
non‑approved medication is prescribed. 
In other areas of practice, such as 
pediatrics, medications are frequently 
used off‑label as many of them are not 
studied in children. 

This dissonance between indication and 
clinical use can create ethical, legal and 
medication coverage issues for clinicians.

How is a drug product approved for 
sale in Canada?
•	 Medications are regulated under the 

Food and Drugs Act and Regulations. 
Prior to a medication receiving 
approval for sale in Canada, it has to 
undergo a rigorous review process to 
assess	its	safety,	efficacy	and	quality.

•	 To provide indication approval, 
Health Canada requires evidence and 
studies	related	to	efficacy	and	safety	
for the condition.

•	 Pharmaceutical manufacturers 
provide medication submissions, 

called new drug submissions 
(NDS), to Health Canada’s Health 
Products and Food Branch (HPFB). 
These	submissions	contain	scientific	
information including:

o Pre‑clinical and clinical studies 
related to the indication they 
are seeking.

o Details on manufacturing, and 
proposed packaging and labeling.

•	 If, after the HPFB’s NDS review, 
the product is found to meet the 
requirements, the medication is 
granted a Notice of Compliance 
(NOC)	and	a	Drug	Identification	
Number (DIN). The issuance of 
these documents authorizes the 
medication’s sale in Canada.

Medications are routinely used in 
clinical practice. Prescribers often 
become comfortable with a range of 
medications they see used during their 
training. This often forms the basis 
for their prescribing habits when they 
start in practice. Relevant additions to a 
prescriber’s armamentarium are usually 
made through continuing education, 
discussions with colleagues, the 
publication of guidelines or, sometimes, 
medication samples.

Some prescribers may not be aware of 
the	specific	Health	Canada	indication(s)	
for a medication they use. Patterns 
of medication use develop through 
experience and review of the literature, 
not necessarily through product 
monograph reviews. At times, this use 
will follow an approved indication. At 
other times, it will not.

There are many situations in which it 
is clinically reasonable, and sometimes 
preferable, to use a medication for a 
non‑approved indication. For example, 
a	difficult	to	treat	clinical	situation	
may not have treatment options that 
are consistently successful and a 
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What gives? Non-approved or off-label indications: a panacea or quagmire?

Patterns of medication use 
develop through experience 
and review of the literature, 

not necessarily through 
product monograph reviews.

Definitions

•	 Approved	indication	(indicated,	labeled	
use):	An indicated or clinical use for a 
medication that has been approved for 
the treatment of a specific disease by 
Health Canada after a thorough review of 
clinical and safety data.

•	 Non-approved	indication	(off-indication,	
off-label	use):	The use of a medication 
for an indication that is not approved by 
Health Canada.

Adapted from: http://www.medicinenet.com/
script/main/art.asp?articlekey=20732

continued on page 3 ...
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Identifying	the	specific	condition	being	treated.

Discussing potential indicated medications and 
their	risks/benefits.	Include	consideration	of	
previous medication trials for the same condition 
with the patient.

Discussing potential non‑indicated medications, 
the evidence for use, and the intended outcomes 
and risks. 

Clearly describing possible side effects or 
complications of the proposed therapy.

Identifying the follow‑up required, and what to 
do if there are concerns that an unintended effect 
is occurring.

Reassessing	for	effect	after	a	defined	period	of	time.

Is there either an appropriate indication for, or 
sufficient	evidence	to	support	the	treatment?

Have other indicated therapeutic options  
been	considered?

Has an appropriate informed consent  
discussion	taken	place?

Has the patient been informed about problems that 
might	arise	and	what	to	do	if	problems	occur?

Has there been adequate documentation of  
the	clinical	encounter?

Does	the	trial	help	to	identify	clinical	benefits	and	
side effects (risks and harms) for the condition 
under	consideration?

Do the participants in the trial represent the target 
end	users?

Does the trial contribute to understanding the 
consequences	of	long‑term	use?

Does	the	trial	determine	the	benefits	and	risks	of	use	in	those	
who may have multiple co‑morbidities and may be taking 
multiple	medications?

Does the trial support the use of the drug in the condition 
under	consideration?

Are there trials that do not support the use of the drug in 
the	condition	under	consideration?

Consider the following
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Practically speaking . . . 

Resources:

•	 Standards	of	Pharmacist	Practice:		
https://pharmacists.ab.ca/nPharmacistResources/StandardsofPractice.aspx

•	 Physician	Practice:	https://www.cmpa-acpm.ca

•	 Searchable	database	for	NOCs	granted	by	Health	Canada:	
http://www.hc-sc.gc.ca/dhp-mps/prodpharma/notices-avis/index-eng.php

•	 Searchable	database	for	drug	coverage	and	coverage	criteria	for	the		
Alberta	Government-sponsored	drug	programs	-	Interactive	Drug	
Benefit	List	(iDBL):	https://www.ab.bluecross.ca/dbl/idbl_main1.html

•	 A	Canadian	guide	to	Informed	Consent:	http://www.cmpa-acpm.
ca/cmpapd04/docs/resource_files/ml_guides/consent_guide/com_cg_
informedconsent-e.cfm

•	 Clinical	Trial	website:	http://www.clinicaltrials.gov

Risk management components:  
questions to consider

Potential questions to ask oneself when reviewing  
evidence from trials for a non-approved indication

Medications commonly used off-label

Anti‑seizure drugs for pain management

Non‑steroidal	anti‑inflammatories	for	 
non‑arthritic pain

Tricyclic antidepressants for migraine relief

Anti‑psychotics to manage elderly patients with dementia

Tips for discussing off-label use of medications  
with your patients
The degree of discussion depends on the potential 
risks of use of the treatment. For example, use of 
gabapentin in neuropathic pain or domperidone 
in postural hypotension potentially requires more 
discussion than propanolol for migraine prevention, 
which does have this indication in other countries.

http://www.cmpa-acpm.ca/cmpapd04/docs/resource_files/ml_guides/consent_guide/com_cg_informedconsent-e.cfm
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•	 If the manufacturer wants to make 
changes to previously authorized 
medications,	they	must	file	a	
supplemental new drug submission 
(SNDS)	that	identifies	the	expansion	
to the indication list currently 
approved by Health Canada. HPFB 
reviews additional evidence and 
studies	related	to	efficacy	and	safety	
for the requested indication before 
providing approval.

•	 Labeling, which includes the product 
monograph, labels and any other 
literature that accompanies the 
drug product, is also reviewed and 
approved by Health Canada.

•	 A medication may possess different 
approved indications in different 
countries; accordingly, use of a 
Canadian reference is required 
to determine Health Canada 
approved indications.

How does an indication affect 
marketing or advertising of 
drug products?
•	 Drug products can only be marketed if 

they are authorized for sale in Canada 
by Health Canada’s HPFB.

•	 Pharmaceutical manufacturers 
are prohibited from advertising 
non‑approved indications.

•	 Near or after the patent’s expiration, 
or if the patient population is 
considered too small to offer potential 
return on investment, manufacturers 
are unlikely to seek approval for a 
new indication regardless of whether 
its use is considered a best practice.

Professional standards
The medicine and pharmacy professions 
provide some guidance for clinicians 
about using medications off‑label. While 
professional standards may specify that 
medications should be used for their 
approved indications, accepted clinical 
practice or evidence‑based best practices 
are considered to be acceptable reasons to 
use medications off‑label.

Pharmacy

•	 The Alberta College of Pharmacists 
Standards of Practice for Pharmacists 
and Pharmacy Technicians outline the 
minimum acceptable standards of 
practice for pharmacists in Alberta 
and are made under section 133 of the 
Health Professions Act.

•	 Standard 3 indicates that a pharmacist 
must consider appropriate information 
for each patient.

•	 Standard 6 addresses the 
pharmacist’s duty to determine the 
appropriatenesss of each prescription. 
Specifically,	Standard	6.1	indicates	
that a pharmacist can dispense a 
prescription that orders a drug or 
blood product for an indication that is 
(among other considerations): 

o Approved by Health Canada
o Considered a best practice or 

accepted clinical practice in 
peer‑reviewed literature

o Part of an approved 
research protocol

•	 Standard 11.6 indicates that a 
pharmacist must not prescribe a drug 
or blood product unless the intended 
use is: 

o An indication approved by 
Health Canada 

o Considered a best practice or 
accepted clinical practice in 
peer‑reviewed clinical literature

o Part of an approved 
research protocol

Medicine

•	 The College of Physicians & Surgeons 
of Alberta Standards of Practice do 
not	specifically	addresses	off‑label	
medication use. There is, however, 
an expectation that a physician will 
assess and apply available evidence to 
decision‑making and be familiar with 
the medication and its use prior to 
prescribing it.

•	 The Canadian Medical Protective 
Agency	identifies	a	duty	imposed	by	
the physician‑patient relationship that 
requires the physician to properly 
treat the patient in accordance with 
current and accepted standards of 
practice. It also notes that an “adequate 
assessment” must be performed prior 
to prescribing. This is recognized by 
both the courts and some colleges 
to	mean	obtaining	sufficient	history	
and other data to allow a conclusion 
that the medication prescribed is 
appropriate for treatment of the 
patient’s condition at the time.

•	 In legal actions, physicians are 
held to a standard of care that 
might reasonably have been 
applied by a colleague with similar 
training and experience under 
similar circumstances.

 ... continued from page 1

Pharmaceutical manufacturer: 
Provides	new	drug	submission	to	
Health	Canada

Health Canada: Conducts	rigorous	
review	process	for	evidence	of	safety,	
efficacy	and	quality	

Health Canada: Issues	Notice	
of Compliance	and	Drug	
Identification	Number	

Pharmaceutical manufacturer: Files	
supplemental	new	drug	submission 

Health Canada: Conducts rigorous	
review	process	for	evidence	of		
safety,	efficacy	and	quality	for	new	
indication	and	new	product	labeling	

Health Canada: Issues	approval	for	
new	indication 

PROCESS	FOR	DRUG	APPROvAL	IN	CANADA
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How does using a drug for a 
non-approved indication impact 
clinical practice?

Evidence

•	 Using medications off‑label requires 
clinicians	to	balance	patient	benefit	
with clinical evidence and legal issues.

•	 Clinicians should ensure the proposed 
off‑label use is both suitable for the 
patient’s clinical situation and that 
its use is supported by peer‑reviewed 
literature.

•	 The level (or grade) and amount of 
literature support that a clinician 
is comfortable with prior to using 
a medication off‑label may be 
dependent upon its intended use. 
For example, when used for a rare 
condition, a small number of case 
studies	may	suffice;	whereas,	if	
intended for a common ailment, for 
which there are other therapeutic 
options, more evidence may 
be required.

•	 Clinicians should be mindful that in 
untested situations, medications may 
not produce the expected outcome or 
may produce unintended effects.

Informed consent

•	 Discussions with the patient and/or 
caregiver about the proposed therapy 
are key to ensuring that the patient 
can provide informed consent.

•	 Awareness of the nature of the drug 
therapy, its anticipated outcome 
and potential risks generally forms 
the foundation of any discussion on 
medication. When using a medication 
off‑label, such a discussion is essential 
in ensuring informed consent and 
should indicate the rationale and risks 
associated with using it off‑label.

•	 Documenting on the patient’s record 
the date and time informed consent 
was provided can be helpful to 
confirm	it	was	obtained.

Medication Coverage Issues

•	 Clinicians should be mindful that 
patients may not have medication 
coverage if it is being used off‑label.

•	 Generally, Albertans 65 years+ are 
beneficiaries	of	the	Alberta	Blue	Cross	
Coverage for Seniors (sponsored by 
Alberta Health and Wellness) that 
uses the Alberta Health and Wellness 
Drug	Benefit	List	(AHWDBL)	as	
the formulary to guide prescription 
medication coverage.

•	 The AHWDBL is not intended as a 
prescribing guide, but the manner in 
which a product is listed may affect 
the product coverage when used 
off‑label.

•	 For products listed as unrestricted 
benefits,	reimbursement	is	adjudicated	
electronically and the only 
verification	is	that	the	product	is	an	
eligible	benefit	and	the	patient	is	an	
eligible	beneficiary.

•	 Medications that are listed 
for	specific	indications	with	
criteria for coverage (e.g., special 
authorization) are screened to ensure 
that they meet coverage criteria and, 
generally, are not reimbursed for 
non‑approved indications.

•	 If in doubt about coverage, clinicians 
should refer to the current formulary 
update	to	confirm	whether	the	
medication itself is covered and, if so, 
what potential coverage criteria may 
be applied.

Physician and Pharmacist Collaboration

•	 It is always important to ensure 
that physicians and pharmacists 
collaborate when providing patient 
care; however, this is much more 
important when a medication is being 
used off‑label.

We’d like your feedback . . .
Comments and suggestions for future articles are welcome. Please contact:

•	 Karen Mills (ACP): T 780.990.0321, F 780.990.0328   
karen.mills@pharmacists.ab.ca

•	 Alexis D. Caddy (AMA): T 780.482.0677, F 780.482.5445   
alexis.caddy@albertadoctors.org
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•	 The Standards of Practice for Pharmacists 
and Pharmacy Technicians require 
that pharmacists determine the 
appropriateness of a prescription prior 
to dispensing. When a prescription 
is received that is clearly intended 
for a non‑approved indication, the 
pharmacist will likely contact the 
prescriber to discuss the patient’s 
clinical condition prior to dispensing.

•	 In order to ensure that the prescriber’s 
intent is clear, it is useful to:

o Contact the pharmacist to advise 
of the incoming prescription and 
discuss the clinical rationale for 
prescribing.

o State the intended indication and/
or rationale of the prescription. 

o Ensure that informed consent has 
been obtained so that the patient 
may convey the context of the 
need for the prescription to the 
pharmacist prior to dispensing.
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