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~/C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration

Rockville MD 20857

TRANSMITTED BY FACSIMILE JUN l» 2 2000

Scatt Krueger

Director, Regulatory Affairs
Alcon Laboratories, Inc.
6201 South Freeway

Fort Worth, TX 76134-2099

RE: NDA 19-992 Ciloxan (ciprofloxacin HCl) 0.3% as base sterile ophthalmic solution
MACMIS ID# 8799

Dear Mr. Krueger:

This letter describes Alcon Laboratories, Inc.’s (Alcon) dissemination of violative promotional
materials for Ciloxan. These materials include an unnumbered, two-sided sales aid titled
“SOME THINGS AREN’T SO PRETTY IN PINK. CILOXAN wipes out PINK EYE in just 3
days,” a brochure (CN00501VS0) with the same title, a brochure (CN99508VS) titled “FIGHT
INFECTIONS FAST WITH CILOXAN,” and “homemade” promotional materials (Attachment
1) for Ciloxan. The Division of Drug Marketing, Advertising, and Communications (DDMAC)
reviewed these promotional materials and concluded that they are false or misleading under the
Federal Food, Drug, and Cosmetic Act and its implementing regulations. Specifically, they
promote an unapproved dosing regimen, omit important dosing information, and lack fair
balance for Ciloxan. Our specific objections follow:

Misleading Claims of Effectiveness

Your materials include claims such as “Ciloxan wipes out pink eye in just 3 days,”
“Three day action,” “QID for 3 days,” and “Ciloxan for Infections QID Dosing/3 Days.”
These claims are misleading because they are inconsistent with the approved product
labeling (PI) for Ciloxan and suggest that Ciloxan is only to be used for 3 days for the
treatment of bacterial conjunctivitis. However, the PI states that the dosing regimen for
bacterial conjunctivitis with Ciloxan is seven days (one or two drops instilled in the
conjunctival sac(s) every two hours while awake for two days, and one or two drops
every four hours while awake for the next five days). Your materials fail to include this
material information. Thus, your suggestion that Ciloxan is to be used for only three days
is misleading.

Lack of Fair Balance

Promotional materials are misleading if they fail to present information about the risks
associated with the use of the drug with a prominence and readability reasonably
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comparable to that of the claims for the drug. The “FIGHT INFECTIONS FAST WITH
CILOXAN?” brochure is misleading because it lacks fair balance. Specifically, you
prominently present safety and efficacy claims on 10 pages of the brochure. These claims
are presented in large type size, and are bolded and bulleted for emphasis. In contrast,
you present one sentence of risk information, in small type, at the bottom of the last page.
In addition, your brochure fails to present important risk information about the use of

Ciloxan identified in the Warnings, Precautions, and Adverse Reactions sections of the
PL

Similarly, the “SOME THINGS AREN’T SO PRETTY IN PINK” 2-sided sales aid
presents claims about Ciloxan’s safety and effectiveness, but fails to present information
about the risks associated with the use of the drug with a prominence and readability
reasonably comparable to that of the claims for the drug. You present claims about
Ciloxan in large type size that is bolded and bulleted for further emphasis. In contrast,
you present the risk information in small size, and present the information in running text
near the bottom of the rear page.

Your “homemade” pieces for Ciloxan are in violation of the Act because they fail to
include any risk information about the product (emphasis added).

Misleading Presentation of /n Vitro Data

Non-clinical data may not be used in a way that suggests that such data has clinical
significance when such clinical significance has not been demonstrated. In the “FIGHT
INFECTIONS FAST WITH CILOXAN” brochure and “SOME THINGS AREN’T SO
PRETTY IN PINK?” sales aid, you present data on in vitro kill curves. In the “FIGHT
INFECTIONS FAST WITH CILOXAN” brochure, you present the claim that “Ciloxan
kills pathogens in minutes.” However, there is not necessarily a correlation between in
vitro activity (MIC,, data) and in vivo results. Thus, this presentation of non-clinical
data is misleading. In the “FIGHT INFECTIONS FAST WITH CILOXAN” brochure,
you present in vitro data on three pages and qualify the in vitro information with the
statement, “In vitro activity does not necessarily correlate with in vivo activity.”
However, this qualifying information is presented in small type at the bottom of one of
three pages and it fails to correct the suggestion that the data presented is clinically
significant. Thus, this presentation is also misleading.

Requested Actions

In order to address these objections, we request that you immediately cease the
dissemination of these violative promotional materials and any other violative
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promotional materials for Ciloxan that contain the same or similar claims or
presentations.

You should respond to me in writing with your intent to comply with our request by
June 26, 2000, providing a list of the promotional materials discontinued, and the date
~Alcon ceased the dissemination of the promotional materials.

If you have any questions, please contact me by facsimile at (301) 594-6771, or write to me 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 # 8799 and NDA 19-
992.

Sincerely,
/S/

Warren F. Rumble
Regulatory Review Officer
Division of Drug Marketing,
Advertising and Communications
Enclosures: 1
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FOR THE TREATMENT OF BACTERIAL CONJUNCTIVITIS
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Ciprofioxacin: Kill reached at 10 minutes Ciprofloxacin: Kill reached at 20 minutes Ciprofloxacin: Kill reached at 15 minutes

KNOCKS OUT THE ¢ Fast eradication of the toughest
TOUGHEST PATHOGENS ocular pathogens

¢> Unsurpassed eradication of the most

c"’““%g;‘ﬁ)‘i:g g’:\'g%ﬁklll_'fs FOR prevalent causative bacterial conjunctivitis
3
CON JUNCTIVITIS PATHOGENSZ pathogens, H. flu and Strep. pneumo
bility = Established pediatric safety:
: Bbiucts — Solution 1 year and older
Strep. pneumonize 1.0 97% — Ointment 2 years and older
H. influenzae 0.008 100% : ) A .
No.1 prescribed ocular fluoroquinolone
Staph. aureus 0.25 99% -
Staph epl (MS)‘ 4'0 960/ o ?e ff:t?g\?v?t:z HM. Antibacteri'a! effeptive_ne_z;s of ciprofioxacin 0.3% ophthalmic solution
P aeru g / nosa 0.25 950 /o ) Battgeotr:iﬁérthlr;tozfLb:g(t)are;;lrgrj]‘unncc‘tMUS. Am{Opﬁt‘h‘alrlnol. T991;112(suppf):298—338.
S. marcescens 0.12  100% & Sourcem Prasaipion At 5P, Decamoer 1586 - Noverebes 108, ‘Soo i o 221034

CILOXAN® should be discontinued at the first appearance of a skin rash or any other
signs of hypersensitivity reaction. /n vitro data are not always indicative of clinical

In vitro susceptibility testing of 1,204 ocular isolates. Performed by success or microbiological eradication in a clinical setting. As with other antibacterial
Clyde Thornsberry, PhD (Previous Director of Antibiotics for 23 years preparations, prolonged use of ciprofioxacin may result in overgrowth of

at the Centers for Disease Control, Atlanta, GA), MRL Pharmaceutical nonsusceptible organisms including fungi.

Services, Frankiin, Tennessee. MICgy, values ratified by the National
Committee for Clinical and Laboratories Standards.

*MS {methicillin-susceptible).

Presentation of this material must be accompanied by full prescribing information.
CIPRO® is a registered trademark of Bayer AG.
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Treating pink eye
is easy with CILOXAN:

How to use CILOXAN® Solution

© Have your child lie flat on his or
her back, head tilted upwards.

@ With clean hands, gently pull down
the lower lid of the infected eye(s)
with your index finger.

© Hold bottle directly above the eye.
Don't touch the tip of the container
of CILOXAN® to the infected eye or
to any other surface, as this may lead
to contamination of the other eye and/or
the medication in the container. Then
squeeze a drop of CILOXAN® Solution
into the eye. Administer only as many
drops as prescribed for each dosage.
Don't make up for missed doses.

If additional eye drop medications have
been prescribed, allow at least 10 minutes
between doses. This will ensure maximum
effectiveness of all drops.

A
A ® CIPRO” is a registered trademark of Bayer AG. : c l I oxa n
Icon References:

PHARMACEUTICALS 1. Leibowitz HM. Antibacterial effectiveness of ciprofioxacin 0.3% ophthaimic solution in E’ P R 0
ALCON LABORATORIES, INC, the treatment of bacterial conjunctivitis. Am J Ophthaimol. 1991:112(suppl):295-33S. POWERED

Fort Worlh, Texas 76134 2. Source™ Prescription Audit {SPA). December 1938 — November 1999. Scott-Levin, Inc. -
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What is pink eye?

Pink eye is another name for infectious conjunctivitis
of bacterial or viral origin, a common eye infection that
can easily be transferred from one person to another.

How does pink eye
develop and spread?

Pink eye occurs when bacteria or viruses
that infect the eye cause an inflammation
of the conjunctiva, the transparent mem-
brane that covers the eye. Eyes then
become red and irritated and may produce
a burning or itchy feeling as well as a sticky mucous discharge.

When infected patients rub their eyes, they are
unknowingly contaminating their fingers and hands.

By then touching another person or a shared article such
as a towel, blanket, or makeup, they can easily pass the
infection along.

Is pink eye serious?

Pink eye is generally not a serious condition. It s,
however, highly contagious and may require your
child to stay home from school until he or she is no
longer at risk of spreading the infection.

Why did my child’s doctor
prescribe CILOXAN?

When pink eye strikes, you want a therapy that
works fast to clear up the bacterial infection and
return your child to school quickly. That's why
your child's doctor prescribed CILOXAN®, which
is the No. 1 prescribed eye drop in its class.

CILOXAN"® works fast to fight the tough
bacteria that cause pink eye. In most cases,
children treated with CILOXAN® who are

symptom-ree can return to school in as soon as 3 days.
And CILOXAN* Solution has been proven safe for children
1 year of age and older (CILOXAN* Ointment:
2 years of age and clder).

As with any prescription medication,
be sure to follow your doctor’s instructions
regarding use of CILOXAN®.

What can | do to prevent
the spread of pink eye?

Wash any articles that may have touched the infected eyes,
including clothing, blankets, and towels. Also, instruct your
child to practice the following smart hygiene habits:

— Wash hands thoroughly and often throughout the day
‘— Don’t touch or rub the eyes

— Don't share eyewear, towels, blankets, makeup,
or similar items with other children

Are there any side effects
to CILOXAN?
Some patients may experience burning or discomfort
in the eye after instillation. A small percentage of patients
(less than 10%) may experience eyelid crusting, itching, or
a bad taste upon instillation of the eye drops. Less than 1%
of patients report blurred vision, dry eye, allergic reactions
tearing, or similar irritations.

CILOXAN® should be discontinued at the first
appearance of a skin rash or any other signs of
hypersensitivity reaction.

Please refer to the back page for detailed instructions on
how to use CILOXAN®. For any questions or concerns not
covered in this brochure, ask your doctor or refer to the
product’s prescribing information.
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