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TobraDex:ST

(tobramycin/dexamethasone
ophthalmic suspension)
0.3%/0.05%
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Indications and Usage: For steroid-responsive
inflammatory ocular conditions for which a
corticosteroid is indicated and where superficial
bacterial ocular infection or a risk of bacterial
ocular infection exists.

Ocular steroids are indicated in inflammatory
conditions of the palpebral and bulbar
conjunctiva, cornea and anterior segment of the
globe where the inherent risk of steroid use in
certain infective conjunctivitides is accepted to
obtain a diminution in edema and inflammation.
They are also indicated in chronic anterior uveitis
and corneal injury from chemical, radiation or
thermal burns, or penetration of foreign bodies.

The use of a combination drug with an anti-
infective component is indicated where the risk
of superficial ocular infection is high or where
there is an expectation that potentially dangerous
numbers of bacteria will be present in the eye.

The particular anti-infective drug in this product is

Alcon © 2011 Alcon, Inc. 1/11 TDX11500JAD
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active against the following common bacterial eye

pathogens: Staphylococci, including S. aureus and

S. epidermidis (coagulase-positive and coagulase-

negative), including penicillin-resistant isolates.

Streptococci, including some Group A and other

beta-hemolytic species, some nonhemolytic

species, and some Streptococcus pneumoniae,

Pseudomonas aeruginosa, Escherichia coll,

Klebsiella pneumoniae, Enterobacter aerogenes,

Proteus mirabilis, Morganella morganii, most

Proteus vulgaris isolates, Haemophilus

influenzae, H. aegyptius, Moraxella lacunata,

Acinetobacter calcoaceticus and some

Neisseria species.

Important Safety Information

Contraindications:

o TOBRADEX® ST Suspension, as with other
ophthalmic corticosteroids, is contraindicated
in most viral diseases of the cornea and
conjunctiva including epithelial herpes simplex

N8
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keratitis (dendritic keratitis), vaccinia, and
varicella, and also in mycobacterial infection
of the eye and fungal diseases of ocular
structures.

o Hypersensitivity to any components of the
medication

Warnings & Precautions:

¢ |ntraocular pressure (IOP) increase—
prolonged use of corticosteroids may result
in glaucoma with damage to the optic nerve,
defects in visual acuity and fields of vision.
If used for 10 days or longer, I0P should be
monitored.

o Sensitivity to topically applied aminoglycosides
may occur

o (Cataracts—use of corticosteroids may result
in posterior subcapsular cataract formation

¢ Delayed healing—the use of steroids after

cataract surgery may delay healing and
increase the incidence of bleb formation.



Re-engineered. Re-designed.

e Treats the signs and symptoms associated
with acute blepharitis'?

e Delivers equivalent levels of dexamethasone
to the anterior chamber with one-half of the
concentration (0.05%) relative to TOBRADEX®
(tobramycin/dexamethasone ophthalmic
suspension) 0.3%/0.1%"?

In those diseases causing thinning of the
cornea or sclera, perforations have been
known to occur with the use of topical
steroids. The initial prescription and renewal
of the medication order should be made by a
physician only after examination of the patient
with the aid of magnification such as slit lamp
biomicroscopy and, where appropriate,
fluorescein staining

Bacterial infections—prolonged use of

corticosteroids may suppress the host
response and thus increase the hazard of
secondary ocular infections. In acute purulent
conditions, steroids may mask infection

or enhance existing infection. If signs and
symptoms fail to improve after 2 days, the
patient should be re-evaluated

Viral infections—employment of a
corticosteroid medication in the treatment
of patients with a history of herpes simplex

requires great caution. Use of ocular steroids
may prolong the course and may exacerbate
the severity of many viral infections of the eye
(including herpes simplex)

Fungal infections—fungal infections of the
cornea are particularly prone to develop
coincidentally with long-term local steroid
application. Fungus invasion must be
considered in any persistent corneal ulceration
where a steroid has been used or is in use

If product is used in combination with systemic
aminoglycoside antibiotics the patient should
be monitored for total serum concentration of
tobramycin

Please see prescribing information on
adjacent page.
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TobraDex-ST

(tobramycin/dexamethasone
ophthalmic suspension)
0.3%/0.05%

HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use TOBRADEX® ST
ophthalmic suspension safely and effectively. See full prescribing information for
TOBRADEX® ST.

TOBRADEX® ST (tobramycin / dexamethasone ophthalmic suspension) 0.3%/0.05%
Initial U.S. Approval: 1988

INDICATIONS AND USAGE:

TOBRADEX® ST is a topical antibiotic and corticosteroid combination for steroid-responsive

inflammatory ocular conditions for which a corticosteroid is indicated and where superficial

bacterial ocular infection or a risk of bacterial ocular infection exists

DOSAGE AND ADMINISTRATION

* Instill one drop into the conjunctival sac(s) every 4 to 6 hours. (2.1)

e During the initial 24 to 48 hours, dosage may be increased to one drop every 2 hours. (2.1)

e Frequency should be decreased gradually as warranted by improvement in clinical signs,
but care should be taken not to discontinue therapy prematurely. (2.1)

DOSAGE FORMS AND STRENGTHS

TOBRADEX® ST ophthalmic suspension contains 3 mg/mL tobramycin and 0.5 mg/mL

dexamethasone.

CONTRAINDICATIONS

o TOBRADEX® ST, as with other ophthalmic corticosteroids, is contraindicated in most viral
diseases of the cornea and conjunctiva including epithelial herpes simplex keratitis
(dendritic keratitis), vaccinia, and varicella, and also in mycobacterial infection of the eye
and fungal diseases of ocular structures. (4.1)

e Hypersensitivity to any component of the medication (4.2)

WARNINGS AND PRECAUTIONS:

e |Intraocular pressure (I0P) increase-Prolonged use of corticosteroids may result in glaucoma
with damage to the optic nerve, defects in visual acuity and fields of vision. If this product is
used for 10 days or longer, IOP should be monitored. (5.1).

e Sensitivity to topically applied aminoglycosides may occur. (5.2)

e (Cataracts- Use of corticosteroids may result in posterior subcapsular cataract formation. (5.3)

e Delayed healing- The use of steroids after cataract surgery may delay healing and increase
the incidence of bleb formation. In those diseases causing thinning of the cornea or sclera,
perforations have been known to occur with the use of topical steroids. The initial
prescription and renewal of the medication order should be made by a physician only after
examination of the patient with the aid of magnification such as slit lamp biomicroscopy
and, where appropriate, fluorescein staining. (5.4)

e Bacterial infections- Prolonged use of corticosteroids may suppress the host response and
thus increase the hazard of secondary ocular infections. In acute purulent conditions,
steroids may mask infection or enhance existing infection. If signs and symptoms fail to
improve after 2 days, the patient should be re-evaluated. (5.5)

o Viral infections- Employment of a corticosteroid medication in the treatment of patients with
a history of herpes simplex requires great caution. Use of ocular steroids may prolong the
course and may exacerbate the severity of many viral infections of the eye (including
herpes simplex). (5.6)

e Fungal infections- Fungal infections of the cornea are particularly prone to develop
coincidentally with long-term local steroid application. Fungus invasion must be considered
in any persistent corneal ulceration where a steroid has been used or is in use. (5.7)

e [f product is used in combination with systemic aminoglycoside antibiotics the patient
should be monitored for total serum concentration of tobramycin. (5.8)

ADVERSE REACTIONS

Most common adverse reactions to topical ocular tobramycin are hypersensitivity and localized

ocular toxicity, including eye pain, eyelids pruritus, eyelid edema, and conjunctival hyperemia.

The reactions due to the steroid component are increases in intraocular pressure with possible

development of glaucoma.

To report SUSPECTED ADVERSE REACTIONS, contact Alcon Laboratories, Inc. at

1-800-757-9195 or FDA at

1-800-FDA-1088 or www.fda.gov/medwatch.

Revised: February 2009

References:

1. TOBRADEX® ST Suspension package insert. 2. Scoper SV, Kabat AG, Owen GR, et al. Ocular
distribution, bactericidal activity and settling characteristics of TobraDex® ST ophthalmic
suspension compared with TobraDex® ophthalmic suspension. Adv Ther. 2008;25(2):77-88.
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LUMIGAN™0.01% AND 0.03%
Dimatopiost optihalmic soluon|

INDICATIONS AND USAGE

LUMIGAN® 0.01% and 0.03% (bimatoprost ophthalmic solution) is indicated
for the reduction of elevated intraocular pressure in patients with open angle
glaucoma or ocular hypertension.

CONTRAINDICATIONS
None

WARNINGS AND PRECAUTIONS

Pigmentation: Bimatoprost ophthalmic solution has been reported to cause
changes to pigmented tissues. The most frequently reported changes have been
increased pigmentation of the iris, periorbital tissue (eyelid), and eyelashes.
Pigmentation is expected to increase as long as bimatoprost is administered.
The pigmentation change is due to increased melanin content in the melanocytes
rather than to an increase in the number of melanocytes. After discontinuation
of bimatoprost, pigmentation of the iris is likely to be permanent, while pigmen-
tation of the periorbital tissue and eyelash changes have been reported to be
reversible in some patients. Patients who receive treatment should be informed
of the possibility of increased pigmentation. The long-term effects of increased
pigmentation are not known.

Iris color change may not be noticeable for several months to years. Typically,
the brown pigmentation around the pupil spreads concentrically towards the
periphery of the iris and the entire iris or parts of the iris become more brownish.
Neither nevi nor freckles of the iris appear to be affected by treatment. While
treatment with LUMIGAN® 0.01% and 0.03% (bimatoprost ophthalmic solution)
can be continued in patients who develop noticeably increased iris pigmentation,
these patients should be examined regularly.

Eyelash Changes: LUMIGAN® 0.01% and 0.03% may gradually change
eyelashes and vellus hair in the treated eye. These changes include increased
length, thickness, and number of lashes. Eyelash changes are usually reversible
upon discontinuation of treatment.

Intraocular Inflammation: LUMIGAN® 0.01% and 0.03% should be used with
caution in patients with active intraocular inflammation (eg, uveitis) because the
inflammation may be exacerbated.

Macular Edema: Macular edema, including cystoid macular edema, has been
reported during treatment with bimatoprost ophthalmic solution. LUMIGAN®
0.01% and 0.03% should be used with caution in aphakic patients, in pseudo-
phakic patients with a torn posterior lens capsule, or in patients with known risk
factors for macular edema.

Angle-closure, Inflammatory, or Neovascular Glaucoma: LUMIGAN® 0.01%
and 0.03% has not been evaluated for the treatment of angle-closure, inflam-
matory, or neovascular glaucoma.

Bacterial Keratitis: There have been reports of bacterial keratitis associated
with the use of multiple-dose containers of topical ophthalmic products. These
containers had been inadvertently contaminated by patients who, in most cases,
had a concurrent corneal disease or a disruption of the ocular epithelial surface.

Use With Contact Lenses: Contact lenses should be removed prior to instillation
of LUMIGAN® 0.01% and 0.03% and may be reinserted 15 minutes following
its administration.

ADVERSE REACTIONS

Clinical Studies Experience: Because clinical studies are conducted under
widely varying conditions, adverse reaction rates observed in the clinical studies
of a drug cannot be directly compared to rates in the clinical studies of another
drug and may not reflect the rates observed in practice.

In clinical studies with bimatoprost ophthalmic solutions (0.01% or 0.03%), the
most common adverse event was conjunctival hyperemia (range 25%-45%).
Approximately 0.5% to 3% of patients discontinued therapy due to conjunctival
hyperemia with 0.01% or 0.03% bimatoprost ophthalmic solutions. Other common
events (> 10%) included growth of eyelashes and ocular pruritus.

Additional ocular adverse events (reported in 1% to 10% of patients) with
bimatoprost ophthalmic solutions included ocular dryness, visual disturbance,
ocular burning, foreign body sensation, eye pain, pigmentation of the periocular
skin, blepharitis, cataract, superficial punctate keratitis, eyelid erythema, ocular
irritation, eyelash darkening, eye discharge, tearing, photophobia, allergic
conjunctivitis, asthenopia, increases in iris pigmentation, conjunctival edema,
conjunctival hemorrhage, and abnormal hair growth. Intraocular inflammation,
reported as iritis, was reported in less than 1% of patients.

Systemic adverse events reported in approximately 10% of patients with
bimatoprost ophthalmic solutions were infections (primarily colds and upper
respiratory tract infections). Other systemic adverse events (reported in 1% to
5% of patients) included headaches, abnormal liver function tests, and asthenia.

USE IN SPECIFIC POPULATIONS
Pregnancy: Pregnancy Category C.

Teratogenic effects: In embryo/fetal developmental studies in pregnant mice and
rats, abortion was observed at oral doses of bimatoprost that achieved at least
33 or 97 times, respectively, the maximum intended human exposure based on
blood AUC levels.

At doses at least 41 times the maximum intended human exposure based on
blood AUC levels, the gestation length was reduced in the dams, the incidence of
dead fetuses, late resorptions, peri- and postnatal pup mortality was increased,
and pup body weights were reduced.

There are no adequate and well-controlled studies of LUMIGAN® 0.01% and
0.03% (bimatoprost ophthalmic solution) administration in pregnant women.
Because animal reproductive studies are not always predictive of human
response, LUMIGAN® should be administered during pregnancy only if the
potential benefit justifies the potential risk to the fetus.

Nursing Mothers: It is not known whether LUMIGAN® 0.01% and 0.03% is
excreted in human milk, although in animal studies, bimatoprost has been shown
to be excreted in breast milk. Because many drugs are excreted in human milk,
caution should be exercised when LUMIGAN® is administered to a nursing woman.

Pediatric Use: Use in pediatric patients below the age of 16 years is not
recommended because of potential safety concerns related to increased pigmen-
tation following long-term chronic use.

Geriatric Use: No overall clinical differences in safety or effectiveness have been
observed between elderly and other adult patients.

Hepatic Impairment: In patients with a history of liver disease or abnormal ALT,
AST, and/or bilirubin at baseline, bimatoprost 0.03% had no adverse effect on liver
function over 48 months.

OVERDOSAGE

No information is available on overdosage in humans. If overdose with LUMIGAN®
0.01% and 0.03% (bimatoprost ophthalmic solution) occurs, treatment should be
symptomatic.

In oral (by gavage) mouse and rat studies, doses up to 100 mg/kg/day did not
produce any toxicity. This dose expressed as mg/m? is at least 70 times higher
than the accidental dose of one bottle of LUMIGAN® 0.03% for a 10-kg child.
NONCLINICAL TOXICOLOGY

Carcinogenesis, Mutagenesis, Impairment of Fertility: Bimatoprost was not
carcinogenic in either mice or rats when administered by oral gavage at doses
of up to 2 mg/kg/day and 1 mg/kg/day respectively (at least 192 and 291 times
the recommended human exposure based on blood AUC levels respectively) for
104 weeks.

Bimatoprost was not mutagenic or clastogenic in the Ames test, in the mouse
lymphoma test, or in the in vivo mouse micronucleus tests.

Bimatoprost did not impair fertility in male or female rats up to doses of 0.6 mg/
kg/day (at least 103 times the recommended human exposure based on blood
AUC levels).

PATIENT COUNSELING INFORMATION

Potential for Pigmentation: Patients should be advised about the potential for
increased brown pigmentation of the iris, which may be permanent. Patients
should also be informed about the possibility of eyelid skin darkening, which may
be reversible after discontinuation of LUMIGAN® 0.01% and 0.03% (bimatoprost
ophthalmic solution).

Potential for Eyelash Changes: Patients should also be informed of the
possibility of eyelash and vellus hair changes in the treated eye during treatment
with LUMIGAN® 0.01% and 0.03%. These changes may result in a disparity
between eyes in length, thickness, pigmentation, number of eyelashes or vellus
hairs, and/or direction of eyelash growth. Eyelash changes are usually reversible
upon discontinuation of treatment.

Handling the Container: Patients should be instructed to avoid allowing the tip of
the dispensing container to contact the eye, surrounding structures, fingers, or any
other surface in order to avoid contamination of the solution by common bacteria
known to cause ocular infections. Serious damage to the eye and subsequent loss
of vision may result from using contaminated solutions.

When to Seek Physician Advice: Patients should also be advised that if they
develop an intercurrent ocular condition (e.g., trauma or infection), have ocular
surgery, or develop any ocular reactions, particularly conjunctivitis and eyelid
reactions, they should immediately seek their physician’s advice concerning the
continued use of LUMIGAN® 0.01% and 0.03%.

Use with Contact Lenses: Patients should be advised that LUMIGAN® 0.01% and
0.03% contains benzalkonium chloride, which may be absorbed by soft contact
lenses. Contact lenses should be removed prior to instillation of LUMIGAN® and
may be reinserted 15 minutes following its administration.

Use with Other Ophthalmic Drugs: If more than one topical ophthalmic drug is
being used, the drugs should be administered at least five (5) minutes between
applications.

©2011 Allergan, Inc., Irvine, CA 92612 Rx only
®marks owned by Allergan, Inc -
APC81RP11 based on 71807US12B. ALLERGAN
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Gene Therapy Could Correct
Some Retinitis Pigmentosa

A new gene therapy method developed
by University of Florida researchers,
William W. Hauswirth, PhD, and
Alfred S. Lewin, PhD, has the
potential to reverse X-linked retinitis
pigmentosa. The technique works by
replacing a malfunctioning gene in
the eye with a normal working copy
that supplies a protein necessary
for light-sensitive cells in the eye
to function. The findings were
published in the Jan. 23 Proceedings
of the National Academy of Sciences
online. Several complex and costly
steps remain before the gene therapy
technique can be used in humans,
but once at that stage, it has great
potential to change lives.

“Imagine that you can’t see or can
just barely see, and that could be
changed to function at some levels so
that you could read, navigate, maybe
even drive—it would change your life
considerably,” said Dr. Hauswirth,
the Rybaczki-Bullard professor of
ophthalmology in the UF College of
Medicine and a professor and emi-
nent scholar in the department of
molecular genetics and microbiol-
ogy and the UF Genetics Institute.
“Providing the gene that’s missing is
one of the ultimate ways of treating
disease and restoring significant vi-
sual function.”

The researchers tackled X-linked
retinitis pigmentosa, a genetic defect
that is passed from mothers to sons.
Girls carry the trait, but do not have
the kind of vision loss seen among
boys. About 100,000 people in the
United States have a form of reti-

nitis pigmentosa, which is charac-
terized by initial loss of peripheral
vision and night vision, which even-
tually progresses to tunnel vision,
then blindness.

The UF researchers previously had
success pioneering the use of gene
therapy in clinical trials to reverse
Leber’s congenital amaurosis. About
5 percent of people who have retini-
tis pigmentosa have this form, which
affects the eye’s inner lining. “That
was a great advance, which showed
that gene therapy is safe and lasts for
years in humans, but this new study
has the potential for a bigger impact,
because it is treating a form of the
disease that affects many more peo-
ple,” said John G. Flannery, PhD, a
professor of neurobiology at the Uni-
versity of California, Berkeley who is
an expert in the design of viruses for
delivering replacement genes. Dr.
Flannery was not involved in the cur-
rent study.

The X-linked form of retinitis pig-
mentosa addressed in the new study
is the most common, and is caused by
degeneration of photoreceptor cells.
It starts early in life, so though af-
fected children are often born seeing,
they gradually lose their vision.

“These children often go blind in
the second decade of life, which is a
very crucial period,” said Dr. Lewin, a
professor in the UF College of Medi-
cine department of molecular genet-
ics and microbiology and a member
of the UF Genetics Institute. “This is
a compelling reason to try to develop
a therapy, because this disease hin-
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ders people’s ability to fully experi-
ence their world.”

The UF researchers and colleagues
at the University of Pennsylvania per-
formed the technically challenging
task of cloning a working copy of the
affected gene into a virus that served
as a delivery vehicle to transport it to
the appropriate part of the eye. They
also cloned a genetic “switch” that
would turn on the gene once it was
in place, so it could start producing a
protein needed for the damaged eye
cells to function.

After laboratory tests proved suc-
cessful, the researchers expanded
their NIH-funded studies and were
able to cure animals in which X-
linked retinitis pigmentosa occurs
naturally. The injected genes made
their way only to the spot where they
were needed, and not to any other
places in the body. The study gave a
good approximation of how the gene
therapy might work in humans.

“The results are encouraging and
the rescue of the damaged photore-
ceptor cells is quite convincing,” said
Dr. Flannery, who is on the scientific
advisory board of the Foundation
Fighting Blindness, which provided
some funding for the study. “Since
this type of study is often the step
before applying a treatment to hu-
man patients, showing that it works
is critical.”

The researchers plan to repeat
their studies on a larger scale over
a longer term, and make a version
of the virus that proves to be safe in
humans. Once that is achieved, a
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