8:55 am
	Hoping for A Miracle: Why Canada Needs An Orphan Drug Policy
	Guy Ashford-Smith, Canadian Association of Pompe

	8:55 am– 9:45 am
	Priority Setting:  Allocation of Limited Resources Within Value-Based Process

· Problems in application of HTA to orphan products

· Values dilemma for resource allocation: when and how to consider

· Unresolved rationing problems

· Implications for CEDAC? For provincial drug committee? For Canadian policy?
	Norm Daniels, Harvard School of Public Health

Douglas Martin, Centre for Bioethics, University of Toronto


Chair: Robin Moore-Orr

	9:45 am–10:45 am
	Contributions of International Policies to Treatments for Rare Disorders

· USA leads the way: 25 years of Orphan Drug Act

· European Orphan Drug legislation: Benefits and Limitations

· Turning Research into Products for Patients:  What Canada Needs to Be Competitive?

Learning from the Best: Recommendations for A Canadian Policy
	Marlene Haffner, formerly FDA

Stephen Groft, NIH Office of Rare Diseases 
Ségolène Aymé, Orphanet

Chair: Leanna Caron, Genzyme

	10:45 m– 11:00 am
	Break
	

	
11:00am– 12:15 pm
	International Policies and Practices That Promote Access to Orphan Treatments

· USA

· UK

· Netherlands

· European Community

· Brazil

· Learning from the Best: Recommendations from International Experience
	Tan Nguyen, US FDA

Sonja van Weely,
Dutch Steering Committee Orphan Drugs

Michele Lipucci di Paola, Eurordis

Alastair Kent, UK Genetic Interest Group

Fabio Mataveli, Novartis Oncologia, Brazil

Chair: Kathy Kovacs-Burns

	12:15 pm– 1:15 pm
	Lunch
	

	1:15 pm– 1:45 pm
	Building a Canadian Research Policy to Promote Orphan Drug Development
	Roman Szumski, National Research Council

Aidan Hollis, University of Calgary
Chair: Peter Brenders, BIOTECanada

	1:45 pm– 2:45pm
	Building on Canadian Policies and Practices To Promote Patient Access

· Health Canada: Progressive Licensing

· National Pharmaceutical Strategy and Expensive Drugs for Rare Disorders

· Common Drug Review and Canadian Expert Drug Advisory Committee

· Provincial Responses to Request and Innovative Programs
· Recommendation for Canadian Access Policy

	Supriya Sharma, Health Canada Therapeutic Products
Stephanie Priest, Health Canada, NPS
Glen Monteith, NPS

Mike Tierney, Common Drug Review

Helen Stevenson, Ontario Drug Plan

Chair: Stuart MacLeod, University of BC

	2:45 pm– 3:00 pm
	Break
	

	3:00 pm– 3:15 pm
	So Close…And Yet So Far:  Waiting for Access
	Patient Testimonial

	3:15 pm– 4:00 pm
	Moving Toward Consensus on Essential Elements of Orphan Products Policy to Promote Innovation and Development and to Improve Access


Recommendations and Next Steps
	Debra Lewis, US FDA
Ségolène Aymé, Orphanet

Kirsten Harkins, Canadian MPS Society

Stuart MacLeod, University of BC

Chair: Durhane Wong-Rieger


HTA And Canadian Access to Drugs for Rare Disorders (NOT)

 - Durhane Wong-Rieger, PhD, Canadian Organization for Rare Disorders

Canadian Organization for Rare Disorders
CORD is a national voluntary organization providing information and support to individuals and groups affected by rare disorders.  It coordinates and conducts advocacy with governments to promote access to new therapies, at individual, patient group, and policy levels.  CORD coordinates with industry and researchers for Orphan Products Policy in Canada.  It also neetworks with patient associations internationally to share information and strategies.

Inappropriate Application of HTA to Rare Disorders
The former Chair of Canadian Expert Drug Advisory Committee acknowledged that the Common Drug Review was inappropriate to evaluate drugs for rare disorders.  The unique issues of rare disorders are not considered, such as the issues of small patient population which results in less robust clinical trials data; previously untreated diseases mean there are no current drug  comparisons; and less experience with (previously undiagnosed) diseases means the use of surrogate markers, and no data on long-term outcomes or impact on survival; life-threatening conditions that affects the threshold for risk.  CDR/CEDAC re-review safety and effectiveness and often do not use Health Canada assessment and have limited use of experts (compared to Health Canada and international community).  

HTA Cannot Work for Rare Disorders
CDR/CEDAC apply same HTA as for common drugs

· Cost comparison: same or cheaper than current drug?

· Cost-effectiveness: ratio of cost/benefits for new same as for current?

· Cost-utility: $/QALY below theoretical threshold of $50K

· Opportunity cost: assessed on “per patient” rather than “total patient” costs?

CDR/CEDAC recommend “not to list” almost every drug for rare disorders (not surprising)

· Provincial drug plans conveniently defer to CDR/CEDAC recommendations

· Inconsistency across provinces in terms of access

· Inconsistency with private drugs plans (usually cover)

· Inconsistency with international patient community 

Case examples of HTA and Impact on Access
· Fabry (Fabryzme and Replagal)

· MPS I vs. II vs. VI (Aldurazyme, Elparase, Naglazyme)

· Gaucher’s (Zavesca)

· Waldenstrom’s Anemia (Rituxan)

· Acromegaly (Somavert)

· Transfusion-Dependent Iron Overload (Exjade)

Travesty of Access for Fabry Therapies
Fabry is a life-threatening lysosomal storage disease with no other treatments.  Health Canada granted priority review.  There was strong patient advocacy, citing funding in 40+ countries.  However, the Common Drug Review recommended not to list, citeing lack of evidence of clinical benefits and long-term outcomes.  Moreover, they conclueded not cost-effective.  The former CEDAC Chair acknowledged CDR not the right body to review orphan drugs; it was a foregone conclusion that they would find it not cost-effective.  There was continued patient advocacy leading to announcement by health ministers to create a pilot program.  This was an unprecedented F/P/T agreement for joint “research” protocol to fund eligible patients.  There were five “research” sites identified, with mandatory patient enrolment for access.

MPS Diseases Had Different Solutions
Aldurazyme for MPS I funded by F/P/T agreement

· More than 15 months to sign agreement

· Only with continued advocacy of patient group
Naglazyme for MPS VI not submitted for HC or CDR

· Advocacy by Ontario family through national news media

· Ontario Minister of Health agrees to fund drug obtained through Special Access Program

Elaprase for MPS II under review by Health Canada

· Advocacy by families, including media and appeals to MOH

· BC Pharmacare funds drug, under review, obtained through SAP

· Ontario may not fund individuals but consider Expedited Review

Gaucher – Zavesca 

Zavesca was approved by Health Canada as 2nd line, oral therapy for Gaucher patients counter-indicated (nonresponsive to) standard of care, Cerezyme (enzyme replacement). CDR recommended that Zavesca NOT be funded.  

Ten years ago, Cerezyme had received designated “envelope” funding prior to the existence of CDR.  The drug had not been reviewed for cost-effectiveness.  

The irony is that Zavesca is less costly for patients (not responsive to Cerezyme) but it still not able to meet CDR criteria for “cost effectiveness” or “cost utility.”  Because the drug was for an affected population that was only a very small portion of a rare disease group, the issue of access was not perceived as a priority.

Acromegaly – Somavert 


Somavert was approved as 3rd line therapy for those not responsive to surgery and other therapy for acromegaly (rare disorder caused by tumour on pituitary).  The drug was for a very small portion of the rare disease population and was not considered a priority.  CDR (CEDAC) recommended “Not to List” based on limited data and cost.  However, Ontario DQTC agreed to a conditional listing, contrary to the recommendation of CDR, citing that this was life-threatening condition for a small patient population.
Waldenstrom’s Anemia – Rituxan (maintenance) therapy
Waldenstrom’s Anemia is a form of lymphoma (but distinctly defined).  Rituxan approved by Health Canada and cancer centers for lymphoma.  There was no incentive for the company to conduct WA clinical trials since it was already being used elsewhere as a standard of care.  In BC, Waldenstrom’s was included with lymphoma so Rituxan (maintenance) was funded.  A similar situation exists in Quebec.  

In Ontario, Waldenstrom’s was not included with lymphoma, so Rituxan was not funded for WA.  The result was that it could not be administered in a hospital setting.  A specific WA patient with private insurance received coverage for Rituxan but not for the infusion procedures.  The Ontario cancer centers refused to infuse (since the drug was not approved for funding).  The patient was paying for the infusion of the drug (provided through her private insurance) in a clinic in Buffalo (since the US location was cheaper than private sites in Ontario).  
Iron Overload– Exjade
Exjade is the 1st approved oral iron chelator for transfusion dependent iron overload.  Health Canada gave an NOCC not only for thalassemia and sickle cell but all transfusion-dependent iron overload. The current infusion therapy is less expensive but there issues of non-tolerance and side effects because of the onerousness of the infusion process (8 hours daily).  The challenge for CDR and drug plans is to appropriately value quality of life benefits and improved compliance.  

Expensive Drugs for Rare Disorders
There has been an announced of an intended F/P/T proposed program for national (common) solution to drugs for rare disorders.  Such a program was the response to potential geographic imbalance of some (genetically based) rare disorders, causing disproportionate impact on some provinces or creating incentives for patients to move.  

Based on “pilot” response to Fabry and MPS I “research program”, the EDRD would include:

· “Evidence-based” guidelines defining eligible patients

· Research protocol to register patients and collect post-market data

· Time-limited to allow for review and decision to continue funding

The program is potentially harmonious with the new Health Canada Progressive Licensing Framework.  The program may or may not require CDR/CEDAC recommendation for inclusion.

Patient Response to EDRD

Patients with rare disorders have responded negatively to the proposed EDRD because a of its lack of transparency, patient participation, and review mechanism.  The program would lead to potentially long delays for access (time delay for guidelines and research approval) following Health Canada approval.  There is the potential to create “two-tiered” access, with only patients exactly like those in clinical trials (perfect patients) gaining access, while similar others who should be treated would be denied.  This leads to potential inconsistency with international standards, creating disincentives for companies to bring orphan drugs to Canada.  

Finally, the EDRD would potentially increase costs (e.g., for a research program) with little substantive outcomes.  The Canadian rare disorder patient population would likely be too small to generate much useful data unless the “registry” were  part of an international registry.
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MacLeod

Regulatory look simple but paying for is complex, given the taxation powers

Have dealt with scientific issues around drug regulation: clinical trials, best evidence of new therapies; understood safety important part of equation.  Examples of horrible outcomes, e.g., thalidomide; but had act together on safety and efficacy

Over the next 40 years, how much relative values getting for $ prepared to spend for new therapies.  Relative value is most perplexing.

Research to determine relative, incremental value of new drugs

If unsafe, no value, though some exceptions, like cancer where willing to accept some adverse effects

No drug entirely safe, no entirely effective

Shades of safety and efficacy against cost = economic evaluation

Most cases, not talking about absolute efficacy, not cure, but relative terms; what does treatment do to quality of life

Absolute = # years of life expectancy

Or relief of symptoms = quality of life; called QALYs, not black and white but open to judgments, interpretation

Open to opportunity cost

When buy health care, forego something else

Rarely B&W, fund new surgical unit versus immunization for 10,000 children

If fixed budgets, will forego one (immunization) for surgical or vice versa.

How to decide depends on whether health budget is fixed, but certainly not in Canada

About 40 years ago, modern health system, decided to provide health care for all Canadians but in framing this excluded drugs, so drugs do not fall under Canada Health Act (except hospital drugs)

But not an absolutely fixed budget, but all necessary services (but not drugs)

Health economic assessment, HTA = science 

Starting assumption = some limitations on health $ (not infinite)

Politicians should be open; constrain $ but open about criteria to make choices

How make choices that are good for small group and population at large

Hard scientific evidence necessary but not sufficient for making decisions, without understanding of social values

Social values of Canadians (and others) = protecting vulnerable; right of all to best treatment available; can’t ignore because lack “B&W” data lack randomized trial to absolutely prove benefit

Choice between Drug A and B

If new at least as effective and less expensive

Also not a problem if more effective and costs same

Problem: does more and costs more, so what is relative value, relative safety

Not a problem when genuinely novel; always positive to new treatment, may still be expense and then question of how much you wish to pay

Ideal world with unlimited resources, guided by whatever confers maximum benefit without regard to cost

But if resources limited, or very limited, must pay attention to the cost

In Ghana, pay about $10 per patient per year for healthcare

Must favor things like immunization

However, not situation in more developed countries, so must take into account societal values

Cost-benefits analysis works up to a point

But wheels fall off when very small patient populations; need to share costs among few patients, so no matter how good therapy, will be very costly

Some countries: how much willing to spend per QALY; in Canada, have not defined but come up with indirect estimate based on decisions over past years

Australia: tried to come up with a number for QALY, in order of $50,000 per, which is about Canada as well, without having made the decision

But # without addressing rare conditions, where treatment may confer benefit to small number

No one has decided where bar has to be set; countries have gone to great lengths not to decide #

Not an issue if people paid for healthcare

Not going back but question of what you can afford; if can will pay

But with universal health insurance, country said will pay for all necessary health services; social contract to cover healthcare so not a question of whether can afford

Irrelevant because almost no one could afford to pay for the drugs we are talking about, e.g., for $20,000 cancer drug, may be a few who can but when talk about drugs that cost $500,000 per year or $1 million, then very few could make that decision

Exist in publicly funded system, notwithstanding many people rely on private drug insurance but when catastrophic or life-support or rare disorders, into a realm where decisions by public bodies will rule

But no mechanism for input on social values

Attempts: 

Oregon model: after case of child needing BMT; Oregon has legislation that says cannot exceed budget, so said “no”; best attempt to gather evidence on social values; resulted in “rank order” of interventions, with polio vaccine, fractured arms;  cut-off = 650 procedures (still only talking about Medicaid/medicare).  But it was impossible to make this stick; when get to “tipping point” where ask: do you want to live in state where refuse to pay for BMT?

Act says that all people treated equally 

Those requiring urgent care get it before others

Those things not in Act = rationing 

But  perhaps should also apply to health technology

Previously , clear that Canada under-investing  in diagnostic equipment 

Need to find ways of measuring values; what we are willing to pay for

Have today been in context, where more and high cost-treatment, need more nuanced approach

Health utility analysis

Need honesty and clarity from politicians, if trying to find justification for rationing, should just say so and not waste our time

If want to find cost for incremental value, then should try to develop ways of doing this; power of science should be turned loose, and not just forced into, like Common Drug Review

Recognize indirect value to society of innovation, etc., learn from this; don’t know how to quantify and add into equation

Governments reluctant reticent about science and technology policies; major report on state of science in Canada; health and life sciences most significant

Part of investment is adopting technology when beneficial

Alistair

Committee is right is saying they are only following the mandate; Politicians should be answerable for selecting the framework by which decisions are made against criteria that the Politicians have deemed to be important to process

NICE is seen as a substitute for political responsibility 

Handy way for politicians to duck out of the responsibility

In Canada have placed NICE on high pedestal and try to emulate; nice to hear that there are some things that need to be sharpened

However, CDR, CEDAC, CADTH hold themselves to be independent; but they are not; under the political framework set by politicians

NICE: operates under political direction

Vyta S: OBGYN

3,000 healthcare professionals

Agree that healthcare parameters set by politicians but also interpretation of parameters are fairly wide and it is CEDAC that makes that interpretation, which is part of problem.  What experts used; and what judgments.  We have advocated for independent panels to give best advice

Notion of prevention: very broad issue: prevention of disease process; where would fit,.  Example: not starting to smoke; prevention of obesity; key healthcare problem which will swallow up lots of dollars, but not ranked as highly as should be despite many dollars to be saved.

Panel Day 1 (MacLeod, Hollis, Wyatt)

Aidan Hollis

Martin Esterhammer: patient support services to administer drug therapies; when PMPRB deciding on appropriate pricing should also consider the additional cost of administering therapies; many not in hospitals but in community; require additional support

Reasonable price to develop these drugs; company says we disagree with what is profitable; need much higher, then need to discuss; what is not reasonable is strategy that says we are only market for this disease and therefore we will hold patients hostage and we need to have the funding to pay for future drugs; we don’t pay for future drugs.  Investors pay for future

Leanna Caron:  Review of 10 initial orphan drugs that there were not excess profits for those by European commission

The Common Drug Review, First in Class and Innovative Drugs
- George Wyatt, Wyatt Health
What is a new drug?


Question asked nearly 40 years.  Drug Utilization Research Group (DURG): established in Oslo, Norway 1969.  Developed internationally applicable methods for drug utilization research.  DURG developed a system known as Anatomical Therapeutic Chemical (ATC) classification.

Anatomical Therapeutical Clinical (ATC) System:  Drugs are divided into different groups depending on the organ or system on which they act and their chemical, pharmacological and therapeutic properties.  

Five levels of classification:  


Level 1: Fourteen major groups


Level 2: One pharmacological/therapeutic subgroup


Level 3 and 4: Chemical, Pharmacological and therapeutic subgroups


Level 5: Chemical substance


(Source: www.whocc.no/atcddd)

ATC System—Metformin

	Level
	ATC Code
	ATC Description

	1
	A
	Alimentary Tract and Metabolism

	2
	A10
	Drugs used in Diabetes

	3
	A10B
	Oral blood glucose lowering drugs

	4
	A10BA
	Biguanides

	5
	A10BA02
	Metformin


“First-in-Class” Drugs

Many definitions:  ATC, First drug to effectively treat a condition, Major improvement in treatment

CDR did its own review: 14 submissions (Recommendations 12NO/2 YES

Only 6 drugs have ATC Code ending in 01: 5 single entities—all “NO” and 1 combination product: “Yes”

CDR Performance is Not Easy


CDR Performance (recognizing Drug evaluation is not easy.)

Canada – Common Drug Review (CDR) Scorecard Submission Statistics since Inception
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CEDAC Questions

Quality of the randomized trials or the lack of information versus comparative drugs


Small populations with rare disorders
Clinical end-points versus surrogate markers

Cost-effectiveness

A Review of the Review

Are the standards for evaluation consistent?

Are conclusions always based upon reviewed results?

Are pre-specified expectations realistic?

Is cost effectiveness the single most important criteria of evaluation?
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Public Payer Follow Through

No means No

Yes means Maybe

Canada Common Drug Review (CDR) Secretariat

Number of Positive CEDAC Recommendations and Number Public Drug Plan Listings
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Canada Common Drug Review (CDR) Secretariat

Number of Positive CEDAC Recommendations and Number of Drugs Listed and Reimbursed by Public Drub Plans plus Number of Drugs covered by Special Plans
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Why are public payers not following CEDAC recommendations when CDR says “Yes”?

How does Canada compare?

Percentage of “First in Class” Biologics Reimbursed in Other Countries vs. CEDAC Recommendations
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Number of Biologics Reimbursed by Jurisdiction (n=16)
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So What?  

Reports: National Forum on Health (Noseworthy), Romanow, Kirby all recommend need for national policy on drugs.

Health Accords 2003 and 2004 

National Pharmaceutical Strategy: 9 Priority Areas, 5 Areas of Concentration, and 3 Focus Areas.

It’s time to act.


Response to Pilot “Expensive Drugs for Rare Disorders” 
- Adrian (Ed) Koning, Canadian Fabry Association
Personal Story

On January 2001, I was diagnosed with kidney failure related to Fabry disease.  At age 43 I was with a prognosis that I would be lucky to make it to 50!  I was rejected as a participant in Phase IV study of enzyme replacement therapy (ERT) due to poor health.  On May 2001 I was fortunate to begin compassionate use of ERT.  In June 2001 I started peritoneal dialysis, and in October 2001 I received a transplanted kidney from live donor.

Fabry Disease

Fabry is one of few severe life-threatening Lysosomal Storage Disorders.  Fabry is an X-linked chromosome disorder.  It is an ultra orphan disease affecting 1 in 117,000 males.  

Patients are missing enzyme alpha-GAL allowing GL-3 to accumulate.  The life expectancy for males is between 40-50 years of age.  The diagnosis is difficult; 17 years on average.

Fabry Disease – Symptoms

Stroke, Hearing loss and vertigo

Heart failure

Kidney failure

Cannot sweat or tolerate change in tempaerature

Severe gastrointestinal problems

Angiocharatomas

Extreme pain in hands and feet

Enzyme Replacement Therapy (ERT) for Fabry Disease

ERT is the only effective treatment.  Manufactured through recombinant genetic technology at a cost of $250,000 per year per patient, it is available in over 40 countries i.e. Croatia, Argentina, Brazil, Turkey, Bulgaria.  It was approved by Health Canada in Jan./Feb. 04.

Obstacles to Funding ERT

The cost of treatment has meant no funding from provinces.  The Health Ministers rely on CDR and CEDAC.  There was a negative decision from CDR, twice, on Nov 04 and May 05.  They stated insufficient clinical evidence and concluded that ERT is not cost effective.  

A Phase IV Double Blinded Placebo Control Study was the first and only Phase IV trial of an orphan drug.  It was completed in August 2005 after 4 years with 88 patients but data would not be fully available until Jan. 2007.  Canada is perhaps the only developed country in the world without an Orphan Drug Policy (ODP).  

Process to Overcome Access to ERT

CFA networked with CORD and others to address inequalities for rare disorders.  Patients became experts on Fabry/ERT, health care system and other countries.  We are independent from other stakeholders i.e. manufacturers.  We educate and inform.  

Our focus is on the provincial Health Ministers who kept referring to the negative CDR decisions.  We were able to send thousands of letters, and engaged in many, many meetings and campaigns.

Access to ERT in Canada

Nova Scotia Health Minister needed federal government assurance before providing funding.  The Health Ministers agreed in October 2005 to expedite approval process.  

There was a limited 3-year funding agreement between Provincial and Federal governments with the companies that was approved in August 2006.  A Canadian Research Protocol was developed and revised.  The ethics review boards must provide approval.  So far, only approved has been in Nova Scotia.  There is limited or no access to ERT for patients.  Canadian criteria is the most stringent in the world.  

Health Ministers Current Plan → Expensive Drugs for Rare Disorders (EDRD), 

All now agree that CDR is not the correct body to determine funding of life saving orphan drugs.  The Health Ministers now suggest the Fabry agreement be used as a model for Expensive Drugs for Rare Disorders (EDRD), as part of National Pharmaceutical Strategy (NPS).  This is not acceptable.  The rest of the world administers ERT for Fabry as a preventative therapy prior to organ failure!

Solution of Access to Innovative Therapies for Rare Disorders

Eliminate unnecessary bureaucracy and research protocols that provide little scientific or clinical value. There are too few patients in Canada via the three-year study.  It is important to collect real-world (post market) data on orphan drugs via international patient registry and standards.  There are existing proven models already in place that are less cumbersome and expensive.  Patients need to be involved in the decision-making process.

Possible Solution to Access Innovative Drugs for Rare Disorders

Canada Requires an ODP which addresses access to orphan drugs and therapies, using internationally accepted standards, criteria and protocols.  CFA is currently working with CORD and with others to encourage development & adoption of an Orphan Drug Policy in Canada.

Discussion: Still have not gotten funding

Stephanie Priest: dealing with issues, from regulators and now on pharmaceutical strategy

Clarify: Ed’s synopsis; direction from Health Ministers to use Fabry protocol as a model is not accurate but that is not our direction but to learn from that example

Some things we learned that we do not want to go through again; what went well; learning from that model rather than implementing that model

Make some mistakes but let’s try some things

Stuart MacLeod: summary

Rare Disorders and Orphan Products: mistake to put emphasis on orphan products; 

Patient centered care: (Mike Evans): engaging patients to make decisions about care; environment has changed; patients better informed than ever before

How to incorporate social values into the process; so all for embedding patients in the process

Evidence-based rationing: series of meetings starting 1990; scientific bases of health services; how to use sciences to improve process; in second meeting, Dutch minister showed up and gave a talk on “evidence-based” rationing; given that we need to ration healthcare and need the experts to tell us how we can ration; but our politicians do not have the courage to call EB rationing; using science as a screen to hide fact really talking about EB rationing; do not believe have unlimited resources; should be open; should not be funding rest of system while denying those with genetic and rare diseases

Need to clear about outcomes: for those with diseases or society; need to be clear what we are talking about; sometimes society will trump the decision for individuals; so if rationing new therapies, we have to recognize the indirect effects; if that is our political choice, then live with the fallout.

Final: what indicators of improved health outcomes.  Spend a lot of time looking for indicators; few that are black and white; death is ultimate negative outcome indicator but not the only one we are interested in.  Cancer drugs: that is what is exactly what is being said; only interested in survival figures; not so easy to get survival for some because long time (10 years or longer); so not just survival; those same people critical of “surrogate markers” which is period of time that is “disease-free” progression (time when disease does not progress); if the DF progression continues, that is the time have spent without getting worse.  Will not see survival for the rare disorders; should be looking for good date, Quality of life, period of time without increased symptomology.  Need to know what we are looking for; but cannot hide behind a scientific smokescreen.

Recommendations

International problem and international patient population

Alistair: outcome measures is standard; death is ultimate adverse outcome; equally is only an incomplete diagnosis; no one knows when we will want to take advantage of robust healthcare system

Outcome measure is not a constant; varies between people and within depending on where they are in stage of life; father offer heroic interventions for pancreatic cancer but said no; however, if had been younger would have done anything to spend more time with children; important to have outcomes and agreement but also important not to lose the personal dimension and value rather than price of life.

DWR: Patients need to have framework to make individual choices; patients already making good decisions; do not choose to stay on therapies that do not work; do not go to extraordinary means to stay alive

Trust the patients.  They work not only for their own best interests but they are also part and parcel of the overall healthcare system.


Canadian Program Proposal to Provide Drugs for Patients with Rare Disorders: 
Learning from the Best

- Durhane Wong-Rieger, PhD, Canadian Organization for Rare Disorders

Finally…Drugs for Rare Disorders

In the decade before 1983: there were 34 new drugs approved for rare disorders.  In the two decades since 1983 Orphan Drug Act, more than 270 drugs were approved for rare conditions.

As a result of the European Union Orphan Drug Act, established in 2000, there have been 22 new drugs approved for rare disorders (up to 2005).  

The response from Patients and Clinicians has been: “Thank God, finally a ‘chance for life.’  Hopefully, the next drug is for us.”

The response from Drug Plan “Gatekeepers” has been:  “Oh my gosh, how can we afford this, and how many MORE new therapies are there in the pipeline?”

New Orphan Drugs Treat Severe, Life-threatening conditions

Metabolic disorders (Gaucher > decade ago)

· Method for cloning missing enzyme led to effective therapies for related disorders (Fabry, MPS, Pompe)

· Now a 2nd-line oral therapy for Gaucher

Rare blood pressure and blood disorders

· Pulmonary arterial hypertension: new therapy in 1995, now three important drugs

· Hemophilia, thrombocytopenia: improved clotting with less risk

Pituitary, thyroid, and parathyroid-related, 

· Last resort treatment for acromegaly, causing “giantism

Childhood disorders, e.g., rare leukemias

One-third OD’s for rare or resistant Cancers

CDR process Inherently Biased Against Orphan Drugs  

The health economics process relies on large randomized clinical trials with diseases where the impact of treatment over a long period of time is pretty well known.  

This is not true for most rare disorders, where the patient populations are very small and the natural history of the disease may not be known.  

Not surprisingly, CDR has rejected almost every drug for rare disorders.

Most Provincially Drug Plans Not Well Suited to Make Available Drugs for Rare Disorders

Provincially based drug plans are not well suited to assuring access to orphan products because:

· Most provincial drug plans provide coverage based on income, age, disability, or a combination of these criteria 

· Many rare diseases are genetically determined, their prevalence may vary considerably across provinces leading to the perception of disproportionate burden of some therapies in some provinces

The National Pharmaceuticals Strategy has committed to, amongst other things:    

· Drug trial registration designed to accelerate access to breakthrough drugs

· Drug purchasing strategies

· National formulary and catastrophic drug coverage

Canada Only Developed Country Without Orphan Drug Policy
Canadians with rare disorders are among the last to access new therapies.  Many drug companies delay (or ignore) filing in Canada.  This is not surprising give that since 2003, CDR has recommended against public funding for almost every drug for rare disorders.  This has resulted in “two-tiered access”; those with private drug plans get and those relying public drug plans do not.  No drug for rare disorders has been approved by a Canadian public drug plan without strident patient advocacy, often resulting in “one-off” political decisions for individual patients.

Canadian Program and Policy - Rare Disease Population Definition

Drugs for life-threatening or serious rare disorders are defined as:

· Medicines for rare disorders with a prevalence of less than 1 / 2,000 Canadians.  

· For rare disorders to qualify they must be life-threatening and / or chronically debilitating (i.e serious)

· Between 5000 and 7000 conditions qualify as rare disorders

· It is estimated that approximately 50 drugs are currently developed or in development for some of these conditions in Canada

Canadian Program and Policy  - Regulatory and Access Harmonization

All types of evidence should be used when evaluating drugs for life-threatening or serious rare disorders 

· Limited data relating to rare disorders makes the conduct and interpretation of studies difficult; therefore, studies should be international  

· Integrating of Canadian experience into global populations would allow for more accurate assessments 

· Decisions on funding should be evidence-informed but not necessarily solely evidence-based 

· Disease based registries should be used to collect long term clinical and QoL data

Regulatory and Funding decisions should be better integrated yet remain separat

Canadian Position Platform  - Access and Health Technology Assessments

1. Funding decisions should be handled nationally and separate from the Common Drug Review 

· Establish a separate group equipped to develop novel methods for the conduct of Heath Technology Assessments of drugs for life-threatening or serious rare disorders 

· Inclusion of societal values (e.g. “rule of rescue” and the value of innovation)

2. Evaluation of technology uptake should be more transparent and include comprehensive public engagement and accountability  

· Input and advice should be sought from a broader range of stakeholders including patients, consumers, health professionals, industry and researchers to improve the overall quality of decision making

3. Equity concerns and Social Values should be included in the health technology assessment of drugs for life-threatening and serious rare disorders 

·  “Social value” of treatments for life-threatening or serious rare disorders should be included in decision making, including:  no availability of other available treatment options and small (or otherwise unprofitable) treatment population size.  

· Social values will help set the agenda (i.e. which drugs get assessed), assessment (i.e. which drugs get listed/not listed), access (i.e. which drugs get funded), and accountability (i.e. who is answerable and to whom)

4. Establish a “Chance for Life Fund” at a National Level to support the commissioning of services (incl. treatment) for patients with life-threatening or serious rare disorders whereby no other alternative treatment exists.  The approach must be national in order to ensure fair and equitable access to services and treatment for all Canadians irrespective of their place of residence

5. Treatment guidelines should be created by an experienced and diverse group of health care professionals, defining:  “who to treat”; “when to treat”; and “when to stop treatment.””

6. Fund should be 2% of public drug budget, or about $190 million annually

7. Treatment should be carried out in established Centers of Reference with multi-disciplinary teams where there is expertise in the management of patients with complex life-threatening and serious disorders.

Summary

· Patients with rare diseases deserve the same right to effective therapies as those with more common diseases

· The core of this Canadian Position consists of non-economic societal values representing the desire to provide equitable access to therapies independent of the rarity of the disease

· There is an opportunity to create a made in Canada solution for patients with life-threatening and serious rare diseases.  

· The evaluation, funding, and integration of these novel therapies at centres of excellence is feasible, manages cost in an equitable manner, and brings life-saving treatment to individuals for whom there would be no other hope or prospect of cure 

· Collaboration amongst stakeholders will bring Canada in line with other developed countries

· This collaboration may have important consequences on Canadian societal values and foster an environment of innovation from which all Canadians may benefit

Hoping for a Miracle

Why Canada Needs an Orphan Drug Policy
-Guy Ashford-Smith, Canadian Association of Pompe
Typical Rare Disease

This means:  Difficulty in diagnosis, limited or no treatment options, lack of resources for patients and physicians, available information out of date.  

Pompes Disease

Characteristics are: form of Muscular Dystrophy, progressive disorder, childhood and adult forms, genetic disease.  Considered one of more than 40 Lysosomal Storage Disorders charaterized by buildup of glycogen.

By Any Other Name

AKA:  Acid Alpha-Glucosidase Deficiency; Acid Maltase Deficiency (AMD); Glycogen Storage Disease (GSD) type II; Glycogenosis II; Lysosomal Alpha-Glucosidase Deficiency

Numbers Affected

Estimated as 1 in 40000 live births; higher in African American and Taiwanese populations; International Pompe Association (IPA) has 11 Registered in Canada and CAP has 13.  Best Guess Based on U.S.  There are not more numbers due to incorrect diagnosis, wrong cause of death listed, patient suffers alone or can’t access more information, or doctor has old or insufficient information.

Treatment Options for Pompes Patients in Canada

Until recently, there were none.  Approval for Myozyme by Genzyme, an Enzyme Replacement Therapy.  This is lifetime treatment, given by IV Infusion and NOT gene therapy.  

Research Needed due to: small numbers, poor return, fleeting praise, potential cost.  

Potential Spending

Cost is estimated $500,000 per year for treatment, lifetime treatment.  Based on Canadian population of 32.7 million, this would cost 1.5¢ per Canadian per year.  

Canadian Association of Pompes

CAP was formed November 2006 to spread the word, lobby Health Ministries, and support patients.  In six months since inaugural meeting in November 2006, CAP has joined CORD, had meetings with Ontario and Alberta Ministry of Health, and been in the news, television and print.  

National Orphan Drug Policy: 

In keeping with six principles of healthier care (OMA), we need to keep patients front and centre; focus on the future; be specific; think investment, not cost; apply what we know faster; and start now.

U.S. Leads the Way in Orphan Product Legislation

- Marlene E. Haffner, M.D., M.P.H.

Executive Director, Global Regulatory Affairs & Safety

The U.S. Orphan Drug Act signed in 1983 was the 1st Orphan Product Legislation in the world.  It established the public policy that the Federal Government could/would assist in the development of treatment for rare diseases.  

U.S. Orphan-Drug Designation Incentives

Primary incentive: seven-year marketing exclusivity to the first sponsor obtaining FDA approval of a designated drug for “that” indication

Other incentives:

Tax credit equal to 50% of clinical investigation expenses

Exemption of application (filing) fees

Assistance in drug development process

Orphan products grant funding

What is an Orphan Drug? 
U.S. Definition:  An orphan drug is defined in the 1984 amendments of the U.S. Orphan Drug Act as a drug intended to treat a condition affecting fewer than 200,000 persons in the United States, or which will not be profitable within 7 years following approval by the U.S. Food & Drug Administration.
Other Definitions of an Orphan Disease 

	U.S.


	1 : 1,300



	E.U.


	1 : 2,000 (5/10,000)



	Japan


	1 : 2,500 (<50,000)



	Australia


	1 : 15,000 (<2,000)




Following the 1983 U.S. Orphan Drug Act:

Singapore establishes importation exemption for drugs for rare diseases: 1991

Japan’s Orphan Drug Act: 1993

Australia’s reciprocal registration of orphans: 1997

E.U. Orphan Drug Regulation: 1999

Solving the Worldwide “Orphan” Disease Problem – Globally

Throughout the world, there are many, many diseases that affect very few individuals.  Rare diseases do not recognize borders.  Improved communication has made the world a smaller place.  The FDA has worked side-by-side to develop orphan drug legislation in Japan, in the E.U., and in Australia.  Development of rare disease therapies must be coordinated globally.

Characteristics of an Orphan Disease

The following are prototypical characteristics, not exclusive or comprehensive: 

Rare

>50% are pediatric

>85% are serious/life-threatening

Chronic

No effective treatment available

Heterogeneous

Very vulnerable, underserved populations

Marketed Orphan Products


Most rare diseases are serious and/or life-threatening.  Predominant categories of illnesses include: pediatric, oncology, infectious disease, replacement therapy.

Some of the unique or cutting-edge orphan products include:

PEG-ADA: First use of pegylation was in this orphan product used in enzyme replacement therapy for ADA deficiency in patients with severe combined immunodeficiency (SCID).

Liposomal amphotericin B: Early use of liposomal process in drug development.

Ceredase: Enzyme replacement therapy.

Human Growth Hormone & Blood Coagulation Products: Recombinant DNA Technology.

There have been added positive outcomes of the U.S. Orphan Drug Act, including 

Building biotech science

Growth of large and small pharmaceutical firms

Support to the economy

Development of cutting-edge technology

Profitability of the product due to chronicity of disease

Important trends in orphan product development are more targeted therapies, recombinant therapies, monoclonal antibody therapies, and gene therapy.  

Since 1983 in the U.S., there have been:

· >1,400 active designated orphan products

· 306 approved orphan products benefiting 15+ million potential patients, of which ¾ drugs and ¼ are biologics.  

Problems Encountered

Most important problems have been cost of the orphan products, which affects access.  In the US, this has resulted in the loss of some orphan drugs, lack of adequate third-party payors, patient assistance programs brought into existence, and attention to the cost of non-treatment.  

In the European Union, we have had drug prices negotiated but access remains an issue.

Another problem is finding sponsors for promising products.  One outcome has been founding of small firms.  The FDA Orphan Products Office can provide assistance in adoption of products.  Finally, finding sufficient number of patients for clinical trials for orphan products is a critical problem.

Studying a Drug for a Rare Disease

Contributing to the study is the fact that patients (with rare disorders) are well connected.  Internet information tends to fly rapidly.  The challenge is to assure a careful study design with well-controlled trials.  Orphan products must meet the same requirements for safety and efficacy as for non-orphan drugs.

Grants Program for Orphan Products Development

The FDA grants program includes the following:

$14,000,000/year

Approx. 20 new grants/year

Annual RFA - 3 year funding

Early development

Covers medical foods and devices in addition to drugs and biologics

40+ products approved by FDA

In summary, orphan products development in the US and elsewhere is beneficial for patients, families, industry, and economy.  Different countries and populations have different requirements for making it work for them.
European initiatives in the field of rare diseases and orphan drugs
- Ségolène Aymé, Orphanet / Rare Diseases Task Force Paris / France
Rare Diseases Status in the USA and Europe

· 1982: Office of Orphan Product Development (FDA) 

· 1983: Orphan Drug Act in the USA

· 1993: Office of Rare Diseases (NIH)

· 1997: Orphanet + Eurordis

· 1999: Orphan Medicinal Products Regulation in Europe

· 1999: EC Community Action Programme for Public Health

· 2004: EC Rare Diseases Task Force

· 2004: French National Plan for Action

1999: Context and rationale for a community action

Very small number of patients affected by a specific RD.  Patients are entitled to the same quality of treatment as other patients.  Promising achievements but research and development face gaps and bottlenecks.  Lack of relationship and integration between existing fragmented, unshared data and biological resources.

The EU Regulation of Orphan Medicinal Products of December 1999 

The purpose of the Orphan Medicinal Product regulation is to provide timely access to therapies for patients with rare diseases and incentives to industry to develop these therapies.

	Prevalence
	< 5/10 000
	< 7.5/10 000

	Tax Incentives
	Tax credits by MS
	Tax reduction up to 50% of clinical trials costs

	Designation criteria
	Epidemiological or financial Additional requirement
	Epidemiological or financial No other requirement

	Market exclusivity
	10 years
	6 years

	Supervising bodies
	EC, EMEA
	FDA


List of Orphan Drugs and Rare Diseases

Orphan Drugs in Europe

Regulation 1999: 

·  432 orphan drug designations by COMP-  

·    EMEA for more than 200 diseases

·  35 orphan drugs authorised for the European market

·  List of orphan drugs available on Orphanet.

Dialogue between stakeholders

· WGIP-COMP::  Working Group of Interested Parties at EMEA

· EPPOSI :  European Platform of Patients Organisation, Science and Industry

· RDTF :  Rare Diseases Task Force

Orphanet was created in 1997 to address identified problems…..
	PROBLEM
	ORPHANET 

	Lack of information
	Encyclopaedia of rare diseases

	Scarce expertise 
	Directory of experts/clinics/clinical labs

	Too few collaborations
	Directory of research projects

	Difficult recruitment
	On-line service to register as a volunteer

	
	Directory of clinical trials

	Lack of partnership
	OrphanXchange


A database maintained by many partners
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Highly accessed Website on Rare Diseases

Indexing Rare Diseases

Indexing

· clinical signs and symptoms

·  OMIM # : catalogue of genes and genetic diseases

·  ICD-10 code : international coding system of WHO

·  MeSH : Medical Subject Heading

·  genes, mode of inheritance 

·  age group of appearance, prevalence

Access to other documentary resources

· Links to Medline for each rare disease

·  Links to reference websites

·  Links to a gene database

Key Figures:  5500 Diseases; 1125 diseases indexed with MeSH; 1600 diseases with links to Medline; 5205 links to other site

List of Current Research Projects

	Genetic research 
	Development of a new diagnostic protocol

	Gene mutation research
	Development of a new medical device

	Gene expression
	Development of a new vaccine

	Genotype/phenotype correlation
	Clinical trial of a new drug

	Physiopathology and model in vitro 
	Clinical trial of a new diagnostic instrument

	Physiopathology and model in vivo
	Clinical trial of a new protocol

	Natural history
	Clinical trial of a vaccine

	Gene therapy
	Epidemiological studies

	Cell therapy
	Registries/ Observatories/ Cohorts

	Biomarkers
	Epidemiological studies

	Biological collections / resources 
	Research in health sociology

	Preclinical development of a new drug
	Research in health economics

	Development of a new diagnostic 
	Public Health instrument


A Database of Innovative Projects (www.orphanxchange.org)

Database

· Research projects with potential indications for rare disease diagnosis or treatment

·   Molecules with potential orphan indication

·   License offers in France and Europe

Networking

· Establishing relationships between academic research and industry

A Tool for Project Development Partnership with Industry and financial suppport of DG Recherche 

Identification of Drugs with Potential for Rare Diseases Previously Authorised for Another Indication

· What are the products?

·  Statute of marketing: market authorization, interrupted production

·  Clinical experience

·  Biographical references 

Key figures: 131 drugs with 215 potential rare disease indications

OrphanXchange figures

Website use

· 215 registered users

·  31 countries: Europe, USA, Japan…

·  46% private sector: industry, biotech, investors

·  500 visits per month

·  113 contacts established

Placement

Pro-active go-between facilitating partnerships

Indexing Orphan Drugs 

Searching for a Drug

· Search

·  by disease

·  by laboratory

·  by drug (active substance, Brand name particular to

·   country)
 Extension of search criteria

·  by stage of development, by designation

Indexation

· Any drug with rare disease indication

·  Name of active substance

·  Internationally used generic name

·  Name of code before marketing

·  Brand name particular to each country

·  ATC, MedDRA classification
Dissemination of Clinical Trials in Europe 

Registration service for informing patients of current clinical trials (since 2005)

Service available to patients

 Service available to professionals

·  patient recruitment by health providers

·  industrial professionals seeking volunteers

Directory of Clinical Trials in Europe 

Inventory of the development stage of a designated molecule or an orphan drug

Most in phases II and III

Key figures: 268 industrial sponsors for 432 designations  591 national clinical trials

Free-access Electronic Journal

Orphanet Journal of Rare Diseases

Open publication for :

·  clinical articles

·  research articles

·  methodological articles

·  review articles 

· negative results of clinical trials

Key figures: 51 articles published in 2006, 20% highly accessed,  More than 10 000 visitors per month

Conclusion

Europe has a coherent policy regarding rare diseases despite the difficulties raised by 27 different health care systems.  Treatment is the ultimate goal.  Support to R&D is the way forward.  The only question is how OD sector is creating value.
Regulatory Points to Consider on Orphan Products Policy
- Tan Nguyen, US FDA
Legislation 

Establish a forward-looking orphan products policy that incentivizes Canadian R&D of designated orphan products by providing:

· Clinical protocol assistance

· Tax incentives for qualified preclinical and clinical R&D

· Regulatory fee reductions/exemptions

· Expedited review of marketing application 

· Marketing exclusivity for the approved indication 

Provide grants for clinical studies of orphan products.  Consider similar incentives to products for: Pediatric patients (“therapeutic orphans”) with a common disease  and “Neglected” diseases.  

Regulations and Practices

Issue unambiguous orphan product regulations that clearly define regulatory parameters to prevent abuse.  Emphasize on protocol assistance through all phases of clinical R&D and “compassionate” use of promising investigational orphan products.

Harmonize orphan designation process with other regulatory authorities by filing of a “one-world” orphan designation dossier.  Final regulatory decisions, nevertheless, may be different!  Share confidential review information on designations.

Establishment of an Office/Bureau of Orphan Products

Administer orphan products program.  Conduct transparent and rigorous designation reviews.  Serve as advocate for sponsors of orphan products.  Operate independently of, but in concert with, Reviewing Directorates (RDs).  Act as advisor to RDs on orphan-related issues by participating as observer in the regulatory review process and providing an informal, neutral forum for sponsors and RDs.  Advise, consult, and network with the orphan disease community to promote open and frank exchange of information on regulatory and scientific issues.

Additional Points to Consider on Developing Orphan Products Policy

Provide orphan products development grants, with scope to include drugs, medical devices, and medical foods.  Questions:  Target all rare disorders or only specific groups of disorders with unmet medical need?  Focus on early-phase or all phases of clinical investigation?

Expand R&D grants, if possible, to include studies on natural history of disease.  Focus on studies designed to provide useful data for regulatory approval purposes; deal with issues of endpoint selection, efficacy outcome measures and historical control database.

Extend incentives to R&D of therapeutic orphan medical device, which are often the only ways to alleviate sufferings.  Consider whether to include diagnostic products/tests for rare disorders.  Provide incentives to products for pediatric patients.  Consider whether to target all products or only a few product classes?  Should you include off-market or old products lacking exclusivity and/or patent protection?   Consider products for neonatal patient population and products requiring development of new pediatric formulations.  Consider longer delay for generic alternatives.

Consider whether to provide tax credit for preclinical studies of orphan products, and whether should be retroactively granted at the time of marketing application submission.  Establish a mechanism to protect approved orphan products that have generic alternatives.  Consider whether to reimburse only the approved orphan product, not the generic form.  Incentivize also the development of clinically superior formulas of the approved orphan product.

Establish a policy for global collaboration/partnership with “competent” regulatory authorities.  Provide protocol assistance for orphan products.  Should you grant mutual recognition of regulatory actions on orphan products, where appropriate?  Ensure all stakeholders need to “buy into” the process!

Facilitating access to orphan treatment: the Dutch experience
- Sonja van Weely, Dutch Steering Committee on Orphan Drugs
Policy in The Netherlands (Ministry of Health, Welfare and Sports)

1998:  Recommendations of the Dutch Advisory Council on Health Research (RGO)

 2001:   Appointment of the Steering Committee Orphan Drugs by the Minister of Health, Welfare and Sport (VWS) in April 2001

 2002:  Start of considerations on reimbursement of orphan drugs (VWS, Health Care Insurance Board (CVZ), stakeholders)

 2005:  Research programme STIGON-Orphan drugs

 2008?  Research programme Rare diseases and orphan drugs: from orphanised to cured

Steering Committee – several stakeholders

Eleven members on personal title from:

· Two umbrella organisations of patients’ support groups 


· Two medical university professors 

· University pharmacist (Children's hospital) 

· Two umbrella organisations of pharmaceutical industry  

·  Dutch Medicines Evaluation Board

·  Health Care Insurance Board (CVZ)

· Health Insurance Company (since 2005) 

· Chair – university professor pharmacoepidemiology

 Observers from:

· Ministry of Health, Welfare and Sports 

· Dutch member of the COMP/EMEA 

Dutch Steering Committee – a multidisciplinary team

Mission of the Steering Committee

The Steering Committee on Orphan Drugs has the following mission:

 Encourage the development of orphan drugs

Improve the situation of patients with a rare disease, especially strengthen the transfer of information on rare diseases

Four strategies by the Dutch Steering Committee on Orphan Drugs

Information desk

‘Booster’
‘Architect’

‘Brainpower’

What is the Dutch Steering Committee on Orphan Drugs adding to the picture?

National level

Developing and boosting ‘interfaces’ (informal networks, 
orphan café, etc.) between scientists, industry, patient
groups, clinicians, regulatory affairs 

Encourage research (targeted national funding programme for rare diseases, establishing the position of an ‘orphan developer’ liaising between academic, industry and regulatory environments)

Fuels constantly the societal debate on topics of reimbursement and access of orphan drugs  

European/international level

EU collaboration (e.g. E-Rare, SSA ‘Priority Medicines’, European Rare Disease Therapeutic Initiative ERDITI)

Contact point for EU-bodies on orphan drugs
Top 10 country rankings in clinical science (1992-2002)

	RANK
	FIELD
	PAPERS
	CITATIONS
	CITATIONS PER PAPER

	1
	USA
	636,932
	8,600,922
	13.5

	2
	ENGLAND
	149,783
	1,683,670
	11.24

	3
	GERMANY
	143,293
	1,116,097
	7.79

	4
	JAPAN
	143,770
	1,083,033
	7.53

	5
	FRANCE
	102,532
	886,302
	8.64

	6
	CANADA
	70,337
	885,042
	12.58

	7
	ITALY
	77,4417
	770,101
	9.95

	8
	NETHERLANDS
	51,716
	670,650
	12.97

	9
	SWEDEN
	42,830
	504,669
	11.78

	10
	AUSTRALIA
	43,885
	432,168
	9.85


Key factors

Innovation environment is an important factor

Strong culture of patient partnerships in Dutch orphan disease research 

Influencing the political agenda:  The Dutch steering committee presents a petition to the Parliament for reimbursement of orphan drugs in university hospitals
Reimbursement of medicines in The Netherlands

New health insurance system has been in place since January 2006.  There are several players: Ministry of Health (VWS), Health Care Insurance Board (CVZ), Dutch Healthcare Authority (NZA), (academic) hospital, health care insurance company, industry, next to prescribers and pharmacists and the patient.  All Dutch inhabitants are obliged to insure themselves and pay for the standard package; a supplementary package is voluntarily

Reimbursement of Home treatment Standard package:  a specific committee of the CVZ advises on the available data on therapeutic value, rational use and efficacy; ministry decides, health care insurance company has to pay.  

Medicines reimbursement system (GVS) for home treatment:

 Appendix 1A:  interchangeable products –reimbursement for a maximum amount; sometimes an additional 
charge has to be paid by the patient

 Appendix 1B: unique products, fully reimbursed

 Appendix 2: further conditions (e.g. specific prescriber) 

Reimbursement In hospitals consists of:

Diagnosis/treatment-combinations (DBCs) or (in case there is no DBC) hospital decides to use it and has to pay for it

Eight university hospitals – all of them accommodate expert centres for specific rare disorders. Academic component is a budget for university hospitals for top clinical care and research

Policy rules for expensive medicines in hospitals (mainly oncolytic drugs) and for orphan drugs in university hospitals (enzyme replacement up till now): (partial) reimbursement

Policy rules: continuous evaluation on therapeutic value, treatment protocols and if appropriate, conditional inclusion with the obligation to the company to perform follow-up research

Assessment for reimbursement of European registered orphan medicines in The Netherlands

Similar procedure of assessment as non-orphan drugs (in principle)

With some exceptions for European registered orphan drugs: insufficient data means more research

With some exceptions for off-label use for ultra orphan diseases (1:150,000)

	
	Home Treatment
	Treatment in hospitals

	Normal medicine
	Medicines reimbursement system (GVS)
	DBC’s or hospital pays;

Expensive drugs may be placed on the Policy rule

Expensive drugs (80% reimbursement with threshold)

	European or NL registered drug for a rare indication
	GVS or

Extramual temporary subsidy (with the obligation to perform more research)
	DBC’s or hospital pays

Expensive orphan drugs may be placed on the Policy rule.  Orphan drugs for academic hospitals (will be 100% reimbursement) or Expensive drugs (80% reimbursement), both policy rules with threshold

	Off-label use of registered medicine
	GVS under specific conditions (1:150,000; treatment scientifically proven)
	Hospital pays (e.g., via academic component in the university hospital)
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Availability of the first twelve European registered orphan drugs

Inventory of orphan drugs in seven university hospitals (n=20, May 2005)
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Orphan drug usage in the Netherlands in 2004


	
	Costs
	Financed through
	Comments

	In-hospital use (>80% in 2 centres)
	~17,4 Million Euro
	Special subsidiary schemes
	13 out of 20 EU ODs (e.g. Fabrazyme, Replagal, Aldurazyme, Carbaglu)

	Extramural use
	~30 Million Euro
	‘Normal’ health insurance coverage
	Tracleer and Glivec account for >90% of expenditures


Discussion

Prescribed orphan drugs (ODs) are always reimbursed (or paid by the hospitals) in The Netherlands

The reimbursement procedure may take time before the first patient is treated 

Payers (governments, insurers) dislike ‘open-end’ scenarios and aim for foreseeable avenues

The new Dutch system for financing ODs in hospitals is based on structural allocation of 24 million Euro/year to in-patient care, inclusion of new ODs to a 100% reimbursement scheme based on

Current budgets were sufficient to provide reasonable access to ODs in Dutch health care. However, due to the introduction of new ODs to the market this budget needs to be increased

DESIGNATION OF ORPHAN PRODUCTS IN EU : BUILDING ON 7 YEARS OF SUCCESS 

CURRENT TRENDS & LESSONS

Dr. Michele Lipucci di Paola

Thalassemia AVLT-Italy / European Organisation for Rare Diseases

Member of the COMP Working Group Interested Parties at EMEA

STATUS OF ORPHAN APPLICATIONS

· 684 Applications for orphan medicinal products

· 449 Designations of orphan medicinal products

· Since 2000 average success rate is 65%

· For last year average success rate is : 77 %

Status of Orphan Applications
	
	2000


	2001


	2002


	2003


	2004


	2005


	2006


	2007


	Total



	No. of applications submitted


	72


	83


	80


	87


	108


	118


	104


	32


	684



	Positive COMP Opinions


	26


	64


	43


	54


	75


	88


	81


	18


	449



	Commission Decisions


	14


	64


	49


	55


	72


	88


	80


	20


	442



	Final Negative COMP Opinions


	0


	1


	3


	1


	4


	0


	2


	0


	11



	Withdrawals


	6


	27


	30


	41


	22


	30


	20


	5


	181




STATUS OF ORPHAN APPLICATIONS
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Distribution of Opinions
Therapeutic Area
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PREVALENCE OF DESIGNATION
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ADULT / PAEDIATRIC USE
Status of Orphan Marketing Authorisation Applications 
34 authorisations granted to date

·  Fabrazyme for Fabry disease
·  Replagal for Fabry disease
·  Glivec for chronic myeloid leukaemia, ALL, GIST, DFSP, MDS/MPD and HES/CEL
·  Tracleer for pulmonary arterial hypertension
·  Trisenox for acute promyelocytic leukaemia
·  Somavert for acromegaly
·  Zavesca for Gaucher disease
·  Carbaglu for  N-acetylglutamate synthetase deficiency

Status of Orphan Marketing Authorisation Applications 

· Aldurazyme for Mucopolysaccharidosis type I

· Busilvex for haematopoietic progenitor cell transplantation 

· Ventavis for pulmonary arterial hypertension

· Onsenal for Familial Adenomatous Polyposis

· Litak for indolent non-Hodgkin’s lymphoma

· Lysodren for adrenal cortical carcinoma

· Pedea for Patent Ductus Arteriosus

· Photobarr for Barret’s oesophagus

· Wilzin for Wilson's disease 

· Xagrid for Thrombocythaemia 

Status of Orphan Marketing Authorisation Applications 

· Orfadin for tyrosinemia type 1 

· Prialt for chronic pain requiring intraspinal analgesia

· Xyrem for narcolepsy

· Revatio for pulmonary arterial hypertension

· Naglazyme for Mucopolysaccharidosis VI or Maroteaux-Lamy syndrome

· Myozyme for Glycogen Storage Disease type II (Pompe’s disease)

· Evoltra for acute lymphoblastic leukaemia

· Nexavar for renal cell carcinoma

· Sutent for gastrointestinal stromal tumour and renall cell carcinoma

· Savene for anthracycline extravasation

· Thelin pulmonary arterial hypertension 

· Exjade for chronic iron overload requiring chelation theraphy

· Sprycel for chronic myeloid leukaemia and acute lymphoblastic leukaemia

· Inovelon for epilepsy

· Cystadane for homocystinuria

· Elaprase for mucopolysaccharidosis


Status of Orphan Marketing Authorisation Applications

3 CHMP Opinion in decision-making

· Diacomit for myoclonic epilepsy in infancy

· Zavesca for Niemann-Pick disease

· Revlimid for multiple myeloma

Extensions of indication in review process

· Evoltra for acute myeloid leukaemia

· Xyrem for narcolepsy

22 centralised applications in review process
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Distribution of Orphan MAAs: Therapeutic Area 

LESSONS FROM DESIGNATION IN EU

About 80 new orphan designations each year

90% designation for very rare conditions: prevalence < 3/10 000

Quality of applications is growing steadily over years

Increasingly on innovative therapies (new pharmaceutical compounds, biologicals, enzyme replacement, antisens, cell therapy, gene therapy)

Increasingly at an early stage of development: pre-clinical or Ph1

Increasingly based on research performed in Europe

Vast majority are Small & Medium size Enterprises at time of designation

Public Summaries of Opinion (of designation) are made available to all public (including patients) on EMEA Website

MARKETING OF ORPHAN PRODUCTS IN EU

PROMOTING EARLY ACCESS TO ORPHAN DRUGS CURRENTS TRENDS & LESSONS

TIME FROM DEVELOPMENT TO MA IN EU
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MARKETING AUTHORISATIONS FOR ORPHANS

All marketing authorisations for designated orphan medicinal products are now granted through a unique EU Centralised Procedure.  As of April 2007, 40 orphan medicinal products had been granted a centralised marketing autorisation (5 products with positive scientific opinions in the decision making process) (including 2 marketing authorisations through non centralised procedure).  Potentialy benefit to 1.6 million patients in Europe suffering from 31 rare conditions.  Negative outcomes and withdrawals:  19 withdrawals of marketing applications at time of evaluation ; 2 negative opinions.

EARLY ACCESS & FLEXIBILITY

· More than 50 % of orphan medicinal products had their marketing authorisation « under exceptional circumstances » 

· 44% double-blind randomized (placebo / active controlled)

· 42% open label, non-ramdomized 

· 8% bibliographic applications / meta-analysis

· Adrenal cortical carcinoma, Wilson’s disease, patent ductus arteriosus

· 6% case reports / compassionate use 

· N-acetylglutamate synthetase deficiency (case reports), tyrosenaemia type 1 (compassionate use data)

OVERVIEW CLINICAL STUDIES IN POSITIVE OPINIONS

	
	Main (n)
	Phase
	Design

	Fabrazyme 

	1

	III

	DB, R, Pbo, Mc


	Replagal

	2

	II

	DB, R, Pbo, Uc


	Glivec CML
Glivec GIST
	3 (1x3)

1
	II

II
	O, NR, NC, Mc 

(DB), R, 2 doses, Mc

	Trisenox

	2

	I-II, II

	O, NR, NC, Uc-Mc


	Tracleer

	2

	II, III

	DB, R, Pbo, Mc


	Zavesca

	1

	I-II

	O, NR, NC, Mc


	Somavert

	1

	III

	DB, R, Pbo, Mc


	Carbaglu


	1


	
	Case reports



	Busilvex


	2


	II


	O, NR, NC, Mc



	Aldurazyme
	1
	III
	DB, R, Pbo, Mc

	Ventavis


	1


	III


	DB, R, Pbo, Mc




OVERVIEW CLINICAL STUDIES IN POSITIVE OPINIONS

	
	main (n)

	Phase

	Design


	Xagrid


	2


	II


	O, NR, Mc



	Onsenal


	1


	II


	DB, R, Pbo, Mc (2sites)



	Litak


	1


	II


	O, NR, Mc 



	Photobarr


	1


	Phase III


	Partially blinded (biopsy evaluation), R (2:1), Mc



	Lysodren


	Bibliographic


	--


	11 open label prospective

7 retrospective and surveys



	Pedea


	Mixed


	-


	Metaanalysis of 6 R studies

Results from a dose-ranging study




OVERVIEW CLINICAL STUDIES IN POSITIVE OPINIONS

	
	Efficacy Patients (active)

	Safety patients


	Fabrazyme

	58 (29)

	73


	Replagal

	41 (21)

	43


	Glivec CML

Glivec GIST

	Myeloid blast crisis, n=260

Accelerated phase, n=235

Chronic phase, n=532

147


	1176

147



	Trisenox

	52

	251


	Tracleer

	246 (166)

	174


	Zavesca

	82

	96


	Somavert

	157 (111)

	167


	Carbaglu


	12


	20



	Busilvex


	102


	103



	Aldurazyme


	45 (22)


	55




OVERVIEW CLINICAL STUDIES IN POSITIVE OPINIONS

	
	Efficacy Patients (active)

	Safety patients


	Ventavis


	203 (101)


	279



	Xagrid*


	316 

(+ 242 compassionate)


	>4600



	Onsenal


	83 (62)


	83



	Litak


	63


	523



	Photobarr


	208 (138)


	324



	Lysodren


	1064 (828), bibliographic


	>2000



	Pedea


	429 (223) metaanalysis


	986




CURRENT TRENDS & LESSONS

There exist specificities of rare diseases for the development of orphan drugs: lack of knowledge on the diseases, lack of expertise, small size of patient populations, etc.  Policy makers & Regulators in EU have progressively adapted to these specificities, encouraged by patient representives for a public health approach addressing patients unmet medical needs.

Recent developments:

· New procedure of EU Marketing Autorisation « Conditional Approval »

· New EMEA guidelines on clinical trials in small populations

The success rate of orphan drugs reaching marketing autorisation is following the same pattern as in the USA.  Protocol Assistance is very important to improve the quality of design and the success rate.

AVAILABILITY OF ORPHAN DRUGS :  LEARNING FROM THE EU EXPERIENCE.  THE MAJOR CURRENT CHALLENGE

LIFE CYCLE OF ORPHAN DRUGS IN EU:  EVERYTHING IS CENTRALISED PROCEDURE

Orphan Drug Designation: COMP/EMEA

Protocol Assistance: SAWP/EMEA

Marketing Authorisation Application: CHMP/EMEA

· Coordination of Compassionate Access

· MA Under Exceptional Circumstances

· Conditional MA

· Post-MA obligations, additional studies & follow up

· Pharmacovigilance

Significant Benefit: COMP/EMEA

Paediatric Investigation Plan: PC/EMEA

Main incentive: 10 years EU Market Exclusivity 

5 Year Review of Market Exclusivity: COMP/EMEA

LIFE CYCLE OF ORPHAN DRUGS IN EU:
EVERYTHING IS CENTRALISED EXCEPT…

Therapeutic Added Value Assessment (HTA)

Pricing & Reimbursement

· ( Member States’ responsibility

EU has the expertise to perform the health technology assessment of orphan drugs because it already does it partially for significant benefit and all post-marketing evaluation

ACCESS TO ORPHAN DRUGS IN EACH EU MS

3rd EURORDIS survey on patient’s access to orphan drugs 

Situation for Orphan Drugs Authorised before 31 December 2003

Availability as of December 2004 = 341 days after Marketing Authorisation

   (= real situation 1 year after the MA)

PATIENT ACCESS TO ORPHAN DRUGS IN EU:  NICE IS NOT ENOUGH

Orphan drugs are not available to patients and their doctors within the legal time limit across the different EU Member States.  Orphan drugs are made available to patients in a worst time frame and conditions of access than other drugs, although they are intended for rare conditions where there is unmet medical needs, either with no satisfactory method of treatments or a significant benefit over existing therapeutic interventions.

EURORDIS PROPOSAL

Proposal to establish an EU Working Group for Orphan

Drug Transparency, composed of volunteering EU

Member States, either as a new EU Committee or a

subgroup of the EU Transparency Committee or other ways:

· To do a common assessment of the Therapeutic Added Value (TAV) of each orphan drug 

· EU Member states pooling their scarce scientific expertise 

· 
to assess the TAV of OMPs intended for rare diseases 

· EU Member states involved, recognising the value of this assessment and avoiding duplication of procedure at national levels

· To negotiate with Marketing Authorisation Holder an EU ex-factory reference price / volume

HIGHLIGHTS ON TWO KEY SUCCESS FACTORS :  PARTICIPATION OF PATIENT REPRESENTATIVES IN THE DECISION MAKING PROCESS.  DIALOGUE WITH ALL INTERESTED PARTIES

EURORDIS IN BRIEF

· Founded in 1997 

· Patient-driven

· Non governmental - Not for profit

· > 280 member organisations in 33 countries

· > 1.000 rare diseases covered

· 17 staff in Paris and Brussels

· 60 volunteers involved in task forces, steering  committees, working groups and the Board of Directors

· 400 patient groups participate in Eurordis’ activities every year

· Partner in the Rare Disease Platform

EURORDIS’ MISSION

· To build a strong pan-European community of patient organisations and people living with rare diseases

· To be their voice at the European level and – directly or indirectly – to fight against the impact of rare diseases on their lives.
EURORDIS PATIENT REPRESENTIVES IN ODs

Patient groups play a key role in policy development:

· EU Regulation on Orphan Medicinal Products in 1999

· EU Pharmaceutical legislation Review in 2003 (including conditional approval, EU centralised procedure for all orphan drugs)

· EU Regulation on Paediatric Use of Medicines in 2006 (including extension of orphan drug market exclusivity to 12 years)

Patient representatives are in the decision making process

· 3 members in the COMP + 1 Observer: policy, guidelines, designation opinion, significant benefit opinion)

· Patient experts in Protocol Assistance procedure

· Patient experts in Risk Management Programme 

Patient groups validate information to public

· Public Summaries of COMP Opinions

· European Public Assessment Reports

DIALOGUE WITH INTERESTED PARTIES

Policy development in rare diseases and orphan drugs is never as good and efficient as when all interested parties are working together: patients, authorities, industry, academia

Serie of EMEA COMP Workshops with patients groups, industry and academia

COMP Working Group of Interested Parties:

· A unique group in EU and national competent authorities

· Achievements:

· Public Summaries of Opinion

· 5 year report to consolidate the EU Orphan regulation

· Data base on Orphan drugs under development with Orphanet

· Current projects:

· Common content & format of application for orphan designation at EMEA & FDA for a parallel designation

· Clinical research grants for orphan drugs designated in EU through the 7th EU Framework Programme for Research

CONCLUSION : Key messages for future = Canadian policy in orphan drugs

EURORDIS OBJECTIVE FOR PATIENTS

“To achieve the quickest access and availability  

to as many safe, efficient, 

and affordable medicines 

with a real therapeutic added value,

for all rare disease patients 

in Europe”
IMPROVING ORPHAN DRUGS : Time for better and  more incentives

Research and Development: Innovation, Grants for Clinical Trials, Tax and Fee reductions 

Timely and Long term Availability of OD

International Coordination on OD and RD Policies and Actions

FOR MORE INFORMATION
Michele Lipucci di Paola 

Yann Le Cam - Chief Executive Officer

Fabrizia Bigniami - Therapeutic Development Officer 

www.eurordis.org

The UK Experience
- Alastair Kent, Director, Genetic Interest Group

Genetic Interest Group

· Alliance –approx.140 independent voluntary groups

· Advocacy and Strategic Campaigning

· Pro R&D

· Patient led and governed

· Partnership

The NHS

· Funded out of taxation

· Free at the point of delivery

· Not the same across the UK

· Health care delivery is the responsibility of devolved government in 4 home nations

· Regional variations within England

The Theory

· Distinguish between “assessment” and “evaluation”

· Assessment – “does it work and for whom?”

· Evaluation – “is it worth it and do we want to buy it?”

· NICE (Independent Health Technology Assessment, cost and clinical effectiveness)

· SMC (Manufacturers data and published research)

· Notional ceiling £30,000/QUALY

· England: NSCG (1 in 100,000 or fewer) 
and RSCG

· Wales HCW

· Scotland SHD

The Practice

· Postcode prescribing

· Variation in practice

· No consistent/coherent strategy

· Judicial review

Example: ERT for Gaucher’s Disease

· Approx 200 patients benefit in England

· Cost £22 m/yr (c£80,000/patient/yr)

· Initially – local purchasing by PCT

· Pre NSCG – MPS Society used judicial review

· NSCG – 4 expert centres, national access equity and uniform quality of care

The need for a strategy

· Now: 400 + Orphan Designations 

· 30+ Drugs with Marketing Authorisation for EC

· In the pipeline

·  80-100 ODs/yr

· 5-10 MAs/yr  

·  i.e. increasing possibility of interventions in hitherto untreatable diseases. 

Pressures

· Patient demand

· Manufacturers expectations

· Political grandstanding

· Media bandwagon

· Inequity (between diseases and between patients)

· Budgetary constraints

Elements of a Strategy

· Across the board (not just innovative therapies)

· Not just drugs

· Broad based evaluation of cost and benefit

· Transparent and Public

· Robust and Consistent

· Appealable

· Enforceable

Opportunities

· Flexible pricing

· Risk Sharing

· Coordination between regulatory agencies (e.g. EMEA + NICE)

· Common standards and procedures

· Data sharing (national competent authorities)

Threats

· Duplication

· Variation

· Waste of scarce expertise and resources

· Disincentive to invest

· Ongoing healthcare costs

· Unmet medical needs

· Brain Drain

Brazilian Experience with drug policy for rare diseases

- Fábio Mataveli, Novartis Oncology, Brazil Former Brazilian Drug Regulatory Agency

Brazil Fact Sheet 

Population: 188,696,389 people

Area: 8 ,514, 215.3 km2, 27 states

GDP: US$ 1.616 trillion, with a per capita gdp of US$ 8,600.

Public Health Care System Coverage: Universal Access

Private Coverage: 25% of the actual population (≈ 44,7 million)

Public Health Annual Budget: US$ 21,76 billion 

Total Annual Drug Expenditure: US$ 2 billion

Basic Assistance: US$ 34,29 million (1,7% budget)

AIDS Program: 170,000 patients, US$450 million/year 

Exceptional Drugs (including rare disorders): US$ 666,6 million

Demographic Transition

Costs with chronic and rare disorders jumped from US$323,8 million in 2002 to US$ 809,5 million in 2005.  250% increase in 3 years

Drug Access to Rare Diseases

 In Brazil, orphan drugs are included in a special drug access program.   Each drug request must be submitted to a specific approval, in a process involving a referral public health care center, the state secretary of health and federal government.  Drugs are only obtained in Public HealthCare Centers.  Drug dispensation occurs according to specific Clinical Protocols and is made patient by patient for a better control.  Drug costs are usually shared: Federal (80%) and State (20%).   Some States dispense drugs that are not in the federal list, but they must cover its cost 100%.

Orphan drug policy started in the 70’s

Brazilian government concern with rare diseases is not recent.

· 1971 – Public health policy established that a special drug stock should be maintained for the treatment of patients with rare incidence diseases.

· 1976 – Brazilian government requested University of Brasilia to develop a program to locally produce Growth Hormone.   Patient advocacy group associated with Endocrynolgists of health public system pressured the government to provide GH for patients with hypophyseal nanism.

· 1977 – Drug dispensation according to a established Clinical Protocol for Nanism Treatment.

· 1982 – 15% of total Drug Budget for Exceptional Drugs

· 1986 – Reimbursement list with 55 items

Current Scenario

There are 226 drugs listed and partially (80%) reimbursed by federal government as exceptional items in the last update.  There are only four 100% federal reimbursed drugs: imiglucerase (Gaucher), erythropoeitin (Kidney failure), INF-α (hepatitis C) and Immunoglobulin (immunodeficiency). These 4 drugs alone account for a US$ 238,1 million annual expenditure.  Some drugs for Rare Disorders are pretty inexpensive Hydroxiyurea in Sickle Cell Anemia or Psoriasis: US$ 0,24/pill.   States have autonomy to allocate resources to special drugs according to local demands.  Although recent advances, the list must be updated

New treatments options vs. Established Clinical Protocols

 Access to treatment is granted by the Brazilian Constitution to all people living in Brazil (citizens or not ).  The list of reimbursed drugs does not include all innovations.  Based on the Constitution, Patients with rare disorders apply to the public health care system to have access to new drugs, sometimes not yet approved by the Brazilian Drug Regulatory Agency.  The acquisition of drugs not included in Clinical Protocols has a negative impact on the Public Healthcare System Budget.  When allocation of resources are not provisioned for this purpose, there is a burden to local Public Healthcare State Budget 

Health “Judicial” Burden

 In 2006, 30% of exceptional drug dispensation was done by Judicial Order.  If the decision is positive for the patient, treatment must be provided within a maximum 24-hour period.  Disobedience to a Judicial Order: State means County Secretary of Health is arrested (goes to jail). Not all drugs acquired by Judicial Order has proven efficacy.  Need to update exceptional drug public reimbursement list 

Orphan Drug Prioritization Resolution: Published April 4th, 2007 – 60 days to start

 Definition of Orphan drug: Drug that has shown proven efficacy in the treatment or diagnosis of rare or neglected diseases

Definition of Rare disease: low incidence

Deadlines for the Regulatory Agency: 75 days after the request for drug approval (registration) was considered a Priority

IMPORTANT: Brazilian Drug Regulatory Agency does not approve phase II drugs 

Orphan Drug Current Public Reimbursement 
Process

Reimbursement Dossier Submission:  February 1st to March 31st August 1st to September 30th
CITEC Health Technology Assessment Committee considers to:

Evidence:  Clinical efficacy, effectiveness, and safety

Economic Evidence:  local data, QALY (value not set; WHO says 3 x PIB per capita)

Comparison to existent technologies

Decision = Yes or No

Work on reimbursement value (minimize gap), clinical protocol (1st or 2nd line treatment, clinical indication).

HTA assessment for Rare disorders

Evidence and Good Sense Based Medicine (EMB => EGSBM)

· Fast Track Approval—most of orphan drugs won’t reach phase 3

· Biotech innovation—pay attention to the truly new technological advances, what is for a small group today may be for a large population tomorrow

· Disease incidence—search for the number of patients that make evidence statistically significant

· QALY is not the only pharmacoeconomic measure and may under-evaluate the benefits of some drugs

Drugs for Rare Diseases:  Paying for Innovation
- Aidan Hollis, University of Calgary

Outline

· The importance of having a rule

· How much should an insurer be willing to pay?

Should we ever pay extra for rarity?

I assume that society makes a decision that it may pay for expensive rare disease drugs in some circumstances, despite failure to meet cost-effectiveness standard.

A rule is necessary

A typical response is that “we should pay whatever price is needed to ensure access to life-saving drugs.”  This leads only to firms increasing their prices. 

Indeed, drug firm managers would have a responsibility to shareholders to increase prices in these circumstances.  So a rule is necessary, other than a willingness to pay whenever a life can be saved.

What sort of rule?

For ordinary drugs, provinces use cost-effectiveness evaluation, But this won’t work for orphan drugs.  PMPRB uses two rules to limit prices:  International comparisons and Therapeutic comparisons.  Neither will work for rare-disease drugs.

A proposed rule

Increase the maximum allowed price for rare-disease drugs by an amount which reflects the higher costs per patient of developing those drugs. Firms need to be compensated for the expected capitalized, risk-adjusted costs of innovation, production, marketing and administration. How much is that?

The cost of innovation

Highly cited study of innovation costs (DiMasi, Grabowski, Hansen 2003) finds that risk-adjusted cost of innovation capitalized to the year of introduction is approximately US$800m on average.  Orphan drugs, which have a tiny fraction of the market potential, must cost considerably less.  Firms reasonably take smaller risks when the potential market is small.  Clinical trials, representing about half of costs, are a fraction of the size.  A reasonable estimate of the average might be US$200-$400m; Genzyme claims to have spent much more on some drugs. 

Canada’s share of this cost

Suppose that the risk-adjusted cost of innovation is US$300m per drug.   Canada’s share (of OECD) should be approximately 3%.  This implies a Canadian share of innovation costs of approximately US$9m per drug.   This suggests revenues need to include approximately $1.5m per year over 10 years to fully compensate the innovator for the cost of innovation.

Other costs

There are also other costs:  production, administration, marketing.  These may be higher for orphan drugs.  Prices need to be high enough to pay for reasonable production, administration, and marketing costs – these may be higher per patient for rare disease drugs. 

Important!

I am not suggesting that we measure the actual costs of innovation for a given drug, and then compensate the firm on that basis.  Instead, what is necessary is to determine an average cost of innovation, so that innovators could decide whether they wanted to proceed in the expectation of being able to charge high prices.

Implementation

Apply normal cost-effectiveness analysis to orphan drugs.    However, when assessing the cost of orphan drugs, allow for a supplement sufficient to pay for Canada’s share of innovation and production costs.  This implies a “credit” in the analysis on the order of approximately $2.5m per year for the first ten years the drug is in the market. This amount would be divided by the expected number of patients to obtain a “credit” per patient. 

Rule example

For example, suppose 200 Canadians take a therapy, and the annual price for each is $60,000.   A “credit” of $15,000 (200 x $15k=$3m) would  be applied for the purpose of calculating the cost-effectiveness of the therapy, so that the imputed cost would be only $45,000 per person per year.   Note that even for very rare diseases, the credit per patient would not be very large: a very large credit is only appropriate if the ex ante expected costs of the innovator are very large. 

Who benefits?

Consumers:  They need a way to justify getting products paid for.

Firms:  They have the same interest. They also need to know what to expect when investing in R&D.

Governments:  They need a reason to be willing to pay.

Concluding

Coverage of orphan drugs is important to encourage innovation in orphan drugs.  If coverage is offered, a rule is essential.  A reasonable rule is to offer a price such that firms are able pay for their expected innovation cost, as well as other reasonable costs of manufacturing, marketing and administration.  This can be implemented as a “credit” when implementing a cost-effectiveness analysis. 
Progressive Licensing Project
- Dr. Supriya Sharma, Acting Director General, Therapeutic Products Directorate

Health Products and Food Branch, Health Canada

Central Concept of the Progressive Licensing Framework

· Current regulatory model tests a drug before it goes to market

• We know that our knowledge about a drug grows over time, therefore…

· The proposed new model would also evaluate a drug before and after it is on the market, i.e., throughout its entire life-cycle.


Current Point-in-Time Process
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Progressive Licensing Model
[image: image21.emf]
Guiding Principles

Four Guiding Principles of the Progressive Licensing Framework:

Life-cycle management

Evidence-based approach

Good planning

Accountability

1) Life-cycle Management 
This is an approach that supports the continuous monitoring of the safety, efficacy, and quality of a drug.  Such an approach would allow for the ongoing evaluation of the benefits and risks throughout the drug’s life-cycle.

2) Evidence-Based Approach
Decisions are currently made at the pre-market stage, based on evidence of the safety, efficacy and quality of a drug.  The new framework could allow for decisions to formally incorporate benefit-risk assessments  -- this could allow for the incorporation of other types of evidence over the drug’s life cycle.  This has special importance in terms of drugs for rare diseases given the challenges around collection of evidence

3) Good Planning

Formalizing planning requirements and practices would allow for the management of the collection and analysis of new information that emerges over a drug’s life-cycle.  For example, a life-cycle management plan could be one option for incorporating planning into an ongoing review process.  Unique planning strategies may be required for drugs for for rare diseases 

4) Accountability

Accountability in the PLF is understood to be the ongoing requirement to justify decisions concerning drugs.

Progress to Date

Stakeholder engagement

July and November workshops in 2006

CORD was present at the November 2006 and provided valuable input

Engagement

Ongoing bilateral meetings and presentations to associations

Concept paper 

Created to introduce issues and to stimulate discussion in a wider stakeholder audience

Web Site launched April 23, 2007


Source of general information about Progressive Licensing as well as more specific discussion papers

Provides information as well as the opportunity to provide the project team with feedback

Will continue to evolve and be populated with more information as the project evolves

http://www.hc-sc.gc.ca/dhp-mps/homologation-licensing/index_e.html

http://www.hc-sc.gc.ca/dhp-mps/homologation-licensing/index_f.html

Next Steps: Priority Areas Requiring Development

Priority areas have been identified in the three phases that require development with affected stakeholders:
•  Drug Development

Early Planning and Engagement

Licensing

Benefit-Risk Assessment: Flexible departure from “normal” licensing process – this may be a potential route for drugs for rare diseases and orphan products

Conditions of License

Post-Licensing

Fulfilling post-market commitments

Risk management, including risk communication

Re-evaluation of market authorizations

 Workshops on the three phases:

May and June of 2007

Internal and external stakeholders will be invited to participate, including CORD

Analysis of feedback from workshops and web site

Further refinement of the regulatory framework and wider consultation in Fall 2007

We welcome your feedback and input!

“Chance for Life” fund

A Canadian Position Platform 

Strategy for Life-Threatening or Serious Rare Disorders

(the output from 3 forums and the First Orphan Drug Policy Summit in Canada)
INTRO:

1. Orphan drug legislation has radically increased the number of innovative therapies in development and positively impacted the lives of patients with life-threatening or serious rare disorders.   

2. The economic and regulatory incentives provided by orphan drug legislation are directly correlated to the exponential growth of the biotechnology industry.  Many governments view biotechnology industry as a priority sector in a knowledge-driven economy. 

3. Canada needs to commit to addressing life-threatening or serious rare disorders through the support of innovative therapies and by providing timely and equitable patient access to these therapies.   

· Legislation should be enacted to differentiate products that address life-threatening or serious rare disorders;

· Economic and regulatory incentives should exist to ensure continued access to treatments;

· The approach needs to address financial hurdles to patient access.  Funding for drugs for life-threatening or serious rare disorders should be done at the highest aggregate level.

· Efforts must differentiate drugs for life-threatening or serious rare disorders in reimbursement and funding evaluations. 
· New methods to evaluate the “value” of drugs for rare disorders to society are needed and should be different from the evaluation of therapies for common conditions.  

BACKGROUND:

Orphan Drug (OD) Legislation has provided incentives for the development and marketing of medicines for rare disorders.  Manufacturers historically had not developed treatments for rare disorders because of the challenges to commercialization and risks of market failure.  This was mostly due to scientific hurdles (small number of subjects for clinical trials, lack of disease understanding, absence of valid biomarkers), regulatory hurdles, lack of public awareness, and low probability of profitability.  

The US was the first to enact OD Legislation in 1983, and was quickly followed by Australia, Japan, Singapore, Taiwan, and S Korea in the 1990’s.  In 2000 the EU established its own OD legislation.  Many of these policies were passed on the principles of more equitable provision of healthcare.  Methods to encourage R&D in rare diseases include extended regulatory guidance and advice, waiver of regulatory fees, and market exclusivity.  To date, these policies do not include provisions that secure funding and reimbursement for orphan drugs.  

Orphan drugs (orphan medicines) are medicines for rare disorders with a prevalence limit defined in the respective legislations in different geographical areas. These limits are 

· affecting less than 200,000 patients in the USA 

· a prevalence of less than 5/10,000 in the EU population. 

Patient prevalence should not be confused with other patient population descriptors, such as:

· The diagnosed patient population

· The identified patient population

· The symptomatic patient population

· The treatable patient population

All of these are self-explanatory, but will depend on the disease and are not used in the orphan drug legislations.

During the 2003 review of US policy, 1100 products received orphan designation, 231 were marketed, thereby impacting over 11 million patients

During the 2005 review of EU policy, 260 products received orphan designation, 22 received market authorization, thereby impacting over 1 million EU patients

2005 Inventory of EU Member States shows that in addition to European Community measures, national governments have also implemented additional measures to support orphan drug development such as:

· waiver of national administrative fees

· secured reimbursement for orphan drugs

· free regulatory agency scientific advice

· centers of excellence for diagnosis and treatment

· tax credits

· national databases and/or plans for rare diseases

· pre-authorization access/compassionate use

· resources for research

· accelerated registration/pricing/reimbursement decisions

· the waiver of requirement for pharmacoeconomic data

Certain EU Member States have created centralized funding mechanisms for orphan drugs (e.g. NSCAG (UK), France, and The Netherlands).  

Health economists, ethicists, industry and government representatives have participated in 2 roundtable meetings on Heath Technology Assessments of Orphan Drugs where the following was discussed. 

· High price levels of orphan drugs are due to the normal costs associated with drug development spread across an extremely small patient treatment population. 

· Rare diseases pose specific challenges to pharmacoeconomic assessment (disease heterogeneity, small patient population, poor understanding of natural history of disease)

· Orphan drugs provide benefits to society that may not be adequately captured in traditional methods to evaluate cost-effectiveness.

· Social value judgments, such as the NICE Citizen’s Council conclusion that orphan drugs should be reimbursed at higher price points, must be incorporated in payer decision-making processes.

Health technology assessment (HTA) is a multidisciplinary process that summarizes information about the medical, social, economic and ethical issues related to the use of a health technology in a systematic, transparent, unbiased, robust manner.   Its aim is to inform the formulation of safe, effective, health policies that are patient focused and seek to achieve best value.  (EUnetHTA, European Network for HTA (www.eunethta.net))

There are currently 23 Canadian companies with 43 Orphan Drug Designations (FDA).

CORE ISSUE FOR CANADIANS:



· Due to a lack of recognition of the unique challenges faced in the development and evaluation of a drug for a rare disorder, an unstable environment for access exists for Canadians affected by these conditions and patients are at risk of losing access to life-saving therapies.

APPROACH

In the interest of patient access to therapies for life-threatening or serious rare disorders, there is a need for a sustainable healthcare environment that favours innovation.  Close collaboration between patient groups, scientists, health economists, and industry to discuss the benefits of a life-threatening or serious rare disorders approach has resulted in the recommendations below, some of which are also consistent with recommendations coming from Health Canada’s Blueprint for Renewal report. 

Definition:  

· Drugs for life-threatening or serious rare disorders are defined as medicines for rare disorders with a prevalence of less than 1 / 2,000 Canadians.  For rare disorders to qualify they must be life-threatening or chronically debilitating (i.e serious).  Therefore between 5000 and 7000 conditions qualify as rare disorders.  It is estimated that approximately 50 drugs are currently developed or in development for some of these conditions.
Regulatory and Access Harmonization:
· All types of evidence should be used when evaluating drugs for life-threatening or serious rare disorders.  Paucity of data relating to rare disorders makes the conduct and interpretation of studies difficult; therefore, studies should be international.  A post-marketing requirement for Canadian-only studies should be avoided due to the very limited patient base and, integrating of Canadian experience into global populations would allow for more accurate assessments.  Decisions on funding should be evidence-informed but not necessarily solely evidence-based (i.e. other factors should shape decision making, see below).  Disease based registries should be used to collect long term clinical and QoL data allowing for a more valid and homogenous definition of longitudinal disease progression and treatment effectiveness.  

· Regulatory and Funding decisions should be better integrated yet remain separate.  There should be greater harmonization between regulatory and funding decisions with the former being responsible for evaluating safety, efficacy and quality; and, with the advent of the Progressive Licensing Framework, risk-benefit.  Drugs for life threatening or serious rare disorders should be explicitly included as a special category under Health Canada’s Progressive Licensing Framework with incentives such as fee waivers and protocol assistance.

Access Approach and Health Technology Assessments (HTA):

· Funding decisions should be handled nationally and separate from the Common Drug Review.  Because of the uniqueness of rare disorders, a separate group should be established who would be trained and equipped to develop novel methods for the conduct of Heath Technology Assessments of drugs for life-threatening or serious rare disorders.  These new methods would enable the inclusion of societal values such as the “rule of rescue” and the value of innovation.   This group would work alongside Health Canada in their review of the data and understand the a-priori hypotheses which will be measured in clinical trials. It is anticipated that the Progressive Licensing Framework will provide a suitable mechanism for the pre-planned assessment of these drugs in the post-market situation.

· Evaluation of technology uptake should be more transparent and include comprehensive public engagement and accountability.  Input and advice should be sought from a broader range of stakeholders including patients, consumers, health professionals, industry and researchers to improve the overall quality of decision making.  Stakeholder engagement must be deliberate and all stakeholders should share in the decision making responsibility and accountability.  

· Equity concerns and Social Values should be included in the health technology assessment of drugs for life-threatening or serious rare disorders.  The “social value” of treatments for life-threatening or serious rare disorders should be included in decision making, including the fact that there is no other available treatment option, and the treatment population size is very small.  Social values will help set the agenda (i.e. which drugs get assessed), assessment (i.e. which drugs get listed/not listed), access (i.e. which drugs get funded), and accountability (i.e. who is answerable and to whom).  

· Establish a “Chance for Life” fund equivalent to 2% of the total public drug expenditure budget at a National Level to support the treatment for patients with life-threatening or serious rare disorders whereby no other alternative treatment exists.  The approach must be national in order to ensure fair and equitable access to services and treatment for all Canadians irrespective of their place of residence.  
· Treatment guidelines should be created by an experienced and diverse group of health care professionals.  Consistent with the approved indication, treatment guidelines should address questions of “who to treat”, “when to treat”, and “when to stop treatment” which is the approach taken in several countries. As is done in England, patients or their caregivers would sign a consent form acknowledging that they understand that therapy may be halted if the pre-determined outcomes are not met.

· Treatment should be carried out in established Centers of Reference.  These centers should be multi-disciplinary and have expertise in the management of patients with complex life-threatening or serious rare diseases.  

SUMMARY:

Patients with rare disorders have the same right to effective therapies and a “Chance for Life” as those with more common diseases.  The core of current Orphan Drug Regulation consists of non-economic societal values representing the desire to provide equitable access to therapies independent of the rarity of the disease.

Rare disorder populations represent a host of challenges when conducting clinical trials.  There is a paucity of data due to low incidence / prevalence, limited longitudinal data, a lack of validated measures, clinical outcomes and QoL information may be less than robust, the heterogeneity of the disease poses problems for study design and there is generally a loosely defined standard of care.   The conduct of clinical trials in rare disorders presents unique challenges.  The interpretation of such data requires a different perspective and metric as well as the use of global disease registries.  Furthermore the development of a progressive licensing framework and incorporation of societal values must be included in access and funding decisions.  

There is an opportunity to create a new Canadian framework and national body to evaluate treatments for life threatening or serious rare diseases that can incorporate this new reality.  Other jurisdictions have shown that the evaluation, funding, and integration of novel therapies at centres of reference is feasible, manages cost in an equitable manner, and brings life-saving treatment to individuals for whom there would be no other hope or prospect of cure.  The collaboration between industrial partners, clinical experts at centres of reference, and a newly formed national body to oversee the evaluation of treatments for life-threatening or serious rare disorders will bring Canada in line with other developed countries.  Establishing a “Chance for Life” fund equivalent to 2% of the total annual public drug expenditure is an important first step.  
This initiative may have important consequences on Canadian societal values and foster an environment of innovation from which all Canadians may benefit.  
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