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Introduction

It is obvious that generic drugs cost less thagsisold under a drug monopoly. In
2005, the average cost of brand-name prescripti@ass$63.79, while the average cost of

a generic prescription was $25.02.

Therefore, perhaps the most important factor afigatverall drug prices in Canada is:

how soon can a generic version of any given dragréhe market?

! David Katz, articling student at Hazzard & Horssiated in the preparation of this paper.



This is almost entirely a matter of federal lanhefe have been some changes to these
laws in recent montHs.This paper will attempt to provide an overviewtlné changes,
some of which are regulatory, and some of whichltésom court decisions, in
particular a decision of the Supreme Court of CapaAgdotex v. AstraZenecdaP06 SCC

49 (“AstraZenec).

The important question to consider while reviewiing changes, | think, is: what effect

will there be on the actual availability of gengpioducts in the market?

As we will see, this is not an easy question tonems For each of the recent regulatory
changes that might conceivably speed up the markey of generic drugs, the
transitional provisions or some other factor redineeimpact in the real world. Other
regulatory changes, in particular the 8 years atddrotection” will clearly slow down

the market entry of generic drugs.

The federal government in fact seems to have imemidat the regulatory changes not
have much impact. The Regulatory Impact Analyside®nent (“RIAS”), the
explanatory text that accompanies the recent regylahanges, speaks of the need for
“balance”, which may be another way of saying “gaal is to make the rules more

complicated, without actually changing their effatthe end of the day.”

2 There have also of course been important amendmaéiecting the provincial reimbursement scheme in
Ontario, and similar changes are likely in otheryimces. But those changes are being coveredhgy ot
speakers.



On balance | would say that the net effect of #gulatory changes is probably to slow
down the introduction of generic drugs. The re@umpreme Court of Canada decision

however may have some effect in the opposite dmectTime will tell.

Rate of generic substitution

Canada is diverging from the U.S. in terms of taecpntage of all prescriptions filled by
generics in the market place. In both countgeseric substitution has increased due to
some major patent expiries, but the rate of in@deas been much slower in Canada.
Ten years ago, the percentage was about the shoé: 41 % of prescriptions were filled
with generic drugs in Canada versus about 40%erU®® By 2006, there had been an
increase in the prescriptions filled by generic€anada to 46%put a much more rapid

increase to about 63% of prescriptions filled byeyécs in the U.S.

This difference, | think, shows it is now much mdi#icult to get a generic drug on the
market in Canada than in the US, largely because@fgreening strategies and the
delays created by the poorly drafted NOC Regulatiocdmeprazole, for example, to cite

one well known drug, was genericized in the US yé&&fore it was in Canada.

3 “policy Relating to Generic Medicines in the OEGMNational Economic Research Associates,
Economic Consultants, a table prepared for the fi|gao Commission, Table 4.2., p. 24, cited in Hbre,
“A Comparison of United States and Canadian Lawth@g Affect Generic Pharmaceutical Market
Entry,” Food and Drug Law Journal, Vol 55, Numbe2800, p. 373, note 4.

*IMS data.

® Generic Pharmaceutical Association.



The numbers involved are huge, as everyone attimference knows. In 2006,
expenditure on prescription drugs reached $21libbihationally in Canada, and $8.5

billion in Ontario aloné.

An important difference between the US and Canlaoagver, is that drug prices are a
hot political issue in the US, but not here. Tikibecause many seniors and other people
in the US pay directly for drugs. In responsedbtigal pressure from seniors, George
Bush himself introduced laws intended to limit “ey®ening” of pharmaceutical patents

with a speech at the White House in 2602.

In Canada, by contrast, drug prices, and the aihilaof generic drugs, do not have the
same political immediacy. Seniors in Canada aversa by the provincial drug plans.
Almost everyone is insulated from the cost of drsgsehow, either through a public or
private plan. Of course, we all pay in the enthezithrough taxes or in some other way.
But the fact remains that drug prices in Canadaarabstraction of interest mainly to
government and benefit industry technocrats dealitig arcane matters such as

demographic projections, budgets, government defaid so on.

® Canadian Institute for Health Information “Druggenditure in Canada 1985-2006" released May 15,
2007. The figure reported for prescription drugenditure in Canada is followed by the following
footnote: “Since the NHEX [National Health Expetodé database] consists of macro-level health
expenditure data, some over-the-counter drugs argbpal health supplies that are covered under some
drug benefit plans may be counted as prescribegl eékxpenditure.”

" Remarks by the President on Prescription Druge,Rise Garden, October 21, 2002. See
http://www.whitehouse.gov/news/releases/2002/1@20Q1-2.htmi



Therefore, the large 18% discrepancy in generig dubstitution between the US and

Canada has gone largely unnoticed.

At the end of the day, policy makers, | would swgjgbave to decide what the rate of
generic substitution in Canada should be, comparttdother jurisdictions. The laws
discussed in this paper are mechanisms to prevarketentry by generic products.
They do not apply to other industries. They golweljond Canada’s treaty obligations.
They are in effect an indirect subsidy from taxpayend benefit payers to a favoured

industry segment.

It will be interesting to see whether these lawsvprto be sustainable in the long run, as

the Canadian population ages, and drug budgefuatender serious strain.

Summary of amendments

The recent changes fall roughly into three groups:

1. Amendments to thePatented Medicines (Notice of Compliance) Regulations
(“NOC Regulations”): These were passed on October 5, 2006. Some of th

changes are good for generics, and some bad.

2. The AstraZeneca case This case has had much more immediate effentttia

regulatory amendments to the NOC Regulations soAasessing its full effect at



this point is premature because much depends onthswterpreted by the

lower courts.

3. “Data Protection” amendments to the Food and Drug Rgulations At the
same time it amended the NOC Regulations, the govent amended thieood
and Drug Regulationgo impose an eight year ban preventing the grint
regulatory approval to generic manufacturers, idgas of the presence or
absence of patents. This far reaching regulatiopgrts to create a whole new

category of intellectual property.

Amendments to NOC Regulations

The changes passed on October 5, 2006, are desajredst in part, to prevent
“evergreening”. Evergreening, in brief, meansubke of marginal patents to repeatedly
trigger the automatic 24 month stay under the N@GuRations, thus extending the

patentee’s monopoly.

Under the amendments, generic manufacturers ndg@adress patents listed before the
generic submission is filed. That means only pgatésted before the generic submission
is filed can be used to trigger the 24 month autenséay. Formerly, any listed patent
had to be addressed, even if listed on the redigtérours before the NOC was to be

granted.



As well, the amendments put limits on the typepaients that can be listed with the
initial innovator new drug submission (NDS) to HeaCanada, or with supplements to a
new drug submission (SNDS). Transition provisiensure these changes may not have

much immediate impact.

There were also what may be significant changéisdrdamages provision under the

NOC Regulations.

In order to explain what all this means, it is resegy to go back and explain briefly how
the NOC Regulations work, and also the “evergregnamoblem that the amendments

are intended to fix.

How the NOC Requlations work

The NOC Regulations, originally passed in 1993 eha@en described as a “draconian
regime” by the Supreme Court of Can&dm effect, they allow a pharmaceutical drug
company with rights to a patent, called a “firstgmn” in the arcane language of the
NOC Regulations, to keep a competing generic prioolifithe market for 24 months
merely byassertingthat its patents may be infringed. No such autarmalief is

available to patentees in other industries.

As Justice Frank lacobucci of the Supreme Cou@afada put it:

8 Merck Frosst v. Canada (Minister of National Headthd Welfare)1998), 80 C.P.R. (3d) 368 (S.C.C.) at
384 (“Merck Frosst).



The Regulations provide for what is, in effectatgtory prohibition on, or injunction
against, the granting of a NOC, commencing immediiatipon the filing by a "first
person” of an application for a court-imposed podlan order and concluding only
upon the earlier of the judicial determination bé tapplication or the passage of 30
months. This prohibition takes effect automaticalljthout any consideration of the
merits of the application; not even the ordinarguieements for an interlocutory
injunction must be complied with.

In brief, the procedure under the NOC Regulatigresi follows:

The register: Patentees, referred to as “first persons,” mayhbgénts on a patent
register in connection with drug products for whibky hold regulatory approval.

Health Canada maintains the register.

Allegation: If a generic manufacturer, referred to as a “seqmerdon,” files a
submission for regulatory approval to sell a dnu@anada that makes a comparison or
reference to the first person’s drug, i.e. is abiated New Drug Submission
(ANDS), the Minister of Health, the federal headiid safety regulator, may not grant
regulatory approval (a notice of compliance or N@@€bhe generic drug until the
conclusion of non-binding preliminary litigation saswhether the first person’s patents
are valid and infringed. That is, health and seégtproval of the generic drug is made
contingent not only on the drug being found to &fe &ind effective by the regulator, but

is also tied to a preliminary assessment of passaoes by the courts.

° Merck Frosst, supra.



When it files its submission, the generic manufeator “second person” must either
accept that it will not get regulatory approvalibiexpiry of all listed patents, or serve a
“notice of allegation” (NOA) on the first persom, which it asserts that the listed patent
or patents are invalid or are not infringed bypitsposed generic version of the drug,

together with a detailed statement of the legalfantlial basis of the allegation.

Judicial review application: The first person, on being served with an NOA, may
within 45 days commence a judicial review applicatin the Federal Court for an order

that the NOC not be issued for the generic drud expiry of its patent or patents.

Automatic stay: If such an application is commenced, the Ministaymot issue an
NOC for 24 months, or until the court hearing otegpd expiry. As the Federal Court of
Appeal stated, “By merely commencing the proceedimg applicant obtains what is
tantamount to an interlocutory injunction for up3® months [as the time frame then
was] without having satisfied any of the criteriacurt would require before enjoining

issuance of an NOC®

Prohibition order: At the hearing of a judicial review application @ndhe NOC
Regulationghe court must decide whether the generic manufacsuallegation of non-
infringement or invalidity is “justified.” If thdirst person establishes the allegation is

not justified, the court must issue an “order aftpbition,” preventing the Minister from

2 Bayer A.G. v. Canada (Minister of National HealtidaWelfare)1993), 163 N.R. 183 at 189-90, 51
C.P.R. (3d) 129 (F.C.A)).



issuing the NOC to the generic manufacturer umtiept expiry. If the court finds the
allegation is justified, the application is disn@dsand an NOC may be granted once
Health Canada’s regulatory review is complete (as$sg no other prohibition

applications are commenced in respect of the samerg drug submission).

Nature of the litigation: The litigation started by the first person afterai®ing an NOA
IS not an action for patent infringement, but agiad review application. In theory the
litigation is “summary” i.e. quick. In practiceysh court cases have become more and
more complex, usually involving extensive expetitiemce. A convoluted body of
procedural jurisprudence has grown up unique teelkénds of cases. There are many
procedural pitfalls and peculiarities. For examphe generic is not allowed to amend its
notice of allegation, but must nevertheless rai@\elegal and factual issue in its NOA
it will rely on at the hearing two years away. Tdeneric manufacturer thus must
advance every legal and factual issue it may coabéy ever wish to raise, and
anticipate and respond in advance to every argutherirst person may make, before it
knows what those arguments are. Since every angiuanel fact must be in the NOA,
and the case is lost if the NOA is deemed to bé&ciat” at the hearing, NOAs have
been getting steadily longer and more complexs ot uncommon for a NOA to be
over a hundred pages long. Thus rules designethke the proceeding “summary”

have had the perverse result of making it more dizatpd.

10



Procedurally, the litigation consists of an exclengaffidavit evidence and cross-
examination, followed usually by a hearing that rhbayfrom one to five days or more.
Although such judicial review proceedings are tlegioally “summary” in nature, they

may take years to get to a hearing.

Patent issue is not determinedThe issue of patent infringement or validity cahbe
determined in NOC proceedings; “their object iseBoto prohibit the issuance of a
notice of compliance under tif®@od and Drug Regulatioris® The remedies under the
NOC Regulationsire in addition to the remedies available to angnae under the

Patent Act

The odd result is that a second person might les@tohibition proceedings under the
NOC Regulations, i.e. be unable to enter the matketto a prohibition order, yet later
establish at a full trial under thatent Acthat the patent is both invalid and not
infringed® Conversely, the second person might win the pitibin application, but

later lose under theatent Acit a trial involving the same drug and the samengat

Y Merck Frosst v. Minister of National Health & Wekg1994), 55 C.P.R. (3d) 302 at 319 (F.C.A.).

12 see for exampl@potex Inc. v. Syntex Pharmaceuticals Internatidriell (1999), 1 C.P.R. (4th) 22, 166
F.T.R. 161 (F.C.T.D.).

13 This occurred for example with levofloxacin. Seemssen-Ortho v. Novophar2004 FC 1631, appeal
dismissed as moot, January 6, 2005, in which pitetwibproceedings were dismissed because the
allegation the 080 patent was invalid was justifieolvever, the same patent was found valid anthiyéd
at a trial inJanssen-Ortho v. Novophaf2006 FC 1234, appeal A-500-06 now under reserve.

11



Thus the NOC Regulations create a kind of douldpgedy. They involve the parties
and the courts in litigation which, despite itshhigbst and complexity, does not resolve

the real issue between the parties: is the patdiat and infringed or not?

The generic manufacturer has no option but ta fgid win years of litigation under the
NOC Regulations before it can get its product enrtfarket and earn revenues. Yet after
it wins the litigation, the generic manufacturen ¢hen be sued again under Begent

Acton the same drug and the same patent.

Link with “early working” : Authority to pass the NOC Regulations is creded
section s. 55.2(1) and (4) of tRatent Actwhich limit the purpose of the regulations to
preventing abuse of the “early working” exceptiorhe “early working” exception in s.
55.2(1) creates an exception from patent infringigincovering a person who uses or
works a patented invention for purposes reasonaidyed to the submission of

regulatory information.

In Bristol-Myers Squibb Co. v. Canada (Attorney Gehét4“Biolyse), the Supreme
Court of Canada stated that the NOC Regulationg beumterpreted in light of this

limited purpose. If the generic manufacturer doatsor cannot “early work” the patent,

142005 SCC 26. At issue was Biolyse’s New Drug Siskian (NDS) for a drug containing paclitaxel
obtained from a different source than the BSM podbdAXOL. Biolyse submitted clinical trials to the
regulator in its NDS, rather than a bioequivalecgmparison study with TAXOL.

12



the NOC regulations do not apply to that paterttis Timited purpose of the NOC

Regulations is also the basis of the redsitaZenecaase, as we will see.

Damages Section 8 of the NOC Regulations allows for ge@meric manufacturer to
seek damages, if wrongly kept off the market. €hae many cases now before the
courts in which damages are sought, but they dremstgoing. There has been no award

of damages in any of these cases yet.

What is evergreening?

As mentioned above, the recent amendments attentpirtail “evergreening,” a term
sometimes used to describe various strategiesvimgothe use of the automatic stay in
the NOC Regulations to prevent competition aftesidopatent protection on a drug

product has expired.
It will be recalled that under the procedure in H@C Regulations:
= A 24-month stay on approval of a generic drug csautomatically if a “first
person,” a brand-name drug company, commencespdicatpn for a
prohibition order.
»= Under the old regulations (i.e. as they read goddctober 5, 2006), even if a

second person has already filed its ANDS, and évers already subject to the

24-month stay, it still must address any newlyelispatents that may appear on

13



the register at any time before it gets an NOGCs tledtriggering a further 24

month stay.

Under the old regulations, this process could peated indefinitely, allowing a patentee
to use weak patents claiming coatings, crystaftmmens, manufacturing processes, new

uses etc. to trigger new stays and prevent congretit

The resulting delay in the market entry of a gemdrug under the old regulations was
often lengthy, as can be shown from the followihgooiology in respect of paroxetine,

an anti-depressant:

» Apotex filed an abbreviated submission for Apo-p&toe on August 29, 1997,

and served NOAs to the four patents listed on Hterni register at the time.

» SmithKline Beecham commenced two applications spoase to the allegations
(T-2660-96 and T-2230-97), triggering the stay.

* While those cases were before the court, SmithHKigted a further patent (the
'637 patent), on February 17, 1998.

« SmithKline's two earlier applications were dismisgeril 20, 1999°i.e. the
court found Apotex's allegations of invalidity andn-infringement were
justified, but Apotex was unable to obtain its NO€&:ause the '637 patent had

meanwhile been listed.

» Apotex’'s submission entered "patent hold" statu®ctober 9, 1999 (i.e. TPD's
health and safety approval process was complete).

15 SmithKline Beecham v. Apotgb999) 1 C.P.R. (3 99, affirmed (2001) 10 C.P.R."¢338 (F.C.A).

14



* Apotex served an allegation that the '637 patestimzalid. SmithKline
commenced a new application (T-677-99), re-trigggethe stay. This
application was dismissed on July 6, 26Bthe Court found Apotex's allegation

of invalidity was justified.

* While the litigation on the '637 patent was pendiBgithKline added more

patents to the register.

* Apotex served an allegation to the ‘575 patenyltes in a new prohibition
application (T-1059-01), triggering a further autttio stay. That case was
dismissed on May 30, 2003; the court found ApoteXasgation of double
patenting to be justifietf.

* However, another prohibition proceeding had mealeAteen commenced

against Apotex concerning 3 further patents onfiFé¢ (T-876-02)*®

» Several generic parties finally received NOCs inober 2003, when Genpharm,
another generic company, also won prohibition pedaggs on some of the same
patents already litigated by Apot&xand SmithKline (now owned by GSK)
seems to have decided that the risk of damagesmited the benefit of

continuing to litigate.

As a result of all this, the delay in market erdfyhe generic product was about four

years after the health and safety approval prosasscomplete, yet the generic

16 SmithKline Beecham v. Apotg8001) 14 C.P.R. {3 76, affirmed (2002) 21 C.P.R.®4129 (F.C.A))
17 GlaxoSmithKline v. Apote2003 FCT 687.

'8 A motion to get this case dismissed on the grotinelpatents were not eligible for listing was dissad
GlaxoSmithKline v. Apote3003 FC 1055.

9 GlaxoSmithKlinev. Genpharm2003 FC 1248.

15



manufacturers’ NOAs were found to be justified ey case that went to a hearing.
That is, Apotex’s generic product did not infringlid patents? In the third case
mentioned above, T-1059-01, the court commentetth@patentee’s multiple patent

strategy as follows:

The effect of [the 24 month automatic stay] is td jm place a mandatory injunction

that remains in force until either the case is aégul of or the 24-month stay expires.

The addition of additional patents allows the pttesider to bring additional

applications, thereby obtaining multiple injunctiperiods. There is no need to look

further than the case at bar for an excellent exampthis practice. Even though

Apotex successfully invalidated the ‘637 paten2@®1, the filing of this application

by GSK has prohibited Apotex from bringing its puotito market for the past two

years?
Approximately 75% of the prohibition applicationsder the NOC Regulations decided
by a court since 1998 have been dismissed. Thettagyeneric “second person” wins
most of the time. But, as the above example shewes; when a generic manufacturer
“wins” several prohibition applications with respég a particular drug, there may be

further automatic stays that keep its product lnéf market.

As the Regulatory Analysis Impact Statement (“RIABUblished with the October 5,
2006 amendments, observes: “an innovator compayydelay generic market entry by
listing new and sometimes irrelevant patents orbtses of minor product revisions ...
such that generic companies may be prevented frienieg the market with a

competing version of the original innovator prodecén when the original patents have

? The findings in these prohibition cases did noalfiy determine the patent issues, as explainedeabo
However, SmithKline never exercised its right tingra separate action for infringement.
212003 FCT 687, paragraph 88.

16



long since expired or been addressed.” The branthbany can thus obtain “repeat 24-

month stays against the same generic competitor.”

The RIAS also mentions “a number of recent coucisiens” which “have given rise to
the need to clarify the patent listing requiremenitese decisions, which relate to
timing and relevance issues, are not a functignditial error but rather of deficiency in
the languagef the PM(NOC) Regulations themselves.” Thathg, government admits

that it fouled up in drafting the NOC Regulations.

The “recent decisions” which arose from “deficiemecyanguage” in the old regulations
areApotex v. Minister of Health which held that a “submission” for the purpos&the
time limit on patent listing in s. 4(4) includesapplement to a new drug submission
(“SNDS”), andEli Lilly v. Minister of Healt&®, in which the court held that patents on
non-approved formulations can be listed on thematgister. In effect, these cases
made the timing and subject matter restrictionstimg patents easy to evade. For
example there are now, | believe, approximatelfteign patents listed for atorvastatin,

eleven for omeprazole magnesium, and nine fortbkaninycin.

Generic manufacturers say the NOC Regulationsrareaessary, and should be
repealed. They say patentees in the pharmaceinehatry should have the same rights
to enforce their patents under fRatent Actas do patentees in any other industry. There

should not be additional automatic remedies.

22 Apotex v. Minister of Healtf.999), 87 C.P.R. (3d) 271, affirmed (2001) 11.8.R4") 538.
23 Eli Lilly v. Minister of Health 2003 FCA 24.

17



Recent amendments to the NOC Requlations

The government did not to repeal the regulatioagha generic industry wanted, but
instead amended the NOC Regulations on Octobeéd@? The main purpose of the
amendments was to fix the “deficiencies in the leage” of the Regulations. The
government’s view seems to have been that the gmbhrose from poor drafting, not
from any fundamental flaw in the underlying ideaaafautomatic stay for

pharmaceutical patentees.

The major changes are:

Patent register is “frozen” as of the “date of filing” of the generic submissiwith

Health Canada. This means the generic manufaatasst send an NOA only in respect
of patents listed on the register on that day(@))5 It need not address patents that may
be listed later. The old practice was that a gertexd to send an NOA in respect of all
patents listed at any time before the generic N@€ issued, no matter when the patents
were added to the register. However, the tramsfiiovision is important: if the generic
submission was filed before October 5, 2006, tresral “date of filing” is October 5,
2006, not when the submission was actually fildds Tmeans the amendments have had
little effect in on-going litigation over evergraag patents involving many generic

drugs.

4 Regulations amending the Patented Medicines (Nofi@ompliance) RegulationSOR/2006-242
published October 18, 2006, Canada Gazette, Pau.|l1503 — 1525.

18



Tightened listing requirements The previous practice was that there did notinede
any connection between the patent and the SNDSwtitbh it was submitted. As well,
patents on non-approved formulations and uses dmilted. Under the amendments,
patents can be listed with an NDS for the medidmgdedient, the formulation, the
dosage form, or the use, but the medicinal ingrediae formulation, the dosage form,
or the use must be approved. Patents on a charigemulation, a change in dosage
form or a change in use can be listed with an SHDSnust claim the changed
formulation, dosage form or use. Again, the tramsiprovision is important: patents
submitted prior to June 17, 2006 are unaffectemné&patents listed after that date that
do not meet these requirements appear to haverbeently de-listed. However, the
NOC Regulations were also broadened to allow pateatming a “dosage form” to be

listed.

Changes re damagesThe other significant change to the NOC Regoietion October
5, 2006, was that the damages provision, sectima8,amended to modify wording
which used to say that a generic manufacturer whosguct was wrongly kept off the
market under the NOC Regulations could sue for ‘afges or profits?® Henceforth, the
generic can only get “damages”. Under the tramsigirovision, this change does not

apply to any section 8 case commenced before OcHIZH06.

% Former subsection 8(4) read: “The court may maish srder for relief by way of damages or profiss
the circumstances require in respect of any Idesna to in subsection (1).”

19



It is unclear how significant the change is becdhsecourts have not yet ruled on what
the old language meant. In the cases alreadyrsgé&kamages and profits” under
section 8, generic manufacturers argue that thesghidamages or profits” means that
they can be awarded not only lost profits resultnogn delays in approval of their drugs,
but also to disgorgement of the first person’s ipgsafuring its period of unjustified
monopoly. “Profits” were included, they arguecteate a disincentive to abuse the
NOC Regulations. The innovator companies, on therchand, argue the words “or
profits” meant thegeneric manufacturer’®st profits i.e. that “damages” and “profits”

were synonymous.

Changing the wording has removed a potential dadens the abuse of the NOC
Regulations by first persons where on-going evengrey strategies were still on-going
as of October 5, 2006, or in future cases. A ead@icase can only be commenced after

the NOC is granted to the generic manufacturer.

The AstraZeneca case

Because of the lengthy transition provisions, grgutatory changes have not had much
discernible effect so far. What has had a maj@cefs the Supreme Court of Canada’s
decision inAstraZenecaeleased November 3, 2006, after the amendme@stober 5,

2006, but without making reference to those amemdsne

20



Applying Biolyse the Court ruled that only patents that the gemaanufacturer “early

worked” in preparing its submission need to be essled under the NOC Regulations.
This could make evergreening strategies involvatg listed patents impossible under
the old NOC Regulations, which apply in all thegmng cases. It is not yet clear how

the case will affect the interpretation of the aneshNOC Regulations.

In AstraZenecapatents were listed for AstraZeneca’s omeprazapsules years after
Apotex submitted its ANDS for a generic equivalelihe Supreme Court held Apotex
could not have “early worked” these patents, ardettore did not need to address them
by sending an NOA® Therefore, the Minister was right to issue an Nl©@potex for

its generic version of omeprazole.

TheAstraZenecaase potentially affected many other generic dalgs held up by the
NOC Regulations. For example, the Minister appliegiAstraZenecaase to issue

generic NOCS to ramipril, in December 2006, anddgsmopressin in January, 2007.

The Minister’s interpretation dkstraZenecavas that a second person need not address a
patent on the register if it acquired the "compatadrug used in its bioequivalence
studies before the brand submission was filed wiadho the NOC with which the

patents were listed. (Patents are often out of tirbe listed against the original brand

% They were not capable of being early worked bytapdecause Apotex acquired the omeprazole
capsules before the patents in question issued.
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NDS and are therefore submitted with later SND2ss)well, the generic submission

must not have "made use of" any changes in NOGswhich the patents were listed.

There was of course litigation over whether thtgripretation was correct, and whether
the Minister of Health was correct to have issuedramipril and desmopressin NOE's.
Justice Hughes for the most part upheld the Mirgtaterpretationwith minor

changes, in thEerring decision?®

About a month later, Justice Hughes also appAsitiaZenecan another case, but in a
different way. InWyeth Canada v. Ratiophasffconcerning venlafaxine, the issue was
whether the patent was properly listed with theores SNDSs with which it was
purported to have been listed. In that case, Hagbdewed théstraZenecalecision

and interpreted it to mean that, in order for &pato be properly listed on the register, it
must be “relevant” to the NOC which resulted frdm first person submission for which
it was listed. He found that the patent in questi@s relevant to some of Wyeth'’s
NOCs, but not others. This case could have afsigni impact, because there are many

patents listed with SNDSs which do not relate ®ghbject matter of the SNDS.

Both theFerring andWyethdecisions are under appeal.

?’Ferring et al. v. Minister of Healtt2007 FC 300. Various appeals are to be heaSejiember.

% He proposed that the relevant date should be hehwhe generic acquires the product but whetet fi
its submission, and that the changes made by therigemust be those as specified in section 5(1hef
NOC Regulations, namely, for the purpose of bioegjence.

292007 FC 340. An appeal is to be heard June 2%.20
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Do not worry if you find these rules hard to followhe Regulations were from the
outset designed to be confusing, because, giveautoenatic regulatory stay, the more
confused and irrational the rules, the longer i$ \Weely to take for a generic product to

be approved.

“Data Protection” amendments to theFood and Drug Regulations

At the same time the NOC Regulation amendments passed, the government also
amended th€ood and Drug Regulatiorfd Sometimes referred to as the “data
protection” amendments, the amended regulations graeight year period of
exclusivity to brand companies to market new drfugs of competition. The period of

exclusivity operates independently of any patent.

Under the old regulations, once an NOC issuedrianaovative drug, no one else could
obtain an NOC in respect of that drug through thiereviated submission process for a
period of five years if the regulator relied on thea in the innovator file at Health
Canada to approve the generic submission. Suemcelrarely or never occurred in
practice because the regulator did not review Hia oh the innovator submission when

reviewing the generic submission.

The most important changes are in section C.08108theFood and Drug

Regulationsand can be summarized as follows:

% Regulations Amending the Food and Drug Regulaipoblished October 18, 2006 in tBanada
Gazette Part || Vol. 140, No. 21, SOR/DORS/2006-241 at pages 14231,
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= Eight years’ data protection for medicinal ingredient, if not previously
approved: The new amendments introduce an eight year bageoaric
competition from the date the innovator drug istfapproved, if the medicinal
ingredient was not previously approv&dThe new amendments also introduce a
six-year “no-filing” period within the eight-yeaetm3 that is, the generic
manufacturer may not file its regulatory submissioning the six-year period.

= Six month pediatric exclusivity: If pediatric studies are included in the brand
submission and the Minister finds they “were destyand conducted for the
purpose of increasing knowledge”, the 8 years afuestvity becomes eight and a
half years®
The RIAS states that these amendments were braughtclarify and effectively
implement Canada’s North American Free Trade Agesa@(iNAFTA") and the Trade
Related Aspects of Intellectual Property RightsRPS”) obligations with respect to
data protection.” Those provision require thadi¢raecrets such as confidential data in

the brand’s regulatory submission must be proteeted that another party cannot “rely

on” such data to get approval for its drug for fixesars

The relevant wording of NAFTA is in Article 1711rdde Secrets, subparagraphs 5 and

6:

5. If a Party requires, as a condition for apprguime marketing of pharmaceutical or agricultutsmical
products that utilize new chemical entities, thiersission of undisclosed test or other data necgssar
determine whether the use of such products issafeeffective, th&arty shall protect against
disclosure of the dateof persons making such submissions, where thénatign of such data involves

31C.08.004.1(3)(b), as amended
32C.08.004.1(3)(a), as amended.
33C.08.004.1(4), as amended.
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considerable effort, except where the disclosuretessary to protect the public or unless steptaéien
to ensure that the data is protected against ucdammercial use.

6. Each Party shall provide that for data subjeqaragraph 5 that are submitted to the Party #ftedate
of entry into force of this Agreement, no persomentthan the person that submitted them may, wittiau
latter's permissiorrely on such data in support of an application foproduct approval during a
reasonable period of time after their submissionFor this purpose, a reasonable period shall ngrma
mean not less thdive yearsfrom the date on which the Party granted apprtavétie person that
produced the data for approval to market its prgdaking account of the nature of the data and the
person's efforts and expenditures in producing ttgumbject to this provision, there shall be no fation
on any Party to implement abbreviated approval gatages for such products on the basis of
bioequivalence and bioavailability studies.

The less specific wording of the TRIPS Agreemeim i&rticle 39, paragraph 3:

3. Members, when requiring, as a condition of apimgthe marketing of pharmaceutical or of
agricultural chemical products which utilize neweafical entities, the submission of
undisclosed test or other data, the originatiowlaith involves a considerable effoshall

protect such data against unfair commercial use In addition, Members shall protect such
data against disclosure, except where necessanptect the public, or unless steps are taken to
ensure that the data are protected against urdfaimercial use.

Canada already had a provision to protect suchiddkeeFood and Drug Regulations
The Federal court of Appeal held in tRayercase in 1999 that that section was in
compliance with NAFTA* The Court said that approval of a generic protluctugh
bioequivalence testing does not affect the brandht to confidentiality in its data
because that data remains confidential. The regullmes not “rely” on the data unless
it examines the data in the innovator file whileiesving the generic submission, which

it typically does not do.

3 Bayer v. A.G. Canad@ 999), 87 C.P.R. (3d) 293, leave to appeal ta@up Court of Canada denied
(1999) SCCA No. 386. Atthe hearing, Bayer aldiedeon the less stringent requirement in TRIPS
Article 39, paragraph 3 but the Court did not refeTRIPS in its reasons. No complaint about Caisada
long-standing interpretation has ever been madernuhé dispute settlement process in TRIPS or NAFTA
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The Court stated:

Specifically, if a generic manufacturer is ablesttablish the safety and effectiveness of
its product on the basis of bioequivalence or badawbility studies without the Minister
having to examine and rely upon confidential ddéalfby the innovator, there is no
reason or justification for the minimum five yeapfection from competitioniThis
interpretation of subsection C.08.004.01(1) is @@t with section 5 and 6 of Article
1711 of the NAFTA

By changing the wording of C.08.004.1 to “codifpia clearly Canada’s data protection
commitments” as the RIAS states, the governmengaspto have decided that the
Federal Court of Appeal was wrongBayerwhen it held that the existing section, and

the Minister’s interpretation of it, is in complie@with NAFTA.

Recent challenges to the new Food and Drug Requlaiis

After the amendments, generic manufacturers lauwhte judicial review applications
challenging the amendmen#spotex v. Canada (Attorney GenerdlandCanadian
Generic Pharmaceutical Association (CGPA) v. Cangittorney Generalj! the latter
brought by CGPA, an industry association represgrgeneric drug manufacturers in

Canada, in which | represent the CGPA.

In these cases, generic manufacturers argue tballeal “data protection” amendments
are outside the federal government’s power to pegpgationdecause they are not

authorized by th&ood and Drugs Act The Act only authorizes regulations “deemed

% Bayer, supra, at para. 12.
% Federal Court File No. T-2047-06.
37 Federal Court File No. T-1976-06.
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necessary” for the implementation of NAFTA and TRIPHowever, argues the generic
industry, the new regulations cannot be deemedssacgto implement NAFTA or
TRIPS because they go well beyond both. Canadeaisqus regime was held by the
Federal Court of Appeal iBayerto comply with Canada’s international treaty

obligations.

The new regulations impose a term of data proteatibich is more than what is
required by NAFTA. NAFTA only provides for five ges of data protection while the

new regulations call for eight.

Furthermore, NAFTA only requires that confidentaka not be disclosed or relied on.
However, the new regulations prohibit a generic mfacturer from seeking regulatory
approval for a product even though neither it e Minister relies on innovator data
when the generic submission is processed by HEatada, as confirmed by tBayer
case. No trade secrets are revealed to anyohe course of reviewing a generic
submission. Rather, the generic manufacturer dd®sequivalence study against the
innovator’s physical drug which is openly sold v tmarket. The innovator, of course,

does not keep confidential that its drug has beand to be safe and effective.

In addition, generic manufacturers argue the nguletions are not within the

constitutional power of the federal government. il/purportedly enacted under the

Food and Drugs Actthey have nothing to do with health and saf@&®wther, the purpose
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of the regulations is the protection of confidehitiéormation, a matter of provincial

jurisdiction.

The Attorney General of Canada brought prelimimantions this spring to strike both
of these proceedings, arguing that both CGPA amteXplack standing to challenge the
regulations. One judge of the Federal Court staugkApotex’s application for judicial
review®® but another judge dismissed the Attorney Generatiion, and declined to

strike CGPA's applicatiof’ Both decisions are currently under appeal.

Conclusion
As | stated earlier, about 46% of prescriptionsféiexl with generic drugs in Canada
versus about 63% in the US. Will the recent charagiect this 46% number and if so

how?

The “data protection” regulations clearly createesv legally sanctioned form of
monopoly, and if not struck down, will slow theroduction of generic drugs to the
market. The changes to the NOC Regulations, am@dkential effect of the

AstraZeneca decision, may balance this effecthigti$ unclear. On balance, it seems
unlikely the overall effect of all these change$ i to increase the number of
prescriptions filled by generic drugs, or to alkte concerns as to the overall spending in

Canada on prescription drugs to any significantekeg

%2007 FC 232.
392007 FC 154.
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Serious changes may have to be made to the systemlay, as fiscal pressures grow.

But that day has not yet come.
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