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DRUG APPLICATION (ANADA) 

ANADA 200-312 

DEXIUM 

(dexamethasone) 

2 mg/mlL Injection 

Cattle, Horses, Dogs, and Cats 

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

Sponsored by: 
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FREEDOM OF INFORMATION SUMMARY 

1. GENERAL INFOItikiUTION: 

a. File Number: ANADA 200-3 12 

b. Sponsor: Cross Vetpharm Group Ltd. 
Broomhill Road 
Tallaght, Dublin 24, b-eland 

Drug Labeler Code: 06 1623 

c. Established Name: 

d. Proprietary Name: 

e. Dosage Form: 

f. How Supplied: 

g. How Dispensed: 

h. . Amount of Active Ingredient: 

i. Route of Administration: 

j. Species/Class: 

k. Recommended Dosage: 

Dexamethasone 

DEXIUM 

Injectable solution 

100 mL multiple dose vial 

Rx 

Each mL contains 2 mg of dexamethasone. 

Intravenously or intramuscularly 

Bovine, equine, canine & feline 

Bovine - 5 to 20 mg intravenously or 
m tramuscularly. 
Equine - 2.5 to 5 mg intravenously or 
intramuscularly. 
Canine - 0.25 to 1 mg intramuscularly or 
intravenously. The dose may be repeated for 
three (3) to five (5) days. 
Feline - 0.125 to 0.5 mg intravenously or 
intramuscularly. The dose may be repeated 
for three (3) to five (5) days. 
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1. Pharmacological Category: 

m. Indications: 

Anti-inflammatory. 

For treatment of primary bovine ketosis and 
as an anti-inflammatory agent in the canine, 
feline, bovine and equine. 

n. Pioneer Product: AZIUM (dexamethasone); 
NADA 12-559 
Schering-Plough Animal Health 

2. TARGETANIMAL SAFETYAND DRUG EFFECTIU?NES!? 

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 fi-om conducting an in viva bioequivalence study 
(55 FR 24645, June l&1990; Fifth GADPTRA Policy Letter; Bioequivalence Guideline, 
October 2002). 

Based on the formulation characteristics of the generic product, Cross Vetpharm Group 
Ltd. was granted a waiver from the requirement for in vivo bioequivalence study for the 
generic product DEXIUM (dexamethasone). The generic product is administered as an 
injectable solution, contains the same active ingredient 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 ingredients. The pioneer product, AZIUM 
(dexamethasone), the subject of Schering-Plough Animal Health, NADA 12-559, was 
approved on March 29,196l. 

3. HUMANSAFETY: 

l Tolerance 
A tolerance is not required because one was not required for the pioneer product. 

l Withdrawal Time 
A withdrawal period is not required because one was not required for the pioneer product. 
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l Regulatory Method for Residues 
A regulatory method is not required because one was not required for the pioneer product. 

Human warnings are provided on the product label as follows: “‘For Animal Use Only” 
“Keep Out of Reach of Children” 

4. AGENCY CONCLUSIONS: 

This ANADA submitted under section 5 12(b)(2) of the Federal Food, Drug, and 
Cosmetic Act satisfies the requirements of section 5 12(n) of the Act and demonstrates 
that DEXIUM, 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 
indicated below: 

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

Generic Labeling for ANADA 200-3 12 
DEXIUM- 100 mL vial size and insert 
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PRODUCT 
INFORMATION 

F.7008413 

AZllJM@ 
brand of dexamethasone 

Aqueous Suspension-2 mg./eo. 
for intramuscular injection 
Solution - 2 mg./cc. 
for intravenous or intramuscular injection 
Veterinary 

OESCflIPTlOM AZlUhl is a synthetic analogue of pradnisolone, having similar but more potent anti- 
inflammatory therapeutic action and diversified hormonat and metabolic effects. Modification of the 
basic corticold structure as achieved in AZIUM offers enhanced anti-Inflammatory effect compared to 
older cortlcosteroids. The dosage of AZIUM required is markedly lower than that of prednisone and 
prednisolone: 

AZIUM is not specie specific, however, the veterinarian should read the sections on indications, 
dosage, side effects, contraindications and precautions before this drug is used. 

AZIUM Aqueous Suspension Is intended for intramuscular administration. Each cc. contains 2 mg. 
dexamethasone, 10 mg. sodium citrate dihydrate, 0.15 mg. methylcellulose, 9 mg. benzyl alcohol, 1.8 mg. 
methylparaben and 6.2 mg. propylparaben as preservatives; water for injection q.s. 

AZIUM Solution Is intended for intravenous or intramuscular administration. Each cc. contains 
2 mg. dexamethasone, 500 mg. polyethylene glycol 400, 9 mg. benzyf alcohol, 1.8 mg. methylparaben 
and 0.2 mg. propylparaben as preservatives, 4.75% alcohol, water for injection 4.s. 
EXPERIMENTAL STUDIES: Experimental animal studies on dexamethasone have revealed it possesses 
greater anti-inflammatory activity than many steroids. Veterinary clinical evidence indicates dexa- 
methasone has approximately twenty times the anti-inflammatory activity of prednisolone and seventy 
to eighty tfmes that of hydrocortisone. Thymus involution studies show dexamethasone possesses 
twenty-five times the activity of prednisolone. In reference to mfneralocorticoid aotivity, dexamethasane 
does not cause significant sodium or water retention. ~Metebollc balance studies stioiv that animals on 
controlled and llmlted protein intake will exhlbit nltrogen losses on exceedingly hlgh dosages. 
INDICATIONS: AZIUFA Aqueous Suspension and AZIUM Solution are indicated for the treatment of 
primary bovine ketosis and as an anti-inflammatory agent in the canine, feline, bovine and equine. 

As supportive therapy, AZlUkl may be used in the management of various rheumatic, allergic, derma- 
tologic and other diseases known to be responsive to anti-inflammatory cortlcosteroids. AZHJM Solu- 
tion may be used intravenously as supportlve therapy when an immediate hormonal response is required. 
Bovine Ketosis 

Both AZIUM Aqueous Suspension and AZIUM Solution are offered for the treatment of primary ketoSls. 
The gluconeogenic effects of AZIUM, when administered intramuscularly, are generally noted within 
the first 6 to 12 hours. When AZIUM Solution is used intravenously, the effects may be noted sooner. 
Blood sugar levels rise to normal levels rapidly and generally rise to above normal levels within 12 to 
24 hours. Acetone bodies are reduced to normal concentrations usually within 24 hours. The physical 
attitude of animals treated w,ith AZIUM brightens and appetite improves, usually within 12 hours. 
Milk production, which is suppressed as a compensatory reaction in this condition, begins to Increase. 
In some instances. it mav even suraass Drevious Deaks. The recovery process usually takes from three 
to seven days. - 

. . 
/ 

AZIUM may be used as supportlve therapy in mastitis, metrltis, traumatic gastritis and p)‘elonephrltis, 
while aoprooriate arimarv theraov Is admfnistered. In these cases. the corticosteroid combats accompany 
ing stress and enhances ihe feeling of general well-belng. 

AZIUM may also be used as supportive therapy in inflammatory condltfons, such as arthritic condi- 
tions, snake bite, acute mastitis, shipping fever, pneumonla, laminltis and retained placenta. 
Equine 

AZIUM is indicated for the treatment of acute musculoskeletal inffammations, such as bursitis, 
carpltis, osselets, tendonltis, myosltls and sprains. If boney changes exist In any of these conditions, 
joints, or accessory structures, responses to AZIUM cannot be expected. In addltlon, AZIUM may be used 
as supportive therapy in fatigue, heat exhaustion, Influenza, laminftis and retained placenta provided 
that the primary cause is determined and corrected. 
Copyright 0 1970, Schering Corporatlon. All rights reserved. 
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brand of dexamethasone 
Aqueous Suspension-P kg./cc. 
fur intramuscular injection 
Solution-2 mg./ce. 
for intravenous or intramuscular injection 
Veterinary 

Canine and Feline 
AZIUM as supportive therapy may be used in non-specific dematosls such as summer eczema and atopy. 

Primary etiology should be determined and therapy instituted to correct it. The pruritus accompanying 
these conditions usuafly subsides within a few hours, followed by regression of inflammatory lesions. 

AZIUM may be used as supportive therapy pre- and post-operatively to enhance recovery of poor 
surgical risks, provided that full antibiotic coverage is instituted. 

AZIUM, as supportive therapy, may be used in inflammatory conditions such as acute arthritic condl- 
tions. If honey changes exist, response to AZIUM cannot be expected. AZlUM may be used as supportive 
therapy in canine posterior paresis. 
ADMINISTRATION AND DOSAGE Therapy with AZIUM, as with any other potent corticosteroid, should he 
individualized according to the severity of the condition being treated, anticipated duration of steroid 
therapy and the animal’s threshold or tolerance for steroid excess. 

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

Bovine-AZIUM Solution-5 to 20 mg. intravenously or intramuscularly. 
AZIUM Aqueous Suspension-5 to 20 mg. intramuscularly. AZIUM Boluses, AZIUM Powder or AZtUM Oral 

Solution may be administered or the parenteral dose repeated ‘as needed. 
Equine-AZIUM Solution-2.5 to 5 mg. lntr!&enously or intramtiscutarly. 
AZIUM Aqueous Suspension-5 to 20 mg. ihtramuscular4y. AZIUM Bolt&es, AZIUM Powder, or AZIUM 

Oral Solution may be administered or the parenteral dose repeated as needed. 
Canine-AZIUM Solution-O.25 to 1 mg.,intravenously or intramuscularly. The d&se may be &p&ted 

for three to five days or until a response is noted. 
If the condition being treated Is of a chronic nature, AZIUM Tablets or AZIUM Oral Solution may be 

admlnistered at a dose of 0.25 to 0.5 mg. per day as maintenance dosage. 
Feline-AZIUM Solution-O.125 to-O.5 mg. intravenously or intramuscularly. The dope may be repeated 

for three to five days or until a response is noted. 
AZIYM Aqueous Suspension-O.125 to 0.5. mg. Intramuscularly. The dose may be, repeated !or thfee to 

five days or until a respon$e.is noted. \ 
I! the condition btiing treated is of a chronic nature, AZIUM tablets or AZIUM Oral Solution may be 

administered at a dose of 0.125 or 0.25 mg. per day as maintenance dosage. 
CONTRAINDICATIONS Except for emergency therapy, do not use in anlmals wlth chronic nephritis and 
hypercorticalism (Gushing’s syndrome). Existence of congestive heart failure, diabetes and osteoporosis 
are relative contraindications. Do not use in viral infections during the viremic stage. 
PRECAUTIONS Animals recelvine: AZIUM should be under close observation: Because of the antl-inflam- 
matory action of corticosteroids, signs of infection may be masked and it may be riecessary tb stop 
treatment until a further diagnosis is made. Overdosage of some glucocorticoids may result in sodium re- 
tention. fluid retention. ootassium loss and weight Rain. 

AZlUivl may be adml&te‘red to animals withacuie or chronic bacterial infections urovlding the infec- 
tions are controlled with appropriate antibiotic or cheniotherapeutic agents. 

Doses greater than those recommended in horses mav oroduce a transient drowsiness or letharev in 
some hories. The lethargy usually abates in 24 hours. . . 
WARNING Clinical and experimental data have demonstrated that wrticosteroids administered orally 
or parenterally to animals may induce the first stage of parturition when administered during the ,last 
trimester of pregnancy and may precipitate premature parturition followed by dystocia, fetal death, 
retained placenta, and metritis. 
SIDE EFFECTS Side effects, such as weight loss, anorexia, diarrhea, polydlpsia, and polyuria have 
occurred following use of synthetic cortlcosteroids. 
HOW SUPPLIED AZIUM Aqueous Suspension, 2 mg. per cc., 5 cc. multiple #ose vial, box of 6. 

AZIUM Solution, 2 mg. per cc., 100 cc., multiple dose vial, box of 1. 
June, 1970 

Scherlng Corporation 
Bloomfield, N.J. 07;003 



CAlfTtONz Federal law restricts this drug to usa by or on the order of a 
vetadnadan. 
DESCRIPTlOW: Dexamethasone Solutton is a synthetic ana&nra of 
predntsolone, hadnQ shnttar but mme potent antt-inftammatory 
tberageutic actton and dlwrsiffed homnmal and matabolic effects. 
McdlflcaUon of tfre bask c~rtfcofd structure as achtavad In De&m”” 
offers enhanced antl”lnftarmnatory effect compared to older 
wMsten%ds. The dss&e al Dexium’* rewired is markedly lower than 
that of prednkone and pradnGolone. 
Daxlum~ Is not spscks-spech7m however, tbe veterinarian should read the 
sectiws WI lND!CATIONS, DOSAGE, SIDE EFFECTS, 
CONTGAtNOICATIONS. PRECAUTIONS, and WARNINGS before this drug 
IS used. 
DaxtumN Is intended for lntravenou~ or tntramuscutar administratton. 
5acbmLcnntatnsZrng dewmthmne, 500 q p@thykw p&ol400,9 
rng bmyl alcohol, 1.8 mr~ methylpsnben and 0.2 mg pmpylperaban as 
~reawatlvas, 4.75% alcobot, HCI to adiust ptl to approximately 4.9, water 
for Inj ml U.S. 

G ALL TYPE SHOULD BE .I25 
AWAY FROM EDGE OF DIELINE 

5XPEGlMENTAL INDIES: Ekperlmental anlmal studies on 
dexamethascne have rewaled tt possesses greater anti-Inflammatory 
actfvity than many stamfds. Vetadnary clinkzat avtdence lndlcatas 
dexamethasone has approxlmatafy 20 times tire anti-i~matory acthfty 
of pmdnlsolone and 70 tn SO ttmos that of hydmcortfsone. Thymus 
lnwlutlon studies show dsmmethaaone pnssassas 2.5 5mes the acth@ 
of prednlsokma. In reference to mtneratomtticold aetfvlty, de-one 
does not ceusa slpnSkant sodium or water retantton. Metabofk balance 
sbdks sbv tbat animats on conhdted and lbnked protetn intake will 
exhibit nttrwjen losses on exceadtn@ty Mgb dosnpes. 
INLtICATlDNS: DelumTY is tndkxted for the !raabnent of prtmary bovfne 
ketosls and as an antth#ammstory a@mt In the canine, feline, bovine and 
squlne. 
As supqmttve therap& Dedumrs may be usad in the management of 
vadous rbeumatk, allergic, dermatologtt, and otbar dkeases known to be 
respnnsfve to anMffammatory cortlccetamtds. DexlumM may bs used 
lntravenousty as supportive therapy when an lmrnedtate hormonal 
respms is required. 

Sotine Kstosls 
Dextum~ Is offered for the treabnent nf prhnary ketosis. The 
gluconaoffenk effecm of DaxfumN, when admlnlstered 
lmramnswtariy, are gene&y noted wfthln the fhst 6 to 12 hours. 
Whsn Dexfumw fs used lntravenousty, the affects may be noted 
smr. Blood sugar levels be to normat lavels raptdty and 
generalty dss above normal levek wkfdn 12 to 24 hours. Acetone 
balks am radwed to normst concantraSons usuatfy vdthin 24 
hourn. Ths pbyskal attftude of anlmak treated wttb Dexfum”l 
brightens and appetite impmvss, usualb Mtbln 12 hours. Milk 
pr&cdnn, whkh is suppressed as a compansatnry reactton In thls 
condition, begins to increase. In snme instancas, h may even 
surpass prevfous peaks. The rawery prncass usually takes from 3 
to 7 days. 
..3l~inw mmpy 
DexiumTy may be usad as supporthe therapy In nwthis, matrltfs, 
traumatic gaetrfSs, and pyetonapltrftis, while appropriate prfmary 
therapy is administered. in these cases, the cortfcosterotd cumbats 

accompanyfng stress and enhances the feeling of general wetl- 
balng. 
De&mm may also be used as $upporttva therapy in lnftammatory 
condtttons suck as arthdtlc condlttons, snake bfte, acute masthfs, 
shippfng fever, pneumonia, tamlnltfs, and remlnad p?acsnta. 
Equine 
Dekfumre Is Indicated for the treabnent of acute musoukxkeletal 
inftamnwlm, such as bursitts, carpttls, ossetets, tendonltts. 
myasitk. and sprains If honey changes exist In any of tbeee 
condhlons, faints, or accessory structuras, a response to Dextumw 
cannot be expected. In addftfon, DaxtumN may bs used as 
supptive therapy In fattgue, haatexbaustkm. fnfiuenla IamhM. 
and retafnad placenta provided Stat tire prfmary cause Is datermined 
and corrected. 
Canine and F&E 
Dextum~as suppodfve therapy may b-s used in nonspectftc 
dermatosis such as eczama and atopy. Pdmaw ettotogy should be 
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Lbxhsn’y imy-lx uwl M supfhme titerapy pre and post- 
opersuvety to f&noa twovery ol puor su~kal *k-3, pmvtded mat 
full amfbktk caverags IS lnstltuled. 
DedunP as supwrtlw lherepy, may he usad in inikmnbstory 
condMos such as e&e arthdfk cornftUons. 11 honey changes exist 
a reexmse to Dextum~ cannot be exueckd. Dexfumre may be used 
as suppattlw therapy bl rphte posteiror per@. 
AMUlHlSTRATfOW AH0 IXJSME: Therapy with Dexlum”? as wfth 
any oUwr potent wrtkosterold, should be lndMdualked accotdin~ 
to tfw stwtty of the conditkn hehtg treated, antktpated duratkn of 
sterot4 therapy, and anlmafs threshold or tderance for stemtd 

?r%ent may ba changed aver to De%km’b from any other 
gluwcQrtkold with propsr mdWtktl or adkshnent Of dose&t-s. 
5oWr: DexfumY 5 - 20 mg ktra~ously or intramuscufarty. 

Equine: Dexfum? 2.5 - 5 mg ktravenousfy or Intramuscubdy. 
c?.nbte:rmxium’*:o.25-1 ~i~rn~~, 
Thedosmaybare@atiforthree(3)tooRve(5)days. 
Fdhw: OexhtnP: 0.125 - 0.5 mg httrawnoudy or hdmmuscu&$. 
Thedosemayberepeatedforthree(S)to~(S)~. 
CONlWdNDICATLOI: Except for emergent theraf~, do not use in 
anlmds v&h chmnk nephrMs and hyper-codkalkm (Cushlng’s 
syndrome). 5xlstence of cong&fve heart faffure, dfabetes, and 
osteofromsts am mlatfve contrabtdkatfons. Do not use in vfrat 
htfectkns durbtff the vhemk stage. 
PUECAUWOHS: Animak receklng Dexlumnl shoufd be under dose 
cbservmkn. Bwause of the anh&ffammatory actkn of 
wrtlmsterolds. duns of kfs&on ma+ be masked and ft rnav be 
nemsary to stbp’iraabnent until a fuiirdkgnosk Is made. 
Overdosqe of some ghrcrmmcorcls mey result in sodfum retentkn, 
Ruld retenUon, potassfum kss, and web@ gain. 
De&m”” may be admlnlskred to animafs whh acuta or chmnk 
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bacterlaf kfedkns prodding Ihe kfedhm am controlfed wfth approprhde 
an3~or~~~. 
Roses greater than those moommended In horses mey produm translent 
drowsiness or ktharoy in some homes. The kthargy usually abates in 24 
hours. 
Use of cortkosterofds, depending on the dose, duratkn. and speclfled 
stemtd, may msuft in inhlbhkn of endogenous stemfd production 
folkwhm druo Wtdrawal. In Wents ~reeentU re+eMno or recently 
witfmrsim f&n systemk corbcosterofd treatments, therapy wfth a rafrtdly 
acdng wrtksterotd should be con&red In unusually stress&l sltuafkns. 
WAJlNIUOSz Cllnkal and sxperhoentd da& have dsmonshated that 
wrtlwstemMs admbtkbned oralty or pareoterafty to anfmafs may biduca 
the fhs3 stage of parturlUon when admbdskmd during the last trbneskr of 
pregnancy and my precifrbate prematura parturltkn followed by dystock, 
fetal death, mtahted ptacenfa, and mebftls. 
Addhlona5y, cortfcosterofds adnikktemd to dogs, rabbits, and rodents 
durlm Drermew have m04tc6d deft oalate. Other congenftal an~malles 
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reported In offspring of dogs whkh recetved wrtkosterohts dudng 
wegw. 
A wtihdrawel padod has oat been gbblfsbed for Uds prodeal in pn- 
rumhlmhltt wbs. Do nof use in calvea to bs t?mcwud for Wm. 
SIDE EPPtTCT3: Sfde effects, sudt as SAP and f&T enzyme ek’fatkns. 
wefght toes. anoreda. pofydtpsfa, and pofyuda, have occurred folfowfng 
the use of synthetic cortkostemhfs In dogs. Vnmhfng sod d&rhea 
(o~sknalty Moody) have been observed In cats and dogs. Cushlng’s 
sjndrome In dcgs has been rspotted in assoctaUon wtth proloqsd or 
repsated steKw lherapy. 
Cortkostemlds reportedly cause kmtnftfs in horses. 
HOW SUPPLfED: DexlumW, 2 mg per ml 100 mL mutffpfa dose vial. 
STORAOE: Store between 2” and 30’ C (W and WF). 
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