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{éDEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

TRANSMITTED BY FACSIMILE

Ms. Kathleen Day

Senior Director

Global Regulatory Affairs, Labeling and Promotion
Pharmacia & Upjohn Company

7000 Portage Road

Kalamazoo, MI 49001

RE: NDA 20-397
Xalatan (latanoprost ophthalmic solution)
MACMIS # 10562

Dear Ms. Day:

This letter objects to Pharmacia & Upjohn Company’s (P&U), dissemination of violative promotional
materials for Xalatan. We specifically refer to an advertisement published in the November 2001 issue
of Federal Practitioner identified as UJ0012412 and entitled, “How Long Can You Last?” The
Division of Drug Marketing, Advertising, and Communications (DDMAC) reviewed the advertisement
and concluded that it is false or misleading under the Federal Food, Drug, and Cosmetic Act and its
implementing regulations. Qur specific objections follow:

Minimization of Risk

Your advertisement lacks fair balance and is misleading because it minimizes important risk
information contained in a bolded warning in the approved product labeling (PI) for Xalatan.
This bolded warning concerns possible permanent changes to pigmented eye tissues such as
increased pigmentation of the iris and periorbital tissue (eyelid), and increased pigmentation
and growth of eyelashes. Your advertisement fails to present this important risk information
with a prominence and readability reasonably comparable to the effectiveness claims.
Specifically, you prominently presented effectiveness claims on the front page of the one page
advertisement, whereas you presented the bolded warning information on the back of the
advertisement adjacent to the brief summary. This presentation minimizes the importance of
this important risk information.

Indication

Your advertisement is misleading because it suggests that Xalatan is useful in all patients with
elevated intraocular pressure (IOP). For example, your advertisement prominently presents
claims such as “IOP reduction...proven to last,” “Powerful IOP control,” and “Tolerable IOP
Control.” However, because of the above safety concerns, the approved product labeling (PI)
states that “Xalatan Sterile Ophthalmic Solution is indicated for the reduction of elevated
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intraocular pressure in patients with open angle glaucoma or ocular hypertension who are
intolerant of other intraocular pressure lowering medications or insufficiently responsive
(failed to achieve target IOP determined after multiple measurements over time) to
another intraocular pressure reducing medication (emphasis added). This important
information about Xalatan’s limited indication as a second-line therapy, however, is presented
in small type at the bottom of the first page of the advertisement. This disclosure fails to
correct the suggestion that Xalatan may be used as a first-line therapy.

Requested Actions

In order to address these objections, we request that you immediately cease the dissemination
of this violative advertisement and all similar promotional materials that have the same or
similar misleading presentations.

You should respond in writing to us regarding this issue by January 30, 2002. Your response should
include P&U’s intent to comply with the above request, the date that it ceased disseminating this
advertisement 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. DDMAC reminds P&U that only written
communications are considered official.

In all future correspondence regarding this matter, please refer to MACMIS # 10562 and NDA 20-597.

Sincerely,

{See appended electronic signature page}

Warren Rumble

Regulatory Review Officer
Division of Drug Marketing,
Advertising, and Communications




This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Warren Rumble
1/16/02 09:57:40 AM
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Xalatan'ss

latanoprost ophthalmic solution

Pigmented Tissue Changes

XALATAN has been reported to cause changes to pigmented
tissues, The most frequently reported changes have been
increased pigmentation of the iris and periorbital tissue
(eyelid) and increased pigmentation and growth of
eyelashes. These changes may be permanent. Please

refer to full prescribing information.

Patients who are expected to receive treatment in only 1 eye
should be informed about the potential for increased brown
pigmentation of the iris, periorbital tissue, and eyelashes in the
treated eye and, thus, heterochromia between the eyes. They
should also be advised of the potential for a disparity between
eyes in length, thickness, and/or number of eyelashes.

References:

1. Alm A, Stiemschantz J, the Scandinavian Latanoprost Study Group. Effects
onintraocular pressure and side effedts of 0.005% latanoprost applied
ance daily, evening or morming: a comparison with timolol. Ophthalmology.
1995;102:1743-1752.

Camias CB, the United States Latanoprost Study Group. Comparison of
latanoprost and timolol in patients with ocular hypenension and glaucoma:
a si-month, masked, multicenter tral in the United States. Ophthalmology.
1996;103:138-147.

. Watson P, Sgemschantz J, the Latanoprost Study Group. A six-monith,
randomized, double-masked study comparing latanoprost with imalol in
open-angle glaucoma and ocular hypertension, Ophthalmology.
1996;103:126-137.

Data on file, Phammacia & Upjohn Company, a subsidiary of Pharmiacia
Corporation, Kalamazoo, Mich. Hedman K, Alm A, Long-termn effect of
latanoprost on intraocular pressure. Presented at the Intemational Congress
of Ophthalmology (ICO); June 1998; Amsterdam, the Netherlands.
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XALATAN®
latanoprost ophthalmic solution
0.005% (50 mcg/mL)

Brief summary of prescribing information.

Indicated for the reduction of elevated m(raocular pressure (IOP) in patients with open-angle glaucoma and veular hypertension
who are intolerant of other [OP-lowering or ly responsive (failed to achieve arger IOP after multiple mea-
surements over time) 1o angther IQP-lowering medication. .

Known hypersensitivily to latanoprost. benzalkonium chloride, or any other product ingredient.

WARNINGS
XALATAN has been repurted o cause changes to pigmented tissues. The maost frequently reported changes have been
increased pigmentation of the iris and periorbital tissue (eyclid) and increased pigmentation and growth of eyelashes These
changes may be permanent. XALATAN may gradually change eye color. increaging the amount of brawn pigment in the iris by
g the number of {pigment granules) in melanovytes. The long-term effects on the melanocytes and the con-
scqucnccs of polrlllla] injury to the melanocyres and/or deposition of pigment granules to other areas of the cye are cumrently
unknown. The iris color change occurs slowly and may not be noticeable for several months w years. Inform parients of the pos-
sibility of iris color change. Eyelid skin darkening has also been reported in association with the use of XALATAN. XALATAN
may gradually change eyelashes; these changes include 1 d length, thick won. and number of lashes. Inform
patients who are expected to receive treatment in only one eye aboul the potential for increased brown pigmentation of the iris, peri-
orbital tissue, and syslashes in the treated eye and, thus, heterochromia between the syss, Also advise them of the potential (or a
dispariry between the eyes in length, thickness, and/or number of eyelashes. These changes in pigmentation and lash growth may

be permanent.

ERECAUTIONS
is hy red in the commea. The effect of continued administration of XALATAN on the comeal endothe-
lium has nD( becn fully evaluated. Bacterial keratitis has been associared with the use of muluple-dose coneainers of topical
ophthalmic products. These containers had been inadvertently contaminated by patients who, in most cases, hud a concurrent
comeal disease or a dismplion of the ocular epithelial surface (3¢e Information for Patlents), Faticats may slowly develop increased
brown pigmentation of the iris that may not be noticeable for several months to years (see WARNINGS). Typlc,.\lly the brown
pigmentation around the pupil spreads concentrically towards the periphery in affected eyes, but the gatire iris or parts of it may
also hecome more brownish. Until more ion about i i brown ion is available, examine patients regularly;
depending on the: clinical siwarion, rearment may be stopped if increased pigmentation ensues, During clinical trials, the increase
in brown iris pigment has not progressed further upon treatment discontinuation, but the resuttant color change may be permanent.
Neither revi nor freckles of the iris have been affected by treatment, Usa XALATAN with caution in parients with acrive intraoe-
ular inflammation (initis/uveitis). Macular edema, including cystoid mucular edema, has been reported during treatment with
XALATAN, These repoints have mainly oecurred in aphakic patients, in pseudophakic patients with a torn posterior lens capsule,
or in patients with known risk factors for macular edema.  Use XALATAN with caution in these paticnts. There is limited
experience with XALATAN in treating angle closure or inf yor I XALATAN has not heen studied
in patients with renal or hepatic impairment: use with caution in sm.h patients. Patients should not administer XALATAN while
wearing contact lenses.
Informution for Patlents (see WARNINGS): Inform parients abour the possibility of iris color change, due o an increase of
brown pigment, and resultant ically different éye coloration that may occur when only one eye is treated. Iris pigmentation
changes may b imore naticeable in pancms with gi by b , or yellow-b irides. Also inform patients of
the possibility of eyelash changes in the weated eye, which may result in a dlaparl(y betwzen eyes in lash length, thickness,
pigmenwation, and/or number. They should also be informed about the possibility of eyelid skin darkening. The increased
pigmentation (o the iris and eyelid, as well a5 the changes 10 the syelashes, may be prrmanent, Insteucr patients  avoid allowing
the dispensing container lp to contact the eye or surrounding structures, which can contaminate the tip with common bacteria
known o cause ocular ml’ecuons Serious eye damage and subsaquem vision Ims may result fmm using contaminated solutions,
Advise patients to i 1y seck their physician's advice d use of their {ose container if they develap
an intercurrent ocular condition (eg, traums or mm:tmn) or have ocular surgery. Patients shnuld immediately seek their
physician’s advice if they develop any ocular p 1l and lid Also advise patients that
XALATAN contains benzalkonium chloride, which may be sbsomcd hy contact lenses, Patieats should remove contact lenses prior
to edministering XALATAN and can reinsert lenses 1% minutes following administration. If more than one topical ophthalmic drug
is being used, administer drugs as least § minutes apart.
Drug Interactions: /n viro studies show thar peecipitation occurs when eye drops containing thimerosal are mixed with
XALATAN. Administer XALATAN and such drugs at least 5 minutes apart.
Cnn:lnogenesls Mutagenesis, lmpalrmem of Fertillty: [atanoprast was not mutagenic in bacteria, in mouse lymphoma, or in
mouse tests. Ct ions were observed in vitro with human lymphocytes. Latanoprost was not car-
cinogenic in mice or rats when administered by oral gavage at dosrs up to 170 meg/kg/day (approximately 2,800 times the recom-
mended maximun buimian dose) for up w 20 and 24 months, respectively. Additional in vitro and in vivo studies on unscheduled DNA
synthesis in rats were negative. Latanoprost has not been found to have any effect on male or female fertility in animal studias,
Pregs genle Effects: Prepn Category C. R I studies have been done in rats and rabbits. In rabbits,
4 of 16 dams had no viable fetuses at a dose approximately 80 umc'i the maximum human dose; the highest nonembryocidal dose
was approximately {3 times the maximum human dose, There are oo adequare and well-conwolled studies in pregnant women.
Use XALATAN during pregnancy only if the potential benefit justifies the potential risk to the fetus.
Nursing Mothers: Tt is not known wherther the drug or its merabolites are excreted in human milk. Because many drugs are
excreted in human milk, exercise caution when administering XALATAN to a nursing woman.
Pediatric Use: Safery and effectiveness in pediaric patients have not been established,
Geriatric Use: No overall differences in safety or effectivencss have been observed between elderly and younger patients.

Adverse events referred to in nther szchons ol’ this mﬁert Ey:lsr.h changas (i d length, thick
ber of lashes); ayalid skin (iritis itis): iris pig
ing cystuid macular edema (see WARNINGS and PRECAUT[ONS)
Controlled Clinical Trials: Ocular adverse events/signs and symptoms repaned in 3% to 15% of the patients on XALATAN in
the G-month, tnulticenter, double-masked, active-controlled trials were blurred vision, bumml, and stmgmg ccm)um:uva]
Y . foreign body itching, iris ion, and puncrate epith hy. Local
hyperemla was observed; however, less than 1% of patiems weated with XALATAN discontinued lhempy because of intolerance tu
conjunctival hyperemia. Ocular signs and symptoms reported in 1% to 4% of patients were dry eye, excessive tearing, aye pain,
lid crusting, lid discomforv/pain, lid edema, lid erythema, and photophobia. Events reported in less than 1% of patients were
conjunctivitis, diplopia, and discharge frum the eye. During clinical studies, there were extremely rare reparts of retinal artery
embolus, retinal d and vitreous hage from dibetic recinopathy. The most commmon systemic adverse events with
XALATAN wete upper respiratory tract mfet.uun/uold/ﬂu which occurred in approximately 4% of patients. Chest pain/angina
toris, pain, and gic skin reaction egch occurred at a rate of 1% to 2%,
Clinfcal Practice: The following events have been |denuﬁed dunng poatrnm‘kclmg use of XALATAN in clinical practice. Because
they are reported voluntarily from a p of size, q cannot be made. The events, which have
been chosen for inclusion duc to cither their seriousness, frequency of rcpnmng possible causal connection v XALATAN, or a
combination of thesa factors, include: asthma and exscerbation of astiuna; comeal edema and crosions; dyspnea; eyelash changes
G d length, thick and number of lashes); eyelid skin darkening; herpes keratitis; intraocular inflammation
(iritis/uveitis); keratitis; macular edema, including cystoid macular edema; and toxic epidermal neccolysis,

and tusmi-
changes; and macular edema, includ-

Apart from ocular irritation and [:Onjllncllvﬂl or episcleral hyperemna. the ocular effects of latanoprost administered at high doses
are not knuwn, Large doses in have been with transient bronchoconstriction;
however, branchoconstriction was not induced in |1 parients with bronchial asthma reated with laanoprost, Intravenous infusion
ofupta 3 mcg/kg in healthy volunteers produced mean plasma concentrations 200 tmes higher than during clinical treatment, and
no adverse reactions were observed. Intravenous doses of 5.5 1o 10 mcg/kg caused abdommal pain, dizziness. fatigue, hot flushes,
nausaa, and swearing, If overdogage with XALATAN oceurs, admi Y

The recommended dosage is one drop (1.5 mcg) in the affected eye(s) once daily in the evening. Do not exceed the once-daily
dosing; more frequent edministration may decrease the [QP-lowering affecr, TOP reduction stars approximarely 3 to 4 hours after

adwinistration, and the maximum ¢ifzct is reached after § to 12 hours. XALATAN may be used with other topical ophthalmic drug
products to lower IOF. Administer drugs at least 5 minutes apart if more than one topical ophthalmie drug is used,

OW SURLLIED
XALATAN is supplied in plastic ophthalmic dispenser bottles with a dropper tip and tamper-evident overcap.
NDC 0013-8303-04: 2.5-mL fill, 0.005% (50 mcg/mL).

Swrage: Proect from light. Store the vnopeéned boule under refrigemtion at 2°C 0 8°C (36°F 10 46°F). Once opened, the
container may be stored at room temperature up w 25°C (77°F) for 6 waeks,

Rx only
U5, Patent Nos. 4,599,353; 5,296,504 und 5,422,368,
Manufactured for: “By:

Pharmacia & Upjohn Company Automatic Liquid Packaging, Ine.
Kalamazoo, MI 49001, USA Woodstock, [L 60098, USA B-6-5




