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Preamble:

In alignment with section 9.1 of the Food and Drugs Act, the PAAB code sections 2.1, 2.4, and
3.5 require that risk information be:

presented within the APS among the claims

comprised of content type & quantity which adequately balances the claims
accurate

clear

prominent

This present document provides guidance developed by a committee of industry experts on how
to meet the above requirements in the context of changes to PAAB code section 7.3. This
guidance was designed to address Health Canada’s questions about fair balance while offering
flexibility for the manufacturers.

Scope of guidance provided herein:

This document applies only to healthcare professional advertising/promotion systems (APS) that
require fair balance per PAAB code sections 2.1, 2.4, 3.5, and 7.3.

Overview:

For any healthcare product, there are three levels of base fair balance. For simplicity, we've
referred to them as:

“Middle”
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“Lowest”

The pages that follow guide creation of these three fair balance levels.

Once the three levels of fair balance are generated for a product, the manufacturer needs to
determine which level is required in any given healthcare professional advertisement and where
to place it in order to satisfy PAAB code section 2.1, 2.4, and 3.5. Refer to the PAAB guidance
document “Guidance on base fair balance level selection and placement”. As described in that
document, although only one level of fair balance is required to appear in any given APS, the
manufacturers may elect to employ middle level fair balance to direct to the highest level
elsewhere.



Clients may submit the 3 levels of New Fair Balance for line by line review; this is not an opinion
review. Submit your New Fair Balance as an HCP Detail Aid. Identify in a cover letter that you
are requesting review of the 3 levels of Fair Balance; the efile will be coded accordingly. PAAB
will review this New Fair Balance in English, French or both languages and the normal fee
schedule applies to these submissions. Turnaround time is 10 days for a first response and 3
days for revision. The PAAB will work toward “no further comments” before the file is complete
and there is no acceptance granted, therefore, renewal is not required. Once “no further
comments” has been reached, clients may insert the final New Fair Balance reviewed into future
APS for review.

Please note that ongoing pieces which are reviewed under the current code cannot be
“converted” into new code reviews (i.e. this would trigger a new file and the corresponding fee).

Constructing the highest level of base fair balance:

Figure 1 provides the framework for the highest level. Note the following themes:
¢ Headings must be employed to signal the key fair balance sections. Each section
heading is underlined and bolded.
¢ Aline of white space separates each of the key sections (all 5 key sections are
presented together in figure 1).

Click on the yellow callout box for additional guidance. Jump ahead to figures 2 and 4 if you
need help visualizing the guidance provided in these callouts.

Figure 1: Framework for highest level fair balance

Indications and clinical use: Other relevant warnings and precautions:
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Key principles to supplement the above framework:

e Thereis no need to include content relating to indications which are not promoted
in the APS.
The purpose of fair balance is to balance the claims made within the APS.
Where multiple indications are promoted, it should be clear which warnings relate to
which indications as per PAAB code section 2.1.


patrickm
Sticky Note
Each presented indication appear as a separate bullet. 
For products having a product monograph, each bullet also includes the corresponding disclosures relating to clinical use from the "Indication and Clinical Use" section of the product monograph. Alternatively, this content follows the bullets if it applies to all.
i.e. considerations/conditions/limitations relating to how to use of the product in patients who have been selected AND disclosure of data limitations (e.g. Efficacy was not evaluated beyond 8 weeks in controlled trials).

If the manufacturer elects not to include the indications in this section (i.e. as they were presented earlier), the heading would read "Clinical Use".

patrickm
Sticky Note
Each presented contraindication appears as a separate bullet.

patrickm
Sticky Note
The warnings and precautions which are emphasized in the TMA (e.g. bolded, boxed, all-caps, underlined, or described as "serious" or equivalent) are described. 
Each description begins with bolded topic words such as "Risk of Infections:" AND each of the risk descriptions are separated by a line of white space. 


patrickm
Sticky Note
The rest of the warnings and precautions relating to promoted indications are identified (i.e. listed). In other words, each bullet simply identify the risk without the description provided in the TMA. However, the manufacturer may elect to include additional information (e.g. patient subsets to which the risks apply). 
When multiple indications are promoted in the piece, it should be clear which indication each risk/burden pertains to.
Each distinct warning or precaution should appear in a separate bullet (unless grouped together in the TMA). However, items may be grouped into categories considered by the PAAB to be adequately descriptive. 
e.g. separate warning regarding red blood cell reduction, white blood cell reduction, and platelet reductions could be identified as “reduction in blood cells” 
e.g. separate warning about risks pertaining to lymphoma, skin cancer, and lung cancer could be identified as “risks of malignancies”. 




patrickm
Sticky Note
Intended to introduce the link to the complete TMA and to direct the reader to it for more information about adverse events, drug interactions, and dosing (and dosing adjustments where applicable). The link must be presented in a manner which is consistent with section 7.3 of the PAAB code.

e.g. “Please consult the product monograph at www.product.ca/TMA22211 for important information relating to adverse reactions, drug interactions, and  dosing information”. 

Health Canada had also requested that a phone number be included in case the HCP has limited access to the internet.  

In some instances, a product has very important interactions or dosing/administration issues which are mentioned in the Warnings and Precautions sections of the TMA. These should be identified in the fair balance (i.e. should not be completely ignored). PAAB uses the following criteria to determine which interactions and dosing/administration issues are particularly important: 
·	The TMA Dosing/Administration or Interaction sections contain risks which are emphasized (e.g. bolded, boxed, all-caps, underlined, or framed as “serious” or equivalent)
·	A non-emphasized risk in the TMA Dosing/Administration or Interaction sections is likely to have important implications for more than 1 in 5 prospective patients for the promoted indication (e.g. dosing adjustments). It would be helpful if a letter from the manufacturer's medical department confirming whether or not this is the case is included with the initial submission of the first fair balance review for that product.   

In these instances, the linkage statement should include copy directing the HCP to the TMA for information relating to interaction type and the required dosing adjustments in that patient type.
  
e.g. “Please consult the product monograph at www.product.ca/TMA25456 for important information relating to adverse reactions, drug interactions (particularly interactions with CYP3A4), and dosing information”. 

e.g. “Please consult the product monograph at www.product.ca/TMA44332 for important information relating to adverse reactions, drug interactions, and for  dosing information (particularly special dosing considerations in patients with severe renal disease).

Application of “1 in 5 prospective patients” rule of thumb:
Assume that the Arbace product monograph has a dosing instruction to use only half the dose in patients who are above 60yrs old. Although this information is not emphasized in the product monograph, approximately 66% of antihypertensive patients are over 60yrs old. Additionally, approximately 50% of Arbace patients are over 60yrs old. 
The TMA linkage statement therefore says: 
“Please consult the product monograph at www.product.ca/TMA832713 for important information relating to adverse reactions, drug interactions, dosing information, and for dosage adjustments in patients over 60”. 





e Content may be summarized provided the complete essence is captured.
Risk information is not required to be presented verbatim from the TMA. Please note
that the indication must appear verbatim at least once in the APS as per PAAB code
section 2.10.

e Thereis no need to repeat content which is presented elsewhere in the piece.
But manufacturers may elect to do so in order to maintain consistent fair balance
segments across the campaign. When relevant content is excluded from these sections
because they have been presented prominently elsewhere within the main marketing
message, the section heading should be revised to convey this fact (e.g.
“contraindications which have not been discussed elsewhere in the piece"). When an
entire section has already been presented elsewhere in the piece, the entire section &
title can be omitted from the standard fair balance.

o Manufacturers may still elect to spread fair balance throughout the APS.
Content requirements are identical whether the risk information is presented together or
spread throughout the APS. However, the headings are not required if this content is
spread throughout the APS (provided the type of content is clearly conveyed). The
headings are intended to clearly signal transition from one section to another when
multiple sections are presented together.

o Risk elements which are bolded/boxed in the product monograph are not required
to be bolded/boxed in the fair balance presentation:
Aside from the bolding/underlining features of emphasis which are built into the fair
balance framework, fair balance copy is not required to match level of emphasis in the
TMA (e.g. by bolding, boxing, or underlining). The signaling and framing elements built
into the above format contribute to an adequate level of emphasis (along with positioning
factors discussed in the PAAB guidance document “Guidance on base fair balance level
selection and placement”).

Refer to the Health Canada Guidance Document “Notice of Compliance with Conditions
(NOC/c)” and the PAAB guidance document “Guideline in Advertising Disclosure for
Drugs with Notice of Compliance with Conditions (NOC/c)” for relevant disclosure
requirements of the NOC/c box. This NOC/c statement is required to be boxed in the
APS. However, it would not appear within the base fair balance (i.e. presented prior to
base fair balance).

¢ Some content can be omitted at the manufacturer’s discretion:
See the APPENDIX on page 10 for categories of information which can be omitted at the
manufacturer’s discretion.

Figure 2 on the next page is a copy deck example depicting one of the ways the highest level of
base fair balance could be created for Cozaar. This fair balance has not been approved by
Merck and is for training purposes only.



Figure 2: Example for Cozaar. Highest level fair balance.

Indication & Clinical Use:

COZAAR is indicated for the treatment of essential
hypertension. Data in combination with beta-
blockers and calcium channel blockers is limited.
Safety and efficacy of concurrent use with
angiotensin converting enzyme inhibitors have not
been established. Antihypertensive effects
demonstrated in pediatric patients aged 6 to 16
years.

Most Serious Warnings and Precautions:
Pregnancy: Can cause injury or death of the
developing fetus. Discontinue as soon as possible
upon discovery of pregnancy.

Other Relevant Warnings and Precautions:
e Hypotension
e Decreased coronary perfusion

e Dosing adjustments in patients with
current (or history of) hepatic impairment

e Renal impairment

e Hyperkalemia

e Anaphylactic reactions, angioedema, and
vasculitis.

For More Information:

Please consult the product monograph at
www.cozaar.ca/PM472 for important
information relating to adverse reactions, drug
interactions, and dosing information which
have not been discussed in this piece.

The product monograph is also available by
calling us at 1-800-XXX-XXXX

Figure 3 is a layout for a 2012 Toviaz journal ad. Figure 4 is a layout for that same ad modified
to contain an example of the highest level of base fair balance for Toviaz. You'll note that,
unlike in the Cozaar example, there are only 4 headings (as Toviaz does not have boxed/bolded
warnings). To learn how to make the ad look like Figure 5, you'll need to read the PAAB
guidance document “Guidance on base fair balance level selection and placement”. You may
need to zoom-in to read the journal ads as they were shrunk to fit the page.


http://www.cozaar.ca/PM472
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dverse events that occurred at an incidence of =3%
were. (18.8% 4 mg and 34.6% 8 mg), constipation (4.2% 4 mg and

60%8mg). urinary tract infection (3.2% 4 mgand42%8 mg), and dry eyes (1.4% 4 mg and 3.7% 8 mg).

TOVIAZ is contraindicated in patients with urinary retention, gastric retention, uncontrolled narrow-angle
glaucoma, hypersensitivity to this drug, tolterodine L-tartrate tablets, toltemdlne L-tartrate extended-release
capsules, soya, peanuts, lactose, and any of the other ingredients in the formulation or any component of the
container. Angicedema of the face, lips, tongue, and/or larynx has been reported with fesoterodine. In some
cases angioecdlema occurred after the first dose. Angicedema associated with upper airway swelling may be life-
threatening. If involvement of the tongue, hypopharynx, or larynx occurs, fesoterodine should be promptly
discontinued and appropriate therapy and/or measures to ensure a patent airway should be promptly provided.
TOVIAZ, like other antimuscarinic drugs, is associated with increased heart rate that correlates with increasing
dose. Accordingly, as with other antimuscarinic drugs, caution should be used when administering TOVIAZ
to patients who have a h«story of ischemic heart disease or tachyarhythmias. In the plaoebocontfolled phase
3 studies, the mean increase in heart rate, compared to placebo, were app ts/minute in the
4 mgfday group and 3-5 beats/minute in the 8 mg/day group. TOVIAZ is not reoommended for use in patients
with severe hepatic impairment (Child-Pugh C). For patients with severe renal impairment (CLcz <30 mL/min) or
patients treated with potent CYP3A4 inhibitors (e.g., ketoconazole, itraconazole, miconazole, and clarithromycin),
doses of TOVIAZ greater than 4 mg are not recommended.

For complete prescribing information, please refer to the Product Moncgraph. The Product Monagraph is available
upon request.

References: 1. Pfizzr Canada Inc. TOWAZ Product Manograph. February 2012. 2. Nitti VW & ai. Efficacy, safety and tokrability of fesatarodine for overactive bladdar
syndroma. J Ui/ 2007;178:2488-2494. 3. Herscheen § of al. Comparison of fescteradine and toltzroding extandad releass for the traatment of overactive bladder:

to-head placzbo-controlled trial. B4/ inf 2010;105:58-85. 4. Kaplan SA & af. Superice efficacy of fascterodine ower toterading axtendzd rekase with rapid
onsat: A praspective, head-to-head placebo-controlled trial. 2/t 2011;107:1432-1440.
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TODAY

THERE'S

Toviaz

Clinical use:

Safety and efficacy in pediatric

populations have not been established.

Contraindications:

« Urinary retention

= Gastric retention

= Uncontrolled narrow-angle glaucoma

= Hypersensitivity to tolterodine L tartrate,
soya, peanuts, lactose

Relevant wamings and precautions:
Increase in heart rate

Interaction with potent CYP3A4 inhibitors
Patients at risk of gastric retention
Patients at risk of urinary retention
Patients with impaired hepatic function
Angioedema

A NEW OPTION
FOR YOUR
OAB'
PATIENTS

* Patients with myasthenia gravis

* Patients with controlled narrow-angle
glaucoma

* Patients with impaired renal function

* Use of contraception in women of childbearing
potential

For more information:

Please consult the Product Monograph

at wwyw toviaz ca/PM1583 for important
information relating to aclverse reactions, drug
interactions, and dosing information which
have not been discussed in this piece.

The Product Monograph is also available

by calling us at 1-800-XXX-XXXX

References: 1. Pfizer Canada Inc. TOVIAZ Product Monograph. February 2012, 2. Nitti Vi of 1. Effizacy, safoty and tolerability of fesoteradine f overactive bladder
syndrome. J (ko 2007;178:2488-2494. 3, Herschorn S & i Comparisea of feseteradin and tolterodine axtended rekase for the treatment of oueractive bladder:
& head-to-head placebo-controlled frial. 24 int 2010,105:58-66. 4. Kaplan SA & a1, Superier efficacy of fesoteradine cuer toltereding extended raleasa with rapid
onsat: A prespactive, head-to-haad pracebo-controlld trial. 2/ fn 2011;107:1432- 1440,
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FOR YOUR
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PATIENTS

Refer to the page in the bottom-right icon for additional safety information and for a web link to the

product monograph discussing:

* Contraindications in patients with urinary retention, gastric retention, uncontrolled narrow-angle glaucoma,
hypersensitivity to tolterodine L tartrate, soya, peanuts, lactose

* Relevant wamings and precautions regarding increase in heart rate, interaction with potent CYP3A4
nhbﬁovs.paﬁmisairskdsa&ucmm patients at risk of urinary retention, patients with impaired

heponc functm ar\eoedema patmts myasthenia gravis, patients with controlled namow-angle
d renal function, and use of contraception in women of childbearing
Dﬂtemal

* Conditions of clinical use, ads ctions, drug i ions, and dosing instructions
In addition, the page contains the reference list and study parameters relating to this advertisement.
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Constructing the middle level of base fair balance:

It is simple to derive the middle base fair balance level from the highest level (i.e. construct the
highest level first). In the middle level, the manufacturer may replace the clinical use content
with a general instruction to refer to the TMA for information about clinical use, replace
descriptions of the most serious warnings and precautions with a list simply identifying them,
and reformat the remaining information in the following condensed way:

¢ A single bullet leading-in with “Contraindications in” followed by a list identifying all
contraindications which are material to the promoted use.

e A single bullet leading-in with “The most serious warnings and precautions regarding”
followed by a list identifying all emphasized warnings and precautions from the TMA which
are material to the promoted use.?

e A single bullet leading-in with “Other relevant warnings and precautions regarding” followed
by a list identifying all other warnings and precautions which are material to the promoted
use.

¢ A bullet directing the HCP to the TMA for information relating to conditions of clinical use,
adverse reactions, drug interactions and dosing/administration instructions.

When multiple indications are promoted in the piece, it should be clear which indication each
risk/burden pertains to.

When relevant content is excluded from the sections “Contraindications”, "Serious Warnings
and Precautions" and "Other Relevant Warnings and Precautions" (i.e. because it had already
been prominently presented elsewhere within the main marketing message), the bullet’s lead-in
should be revised to reflect this.

e.g. “Contraindications not discussed elsewhere in the piece:”

Figure 6 is a copy deck example depicting one of the ways the middle fair balance level could
be created for Cozaar. This has not been approved by Merck and is for training purposes only.

Figure 6: Example for Cozaar. Middle level fair balance.

COZAAR is indicated for the treatment of essential hypertension.

Consult the product monograph at www.cozaar.ca/PM635 for important information about:

The most serious warning and precaution regarding risk of injury or death to fetus

Other relevant warnings and precautions regarding hypotension, decreased coronary perfusion,
renal impairment, hyperkalemia, anaphylactic reactions and angiodema.

Conditions of clinical use, adverse reactions, drug interactions and dosing instructions

The product monograph is also available through our medical department. Call us at 1-800-XXX-XXXX

! Although the indication is required in the piece as per s2.10 of the PAAB code, the conditions of clinical use and
data limitations conveyed in the “Indication and Clinical Use” section of a product monograph are not required in a
piece qualifying for middle fair balance unless they limit patient selection. For example, a restriction which limits the
duration of treatment to 8 weeks is not required to be presented in this context (whereas it was required in the highest
level of base fair balance). As such, the words “conditions of clinical use” are added to the linkage statement.
? ltems may be grouped into categories considered by the PAAB to be adequately descriptive:
e.g. warning regarding red blood cell reduction, white blood cell reduction, and platelet reductions may be
identified as “reduction in blood cells”
e.g. warning about risks pertaining to lymphoma, skin cancer, and lung cancer can be identified as “risks of
malignancies”.



Figure 7 is a copy deck example depicting one of the ways the middle fair balance level could
be created for Toviaz. This has not been approved by Pfizer and is for training purposes only.

Figure 7: Example for Toviaz. Middle level fair balance (indication is elsewhere in the piece).

Consult the product monograph at www.toviaz.ca/PM1583 for important information about:

o Contraindications in patients with urinary retention, gastric retention, uncontrolled narrow-angle glaucoma,
hypersensitivity to tolterodine L-tartrate, soya, peanuts, lactose.

e Relevant warnings and precautions regarding increased heart rate, interaction with potent CYP3A4
inhibitors, patient at risk of gastric retention, patient at risk of urinary retention, patients with impaired
hepatic function, angioedema, patients with myasthenia gravis, patients with controlled narrow-angle
glaucoma, patients with impaired renal function, use of contraception in women of childbearing potential.

o Conditions of clinical use, adverse reactions, drug interactions, and dosing instructions.

The product monograph is also available by calling us at 1-800-XXX-XXXX.

Constructing the lowest level of base fair balance:

The lowest level simply discloses that the product has contraindications, warnings, precautions,
adverse reactions, interactions, dosing instructions and conditions of use and directs the HCP to
the TMA to obtain information about these categories of risk/burden. The indication is also
required in the APS.

Risk/burden categories which are not relevant to that specific product’'s TMA should be
excluded from the referral statement.
e.g. if there are no drug interactions in the TMA, “drug interactions” should not appear in the
referral statement.

This level of fair balance is accepted only in specific circumstances. Please refer to the PAAB
guidance document “Guidance on base fair balance level selection and placement”.

Figure 8 is a copy deck example depicting one of the ways the lowest fair balance level could be
created for Cozaar. This has not been approved by Merck and is for training purposes only.

Figure 8: Example for Cozaar. Lowest level fair balance.

COZAAR is indicated for the treatment of essential hypertension.

Consult the product monograph at www.cozaar.ca/PM321 for contraindications, warnings, precautions,
adverse reactions, interactions, dosing, and conditions of clinical use. The product monograph is also
available through our medical department. Call us at 1-800-XXX-XXXX



http://www.cozaar.ca/PM321
http://www.toviaz.ca/PM1583

APPENDIX

The following can be removed from the content pooled above:
i.  Content which applies to all categories of drugs irrespective of therapeutic area
e.g. contraindications in patients with known allergies against the product or its ingredients3
e.g. “only use in those who are pregnant/nursing where benefits exceed risks”is not required for
systemic therapy. This applies across product categories. Note that stronger TMA directions to
avoid/alter product use would be required. Also note that this copy is not as common for products
which are applied topically (i.e. it should therefore be included for such products).

ii. Instructions which are covered by standards of practice for all drug therapies
e.g. only physicians who are knowledgeable in the product should prescribe product XYZ
e.g. instruct patients to keep out of reach of children

iii.  Content which had been presented elsewhere in the piece
i.e. not required to repeat the content (although the manufacturer may elect to do so for simplicity
of having a consistent base of fair balance across similar APS)

iv.  Content which is promotional
e.g. a warning whose magnitude of risk is stated in the monograph to be similar to placebo
(unless TMA content still suggests a need for monitoring)
e.g. positive outcomes described in clinical use section

v. Content describing risks which have been demonstrated not to be associated with
the product (unless TMA suggests potential risk or a need for monitoring)
e.g. Drug XYZ was shown not to reduce renal function in humans.

vi. Content about alternate therapeutic options in case of adverse effects on the
sponsor’s product
e.g. "Allergies to Arbace may not extend to other products in the ARB class, another ARB may be
tried with caution™.

vii.  Explanations why the product is contraindicated in certain populations
i.e. the reader simply needs to know that the product is not to be used in that population.

viii.  Medical definitions & thresholds (except in the verbatim indication statement)
E.g. no need to define the creatinine clearance threshold for “severe renal impairment*”

ix. Examples are generally not required®.

3 However, in cases where the allergy statement includes discussion of specifics beyond simply the active ingredient(s), this
segment should be included (e.g. contraindicated if allergies against a specific non-active ingredient or an ingredient origin).

4 Examples listed in any section of the TMA other than the indication are required to appear ONLY when:
e they relate to aspects specifically evaluated;
e they relate to aspects which are of particular importance over non-listed items;
e they materially affect the clarity/completeness of the statement
E.g. content in green is required to appear while content in red is not:
- Avoid use in patients on ACE inhibitors (e.g. ramipril)
- Efficacy or safety has been evaluated in patients on the ACEls ramipril and enalapril.
- CYP450 inducers (e.g. Phenytoin, Phenobarbital) are expected to increase metabolism.
- The following CYP450 inducers were found to increase metabolism: phenytoin, and phenobarbital.
-CYP450 inducers can increase metabolism and significantly reduce blood levels (particularly phenytoin and phenobarbitol)
- Contraindicated in patients at risk of bleeding (e.g. extensive cerebral infarction in last 6 months, active peptic ulcer disease
with recent bleeding)

10





