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Cansda Cenhade

Ther apeutic Products Directorate
Hol | and Cross, Tower “B”

6'" Fl oor, 1600 Scott Street
Address Locator # 3106B

OTTAWA, Ontario

K1A O0K9

03-123626- 555

To:

Provincial and Territorial Deputy Mnisters of Health
Provincial and Territorial Drug Program Managers

Deans of Pharnmacy

Regi strars of Provincial Medical and Pharmacy Associ ations
| ndustry and Consumer Associ ati ons

Regul atory and Heal th Professional Associations

Ot her Interested Parties

Dear Sir/ Madam

Re: Food and Drug Regul ations - Schedule 1397 - Schedule F
Updat e

This is to provide you with an opportunity to comrent on
t he Therapeutic Products Directorate’s intention to update
Schedule F to the Food and Drug Regul ati ons of the Food and
Drugs Act by adding 7 nedicinal ingredients to Part | of
Schedule F. Once finalized, this amendnent would cone into
force on the date of registration and approval for publication
in the Canada Gazette, Part 11.

Schedule F is a list of substances, the sale of which are
controll ed under sections C.01.041 to C. 01.046 of the Food and
Drug Regul ations. Part | of Schedule F |lists substances which
require a prescription for both human and veterinary use. The
review and i ntroduction of new drugs onto the Canadi an mar ket
necessitate periodic revisions to Schedul e F.
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The Therapeutic Products Directorate’s Drug Schedul e
Status Commttee reviews the status of chem cal entities
proposed for marketing. A decision regarding the necessity
for prescription or other schedul ed status versus
nonprescription status was nmade for each of the drugs |isted
on this schedule on the basis of established and publicly
available criteria. These criteria include, but are not
limted to, concerns related to toxicity, pharmacol ogi cal
properties and therapeutic applications.

It is proposed that the followng 7 substances be added
to Part | of Schedul e F:

1. Adefovir and its salts and its derivatives - a nucleotide
anal ogue. Adefovir dipivoxil is used to treat chronic
hepatitis B, a serious and potentially life-threatening
viral illness which primarily attacks the liver. Routine

| ab nonitoring and periodic liver biopsies are part of
t herapy. Specialized knowl edge is required to treat
hepatitis B and its many potential conplications.

2. Alnotriptan and its salts - a selective
5- hydroxytryptam ne ;515 (5-HT ;510 receptor agonist.
Almotriptan malate is used for the acute treatnment of
m graine attacks with or without aura in adults.
Activation of receptors in the cranial arteries is
believed to result in constriction of the arteries and
relief of mgraine headache. The safe use of alnotriptan
requires that patients receive individualized
instructions and assessnents by a nedical practitioner.

3. Cetrorelix and its salts - gonadotropin-rel easi ng hornone
(GhRH) antagonist. Cetrorelix acetate injection is used
to help control the release of eggs fromthe ovaries of
wonmen under goi ng assi sted concepti on procedures such as
in-vitro fertilization. It acts by inducing a rapid,
reversi bl e suppression of gonadotropin secretion and the
prevention of premature | uteinizing hornone surges in
wonmen under goi ng controll ed ovarian hyper stinulation.
Cetrorelix acetate injection should be prescribed by
physi ci ans who are experienced in fertility treatnent.

Al t hough the product nay be self-adm nistered, it
requires direct practitioner supervision and continuous
| aboratory nonitoring.
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Ketanserin and its salts - serotonin S2 receptor

ant agoni st. Ketanserin is indicated for the treatnment of
wounds in horses on or below the tarsal or carpal joints
and to prevent the formation of excessive granul ation
tissue at these wound sites. It may require surgical
intervention before use. The use of ketanserin requires
i ndi vidualized instructions and direct practitioner
supervi si on

Phenyl propanol anine and its salts and its derivatives - a
synpat hom netic am ne consisting of the racemc m xture
of d- and |-norephedrine. Phenyl propanol am ne

hydrochl oride (PPA) is used in femal e dogs for the

|l ong-termtreatnment of urinary incontinence associ ated
with sphincter nmechani sminconpetence. An adequate

di agnosi s requires veterinary nedi cal experti se.
Prescription status would mnimze the risk for a

di version of this product to human use.

Until 2001, PPA was widely used in humans as a nasal
decongestant in a | arge number of cough and col d, sinus
and allergy medications. During the 1990s, a |link between
PPA and haenorrhagi c stroke was suspected. This was based
on cases reported to the United States FDA and nany

i nvol ved young wonen usi ng PPA as an appetite
suppressant, often as the first dose. PPA was not
approved for use as an appetite suppressant or weight

| oss product in Canada. However, an association was al so
found in women taking a first dose of cough and cold

medi cati ons containing PPA. Men were considered also to
be at risk. By late 2000, studies confirnmed a |ink

bet ween PPA and haenorrhagic stroke. G ven the risk of a
serious event such as haenorrhagi c stroke and the fact

t hat PPA contai ning nedications were used in Canada for
relatively mld conditions and only provide tenporary
relief, Health Canada advi sed consuners not to use any
products containing PPA until a full nmedical and
scientific evaluation was conpleted. In 2001, Health
Canada conpleted the evaluation and initiated a recall of
all remai ning PPA containing products fromthe whol esal e
and retail market. Consuners were advised not to use any
products containing PPA. All remaining products
contai ni ng PPA were renoved fromthe market.

The chemi cal structure of PPA is such that it has the
potential to be used in the manufacture of illicit drugs.
Since January 1, 2003, PPA has been listed on Schedul e Vi
of the Controlled Drugs and Substances Act (CDSA) and is
subject to the requirements of the Precursor Control
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Regul ations (PCR). As such, there is no requirenment for
a prescription but there are controls over inport/export,
production, distribution and sale. This scheduling under
t he CDSA and PCR does not prevent PPA from being pl aced
on schedule F of the Food and Drug Regul ations as well.
Schedule VI relates to precursor chemcals and it is
recogni zed that these chem cals have a variety of uses
that are not nedically related. For this reason, it has
been deenmed acceptable to have a substance on CDSA VI to

control its potential use in the manufacture of illicit
drugs and at the sane tine, on schedule F to control its
use as a pharmaceutical agent. Having dual scheduling

adds addi tional inport/export, production controls e.g.
requi rement to have |licence under PCR and permts to
i nport/export.

6. Tadal afil and its salts - a potent, selective, and
reversible inhibitor of cyclic guanosi ne nonophosphate
(cGWP) -speci fic phosphodi esterase type5 (PDE5). Tadal afi l
is indicated for the treatnment of nmale erectile
dysfunction (ED) at oral doses of 10 and 20 ng once
daily. Tadalafil nust be adm ni stered under the
supervi sion of a medical practitioner.

7. Tef | ubenzuron - antiparasite. Teflubenzuron is indicated
for the treatnment of parasitic infestations caused by the
devel opi ng chalimus and pre-adult stages of
Lepeopht hei rus sal nonis on Atlantic salnon (Sal no sal ar).
| ndi vi dual i zed i nstructions, adjunctive therapy and
prof essi onal nonitoring by a veterinarian are required
for the successful treatment of parasitic infestations.

Al ternati ves

The degree of regulatory control coincides with the risk
factors associated with each specific substance. The review
of the information filed by the sponsor of these drugs has
determ ned that prescription status is required at this tine.
Advice froma nmedical practitioner is necessary to ensure that
consuners recei ve adequate risk/benefit information before
taki ng the nedi cati on.
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Any alternatives to the degree of regulatory control
recommended in this regulatory initiative would need to be
establ i shed through additional scientific informtion and
clinical experience.

No ot her alternatives were consi der ed.

Benefits and Costs
The anmendnment woul d i npact on the follow ng sectors:
. Publ i c

Prescription access to the drugs by Schedule 1397 woul d
benefit Canadi ans by decreasing the opportunities for inproper
use, and by ensuring professional guidance and care.

. Phar maceuti cal Industry

The classification of these drugs as prescription
products woul d make their sale subject to professional
intervention, thereby reducing m suse and decreasing liability
to the manufacturer.

. Heal t h | nsurance Pl ans

These drugs, when assigned prescription status, nmay be
covered by both provincial and private health care pl ans.

. Provincial Health Care Services

The provinces may incur costs to cover physicians’ fees
for services. However, the guidance and care provided by the
physi ci ans woul d reduce the need for health care service that
may result from i nproper use of the drugs. The overal
addi tional costs for health care services should therefore be
m ni mal

Conpl i ance and Enf or cenent

Thi s amendnment woul d not alter existing conpliance
mechani sms under the provisions of the Food and Drugs Act and
Regul ations enforced by the Health Products and Food Branch
| nspect or at e.
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Consul tati on

The manufacturers affected by this proposed anmendnent
were made aware of the intent to recommend these substances
for inclusion on Schedule F during the review of the New Drug
Subm ssion and at the tinme of market approval of the drugs.

This letter is being sent by enail to stakeholders and is
al so being posted on the TPD website at
http://ww. hc-sc. gc. cal/ hpf b-dgpsa/t pd-dpt/index_drugs_regul ati
ons_e. htnl.

Any comrents regarding this proposed anendnment shoul d be
addressed to Al exandra Bray, Policy Division, Policy Bureau,
Therapeutic Products Directorate, 1600 Scott Street, Holl and
Cross, Tower ‘B, 2" Floor, Address Locator 3102C5, Ot awa,
Ontario, K1A 1B6, by facsimle at 613-941-6458 or by email to
al exandra_bray@c-sc.gc.ca within 30 days.

Yours sincerely,

Robert G. Peterson, MDD, PhD,

MPH
Director Genera



