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FREEDOM OF INFORMATION SUMMARY

1. GENERAL INFORMATION:

a. File Number: ANADA 200-283

b. Sponsor: Altana Inc.
60 Baylis Road
Melville, NY 11747
Drug Labeler Code: 025463

c. Established Name: Gentamicin sulfate, USP, betamethasone
valerate, USP, and clotrimazole, USP

d. Proprietary Name: VETRO-MAX

e. Dosage Form: Ointment

f. How Supplied: 7.5-gram and 15-gram tube\s

and 215-gram plastic bottles

g. How Dispensed: Rx

h. Amount of Active Ingredients: Each gram contains gentamicin sulfate,
USP equivalent to 3 mg gentamicin base;
betamethasone valerate, USP equivalent to
1 mg betamethasone; and 10 mg
clotrimazole, USP in a mineral oil-based
system.

i. Route of Administration: Topical

j. Species/Class: | Dogs

k. Recommended Dosage: Instill 4 drops from the 7.5 g and 15 g tubes
(2 drops from the 215 g bottle) twice daily
into the ear canal of dogs weighing less
than 30 Ibs. Instill 8 drops from the 7.5 g
and 15 g tubes (4 drops from the 215 g
bottle) twice daily into the ear canal of
dogs weighing 30 lbs. or more.

1. Pharmacological Category: Antibiotic, anti-inflammatory, anti-pruritic,

and antifungal
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m. Indications: For the treatment of canine acute and
chronic otitis externa associated with yeast
(Malassezia pachydermatis, formerly
Pityrosporum canis) and/or bacteria
susceptible to gentamicin.

n. Pioneer Product: OTOMAX; gentamicin sulfate, USP,
betamethasone valerate, USP, and
clotrimazole, USP; NADA 140-896;
Schering-Plough Animal Health Corp.

2. TARGET ANIMAL SAFETY AND DRUG EFFECTIVENESS:

Under the provisions of the Federal Food, Drug, and Cosmetic Act, as amended by the
Generic Animal Drug and Patent Term Restoration Act (GADPTRA) of 1988, an
Abbreviated New Animal Drug Application (ANADA) may be submitted for a generic
version of an approved new animal drug (pioneer product). New target animal safety and
effectiveness data and human food safety data (other than tissue residue data) are not
required for approval of an ANADA.

Ordinarily, the ANADA sponsor shows that the generic product is bioequivalent to the
pioneer, which has been shown to be safe and effective. If bioequivalence is
demonstrated through a clinical endpoint study, then a tissue residue study to establish
the withdrawal time for the generic product should also be conducted. For certain dosage
forms, the agency will grant a waiver from the requirement of an in vivo bioequivalence
study. (55 FR 24645, June 18, 1990; Fifth GADPTRA Policy Letter; Bioequivalence
Guideline, October 9, 2002).

Based on the formulation characteristics of the generic product, Altana Inc. was granted a
waiver from the requirement of an in vivo bioequivalence study for the generic product
VETRO-MAX (gentamicin sulfate, USP, betamethasone valerate, USP, and clotrimazole,
USP) Ointment. The generic product is administered as an ointment, contains the same
active ingredients in the same concentration and dosage form as the pioneer product, and
contains no inactive ingredients that may significantly affect the absorption of the active
ingredient. The pioneer product, OTOMAX (gentamicin sulfate, USP, betamethasone
valerate, USP, and clotrimazole, USP) Ointment, the subject of Schering-Plough Animal
Health Corp’s. NADA 140-896, was approved on June 9, 1993.
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3. HUMAN SAFETY:

This drug is intended for use in dogs, which are non-food animals. Because this new
animal drug is not intended for use in food-producing animals, data on human safety
pertaining to drug residues in food were not required for approval or this ANADA.

Human Warnings are provided on the product label as follows: “Keep Out of Reach of
Children” and “For otic use in dogs only”.

4. AGENCY CONCLUSIONS:

This ANADA submitted under section 512(b) of the Federal Food, Drug, and Cosmetic
Act satisfies the requirements of section 512(n) of the act and demonstrates that VETRO-
MAX Ointment, when used under its proposed conditions of use, is safe and effective for
its labeled indications.

5. ATTACHMENTS:

Facsimile generic labeling and currently approved pioneer labeling are attached as
follows:

Generic Labeling for ANADA 200-283:
VETRO-MAX OQOintment

7.5 g tube

7.5 g carton

15 g tube label
15 g carton

215 g bottle label
215 g carton
Package Insert

Pioneer Labeling for NADA 140-896:
OTOMAX Ointment

7.5 g tube label

15 g tube label

15 g carton

215 g bottle label

Package Insert
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Maxe e
(gentamicin sulfate USP, betamethasone valerate USP

and clotrimazole USP ointment)

VETERINARY

For Otic Use in Dogs Only

CAUTION: Federal law restricts this drug to use by or on the order of a licensed veterinarian.

Keep this and all drugs out of the reach of children. :
DESCRIPTION: Each gram of Vetro-Max* ointment contains gentamicin sulfate USP equivalent to 3 mg gentamicin base; betamethasene

\(X
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e

[
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’id

valerate USP equivalent to 1 mg betamethasone; and 10 mg clotrimazole USP in a mineral oil-based system containing a plasticized hydro-

carbon 'fel.

PHARMACOLOGY:

Gentamicin: Gentamicin sulfate is an aminoglycoside antibiotic active against a wide variety of pathogenic gram-negative and gram-positive

bacteria. In vitro tests have determined that gentamicin is bactericidal and acts by inhibiting normal protein synthesis in susceptible microor-

ganisms. Specifically, gznetamicin is active against the following organisms commonly isolated from canine ears: Staphylococcus aureus, other
taphylococcus spp., Pseudomonas aeruginosa, Proteus s;hp., Escherichia coli.

Betamethasone: Betamethasone valerate is a synthetic adrenacorticoid for dermatologic use. Betamethasone, an analog of prednisolone,

has a high degree of corticosteroid activity and a slight degree of mineralocorticosteraid activity. Betamethasone valerate, the 17-valerate ester

olfvgetameﬂ\asone, has been shown to provide anti-inflammatory and antipruritic activity in the topical management of corticosteroid-respon-

sive ofitis externa.

Topical corticosteroids can be absorbed from normal, intact skin. Inflammation can increase percutaneous absorption. Once absorbed

through the skin, fopical corticosteriods are handled through pharmacokinetic pathways similar to mically administered corticosteroids.

Clotrimazole: Clotrimazole is a broad-spectrum antifungal agent that is used for the treatment of dermal infections caused by various species

of pathogenic dermatophytes and yeasts. The primary action of clotrimazole is against dividing and growing organisms.

in vitro, clotrimazole exhibits fungistatic and fungicidal activity against isolates of Trichophyton rubrum, Trichophyton mentagrophytes,

(_{ Epidermophyton floccosum, Microsporum canis, Candida spp., and Malassezia pachydermatis (Pityrosporum canis). Resistance to clotrima-

zole is very rare among the fungi that cause superficial mycoses.
In an induced ofitis externa infected with pachydermatis, 1% clofrimazole in the Vetro-Max® ointment vehicle was effective both
microbiologically and clinically in terms of reduction of exudate odor and swelling.

(}In studies of the mechanism of action, the minimum fungicidal concentration of clofrimazole caused leakage of intra-cellular phosphorus com-
-1 pounds into the ambient medium with concomitant breakdown of cellular nucleic acids and accelerated potassium effiux. These events began

rapidly and extensively after addition of the drug.e |
rmal

(| Clotrimazole is very poorly absorbed following application. )

Gentamicin-Betamethasone-Clotrimazole: By virtue of its three active ingredients, Vetro-Max® ointment has antibacterial, anti-inflammatory,
and antifungal activity. -

-1 In component sfﬁcac} studies, the compathility and additive effect of each of the components were demonstrated. in clinical field trials, gen-

tamicin sulfate, betamethasone valerate, and clotrimazole ointment was effective in the treatment of otitis externa associated with bacteria and
Malassezia pachydermatis. Gentamicin sulfate, betamethasone valerate, and clotrimazole ointment reduced discomfort, redness, swelling,

~|exudate, and odor, and exerted a strong antimicrobial effect.

INDICATIONS: Vetro-Max® ointment is Indicated for the treatment of canine acute and chronic ofitis externa associated with yeast (Malassezia
pachydermatis, formerly Pityrosporum canis) and/or bacteria susceptible to gentamicin.
CONTRAINDICATIONS: If hypersensitivity to any of the components occurs, treatment should be discontinued and appropriate therapy insti-

7} tuted. Concomitant use of drugs known to induce ototoxicity should be avalded. Do not use in dogs with known perforation of eardrums.

| WARNINGS: The use of gentamicin sulfate, betamethasone valerate, and clotrimazole ointment has been associated with deafness or partial
1 hearing loss in a smali number of sensitive dogs (eg, geriatric). The hearing deficit is usually temporary. If hearing or vestibular dysfunction is
~{ noted during the course of treatment, discontinue use of Vetro-Max®ointment immediately and flush the ear canal thoroughly with a nonototox-

ic solution.

“{ Corticosteroids administered to dogs, rabbits, and rodents during pregnancy have resulted in cleft palate in offspring. Other congenital anom-
| alles including deformed forelegs, phocomelia, and anasarca have been reported in offspring of dogs which received corticosteroids during

pregnancy.
CIin%cal and experimental data have demonstrated that corticosteroids administered orally or parenterally to animals may induce the first stage

/ .| of parturition if used during the last trimester of pregnancy and may precipitate premature parturition followed by dystocia, fetal death, retained

lacenta, and metritis.
RECAUTIONS: {dentification of infecting organisms should be made either by microscopic roll smear evaluation or by culture as appropriate.

X | Antiblotic susceptibility of the pathogenic organism(s) should be determined prior to use of this preparation.
"1 If overgrowth of nonsusceptible bacteria, fungi, or yeasts occur, or if hypersensitivity develops, treatment should be discontinued and appropri-

ate therapy instituted.
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|Administration of recommended doses of Vetro-Max® ointment beyond 7 days may result in delayed wound healing.

should be closely observed for the usual signs of adrenocorticoid overdosage which include sodium retention, potassium loss, fiuid retention,
ight gain, polydipsia, and/or polyuria. Prolonged use or overdosage may produce adverse immunosuppressive effects.
Use of corticosteroids, depending on dose, duration, and specific steroid, may result in endogenous steroid production inhibition following dru

on back side. Centered.

hdrawal. In patients presen reoeivift:l? or recently withdrawn from corticosteroid treatments, therapy with a rapidly-acting corticosterol
should be considered in especially stress

the cochiea or vestibular apparatus from prolonged contact.
manEg\ at the recommended dose level in dogs (see PRECAUTIONS/SIDE EFFECTS).
IDE EFFECTS:

longed periods of time rge wounds, burns, or any denuded skin, particularly if there is renal ins!
gotemial to produce reversible and irreversible vestibular, cochlear, and renal toxicity.

inr?d ﬂ;lgse of parenteral or systemic synthetic corticosteroids in dogs. Vomiting and diarrhea (occasionally bloody) have been observed in dogs
ai .
Cushing’s me in dogs has been reported in association with prolonged or repeated steroid therapy.

1 Place Pharmacode or UPC here,

| {Avoid ingaestion. Adverse systemic reactions have been observed following the oral ingestion of some topical corticosteroid preparations. Patients

situations. Before instilling any medication into the ear, examine the external ear canal thoroughly to
certain the tympanic membrane is not ruptured in order to avoid the possibility of transmitting infection to the middle ear as well as damaging

XICOLOGY: Clinical and safety studies with gentamicin sulfate, betamethasone valerate, and clotrimazole ointment have shown a wide safe-|"
ntamicin: While amlnoqlaycosides are absorbed poorly from skin, intoxication occur when aminmlyoosides are applied toplca!l¥lfor pro-

to iciency. All aminoglycosides have thel
etamethasone: Side effects such as SAP and SGPT enzyme elevations, weight loss, anorexia, polydipsia, and polyuria have occurred follow-

V|Clotrimazole: The following have been reported occasionally in humans in connection with the use of clotrimazole: erythema, stinging, blistering, |-
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\%>< ’ IingG, edema, pruritus, urticaria, and general irritation of the skin not present before thelapg

<[ |DOSAGE AND ADMINISTRATION: The external ear should be thoroughly cleaned and dried before treatment. Remove foreign material, debris, '

. Ycrusted exudates, etc., with sultable nonirritating solutions. Excessive hair should be clipped from the treatment area. After verifying that the|’

\.))< eardrum Is intact, instill 4 drops from the 7.5 g and 15 g tube, (2 drops from the 215 g bottle) of Vetro-Max® twice dalily into the ear canal of dogsi.

¥ \<’ hing less than 30 Ibs. Instill 8 drops from the 7.5 g and 15 g tube, (4 drops from the 215 g bottle) twice daily into the ear canal of dog’s

"~ }Aweighing 30 Ibs. or more. Massage external ear canal carefully after instillation to ensure appropriate distribution of medication. Therapy should

«’y>< continue for 7 consecutive days. :

}x\( HOW SUPPLIED: Vetro-Max® cintment is available in:

U 759 NDC 0462-0282-75 tubes

2N 159 -~ NDC 0462028215 tubes

X W 215g NDC 0462-0282-24 bottles
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Otomax® cevac susare. vse
BETAMETHASONE VALERATE, USP; AND CLOTRIMAZOLE, USP OINTMENT)
WARNINGS . The use of OTOMAX ointment hias been associated with deafness or partiat hearing loss in a small
number of sensitive dogs {eg, geriatric). The hearing deficit is usually temporary. i o¢ vestibular dysfunction
is noted the course of treatment, discontinue use of OT ointment immediately and flush the ear canat
thoroughly 2 nonototoxic solution.
Carticosteroids administered to dogs, rabbits, and rodents during pregnancy have resulted in cleft palate in offspring.
Other anomalies deformed forelegs, phocomelia, and anasarca have beea reported in offspring
of dogs received corticosteroids during pregnancy. . )
Clinical and experimental data tiave demonstrated that corticosteroids administered oraily or parenterally to animals
may induce the first of parturition if used the last trimester of pregnancy and may precipitate premature
parturition followed by fetal desth, retained placenta, and metritis.
PRECAUTIONS tdentification of infecting ﬁat\isms should be made elther by microscopic roll smear evaluation
:?ﬂqﬂu&nwopm.mhhtkmept lity of the pathogenic organi; should be detenhined prior to use

s preparation. - '

¥ overgrowth of nonsusceptible bacteria, fungi, or yeasts occur, or If hypersensitivity develops, treatment should be
discontinued and appropriate therapy instituted. -
Administration of recommended doses of QTOMAX beyord 7 days may result in delayed wound healing.
Avoid mwmmmmr the oraf ingestion of some topical corti-
costeroid preparations. Patients should be clasely abserved for the usual signs of adrenocorticoid overdosage which
include sodium mm pausshnloss.ﬂuidretewgfl. weight galn, potydipsia, and/or polyuria. Prolonged use or
dosage may d immonosuppressive effects.
Use of corticosteroids, depending on dose, duration, and specific steroid, may result in endogenous steroid produc-
tion inhibition drug withdrawal. in patients emlaeoeivkqurmﬂywﬁmrmfmmmnicostemid
treatrents, therapy 2 rapidiy-acting corticosteroid should be considered in especially stressfil situations.
Before instilling any medication imto the ear, examine the external ear canal thoroughly 10 be certain the tympanic
membxane Is not ruptured in order to avoid the possibility of transmitting infection to the middte ear as well as dam-
aging the cochilea or vestibular apparatus from contact,

TOXICOLOGY Clinical and safety studies with OTOMAX ointment have shown 3 wide safety margin at the
recommended dase level in dogs (see PRECAUTIONS/SIDE EFFECTS).

SIDE EFFECTS

Gentamicin: While aminogfycosides are absorbed poorly from skin, intoxication may occur when aminoglycosides
areapplie:g%laltyforprolonged periods of time to large wounds, bums, or any denuded skin, particuladly if there
is renat i iciency. All aminoglycosides have the potential to produce reversible and irreversible vestibutar,
Y.
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cochiear, and renat toxicity.

Betamethasone: Side effects such as SAP and SGPT enzyme elevations, weight loss, anorexia, polydipsia, and
potyuria have occuared following the use of parenteral or systemic synthetic corticosteroids in dogs. Vomiting and
diarrhea (occasionaily bloody) have been observed in dogs and cats.

Cushing's syndrome in dogs has been reported in association with prolonged or repeated steroid therapy.
Clotrimazole: The following have been reported occasionally in humans in connection withi the use of cfbtrimazole:
erythema, stinging, blistering, peeling, edema, prritus, urticaria, and general irritation of the skin not present before
therapy.

DOSAGE AND ADMINISTRATION The external ear should be thoroughly cleaned and dried before treatment.
Remove foreign material, debris, crusted exudates, etc., with suitable noniri futions. Excessive hair should be
clipped from the treatment area. After verifying that the eardrum is intact, instill 4 drops from the 7.5 g and 15 g tube,
and 1§ g and 30 g bottle (2 drops from the 215 g bottle) of OTOMAX ointment twice daity into the ear canal of dogs
ing less than 30 Wbs. kstill 8 drops from the 7.5 g and 15 g tube, and 15 g and 30 g bottle (4 drops from the
215 g bottle} twice daily into the ear canal of dogs weighing 30 Ibs or more. Massage extemal ear canai carefully
after instiltation to ensure appropriate distribution of medication. Therapy should continue for 7 consecutive days.

HOW SUPPLIED OTOMAX ointment is available in l.gg (NOC 0061-0387-01) and 15 g (NDC 0061-0387-02) tubes
as well as in 215 g (NDC 0061-0387-03), 30 g (NDC 0061-0387-08), and 15 g (NOC 0061-0387-17) plastic bottles.

Store between 2°and 25°C (36° and 77°F). Shake well before use when using the 215 g bottie, 30 g bottie, and 15 g bottie.
Made inCanada. 81-475846

Scheri mgmm Health Corp., Union, NS 07083
Copyright © 1393, 1996, 1997, Schering-Plough Animal Health. All rights reserved. Rev. XX/XX B-XXXXXXXX
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OTOMAX Pt
126 mm X 152 mm

F-XK0000X PRODUCT INFORMATION
NADA #140-89, Aproved by FDA.
" ]

TAMICIN SULFATE, USP
BETAMETHASONE VALERATE, USP; ANO Cl.OTRIMAZOLE USP OINTMENT)

VETERINARY
For Otic Use in Dogs Only

CAUTION: Federal law restricts this drug to use by or on the order of a licensed veterinarian.
Keep this and all drugs out of the reach of children.

DESCRIPTION Each gram of OTOMAX ointment contains gentamicin sulfate, USP equivalent to 3 mg gentamicin
se; betamethasone valerate, USP equivatent to T mg betamethasone: and 10 mg clotrimazole, USP in a minerat oil-

based system containing a plasticized hydrocarbon

PHARMACOLOGY

Gentamicia: Gentamicin sulfate is an aminoglycoside antiblotic active agaiast a wide vaue(yofpaﬂuogen&cgram

negative and gram-positive bacteria. fn vitro tests have determined that imicin is bactericidal and acts by

inhibiting normal protein synthesis in susceptible microorganisms. Specifically. gentamicin is active against the fol-

lowing organisms commonly isolated from canine ears: Staphylococcus aureus, other Staphytococcus spp..

Pseudomonas serugingsa, Proteus spp., and Escherichia coli.

Betamethasone: Betamethasone valerate is a synthetic adrenocorticoid for demmatologic use. Betamethasone, an

analog of prednisolone, has 3 high degree of corticosteroid activity and 8 slight degree of mineralocorticosteroid

activity. Betamethasone valerate, the 17-valerate ester of betamethasone, has been shown to provide anti-inflamma-

tory and antipruritic activity in the topical management of corticosteraid-responsive otitis extera.

Topical corticosteroids can be absorbed from normal, intact skin. inflammation can increase percutaneous absorp-
tion. Once sbsorbed through the skin, topical corticosteroids are handied through pharmacokinetic pathways similar
to systemically administered corticosteroids.
moﬁmmle.awmolelsabmadspectmmumfmgal‘:?em that is used for the treatment of dermal infections
caused by various species of pathogenic dermatoptiytes and yeasts. The primary action of clotrimazole is against
dividing and growing organisms.
fn vitro, dotrimazole extibits fungisutnc and icidal activity against isolates of Trichophyton rubrum, Trichophyton
licrosporum. canis, Candida spp., and Malassezia pachydermatis
(Paymsporwncams Resistance to cbtrknazo‘e is very rare among the fungi that cause superficial mycoses.

In an induced otitis extema infected with Malasseria pachydermatis, 1% clotrimarole in the OTOMAX veticle was

effective both microbiotogically and clinically in terms of reduction of exudate, odor, and swelling.

In studies of.the mechanism of action, the minimum fungicidal concentration of clotrimazole caused leakage of intra-

ceflular phasphorus compounds into the ambient medium with concomitant breakdown of ceflular nucteic acids and

accelerated potassium efflux. These events began rapidly and exténsively after addition of the drug.

Clwmzote is very poorly absorbed folkming dermal application.
icin-8 ethasone-Clo {e: By virtue of its three active ingredients, OTOMAX oi has

anubactenal anti-inflammatory, and antll’ungal activity. :

In component efficacy studies, the compatibility and additive effect of each of the comp s were o d

in clinical fieid trials, OTOMAX ointment was effective in the treatment of otitis extema associated with bacteria and

Malassezia pachydermatis. OTOMAX ointment reduced discomfort, redness, swelling. exudate, and odor, and exerted

3 strong antimicrobial effect.

INDICATIONS OTOMAX ointment is indicated for the treatment of canine acute and chronic otitis externa associ-
ated with yeast (Mal. pachydermatis, fy Pityrosporum canis) and/or bacteria susceptible to gentamicin.
CONTRAINDICATIONS I hypersensilivity to any of the components occurs, treatment should be discontinued

and appropriate therapy instituted. Concomitant use of drugs known to induce ototaxicity should be avoided. Do not
use in dogs with known perforation of eardrums.
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‘CODE AREA
12MM

For otic use in dogs only.

Indications: 0TOMAX ® (gentamicin sulfate,
USP: betamethasone valerate. USP. and
clotrimazole, USP ointment) is indicated for
the treatment of canine acute and chranic oti-
tis extema associated with yeast (Malassezia
pachydermatis, formerty Pityrosporum canis)
and/or bacteria susceptible to gentamicin.
Each gram contains: gentamicin sulfate,
USP equivalent to 3 mg gemamicin base;
betamethasone valerate, USP equivalent to
1 mg betamethasone; and 10 mg clotrimazole,
USP in a mineral oil-based system containing
a plasticized hydrocarban gel.

Dosage and Administration: The external
ear should be properly cleaned and dried
before treatment. Remove foreign material,
debris, crusted exudates, etc., with suitable
nonirrtating solutions. Excessive hair should
be clipped from the treatment area. ARer veri-
fying that the eardrum is intact. instill 4 drops
of OTOMAX ointment twice daily into the ear
canal of dogs weighing less than 30 ibs. lnstill
8 drops twice daily into the ear canal of dogs
weighing 30 ibs or more. Massage external
ear canal carefully after instillation to ensure
appropriate distribution of medication.
Therapy should continue for 7 consecutive
days.

Read accompanying

directions carefully.

Store between 2° and 25°C

(36° and 77°F).

Shake well before use.

Otomax°
(GENTAMICIN SULFATE,
USP; BETAMETHASONE
VALERATE, USP; AND
CLOTRIMAZOLE, USP
OINTMENT)

For otic use in
dogs only.

Made in Canada.

Copyright © 1997,
Schering-Plough
Animal Health Corp..
Union, NJ 07083,
All rights reserved.

XXXXXXXX XX/XX
81-180941

NDC 0061-0387-17

Otomax®
(GENTAMICIN SULFATE, USP;

BETAMETHASONE VALERATE, USP;
AND CLOTRIMAZOLE, USP OINTMENT)

Keep Out of Reach
of Children.

Caution: Federal law
restricts this drug to use
by or on the order of a
ficensed veterinarian.

NADA #140-8%.,
Approved by FDA.

Schering-Plough
Animal Health

Otomax®
(GENTAMICIN SULFATE,
USP; BETAMETHASONE
VALERATE, USP; AND
CLOTRIMAZOLE, USP
OINTMENT)

For otic use in
dogs only.

DIE 4021

Otomax’

{(GENTAMICIN SULFATE, USP;
BETAMETHASONE VALERATE, USP;
AND CLOTRIMAZOLE, USP OINTMENT)
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