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Phase I Clinical Trials in Canada

The Promise of the New CTA Regulation

hinigud trinds are hig business expen.
Jditurss for the biopharmaceutical
industry, and Phase [ clinieal crials

play an important role in sereening new
therapies for further Jevelopmene. Research
and development spending by pharmaceuti-
cal and bictechnology companies has besn
estimated at more than 523 billion per year!,
In 2000, berween [,500 and [,750 unique
and new therapiss were rested among
parients in all pre-approval elinjcal research
phasest. Of the 7,000 dwg candidaces in
B[ worldwide, only one our of every 1,000
drugs that enter animal testing ever begin
Phase | clinical trials in humans!,

What are Phase I Clinical
Trials?
Most experimenal drugs proceed through feuc
phases of clinical erials, as deseribed i Tabic 1,
Phuse I elinical trials aee the first series of
rrials required to abesin marketing approval
from a regularery agency for an experimental
drug, Researchars rest a new drug or treat
ment in a small group of people for rhe firse
time to evaluare ity safety, determine a safe
dosage range and idencify side effecrs. This
teial is typieally followed by aeher clinical to-
als, including dose-ranging and pharmacokdi-
neric studies!. Based on Fhase { clinical cral
data, experimental Jrugs thac are found to be
unsafe or not meeting the target safety and
phasmacekinetic profile would normally nor
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make it to Phoase 11
There is  continued
pressure for pharmaceuri-
cal and biotech compa-
nies o compress cheir
clinical  development
eycle ac every phase to
maximize reucn on cheir
invesrment dollats,
Wich an average 20-year

0.75

Figure 1. Total Pharma Spending on
Clinical Devalopment, By Phase
Total Pharma Spanding on Clinical Devetopment (in USS biticns}

{Source: FhRMA, Tufis Center for the Study of Drug
Development Centerwatch Analysis, 1998)
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R&D cyele and cost of
$633 million U3 for developing a singls
drug, there is a lot ar srake at every phase of
the clinical developmenr cyelel. For the
average blackbuster drug, delaying the starm
of sales by even one day could cost a compa-
ey $1.3 million US in lost sales?, Add ro the
mix that the probability of successfully com-
pleting each phase varies — 70 per cent for
Phase [, 50 per cent for Phase IT and 80 per
eent for Phase [11* — and cnly 28 per cent of
produets entering Phase T suecessfully com-
plere Phase 111 erials. To compress this devel-
opment cyele, move more produets through
the cyele and stay lean, companies are
increasingly relying on contracr research
organizations {CROs) to conduct clinical rri-
als. As = resule, the compounded anncal
growth rate of werldwide clinical spendiag
has reached a healthy 21 per cent for CROs,
wheress only a seven per cent rowrh rare
has bean posted for incernal resources of
pharmaceutical and bictech companies?.

Because of rhe

Table 1. Four Phases of Clinical Trials in Drug Development internacianal
Study Number of Patlants Duration Primary operations of most
Phase Furpozs rharmaceurical
Phasel | 20-100 healthy UptwCne | Safety and biotech com-
nommal pabants Year panies, Phase [
Phase ll | Ugp ta several OnaloTwo | Safety & clinical crials have
hundrad patents Years effica L.
Phasa Il | Several hundred 1o Twa to Faur -Emcag g | Cditionally been
: saveral thousand patients Yaars cost benefits _G“d,ucwd et
Phasa IV | Several hundred to several | Twoto 10 | Cost benefits | U0 T ‘h'{ biead-
{Pesat- thausand patients Years &outcomes | uarters of these
Marketing) companies,  but
{Source: FDA 1997: Centerwatch: Industry in Evalution for Clinical also in - North
Deveipprrent Cydle, 2™ Ed. FDA; 1987.) Americs and
— Europe. Phase [

trials are not new in Canada, what {s new is
that an increasing number of them are com-
ing here, thanks to the new Clinical Trial
Application (CTA) regularion.

What is the New CTA
Regulation?

The new CTA regulation, a8 described in
Division § of the Food and Druy
Regulations, came into effect on Sept. 1,
2001%. The Health Products and Food
Branch of Health Capada is the agency
responsible for implementing the new regu-
tation, which describes the approval process
for Phase [-III clinical edals to be conducred
in Canada. The key elements of the appreval
process are as follows:

® A CTA rmust be filed priar to starting the
clinjcal trial in Canada;

* The CTA will be approved or rejected
within 30 deys {default review cime);

# The targer review cime for CTAs of Phase
[ elinical trials and comparative bisavailabil-
iy studies invelving healthy, adult veolun-
teers {5 seven days, excepr for somarle cell
therapies, xenografts, gene therapies, pro-
phylactic vaccines or reproductive and
genetic wehnologiss:

# All clinical trials (including Phase [V)
must be conduered in accordance with Goad
Clinical Procrice;

® Lach clinieal orial requires its own CTA,
although previous CTAs can be eroas-cefer-
encal;

o A CTA is not needed for Phase IV clinical

trials.
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Why is the New CTA Important
for Canada?

The decrense in the CTA defiulr review cime
from 60 to 32 Juys is the single most impor-

tant Jriver of the increase in Phose [ clinical
erinls in Canada,

This mew CTA cegulizion makes Canada
morg actswetive location than Eurspe ot the
U3 for Noeedy Ameriean compitnies W cone
duct Phase [ seudies, Prior g this new eyl
tion, Conada was not considered an ideal
teial [ocation, singe the previous G0-day IND
teview defoult meane lose product approval
time for market encry, and lost salzs opportu-
nity for time-sensitive and profir-focused
pharma and biotech companies.

Instead, these companies wers rurning o
certain Europsan countries, such as the UKL,
where no [ND was required and the ERB pro-
tocal review was the kev review mechanism
prior to the studys seare. This advancage is
losing ground, s a comparable [ND review
proeess i underway for Phase [ clinical trials
in the UK. Canadas actraccivensss as a
Phase [ crial locarion i further enhanced by
its proximity to U.S.-based stwdy sporsons
and monitors, whe prefer not o lose time
erossing the Arlanric Ocean o monitor 2
study or meet with the study investigaror,

Sotne companies ware conductng dheir
Phase I studies in the U.S., where the IND
review default was 30 davs. However, the
new CTA review defaulr is now on par with
the U5, one. Canada’s curreney 45 also a
boost to many U.S.-based srudy sponsors,
who can rake advantage of the value that the
Canadian dollar brings 1o the overall smudy
cost, The lecation is also of eonvenience w
1.5.-based srudy sponsars, aspeciaily in rela-
tion to the major American pharmaceutical
and biotech cenrres, namely New Jersey,
New York, Massachusetts, Pennsylvania and
Nerth Carolina. Fer example, Torento and
Montreal, where na less chan seven Phase |
CROs are based, are within 1-2 houss flying
time from the major cities in these hotbeds,
Additionally, being in the same cime zone
allows for easier communieations becwesn
CROs and study sponsor personnel, while an
added bonus is the demographically similac
subject population and minimal language
barier, since English is larsely spoken every-
W{‘Lﬂﬂ!. .

Canadian biopharmaceutical eompanies,
especially  starr-ups bused in Torones,
Vancouver, Otrawa and Monerea], are poised
to benefit since the option of where ra place
their nexs Phase | clinical oral has expanded
te include local CROs, thereby allowiog
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toeme ko eake advannge of any B&DY tax
eradit and cost savings relapad o Cureny,
eewvel sd moniroring, The close proximiey
of [lase [ CROY o ehese companies would
alsn Bailinire choser intemgrion berween sei-
'.:nrih‘l‘e-'. SPk‘lTﬁi:lf‘i nnd CI{L:)‘#.

The Cangdinn RO industry hus Been
anticipating the finalizacion of the apularion
for the Lust three years, and bas prepared for
this by opening up Phase | elinteal facilivies
just pricr to September 2001 The industry is
dynamie, youny and growing, with a high
coneantmtion of highly trained rechnical
and seientific workers dedicared to conduce-
ing clinicn] trials.

The new CTA regulation helps ensure the
continved growth of this industry and pues
forth advanrages rhar essencially boost
Canada’s role as an inremational R&D kub,
[n tum, high-paying and highly technical
jobs are retained within Canada’s bordars, as
weil as further rechnological innovarions and
investments,

This type of change has significan impact
on highly regulared industries sueh as the
biopharmaceutical #nd supporring CRO
industries. Such positive changes are wel-
come in these times of widespread business
failures. Wichour the new CTA regulation.
Phase [ clinical mials wouldn's have come o
Canada ar 2ll, and those Canadian CROs
focused on Phase [ clinical rrials may have
lose yer another business opportunity.
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