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Purpose

This document is essentially a collection of examples. Its purpose is to crystalize the principles

in PAAB codes 4.4 & 7.3 and the concepts discussed in the PAAB guidance documents

iGui dance on generating the tadeer basiudpiged rabdl an
on base fair balance | evel selection and pl acemen
strongly recommended that you read those documents prior to reading the present document.

The Old

Figure 1 shows the 2012 Toviaz journal ad while Figure 2 shows the PI that this ad refers to.



Figure 1: Layout for the 2012 Toviaz journal ad (i.e. before the code change).

TODAY

THERE'S

Toviaz

A NEW OPTION
FOR YOUR
OABf
PATIENTS

between
younger patients (patients
dosage adjustment for geriatric
pati Adverse events that occurred at an incidence of 23%
with TOVIAZ were 1 (18.8% 4 mg and 34.6% 8 mg), constipation (4.2% 4 mg and
60%8@. unnalylmctinfechon (3.2% 4 mg and 4.2% 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, tolterodine L-tartrate extended-release
capsules, soya, peanuts, lactose, and any of the other ingredients in the formulation or any component of the
container. Angioedema of the face, lips, tongue, and/or larynx has been reported with fesoterodine. In some
cases angioedema 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 history of ischemic heart disease or tachyarhythmias. In the placebo-controlled phase
3 studies, the mean increase in heart rate, compared to placebo, were approximately 3-4 beats/minute in the
4 mg/day group and 3-5 beats/minute in the 8 mg/day group. TOVIAZ is not recommended for use in patients
with severe hepatic impairment (Child-Pugh C). For patients with severe renal impairment (CL <30 mL/min) or
patients treated with potent CYP3A4 inhibitors (e.g., ketoconazole, itraconazole, miconazole, and clarithromycin),
dosas of TOVIAZ greater than 4 mg are not recommended.

For complete prescribing information, please refer to the Product Monograph. The Praduct Managraph is available
upon request.

References: 1. Pfiozr Canada Inc. TOVIAZ Product Monograph. February 2012. 2. Nitti VW & ai. Efficacy, safety and tokrability of fesotaroding for veractive bladdsr
syndroma. J Ui/ 2007;178:2468-2494. 3. Herscheen § of al. Comparison of fescteradine and tolteoding extandad releasa for the traatment of overactive bladdar:
A head-to-head placzba-controlled trial. B4/ it 2010;105:58-65. 4. Kaplan SA & al. Superke efficacy of fescterodine ower tolteradine axtendad rekease with rapid
onsat: A praspective, head-to-head placebo-controlled trial. £/t 2011;107:1432-1440.
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The fair balance is in the bottom left quadrant. Additionally, the icon in the extreme bottom right
corner directs the reader to go to page 76 within the publication for the prescribing summary.
Figure 2 is the prescribing summary spanning over 2 pages. This is what the reader would see
upon arrival to page 76.

Figure 2: Toviaz 2012 Prescribing Summary (2 pages)

Toviaz
fesoterodine fumarate

extended-release tablets 4 mg and 8 mg

Prescribing Summary

Patient Selection Criteria

THERAPEUTIC CLASSIFCATION: Anticholinergic - Antispasmodic Agent

INDICATIONS AND CLINICAL USE: "TOVIAZ™ fesoterdine fumarde exended-release
tatiet) is indicatad for the treatment of paients with overactive bladder with symptams
o urinary frequency, urgency, or urge inoontinence, or any combinationof these sympbms,
Gerfatrics (>65 years of age): Baszd on dinical studies, no apparent overal differences
were observed in safely between older ipatients =65 years) and younger patients (patients
<63 years) on fesoterodine exended-releass tablets. Therefore, dosage adjustment
for geriaric patients may not be required (see SPECIAL POPULATIONS). Pediatrics
{18 years of age): Tha safaty and ficacy of TOVIAZ in pediatric populdions hawe not
been esiablished.

CONTRAIND ICATIONS: TOVIAZ Is contraindicated In patients with: urinary retention, gastric
retention, uncentraled narrow-angle glaucoma, hypersensitivity to this drug, tolterodine
L-lartraie tablets, foterodine L4artrate extended felease capsules, sova, paanuts, krtose,
any of e other ingradients in the formulation or any component of the container,

SPECIAL POPULATIONS: Pregnant Women: There are no adequate data from the use of
fesoterodine In pregnant women. Reproductive txicity studies with fesoterodine Inanimals
show smbryotoxcity at doses closs to matemally toxic mes, The potantial risk for humans
s unknown. Therefore, fesoteradine should be used during pregnancy only if the potential
bendit 1o the mother outweighs the potential risk B the foetus. Wamen of childbearing
potential should be considerad for Featment only If wsing adequate oontaception.
Nursing Women: It Is not known whether fesoterodine Is excreted into human milk;
theretore, breas fieeding | not recommended during Featment wih fesdlerading. Pediatrics
(<18 years of age): The safety and dficacy o TOMAZ in pediatric patients have not
been established. Gerlatrics (>65 years of age): No owerall differsnces in safety or
effectivensss were observed between patients younger than &5 years of age and those
65 years of age o older In the clinical studies. However, patients n these sludies
were highly selected and relatively healthy. Dose-adjustment may not be required for
the eldery. The pharmacck hetcs of fesoteradine are not signficantly nfiuenced by age
(s2e ADVERSE REACTIONS - Gerlatrics)

Safety Information

WARNINGS AND PRECAUTIONS: Cardiovascular: TOVIAZ, likeother antimuscarinc drugs,
Isassocided with increased heart rate that comelates with increasing dose. Accordingly, as
withother animuscar hic drugs, cautionshould be used when administering TOVIAZ b patients
whohavea histayof chemicheart disease o tachyarhyhmias. Endocrine Metabolism:
CYP3A4 Caution should be exercisad when presaribing or up-ftrating fesoterodine from
4mg 108 my N patients in whom an ncreassd aipoare 10 he acthe metatolte &
expacted, such as with concomitant administration of CYP3A4 Inhititors. In the presence of
apatent CYP3A4 inhibibr (2.9, ketaconazole, firaconaole, miconazole and clarithromycin,
doses of TOVIAZ graater than 4 mg are nat racommendad. In the presence of moderate
CYP344 inhibitors fe.g, flucanazole), no dosing adjustments are recommended. Whilk the
effect of weak CYP3M rhbitors (2.9, cimetiding) was not @amined in a cinical study,

some phamacokinetic interadtion is expectad, though less than whal was obsarved
With modesate CYP3A4 inhibtors (see ADMINISTRATION and Supplemental Product
hformation). CYP206: Asubeat of Indiduals are poor metabolizersfor CYP2DG. Compared
with CYP2D6 extensive metabdizers not taking ketoconazole (a potent CYP3A4 inhibitor),
Lrher neresses N the exposure 1o the active metabale of esolerodne were cheaned
in subjects who were CYP2D6 poar taking 588

Product Information). Gastrointestinal: Patients at Risk of Gastric Retention: TOVIAZ,
like other antimuscarinic drugs, should be adminidered with caution to patients with
decreased gastiointestinal motily, including patients with severe constipation and to
patients wih gastroniestial dhsiruction discrders (e.g., pylorie senosis) becase of the
risk of gasiric retention (see CONTRAINDICATIONS). Genffourinary: Patients at Risk of
Urinary Retention: TOVIAZ, ke other antimuscarinis drugs, should be admnistered with
caution to patients with clinically Sgnificant bladder outlst obstruction becauss of th risk
o urinary retention {see CONTRAINDICATIONS and Supplemental Product Information).
Hepatic/Biiary/Pancreatic: TOVIAZ should be adm nisterad with cauion topatients with
Impaired hepatic function. In patientswith mild to moderate hepatic impairment, no dosage
adustment & required. Fesaterading s not recommendad for use In patients with severe
hegatic impaimment (see ADMINISTRATION). Immune: Angicedema: Zngioedema of
the face, lips, bngue, andlor larynt has been reported with fesoteradine. In some cases
aglosdema occured after the first doss, Angloedema assodated with upper airway
awelling may be |ife-tweatening. If imvolvernent df the tangue, hypopharym, of laryxocours,

saerodne should be promptly dsoontinued and appropriate herapy andior measures fo
ensure a paent airway should be premptly provided. Lactose: TOVIAZ edended-release
tablets contain kctose. Patients with fare hereditary problems of galactase intoierance, the

Lapp lactose deficency or glucose-galactpse malabsorption should not taka this medicinal
product. Neurologic: TOVIAZ, ke other antimuscarinc drugs, should be administered with
caution to patients with myasthenia grasis : Controlled Narrow-Angle
Glaucoma: TOVIAZ, Iike other antimuscannic drugs, shouid be used with caution in
patients being Feated for ramow-angie glucoma (s32 CONTRAINDICATIONS). Renal:
TOVIAZ should be administered with caution to patients with impaired renal function.
In patients with mild-to-moderate renal impaiment, no dosage adjustment Is required.
Doses of fasotarodine greater than 4 mg ara not recammended In patients with savers rand
impairment {CLgz<30 mL/miri (see ADMINISTRATION).

ADVERSE REACTION (see full listingi: Adverse Drug Reaction Overview: Due to the
pharmacokogical properties of fesolerodne, Yeatment may cause miid-fo-modsrate
antimuscarinic effects like drymouth, conlipation, dry eyes, and dyspepsia Clinical Trial
Adwerse Drug Reactions: The safely of TOVIAZ was primarily evaluated in Phase 2 and
3 controlled trials in a total of 2858 palients with ovaractive biadder of which 2288 were
treated with fesoterodine. Of this fotd, 782 received TOVIAZ 4 mo/day, and 785 recelved
TOVIAZ 8 mg/day in Prase 2 or 3 shudies with freatment periods of 8 or 12 weeks.
Approdmately 8C% of these patients had >10 weeks exposure to TOVIAZ A total of
1964 patients participated in two 12-week, Phase 3 efficacy and sakety studies and
subsequent open-label extension gudles. In hesa 2 gudies combined, 554 pafients
received TOVIAZ 4 mg/day and 566 patients received TOVIAZ 8 mg/day, In Phase 2
and 3 phcsbo-oontralied el combhad, e incidancss of serius adverse events n
patients recaidng placeba, TOVIAZ 4 mg, and TOVIAZ 8 mg were 1.9%, 35%, and 29%,
respectively. All serious advarse events were judged b be not rebited or Lnlkely to be
related to study medication by the investigater, except for four palients recahing TOVIAZ
Who reported cne senous adverse event each: angina, chest pain, gastrentertts, and 0T
prolongation on ECG. The most commenly reportad adverse event In patients treated with
TOMAZ was dry mouth. The incidence of dry mouth was higher in those taking 8 mg/day
(3% and h thase taking 4 mg\day (19%), & compared 1oplacebo (7%). Ory mouth led 1o
discontinuation in 0.4%, 0.4%, and 0.8% of patients receiving placebo, TOVIAZ 4 mg, and
TOVIAZ 8 mg, respectively. For those paients who reported dry mouth, mast had their first
ocaurrencs d the avent within the first month of treatment. The secand most commonly
reported adverse event was constipation. The incidence of constipation was 2% In those
taking phaosbo, 4% in those taking TOVIAZ 4 mg/day, and 6% In hose Bking TOVIAZ 8 mg.
Patients also received TOVIAZ for up to fwee yearsin open-label extension phases of one
Pras2 2 and two Phase 3 confrolled Triaks. I all apenv Bbel riaks combined, 857, 701,
529, and 105 patients recd ved TOVIAZ for at least & months, 1 yaar, 2 yea's, and 3 yaars,
respectively. The adverse events observed during bng-erm, open-label studies were
similar othose cbeerved i he 12-wesk, placebo-confralied studies, and inc Lded dry meuh,
congtipation, dry eyes, dyspepsia, and adaminal pain. Similar to the controlled studies
most adverse events of dry mouh and constipation were mild to moderate n intensity.
Serious adverse events, judged o be at least possibly rdated to study medication by the
investigabr, and reported more then once during the open-label tradment period of up fo
3 yeasincluded urinary retantion (3 cases), diverticuiitis (3 cases), condipation (2 cass),
imitable bawel syndrome (2 cases| and dectrocardogram OT corrected intenval pralongation
(2 casss). The safety of TOVIAZ vas further established in two additional 12-week,
active- and placebo-controlled, double-biind, randomized studies comparing TOVIAZ with
toldercdine ER 4 mg and placebo, In these studies combined, 1527 patlents recelved
TOVIAZ 8 mg, 1552 patients recsivad tokteroding ER 4 mg, and 755 patients recalved
placebo, The mast common freatment-emergent adverse events (dry mouth, constipation,
and heathche) repored with TOVIAZ during hese 2 studies ware simibr 1o those cbesrved
in the 12-week, placebo-contrdled studies. In dinicd trials comparing fesoterodine to
placebo, cases of markedy elevated liver erzymes (LT increased, GGT increased) were
reported at a frequency no diffrent han placebo. The relation to fesoteroding treatment
s unclear. TOVIAZ was associated with an increase In heant rate that comdlated with
naesing dose, a well-characker ed efiect descrbed for antimusca i dugs. h the
placebo-controlled phase 3 studies in patients with overactive bladder, the mean increases
i heart rae compared b placebo were approvinaely 3-4 beats/minui in the 4 mg/day
group and 3-5 beats/minute in he 8 mg/day group. Geriatrics (>85 years of age):
01 1567 patients who received TOVIAZ 4 mg/day or 8 mg/day in the Phase 2 and 3,
placebo-controlled, efficacy and safety studies, 515 (33%) were &5 years of age or oldar,
and 140 (%) were 75 years of age or older. No overdl differences in safety or efficacy
wiere obeerved bebwesn patients yange hen 65 years o ageand hoss &5 yaars ofage @
older in these studies howewer, the inddence o antimuscarinic adverse events, induding dry
motth, constipation, dyspepsia, incraas e in residual uring, dtzzingss (2 8 mg ol and urinary
trad Imm,mﬂgrnrhmnsﬁymdagem dder & compared o younger
patients Post-Market Adverse Drug Reactions: The fdlowing eents have been rmmd
 asscciation with fesctercdin Lee N worbwie post narketng expaniace: B dsoners:

Blurred vison; Cariac disriers: Paipitations Siin and subagansqus fissue gisomers:
Angioedema Indluding angioedema with ainsay obstruction, face edema, ypersensitivity
reacions; Aenal and uriery disordrs: Utinary refenfion. Bacauss thess spontansously reportad
events are from the worldwide mst-marketing expeniance, the frequency of the everts and
therok of fesoiercdine in e causation carmd be reliably delermined.

You can report any suspected adverse reactions associated with the use of health products
to the Canada Vigilance Program by me of the following 3 ways
* Report onling at wwwhealthcanada gc.camedeffect
o Call tol4ree at 1-866-234-2345
* Complete a Canada Vigilance Reporting Form and:
~Fax foll-ee o 1-885-678-6788, or

= Mail to: Canada Viglance Program, Health Canada
Postal Locater 0701C, Ottawa, ON K1A0KS




The New

Figure 3 is one of the ways the Toviaz ad can look after the July 2013 PAAB code change. The
highest level of base fair balance is employed because the APS contains therapeutic claims.



