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Director, Scientific Information and Medical Compliance
Allergan, Inc.

2525 DuPont Drive TL-1L

PO Box 19534

Irvine, CA 92623-9534

RE: NDA 20-613

Alphagan (brimonidine tartrate ophthalmic solution) 0.2%
MACMIS ID # 8412 '

Dear Mr. Garbe:

This letter is in reference to Allergan, Inc.’s (Allergan) promotional campaign for Alphagan. We
refer to your dissemination of promotional materials' that saggest or imply that Alphagan is safer
than beta-blockers for lowering intraocular pressure. The Division of Drug Marketing,
Adbvertising, and Communications (DDMAC) has reviewed these promotional materials and has
concluded that they are false or misleading under the Federal Food, Drug, and Cosmetic Act and
its implementing regulations. We have identified many examples in your promotional campaign
in footnote #1. However, this is not an exhaustive listing. Our specific objections follow:

Misleading Claims of Superior Safety

1. Inthe headline of the sales aid (RX9478) and journal ad (SIMC99-369), you claim
that one can “steer clear of first-line risks” by “mak[ing] ALPHAGAN your first line
choice.” On the second page of the sales aid, you similarly claim that one can “minimize
first-line concerns” by “mak[ing] Alphagan your first-line choice” (emphasis added).

1. Patient brochure titled “For glaucoma patients using intraocular pressure-reducing eye
drops Are you feeling your best?”
Fold-out brochure and diskette titled, “Have you asked your glaucoma patients Are you
feeling your best?”
Sales aid RX9478
Mailer 7831X
Cup to disk ratio card RX9414
Advertisement titled “Steer clear of first-line risks”™ SIMC99-369
Exhibit poster titled “Steer clear of beta-blocker risks” SIMC99-371
Clipboard titled, “Are your patients feeling their best?”
Telephone message pad RX9246




David Garbe _ Page 2
Allergan, Inc.
NDA 20-613

2. Further, in your brochure titled “Steer clear of first-line risks” identified as RX9478,
you also claim one may “minimize first-line concerns by making Alphagan your first-
line choice” (emphasis added). Additionally, many of your promotional materials have
the tagline, “The safe course to long-term efficacy” (emphasis added).

3. Also in your brochure titled “Have you asked your glaucoma patients Are you feeling
your best?” you make numerous inferences that Alphagan does not have risks like topical
beta-blockers, and that Alphagan is a “safer alternative.”

4. On the clipboard, you list numerous physical limitations a patient may have:

1. “irregular heartbeat,” 2. “Difficulty breathing, consistent coughing, recent difficulty in
smoking cigarettes,” 3. “Not able to exercise,” 4. “Depression, weepiness, lability,” 5.
“Generally not feeling well,” 6. “Tired, yawning,” 7. “Balance problems or dizziness,” 8.
“Confusion,” 9. “Falling,” 10. “Changes in sexual desire or performance,” and 11.
“Having a problem with other medications.” You imply these limitations related to beta-
blockers can be avoided with Alphagan.

5. Similarly, in your brochure titled “Avoid the risks of topical beta-blocker side effects”
identified as 7831X, you suggest that because 19% of patients with glaucoma take
systemic anti-hypertensive beta-blockers, topical beta-blockers should typically be
avoided in these patients. You follow this claim with the statement that the efficacy of
timolol was significantly reduced by conicomitant systemic beta-blocker administration,
but that systemic beta-blocker therapy had no influence on the efficacy of Alphagan.
Again, you imply that Alphagan is safer and more effective than timolol.

6. In the patient brochure titled “For glaucoma patients using intraocular pressure-
lowering eye drops Are you feeling your best?” you make the following statements:

Your intraocular pressure (IOP) lowering eyedrops “may also be the cause of
some unwanted side effects—especially if you’re using a topical beta-blocker.’

“You may be experiencing breathing difficulties, an irregular heartbeat, or a
reduction in exercise tolerance.”

“You may have fallen recently, felt dizzy or faint, and at times seemed confused,
even depressed, or unusually sad.”

“You may also have noticed a recent change in sexual desire or performance.”
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Again, you imply that Alphagan is the safer alternative; because not only does it not
cause any of the above side effects, but Alphagan’s side effects “are usually not severe
enough to cause you to stop using Alphagan.”

All of these promotional materials are misleading because they state or suggest that Alphagan is
a safer alternative to topical beta-blockers. However, none of these claims are supported by
substantial evidence. Your multi-center head-to-head comparative trials with timolol 0.5%
conducted to demonstrate the safety and efficacy of Alphagan identified the safety concerns
discussed below.

Fair Balance

Further, these materials are also misleading because they lack fair balance because you
have not adequately presented the safety concerns associated with the use of Alphagan
(emphasis added). For instance, you fail to present with similar prominence as your
claims for Alphagan that “patients who engage in hazardous activities should be
cautioned of the potential for a decrease in mental alertness,” and that “Alphagan may
cause fatigue and/or drowsiness in some patients.” Further, the PI for Alphagan includes
the side effects of dizziness, depression, hypertension, anxiety, palpitations, and syncope.
These side effects are not prominently conveyed.

Misleading Data

In the sales aid RX9535, you claim that in clinical studies?, the “First-line mean peak IOP
reduction (26.3%) comparable to timolol (24.4%) at the end of year 1 (N=837).” Your
claim is misleading because you omitted material facts. You claim that Alphagan is as
effective as timolol at lowering IOP at the end of one year, but fail to present that in this
extended study, 44% of the patients treated with Alphagan dropped out of the study (59
patients withdrew because of ocular allergy experienced with brimonidine therapy versus
1 patient with timolol) while only 22% of the timolol patients dropped out.

Further, you claim that new 4-year data in 31 patients demonstrate that Alphagan has
sustained first-line IOP reduction comparable to timolol. This claim is misleading
because it lacks adequate substantiation. It is also inconsistent with the precautions
section of the PI that states “during the studies there was a loss of effect in some patients”
and “the TOP lowering efficacy observed with Alphagan Ophthalmic Solution during the

2. L. Jay Katz and the Brimonidine Study Group. “Brimonidine Tartrate 0.2% Twice Daily
vs Timolol 0,5% Twice Daily: 1-Year Results in Glaucoma Patients. American Journal of
Ophthalmology. January 1999.
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first month of therapy may not always reflect the long-term level of IOP reduction.”

Reduested Actions

In order to address these objections, we request that you immediately cease the
dissemination of these violative promotional materials and all similar promotional
materials that contain the same or similar messages.

You should respond in writing to us regarding this issue by October 6, 2000. Your
response should include Allergan’s intent to comply with the above request, the date that
it ceased disseminating these and any other violative promotional materials with the same
or similar messages, and a list of the discontinued materials.

If you have any questions, please contact me by facsimile at (301) 594-6771, or by written
communication at the Division of Drug Marketing, Advertising, and Communications, HFD-42;
Room 17B-20; 5600 Fishers Lane; Rockville, MD 20857. We remind you that only written
communications are considered official.

In all future correspondence regarding this matter, please refer to MACMIS # 8412 and NDA 20-
613.

Sincerely,

Warren F. Rumble
Regulatory Review Officer

Division of Drug Marketing,
Advertising and Communications
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Topically applied beta-blockers are easily absorbed For more than 20 years, topical beta-blockers
into the bloodstream and can cause systemic side have been the most commonly prescribed drugs
effects. As a result, patients using long-term therapy for the treatment of open-angle glaucoma or
often develop conditions that were not apparent or ocular hypertension. However, many limitations
were undiagnosed at the time you initiated therapy.’ associated with their long-term use have emerged
For example, patients may develop congestive heart including systemic safety risks.

failure or a slowed heart rate that is only clinically

apparent with the use of a topical beta-blocker? The risk for systemic side effects should be of real

concern to ophthalmologists and clinical staff

Also of particular concern are patients taking who are considering starting newly diagnosed
other medications for a variety of coexisting glaucoma patients on one of these agents—
systemic disorders. A systemically absorbed especially given the availability of safer agents
topical beta-blocker added to a patient’s existing such as ALPHAGAN® (brimonidine tartrate
regimen can magnify or decrease the effects of ophthalmic solution) 0.2%.

their systemic medication. ) . -
This brochure will help you and your clinical

This brochure will help you and your clinical staff carefully screen new patients who may be
staff identify and correlate patient symptoms at risk for topical beta-blocker systemic side
with conditions associated with the use of topical effects. To avoid such risks, you may want to
beta-blockers. Once a potential risk is identified consider prescribing an alternative JOP- &=
and vou consider switching your patient to another lowering agent such as ALPHAGAN® :
agent, you may want to prescribe ALPHAGAN*— ophthalmic solution.

a safer alternative with proven first-line efficacy.’”
ALPHAGAN® ophthalmic solution is an ideal
replacement therapy choice that can keep your
existing glaucoma patients feeling their best.

Proven long-term efficacy comparable to
H timolol"* combined with a favorable
ocular and systemic safety profile’” has
made ALPHAGAN® a first-line choice that can :
keep your newly diagnosed glaucoma patients
feeling their best.

In some patients 10P lowering diminishes over time and at
varying times of onset. Patients should be monitored closely.

Caution should be exercised in treating patients
with severe cardiovascular disease, Patients should be
monitored carefully.







As s if they have a history of, or are taking
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Comimonly preseribed Commonly prescribed Commonly prescribed Commonly prescribed Commionly prescribed
systemic beta-blockers: respiratory agents: cholesterol-reducing agents: antidiabetic agents: antidepressants:
P Atenolol » Aerobid® » Baycol® » Amaryl® P Desyrel®
» Betapace® » Atrovent® » Colestid® » Diafleta® » Lffexor®
» Blocadren® » Azmacort® » Flavored Colestid® » Glucophage® » Effexor® XR
» Corgard® » Beclovent® » Lescol® » Glucotrol® » Paxil®
» Inderal® » Brethine® » Lipitor® » Glicotrol XL* P Prozac®
» Inderal® LA » Combivent® » Mevacor® » Glynase® Pres Tab® P Remeron®
» Irideride® » Flovent® » Niaspan® » Humalog® Cartridge > Serzone®
» Inderide® LA » Flovent® Rotadisk® » Pravachol® » Humulin® > Wellbutrin®
» . Rerlone® » Maxair® Autohaler® » {Juestran® » Novolin® » Welibutrin SR*
» Lopressor® » Maxair® Inhaler » Tricor* > Novolin® PenFill” » Zoloft®
» Lopressor HCT® » Proventil® » Zocor® » Novolin Prefilled” ﬁ
» Normodyne® » Proventil® HFA » Prandin®
» Propranolol® P Proventil® Repetabs® » Precose”. Commonly prescribed
P Sectral® » Pulmicort Turbuhaler® » Rezulin® erectile dysfunction
» Tenoretic® » Serevent® agent:
» Tenormin® » Serevent® Diskus® » Viagra®
» Timolide® P Slo-Bid® Gyrocaps
» Toprol-XL* » Theo-Dur® Extended
» Visken® Release Tablets
P Zebeta® » Theo-24° Extended
» Ziac® Release Capsules
» Uniphyl®
» Vanceril®
P Vanceril® Double Strength
» Ventolin®
» Volmax® Extended Release L

This list is representative. Some medications may not be listed.




The prevalence of coexisting systemic conditions
and systemic beta-blocker use in glaucoma
patients is an important consideration for making
appropriate clinical management decisions,
particularly when selecting first-line treatment.
For example, because of the potential for adverse
effects, patients taking antihypertensive beta-
blockers are unlikely candidates for concomitant
topical beta-blocker therapy. The prevalence of
such patients taking systemic beta-blockers, or
with concomitant conditions in which topical

beta-blockers should be avoided, suggests careful

evaluation of safer alternatives such as ALPHAGAN®.

Caution should be exercised in treating patients with severe
cardiovascular discase.

Conditions and S %@%Ss@m

you know ..

There is a high prevalence of systemic
beta-blocker use and.epexisting @mﬁms&o
conditions n mS:oosS patients”

m%wﬂ IMIC >QFZH

U_mdmnmm mellitus

Anxiety/depression
Asthma
Hyperlipidemia

The records of 100 consecutive patients with chronic open-angle glaucoma (10P
greater than 21 mm Hg before therapy) were studied to determine the most common
systemic medications prescribed in this population. Data were assessed to determine
interactions of glaucoma and systemic medications, influence of glaucoma medications
on general health, and influence of systemic medications on the ocular status.

Literature suggests that topical gg-zoowﬁm
should typically be m<oamm or smmm with caution

in these patients.* e




For gg.__n patients on topica beta-blocker therapy

Topically applied beta-blockers have historically
been the most commonly prescribed IOP-lowering
medication. From this extensive experience,
however, many clinical limitations associated
with their use have emerged. Due to systemic
side effects, a significant percentage of patients
cannot use topical beta-blockers or have subtle
cumulative side effects. As a result, many
ophthalmologists are turning to safer agents,
such as ALPHAGAN?, as their preferred first-line
10P-lowering medication.

As with all agents, caution should be exercised in treating
patients with severe cardiovascular disease.

il you know ...

Many glaucoma patients are unable to
use nonselective topical beta-blockers’

had systemic contraindications

discontinued treatment due to side effects

total percentage unable to use beta-blockers

Patients with systemic contraindications to starting beta-blocker therapy and
those without contraindications who dis ed treatment due to side effects.

Study was conducted as a retrospective chart review of 310 consecutive patients
with glaucoma or severe ccular hypertension requiring medical therapy for ele-
vated 10P.




Conditions and Symptoms

It is important for you to be able to identify
symptoms that may be compromising the health

and well-being of your glaucoma patients.

When speaking with your patients, be sure

to observe their general state of health, listen
for complaints, and specifically ask about topical
beta-blocker side effects. Follow up with
questions to get more information about their

symptoms if you notice any of the following:

| and listen for the following
symptoms:

P Irregular heartbeat (too fast or too slow)

P Difficulty breathing or constant coughing

P Exercise intolerance

P Feeling tired, depressed, or sad

P Generally not feeling well

P Tired, yawning

P Feeling dizzy or light-headed

p» Confusion

P> Recently fallen down

P Reduction in sexual desire or performance

P Having a problem with other medications
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Understanding Your Patients

Because of the potential for systemic adverse events may go unnoticed in this patient population but can
with the use of topical beta-blockers, these agents be exacerbated by topically applied beta-blocke
have more contraindications to therapy with respect The table on the next page will help you correlate
to both comorbidities and drug interactions than patient symptoms with conditions associated with
the newer IOP-lowering medications.” The systemic topical nonselective beta-blockers.

adverse effects seen with topical beta-blockers are .
Upon reviewing the table on the next page, you
particularly worrisome in the treatment of elderly

may consider evaluating other IOP-lowering
patients, many of whom are receiving multiple . :

) . agents and, for some patients, prescribe a safer

medications for coexisting disease states.” Conditions

alternative, such as ALPHAGAN®, for long-term
such as impaired respiratory function and depression )

1I0P control.

i

w POTENTIAL ASSOCIATION WITH BETA-BLOCKERS

Arrhythmia, bradycardia, and hypotension—a result of lowered blood
pressure—are well-known cardiovascular effects of ocular administration
of beta-blockers. If you hear symptoms that may be related to profound !
bradycardia, take your patient’s pulse. A patient with a very slow pulse
should be referred to an internist.”*"”

Pulmonary effects seen with beta-blockers include asthma, bronchial
constriction, bronchospasm, and dyspnea. Patients with asthma are at
particular risk. Beta-blockers can cause and aggravate pulmonary edema
and aggravate existing COPD.”""™*"




Conditions and Symptoms

SYMPTOMS | POTENTIAL ASSOCIATION WITH BETA-BLOCKERS

Topical beta-blockers have a mmmimom:m effect on both maximal heart rate
and time exhaustion, reducing exercise tolerance and performance.*""

Clinical depression is one of the most commonly unrecognized side effects
4}

of beta-blocker therapy. A change in medication may benefit a patient’s
mental health.™"”

Because beta-blockers are systemic drugs, they can cause your patients to
not feel their best overall. Inquire about specific events or complaints.*"”

Fatigue is common with beta-blocker treatment and may be a sign of
depression.”""”

Dizziness and confusion are common CNS effects seen with
beta-blocker treatment. Fainting and/or numbness in limbs may
also be associated.”""’

Impotence may result from the use of beta-blockers. However, many
patients may be uncomfortable and unwilling to talk about this condition.
Discussion with a healthcare professional of the same sex or discussion
including your patient’s spouse or sexual partner may help ease
conversation.™"”

There is a real potential for adverse drug interactions when topical beta-
blockers are combined with other systemic medications. In patients
taking antidiabetic agents, beta-blockers can decrease blood sugar, mask
hypoglycemia, and delay recovery.”** : B

Please see full prescribing Emgimmos located in this kit.




1. Data on file, Allergan, Inc. 10. Fraunfelder FT, Meyer SM. Systemic side effects from ophthalmic

timolol and their prevention. J Ocul Pharmacol. 1987,3(2):177-184.

2. Schuman JS, Clinjcal experience with brimonidine 0.2% and timolol ; )
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Proven first-line

efficacy

st-line mean peak IOP reduction (26.3%) comparable
0 timolol (24.4%) at the end of year 1 (N=837)*°

rst-llne IOP reduction at trough comparable to timolol
ver 3 years (N=93)"
These data were obtained with b.i.d. dosing; however, recommended usage for ALPHAGAN® is tid.

| NEW .
Year 1 Year 2 Year 3 | 4-Year Data

Sustained First-Line IOP Reduction Comparable to Timolol

Overall Mean Percent Reduction From Baseline (Average Peak and Trough) in Year 4

ALPHAGAN® (2% Timolol 0.5%
a b.id. (n=31) b.id.(n=35)

(N=6b)

Mean Percent 10P Reduction From Baseline

-25% “24+

0

nL

These data were obtained with b.i.d. dosing; however, recommended usage for ALPHAGAN® is tid. In some
patients, IOP lowering diminishes over time and at varying times of onset. Patients should be monitored closely.

ALPHAGAN® is indicated for lowering IOP in patients
with open-angle glaucoma or ocular hypertension.

P N2 imonine et ontiamt oo 1%
The safe course to long-term efficacy




Steer clear of

® beta-blocker risks

_Before you prescribe an I0P-lowering agent, consider
e risks of a topical nonselective beta-blocker™

Prevalence of Coexisting Systemic Conditions and
Systemic Beta-Blocker Use in Patients With Glaucoma*

19%
17% {N =100}

Percentage of Patients

Systemic
antihypertensive |
beta-blocker ¢

Diabetes 1  Anxiety/
mellitus  § depression [J  Asthma

Systemic Agent Systemic’ Disorder

The records of 100 consecutive patients with chronic open-angle glatcoms {{0P greater than 21 mm Hg before therapy) were studied to determine the most common systemic
medications prescribed in this population. Data were assessed to determine interactions of glaucoma and systemic medications, influence of glaucoma medications on general
health, and influence of systemic medications on the ocular status.

"rature‘suv_j sts that topical nonselective beta-blocker: 3
uld typically be avoided or used with caution in these
ients

Caution should be exercised in treating patients with severe cardiovascular disease. Patients should be
monitored carefully,

NOTE TO REPRESENTATIVE: When providing this material to physicians, ‘,;\ A’
resent and feave full prescribing information. l

2 {mondne ey ophthamcslon) [

The safe course to long-term efficac




Steer clear of v pec
beta-blocker risks

First-line mean peak IOP reduction (26.3%)
comparable to timolol (24.4%) at the end
of year 1 (N=837)*

‘Sustained first-line IOP reduction compa-
f}jrable to timolol over 4 years (N=66)

ble long-term ocular and
mic safety““

ALPHAGAN® is contraindicated in patients receiving ’ -
monoamine oxidase {MAQ) inhibitor therapy. Among  aderes gan
the most frequently reported adverse events were oral '

ory ess, ocular hyperemia, burning and stinging, [|m[]m |ﬂg iR 0 h{hﬂ]ﬂ]mgﬂm’ﬂ[jﬂ) ,.,

neadache, blurring, foreign-body sensation, fatique/drowsiness,
conjunctival follicles, ocular allergic reactions, and ocular pruritus.~ TI€ safe course to |°“g'term eff'ca
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Steer clear
of first-line risks

timolol over 3 years'

 In some patients, I0P lowering diminishes over time and at
of onset.

Favorable long-term ocular and
systemic safety

Caution should be exercised in treating patients with severe
cardiovascular disease. Patients should be monitored carefull

Please see brief prescribing information on adjacent page. %ALLERG{W - : A’

ALPHAGAN® is indicated for lowering I0P in wwwaergan.com 4 \ @
patients with open-angle glaucoma or ocular hypertension. £

ALPHAGAN® is contraindicated in patients receiving £ 2 ( Iﬂlﬂﬂl lﬂB Iﬂﬂ[ﬂtﬂﬂ hthﬂmmm‘”“““’

monoamine oxidase (MAQ) inhibitor therapy. Among  The safe course to long-term efﬁcacy
the most frequently reported adverse events were oral

dryness, ocular hyperemia, burning and stinging, headache, blurring, foreign-body sensation, fatigue/drowsiness, conjunctival follicles,
ocular allergic reactions, and ocular pruritus.

1. Data on file, Allergan, Inc. 2. Schuman JS. Clinical experience with brimenidine §.2% and timolo! 0 5% in glaucoma and ocul H‘/pw‘cusm" Surv Ophthalmol. 1996;41(suppl 11827-837. 3. Schuman JS.
wa tz B, CHopim NT. et ai. A 1-year study of brimonidine twice daily in glaucome and ocu'ar hypertension, Arch Ophthalmol. 1937.115:847-852. 4. Katz LJ. Brimonidine tartrate 0.2% twice daily vs timolol 6.5%
twice daily: 1-year results in glaucoma patients. Am J Ophthalmo!. 1939, 27:20-26. 5. LeBlanc RP. Twelve-month results of an ongoing randomized trial comparing brimonidine tartrate 0.2% and timolol 0.5% given
twice daily in patients with glaucoma or ocular hypertension. Opfhthalmology. 1998;105:1360-1967. 6. ALPHAGAN® Prescribing Information.
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Photos used with permission of Mansour Armaly, MD.

Provided as a professional education service by Allergan, Inc.
Please see accompanying full prescribing information,




'Steer clear
of beta-blocker nsks

Make ALPHAGAN
ur first-line choice

The cup-to-disc (C/D) ratia is an assessment of changes in the optic
disc that provide evidence of glaucomatous injury to the optic nerve
ft is used to predict and monitor optic nerve degeneration resulting
from atrophy of the optic nerve cells at the famina cribrosa’? Chang
are quantified by dividing the horizontal diameter of the pale cente
the optic cup by the diameter of the optic disc. A progressive incree
is evidence of glaucomal?

Important markers of glaucomatous damage are changes in'the conte
of the optic cup and deflections of the disc vessels. Diffuse, shalloy
cupping may not produce pallor in the center of the disc? Pallor of t
neuroretinal rim may be indicative of glaucomatous damage or fesi
or ischemic event?

Physiotogical cup and disc sizes are genetically determined and nor
equal in both eyes of the same individual. A 20% difference in theT
ratios of both eyes can signal the onset of glaucoma?s

A C/D ratio of 0.0 describes a flat optic disc and no indentation. Th
ocular vessels are seen to traverse the rim of the disc without bend:
A cup diameter that exceeds 30% of disc diameter (C/D ratio 0.3
provides clinical evidence of early cupping. This is accompanied

increased pallor of the disc and vessels that exhibit a slight amout
of bending over the rim.

Moderate C/D ratios range between 0.6 and 0.8. The rim becomes
fight-colored and ill-defined. The vessels bend noticeably as they

enter the optic disc, indicating collapse of the nerve head. A ratio ¢
or above 0.8 indicates advanced cupping. The vessels angle over t
rim of the cup. The nerve head and poorly defined rim show pallor.

£= ALLERGAN
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The safe course to long-term efficz

ALPHAGAN® is indicated for lowering IOP in patients with open-ang

glaucoma or ocular hypertension. As with other drugs in this class,
ALPHAGAN® may cause oral dryness/ocular hyperemia.




g-&h@ Eh@#-u.-nv— 0} 95.1n09 Qhﬂm oYL 'SaUIdS Uiy Wwonoq pue ‘fei0)ad ‘(esI0p snowousa sy ygnou Spunom

w:zm:_.cmn sowBWOS ‘Inused

1O UED Ysyuol feuoiuse) Ajanissaigde auy ‘shes U fii1sues) uedala *Buoy Ag pazusioeleys
WD MR B AN

sy )/ 33 opis

1a¥joojg-e3aq [eaydoy




£d3ea1330 une)-Buo] 0} asnod ajes ay) 2 apepiopne]

L T ALET T R PP S | R oy

mwga . 'suoneas aiia)fe Jejnao ‘safaijjoy _m>.€§:_8 Nwmusmgec\%@;&
,, 'uonesuas Apog-ubiaioy ‘Butsiniq ‘ayoepeay “Buibuns pue Butng "elwasadAy

Je[NI0 ‘SSBUAID [B10 BJaM S)UBAS BSIOApE pajiodal Apuanbayy 150w ay) Buowy Adesayy
o @MJ OHgI4UI (O)A) 8sepixo uiweouow Buiniaos syaned uj PaIBIIPUIBALOI SI oNYOYHJTY
NuoHITIY wal uoisuayiadAy 1ejnao Jo ewoonelf ajBue-ado yym syusned U 4y Butiamoy Joy pareaipui si NYOYHJTY

—_

e e

"321040 BUl|-)SAI3 ANOA NYOYHATY el
"S)}SI1 13)}90]q-2)3q JO Iea)d 193)S

18810 40 sawi Buikier 1e pue s Jano SaysIuILIp Butianol 40| ‘Suaned auios uj
4o Aoeolyse ayy uo vousnyul ou pey Adelayy Jaxo0jg-e19¢ OIWBISAS —
:pelesuowsp saipnls Jeak-T om|

- s7"S1UBNed asay] ul uopnes 5_3_@_@% 10 papione aq
NOYS S19x00]g-238q 8A1999SUOU [221d0} 18U} S15633NS ainyesay

(00T =N) S18)}90]q-2)aq SAIsualiadAynue
Dila)sAs aye) ewoosne|s yum sjuened jo % 6T

S1Uoda; Apms v




T

Attachment

Make ALPHAGAN
your first-line choice

Alphagan
2. {moide e ok o) 0
The safe course to long-term efficacy




"‘;'“ean peak IOP reduction (26.3%) comparable
24.4%) at the end of year 1 (\-g37):s

In some patients, 0P lowenng diminishes over time and at varying times of onset.
Patients should be monitored carefully,

First-Line 10P reduction sustained over 3 years'
Mean 10P at Trough During Year 3
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These data were obtained with b.i.d. dosing; however, recommended
usage for ALPHAGAN® is t.id,

Minimize first-line concerns.
Make ALPHAGAN® your first-line choice. A2 {moniine e ot slon) 0 2%

'lhe safe course to Iong-term efficac




total percent

unable to use

beta-blockers Study was conducted
as a retrospective
chart review of 310
consecutive patients

with glaucoma or
had systemic . severe ocular hyper-
contraindications discontinued

tension requiring
U?i?}terqs)m medical therapy for
side effects elevated 0P,

Patients with systemic contraindications to starting beta-blocker therapy and
those without contraindications who discontinued treatment due to side effects.

de effects often go unreported

~ — Elderly patients regard many symptoms as consequ
of aging’

— Patients do not necessarily associate systemic side
effects with topically applied agents®®

— As a result, patients do not report these often
unrecognizable side effects’o

tients on other drug regimens may
adversely affected by topical
hthalmic agents"

Minimize first-line concerns.
Make ALPHAGAN® your first-line choice.
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The safe course to long-term efficacy
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 Firstline mean peak IOP reduction (26.3%)
- comparable to timolol (24.4%) at the end
- of year 1 (N = 837)*°

These data were obtained with b.j.d. dosing; however, recommended usage for
ALPHAGAN® is t.i.d.

"iéro‘ven long-term 10P control comparable
to timolol over 3 years:

In'some patients, I0P lowering diminishes over time and at varying times of onset.

"'i;Favorame long-term ocular and
syStemic safety >“

Qéution should be exercised in treating patients with severe cardiovascular
disease. Patients should be monitored carefully.

NOTE TO REPRESENTATIVE: When providing this material o
physicians, present and Iegve full prescribing information.

BEAY

Minimize firsf—line'com»:erns.‘ | A\ A’ ‘ N
Make ALPHAGAN® your first-line choice. /@ ¥ /4l &
ake yourtirst-line choice 2. {yimoniive e pteme i) 074

ALPHAGAN® is contraindicated in patients receiving .
monoamine oxidase (MAQ) inhibitor therapy. Among the most The safe course to long:term efficac

frequently reported adverse events were oral dryness, ocular hyperemia, burning and stinging, headache, blurring, foreign-
body sensation, fatigue/drowsiness, conjunctival follicles, ocular allergic reactions, and ocular pruritus,

ligrgan, Inc. 2. Schuman JS. Clinical experience with br ] 7 5% i na and Nad
in NT, et al. A 1-yvear study of brimoniding tw
y: 1-year results in glaucoma patients. 4m J Ophtt 1 )
iven twice daily in patients with glaucama or ccular hyperten ! Day q tions to topical beta-blocker
population. Presented at: The Associatian for Resgarch in Vision and Ophth 99; Pt Lauderdale, Fla. 7. Diggory P Franks V dica ment of glaucoma—a re
s. BrJ Opt 996:80:85-89. 8. Farreli TA. Minimizing systemic effect la Geriatrics. 1991;46(5)61-73. 9. Quinn CJ. A con g role for
beta-blockers m. 1989:136(61:127. 10. Diggory P. Cassels-Brow AV

with cardioselective or sympathomimetic agents. The Lancet. 1995;345:1604-1

S. Avoid unsuspected respiratory side-effects of topical timolol <= ALLERGAN
: or ce. In: Ritch R, Shields M8, Krupin T, eds. The Glaucomas, 2nd ed. ©1999 Allergan, nc., v 812
St. Louis, Mo: Mosby-Year Book, Inc; 1936:1375-1384. 12, ALPHAGAN® Prescri www.allergan.co




smoking cigarettes

Changes in sexu
Not able to ‘
: performance
Depression, weepiness, lability ) . |
Having a problem with other

Generally not feeling well medications

Tired, yawning

* Avoid beta-blocker risks. Choose ALPHAGAN® (brimonidine tartrate ophthalmic solution) 0.2% for new
and existing patients.'Please see the “Are you feel ing your best?” clinical staff training brochure for more information
about recognizing the signs and interpreting the symptoms that indicate when beta-blockers should be avoided.
Caution should be exercised in treating patients with severe cardiovascular disease.




F uid bullds up ulslde
 the eye, causing mcreased_
‘pressure that may
\danmge the optlc nerv‘

produc d inside the eye
And/Or

— Increase the flow of ﬂuxd
out of the eye

Alphagan
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£= ALLERCGAN
©2000 Allergan, Inc., Irvine, CA 92612

www.allergan.com
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AN® is contraindicated in patients
monoamine oxidase (MAO)
therapy.
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Steer clear of
beta-blocker risks

First-line mean peak I0P reduction (26 3%
to timolol (24.4%) at the end of year 1 (-4

In some

% patients, 10P lowering diminishes over time and 4t <m2 ng time
of onset. i

Favorable long-term ocular and
systemic safety'’

Caution should be exercised in treatin

. ) . g patients with severe
cardiovascular disease. Patiants shou! i

d bemonitored carefullys
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The safe course

the most frequently reported adverse events were oral dryness, ocular hyperemia, burning and stingi

contraindicated in patients rece

monoamine oxidase (MAG) inhibitor therapy. Among to long:-term efficac

sensation, fatigue/drowsiness, conjunctival follicles, ocular a ergic reactions, and ocutar pruritus.
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of onset,

Favorable long-term ocular and
systemic safety’’
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Make ALPHAGAN®
your first-line choice

ALPHAGAN® is indicated for lowering IOP in
patients with open-angle _m__ncam or ocular
hypertension.

ALPHAGAN® s contraindicated in patients ; /2 ==E==_=_=m a:_am %:5&55%5::5

receiving monoamine oxidase [MAQ) inhibitor

therapy. Among the most frequently reported The safe course to _O-m.hﬂ-.__: Q—..m-g
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How do I use my eye drops?

1. Wash vour hands.

2. Tilt vour head back
and look at the ceiling.

3. Using vour index finger,
gently pull down vour
lower evelid and form
a pocket.

yently squeeze 1 drop into
the pocket. Do not let the
bottle tip touch your eve,
vour tingers, or any other
surface.

. Close your eye for about
2 to 5 minutes, and apply
gentle finger pressure at
the junction of the eve
and nose (nasolacrimal
duct). This helps keep

your medication in contact with vour eve and

helps prevent absorption into the bloodstream.

If your eye doctor or healthcare provider has told
you to use your drops in both eyes, repeat the
steps above with the other eye. Remember to use
your drops as many times a day as vour eye doctor
or healthcare provider recommends. If you have
any trouble using your eve drops, ask vour eye
doctor’s or healthcare provider's staff for assistance. healthcare provider recognize medication side

If not, your intraocular pressure-fowering

eye drops could be the problem. This pamphlet
was prepared to help you and your eye doctor or

Please see full preseribing information. ' effects and ensure you are taking the glaucoma
medication that will keep you feeling your best.

. Alphagary 0%

LT i et e s
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ALLERGA
0 Ahergan iec, irving, CA 92617
www.allergan.com




e of the Millions
eople Who Have

Most likely, your eye doctor or healtheare
provider has prescribed eye drops to control
vour intraocular pressure (IOP) and help
prevent vision loss| Remembering to take
your medication is absolutely necessary to
reduce the elevated pressure in your eve to

a safe level. But it may also be the cause of
some unwanted side effects—especially if
you're using a topical beta-blocker. These
agents are known to cause systemic side
effects. \And you may not even be aware of
them, or you might regard your symptoms as
consequences of aging. Or like many patients,
you may not associate the systemic side
effects with your IOP-lowering eye drops.
That's why it is important to frequently update
your eye doctor or healthcare provider about
any changes in vour overall state of health.
This information will help your eye doctor or
healtheare provider in selecting a drug that :
is safer and more appropriate for you: |

A Mt ok for f

"{f you're like most glaucoma
"patientq you probably see vour
eye doctor or healthcare provider twice
vear. A lot can happen between office visits.
You may be experiencing breathing difficulties,
an irregular heartbeat, or a reduction in
exercise tolerance. Climbing stairs might not
be as easy for you, leaving vou winded and out

Ocular Hypertension.

of breath. You may have fallen
recently, felt dizzy or faint, and
at times seem confused, even
depressed, or unusually sad. You may also
have noticed a recent change in sexual desire
or performance. It’s important for your eye
doctor or healthcare provider to know if you
have any of these symptoms, or others, that
may be caused by the eve drops you're uemg

your eye doctor or healthcare provide
of any of the following changes to your healt

Irregular heartbeat (too fast or too slow)

Difficulty breathing or constant coughing

Tightness in your chest

Ex:reise intolerance

Hard to catch your breath

Feeling tired, depressed, or sad

Feeling dizzy or light-headed

Confusion

Recently fallen down

VYV VIV VI VI VIV ViV|V

Reduction in sexual desire or performance




Talk to your eye doctor or healthcare provider

It’s also very important for vour
eye doctor or healthcare provider
to know if you have diabetes,
asthma, high blood pressure, high
4.4  cholesterol, a family history of
heart or lung problems, and if you are presently
or have ever been a smoker. One or more
existing conditions may require you to take
vaier medications. Tell your eye doctor or
healtheare provider which medications vou
- are taking. And be sure to_ask if vou don't
- know the name becausq using a beta-blocker
eye drop along with yourcurrent regimen may
result in unwanted systemic side effects or a
reduetion in the efficacy of the medication
“ you are taking for your other condition. These
“problems can be avoided by switching to
another intraocular pressure (I10P)-lowering eye
drop.\There are safer alternatives available—
“but your eve doctor or healthcare provider
can make the right choice only if they are
fully aware of your health condition

ki

>

| vour eve doctor or healtheare

provider if any of the following conditions
apply to you:

Family history of heart problems

>

Taking medication to lower high blood
pressure or cholesterol levels

Taking medication for asthma

v

Are presently or ha = been a smoker

Inject insulin or take oral medication
to control diabetes

Currently being treated for depression

v

Allergic reaction to any medication

Taking additional medications for
elevated IOP or other conditions




Ask about ALPHAGAN®

‘0nidine tartrate ophthalmic solution) 0.2“

Don’t wait for your next office
visit if you are experiencing anv
changes in vour general health

- condition. Report them immediatel
'{\/ to your eve doctor or healtheare
provider.\And ask about ALPHAGAN®
ophthalmic solution—a safe, effective 10P-
lowering agent that is well tolerated by
most patientd Of course, side effects are
possible with any medication, but they are
usually not severe enough to cause vou to
stop using ALPHAGAN®

The most frequently reported side effects
were dry mouth; blurred vision; burning,
stinging, or redness in the eye; and
drowsiness. ALPHAGAN® is contraindicated
in patients receiving monoamine oxidase
(MAO) inhibitor therapy. Of course,
caution should be exercised if vou're a
patient with severe cardiovascular disease.

ALPHAGAN? is available in an easy-to-use
S-mL bottle as well as conveniently sized
10- and 15-mL bottles. Talk to your eye

doctor or healthcare provider about
ALPHAGAN"—a safe IOP-lowering eve drop
that can keep you feeling your best.

Glaucoma Information Resources

The Glaucoma Foundation

116 John Street, Suite 1605

New York, NY 10038

Phone: 1-800-Glaucoma

Internet address:
www.glaucoma-foundation.org/info

Glaucoma Research Foundation
200 Pine Street, Suite 200

San Francisco, CA 94104
Phone: 1-800-826-6693

Internet address:
www.glaucoma. org




