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PAAB:
Serving the Two Headed monster
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Self-regulation




Self-Regulation

Goal is to benefit society

_aw IS the minimum standard

Direct participation by industry

Helps maintain “level playing field”
~lexible alternative to legislative regulation
Cost-recovery, no tax dollars

Continuous monitoring

Collective wisdom / *
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“20% of the regulated population will automatically
comply with any regulation, 5% will attempt to
evade Iit, and 75% will comply so long as they think
the 5% will be caught and punished.”

Chester Bowles - regulator and member in the 1941 U.S. Wartime
Office of Price Administration
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PAAB - (since 1976)

* Independent, not-for-profit review agency

 Primary role: ensure advertising of
prescription drugs is accurate, balanced and
evidence-based

« Self-regulation: a pre-clearance review
mechanism in co-operation with industry, HC
professionals, media, consumers,
government
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Product Scope of Code

The Code applies to all communications in which
claims, quotations and references are made for
healthcare products, meaning single entity and
compound prescription and non-prescription
pharmaceutical products, biologicals, and natural
health products.
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Target Audience Scope

The Code applies to all APS and institutiona
messages directed to licensed members of the
professions of medicine, dentistry, naturopathy,

nursing, pharmacy and related health disciplines
and institutions.
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Direct-to-Consumer Scope

he PAAB provides a user fee advisory
service on direct to consumer promotional
activities regarding the treatment of
disease with Federal Drug Schedule F
and Schedule D biological drugs that
would require a prescription for sale In
Canada
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PAAB’s Board of Directors

Three pharmaceutical trade associations
NDMAC, Rx&D, CGPA

Health professionals - CMA, CPhA, FMSQ,
AFMC

Best Medicines Coalition (BMC)
Canada’s Assoc for the Fifty-Plus (CARP)
Can Assoc of Medical Publishers (CAMP)
Advertising industry (AMAA)
Chair, Vice-chair, Treasurer
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Health Santé
Canada Canada

i+l

 Health Canada is an ex-officio observer
and advisor “without relinquishing
authority under the Food and Drugs Act”

« PAAB Commissioner liaison with
Manager, Advertising and Risk
Communications Section, Marketed Health
Products Directorate

— “PAAB and Therapeutic Products Directorate
Roles and Consultation Related to Advertising

Review” Prsn & T
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Food & Drugs Act and Regulations

“Advertising”

“any representation by any means
whatever for the purpose of promoting
directly or indirectly the sale or disposal
of any food, drug, cosmetic or device”

-section 2 of Food Drugs Act
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PAAB Advertising Definition

 Any paid message communicated by
Canadian media with the intent to
Influence the choice, opinion or
behavior of those addressed by
commercial messages

 direct or indirect promotion
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Independence

e “freedom from the control, influence,
support, aid, or the like, of others.”

- Dictionary.com
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Policy
Direct Transfer to Health Canada

 Complaints including safety allegations

« Complaints about Direct-to-Consumer
prescription drug advertising

 Complaints about advertising of
unapproved products

« Noncompliance with PAAB rulings applies
to all companies

P
PAABY



PAAB Review Staff

Reviewers - Colin Campbell, Yin Man, Lucia
Kim, Pauline Dong, Patrick Massad, Chris
Seto, Karen Rizwan, Ellen Fan

Chief Review Officer - John Wong

Admin Assistants — Estelle Parkin, Laurie
Johns, Sabrina Hack

Manager, Finance & Admin — Glenn Golaz

Commissioner: Ray Chepesiuk
"PAARY
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PAAB Review Timelines

e 10-day Turn-around to first review (or
less) — 100% in 2007

* Revisions picked up usually in 3
days
 Review volume ~ 5,000 new

submissions annually and ~18,000
total review files with revisions and

second language
"PAARY
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New Reviews
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Types of Advertising/Promotion
System (APS) - 2006

Bl Other B Audio Vis
5% 5%

H Serv Veh*
22%

H Detail Aid
38%

H Journal Ad

B Mailer 15%
15%

(*)Service vehicle: Pt info, PAAB*
charts, counselling tools /




Review Performance

4 282 new files to October 31, 2007
Turnaround to first review

10 days — 5% 5 days — 15.2%

9days - 8% 4 days — 13%

8 days — 7% 3 days — 12.4%

/ days —9.8% 2 days — 9%

6 days —13.4% 1 day or less — 6%
"PAABY
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PAAB Activities - 2007

Code Revision — July 1 — info days
E-files — January 2, 2008
Workshops in November

4-day turnaround time for DTCARX and Opinions
— April 1, 2007

New Board Members — Chair, Vice Chair, AFMC
Strategic Plan
Communications Plan

Client Surveys/Focus Groups f *
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Introducing an easier way to get the
Product Information you need.

You asked. We delivered. The Pharmaceutical Advertising Advisory Board (PAAB)
has changed the format of drug advertising to help you cut through the clutter of fine
print. Not only have we reduced the amount of small type in ads, but we've added
a tab to guide you directly to the corresponding Product Information. Once there,

you'll notice that the Prescribing Summary has been categorized into the following
convenient sections:

® Patient Selection Criteria

Safety Information

@B Administration

Ll:] Study References

Look for the 1 icon at the bottom of each ad
to get to the information you need, faster.

For over 30 years, the PAAB has been an independent,
non-profit regulatory body which helps ensure that drug
advertisements are accurate, balanced, and evidence-based.

p—
PAAB)

Direct access to the drug information you need.




‘Diovan

WALEART AN

‘Diovan’

WALEARTAN ITOROCHLOROTHIAZIDE

IRIEF PRESCRIBING INFORMATION

IAME DF DRUG

DIVAN" (valsartan) Tabiets, 40 mg, 50 mg. 160 mg and 320 mg

DIDYAN"-HCT (waisartan and hysrochiorothiazie)

‘ablers, 80 mg12.5 my. 160 mG 125 myg, wnd 160 25 g

*HARMAGOLOGICAL CLASSIFICATION

WOVAN: Angatensi I AT, Becephor Blocker

AOVAN-HET, Angigensin 1! AT, Receptor Bocker a0 Diureti;

NDICATIONS AND CLINICAL USE

Fyperiension

NOVAN" znd DIGVAN"-HCT are sndicated for (e treatment of

1 10 dCraRE essentil Bypertension,

NOVAN" may be admincstersd alone. or contomdanty win

Nuzide duretics

MOVAN" -HCT s notindicated for st therapy and & miscated

her combnation thedagy is apprapnate.

he satety and efticacy of concurrent neatment with DIOVAN®

i GangIctensin-conyerting enzyme nhitilors have not been

shibdshed

‘ollowing Myacardial Infarction

HOVAK " 15 indicaled 1o reducs canfovascubie morality 1 cinicaly

table patients with signe o¢ symploms of left vanticuia

wstunslion in corjunction with acet myacardial infarstion

¢hen the use of an angiotensin-converting enzyme inhititer

5 VAN anf an
anhibitor (ACE) has not been

Il R im cardnvate

ular outcome over DKVAN use alone; Such combined use s

al recommentad

‘ONTRAINDICATIONS.

WONAN® ared BIOMAN - HET are contraindicated in petignts who

10 hypersensitive 10 any component of 1his product. Becauss

1 the hydrochlofethiahae companent, DIOVAN"-HCT is a0

antraindacated in patients wdh anuriz. and in patisnts fyper-

ensitive b olher sulfonamice-denved drugs.

CARNINGS

erious Warnings

¥hen used in pragaancy during the second and thind nimesters.

Fegiotencin |l receplon (AT} Antaonist can cause in r

wiri death of the deveioping fetus. When pregnancy = detected.

NGVAR® should be discontinued 45 soan s possine

regnancy

Tugs that 461 dirkctly ¢ the senin-angeoiensin sysiem can

Ause tetdl and neonatal modbidity ana death when janenistered

3 pregnant women. When pregnancy is deeclod, DNCVAN® and
10VAN"-HCT should be drscontinueed as soon a5 possible,

ruis It act diescly on e o Syslem guring

g transfus:on may be required bo reverse
fge substitute for impaired renal functicn
meoved from plasma by dialysis, Thiarides
Cra3 M plecenta B and apper Roting use

Metabolism

Patents recening thiazides should be carslulty obsened far
cinical signs of 'hluNIld dectralyts imbatince (fyporaiemia,
il

ef diwretics in ctherwize healthy pregrant women is not
recommended and expoges mather and fetus to snaecessary
nazard sncluding fetal or neonatal @undice, MrMbGTOpeNss
and possibly olfier adverss exposiences which have oocurred in
the ault, G o st prewent & of towenia of

Imns Dr SEram ere..lrcll}ﬂes IO detact nossm‘e Blegtroiyte

should be at ipriats intervals.
\Warning s4qns arsym:mrr's of i and ehﬂrwﬂe Imaaiance
inglude ur,mss of the mowth, thirst. weakness. lethargy

preqrancy ang Tiene & no salstachory ovadence that they ars
useful in the freatment of foxemia. Anima Dats No ferasngense
eftects DIOAN" s ad o
preqgrant mice and rats &1 doses up to 600 morkgiday and to
preqgriant rabbits af oral 20ses up 16 10 mgikgiday. However,
UCANT QECPEases in 1etal wesghl. pug Birth weight. pup
Trase and Slight detiys in developrientsl mikstonss were
absereed i Shudies in wch perental it vers teated orally bl
[IOVAR" at malsinaly tws (reduction inbody wesght gain and

estlessness, mustle pains or Cramps, Mmiscuiar
‘ahgur h,pn EASIHN. alquua tachyeardia. and gastrainlestingl
mistrances such a5 naused and vomeing, Hypokalem mey
vevelop. especially wth sk diresis, wiken sEvere Cinthos:s i
present. of atter prolonged Ineany. FMerferénce wilh acequate
oral electrolyle sntake will also contribule 1o hypakalemia
Hypoualemia can sEnsitin or exaggerate the responss of the
teean 10 the tonic efects of digitalis (e, mcreased wnmrblar
Iritanaingy. Any chioride defici! duning 1haaz
generaliy mild wsually nal cequirng specific treatment exc

food consumplicn) doses 0 600 mphgiday i
££55 0F W16 GESEON ANd lactatian. In r2bbits. fettoxitity zsso-
coted with matemal 1oty imoraily) was observed at doses
of 3 and 10 mghyday.
Hypolension
Gecasionally, symplomatc bypatension has stcuired alter
administiation of DICWAN®, i some cases after the firsd dose
It i more Fhely 10 00w n pahents volume-depeted by dipetc
theanpy. distery it restriction. dialysis, diarrhea. o vomiting, b
these patients. dug b6 potential fall i blsod pressure. theragy
should be slarted yader close medical supervigion. Similar
tonsiderangns Jpply 1o pari waith schemic hearl or
brvvascular disease; evcessive fall in bicod pressue couks

Lnaar CEUmEtIngEs (a8 in iver Bisedse of rand
distase]. Dilulional hyponatremia may gocur in edematous
patiests i hot wialher; approprite therapy s water sesingtion
rather thon sdinisteabion of sall_except in rare inslances, viten
1N hyponatremaa is e hreatening. In astial st deplelisn,
approfeiate replacement is the fRerapy of choioe, Hypesuricenia
iy perar or acute gout may be precipitated in certain patients
1ecendng thizzide therapy. Thiszides may decrease serum FBI
Lol withaut signs of thyroid dsturbance. Thiazdes Rave been
shimn 10 mncrease excretion of magnesism: this may resul
Py pmag ness Tidis iy decrease urindry galéium
excretion. Thiamdes may cause mgrmittent and slight eievation
of sersm calcium in the absence of known disorders of calcum
Warken hypercalcemn may be evidence of

result in mygcanial infarction or accident,
Gavtion shaukd be exercised when initating therapy aftes ace
yicardial ntarction. Patients vith heart faiture or in the early
post-myotardialintarction perica. who are given DIOVAK"
mmgrly hitve somé reduction in Bioed gressure, but
ontinuaEtion of therapy s ususlly nol necessary if well
SCOBERRN PIOF 10 TEALMEN] 20 sq-mm e litzaily stable, i

giveti
10 osage refuction (see DGSNSE ANC &DMIH}S‘IRMIDH.
Felbowang Myocardial infa:clion). In patiens treated following
rny:.:arciai infarction nied .-eqirnm of DIDVAN®

hidden hyperparathyroidism, Thiasdes should be discontinued
babaae carrying out tets for parathyroid function. increises in
cholesteral. togiycenoe and glucose Sevels may bs assooated
il Iniazioe druretic therapy.

Valvular Stenosis

There s Thegretical o 5 wilh 2000
stenasis might be a1 a particela rick of n"un“ﬂ coranary
pertusion when Ireatod with vasaditaloss, beeause they do ot
develop as much aMecioad reduction.

Use in Nursing Mothers

i
5 3 SEHIOUS dfverse evet than e
af eaplepril in B indication {see ADVER Sl RE lCT I ONS.
Faltwing Myocardia Infartion).
Arolemia
Arotemia may be procipitated or increased by hydiochlore-
thazide, Gumalitye efects of the dneg enay Sevelop in patients
vt empained renat tuncton. it inereating anasemia and olipuria
accur during treaiment of severa progressive renal diseass the
diueetic should be discontinued.
Hypersensitivity Reaclions

ity reactions 16 Ay Ecur in
Paisnts wth ar withawl a history of dllergy or brorchiai isthma.
The passinlliny of exacerbation o ativation of systemi: lupus
arythematosus has been reparted in patients treated with
tpdrochiprothiazide.
PRECAUTIONS
Renal Impairment
Witk inhigition ¢f fhe serin-angiotensin-aldosierons system,
Enangis in renal unclion Rave Been SeER in susosplibde individ.
uikls. When renal linclion may depend on the activity of the

e secend and third trimesters of pregnancy have DEen asoc-
led .'mhlmland neanatil djury, mcILrJ 1) gpodension, i rcnr-a
o . AN, reve

o death. O 06 hits 150 Been regared

system, S1h 33 in patenrs valh
bilaterat renal anery senoss, unsateral renai artery stenosis to
2 solikery badngy, &f Severe corQestive heart ailure, teatnent
with agents Nt iMRiBit his system hag been associated with

fitad renal function;
His seHing has been assaciated with fetal kmb contractures,
ranicfacial detsrmation. and hypoplastic ung development,
Fematunty. mntraierene growth resargshon and patent duchus
ericsus Nave 3o been rPrYx'w possibly due 10 expasurs o
i (frug, These adverse ellects da riot appear 10 have resufed
ot EVIrautEing drug exposure mded 16 e st rnmester
5ol Sutan,
0 neviborn renal dysfunction, when F(PB'L'N'T ¥
aduertently taken DICVAN"
056 embryos and teluses are sxposed 1o an
i AT recepteon Blacker enly durieg the fret tinsster
ol be so informed. Nonethelzes, when patients becdms
regnant, use of DIOVAN ™ shoukd be discontinisd 28 2000 A5
assible. Raredy iprebably less than one In every thousany preg-
1. 1% alteenati 0 singatensin |F AT aeapter Blacker il
3 I these rise cases. 1o methers chousd be agprised of
€ pebeittial [srards S thea Aetuses Sisd sbrial ultrastund i
ations perlarmed o 255255 intra-amaigtic environment, If
||luh.~drmr 5 15 obzerved. IJWAN " should be ducanlingsd
T I wing far the e het. Confraciion siregs

men have

0 ﬂFOS' €10 an
should be closely chserver

aligaria agphensia. and rarehy. acute remal Filare
aoudror dearh. b susceptiole patients, concomitant durehic use
may futher ingrezse ik Following myccardial infarchan. magor
eenal dystunchion was obsersed 10 pcour mare frequently s
DICVAN" than wilh captoprd manatherapy. The role of modecily
Iewer Eload pr & 1hat may accur vl DIGVAN® campared
to caproril menotherapy. is not known, The incidence of
ghimicall re‘nanl hyperkatemia has also heen chserved to

C *h DIOVAN® {see ADVERSE REACTIONS
L‘rur.alury Jmmngrl Nlumm =x:msen 1] pMaS’Illn Sparing

of avaided fsee Drug Interactions, Ageat
Potassi d

Use of DIGVAN® shoul
of rengl lunchon Thizzides
cause of the hygrochian
DIOAN" KT 15 not secomimendid in patien
rrisent icseatining chearance < 30 mLim
Pan:nls with Impaired Liver Function
i genenal, no dosage agjusiment is needed in patients wih mad
G mogerate inver g FHowever. fare should be siicisod i
pabienls wdh fver dissase, etpecaily 0 1hasa pateents .
¥ ohstructive disoiders. 35 the majonty of DOV

B
.18 B¢ Lsed ath
d¢ companent,

isnot RHOVAN" 5 excigted in human malk Bt it
wars eecrebed m the mulk of lactaling rats. Thaandes anpear in
umin il A diisicn should be made whather ta discontaue
iy or discontnue the drug, tabing it account the importance
o the deug fo the mother.

Use in Children

The salety and elfecinveness of DIOVAN® and DICVAN' -HCT
in chitdren and sdclscents {below the age of 15 years) hive nat
eer: established and wse in this age group i ael recommended.
Use in Ihe Elderty

Of Ihe 2542 patients regeiwing DIOVAN® monotherapy in
placsbo-comralled :hmcaltnals 1% ware 65 years and olﬁer
Bl veral age- it ViErE S in th ]
priafeie bub du 1 potertiad for greatr sensitiaty in Somé obd
indivicuiis, approgriate Cauten is recemmgndsd

Drup Inleracticns

Digretics: Patients on diuretics, especially those in whom
diuretic therapy was recently mstituled, may ocoasionally
EXNPEFIBNCE EXCESSME MBCUCHDN iNDIC0d pressurs after indiztion
of therapy with DIOVAN®, The pessibiiity of symplomatic
hypatensgion with She uge of DIOVAN® can be minimized
discantinuing the divretic praor to initiation of teeatment
{50 WARNINGS, Hypotension and DOSAGE AMD ADMINISTRA-
TIOM}. Ko drug interacteon of clicical sigaicance has been
idertilied with fhiazide dipetcs

Agents Increasing Sm-m N]assmm Since [MOVAN®
deereate

1EE Or polassism supplements shcum e gmn enly for
docemented hypekalemia and with frequent manitering of
serum potassium when DIOVAN® Iherapy 15 instituted.
Fotassium-contaaning 534 substitutes shauid lsa be used v
caution. Cencomitant thiazide diuretic use may attenuate any
affect af DIOVAN® anserum potassimm.

Lithiurm Salis: s with other Grugs which eliminate sodi

salts are adrmnictered with DIDVAN®, Lithium uknenlhr‘;’!uulﬂ
e be given with diuretcs. Dluretic Jgents seduce the renl
chearance of lithzim adding 3 hiah sk of hism lozcty.
Warlarin: Co-administration of DI0VAN " a0d wartarn ouer
3 days dic nol affect the bioavailability of DIDYAN" . Cio-a
trahon of DIDVAN" and warfarin resuited in & 12% increase in
profnrombin time {PT} but had oo eflect on actvated pamial
shrombopiastia lime (APTT),

Digein: A singit doss ¢ o Mininistered vith 2 singls dose
of DIOVAN" did not residt in a chinicafly sigrificant interaction,
Pote sleady state data are avalianle. Thizpe-induced eiech.
CEsLUrAnCEs may Prespose 1o dipitais-induced armythatas,
- Tubocuravime: Thizzide drugs mey intrease the rEpENEAEESs
10 tubscurarng

Insulin:
ChrEns My b i

Sl reqUiETRERLs i diaistic patents reated
ated. decreased or unchanged. Dy

stselitus wihich s heen latent miy bocome manifest during

Ensazide aoeministration

Aicohal, Barbilurates. or Mareoties: Diuretic petertizlion of

orthustati hygotersion miy occur

Lorlicosterpids. ACTH: Intersibiod electrolvte depletian.

particularly Sypakalemia, may aocur when sterouds a8 gien

LomCamitangy with duebics

Pressor Amines fe.g. norepinephrine): 1 the presence

R AArENCs pOSSBIE CeCroased FespOnse 1o FreSsor 3ines may

e seen bt rot sullicient 1o preciude wse

Wom-Slecoidai Anti-Intlammatory Drugs: o some patests,
MRS of & non-steraidal

eeitite the distetic. nan

afjedt can

A closiy
tined

3y ncrease the

Voer ons 1 aHapuring!. m

* P ekl aeuarse efferts caused oy smardading 3

ehuinice Ihe hyperghycemac effect of dinsoade. and may reduce

epeskanis, fibrosing avewins (one cieed, allbni ractions, urice
itz and el

In contralied chinicat 1nals of CIOWAR®HCTZ. the incifence o
pebems with deCreases In senim potassi
BUN warg tage relsted, eteurring mare togies
recerang The combination doses with HCTZ 25 mg comps
10 HETZ 125 my.
Dose-relstet orthost
re“eiw‘.r- DIGWAR

S Ghseevied in patients treated -wll.
5 mg lg 16025 . Fatiga
and arthralgig n'n.m:ﬂ ot feequinty wih Dltwful\ HC] 4
160/25 mg 1han 160125 ing

Nllolnng Myecardial infarction

Hency of selectel senous
treatment groupl for the
i

’YIFM l'l"Pdl‘uF 58 under shuty are

Seleeled serious adverse events by lreatmant
{salely population)

he reral dntrifion of cyr'wr‘. s (eq
Frethabiesate)

iavadaility of fiarde- '.rm
cmsmnr-j-c-'djsms-:e G -cnm bi

ll.en:r:km., m:-rmpunf 1 Ehe lite: IllrcMﬂun'or,vf,c anemiz
LECufnng with concamilant use of hydrochiorsthiazide ang
methyldopa. Absarphion of thiazide diusefics is decieaseq
by cholestyraming, Admmistration of tiazide dasrefics with
witaman 0 of wilh Caliam saits may potertiate e fos in serum

czignm, Concomitand reatmen wih cyciosporn may Inciedse
1 risk of hyperuricemaa and goct-type complications.
ADVERSE REACTIONS

Hypertension

The tolipwring pobentialy sevious adverse reachions have dees
reparted rarely with DIOVAN" and DIDVAN-HET. syncops,
B palEngion. I piveta trighs, desconticaation due 19 Adverse
Experignces (AE) opcurred in 3.1% for DIOVAN® morothera
% |w placebo; and in 2.4% foe INOVAN-HGT and 4.3%

The |a'lmv-lu; talies inclucs acvésse events with an incidence
‘o inhe active treatment tespective of causal
onlship e sludy disg

DIDWAN® manatherapy 80 10 160 my/day’
IOvAR*
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%o
"ﬂ:awcrz 55
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Riniiic 1]
[&]
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15
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Esck P‘m B2
Fatique 19
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DIOVAN'  DIOVAN 4 Caplopril

l!’:ﬂﬂl ll-zﬁﬂ in = 4879)

potensea 1] [
aF

Cougn B3 LE)
03

n fypatension, erthoslatic

it
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RELENZA

ZANAMIVIR

IMPORTANT: For complete prescribing infermation, please refer
to the full Preduct Monograph at www.gsk.ca

Patient Selection Criteria

INDICATIONS AND CLINICAL USE

Treatment of Influenza: RELENZA (zanamivir) dry powder for
inhalation is indicated for treatment of uncomplicated acute
iliness due to influenza A and B virus in adults and pediatric
patients 7 years of age and older, who have been symptomatic for
no more than 2 days. No data are available to support RELENZA
safety and efficacy in patients who receive treatment after 48 hours
of symptoms. This indicalion is based on placebo-controlled
studies conducted in North America, the Southern Hemisphere,
and Europe during their respective influenza seasons. The mag-
nitude of treatment effect varied between studies, with possible
relationships to population-related factors including amount of
symptomatic relief medication used. RELENZA” when laken as
recommended for treatment of influenza, alleviates the symptoms
and reduces their duration.

Prophylaxis of Influenza: RELENZA™ is indicated in aduits
and pediatric patients 7 years of age and older for prophylaxis
of influenza.

Important Information on Use of RELENZA™

RELEMZA™ is not recommended for treatment or prophylaxis of
influenza in individuals with underlying airways disease (such
as asthma or chronic obstructive pulmonary disease) due to
risk of serious bronchospasm. RELENZA™ has not been proven
effective for prophylaxis of influenza in the nursing home setting.
RELEMZA™ is not a substitute for influenza vaccination on an
annual basis as recommended by the National Advisory
Committee on Immunization (NACI).

CONTRAINDICATIONS

RELENZA" is contraindicated in patients with a known or sus-
pected hypersensitivity to RELENZA™ or any component of the
zanamivir inhalation powder (including lactose, which contains
milk protein).

Special Populations

Pregnant Women: The safe use of RELENZA™ during pregnancy
has not been established. There are no adequate and well con-
trolled studies of RELENZA® in pregnant women, There is no
information on placental transfer in humans. Reproductive
studies performed in rats and rabbits indicated that placental
transfer of RELENZA® occurs. In these animals, fetal blood
concentrations of RELENZA™ were significantly lower than con-
centrations of RELENZA™ in the maternal blood. Studies in rats
did not show any evidence of feratogenicity. impairment of fertility
or malformations. One embryo/felal study. was conducted using
subcutaneous administration of RELENZA™. 3 times daily at doses
of 1. 9 or 80 mg/kg during days 7 to 17 of pregnancy. Based on
AUC measurements, the high dose in the study produced an expo-
sure greater than 1000 times the human axposure at the proposed
clinical dose. There was an increase in the incidence rates of a
variety of minor skeleton alterations and variants in the exposed
offspring in this study. The individual incidence rates of each
skeletal alteration or variant, in many but not in all cases. remained
within the range of background rates of the historical occurrence

Prescribing Summary

inthe rat strain studied. RELENZA™ should not be used in preg-
nancy, especially during the first trimester, unless the possible
benefit to the patient is thought to outweigh any possible risk to
the foetus.

Nursing Women: Studies in rals have demonstrated that
RELEMZA™ is excreted in milk. Nursing mothers, however, should
be instructed that it is not known whether RELENZA™ is excreted
in human milk. Because many drugs are excreted in human
milk, caution shoutd be exercised when RELENZA™ is adminis-
tered to a nursing mother.

Pediatrics: Safety and effectiveness of RELENZA™ for treatment
of influenza have not been established in pediatric patients
under 7 years of age. Safety and effectiveness of RELENZA® for
prophylaxis of influenza have not been assessed in pediatric
patients under 5 years of age. Efficacy data from the age of 5 to
7 years are limited. Prescribers should carefully evaluate the
ability of young children to use the delivery system if prescrip-
tion of RELENZA" is considered. When RELENZA™ is prescribed
for children, it should be used anly under adult supervision and
with attention to proper use of the delivery system.

Geriatrics (=65 years of age): At the therapeutic daily dose of
20 mg, bioavailability of RELENZA™ in young healthy adults is
low (10-20%), and as a result systemic exposure of patients to
RELENZA® is limited. The bioavailability of RELENZA® in elderly
individuals has not been determined. However, a total of 83
elderly patients (aged =65 years old) received inhaled RELENZA®
at a dose of 10 mg twice daily, or greater, for the treatment of
symptematic influenza in completed clinical trials. Of the total
number of patients who received RELENZA” 10 mg once daily
for prophylaxis of influenza in househelds and community set-
tings in 4 clinical studies of RELENZA®, 954 were aged 65 and
over. The safety profile did not appear to vary with increasing
age and no overall differences in the safety and efficacy were
observed between the elderly and younger palients. However,
greater sensitivity of some older patients to medications in gen-
eral, cannot be ruled out. In 2 additional studies of RELENZA®
for prophylaxis of influenza in the nursing home setting, efficacy
was not demonstrated. Elderly subjects may need assistance
wilh use of the device.

Safety Information

WARNINGS AND PRECAUTIONS

| Serious Warnings and Precautions |
| There have baen reports of patients being treated for influenza
who have experienced bronchospasm and decline in respiratory |
function. Many but not all of these patients had underlying |
| airways disease such as asthma or chronic obstructive |
pulmonary disease. There have been cases of respiratory arrest,
|including deaths, in which a contribution from RELENZA®
cannot be excluded. RELENZA™ should be discontinued in |
{any patient who develops bronchospasm or a decline in |
respiratory function; immediate treatment and hospitalization
may be required. All patients should be advised of the risk of
| bronchospasm with RELENZA®
| RELENZA™ is not generally recornmended for treatment of
I patients with severe underlying airways disease because of
the risk of serious adverse events and because efficacy has
| not been demonstrated in this population.

General Dueto the limited number of patients with severe asthma
or other severe chronic respiratory diseases, patients with
chronic illnesses or immunocompromised patients who have
been treated. it has not been possible to demonstrate the effi-

cacy and safety of RELENZA™ in these groups.

Vaceination of persons at high risk each year before the influenza
season is currently recognized as the most effective measure
for reducing the impact of influenza. The use of RELENZA
should not affect the evaluation of individuals for annual influ-
enza vaccination, in accordance to “Health Canada, An Advisory
Commiltee Statement, National Advisory Commitiee on frmuri-
zation (NACY), Staternent on Influenza Vaccination for the current
Year/Season’.

Patients should be instructed in the use of the DISKHALER
inhalation device and instructions should include a demonstra-
tion wherever possible. Patients should be advised to read and
follow carefully the patient instructions to ensure safe and ef-
fective use. Patients should be advised to finish the full course
of treatment or prophylaxis therapy as prescribed.
Hepatic/Biliary/Pancreatic: The pharmacokinetics of RELENZA
have not been investigated in patients with impaired hepatic
function; doses of up to 1200 mg IV in healthy adulls did not
show evidence of hepatic metabolism.

Immune: Serious bacterial infections may begin with influenza-
like symptoms or may co-exist with or occur as complications
during the course of influenza. RELENZA™ has not been shown
to prevent such complications.

Renal: At the therapeulic daily dose of 20 mg, bioavailability is
fow (10-20%), and as a result systemic exposure of patients to
RELENZA™ is limited. However, after a single IV dose of 4 mg or
2 mg of RELENZA® in volunteers with mild or moderate, or severe
renal impairment, respectively, significant decreases in renal
clearance (and hence total clearance: normals 5.3 Lih, mild/
maderate 2.7 Lih, and severe 0.8 L/h; median values) and signifi-
cant increases in half-life (normals 3.1 h, mild/moderate 4.7 h,
and severe 18.5 h; median values) and systemic exposure were
observed. Safety and efficacy have not been documented in the
presence of severe renal insufficiency after repealed dosing.
Respiratory: Safely and efficacy of RELENZA® have not been
demonstrated in patients with severe underlying chronic pulmo-
nary disease or severe asthma due to limited number of patients
treated. Therefore, RELENZA" is not generally recommended
for freatment in such patients. Serious adverse events have been
reported in patients with underlying chronic pulmonary disease
and in patients with severe or decompensated chronic obstruc-
tive pulmonary disease or asthma.

If treatment with RELENZA” is considered for a patient with
underlying airway disease, the potential risks and benefits should
be carefully weighed. The patients should be advised of the risk
of bronchospasm. If a decision is made to prescribe RELENZA®
for such a patient, this should be done only under conditions of
careful monitoring of respiratory function, close observation and
appropriate supportive care including availability of fast-acting
bronchadilators. Patients should be instructed to contact their
physician if they experience increased respiratory symptoms
during treatment such as worsening wheezing, shortness of
breath, or other signs or symptoms of bronchospasm and to
discontinue RELENZA”. Patients scheduled to take inhaled bron-
chodilators at the same time as RELENZA™ should be advised to
use their bronchodilators before taking RELENZA

In a placebo controlled study in patients with predominantly
mild/moderate asthma andfor Chronic Obstructive Pulmanary
Disease (COPD), RELENZA” was shown to be effective and well
tolerated for the treatment of influenza. There was no evidence of
a difference between RELENZA™ and placebo in forced expiratory
volume in one second (FEV. ) or peak expiratory flow rate (PEFR)
measured after the end of treatment,

Sensitivity/Resistance: Allergic-like reactions, including facial
and oropharyngeal oedema. bronchespasm, laryngospasm,
dysproea, urticaria. serious skin rashes and anaphylaxis have
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been reported in post-marketing experience. RELENZA® should
be discontinued and immediate medical attention sought by any
patient who develops an allergic reaction or if one is suspected.
ADVERSE REACTIONS

Because the placebo consisted of inhaled lactose powder which
is also the vehicle for the active drug, some adverse events
occurring at similar frequencies in different treatment groups
could be related to lactose vehicle inhalation.

Treatment of Influenza

Clinical studies were conducted predominately in young adults,
in pediatric patients 5 to 12 years old, and in high risk patients
{mostly patients with underlying respiratory disease and/or
elderly =65 years old). The incidence of adverse events in these
trials appeared similar in the RELENZA™ and placebo groups.
No differences in adverse reaclions were observed between
these patient groups.

Adverse events that occurred with an incidence =1.5% in treat-
ment studies in adults and adolescents are listed in Table 1.
Additional adverse reactions occurring in less than 1.5% of
patients receiving RELENZA™ and placebo included malaise,
fatigue, fever, abdominal pain, myalgia, arthralgia, and urticaria,
Other side effects that have been reported, but are not as com-
maon include allergic reactions and rashes. Adverse events that
occurred with an incidence =1.5% in children receiving treat-
ment doses of RELENZA™ in two Phase 3 studies are listed in
Table 2.

Prophylaxis of influenza

Family/Household Prophylaxis Studies: Adverse events that
occurred with an incidence of =1% in the 2 prophylaxis studies
are listed in Table 3. This table shows adverse events occurring
in patients =5 years of age receiving RELENZA® 10 mg or pla-
cebo inhaled once daily for 10 days.

Community Prophylaxis Studies: Adverse events that occurred
with an incidence of =1% in 2 prophylaxis studies are listed in
Table 4. This table shows adverse events occurring in patients
=12 years of age receiving RELENZA™ 10 mg or placebo inhaled
ance daily for 28 days.

Abnormal Hematologic and Clinical Chemistry Findings

The most frequent laboratory abnormalities in Phase 3 treat-
ment studies included elevations of liver enzymes and CPK,
lymphopenia, and neutropenia. These were reported in similar
proportions of RELENZA® and lactose vehicle placebo recipients
with acute influenza-like illness.

Post-Market Adverse Drug Reactions

Reporling rates determined on the basis of spontaneously
reported post-marketing adverse evenlts are generally presumed
to underestimate the risks associated with drug treatments.
The following adverse events have been reported spontaneously
during post-marketing experience with RELENZA” However, a
causal relationship to RELENZA™ cannot be clearly established
for spontaneously reported events.

Cardiac: Arrhythmias, syncope, tachycardia

Gastrointestinal: Diarrhea, nausea, vomiling

General: Allergic or allergic-like reactions, including facial and
oropharyngeal oedema, laryngospasm

Neurologic: Dizzingss, headaches, insomnia, seizures
Respiratory: Bronchospasm, dyspnea

Skin: Rash, including serious cutaneous reactions, and urticaria
To report an adverse event, you may notify Health Canada by
phone at 1-866-234-2345, by Toll-free fax at 1-866-678-6789
or by Email at cadrmp@hc-sc.ge.ca

DRUG INTERACTIONS

Drug-Drug Interactions: RELENZA™ is less than 15% protein
bound. There is no evidence of hepatic metabolism, and
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Trust

he image of the pharmaceutical
Industry has declined over the past
decade which has resulted in an
atmosphere of distrust regarding the
Intentions, motivation and information
provided by pharmaceutical companies
to help consumers and professionals.
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U.S. Experience

$5+ billion in fines and criminal penalties
OIG, DOJ, FDA, FBI, state AGs, FTC, SEC
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IS It reasonable to assume you
have a choice to obey the law?

May 1999 — Genentech -$50 million

January 2001 — Bayer - $14 M

September 2001 — TAP -$870 M

October 20002 — Pfizer $49 M

April 2003 — Bayer -$257 M

June 2003 - GSK $90 M & AstraZeneca $355 M
July 2003 Abbott Laboratories - $600 M

May 2004 — Parke Davis - $430 M

June 2004 — Schering Plough - $345 M

May 2005 — TAP $150 M

September 2005 — GSK $150 M

October 2005 - Serono $740 M

December 2005 - King Pharmaceuticals -$124 M

February 2006 — Eli Lilly $36 M f *
PAAB’

August 2006 — Schering Plough - $435 M
October 2006 — Intermune - $36.9 M
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