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Her Excellency the Governor Generd in Council, on the recommendetion of the
Minigter of Hedlth, pursuant to subsection 30(1)? of the Food and Drugs Act, hereby makes the

annexed Regulations Amending the Food and Drug Regulations (1024 —Clinical Trials).

8S.C. 1999, c. 33, s. 347



REGULATIONS AMENDING THE FOOD AND DRUG REGULATIONS (1024 — CLINICAL
TRIALS)
AMENDMENTS

1. Paragraph C.01A.002(1)(c)’ of the Food and Drug Regulations® isreplaced by the
following:

(c) any activity with respect to adrug that is used only for the purposes of dinicd testing in
accordance with subsection C.05.006(1) or section C.08.005; and

2. Subsection C.03.202(2) of the Regulationsisrepealed.

3. Section C.03.208 of the Regulationsis amended by adding theword " and" at the end of
paragraph (n), by striking out theword " and" at the end of paragraph (o) and by repealing
paragraph (p).

4. Part C of the Regulations is amended by adding the following after Division 4:

DIVISON 5
DRUGSFOR CLINICAL TRIALSINVOLVING HUMAN SUBJECTS
| nterpretation

C.05.001. The definitionsin this section gpply in this Divison.

"adverse drug reaction” means any noxious and unintended response to adrug that is caused by the
adminigration of any dose of the drug. (réaction indésirable a une drogue)

"adverse event” means any adverse occurrence in the hedlth of adlinicd trid subject who is
administered a drug, that may or may not be caused by the adminisiration of the drug, and includes
an adverse drug reaction. (incident thérapeutique)

"dlinicd trid" means an investigation in repect of adrug for use in humans that involves human subjects
and that isintended to discover or verify the clinica, pharmacologica or pharmacodynamic effects
of the drug, identify any adverse events in respect of the drug, study the absorption, distribution,
metabolism and excretion of the drug, or ascertain the safety or efficacy of the drug. (essai clinique)

"drug" means adrug for human use that isto be tested in aclinicd trid. (drogue)

b SOR/98-7
°C.R.C.,c. 870



"good clinicd practices’ means generdly accepted clinicd practices that are designed to ensure the
protection of the rights, safety and well-being of clinica trid subjects and other persons, and the
good clinical practices referred to in section C.05.010. (bonnes pratiques cliniques)

"import” meansto import a drug into Canada for the purpose of sdeinacdlinica trid. (importer)

"investigator's brochure' means, in repect of a drug, adocument containing the preclinica and clinica
data on the drug that are described in paragraph C.05.005(€). (brochure du chercheur)

"protocol™ means a document that describes the objectives, design, methodology, Setistical
consderations and organization of aclinicd trid. (protocole)

"qudified investigator" means the person responsble to the sponsor for the conduct of the clinicd trid a
aclinicd trid ste, who is entitled to provide hedth care under the laws of the province where that
dinicd trid steislocated, and who is

(a) inthe case of aclinicd trid respecting a drug to be used for denta purposes only, a physician or
dentist and amember in good standing of a professona medica or denta association; and

(b) in any other case, a physician and amember in good standing of a professona medica
association. (chercheur qualifié)

"research ethics board" means abody that is not affiliated with the sponsor, and

(a) the principal mandate of which isto gpprove the initiation of, and conduct periodic reviews of,
biomedical research involving human subjects in order to ensure the protection of their rights, safety
and wdl-being; and

(b) that has at least five members, that has amgority of members who are Canadian citizens or
permanent residents under the Immigration Act, that is composed of both men and women and that
includes at least

(1) two members whose primary experience and expertise are in a scientific discipline, who have
broad experience in the methods and areas of research to be approved and one of whom isfrom
amedicd disciplineor, if the dinicd trid isin repect of adrug to be used for dentd purposes
only, isfrom amedica or dentd discipline,

(if) one member knowledgeable in ethics,

(i) one member knowledgeable in Canadian laws relevant to the biomedica research to be
approved,

(iv) one member whaose primary experience and expertise are in a non-scientific discipline, and



(v) one member who is from the community or is a representative of an organization interested in
the areas of research to be gpproved and who is not affiliated with the sponsor or the sSite where
the clinicd trid isto be conducted. (comité d'éthique de la recherche)

"serious adverse drug reaction” means an adverse drug reaction that requires in-patient hospitalization
or prolongation of existing hospitdization, that causes congenita maformation, thet resultsin
persstent or ggnificant disability or incapacity, that is life threstening or that results in death.
(réaction indésirable grave a une drogue)

"serious unexpected adverse drug reaction” means a serious adverse drug reaction that is not identified
In nature, severity or frequency in the risk information set out in the investigator's brochure or on the
label of the drug. (réaction indésirable grave et imprévue a une drogue)

"gponsor” means an individua, corporate body, indtitution or organization that conducts aclinicd trid.
(promoteur)

Application

C.05.002. (1) Subject to subsection (2), this Divison gpplies to the sdle or importation of drugsto
be used for the purposes of dlinicd trids involving human subjects.

(2) Except for paragraph C.05.003(a), subsections C.05.006(2) and (3), paragraphs C.05.010(a)
to (i), section C.05.011, subsections C.05.012(1) and (2), paragraphs C.05.012(3)(a) to (d) and (f) to
(h), subsection C.05.012(4) and sections C.05.013, C.05.016 and C.05.017, this Division does not
apply to the sde or importation of adrug for the purposes of aclinical trid authorized under subsection
C.05.006(2).

Prohibition
C.05.003. Despite sections C.01.014, C.08.002 and C.08.003, no person shall sell or import a
drug for the purposes of aclinicd trid unless
(a) the person is authorized under this Divison;

(b) the person complies with this Division and sections C.01.015, C.01.036, C.01.037 to
C.01.040, C.01.040.2, C.01.064 to C.01.067, C.01.070, C.01.131, C.01.133to C.01.136, and
C.01.435; and

(c) if the drug isto be imported, the person has a representative in Canada who is responsible for
the sde of the drug.



Generd

C.05.004. Despite these Regulations, a sponsor may submit an gpplication under this Divison to sl
or import adrug for the purposes of aclinica trid that contains a substance the sde of whichis
prohibited by these Regulations, if the sponsor establishes, on the basis of scientific information, that the
incluson of the substance in the drug may result in atherapeutic benefit for a human being.

Application for Authorization

C.05.005. An agpplication by a sponsor for authorization to sell or import adrug for the purposes of
adlinicd trid under this Divison shdl be submitted to the Minigter, sgned and dated by the sponsor's
senior medicd or scientific officer in Canada and senior executive officer and shdl contain the following
information and documents:

(a) acopy of the protocol for the clinical trid;

(b) acopy of the statement, as it will be set out in each informed consent form, that states the risks

and anticipated benefits arising to the hedth of clinica trid subjects as aresult of their participation in

thedinicd trid;

(c) adlinica trid attestation, Sgned and dated by the sponsor's senior medical or scientific officer in
Canada and senior executive officer, containing

(i) thetitle of the protocol and the clinicd trid number,

(ii) the brand name, the chemica name or the code for the drug,
(i) the thergpeutic and pharmacological classfications of the drug,
(iv) the medicind ingredients of the drug,

(v) the non-medicind ingredients of the drug,

(vi) the dosage form of the drug,

(vii) the name, address and telephone number and, if gpplicable, the facsmile number and
electronic mail address of the sponsor,

(viii) if the drug is to be imported, the name, address and tel ephone number and, if gpplicable, the
facamile number and dectronic mail address of the sponsor's representative in Canadawho is
responsible for the sde of the drug,



(ix) for eech dlinicd trid dte, the name, address and telephone number and, if applicable, the
facamile number and eectronic mail address of the qudified investigetor, if known at the time of
submitting the gpplication,

(x) for each clinicdl trid Ste, the name, address and telephone number and, if gpplicable, the
facsmile number and electronic mail address of the research ethics board that gpproved the
protocol referred to in paragraph (a) and gpproved an informed consent form containing the
satement referred to in paragraph (b), if known at the time of submitting the gpplication, and
(xi) agtatement

(A) that the clinical trid will be conducted in accordance with good dlinica practices and
these Regulations, and

(B) that dl information contained in, or referenced by, the gpplication is complete and
accurate and is not false or mideading;

(d) the name, address and telephone number and, if gpplicable, the facsmile number and dectronic
mail address of any research ethics board that has previoudy refused to gpprove the protocol
referred to in paragraph (a), its reasons for doing so and the date on which the refusal was given, if
known a the time of submitting the gpplication;
(e) an invedtigator's brochure that contains the following information, namely,

(i) the physicd, chemicd and pharmaceutica properties of the drug,

(i) the pharmacologica aspects of the drug, including its metabolitesin al animal species tested,

(i) the pharmacokinetics of the drug and the drug metabolism, including the biological
transformation of the drug in al anima species tested,

(iv) any toxicologicd effectsin any anima species tested under a single dose study, a repeated
dose study or aspecid study in respect of the drug,

(v) any results of carcinogenicity studiesin any anima species tested in respect of the drug,
(vi) any results of clinica pharmacokinetic sudies of the drug,

(vii) any information regarding drug safety, pharmacodynamics, efficacy and dose responses of
the drug that were obtained from previous clinicd tridsin humans, and

(viii) if the drug is aradiopharmaceutica as defined in section C.03.201, information regarding
directions for preparing the radiopharmaceutical, the radiation dosimetry in respect of the



prepared radiopharmaceutical and a statement of the storage requirements for the prepared
radiopharmaceuticd;

(f) if the drug contains a human-sourced excipient, including any used in the placebo,
(i) information that indicates the human-sourced excipient has been assigned a drug identification
number under subsection C.01.014.2(1) or, in the case of anew drug, issued a notice of
compliance under subsection C.08.004(1), as the case may be, or

(i) in any other case, sufficient information to support the identity, purity, potency, stability and
safety of the human-sourced excipient;

(g) if the drug has not been assgned a drug identification number under subsection C.01.014.2(1)
or, in the case of anew drug, a notice of compliance has not been issued under subsection

C.08.004(1), the chemistry and manufacturing information in respect of the drug, including its Ste of
manufacture; and

(h) the proposed date for the commencement of the clinical trid at each clinicd trid gte, if known at
the time of submitting the gpplication.

Authorization

C.05.006. (1) Subject to subsection (3), a sponsor may sell or import a drug, other than a drug
described in subsection (2), for the purposes of aclinica trid if

(a) the sponsor has submitted to the Minister an gpplication in accordance with section C.05.005;
(b) the Minister does not, within 30 days after the date of receipt of the application, send to the
sponsor anotice in repect of the drug indicating that the sponsor may not sdll or import the drug for
any of the following reasons:

(i) that the information and documents in respect of the application

(A) were not provided in accordance with these Regulations, or

(B) are insufficient to enable the Minigter to assess the safety and risks of the drug or the
cinicd trid, or

(i1) that based on an assessment of the gpplication, an assessment of any information submitted
under section C.05.009 or areview of any other information, the Minister has reasonable
grounds to believe that



(A) the use of the drug for the purposes of the clinicad trid endangers the hedth of aclinica
trial subject or other person,

(B) theclinicd trid is contrary to the best interests of aclinicd trid subject, or
(C) the objectives of the dlinicd trid will not be achieved,;

(c) for eech dlinicd trid Site, the sponsor has obtained the gpprova of the research ethics board in
respect of the protocol referred to in paragraph C.05.005(a) and in repect of an informed consent
form that contains the statement referred to in paragraph C.05.005(b); and

(d) before the sdle or importation of the drug a aclinicd trid ste, the sponsor submitsto the
Minigter the information referred to in subparagraphs C.05.005(c)(ix) and (x) and paragraphs
C.05.005(d) and (h), if it was not submitted in repect of thet clinicd trid Site at the time of
submitting the gpplication.

(2) Subject to subsection (3), agponsor may sell or import adrug for the purposes of aclinica tria
in respect of

(a) anew drug that has been issued a notice of compliance under subsection C.08.004(1), if the

clinica trid isin respect of a purpose or condition of use for which the notice of compliance was

issued; or

(b) adrug, other than a new drug, that has been assigned a drug identification number under

subsection C.01.014.2(1), if the clinicd trial isin respect of a use or purpose for which the drug

identification number was assigned.

(3) A sponsor may not sl or import adrug for the purposes of aclinicd trid

(a) during the period of any suspension made under section C.05.016 or C.05.017; or

(b) after a cancellation made under section C.05.016 or C.05.017.

Notification

C.05.007. If the sde or importation of adrug is authorized under this Division, the sponsor may

make one or more of the following changesif the sponsor notifies the Minister in writing within 15 days

after the date of the change:

(a) achange to the chemistry and manufacturing information that does not affect the qudity or safety
of the drug, other than a change for which an amendment is required by section C.05.008; and



(b) a change to the protocol that does not dter the risk to the hedth of aclinica trid subject, other
than a change for which an amendment is required by section C.05.008.

Amendment

C.05.008. (1) Subject to subsections (4) and (5), when the sale or importation of adrug is
authorized under this Divison and the sponsor proposes to make an amendment referred to in
subsection (2), the sponsor may sell or import the drug for the purposes of the clinicd trid in
accordance with the amended authorization, if the following conditions are met:

(a) the sponsor has submitted to the Minister an application for amendment in accordance with
subsection (3);

(b) the Minister does not, within 30 days after the date of receipt of the application for amendment,
send to the sponsor anotice in respect of the drug indicating that the sponsor may not sell or import
the drug in accordance with the amendment for any of the following reasons, namely,

(i) that the information and documentsin respect of the application for amendment
(A) were not provided in accordance with these Regulations, or

(B) are insufficient to enable the Minigter to assess the safety and risks of the drug or the
cinicd trid, or

(ii) that based on an assessment of the gpplication for amendment, an assessment of any
information submitted under section C.05.009 or areview of any other information, the Minister
has reasonable grounds to believe that

(A) the use of the drug for the purposes of the clinica trid endangers the hedth of aclinica
trial subject or other person,

(B) theclinicd trid is contrary to the best interests of aclinicd trid subject, or
(C) the objectives of the dlinicd trid will not be achieved,;
(c) before the sde or importation of the drug, the sponsor submits to the Minister
(i) for eech clinicd trid gte, the name, address and telephone number and, if applicable, the
facamile number and dectronic mail address of the research ethics board that approved any

amended protocol submitted under paragraph (3)(a) or approved any amended statement
submitted under paragraph (3)(c), and



(i1) the name, address and telephone number and, if gpplicable, the facsmile number and

electronic mail address of any research ethics board that has previoudy refused to gpprove any

amendment to the protocoal, its reasons for doing so and the date on which the refusd was given;
(d) before the sdle or importation of the drug, the sponsor maintains records concerning

(i) the information referred to in paragraph C.05.005(h), and

(ii) the information referred to in subparagraph C.05.005(c)(ix), if any of that information has
changed since it was submitted;

(e) before the sde or importation of the drug in accordance with the amended authorization, the
sponsor ceases to Al or import the drug in accordance with the existing authorization; and

(f) the sponsor conducts the clinicdl trid in accordance with the amended authorization.
(2) For the purposes of subsection (1), amendments are

(a) anendments to the protocol that affect the selection, monitoring or dismissd of adinicd trid
subject;

(b) amendments to the protocol thet affect the evauation of the clinica efficacy of the drug;
(c) amendments to the protocol that dter the risk to the hedth of adlinica tria subject;

(d) amendments to the protocol thet affect the safety evauation of the drug;

(e) anendments to the protocol that extend the duration of the dlinicd trid; and

(f) amendments to the chemistry and manufacturing information that may affect the safety or quaity
of the drug.

(3) The application for amendment referred to in subsection (1) shdl contain areference to the
gpplication submitted under section C.05.005 and shal contain the following documents and
information:

(a) if the gpplication isin respect of an amendment referred to in any of paragraphs (2)(a) to (e), a
copy of the amended protocol that indicates the amendment, a copy of the protocol submitted under
paragraph C.05.005(a), and the rationae for the amendment;

(b) if the gpplication isin respect of an amendment referred to in paragraph (2)(e), acopy of the
amended investigator's brochure or an addendum to the investigator's brochure that indicates the
new information, including supporting toxicological studies and clinicd trid safety deta;



(c) if the application isin respect of an amendment referred to in any of paragraphs (2)(a) to (f) and,
asareault of that amendment, it is necessary to amend the statement referred to in paragraph
C.05.005(b), a copy of the amended statement that indicates the new information; and

(d) if the gpplication isin respect of an amendment referred to in paragraph (2)(f), a copy of the
amended chemistry and manufacturing information that indicates the amendment, and the rationae
for that amendmen.

(4) If the sponsor is required to immediately make one or more of the amendments referred to in
subsection (2) because the clinicdl trid or the use of the drug for the purposes of the clinical trid
endangers the hedlth of aclinica trid subject or other person, the sponsor may immediately make the
amendment and shdl provide the Minister with the information referred to in subsection (3) within 15
days after the date of the amendment.

(5) A sponsor may not sdll or import adrug for the purposes of aclinicd trid

(a) during the period of any suspension made under section C.05.016 or C.05.017; or

(b) after a cancdlation made under section C.05.016 or C.05.017.

Additiona Information and Samples

C.05.0009. If the information and documents submitted in respect of an gpplication under section
C.05.005 or an gpplication for amendment under section C.05.008 are insufficient to enable the
Minister to determine whether any of the reasons referred to in paragraph C.05.006(1)(b) or
C.05.008(1)(b) exig, the Minister may require the sponsor to submit, within two days after receipt of
the request, samples of the drug or additiona information relevant to the drug or the clinicdl trid thet are
necessary to make the determination.

Sponsor's Obligations
Good Clinicd Practices

C.05.010. Every sponsor shdl ensure that aclinical trid is conducted in accordance with good
clinicd practices and, without limiting the generdity of the foregoing, shal ensure that

(a) thedinicd trid is scientifically sound and clearly described in a protocal;

(b) theclinicd trid is conducted, and the drug is used, in accordance with the protocol and this
Divison;



(c) systems and procedures that assure the quality of every aspect of the clinicd trid are
implemented;

(d) for each clinica trid dte, the gpprova of aresearch ethics board is obtained before the clinica
trid begins a the Ste;

(e) a each clinicd trid dte, thereis no more than one qudified investigetor;

(f) a each clinicd trid Ste, medical care and medica decisons, in respect of the clinicd trid, are
under the supervison of the quaified investigator;

(g) each individua involved in the conduct of the dinicd trid is qudified by education, training and
experience to perform his or her respective tasks,

(h) written informed consent, given in accordance with the gpplicable laws governing consant, is
obtained from every person before that person participates in the clinica trid but only after that
person has been informed of

(i) the risks and anticipated benefits to his or her hedlth arising from participation in the clinica
trid, and

(ii) dl other aspects of the clinicd trid that are necessary for that person to make the decision to
participate in the dinicd trid;

(1) the requirements respecting information and records set out in section C.05.012 are met; and
() the drug is manufactured, handled and stored in accordance with the applicable good
manufacturing practices referred to in Divisions 2 to 4 except sections C.02.019, C.02.025 and
C.02.026.

Labdling

C.05.011. Despite any other provison of these Regulations respecting labelling, the sponsor shall
ensure that the drug bears alabe that sets out the following information in both officid languages:

(a) agtatement indicating that the drug is an investigationd drug to be used only by a qudified
investigator;

(b) the name, number or identifying mark of the drug;
(c) the expiration date of the drug;

(d) the recommended storage conditions for the drug;



(e) the lot number of the drug;
(f) the name and address of the sponsor;
(g) the protocol code or identification; and

(h) if the drug is aradiopharmaceutica as defined in section C.03.201, the information required by
subparagraph C.03.202(2)(b)(vi).

Records

C.05.012. (1) The sponsor shdl record, handle and store al information in respect of aclinicd trid
inaway that dlows its complete and accurate reporting as wdl asitsinterpretation and verification.

(2) The sponsor shal maintain complete and accurate records to establish that the clinicd trid is
conducted in accordance with good clinical practices and these Regulations.

(3) The sponsor shal maintain complete and accurate records in respect of the use of adrugina
dinicd trid, induding
(a) acopy of dl vergons of the investigator's brochure for the drug;

(b) records respecting each change made to the investigator's brochure, including the rationde for
each change and documentation that supports each change;

(c) records respecting dl adverse eventsin respect of the drug that have occurred insde or outside
Canada, including information that specifies the indication for use and the dosage form of the drug at
the time of the adverse event;

(d) records respecting the enrolment of dinical trid subjects, including information sufficient to
enable dl dinicd trid subjectsto be identified and contacted in the event that the sde of the drug
may endanger the hedlth of the clinical trid subjects or other persons;

(e) records respecting the shipment, receipt, disposition, return and destruction of the drug;

(f) for eech dlinicd trid Site, an undertaking from the qudified investigator that is Sgned and dated by
the qudified investigator prior to the commencement of his or her responghbilities in repect of the
cinicd trid, that Sates that

(i) the qudified investigator will conduct the dinicd trid in accordance with good clinica
practices, and



(i) the qudified invedtigator will immediately, on discontinuance of the dlinical trid by the sponsor,
initsentirety or a aclinicd trid Ste, inform both the dlinical trid subjects and the research ethics
board of the discontinuance, provide them with the reasons for the discontinuance and advise
them in writing of any potentia risks to the hedth of clinica trid subjects or other persons;

(g) for each clinicd trid sSte, acopy of the protocol, informed consent form and any amendment to
the protocol or informed consent form that have been approved by the research ethics board for
thet dinicd trid ste and

(h) for each clinical trid Site, an attestation, signed and dated by the research ethics board for that

clinicad trid gte, sating that it has reviewed and approved the protocol and informed consent form

and that the board carries out its functions in a manner consistent with good clinical practices.

(4) The sponsor shal maintain dl records referred to in this Division for aperiod of 25 years.
Submission of Information and Samples

C.05.013. (1) The Minigter shdl require a sponsor to submit, within two days after receipt of the
request, information concerning the drug or the clinical trid, or samples of the drug, if the Minister has

reasonable grounds to believe that

(a) the use of the drug for the purposes of the clinicad tria endangers the hedth of adlinicd trid
subject or other person;

(b) the clinicd trid is contrary to the best interests of aclinica trid subject;
(c) the objectives of the dinicd trid will not be achieved:

(d) aqudified investigator is not respecting the undertaking referred to in paragraph C.05.012(3)(f);
or

(e) information submitted in repect of the drug or the dlinica trid isfase or mideading.

(2) The Minister may require the sponsor to submit, within seven days after receipt of the request,
any information or records kept under section C.05.012, or samples of the drug, in order to assessthe
safety of the drug or the hedlth of clinica tria subjects or other persons.

Serious Unexpected Adverse Drug Reaction Reporting
C.05.014. (1) During the course of aclinica trid, the sponsor shdl inform the Minigter of any

serious unexpected adverse drug reaction in respect of the drug that has occurred inside or outside
Canada asfollows:



() if itisnather fatd nor life threatening, within 15 days after becoming aware of the information,;
and

(b) if it isfad or life thregtening, within saven days after becoming aware of the information.

(2) The sponsor shdl, within eight days after having informed the Minister under paragraph (1)(b),
submit to the Minister a complete report in repect of that information that includes an assessment of the
importance and implication of any findings made.

(3) Sections C.01.016 and C.01.017 do not apply to drugs used for the purposes of aclinical tria.
Discontinuance of aClinica Trid

C.05.015. (1) If adinicd trid is discontinued by the sponsor in its entirety or a adinicd trid Ste,
the sponsor shall

(a) inform the Minigter no later than 15 days after the date of the discontinuance;

(b) provide the Minister with the reason for the discontinuance and itsimpact on the proposed or
ongoing clinica tridsin respect of the drug conducted in Canada by the sponsor;

(c) assoon as possible, inform al qudified investigators of the discontinuance and of the reasons for
the discontinuance, and advise them in writing of any potentid risksto the hedlth of clinicd trid
subjects or other persons; and

(d) in respect of each discontinued dlinicd trid Site, sop the sdle or importation of the drug as of the
date of the discontinuance and take al reasonable measures to ensure the recovery of al unused
quantities of the drug that have been sold.

(2) If the sponsor has discontinued the clinicd trid initsentirety or at aclinicad trid Ste, the sponsor
may resume sdlling or importing the drug for the purposes of aclinicd trid inits entirety or a adinica
trid gteif, in respect of each dlinicd trid Ste where the sale or importation is to be resumed, the
sponsor submits to the Minister the information referred to in subparagraphs C.05.005(c)(ix) and (X)
and paragraphs C.05.005(d) and (h).

Suspension and Cancellation
C.05.016. (1) Subject to subsection (2), the Minister shall suspend the authorization to sdll or import
adrug for the purposes of adlinicd trid, initsentirety or a aclinicd trid dte, if the Minister has

reasonable grounds to believe that

(a) the sponsor has contravened these Regulations or any provisons of the Act relating to the drug;



(b) any information submitted in respect of the drug or clinicd trid isfdse or mideading;

(c) the sponsor has failed to comply with good clinica practices; or

(d) the sponsor hasfalled to provide
(i) information or samples of the drug as required under section C.05.009 or C.05.013, or
(i) information or areport under section C.05.014.

(2) Subject to section C.05.017, the Minister shal not suspend an authorization referred to in
subsection (1) unless

(a) the Minigter has sent to the sponsor awritten notice of the intention to suspend the authorization
that indicates whether the authorization isto be suspended inits entirety or a aclinicd trid Ste and
the reason for the intended suspension;

(b) the sponsor has not, within 30 days after receipt of the notice referred to in paragraph (a),
provided the Minister with information or documents that demongtrate that the authorization should
not be suspended on the grounds that

(i) the Stuation giving rise to the intended suspension did not exigt, or

(ii) the Situation giving rise to the intended suspension has been corrected; and

(c) the Minister has provided the sponsor with the opportunity to be heard in paragraph (b).

(3) The Minigter shdl suspend the authorization by sending to the sponsor awritten notice of
suspension of the authorization that indicates the effective date of the suspension, whether the
authorization is sugpended inits entirety or a aclinicd trid Ste and the reason for the suspension.

(4) If the Minigter has suspended an authorization, the Minister shall

(a) reindgate the authorization in its entirety or a aclinicd trid Ste, as the case may be, if within 30

days dfter the effective date of the sugpension the sponsor provides the Minister with information or

documents that demondtrate that the Situation giving rise to the suspension has been corrected; or

(b) cancel the authorization in its entirety or a aclinicd trid dte, asthe case may be, if within 30

days after the effective date of the suspension the sponsor has not provided the Minister with the

information or documents referred to in paragraph (a).

C.05.017. (1) The Minigter shdl suspend an authorization to sdl or import a drug for the purposes
of aclinicd trid, initsentirety or & aclinica trid Ste, before giving the sponsor an opportunity to be



heard if the Minister has reasonable grounds to believe that it is necessary to do so to prevent injury to
the hedth of aclinicd trid subject or other person.

(2) The Minigter shdl suspend the authorization by sending to the sponsor awritten notice of
suspension of the authorization that indicates the effective date of the suspension, whether the
authorization is sugpended inits entirety or a aclinicd trid Ste and the reason for the suspension.

(3) If the Minigter has suspended an authorization, the Minister shall

(a) reingate the authorization in its entirety or a aclinicd trid dte, as the case may be, if within 60
days dfter the effective date of the sugpension the sponsor provides the Minister with information or
documents that demondtrate that the Situation giving rise to the suspension did not exist or that it has
been corrected; or

(b) cancd the authorization in its entirety or a aclinicd trid Ste, asthe case may be, if within 60
days after the effective date of the suspension the sponsor has not provided the Minister with the
information or documents referred to in paragraph (a).

5. Section C.08.003.1% of the Regulationsisreplaced by the following:

C.08.003.1. The Minigter may examine any information or materid filed with the Minister by any
person pursuant to Division 5 or section C.08.002, C.08.002.1, C.08.003, C.08.005 or C.08.005.1 to
establish the safety and effectiveness of the new drug for which the submission or supplement has been
filed.

6. (1) The portion of subsection C.08.005(1)° of the Regulations before paragraph (a) is
replaced by thefollowing:

C.08.005. (1) Subject to subsection (1.1) and notwithstanding sections C.08.002 and C.08.003, a
manufacturer of anew drug may sdl it to aqudified investigator to be used solely for the purpose of
clinica testing to obtain evidence with respect to the safety, dosage and effectiveness of that new drug,
when the following conditions are met:

(2) Section C.08.005 of the Regulationsisamended by adding the following after
subsection (1):

(1.1) This section applies only in repect of anew drug for veterinary use.

7. (1) The portion of subsection C.08.005.1(1)® of the Regulations befor e paragraph (a) is
replaced by thefollowing:

4 SOR/95-411
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C.08.005.1. (1) Every manufacturer who files a new drug submisson, an abbreviated new drug
submission, a supplement to a new drug submission, a supplement to an abbreviated new drug
submission or asubmisson for the clinica testing of anew drug for veterinary use shdl, in addition to
any information and materia that is required under section C.08.002, C.08.003 and C.08.005, include
in the submisson or supplement

(2) Subsection C.08.005.1(6)® of the Regulationsisreplaced by the following:

(6) Every manufacturer who has filed a new drug submission, an abbreviated new drug submission,
a supplement to a new drug submission, a supplement to an abbreviated new drug submission or a
submission for the clinica testing of anew drug for veterinary use, and has any rdating dinica case
reports or raw datathat were not included therein, shall keep those reports or data and shall, within 30
days after recaiving awritten request from the Minigter, submit them to the Minigter.

8. Subsection C.08.006(1)° of the Regulationsisreplaced by the following:

C.08.006. (1) For the purposes of this section, evidence or new information obtained by the
Minigter includes any information or materid filed by any person pursuant to Divison 5 or
section C.08.002, C.08.002.1, C.08.003, C.08.005 or C.08.005.1.

9. Paragraph C.08.009(1)(a) of the Regulationsisreplaced by the following:

(a) to natify the manufacturer of a new drug for veterinary use that the sde of that drug to qudified
investigatorsis prohibited, or

10. Paragraph C.08.017(b)" of the Regulationsisreplaced by the following:

(b) report immediately to the Director al serious adverse drug reactions associated with the use of
the new drug;

TRANSITIONAL
11. An application concerning the sale of a drug for human use for the purposes of a clinical
trial that isreceived under Division 8 of theFood and Drug Regulations before September 1,
2001 is subject to those Regulations and any procedur es established under those Regulations
asthey read at the time the application was received.

COMING INTO FORCE

12. These Regulations come into for ce on September 1, 2001
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REGULATORY | MPACT ANALYSI S STATEMENT
(This statement is not part of the regul ation)

Descri ption

Thi s amendment introduces regul atory requirenments for the
sal e and inportation of drugs for use in human clinical
trials. The new requirenents are |located in Division 5 of the
Food and Drug Regul ations and apply to clinical trials in
humans using both new and ol d drugs.

Consequenti al anmendnents are required to Division 8 of the
Regul ations to maintain the status quo for clinical trials in
ani mal s using new veterinary drugs. Although the Veterinary
Drugs Program of the Health Products and Food Branch (the unit
in Health Canada responsible for the regulation of veterinary
drugs) has indicated that a broader framework is desirable for
veterinary drugs, this will be dealt with at a | ater date.

This framework incorporates the follow ng features:

S a 30-day default review period for applications to sell a
drug for the conduct of human drug clinical trials in Canada
in Phases | to Il of devel opnent;

S clear and transparent requirenents for application,

i nformation, amendnents, notification, |abelling, record
keepi ng and adverse drug reaction reporting;

S introduction of an inspection system against internationally
accepted good clinical practice principles and good
manuf acturi ng practices; and,

S clear authority to refuse an application, suspend or cancel
the sale of drugs for use in clinical trials in Canada where
t hey do not neet the updated regulatory requirenents.

The use of a marketed drug by a physician or dentist for
i ndi vidual patient treatnment is not considered to be a
clinical trial. The application requirements under this
amendnment do not apply to clinical trials on marketed drugs
where the investigation is conducted within the paraneters of
t he approved Notice of Conpliance (NOC) or Drug Identification
Number (DI N) application. These trials are often referred to
as Phase IV clinical trials. Sponsors nmust conduct all
clinical trials, including Phase IV trials in accordance with
the generally accepted principles of good clinical practice.



Current Canadi an Situation

I n Canada, the responsibility for devel oping drugs relies on
an effective partnership anmong many stakehol ders incl uding
i ndustry, the research granting councils, the nedical
community, the ethics community and the federal governnent.
Wthin this partnership, the Therapeutic Products Directorate
[ TPD] and the Biologics and Genetic Therapies Directorate
[ BGTD] of Health Canada provide a critical service by ensuring
that clinical trials are properly designed and undertaken and
that subjects are not exposed to undue ri sk.

It is also Health Canada’s responsibility to ensure that its
decisions are made in a tinely fashion thereby not
di scouragi ng the research and devel opnment of human drugs in
Canada.

The Food and Drug Regul ations currently include several
provi sions which define the requirenents for the sale of drugs
for use in clinical trials in humans. These investigations
are generally divided into four phases depending on the stage
of drug devel opnment:

Phase I: Initial safety studies on a new drug, including
the first admnistration of the drug into humans, usually
conducted in healthy volunteers. These trials may be
conducted in patients when adm nistration of the drug to
heal t hy volunteers is not ethical.

Phase | trials are designed mainly to determ ne the

phar macol ogi cal actions of the drug and the side effects
associated with increasing doses. Pharmacokinetic as well

as drug-drug interaction studies are usually considered as
Phase | trials regardl ess of when they are conducted during
drug devel opnent as these are generally conducted in healthy
volunteers. Phase | trials also include trials in which new
drugs are used as research tools to explore biol ogical
phenonena or di sease processes.

Phase Il: Clinical trials to evaluate the efficacy of the
drug in patients with nedical conditions to be treated,

di agnosed or prevented and to determ ne the side effects and
ri sks associated with the drug. |If a new indication for a
mar keted drug is to be investigated, then those clinical
trials may generally be considered Phase Il trials.



Phase 111: Controlled or uncontrolled trials conducted
after prelim nary evidence suggesting efficacy of the drug
has been denonstrated. These are intended to gather the
addi tional information about efficacy and safety that is
needed for further risk/benefit assessnent of the drug. In
this phase, clinical trials are also conducted in speci al
pati ent popul ations (e.g., renal failure patients), or under
special conditions dictated by the nature of the drug and

di sease.

Phase 1V: Al studies performed after the drug has been
approved by the regulator for the market, and related to the
approved indication. These studies are often inportant for
optim zing the drug's use. They may be of any type but nust
have valid scientific objectives. Comonly conducted
studi es include safety studies and studi es designed to
support use under the approved indication such as nortality
and norbidity studies, or epidem ol ogical studies.

The current regulatory requirenents respecting drugs to be
used for the purposes of clinical trials were originally
devel oped in the early 1960s and have remni ned essentially
unchanged. Those Regul ations defined specific Investigational
New Drug Subm ssion (IND) application requirenments which nust
be conplied with before a new drug could be distributed for
trial purposes. |In 1987, the Regul ati ons were anended to
i ntroduce a 60 day default period. Since that time TPD, BGID
and the Veterinary Drugs Program in the case of a veterinary
drug, notify the sponsor within 60 days if its subm ssion is
found to be deficient or else the sponsor may proceed. The 60
day default was introduced in 1987 in an attenpt to renedy
i ndustry's uncertainty in the planning process and to
encour age research opportunities in Canada. A nove to shorten
the review tinme provided a positive benefit to all Canadi ans
as it permtted faster access to new i nnovative therapies
t hrough the conduct of a clinical trial.

The Directorates currently review the safety, efficacy and
quality data submtted by the sponsor and approve the
distribution of the drug to the investigator. The
Directorates may authorize the sale of the drug if the
protocol is scientifically sound and the drug woul d not pose
unacceptable risks to the trial subjects under the proposed
conditions of use. The sponsor of the trial is required to
mai ntain accurate records, report adverse drug reactions, and
ensure that the investigator adheres to the approved protocol.
Trials in humans shoul d be conducted according to generally
accepted principles of good clinical practice. These



st andards provi de assurance that the data and reported results
are credi ble and accurate, and that the rights, integrity, and
privacy of clinical trial subjects are protected.

The Directorates encourage sponsors to obtain the approval
of a Research Ethics Board (REB) prior to conducting trials in
Canada. A REB is an independent body, including both men and
women, which is responsible for approving the initiation, and
conduct of periodic reviews of bio-nedical research invol ving
human subjects. The principal mandate of the REB is to ensure
the protection of the rights, safety and well-being of
subjects in the clinical trial. This structure helps to
ensure that conflict of interest situations are avoi ded and
that the health and safety of the trial subjects remain the
paramount concern. The role of a Canadian REB includes the
provi si on of recommendati ons concerning a trial’s ethical
acceptability and conduct. At the present tine, there is no
accreditation systemin Canada for REBs. This situation is
being reviewed by Health Canada in conjunction with the
Canadi an Institutes of Health Research (CIHR), the National
Council on Ethics in Human Research (NCEHR) and ot her
st akehol ders in the Canadian clinical research community.
Some Canadi an REBs have |imted resources and experience with
the review of drug clinical trials.

The M nister of Health can stop the sale of a drug to an
investigator if the Mnister believes it is in the public
interest to do so. This provision in subsection C.08.005(3)
of the Food and Drug Regul ati ons, has not been used
extensively nor has a routine inspection scheme been
i mpl enent ed.

New Regul at ory Framewor k

These Regul ati ons have been devel oped to recogni ze the
generally accepted principles of good clinical practice and
internationally conpetitive subm ssion review tinme |ines.
They refl ect extensive consultation with stakehol ders. A
brief summary of the elenments contained in the Regul ati ons
fol |l ows.

Good Clinical Practices (GCP)

Sponsors of clinical trials conducted in Canada nust be able
to denonstrate that the trials are conducted according to
generally accepted principles of good clinical practice.

These principles include:



clinical trials nmust be conducted in accordance with good
clinical practices and the applicable regul atory
requirement (s).

before a trial is initiated, foreseeable risks and

i nconveni ences nmust be wei ghed agai nst the antici pated
benefit for the individual trial subject and society. A
trial should be initiated and continued only if the

antici pated benefits justify the risks.

the rights, safety, and well-being of the trial subjects are
t he nost inportant considerations and nust prevail over

i nterests of science and society.

the available non-clinical and clinical information on an

i nvestigational drug nmust be adequate to support the
proposed clinical trial.

clinical trials nust be scientifically sound, and descri bed
in a clear, detail ed protocol.

a trial nust be conducted in conpliance with a protocol that
has received REB approval prior to initiation.

the nedical care given to, and nedical decisions mde on
behal f of, subjects nust always be the responsibility of a
qual i fi ed physician or, when appropriate, of a qualified
denti st.

each individual involved in conducting a trial should be
qual i fied by education, training, and experience to perform
his or her respective task(s).

freely given informed consent nust be obtained from every
subject prior to clinical trial participation.

all clinical trial information nust be recorded, handl ed,
and stored in a way that enables its accurate reporting,

I nterpretation and verification.

the confidentiality of records that could identify subjects
must be protected, respecting the privacy and
confidentiality rules in accordance with the applicable
regul atory requirenment(s).

I nvestigational drugs must be fabricated, handl ed, and
stored in accordance with applicable good manufacturing
practices (GW). They nust be used in accordance with the
approved protocol.

systenms with procedures that assure the quality of every
aspect of the trial nust be inplenented.

Label | i ng

Drugs used in clinical trials nmust be |abelled in accordance

with specified |abelling requirenents. These requirenents
i nclude the follow ng:



S a statenent, to ensure that the drug is identified as an
i nvestigational drug to be used only by a qualified

I nvesti gator;

t he name, nunber, or identifying mark of the drug;

t he expiration date;

t he recommended storage conditions;

the | ot nunber of the drug;

t he name and address of the sponsor; and

t he protocol code or identification nunber.

nDnu;mu;mmomwm

In addition to the above, radiopharmaceuticals nust display
the radi ati on synmbol required by the Atom c Energy Control
Regul ati ons and a statenent "Caution--Radioactive Material"

« Attention-- produit radioactif ».

Adverse Drug Reaction Reporting

The sponsor nust report to the TPD or BGID on an expedited
basi s any serious unexpected adverse drug reactions based on
the reporting schedule contained within the attached
Regul ations. These requirenents are consistent with
i nternational standards. The Regul ati ons al so provide the
M nister with the authority to request additional information
fromthe sponsor if there is concern respecting the safety of
the clinical trial drug and to take action if required.

Recor ds

The sponsor nust keep all records related to the conduct of
a clinical trial in a format that facilitates verification for
t he purpose of an inspection. The records nust be mmintai ned
for a period of 25 years. The sponsor nust submt requested
records within 48 hours if safety concerns arise.
Additionally, the Mnister can request the subm ssion of
information within seven days to facilitate an inspection of a
site. This will enable Health Canada to investigate health
and safety concerns and to respond in a tinmely fashion.

30-Day Default System

Sponsors wi shing to conduct clinical trials in Phases | to
11 of devel opnent nmust apply under the 30-day default system
The Directorates will establish shorter adm nistrative targets
of seven days for the review of bioequivalence trials and



Phase | trials in adult healthy volunteers under the 30-day
default system Applications to conduct Phase | clinical
trials using somatic cell therapies, xenografts, gene

t herapi es, prophylactic vaccines or reproductive and genetic

technol ogies will not be included in the seven day target
system
Quarterly and annual performance reports will provide a

mechani smto publicly report on the Directorates' performance
under the seven day target system These perfornmance

statistics will provide the baseline data for an initia
eval uation of this initiative, one year follow ng
i npl enentation. This will be followed by a conprehenisve

review of the Regulations in three to five years.

Applications nmust contain the information described in the
Regul ations, including:

- aclinical trial attestation,

- a protocol,

- statenents to be contained in each informed consent form
that set out the risks posed to the health of clinical trial
subjects as a result of their participation in the clinical
trial,

- an investigator’s brochure,

- applicable information on human-sourced exci pients,

- chem stry and manufacturing informtion nust al so be
submtted for clinical trials involving drug products which
have not received a DIN or NOC

Applications will be accepted for review wi thout prior REB
approval of the infornmed consent form and protocol. The
sponsor nust keep copies of undertakings signed by each
qualified investigator that the trial will be conducted
according to generally accepted principles of good clinical
practice. The sponsor nust also keep records of attestations
signed by the REB that the Board carries out its functions in
a manner consistent with these same practices. Prior to the
comrencenent of the clinical trial, the identification of al
investigators and REBs is required for each clinical trial
site.

The sponsor can proceed with the clinical trial if the
Di rectorates have not objected to the sale or inportation of
the drug within 30 days after the date of receipt of the
clinical trial application and REB approval for the conduct of
the trial at the site has been obtai ned.



The sponsor nust submt additional information or sanples if
the informati on and docunments submtted are insufficient to
assess the quality and safety of the drug to be used in the
clinical trial. The sponsor nust provide the information
requested within two cal endar days. The application will be
rejected if the information is not provided within tw days.
The current Managenent of Drug Subm ssions Policy will be
nodi fied to incorporate this concept.

Amendnent s

Sponsors must submt an application for an amendnment prior
to introducing the followi ng changes. Applications for an
amendnent are subject to a 30-day default system
Applications nust be filed for:

S changes to the protocol that affect patient selection and
nonitoring, clinical efficacy and safety requirenments, and
pati ent discontinuation;

S changes to the protocol that result in the extension of the
duration of the clinical trial; and

S changes to the chem stry and manufacturing information that
may affect drug safety and quality.

(For exanpl e:

S specifications for the drug where the limts of the
test are rel axed or del eted;

S where a new inpurity or degradation product has been
identified; and,

S the addition of new raw materials, solvents,
reagents, catalysts or any other material used in the
fabrication of the drug substance.)

The sponsor can make the changes descri bed above w t hout
prior authorization to limt an unacceptable risk which has
been identified. |In that case, the sponsor nust provide the
required information respecting that change within 15 cal endar
days.

Noti fication

Sponsors must notify Health Canada of the foll ow ng changes,
within 15 cal endar days of the date of the change:

S changes to the chem stry and manufacturing information that
do not affect the quality or safety of the drug.



(For exanpl e: changes to the specifications for the drug
substance where the limts of the test are tightened or
addi tional tests are added)

S changes to the protocol that do not affect the safety of the
trial subjects.

| nspection System

Heal th Canada will inspect clinical trial sites and trial
sponsors to ensure that the generally accepted principles of
good clinical practice are net. The objectives of the
inspection will be to ensure that participants in clinical
trials are not subjected to undue risks, to validate the
quality of the data generated or to investigate conplaints.

The Mnister will use the infornmation collected as a result
of these inspections to ensure conpliance with the regul atory
framework and will take enforcenent action, when deened
necessary.

Com ng Into Force

These Regul ations will become effective on Septenber 1,
2001. Health Canada is proceeding with staffing actions and
i npl enenting new adm ni strative and process neasures to
provide the required | evel of increased service.

Subm ssions received prior to the comng into force of the
new framework will be subject to the current 60 day default
and the regulatory requirenents in place prior to the
effective date of these new Regul ations.

Expectations

This franmewor k has been designed to neet the follow ng
obj ecti ves:

S shorten the tinme required for clinical trial application
review, wthout endangering the health and safety of
Canadi ans;

S inprove safety nmechanisnms for clinical trial subjects, such
as conpliance with generally accepted principles of good
clinical practice;

S address the Auditor General’s recomrendation that the
regul ator be nore involved in the nonitoring and follow up
of conduct of clinical trials;

S ensure that Canada has a clinical trial framework which is
flexible but contains sufficient safeguards to ensure that



the review of clinical trial applications is not unduly

del ayed as recomended by the Standing Commttee on Health

inits report "Organs and Ti ssue Donati on and

Transpl antation: A Canadi an Approach” dated April 22, 1999;

I ntroduce additional operational efficiencies;

remove obstacles to additional research and devel opnment in

Canada, where they do not endanger the health and safety of

Canadi ans;

S eval uate the proposed changes and their inpact on research
and devel opnent in Canada and the health and safety of trial
subj ect s;

S ensure that Canadi ans have inproved access to innovative
t herapi es and advi ce from Canadi an physicians with research
expertise in these new t herapies.
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The Directorates will nonitor the inpact of these changes on
t he conduct of clinical trials and on the devel opnent of drugs
in Canada. Health Canada will conduct a policy reviewto

eval uate the inpact of these Regul ati ons comrenci ng Septenber
1, 2002.

Cost Recovery

Cost recovery initiatives do not apply to the eval uation of
clinical trial applications as such is considered a “public
good”. Funding to inplenent this regulatory change has been
secured through Appropriations. Therefore, Canadi an taxpayers
provide all the funding to support this review

| nt ernati onal Perspective

In the United States of America (USA), all clinical trial
applications are subject to a 30-day default review period.
In cases where the U S. Food and Drug Adm nistration (FDA) has
saf ety concerns regarding an application, a clinical hold nay
be issued. The sponsor nust delay the proposed clinical trial
or suspend an ongoi ng investigation until the issues
surroundi ng the hold are resol ved.

In the United Kingdom (UK), Phase | clinical trials in
heal t hy volunteers are currently exenpt fromregul atory review
Eur opean Uni on nmenber states recently signed a new Directive
on clinical trials which mandates a 60 day default review
period for the review of clinical trial applications.

| npl ementation of this Directive will harnonize review
practices across nenber jurisdictions. For exanple, Phase |
clinical trials in healthy volunteers in the UK will becone

subject to an assessnent under this new system



The USA, Japan, the EU and Canada are coordinating their
efforts to use a uniform guideline for good clinical
practices. This guideline was devel oped by the International
Conf erence on Harnoni zation. |In addition the European
Parliament is in the process of devel oping a guideline for the
performance of inspection function based on the current
version of the Declaration of Helsinki and the Convention du
Conseil de |’ Europe pour |a protection des droits de |’ Homme
et de la dignité humaine a |’ égard des applications de |la
bi ol ogie et de |a nmédecine. Those guidelines are expected to
be adopted by each individual country of the European
Communi ty.

The current trends in clinical trial review indicate that:

S there is approximately a 20% annual increase in the number
of trials worldw de;

S reports fromthe United States indicate that over 60 % of
all clinical trials are perforned overseas with the majority
conducted in the United Kingdom

S Canada ranks 3" behind the EU and the USA as the |l ocation
where clinical trials are routinely conduct ed,;

S there are gl obal pressures to harnonize requirenents, and

expedite trial reviews;

the use of electronic data has beconme nore w dely accepted;

there are increased ethical concerns about human safety in

clinical research

S there is a need to conduct clinical trials in specific
pati ent popul ati ons; and

S clarifications are required to better define the roles and
responsibilities of the various players in the review of
clinical trials

Al ternatives

The options outlined below were considered in the
devel opment of this proposal:

Option 1: Maintain the status quo

Pros: The status quo would not increase costs to the
Directorates. The 60 day default is achievable with
current resources. |t would continue to provide
sufficient tinme for the resolution of issues identified
during the review of applications. Application rejection



Opt i

rates would not increase. Delays associated with the
resubm ssion of applications would be avoi ded.

Cons: The Canadi an drug industry has requested faster
review of the human drug trials to remain globally
conpetitive. They maintain that this option would not
address their concerns. The current review time does not
encourage the conduct of trials in Canada and therefore
does not enhance the availability of clinical trial drugs
to Canadians. This restriction |limts Canadian clinical
experience and know edge of new drug therapies.

This option would not address the Auditor General’s
concern that the Canadi an system |acks nonitoring
procedures for clinical trials.

The current systemonly applies to “new’ drugs, therefore,
the status quo does not provide the same health and safety
controls for “old” drugs such as bl ood.

The current system does not legally recognize the rol e of
REBs in the conduct of clinical trials.

on 2: Introduce a 48 hour Registration system a 30-day
Default system and an | nspection system

Pros: Industry would have review tines targeted for
conpletion within 48 hours for first in human dose

tol erance studies involving adult healthy human
volunteers. It is claimed by the drug industry that this
conbined with the 30-day default system would nake Canada
a nore conpetitive site for the conduct of clinical
trials. This should stinmulate research and devel opnment of
new i nnovative therapies in Canada.

Action could be taken by Health Canada if clinical
trials do not conply with generally accepted principles
of good clinical practice. The new schene woul d
recogni ze the inportant role of REBs in overseeing the
conduct of clinical trials. The introduction of an

i nspection system woul d enhance quality assurance and
provi de a safety net for those individuals involved in
clinical trials in Canada. This would also respond to
t he concerns expressed by the Auditor General.

Cons: There is no accreditation systemin Canada for REBs
at the present time. Sone Canadi an REBs have |imted
resources and experience in this field. Non-industry



st akehol ders are concerned that an expedited review
targeted for conpletion within 48 hours woul d not provide
sufficient surety with respect to the safety of a product
i ntended for use in humans for a first time. A 48 hour
review woul d not suffice to ensure that the Mnister’s
responsi bility as guardian of public health and safety is
adequately fulfilled.

The introduction of the 30-day default system would
require additional resources. The Directorates
contracted an i ndependent study to identify efficiencies
that could be introduced and to estimte the cost of
providing the service |evel requested. The study

i ndicated that this would require an additi onal
$1,691,000 for the fiscal year 2000-2001. G ven the
expected rate of increase in human clinical trials this
figure would increase to $2,565,000 for the fiscal year
2001- 2002 and to $3, 290,000 for the year beginning Apri
1, 2002. The costs associated with inplenmentation of a
Regi stration system were esti mated at $600, 000.

Less tinme would be available to review staff to assi st
sponsors in revising and augnenting their subm ssions.
Application rejection rates would likely increase.

A strategy for inplenmentation of a Canadi an i nspection
system nust be devel oped. Canada received nore than 800
clinical trial subm ssions in 1998. Sone clinical
trials are conducted at as many as 20 to 30 sites. Work
is currently under way to determ ne the nunber of sites
currently active in Canada. The introduction of an

i nspection systemwould require training of inspectors
to inspect clinical trial sites and trial sponsors.

| nspections would be conducted to ensure that
participants in clinical trials are not subjected to
undue risks and to validate clinical trial data. The

i nspections woul d be conducted to enforce conpliance
with generally accepted principles of good clinical
practice and to ensure that data submtted to the
Directorates is accurate and reliable.

on 3: Introduce a 30-day Default systemw th no I nspection
System

Pros: Industry would have a 30 day review for clinical
trials enabling the commencenent of the trial 30 days
sooner. The Regul ations could be drafted to provide
Heal th Canada with the authority to take action if



clinical trials conducted in Canada did not conply with
good clinical practices. The changes could be drafted to
i ncl ude application requirenments which would recogni ze the
i nportant role of the REB in the conduct of clinical
trials. This option would provide the Directorates with
sufficient time to ensure that all trials conducted in
Canada have been subject to an appropriate safety

eval uation prior to commencenent.

Cons: This option would not specifically attenpt to

i ncrease the nunber of Phase | clinical trials conducted
in Canada. Consequently, this could limt the potenti al
increase in the nunmber of Phase Il and 11l trials
conduct ed.

The failure to introduce an inspection system woul d not
provi de an inproved safety net for those individuals
involved in clinical trials in Canada and woul d not
respond to the concerns expressed by the Auditor
General .

The sponsor would be required to obtain approval from
Canadi an REBs to indicate that the trial is ethically
acceptable. They would al so be required to ensure that
the trial will be conducted according to generally
accepted principles of good clinical practice. There is
no accreditation systemin Canada for REBs at the
present time. Sone Canadi an REBs have |imted resources
and experience in this field.

The introduction of the 30-day default system would
require additional resources to fund this activity by
the Directorates as described in detail in option 2.

on 4: Introduce a 30-day Default system and an inspection
system

Pros: Clinical trial sponsors would have a 30 day review
for clinical trials thus providing themwith the ability
to start the trial 30 days sooner. A shorter

adm ni strative target for the review of applications for
certain types of trials, for exanple, bioequival ence
trials and Phase | trials could be established beneath the
unbrella of the 30-day default system This option would
provide sufficient time to ensure that all trials
conducted in Canada have been subject to an appropriate
safety evaluation prior to commencenent. The Regul ati ons
could provide the authority to take action if clinical



trials conducted in Canada did not conply with good
clinical practices. The draft could also include
application requirenments which would recogni ze the

i nportant role of the REB in the conduct of clinical
trials.

The introduction of an inspection system would enhance
qual ity assurance and provide a safety net for those

i ndi viduals involved in clinical trials in Canada. This
woul d al so respond to the concerns expressed by the
Audi t or General .

Cons: This option may not specifically increase the
number of Phase | clinical trial conducted in Canada.
Consequently, this could Iimt the potential increase in
t he number of Phase Il and Ill trials conducted.

The introduction of the 30-day default system and

i nspection system woul d require additional resources to
fund this activity by the Directorates as described in
detail in option 2.

Each option was assessed using the following criteria:
Mandatory criteria
The preferred option nust:

S enhance patient safety;

S renove regulatory barriers to access to new i nnovative
t her api es;

S be designed to enhance the reliability of data and pronote
conpliance with generally accepted principles of good
clinical practice; and

S provide the Directorates with the ability to stop a clinical
trial where necessary to respond to safety concerns.

Screen criteria
The preferred option shoul d:

S not hinder trade, or deter the devel opnment of research in
Canada

S not place an undue burden on governnent, REBs, clinicians,

I nvestigators or industry;

be responsive to future needs;

not underm ne public confidence; and

v wm



S pronote harnoni zati on and provi de a devel opnmental sti mul us.

Based on the process descri bed above, and the coments
received as a result of the publication of the proposal in
Canada Gazette, Part |, option 4 was chosen.

Benefits and Costs

This option will result in the follow ng benefits and costs.
They have been presented bel ow according to sector:

S Drug | ndustry
Benefits:

The option will provide the industry with internationally
conpetitive review tinmes for the review of human clinica
trial drug subm ssions. All applications for clinical
trials will be subject to a 30-day default system

The enforcenent of conpliance with generally accepted
principles of good clinical practice will result in
i mprovenents to the conduct of clinical trials in Canada.

Cost s:

| ndustry nust i nprove subm ssion quality and ensure that al
the required information is avail able and scientifically
sound. Applications not neeting the requirenments set out in
the Regulations will be refused.

The introduction of the inspection systemmay result in
the identification of data which cannot be validated or
the need to take conpliance action. Such action could
have a negative inpact on the sponsor, however it will be
beneficial to subjects.

S Regul at or
Benefits:

Adherence to generally accepted principles of good clinical
practice will enhance the safety of trial subjects. This is
I n keeping with Health Canada's mandate. Health Canada
strives to ensure Canadi ans have reasonabl e access to safe,
effective and high quality therapeutic products.
Additionally, it is the objective of the Directorates to
ensure that trial subjects should not be subject to undue



risk by the use of investigational therapeutic products and
that they be provided with appropriate informtion about the
ri sks and benefits. This regulatory amendnment supports this
obj ecti ve.

These changes are designed to ensure that the Canadi an

regul atory system for therapeutic products protects

Canadi ans but at the same tinme, is innovative, efficient and
responsive to its environnment. The Regul ations are
conducive to the tinely conduct of clinical trials and have
been devel oped with full stakehol der participation. These
amendnents al so recogni ze the inportant role played by REBs
In their oversight of the conduct of clinical trials. This
recognition will help support a system of accreditation to
ensure that all REBs foll ow acceptabl e practi ces.

The inspections performed will enable the Directorates to
val idate data as well as identify non-conpliance with the
Regul ations and the generally accepted principles of good
clinical practice. Better defined regulatory requirenents

wi Il enable the Directorates to enhance safety associ at ed
with the conduct of clinical trials and will include
criteria for trial cessation. These neasures will provide
Canadi ans with added assurance that the trial wll not

j eopardi ze the safety of trial subjects and will provide the

data validation required to ensure that quality informtion
is submtted when requesting market approval.

Cost s:
The inplenentation of these changes will require additional

resources. Additional funding has been secured through
Appropri ations.

S Publ i c

Benefits:
No person will be permtted to sell or inport a drug for use
in a clinical trial, unless the sponsor has nade a
successful application. This will ensure that Canadi ans are

not subject to unwarranted ri sk.

The amendnment nmay result in the creation of additional
clinical research positions in Canada. This may provide an
i ndirect benefit to hospitals or professionals involved in
t he conduct of human clinical trials. |If nore trials are



conducted in Canada, the additional research dollars may
provide an incentive for physicians to remain in Canada and
hence i mprove the overall quality of Canadi an nedi cal
expertise. Therefore, this is expected to have a net

benefit to the Canadi an public health system This may al so
I ncrease the opportunity for Canadians to gain access to new
i nnovative drug therapies and persons wishing to participate
in clinical trials my be provided with new opportunities.

Cost s:

I ncreased participation in clinical trials may inpact on
health care spending. The inpact at the present tine is

unknown. I n sonme cases this may inprove the health of
pati ents who have the opportunity to access clinical trial
drugs. In other cases the drug may result in a negative
effect.

S Research Ethics Boards (REBs)

Benefits:
The amendnment will provide Federal recognition of the

i mportant service provided by REBs. It will inmprove
consistency relating to the roles and responsibilities of

t hese Canadi an Boards by providing a standard for generally
accepted principles of good clinical practice. The policy
eval uation conducted clearly identified the need to have a
formal accreditation systemfor REBs. An accreditation
system woul d pronote conpliance with good clinical

practices. The Regul ations require that sponsors obtain REB
approval prior to conducting trials. This may facilitate
new fundi ng mechani snms for these Boards.

Cost s:

REBs t hat review and approve the conduct of human clinical
trials in Canada are not currently subject to federa

regul ations or accreditation. They follow one or a nunber
of federal or provincial guidelines. Sone REBs follow
foreign guidelines. The only Canadian clinical drug trials
t hat nust be reviewed by REBs are those involving mnors and
i nconpetent adults conducted in Quebec. Section 21 of the
Quebec Civil Code requires an ethical review by a designated
REB for all types of research involving these popul ati ons.

There has been sonme concern expressed by those REBs who do
not have the expertise and funding to ensure that drug



trials can be conducted according to generally accepted
principles of good clinical practice. Those REBs who are
not able to undertake this responsibility with respect to

t he conduct of drug trials, nmust concentrate their efforts
in other fields. This proposal may increase the operational
costs of REBs.

Researchers or Institutions
Benefits:

The amendnent will provide formal Federal recognition of the
st andards expected of all bodies responsible for the
protection of the rights, safety and well-being of human
subj ects participating in clinical trials. The Regul ations
will inmprove consistency relating to the roles and
responsibilities of independent researchers and institutions
by providing a regulated standard for generally accepted
princi ples of good clinical practice.

Cost s:

Sonme i ndependent researchers or institutions nmay not have
the expertise or funding to ensure that drug trials are
conducted according to good clinical practice guidelines.
Some will not be able to undertake this responsibility, with
respect to the conduct of drug trials, and will have to
concentrate their efforts in other fields. This proposal
may i ncrease the operational costs for those wishing to
conduct trials against these nore stringent standards.

Consul tati on

I nformati on respecting consultation prior to the publication
in Canada Gazette, Part | is contained in the R AS which was
publi shed with the proposed anendnment. |If that information is
required, please consult the RIAS for Schedule 1024 published
on January 22, 2000.

Over 80 comments were received as a result of the
publication of the proposal in Canada Gazette, Part | on
January 22, 2000. An analysis of the comments confirmed broad
support for the first two elenents of that proposal:



A. the reduction in the default review period for
clinical trial applications from60 to 30 days; and,

B. the introduction of an inspection program for al
clinical trials, set against generally accepted
principles of Good Clinical Practice.

Al most all stakehol ders expressed dissatisfaction with the
proposal’s third el ement:

| V. a 48-hour registration systemfor Phase | dose tol erance
trials in healthy adult vol unteers.

Specific comments and the rationale for the decisions made
respecting the issues identified by stakehol ders are
summari zed bel ow

| ssue # 1: Both the drug industry and i ndependent sponsors of
clinical trials expressed concern over the definition of
clinical trial in the Canada Gazette, Part | publication.
Concern was expressed as to whether pharnmacoecononi ¢ and
conpliance trials would fall within the definition. The
phrase in the definition, “to discover or verify” was viewed
as too broad, making it difficult to gauge when a study woul d
not fall within the definition.

Response: Phar macoeconom ¢ and conpliance trials are not
considered to fall within the definition of a
clinical trial. The phrase “to discover or verify”
was retained. The definition as drafted reflects
the wording of the definition for clinical trial as
agreed upon by the International Conference on
Har noni zati on (1 CH).

| ssue # 2: The Part | proposal requires the qualified
investigator to be a licensed dentist or physician. Sone
trial sponsors requested that individuals with alternate

qual ifications such as a Ph.D. or Doctor of Pharmacy

(Pharm D.) be permtted to act as the qualified investigator
as long as a physician or dentist acts as a sub-investigator,
responsi ble for all nedical or dental decisions and care.

Response: No change to the Regul ati ons was made. To ensure
the fulfilment of the Departnment’s responsibility to
protect the health and safety of trial subjects
under these Regul ations the qualified investigator
must be a licensed physician or dentist.



| ssue # 3: Some drug industry stakehol ders questi oned whet her
the definition of sponsor in the proposed Regul ations all owed
for a distinction between the drug conpany that may sponsor a
trial and a contract research organization that actually
conducts the trial. They questioned if contract research
organi zati on needed to be defined.

Response: No change to the drafted definition was nade. Direct
jurisdiction of the Directorates is limted to the

sponsor. It is the sponsor who nmakes application
for and receives authorization to sell a drug for
t he purposes of conducting a clinical trial. The

sponsor nust ensure that any person or organization
contracted by them conplies with the Regul ati ons.

| ssue # 4. A broad range of stakehol ders commented on the
definition of Research Ethics Board as it appeared in the
Canada Gazette, Part | proposal. The requirenents for al
menbers to be Canadian citizens or pernmanent residents and for
one nmenber to be know edgeable in all Canadian | aws rel ating
to bio-medical research were viewed as too onerous.

St akehol ders al so noted the onmi ssion of a requirenment for one
menber of the Board to be drawn fromthe community.

St akehol ders al so questioned why the definition did not
reflect nore closely the wording of the definitions for REB
found in the Tri-Council Policy Statenment on Ethical Conduct
for Research Involving Humans and the | CH Gui deline on Good
Clinical Practices.

Response: A nunmber of amendnents were made to this definition.
Only a majority of nmenbers nust be Canadian citizens
or permanent residents. One nenber nust be
know edgeable in the Canadian | aws that are rel evant
to the research under consideration and a
requi rement for a conmunity nmenber was added.

Slight differences fromthe Tri-Council definition
still remain. This was necessary to achieve the
desired | evel of precision for the definition and to
i ndicate specific requirenments for nmenbership from
medi cal, scientific and non-scientific disciplines.

| ssue # 5. The proposal as drafted in Part | would require the
filing of applications for Phase IV clinical trials. The drug
i ndustry and i ndependent researchers indicated that this is
not necessary to ensure the health and safety of Canadi ans.

Response: The use of a drug by a physician or dentist for
i ndi vi dual patient treatnment is not considered to be



a clinical trial. Sponsors will not be required to
file applications for clinical trials to be
conducted for conditions of use previously

aut hori zed. However, sponsors of these Phase IV
trials will be mandated to conduct the tri al
according to good clinical practices and keep the
required records.

Where a clinical trial is conducted on a nmarketed
drug to test the safety or efficacy of the product
under new conditions of use (outside the paraneters
of the DIN or NOC) the sponsor will be required to
file an application. These trials are usually
considered to be Phase Il or Phase IIl trials. In
the case that the sponsor is not the fabricator but
is an independent investigator or institution the
requi renment for subm ssion of an investigator’s
brochure will be satisfied by subm ssion of the nost
recent approved product nonograph or other suitable
information to support the requirenent. The
applications for these clinical trials will not
requi re the subm ssion of chem stry and

manuf acturing informtion.

| ssue # 6. The proposal as published in Part | prohibits the
sale or inportation of drugs for the purposes of clinical
trials unl ess the sponsor has received an authorization. Drug
i ndustry stakehol ders expressed concern over this “inport”
prohi bition. Fabricators currently cannot inport clinical

trial drugs in dosage formuntil an authorization for sale of
the drug for the purposes of a clinical trial is provided to
cust ons.

Response: The Regul ati ons nust prohibit the inportation for
sale of clinical trial supplies for trials that are
unaut hori zed. Provision has been made to permt the
i nportation of the product for testing in Canada.
This should not Iimt the potential for clinical
trials to be conducted in Canada.

| ssue # 7: The registration systemas drafted in the Part |
proposal applied to dose tolerance trials in healthy human
adult volunteers. The drug industry and sonme independent
researchers requested that the registration system be
expanded to include all Phase | clinical trials in healthy
adult volunteers as defined by international guidelines. Some
al so requested that the registration systemapply to
conparative bioavailability trials. Responses from



i ndi vi dual s, REBs, consuner and patient advocacy groups as
wel |l as Health Canada scientific staff indicated concern that
an adequate safety assessnent should not be targeted for
conpletion within 48 hours.

Response: The proposal for inplenentation of a registration
system has been withdrawn. All clinical trial
applications will be evaluated under the 30-day
default system The Directorates will inplenment a
seven day adm nistrative target for the review of
applications for bioequivalence trials and Phase |
trials in healthy adult volunteers. Applications to
conduct Phase | clinical trials using somatic cel
t herapi es, xenografts, gene therapies, prophylactic
vacci nes or reproductive and genetic technol ogi es
will not be included in the seven day target system
Quarterly and annual performance reports wll
provide a mechanismto publicly report on the
Directorates' performance under the seven day target
system These performance statistics will provide
t he baseline data for an evaluation of this
initiative, one year follow ng inplenentation.

| ssue # 8: Many comments were received respecting the proposed
requi renent to obtain REB approval prior to the filing of an
application under the Registration system This was the only
application requirenent that differed fromthe application
requirenments for all other clinical trials under the 30-day
default system REB s objected to this, perceiving it as a

shift in regulatory responsibility. [Industry stakehol ders
al so objected. They did not want REB approval to be required
prior to the filing of any clinical trial application.

Response: Wth the elimnation of the Registration system
this is no longer an issue.

| ssue # 9. The proposal published in Canada Gazette, Part |
requi red sponsors to report reasons for all REB refusals for
the conduct of a clinical trial. Sponsors of trials comented
that a REB may refuse a trial for many reasons, including

i ssues unrelated to the safety or quality of the proposed
clinical trial. They indicated that only refusals related to
the safety of the study should be subject to mandatory
reporting.

Response: The Regul ati ons remai n unchanged in this regard.
Al REB refusals will be assessed by the TPD and



BGTD to determ ne the inpact, if any, on the conduct
of the clinical trial at other sites.

| ssue # 10: The Canada Gazette, Part | publication proposed

t hat the sponsor inform Health Canada of the nane and address
of the institutions or places where the clinical trial records
were to be stored. Industry stakehol ders comented that the

| ocation of stored records often changes with time. They
requested that the Regul ations be nodified to allow the
sponsor to make a commtnent to provide ready access to
records.

Response: This requirenent has been renoved fromthe
Regul ations. Sponsors nust submt records upon
request. The Directorates agree that a requirenment
to submt information on record storage |ocations
creates an unnecessary burden.

| ssue # 11: Many st akehol ders requested clarification on the
criteria for refusal of an application to conduct a clinical
trial. The draft proposal would permt the Mnister to refuse
a clinical trial application if:

a) use of the drug for the purposes of the clinical trial
seriously endangers the |life, health or safety of subjects
or ot her persons,

b) the clinical trial or use of the drug for the purposes of
the clinical trial is contrary to the best interests of

subj ects, or

c) the objectives of the clinical trial will not be

achi eved.

Many expressed concern that the phrase “contrary to the best
interests of subjects” was too vague. Others stated that it
woul d be unreasonable for the Directorates to refuse an
application based on a failure to denonstrate that the

obj ectives of the trial will be met. It is the drug
i ndustry’s opinion that it cannot be known if the objectives
wi Il be achieved until the trial is conplete.

Response: The Regul ati ons have been nodified to renove the
term “seriously” from (a) above and to nodify (b)
to permt refusal if “the clinical trial is contrary
to the best interests of trial subjects.” Criterion
(c) remains unchanged. Trial protocols nust be
designed in a manner that would allow the tri al



obj ectives to be achieved. Wth these

nodi fications, these criteria will ensure that
clinical trial subjects are not exposed to
unaccept abl e ri sks.

| ssue # 12: Drug industry stakeholders commented that the
requi rement in the proposal to notify the Directorates of
changes to the trial that do not affect the safety of trial
partici pants or the safety or quality of the drug would
substantially increase the paperwork for both governnent and
sponsors. The value of submtting this type of information
was questi oned.

Response: The requirenents for notification remai n unchanged.
Upon i npl enentati on of these Regul ations, the
current requirenment to submt an Annual Report wil|
be elimnated. The Directorates will now be
notified of changes which were previously captured
under the Annual Report by this mechanism This
information will be captured in a database and used
to facilitate inspections.

| ssue # 13: The proposal as published in Part | required
sponsors to submt information related to the conduct of a
trial. This included: date of commencenent of the trial, nane
of the REB that approved the trial at each site, the nanme of
the qualified investigator at each site. Drug industry

st akehol ders indicated a preference for maintaining this
information as records rather than submtting it to the
Directorates.

Response: No change was made to the Regul ations pertaining to
the subm ssion of this information in support of the
original application. Health Canada requires
information related to the conduct of the clinical
trial to facilitate the inspection program The
requirenents related to anended applications have
been nodified to permt information related to the
proposed date of comrencenent of the trial as amended
and changes to the nanme of the qualified investigator
to be retained as records. The requirenment to submt
all records upon request remmins unchanged. These
changes will reduce the subm ssion burden sonmewhat
whil e ensuring that necessary information is
available if required.

| ssue # 14: Industry stakehol ders expressed concern respecting
the interpretation of the type of change to chem stry and



manuf acturing information that would require the filing of an
amendnent. For exanple, the requirenent to submt expiry date
ext ensions of greater than 2 years even when supported by
stability data.

Response: The interpretation of the Regul ati ons respecting the
types of changes to chem stry and manufacturing
i nformation which would require the filing of an
amendnent has been reviewed and revised to be
consistent with current practices. Further
information to assist stakeholders in the filing of
applications for anendnments will be detailed in
Di rectorate guidelines.

| ssue # 15: Drug industry stakehol ders expressed concern
respecting the content of applications for anmendnments.
Coments indicated that sponsors felt that the requirenents
were too onerous. For exanple, the requirenent to submt a
conpletely revised protocol and informed consent formas well
as the requirenent to submt an updated investigator’s
brochure for all types of anmendnments. Stakehol ders
recommended that anmendnments continue to be filed in a manner
consistent with current Regul ations and policy.

Response: In order to reduce the burden on the sponsor w thout
conprom sing the safety of trial subjects, the
proposal has been nodified to require an updated
i nvestigator’s brochure only for anmendnents that
result in the extension of the duration of the
clinical trial. The requirenments to submt
conpletely revised protocols and informed consent
forms remai n unchanged. The subm ssion of full
information is necessary to facilitate the revi ew
process.

| ssue # 16: Many comments received objected to the “stop the
cl ock provision” included in the proposed Regul ations. This
was proposed to allow the review tinme clock to stop while the
Directorates waited for the sponsor to submt additional
information. This would only be done when sufficient

i nformati on was not contained in the application to permt the
Directorates to assess the safety of the drug for use in the
trial. Stakehol ders were opposed to the |evel of uncertainty
this provision introduced into the duration of the review

peri od.



Response: The Regul ati ons have been nodified to renove this

provision. It is expected that the renoval of this
provision will result in an increase in the rate of
refusals until such tinme as the quality of
applications inmproves. Sponsors will be expected to

supply all of the informati on needed to assess the
application without the need to request substantive
addi ti onal information.

| ssue # 17: Sponsors of clinical trials expressed concern that
t hey could not be reasonably expected to conply with all of

the obligations contained within the proposal. For exanpl e,
sponsors indicated that they nay not be able to review the
qualifications of all individuals involved in the conduct of a

clinical trial and that they should not be expected to
supervi se the informed consent procedure.

Response: The sponsor’s obligations under the Regul ations
remai n unchanged. These obligations are necessary to
ensure the protection of clinical trial subjects.
Direct jurisdiction of the Directorates is limted
to the sponsor. Under the proposal, the sponsor nust
obtai n undertakings fromthe REB and qualified
i nvestigator to follow good clinical practices.

These undert aki ngs extend the rel evant sponsor’s
obligations to these parties.

| ssue # 18: The proposed Regul ations require drug products
used in clinical trials to nmeet applicable Good Manufacturing
Practices (GW). Many stakehol ders requested clarification on
the interpretation of the proposed GW requirenents. Sone

al so requested further consultation on this issue.

Response: The interpretation of GW requirenents for clinical
trial drug supplies will be further explained in a
draft guidance. This guidance will be the subject of
further consultation with stakeholders prior to
i npl ement ati on of these Regul ati ons.

| ssue # 19: Many st akehol ders expressed opposition to the
proposed requirement to have a statement on the product | abel
in English and French that the drug is investigational and to
be used only by qualified investigators. There were also
requests to add a provision for small container |abelling
since the proposal requires the drug to “bear a |label”. Some
st akehol ders al so asked to that a requirenent for |ot nunbers
be added to the labelling requirenents to facilitate product
tracking in the event of a recall.



Response: English and French statenents are required to comply
with official |anguages |egislation. The Regulations
were not anended to renove the requirenment for
products to “bear a label”. The requirenents |isted
in this provision can accommodate small|l contai ner
| abelling. A requirenment to have | ot nunbers on the
| abel was al so added as requested by stakehol ders to
facilitate product tracking.

| ssue # 20: The proposed requirenment in the Regul ati ons for
sponsors to retain records for a period of 50 years was
generally viewed by stakehol ders as being too burdensone.

Response: This provision was anended: sponsors will be
required to retain records for a period of 25 years.
This period of time will allow for patient foll ow up

t hroughout the subsequent stages of drug devel opnent,
assessnment and marketing.

| ssue # 21: Sone stakehol ders expressed concern over the
proposed requirenents for the reporting of adverse drug
reactions in clinical trials. These requirenments differ from
those in place for marketed drugs under Division 1 of the
Regul ati ons. Stakehol ders requested clarification on which
requi rements would apply for clinical trials involving

mar ket ed drugs.

Response: The proposal has been anended to clarify that
sponsors conducting clinical trials with marketed
drugs within the paraneters of the marketing
aut horization (NOC or DIN) are exenpt fromthe
adverse drug reaction reporting requirenments for

clinical trials under this new Division. 1In these
i nstances, the Division 1 requirenents for marketed
drugs apply.

| ssue # 22: Trial sponsors were opposed to the proposed

requi renent to submt information on the discontinuance of a
trial inits entirety or at any site for any reason. They

al so expressed concern over the proposed obligation to be

pl aced on a qualified investigator to informall subjects and
the REB in witing of these discontinuances. Sponsors
commented that sites may be di scontinued for nmany reasons that
do not inpact on the quality of the trial or health and safety
of subjects. For exanple, a trial site nmay be discontinued
due to low or erratic enrollment of trial subjects. In such

i nstances, the proposed obligations were viewed as overly
restrictive



Response: No change was nade to the sponsor’s obligation to
report all discontinuances to the Directorates. The
Directorates nust be able to assess the inpact of
each di scontinuance on ongoing clinical trials. This
information is also required to facilitate the
i nspection program and respond to the concerns raised
by the Office of the Auditor General respecting the
| ack of monitoring of the conduct of clinical trials
by the regulator. The Regul ations were anended,
however, to require the qualified investigator to
only informthe REB and trial participants in witing
if the discontinuance is related to a health and
safety concern. Information on the discontinuance of
sites for reasons other than safety is of lowrisk
and does not necessitate the burden of having to
provide written notification to these groups.

| ssue #23: The Canada Gazette, Part | proposal permtted

Heal th Canada to suspend a clinical trial in whole or in part.
One st akehol der raised the concern that the proposed
suspensi on provision did not provide for the situation where
continued therapy with the drug under study woul d be usef ul
for sonme individuals.

Response: No change to the Regul ati ons was required.
| ndi vi dual s woul d be permtted to continue to have
access to the drug through the Special Access
Program This programfacilitates | egal access to
drugs which are otherw se unavailable for sale in
Canada.

These Regul ations will be posted on the Therapeutic Products
Directorate website at the follow ng | ocation: http://ww. hc-
sc. gc. cal hpb-dgps/therapeut. Related information such as
forms or and additional guidance docunents will also be
post ed.

The following forms will be requested when filing clinical
trial subm ssions under the new regul atory franmework:

S Notification Formof Qualified Investigators and Canadi an
Research Ethics Boards

Clinical Trial Application Form

Clinical Trial Attestation Form

Adverse Drug Reaction (ADR) Expedited Reporting Summary Form
Quality Information Summary - Biologics (Q S-B)

Quality Information Summary - Pharnaceuticals
(I'nvestigational) [QS-P (INV)]
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S Preclinical and Clinical Evaluation Report Tenpl ate (PCERT)

These fornms maybe updated in the future to reflect
i npl ementati on of the ICH Conmmon Techni cal Docunment in Canada.

Sponsors are rem nded that additional Directorate guidelines
regardi ng the nature of clinical studies and the target
popul ati on studi ed should be followed. These guidelines
include, but are not limted to, the foll ow ng:

S Dose- Response Information to Support Drug Registration (1994)
S Studies in Support of Special Populations: GCeriatrics (1994)
S Clinical Safety Managenent: Definitions and Standards for
Expedi ted Reporting (1995)
S Inclusion of Paediatric Subjects in Clinical Trials (draft
1997)
Structure and Content of Clinical Safety Reports (1997)
S Preclinical Safety Eval uation of Biotechnol ogy-Derived
Phar maceuti cal s
S Inclusion of Wonen in Clinical Trials (1997)
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Gui del i nes and Publications are either posted on the
Directorate’s website or avail able through the Canadi an
Gover nnment Publishing Centre (CGPC).

In addition to these Guidelines, there are a nunber of
rel evant gui delines and policy statements which should be
consulted. A list of those has been provi ded below as a
conveni ent reference.

TPD and BGID Cui delines adopted from International Conference
on Har noni zati on

S El -The Extent of Popul ati on Exposure to Assess Clinical
Safety for Drugs Intended for Long-term Treatnent of Non-
Li fe- Threateni ng Conditions

S E2A -Clinical Safety Data Managenent: Definitions and
St andards for expedited Reporting

S E2B - Cinical Safety Data Managenent: Data El enments for
Transm ssion of Individual Case Safety Reports

S E2C - Clinical Safety Data Managenent: Periodic Safety

Updat e Reports for Marketed Drugs

E3 - Structure and Content of Clinical Study Reports

E4 - Dose- Response Information to Support Drug Registration

S E5 - Ethnic Factors in the Acceptability of Foreign Clinical
Dat a

S E6 - Good Clinical Practice: Consolidated Guideline
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S E7 - Studies in Support of Special Populations: Geriatrics

E8 - General Considerations for Clinical Trials

S E9 - Statistical Considerations in the Design of Clinical
Trials

S M3 - Non-Clinical Safety Studies for the Conduct of Human
Clinical Trials for Pharmaceuticals

S S6 - Safety Studies for Biotechnol ogy-Derived Products

Medi cal Research Council Gui delines

wn

S The Tri-Council Policy Statenment: Ethical Conduct for
Research I nvol ving Humans (1995)

| nt ernati onal Conference on Harnoni zati on Draft Gui deli nes

S E10 - Choice of Control Goup in Clinical Trials
S E11 - Cdinical Investigations of Medicinal Products in the

Pedi atri c Popul ati on
Conpl i ance and Enf or cenent

Thi s amendment does not alter existing conpliance mechani sns
under the provisions of the Food and Drugs Act enforced by the
| nspectorate of the Heath Products and Food Branch.

Addi ti onal resources are required and a new conpliance policy
will be developed to ensure that inspection nmechanisnms will be
mai nt ai ned and uniformy applied.

Heal th Canada is commtted to inplementing an inspection
program for clinical trials to ensure that trials undertaken
i n Canada neet principles of good clinical practice. This
will provide a framework for industry to inprove conpliance
with best practices. |In addition, it will provide the
Directorates w th accurate information on the nunber of
trials conducted in Canada. These Regul ations will inprove
standards for the protection of Canadians enrolled in clinical
trials.

Persons failing to conply with the Regul ati ons may have

their trials suspended or cancelled and the drug seized. |If
clinical data is found to be unacceptable, it nay be used to
decline market approval. Persons conducting clinical trials
in humans wi t hout the appropriate authorization will be

subj ect to prosecution under the penalties defined within the
Food and Drugs Act.

The Regul ations include clear provisions to define the
condi tions under which all clinical trials nust be conduct ed.



These requirenents help facilitate enforcenent activities and
provi de additional safety assurance for trial subjects.
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