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Who's Calling the Tune

Harmonization of Drug Regulation in Canada

Executive Summary

Harmonizing standards on drug regulation among
countries makes sense since it can reduce the
workload on individual regulatory agencies and
allow them to draw on each other’s strengths.
However, harmonization must be to the highest
standards, protect safety, ensure that only drugs
that are truly effective are marketed, and pro-
tect a country’s ability to act independently. This
report will look at the history of harmonization
in general and, in particular, examine what has
been happening in Canada.

The main driving force behind international
harmonization is the International Conference
on Harmonization (1ICH) an organization whose
only voting members are the regulatory agencies
and associations representing the brand-name
pharmaceutical industry in the European Un-
ion (E.U.), Japan and the United States (U.S.).
The main goal of the pharmaceutical industry in
participating in the 1CH is to get its products to
market more rapidly and at less cost. Regulatory
agencies justify participation on the grounds that
the 1cH will lead to newer and better medicines.
However, only a small fraction of new drugs that

are marketed are major therapeutic advances and
research indicates that, when it comes to safety,
1CH has been harmonizing to the lowest com-
mon denominator.

Health Canada sits as an observer at ICH meet-
ings and sees its involvement as crucial but very
little information about its role is available on
its website. Health Canada has adopted many of
the guidances issued by the 1cH, but aside from
posting draft guidances on its website for com-
ment, there is no other public participation in the
process of deciding to incorporate the guidanc-
es into Health Canada’s regulatory procedures.

A 1999 document made it clear that Health
Canada saw pursuing international agreements as
a priority. While that report emphasized safety,
consultations with the pharmaceutical industry
in the same year showed that industry’s main
goal was economic, with safety being secondary.

An early example of harmonization and how
industry’s goals seemed to have been prioritized
was Health Canada’s move to shorten the time it
took to approve the early phase of clinical trials.
The initial discussion paper put out by Health
Canada on this topic was deficient in a number
of areas and emphasized how the changes would
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increase industry investment in Canada. Since
this effort, Health Canada has gone on to sign
agreements to share information, on a confiden-
tial basis, with Australia, the E.U. and the U.S.

Harmonization is also intimately tied in with
the government’s policy of smart regulation,
changing regulations “in a way that enhances the
climate for investment and trust in the markets.”
The messages from smart regulation — making
sure that Canadian standards conform with
those of our major trading partners and speed-
ing up the drug regulatory process — are also
messages that coincide with the priorities of the
pharmaceutical industry. While faster approvals
get drugs to market more quickly, they may also
compromise safety —an important consideration
as an increasing number of people are exposed
to new drugs that ultimately are pulled from the
market because of safety concerns.

Canada has also been matching other coun-
tries in using user fees from pharmaceutical
companies to help fund the drug regulatory sys-
tem. Principal-agent theory proposes that there
is a relationship between a principal, who has a
task that needs to be performed, and an agent,
who is contracted to do the task in exchange for
compensation. Prior to the introduction of user
fees, the principal was the Canadian public and
the agent was Health Canada.

Since 1994 a new principal has been added:
the pharmaceutical industry that is now provid-
ing a substantial fraction of the money needed
to run the drug regulatory system. In the E.U.,
national regulatory agencies compete to do drug
reviews in order to generate income and, in the
U.K,, a parliamentary committee was concerned
that the Medical Healthcare and products Regu-
latory Agency “may lose sight of the need to pro-
tect and promote public health above all else as
it seeks to win fee income from the companies.”
In the U.S., the Food and Drug Administration
(FDA) could jeopardize its ability to collect user
fees if it exceeds its target times for reviewing
new drug applications and, as a result, does a less

CANADIAN CENTRE FOR POLICY ALTERNATIVES

thorough job of reviewing drugs as the deadline
approaches. Recent changes here could leave
Health Canada in the same predicament.

Health Canada has long been criticized for
treating clinical material on drug safety and ef-
ficacy submitted by pharmaceutical companies
as confidential business secrets and refusing
to release it unless the company agrees. In re-
sponse to these criticisms, Health Canada has
undertaken reforms to improve transparency.
However, instead of using the U.S. as its mod-
el, where the FpA has public expert advisory
committee meetings and where edited reviews
of FDA reviewers’ comments are posted on its
website, Health Canada has chosen to model its
release of information on the European Public
Assessment Reports (EPAR). EPARS have been
analyzed by outside organizations and found to
have significant weaknesses. The Health Cana-
da equivalent, the Summary Basis of Decision,
lacks key information that is necessary to make
an independent assessment of the safety and ef-
ficacy of new drugs.

Although Health Canada has harmonized
some aspects of drug regulation, other aspects
have been ignored. Health Canada has explic-
itly rejected developing standards for how long
it takes between when it receives a report of an
adverse drug reaction and when that report has
been analyzed and posted on its website. Health
Canada has been talking about requiring the
public registration of clinical trials but, unlike
the U.S., where it is not only mandatory to reg-
ister these trials but also to post their results,
after five years Health Canada has not taken any
action nor is there any timeline for a decision.

Harmonization could be of benefit to Canada
but only if we harmonize up. The evidence to date
suggests that we have been harmonizing down.
Furthermore, the various supporters of harmo-
nization have generally failed to look at the ef-
fects that it may have on Canada’s ability to take
independent regulatory action. They have also
ignored issues such as how Health Canada would



deal with highly politicized decisions that can
come out of the FDA or decisions from a highly
conflicted European Medicines Agency.
Regulatory harmonization needs to be under-
taken in the interests of public health, not pri-
vate profit. To date that has not been happening.

Introduction

The world of pharmaceutical regulation is a com-
plex place. All regulatory agencies in developed
countries agree that before drugs are marketed
they should be safe relative to the condition for
which they are going to used, efficacious (they
should work under ideal circumstances), and
be manufactured according to rigorous stand-
ards. How these criteria are put into practice
has traditionally been subject to a range of na-
tional standards.

Therefore, in theory at least, it makes sense to
develop a common set of standards that can be
applied across developed countries. Similarly, it
seems reasonable for countries to draw on each
other’s strengths in regulation so that tasks are
not unnecessarily duplicated. In Canada’s case,
our resources and capacity are limited compared
with those of other leading regulatory authorities,
such the United States (U.S.) Food and Drug Ad-
ministration (FpDA) and the European Medicines
Agency (EMEA). For 2009, the FDA’s budget for
its human drugs and biologics programs was just
under Uus$i.1 billion and it employed 4,816 full-
time equivalents (FTE),"* compared to CAN$98
million and 1,040 FTEs for Health Canada.? The
EMEA coordinates the scientific evaluation of
applications and related work with the national
competent authorities of the 27 member states
in the European Union (E.U.) and has over 4,500
experts listed in its database.**

The move to coordinate regulatory practices
typically goes under the name of harmonization.
Harmonization, if done properly, could be ben-
eficial nationally and internationally but it re-
quires harmonization to standards that do not

threaten safety, that ensure that drugs that are
marketed offer significant therapeutic advances,
and that preserve the scientific ability for coun-
tries to act independently when necessary. This
report will review the history of international
harmonization and then focus on what has been
happening in Canada, in particular looking at
whether the three conditions outlined above
have been observed.

International Conference
on Harmonization

The main driving force behind international
harmonization is the International Conference
on Harmonization (1cH), an elite organization
with only six voting members — the brand-name
industry associations and the regulatory agen-
cies from the E.U,, Japan and the U.S. In addi-
tion, Canada, the European Free Trade Associa-
tion, and the World Health Organization sit as
observers. The secretariat for the 1cH is housed
in the Geneva headquarters of the International
Federation of Pharmaceutical Manufacturers
and Associations (IFPMA).

The 1cH was born out of a series of bilateral
meetings, first between the U.S. and Japanese
regulators and then the Europeans and Japanese.
At the same time, European drugs companies
were anxious about their access to the Ameri-
can market, the largest in the world. Against this
backdrop, the IFPM A took responsibility for or-
ganizing a series of trilateral meetings that lead
to the birth of the 1cH in 1990.° There are nota-
ble absences from the groups that are allowed
to participate in the 1ICH process. “ICH does not
include representatives from professional asso-
ciations, patient or consumer advocacy groups,
the governments or health authorities of devel-
oping countries, companies specialising in ge-
neric drugs, or from groups producing phar-
macopoeias.”

The economics of the pharmaceutical indus-
try dictate that profits need to be made during
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the period when drugs are on patent, before ge-
neric competition with its price reductions and
loss of market share set in. Therefore, any dupli-
cation in research efforts or holdups in the reg-
ulatory process because of national differences
are very costly for the brand-name companies
as each day of delay can equal millions of dol-
lars in lost sales.

Interviews with senior industry officials con-
ducted by Abraham and Reed confirm that com-
panies were concerned about the inconsisten-
cies between national regulatory standards that
produce “wasteful duplication in drug testing,”
which drives “up drug development costs and
create[s] ‘barriers to trade.” From the indus-
try’s point of view, the ICH was set up to allevi-
ate these problems.

This industry view of the 1ICH’s purpose is re-
flected on the organization’s website and leaves
no doubt that the objective of harmonization is
to reduce costs and bring drugs to market faster.
“Regulatory harmonisation offers many direct
benefits to both regulatory authorities and the
pharmaceutical industry with beneficial impact
for the protection of public health. Key benefits
include: preventing duplication of clinical trials
in humans and minimising the use of animal
testing without compromising safety and effec-
tiveness; streamlining the regulatory assessment
process for new drug applications; and reducing
the development times and resources for drug
development.”

The mention of safety and the protection of
public health in the 1cH’s statement is the ra-
tionale that the regulatory agencies use to justify
their participation. According to an informant at
the IFPM A interviewed by Abraham and Reed,
“The main reason the regulators can justify the
time, effort, and expense of getting involved in
ICH, is the promise that new and better medi-
cines on a better scientific basis will reach the
patient earlier and universally.” As we will see
later, this is also the motivation given by Health
Canada for seeking greater harmonization.
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The problem is that, although regulatory ap-
proval times have come down significantly in
many jurisdictions,® there has not been an in-
crease in the number of newer and better medi-
cations. According to a database maintained by
the French drug bulletin Prescrire International,
in the decade spanning 2000-09, out of nearly
1,000 new drugs (or new indications for older
drugs) introduced onto the French market, only
2 could be considered a major therapeutic inno-
vation in an area where previously no treatment
was available and another 18 were important
therapeutic innovations but with limitations.*

If the 1cH has not produced an increase in
the number of newer and better medications,
it has also not enhanced drug safety. Abraham
and Reed have specifically examined four sets
of 1cH guidelines —reporting of adverse drug
reactions (ADR), patient exposure and clinical
risk assessment, carcinogenicity testing and
the risk to patients participating in clinical tri-
als, and the duration of toxicity testing in ani-
mals. Based on both documentary analysis and
an extensive series of interviews they conclud-
ed that, “across the four areas of drug safety
and risk assessment, which we have examined,
there are two striking trends: the 1ICH process
has consistently failed to take opportunities to
harmonise regulatory standards upwards; and
has consistently concentrated harmonization
efforts on lowering regulatory standards. Risks
to public health, therefore, are likely to increase
[Emphasis in original].”

The 1cH has also taken a laissez faire attitude
towards how quickly adverse reactions should be
reported to regulatory authorities. The 1cH has
argued that expedited reporting is generally not
required for reactions that are expected, or not
serious. However, not taking action on delayed
reporting “undermines patient safety, because
analysis of adverse events that were not initial-
ly attributed to the drug in question can reveal
previously unknown adverse reactions. Examples
include the increased suicide risk associated with



the so-called [antidepressant] ‘selective’ seroto-
nin reuptake inhibitors, and the cardiovascular
risks associated with rofecoxib [Vioxx].”

Health Canada and the ICH

Despite Health Canada’s position as an observer
at the 1CH, there is surprisingly little general in-
formation available about Health Canada’s role in
the 1cH on the department’s website. (The iIcH
guidelines that Health Canada has adopted are
all available on the website.) There are only two
relevant pages: http://www.hc-sc.gc.ca/dhp-mps/
compli-conform/int/part/ich-cih_tc-tm-eng.php
and http://www.hc-sc.gc.ca/dhp-mps/prodphar-
ma/applic-demande/guide-ld/ich/index-eng.php.
The former has two short paragraphs while the
latter is not much better and occupies little more
than a half-page of print.

A 1999 document from the Therapeutic Prod-
ucts Programme (TPP, the part of Health Can-
ada that was then in charge of drug regulation)
comments favourably on the 1cH. “The TPP’s
participation in ICH is crucial as it is one of the
most important international harmonization
fora in drug regulation... Since 1993, the TpP
has adopted 16 1cH guidelines. Eighteen new
guidelines are currently under development and
will be adopted within the next few months.™
At present, Health Canada “solicits comments
on draft...guidances.” Apparently this is done by
posting the proposed guidances on its website,
but, unless someone knows specifically where to
look, they are effectively hidden from the public.™
There is no other publicity given to them, public
meetings are not held to allow consumers and
others to comment, and there does not appear
to have been any analysis done of their impact
on the Canadian regulatory system.

Harmonizing Canada’s standards
with those of other countries

As was previously noted, Canada has fewer re-
sources to put into drug regulation than other
major players such as the E.U. and the U.S. There-
fore, it could make sense for Canada to adopt
standards consistent with those used by com-
parable countries. The pharmaceutical industry
benefits from not having to repeat studies and
from a reduction in paperwork and Canadian
reviewers can communicate more easily with
their international colleagues when everyone is
using the same set of data.

A 1999 document outlining the TPP’s inter-
national strategy made it clear that the TPP saw
pursuing international agreements as a priority.
“Regulatory cooperation now means going be-
yond the exchange of information and personnel
and is heading towards the sharing of issues, the
development and implementation of coopera-
tive and global solutions, and the establishment
of cooperative mechanisms.” At the same time,
the document emphasized the need to maintain
high safety standards. “The TPP must actively
participate in and influence harmonization ini-
tiatives such as the development of international
standards and guidelines to ensure that the high
level of safety and quality standards currently ap-
plied in Canada are maintained or enhanced.™

While Health Canada was emphasizing safety,
at least on paper, in 1999 it was also consulting
with the pharmaceutical industry about inter-
national regulatory cooperation. In those con-
sultations it was evident where industry’s priori-
ties lay.”® The drug companies saw the benefits of
harmonization first in economic terms — faster
market authorizations and reduced regulatory
costs and only secondarily as giving Canadians
faster access to therapeutic products and high
standards of safety and quality.

An early example of Canadian harmoniza-
tion, and an example of how industry’s economic
priorities seemed to take precedence over Health
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Canada’s concerns with safety, was the push to
shorten the time taken to approve the first phase
of clinical trials.** Before any clinical trials of any
type on experimental drugs (drugs that have nev-
er been marketed in Canada) can proceed, they
must be approved by Health Canada. Up until
January 2000, the Tpp had a default time of 60
days to review applications for clinical trials. If
it had not done so within that period, the spon-
sor was free to proceed with the trial. In early
2000, the TPP proposed to change the default
time to 48 hours for Phase 1 studies. One of the
main reasons offered for this change was that
“the proposed option would provide the [phar-
maceutical] industry with internationally com-
petitive review times for the review of human
clinical trial drug submissions.”

Echoing the rationale behind the 1cH, the
proposal claimed that the changes would result
in increased access to improved therapy for the
Canadian population. Despite this claim, in the
analysis of the benefits and costs to the various
stakeholders, the first group to be considered
was the pharmaceutical industry. What the Tpp
wanted to do was to create conditions that would
lead to the increased development of the phar-
maceutical industry in Canada, as illustrated by
the following statement in the report: “A number
of firms claim to be interested in establishing
facilities in Canada to conduct Phase I human
clinical trials. However, it has been suggested
that this can only be done if the Canadian reg-
ulatory system allows for a registration system
for Phase I trials as well as reduced review times
for other trials.”s

The discussion paper put out by the TpP was
deficient in a number of critical areas. The only
mention of other countries’ experience in the
entire document was that these types of trials
were not governed by legislation in the United
Kingdom (U.K.). The TpP did not offer any evi-
dence that other countries had changed their re-
view times nor that an appropriate review could
be conducted in 48 hours. After a series of con-
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sultations, where nearly all of the respondents
opposed the 48-hour proposal, the TpP instead
opted for a 30-day default review time.*

Since that earlier change, Health Canada has
gone on to sign memorandum of understanding
(MmoU) regarding therapeutic products with the
U.S.,” Australia,” and, most recently, the E.U.”
These mous allow the exchange of information
between Canada and these countries, including
position papers on future legislation and/or regu-
latory guidance documents, scientific advice on
product development given to companies to pro-
mote innovation, assessments of applications for
marketing authorizations and information about
the safety of marketed medicines to better pro-
tect public health.>> Of course, these exchanges
are subject to confidentiality agreements mean-
ing that there will be little to no public access to
the contents of the documents.

Harmonization and smart regulation

The throne speech that opened the parliamen-
tary session at the end of September 2002 enun-
ciated a new direction in Canadian regulatory
activities that entailed “speed[ing] up the regu-
latory process for drug approvals to ensure that
Canadians have faster access to the safe drugs
they need.” This move was part of a larger gov-
ernment initiative that goes under the rubric of
“smart regulation.” Smart regulation means that
Canada should “regulate in a way that enhances
the climate for investment and trust in the mar-
kets” and “accelerate reforms in key areas to pro-
mote health and sustainability, to contribute to
innovation and economic growth, and to reduce
the administrative burden on business.”*
There are a couple of the key messages from
smart regulation that are highly relevant to drug
regulation. The first is that Canadian standards
should conform to those of its major trading
partners. In the words of the Expert Advisory
Committee (EAC) on Smart Regulation, “It re-
quires the removal of regulatory impediments



to an integrated North American market and
the elimination of the tyranny of small differ-
ences... In cases where regulatory differences
are insignificant or present low risk, it may be in
the public interest for Canada to be pragmatic
and simply align its approach with that of the
United States. The Committee believes that the
smart approach, in these cases, is to avoid un-
necessary duplication and focus regulatory re-
sources on situations that warrant a unique Ca-
nadian solution.”

This position aligns very closely with the po-
sition taken by the pharmaceutical industry on
whether Health Canada should adopt its own
regulatory standards or use those from other
countries. According to a spokesman for Cana-
da’s Research-based Pharmaceutical Companies
(Rx&D), the brand-name-drug makers’ associa-
tion, “Unless Health Canada can show that an
independent review process is essential to the
health and safety of Canadians...why not piggy-
back [with the United States]?"

At a Health Canada meeting to discuss chang-
es in the regulatory system regarding, among
other things, licensing requirements, industry
representatives asked “whether there have been
discussions with the 1cH to align our rules with
theirs, as there may not be much value in set-
ting entirely new and Canadian rules if there
are already appropriate ones in place at icH.”
At another point, when the discussion moved
to post-marketing study commitments, industry
encouraged Health Canada to use flexible and
harmonized rules and advised against develop-
ing “Canadian only” rules.>

Of course, no one is directly talking about low-
ering safety standards and, in fact, the EAC says
safety is paramount. On-the-other hand, there is
no explicit talk about harmonizing upwards to
the highest standards just harmonizing. As we
have already seen, in some cases the 1CH pro-
cess involves harmonizing to a lower standard.

The economic theme enunciated by the EAc
was picked up and elaborated on by the federal

government’s Policy Research Initiative (PR1), a
branch of the Privy Council Office in the federal
government charged with carrying out medium-
term, cross-cutting research projects.>® One of the
key points the PRI made was that, if the decline
in the Canadian regulatory burden had matched
that of the U.S. over the 25-year period between
1979 and 2004, then investment in Canada could
have been 30% higher than it was. Looking spe-
cifically at drug regulation, the pr1 calculated
that enhanced regulatory cooperation with the
U.S. for new medications could mean a 10.5% in-
crease in the value of sales, a gain in net income
for the pharmaceutical companies of 6.6% and a
4.2% higher rate of return. The PRI, citing mostly
literature generated by Industry Canada, went
on to dismiss concerns that more cooperation
and collaboration with the U.S. would endanger
health, safety and the environment.?”

A second main area where smart regulation,
as set forward by the Eac, highly impacts drug
regulation is around the timeliness of reviews
of new drug applications. “The Committee de-
cided to focus its recommendations on how in-
ternational regulatory cooperation can improve
Canadians’ access to new drugs by speeding up
the drug approval process.” The message is that
Canadians are losing out because Health Canada
is relatively slow in undertaking drug reviews.
Just as harmonization can help remove differ-
ences between Canadian and other countries’
regulations, the EAC believes that “increased
international cooperation in the review of new
drugs can lead to direct benefits for citizens in
terms of accelerating the introduction of safe new
therapeutic products to the Canadian market.”
Not surprisingly, review times are also a central
focus of the brand-name pharmaceutical indus-
try. In a 2002 document, Rx&D called for faster
Canadian reviews and noted that “other meas-
ures to accelerate drug reviews and approvals
require better international harmonization of
standards with other countries.”®
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There is no argument against getting break-
through drugs onto the market faster but these
represent less than 1% of all new drugs. On the
other hand, there is highly suggestive research
linking faster regulatory approval to increases
in safety problems. Abraham compared drug
withdrawals in the U.K. and the U.S. in the pe-
riod 1971—92 and reported a ratio of 2.67:1 (24:9
drugs). His explanation for the lower number of
withdrawals in the U.S. was that the longer pe-
riod spent examining the data in that country
allowed regulators there to detect serious safety
problems before products were marketed.> Es-
timates suggest that, during the period 1990 to
1995, for every one month reduction in a drug’s
review time there was a 1% increase in expect-
ed reports of adverse drug reaction hospitaliza-
tions and a 2% increase in expected reports of
ADR deaths.?°

Harmonization and cost recovery

The principle behind cost recovery is that phar-
maceutical companies financially benefit from
the drug review process by virtue of being able
to market their drugs and, therefore, the com-
panies should bear some of the cost of the re-
view. Cost recovery in Canada started in fiscal
1994—95 to compensate for a reduction in direct
government funding as the government sought
to eliminate the budgetary deficit by cutting
expenditures. Cost recovery was also seen as “a
means of transferring some or all of the costs of
a government activity from the general taxpayer
to those who more directly benefit from or who
‘trigger’ that special activity.”

Health Canada’s spring 2010 proposal to up-
date the fees it charges, subsequently approved
by Parliament, draws on an international com-
parison to justify the new level of fees. In choos-
ing Australia, E.U.,, UK. and U.S., Health Canada
justified its selection “because of the similarity
of their regulatory frameworks for therapeutic
products to that in Canada, and thus [they are]
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considered to be ‘comparable’... Each jurisdic-
tion has a similar fee-paying clientele. Many of
the clients are multinational companies that
market/manufacture in all five jurisdictions.”*

Principal-agent theory proposes that there
is a relationship between a principal, who has a
task that needs to be performed, and an agent,
who is contracted to do the task in exchange
for compensation. Prior to the introduction of
user fees, the principal was the Canadian pub-
lic and the agent was Health Canada. However,
since 1994 a new principal has been added, the
pharmaceutical industry that is now providing a
substantial fraction of the money needed to run
the drug regulatory system.

The industry’s new-found status as a source
of funding creates tensions in the regulatory
process that compromise the ability of agencies
to properly evaluate new products. Abraham
and Lewis® have pointed out that, since most
of the regulatory agencies in the E.U. countries
are funded to a considerable extent by user fees,
there is often intense competition for Rappor-
teur and Co-rapporteur status in order to gener-
ate income. (The Rapporteur and Co-rapporteur
are the national regulatory agencies that actually
do the evaluations of the new drug applications.)
This competition puts the national agencies under
considerable pressure to conform to, or better,
the E.U’s 210-day timeline for drug reviews as
companies look at the time taken to do reviews
as one of their key criteria when recommending
a Rapporteur and Co-rapporteur.

Industry representatives interviewed by Abra-
ham and Lewis did not regard this competition
as a threat to public health, but, out of 15 E.U,,
German, Swedish and U.K. regulators, five agreed
that it was and an additional five thought that it
was possible.?® In a similar vein, a British House
of Commons Committee looking into the influ-
ence of the pharmaceutical industry concluded,
“The MHRA [Medicines and Healthcare prod-
ucts Regulatory Agency], like many regulatory
organisations, is entirely funded by fees from



those it regulates. However, unlike many regu-
lators, it competes with other European agencies
for fee income. This situation has led to concerns
that it may lose sight of the need to protect and
promote public health above all else as it seeks
to win fee income from the companies. No evi-
dence was submitted with proposals for a better
system for funding the MHR A, but it is impor-
tant to be aware of the dangers of the present
arrangements.”*

The FDA has a statutory requirement to com-
plete its review of 90% of new drug applications
within specific periods of time, depending on
whether it is a standard or priority review. If the
FDA fails to meet that obligation, then renewal
of legislation that allows it to collect user fees
from industry may be endangered. The conclu-
sion reached by Carpenter and coworkers was
that, when drugs are approved in the immedi-
ate pre-deadline period, there is a substantially
higher rate of withdrawals and/or safety labeling
changes compared to drugs approved after the
deadline.? In other words, it appears that, if the
deadline is imminent, the FDA does a less thor-
ough job of reviewing drugs in order to avoid
crossing the deadline and potentially jeopard-
izing its revenue from drug companies.

Similarly, revenue to the TpD will also suf-
fer if service standards (completion of reviews
of new drug applications within the targeted
time) are not met. If the actual performance in
a given fiscal year is more than 110% of the tar-
get for a particular fee category (different types
of approval applications are subject to different
fees), penalties apply for the amount in excess.
Fees are then to be reduced for the next report-
ing year by a percentage equivalent to the perfor-
mance not achieved, up to a maximum of 50%;
so, if approvals are 20% overtime fees will drop
by 20%.3° Faced with the prospect of penalties, it
is possible that the TpD might follow the pattern
set by the FpA and rush to approve new drugs
that are approaching the deadline in order to
avoid incurring a financial loss in the next year.

Harmonization and transparency

Health Canada has long been criticized for treat-
ing clinical material on drug safety and effica-
cy submitted by pharmaceutical companies as
confidential business secrets and refusing to re-
lease it unless the company submitting the in-
formation agrees. In 2000, its own Science Ad-
visory Board (s A B) stated: “in our view and that
of many stakeholders, the current drug review
process is unnecessarily opaque. Health Canada
persists in maintaining a level of confidential-
ity that is inconsistent with public expectation
and contributes to a public cynicism about the
integrity of the process.””

A 2004 report from the House of Commons
Standing Committee on Health echoed the sA B:
“The Committee does not support a clinical trial
system that discourages openness in order to pro-
tect commercial interests. It feels that individual
Canadians may be harmed by the lack of scru-
tiny and by a dearth of independently assessed
information. It calls for increased transparency
for Canadians and more accountability by Health
Canada.”® Health Canada’s penchant for secre-
cy was recognized by the Canadian Association
of Journalists that awarded the department its
fourth annual “code of silence” award for being
the most secretive government department in
Canada because of its “remarkable zeal in sup-
pressing information” and “concealing vital data
about dangerous drugs.”

In the face of all of this criticism, Health Can-
ada could have chosen to harmonize its level of
transparency with that of the Fpa. About one-
quarter to one-third of all of the drugs being con-
sidered for approval by the FDA go for hearings
to an advisory committee. Advisory committee
meetings are held in public, all of the informa-
tion that is being considered by the committee
is publicly available and there is a brief period
at the start of the meeting for public comment.
Furthermore, the FDA eventually posts on its
website edited versions of the comments that its
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reviewers have made about the clinical data sub-
mitted by drug companies. Instead of the FDA,
Health Canada chose the European Public As-
sessment Reports (EPAR), documents released
after a drug has been approved, as its model for
enhanced transparency.*°

At the time when Health Canada was com-
menting favourably on the EPAR, others were
not so positive. An analysis of 9 EPARs issued
between September 1996 and August 1997 found
that there was no standardized method of present-
ing information in these documents. Examples
of the problems included a lack of consistency in
whether or not the Scientific Discussion section
contained an introduction and epidemiological
data and in whether or not the mechanism of
action of the drug was fully described. Clear re-
porting of clinical trials was sometimes absent
and references to published trials were miss-
ing in all 9 EPARs.* A subsequent analysis that
covered all EPARs published in 1999 and 2000
revealed that the EPARSs were not harmonized,
reliable, or correctly updated.*

The Summary Basis of Decision, Health Can-
ada’s version of the EPAR that it has been produc-
ing for the past five years, explains the scientific
and benefit/risk information that it considered
in making its decision to approve a new medi-
cine. These documents lack information about
the study protocol, the baseline characteristics
of trial participants, the number of participants
who withdrew and reasons for their withdrawal,
primary and secondary efficacy outcomes, and
fatal and non-fatal serious adverse events by
treatment arm.* Without this type of informa-
tion it is virtually impossible to independently
assess the safety and efficacy of new products.

Finally, although the EMEA announced that
beginning in 2005 it would start publishing EPARs
for drugs denied approval,** Health Canada has
not followed suit.

CANADIAN CENTRE FOR POLICY ALTERNATIVES

What doesn’t get harmonized

Health Canada views harmonization through
a selective lens. Although, as we have seen, a
number of aspects of drug regulation have been
harmonized with those of other countries, other
areas have been deliberately ignored.

No harmonization on releasing

information about adverse drug reactions
There is no standard for the length of time that it
takes between the receipt of an ADR report and
when that ADR has been analyzed and posted
on Health Canada’s MedEffect Adverse Reaction
Database. The United Kingdom commits to 3—7
days to process ADR reports and Australia tar-
gets initial professional review of ADR reports
within 3 days. Health Canada has explicitly re-
jected developing comparable standards claim-
ing that “development of quantitative service
standards for post-market surveillance activities
or compliance and enforcement activities is dif-
ficult given the unpredictability and volatility of
the activities involved.”*

No harmonization about

registering clinical trials

In recent years, a couple of high profile scandals
have lead to a growing call for transparency in
the results of clinical research. GlaxoSmithKline
did not publish results that showed that parox-
etine (Paxil®) was ineffective for the treatment of
depression in children and adolescents because,
according to an internal company memo, “it
would be commercially unacceptable to include
a statement that efficacy had not been demon-
strated, as this would undermine the profile of
paroxetine.™ The Wall Street Journal claimed
that “internal Merck e-mails and marketing ma-
terials as well as interviews with outside scien-
tists show that the company fought forcefully for
years to keep safety concerns from destroying...
[Vioxx’s] commercial prospects.”®



Since the end of 2007 the FDA has required
drug companies to post a variety of data about
clinical trials with at least one trial site in the
U.S. on a publicly accessible registry including
the population being studied, the study design,
outcome measures, and recruitment informa-
tion. By the end of September 2008 this require-
ment was expanded to include reporting basic
results within one year of the completion of the
trial and, by September 2010, more extended re-
sults needed to be posted.+

Health Canada has been talking about reg-
istering clinical trials done in Canada for more
than five years now. There was a workshop on this
topic in June 2005, an external working group
met in April 2006, and, in June-July 2006, people
were given the opportunity to complete an on-
line questionnaire on the topic.*® The external
working group delivered its report in December
2006.% According to the Health Canada web site,
“Health Canada will consider the results of the
public consultations and the External Working
Group’s recommendations before making a final
decision on how to proceed with the registra-
tion and disclosure of clinical trial information
in Canada.” No time line or process is given for
making the final decision.

It should also be noted that initial industry
reaction to the idea that Canada should require
registration of clinical trials was negative.s°
Speaking for Merck, Dr. Laurence Hirsch, its
vice president of medical communications, said,
“Premature disclosure of proprietary informa-
tion by Merck (or other companies) can result
in significant competitive disadvantage and loss
of incentive or reward for new product develop-
ment. Hence we, like others, do not concur with
calls for mandatory registration of all clinical
trials at their inception.”™

Conclusion

Once again, it is important to emphasize that
regulatory harmonization could bring impor-

tant benefits but these benefits can only be rec-
ognized if Canada harmonizes up. The evidence
to date suggests that harmonization has been to
a lower standard. When faced with harmoniz-
ing to stronger standards in some jurisdictions,
Health Canada has not gone in that direction.

The various documents released by the sup-
porters of harmonization have generally failed
to look at the effects that harmonization might
have on Canada’s ability to take independent
regulatory action. The PRI touched on this ques-
tion when it asked whether Canadian sovereignty
might be compromised by harmonization. It di-
chotomized the debate between “Canada’s right
to make sovereign decisions” versus “the process
and evidence used to make final, sovereign de-
cisions” and answered that it was the latter that
was the most important, “that Canada’s sover-
eignty is exercised through strategic policy de-
cisions.” But what the pr1 failed to take into
account was that harmonization may lead to
stripping away the intellectual and possibly the
physical scientific resources necessary to make
these strategic policy decisions.

If we rely too much on the Americans or the
Europeans to generate the information that we
need, or, if we take their decisions and “Canadi-
anize” them, we run the distinct risk of reduc-
ing our overall level of expertise. Recall the mass
exodus of Canadian aerospace expertise to the
U.S. after the Diefenbaker government, in the
late 1950s, decided that development of the Avro
Arrow jet fighter was too expensive for Canada
and that instead we should rely on American
built missiles and aircraft for defense.>*

Especially when it comes to harmonizing with
the FDA, supporters also invariably fail to point
out the highly political nature of the agency. The
Commissioner of the FDA is a presidential ap-
pointment, meaning that political ideology is
potentially a very important factor in who gets
the job. During the time that George W. Bush
was president, the FDA repeatedly turned down
requests to make the “morning after” pill avail-
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able over-the-counter. These decisions ended up
forcing the assistant commissioner for women’s
health and director of the Office of Women’s
Health at the FDA to resign her job, citing her
belief that the agency was “disregarding the sci-
entific and clinical evidence and the established
review process and wlas] taking an action that
harms women’s health by denying them appro-
priate access to a product that can reduce the
rate of unplanned pregnancies and the need for
abortions for abortions.” How exactly would
Health Canada deal with a FDA making deci-
sions on religious, rather than scientific, grounds?

While the same concerns about politicization
don’t apply to the EMEA that agency is rife with
conflict-of-interest (co1). In April 2008, out of
2,127 experts (from a total of 4,528) included in
its Expert Database who had up-to-date decla-
rations of interest, more than one in every four
had ‘high risk’ co1. Twenty-five percent of the
members of the Management Board declared
interests in the pharmaceutical industry.s How
exactly would Health Canada deal with decisions
made by a conflicted EMEA?

More harmonization might stimulate more
economic activity in the pharmaceutical indus-
try but at what price in terms of safety? Some
of the guidances brought out by the 1cH and
adopted by Health Canada have used the lowest
common denominator as the standard for safe-
ty. Harmonizing with other countries on user
fees and review times also has the potential to
increase safety problems. This possibility is es-
pecially troubling as an ever increasing number
of people are exposed to new drugs that even-
tually have to be withdrawn because of safety
concerns.? The claims that harmonization will
lead to faster access to newer and better drugs
simply don’t stand up to the facts that show that
only a small fraction of new drugs represent ma-
jor therapeutic advances.

Regulatory harmonization needs to be under-
taken in the interests of public health, not pri-
vate profit. To date that has not been happening.

CANADIAN CENTRE FOR POLICY ALTERNATIVES
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