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FREEDOM OF INFORMATION SUMMARY

ANADA 200-324

Dexamethasone Injection, 2 mg/mL
(2 mg dexamethasone)

Indications for use: For the treatment of primary bovine ketosis and as an anti-
inflammatory agent in cattle and horses.

Sponsored by:
Veterinary Laboratories, Inc.
Lenexa, KS 66215
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FREEDOM OF INFORMATION SUMMARY

1. GENERAL INFORMATION:

a. File Number:

b. Sponsor:

c. Established Name:

d. Proprietary Name:
e. Dosage Form:

f. How Supplied:

g. How Dispensed:

h. Amount of Active
Ingredients:

1. Route of Administration:
J- Species/Class:

k. Recommended
Dosage:

ANADA 200-324

Veterinary Laboratories, Inc.
12340 Santa Fe Drive
Lenexa, KS 66215

Drug Labeler Code: 000857

Dexamethasone Injection

Dexamethasone Injection 2 mg/mL
Injectable

100 mL multiple dose vial

Rx

Each mL contains: 2 mg dexamethasone;
500 mg polyethylene glycol 400; 9 mg
benzyl alcohol, 1.8 mg methylparaben, and
0.2 mg propylparaben as preservatives;
4.75% alcohol; HCI to adjust pH to
approximately 4.9; water for injection gs.
Intravenously or intramuscularly

Bovine and equine

Bovine-5 to 20 mg
Equine-2.5 to 5 mg
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1. Pharmacological Category: Anti-inflammatory.

m. Indications: Treatment of primary bovine ketosis and as
an anti-inflammatory agent in cattle and
horses.

n. Pioneer Product: Azium® manufactured by Schering-Plough

Animal Health (NADA 12-559)

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 drug 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 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 conducting an iz vivo
bioequivalence study (55 FR 24645, June 18, 1990; Fifth GADPTRA Policy Letter;
Bioequivalence Guideline, October 2000).

Based upon the formulation characteristics of the generic product, Veterinary
Laboratories, Inc. was granted a waiver from the requirement of an in vivo
bioequivalence study for Dexamethasone Injection 2 mg/mL. The generic and the
pioneer product (injectable solutions) contain the same active and inactive ingredients
in the same concentration. The pioneer product, Azium®, the subject of Schering-
Plough Animal Health’s NADA 12-559, was approved on March 29, 1961.

3. HUMAN SAFETY:

There is no tolerance or withdrawal period associated with this or the pioneer product.
Therefore, no human safety data pertaining to residues in food were required.

4. AGENCY CONCLUSIONS:

This Abbreviated New Animal Drug Application (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 Dexamethasone Injection, when used
under its proposed conditions of use, is safe and effective for its labeled indications.
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5. ATTACHMENTS:

Labeling: Pioneer Labeling for NADA 12-559:
Azium®-100 mL vial size and insert

Generic Labeling for ANADA 200-324

Dexamethasone Injection- 100 mL vial size and insert
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Solution
Veterinary

For intravenous
or intramuscular
injection.
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Each mL contains: 2 mg dexamethasone;

500 mg polyethyiene glycol 400; 8 mg benzyl

alcohol, 1.8 mg methylparaben, and 0.2 mg

propylparaben as preservatives; 4.75%

acahal; HC to adjust pH to approximately 4.9;
” water for injection g.s.

Usual Dose:

Bovine~5 to 20 mg

Equine~25t05 mg

Warning: A withdrawal period has not been

established for diis product in pre-nminaing

calves. Donotuseincaivesiobe processedforveat,

Store between 2° and 30°C (36° and 85°F).

Read accompanying directions carefully.

Capyright © 1985, 190, 1931, 1594, 1885,

i s Animat Health,

All rights reserved,

Schering-Plough Animal Health Corp,
Kenitworth, NJ 07033 18081113 Rev. 1/95
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AZIUM {dexamethasone} Solution is a syn-
thetic analogue of prednisolone, having similar
but more potent anti-inflammatory thetapeutic
action angd diversified hormonal and metabolic
effects. Modification of the basic corticoid
structive as achieved in AZIUM offers enhanced
anti-inflammatory effect compared to older cor-
ticosteroids. The dosage of AZIUM required is
markediy lower than that of predaisone and
prednisolone. :

- AZIUM Solution is not species-specific;
however, the veterinarian shotld read the sec-
tions on INDICATIONS, DOSAGE, SIDE
EFFECTS, CONTRAINDICATIONS, PRECAU-
TlDdNS. and WARNINGS ‘before this drug is
used,

AZIUM Solution is intended for intravenous
or intramuscular administration. Each ml con-
tains 2 mg dexamethasone, 500 mg polyethyl-
ene giycol 400, 8 mg benzy! sicohol, 1.8 mg
methylparaben and 0.2 mg propyiparaben as

preservatives, 4.75% alcohol, HCI to adjust pH

to approximately 4.9, water for injection .5,
EXPERIMENTAL STUDIES

Experimental animal studies on dexa-
methasone have revealed it possesses greater
anti-inflammatory activity than many steroids.
Veterinary clinical evidence indicates dexa-
methasone has appm;gzqtate? twenty times the
anti-inflammatory activity of prednisolone and
seventy 1o-gighty times that of hydrocortisone.
Thymus involution studies show dexamethasone
possesses twenty-five times the activity of
prednisolone. In reference to mineralocorticoid

- activity, dexamethasone does not cause signifi-

cant sodium or water retention, Metaholic bal-
ance studies show that animals on controlled
and limited protein intake will exhibit nitrogen
losses on exceedingly high dosages.
INDICATIONS

AZIUM Solution is indicated for the treat-
ment of primary bovine ketosis and as an anti-
inflammatory agent in the bovine and equine.

As supportive therapy, AZIUM Solution may
be used in the management of various theumat-
ic, allergic, dermatologic, and other diseases
known to be responsive to anti-inflammatory
corticosteroids. AZIUM Solution may be used

‘\'wﬁ

brightens and appetite improves, usually within
12 hours. Milk production, which is suppressed
as @ compensatory reaction in this condition,
begins to.increase. In some instances, it may
even surpass previous peaks. The recovery
pracess usually takes from 310 7 days.
Sugpartive Therapy

AZIUM Solution may be used as supportive
therapy in mastitis; metritis, traumatic gastritis,
and pyelohephritis, while appropriate primary
therapy is administered. In these cases, the cor-
ticosteroid combats -accompanying stress and
enhances the feeling of general well-being.

AZIUM Solution may also be used as sup-
portive therapy in inflammatory conditions, such
as arthritic conditions, snake bite, acute mas-
titis, shipping fever, pneumonia, laminitis, and
retained placenta.

Equing

AZIUM Solution is indicated for the raat-

ment of acute musculoskeletal inflammations,
such as bursitis, carpitis, osselets, tendonitis,
myositis, and sprains. #f honey changes exist in

- any of these conditions, joints, or accessory

structures, responses to AZIUM cannot be ex-
pected: in addition, AZIUM may be used as
supportive therapy in fatigue; heat exhaustion,
influenza, laminitis, and retained placenta pro-
vided that the primary caueis determined and
corcected. i

ADMINISTRATION AND DOSAGE -

Therapy with AZIUM Solution, as with any
other potent corticosterdid, should be indivi-
dualized according to the Severity of the con-
dition being treated, anticipated duration of
steroid therapy, end the animal's threshold or
tolerance for sterold excess) ‘

Treatment may be changed over to AZIUM
Solution from any other glucocorticoid with
proper reduction or adjustment of dosage.

Boving-AZIUM Solution-5 to 20 my intra-
venously er intramuscularly. -

M Powder may be administered o the

parenteral dose repeated as needed.

Equine-AZIUM Solution-25 to 5 mg intra-
venously or intramuscularly.

AZIUM Powder may be sdministered or the
parenteral dose repeated as needed.

AN, .

1

=  F130840 PRODUCT . intravenously as supportive therapy when an

— INFORMATION ! immediate hormonal response is required.
=: AnzexmAMn:EmAsoNE R —

==Y alution is offere

= ( Solution - 2 mg/mL ) of primary ketosis. The gluconeogenic effects of
=7¢ polton-zmg/m AZIUM, when adrministered intramustularly, are
&= florintravenous or generally noted within the first 6 to 12 hours.
= intramuscular injection When AZIUM Solution is used intravenously,
i . the effects may be noted sooner. Blood sugar
Veterinary levels rise to normat levels rapidly and generally
CAUTION sise to above normal fevels within 12 10 24
Federal law restricts this drug to use'by or  hours. Acetone bodies are reduced to normal
on the order of 3 licensed veterinarian. concentrations usually within 24 hours. The
DESCRIPTION physical attitude of animals treated with AZIUM

RN




PRODUCT ,

INFORMATION |

AZiUN® o

(DEXAMETHASONE) !
Solution - 2 mg/mL
for intravenous or

intramuscular injection

Veterinary

CONTRAINDICATIONS

 Except for emergency therapy, do not use in
animals with chronic nephritis and hyper-
corticalism (Cushing's syndrome). Existence of
congestive heart failure, diabetes, and osteo-
porosis are relative contraindications.sDo not

i seiren] Bt et Al ot

USE in viral intections auring the viremic stage.

PRECAUTIONS ' ‘

Animals receiving AZIUM Solution should
be under close observation. Because :of the
anti-inflammatory action of corticosteroids,
signs of infettion may be masked and it may be
necessary 1o stopireatment until a further
diagnasis is made. Dverdosage of some gluco-
corticoids may result in. sodium retention, fluid
retention, potassium loss, and waight gain.

"AZIUM Solution may be administered to
animals with-acute or chronic bacteriat infec-
tions providing the infections are controlled
with appropriate antibiotic or chemotherapeutic
agents.

Doses greater than those recommended in
horses may produce a transient drowsiness or. ©
lethargy in some horses. The fethargy usually
abatesin 24 hours. o

Use of corticosteroids, depending on dose, .
duration, and specific sterbid,-may result in
inhibition of endogenous sterdid production
following drug withdrawal. In patients pres-
ently receiving or.recently withdrawn from sys-
temic corticosternid treatments, therapy with a
rapidly acting corticosteroid should be con-
sidered in unusually.ftressful situations.

WARNINGS : .= .~ . »
- Clinical and experimental data have-,

demonstrated that corticosterids administered”
orally or- parenterally to animals may induce the
first stage of parturition when administered
during the last trimester of pregnancy and may
precipitate parturition followed by dystocia,
fetal death, retained placenta, and metrtis.

Additionally, corticosteroids administered
to dogs, rabbits, and rodents during pregnancy,
have produced cleft.palate. Other congenital
anomalies including deformed foretegs, phoco-
melia, and anasarca have been reported in,
offspring of dogs which received corticosterids
during pregnancy.

A withdrawal Keriod has not been
estahlished for:this product in pre-

ey
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ruminating calves. Do not use in calves to
be processed for veal,

SIDE EFFECTS o
Side effects, such as SAP:and SGPT

- enzyme elevations, weight loss, anorexia,

polydipsia, and polydria have 'sécurred
following the use of synthetic corticosteroids in
dogs. Vomiting and diarrhed (occasionally
bloody) have been observed in dogs and cats.
Cushing’s syndrome in dogs has besn re-
ported in association with prolonged or
fepeated steroid therapy. -
. Corticosteroids reportedly cause laminitis
in horses. : T

HOW SUPPLIED .
AZIUM Solution, 2 mg per mL, 100-mL
multiple dose vial, box of 1.

86°F)
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OW SUPPLED
DEXAMETHASDNE INJECTION 2 mg/ml, 100 mi
multiple dose via

Stors betwasn 2 and 30°C 136" and 88°F).
D-2953-04 Rev. 803

Picteib Manufs dby

Spathawk Laboratories,Inc  Vetarinary Laboratories, Inc.
Lenexa, KS 66215, USA Lenaxs, KS 86215, USA

ANADA¥: 200-324, Approvett by FDA

Each mL contains: 2 mg dexameth-
asone. 500 mg polyethylene g!ycol 400;
benzyl alcahoal, m
methy?paraben, and 0.2 mg propv?
paraben as presewaﬂves 4.76%
alcohol; HCl to adjust pH to
approxumately 4.8; water for injection

TAKE TIME @ OBSERVE LAGEL

WML%U tories, Ine. me wmﬂeﬁ, Tne.
Lenoxa,KS 66215, SA  Lenexa, XS 86215, USA

Rev. 6/03 D-2953-04

DEXAMETHASONE INJECTION
2mg/mlL

Solution for inty 8 of

Intramusscular infaction

Vetetinary

CAUTION

Faderal law restricts this drug to use by or on the
order of 3 licensed vetarinarian.

DESCRPTION
DEXAMETHMASONE INJECTION 2 mg/ml s a
siyrthetic anal oquncimdnksolam having sllar but

ore potent sntHnfiammato mpcuuc action and
diversifisd hormonat and metabolic  sffects,
lod re a8

M ] ;] cortisold structy
achiovad in DEXAMEFHASONE INJECTION 2 mg/mbL
offars anhanced anti-inflammatory effact compared to
older cunlcomro!du. The dosage  of
DEXAMETHASONE IN,

markedly lower than that of prednisone and
prednisoione,

28846 » 6/6/03 « black

calise s!gn)ﬁmt sodium or water retention. Matabollc
balance studles show that animals on controlled and
limitad proteln Intake will exhibit nitrogen losses on
exceedingly Mgh dossges,

DEXAMETHASONE INJECTION 2 mg/ml Is indicated
{or the trastment of primary bovine ketosls and as an
anti-inflarmatory agent in the bovine and equine.

supbortive  therapy, DEXAMETHASONE
INJECTI 2 mg/ml, may bs used In the
manggement of “various rheumatic, allergic,
dermatologle, and other diseases known to be
responsiva to uml Innammlto wrﬁcostsmld;
DEXAMETHASON| L may be
used Intravenols s!v as ppo when an
immadiate hormonat responsa is raqu\

Bovina Ketosls

DEXAMETHASONE INJECTION 2 mg/ml. Is offored

for the treatment of ptim: katosis, The

&uwneo‘ﬁmlc effects  of AMETHASONE
qumL, when  adminlstered

Intramusculatly, ars ganerally noted within the first 6

to 12 hours. an XAMETHASONE INJECTION 2

3

mg/mL Is used Intravanously, the effetts may be
noted soonar, Blood sugar levals rise to normal levels
rap!dly and gsnerally figs 1o above nomal ievels
within I Wh:i:omkmmbodmmnducsdlu

n
Bgynlcal attituds Anlmals  troated  with
XAMETHASONE NJEC'ﬂON 2 mglm brightens
anda@ﬁkemovucm , usually witin 12 Mms.MlP«

as 3
reaction in this condition, begins to inctease, In soma
Instances, ft may even surpass previots Jmks
Pracavery process ususlivmcufromstﬂ

INJECTION 2 mg/mi may bs
used 28 supportive therapy in mastiiis, meiritls,
traumatle  gesteitls, and pyek:nwhrms, white

ages, the fociid the@py com| In these
&
stress and suhances the fesling of general well-belng.
DEXAMETHASONE INJECTION 2 mglmme alsobe
used as therapy
canditins, sich a8 sttt conditions, snoka B,
acute mastitls, shlpping {aver, proumonia, laminitls,

[

and retalned placent

EZXA:#E HASONE INJEC'RON 2 mglmL Is Inleated
or &
lnﬂammaﬂom, such as burslﬂs, carpitls, cssalets,
tendonitis, myositis, and sprains. {f bonay changes
exist in any of the conditions, gtnm, rg
structures,  ref onses to METHASON
NSECTION 2

DEXAMETHASGNE |NJECTION m L ma{l
used as supporive therapy In ﬂgue
sxhaus!lon, Influanza, laminit's, and retained

that the primary caves i dmfmk\ed and

cumad

ADMITNISTRATION AND DOSAGE
Therapy with DEXAMETHASONE INJECTION 2

Bovine - DEXAMETHASONE INJECTION 2 mgimL - §
1020 mg intravenously or intramuscularly.
Dexamethasons Powder may be adminictered of the
parenteral dose repeated as noeded,

% uing - DEXAMETHASONE INJECTION 2 mg/ml -
2510 5mg intravenously of intrsmussularly.
Dexamethasons Powder may bo admlnlstmd or the
pareritoral dogs repeatad as
CONTRAINDICATIONS

do fiot use In animals

Except for etmergency thetapy,

whth chironke ni mis and hyparccﬂmallsm (Cushing's

zrndrome Existonce of congastive heart failure,
bem, _and  osteoporesls are  relative

Do not use in vical Infactions during

as with a 'go
should in indeua!lmd aceol lnq 1o the severity of
the condition belng treated, anticipated duration of
storold therapy, and the anlmal‘s threshoid or
tolarance for statold excess,
Trestment may be changed over to
DEXAMETHASONE INJECTION 2 mg/mi from any
other glucogorticold with proper reduction or
adjustment of dosege.

AUTIONS
Anhnnls rocolving DEXAMETHASONE INJECTION 2
£hould be under close obsorvation, Because
of the antl-inflammato uﬁon of corticosterolds,

signs of infection may bs masked and it may be
netessary to stop treatment unﬂl [ funhar dlagnos!s ls
mads. Oy ga of som




DEXAMETHASONE, [ Eehmt comtsos: 2 mg doometh

INJECITON 2 mo/mi B £oereiveneesiion <

DEXAMETHASONE || [oiymerben, and 02 mg propy

parabeff as preservatives; A4.75%

STERI‘I’.E INJECTION it 420wt P 2o

‘eterinary s

FOR ANIMAL USEONLY @ fmm@w
Canstions: Faderat law restricts this drug to use
by or on the order of a licensed vetermarian.
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— Bovine51020mg INJECTION 2 mg/mL mg alcohol, 1.8 m
Equine-25105mg . methylparaben, and 0.2 mg propyl-
DEXAMET HASONE p'ara}l:e{\ :l% , preservgtiv&c; 5.75%
¢ § alcohol; to adjust to
STER“'E "?JECTION approximately 4.9; watejr for igjecﬁon
Veterinary n o
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Caution: Federal law restricts thisdrugtouse [
by or on the order of a licensed veterinarian.
NET CONTENTS: 100 mL Distributed by Manufactured by
rhawk Laboratories, In inary Laboratories,
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