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SUITABILITY PETITION 

IDENTIFICATION OF PETITIONER: 

This Suitability Petition is submitted on behalf of Vetoquinol N.-A., Inc. of Canada under Section 512 
(n)(3) of the Federal Food, Drug, and Cosmetic Act. 

ACTION REQUESTED: 

The petitioner requests permission from the Commissioner to file an Abbreviated New Animal Drug 
Application (ANADA) for a different dosage form of an approved pioneer product. The pioneer 
product is Lloyd, Inc.‘s PREDNISTABO (prednisolone, USP) Tablets, approved by the Food and 
Drug Administration under NADA 140-921. Prednisolone is a potent anti-inflammatory steroid 
approved for use in dogs. A copy of the pioneer product labeling (package insert) is included 
(Attachment I). 

The ANADA will provide for the use of a palatable oral paste dosage form for administration to dogs 
rather than the tablet form of the pioneer product. Both the proposed and the pioneer products are 
delivered orally. The product will be formulated to contain 5 mg or 25 mg prednisolone, USP per mL 
of a palatable paste in an oil base. The pioneer product is formulated to contain 5 or 20 mg of 
prednisolone, USP per tablet. Both the proposed and pioneer products are provided to affected 
animals at the rate of 2.5 to IO mg prednisolone per pound of body weight per day in divided 
dosages. 

The product labeling will provide for indications, recommended dosages, contraindications, 
precautions and warnings identical to the pioneer product. Draft labeling for the proposed product 
is provided (Attachment II). 

The proposed product label will differ from the pioneer product specifically as follows: 

1. Labeled as “Paste” rather than “Tablet”. 

2. 

3. 

Contents are labeled as prednisolone, USP per mL of paste rather than per tablet. 

The Dosage and Administration instructions will be revised to describe delivery of 
the paste drug product using a HDPE syringe equipped with an adjustable ring to 
deliver a specified dose. 

4. It is anticipated that stability studies will support storage at room temperature 
conditions. Stability studies will be conducted to confirm recommended storage 
conditions. 

5. The net contents of the containers are yet to be determined. 

STATEMENT OF GROUNDS: 

The proposed product contains the same active ingredient and will be labeled with the same 
indications, recommended dose rates, contraindications, precautions and warnings as the approved 
pioneer product. Because of oral administration and absorption after the prednisolone is dissolved 
in the stomach, the clinical effect for both drugs is expected to be similar. The sponsor intends to 
provide results of blood level bioequivalency testing to demonstrate efficacy and safety of the 



product as well as palatability information for the product. 

ENVIRONMENTAL IMPACT: 

The action of submitting this Suitability Petition and its review by the FDA - Center for Veterinary 
Medicine is not expected to have an environmental impact. The action requested qualifies for 
categorical exclusion under 21 CFR Part 25.30(h) from the requirement for an environmental 
assessment and, to the best of the sponsors knowledge, no extraordinary circumstances exist. 

ECONOMIC IMPACT: 

An “Economic Im.pact” analysis of this action will be provided if requested by the Commissioner. 

CERTIFICATION: 

Vetoquinol N.-A. Inc. certifies that this suitability petition contains all information known to them 
which is unfavorable to the petition. 

Vetoquinol N.-A. Inc. 
2000 chemin Georges 
Lavaltrie, Quebec, Canada, JOK 1 HO 

Attachments 

1. Pioneer Product Label 
2. Proposed Product Label 



ATTACHMENT I 

Vet-A- Mix@ PrednisTabsB Labeling 



matoid arthritis). in chronic conditions, and in rheumatoid arthritis 
especially, it is important that the reduction in dosage from initial to 
maintenance dose levels be accomplished slowly. The maintenance 
dose level should be adjusted from time to time as required by fiuc- 
tuation in the activity of the disease and the animal’s general status. 
Accumulated experience has shown that the long-term benefits to 
be gained from continued steroid maintenance are probably greater 
the lower the maintenance dose level. In rheumatoid arthritis in 
particular, maintenance steroid therapy should be at the lowest pos- 
sible level. 
Important: In the therapeutic management of animal patients with 

chronic diseases such as rheumatoid arthritis, prednisolone should 
be regarded as a highly valuable adjunct, to be used in conjunction 
with, but not as replacement for, standard therapeutic measures. 

DOSAGE: 2.5 mg per 70 lb (4.5 kg) body weight per day. Average 
total dai/y oral doses for dogs are as follows: 
5 to 20 lb (2 to 9 kg) body weight . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 1.25 to 5 mg 

20 to 40 lb (9 to 18 kg) body weight . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 5 to 10 mg 
4Oto80Ib(18to38kg)bodyweight . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . lOto20mg 
80 to 160 lb (36 to 73 kg) body weight . , . . . . . . . . . . . . . . . . . . . . . . ..20 to 40 mg 

The total daily dose should be given in divided doses, 6 to 10 hours 
apart. 

HOW SUPPLIED: PrednisTab is available as 5 mg compressed 
quarter-scored tablets in bottles of 1000 and 20 mg compressed 
quarter-scored tablets in bottles of 500 and 1000. 

STORAGE: Store at controlled room temperature 15” - 30°C 
(59” - 86OF). 
Manufactured by 
VET-A-MIX 
Shenandoah, Iowa 51601 U.S.A. 

References 
1. Liddle, G. W. 1958. Studies of structure-function relationship of 

steroids. II. The 6 alpha-methylcorticosteroids. Metab. Clin. 
Exp. 7:405-415. 

2. Haynes, R. C., Jr. 1990. Adrenocorticotropic hormone; adreno- 
cortical steroids and their synthetic analogs; inhibitors of the 
synthesis and actions of adrenocorticaf hormones. Pages 1431- 
1462 h A. G. Gilman et al, eds. The Pharmacological Basis of 
Theraoeutics. 8th Ed., Pergamon Press, Elmsford, New York. 

NADA # 140-921, Approved by FDA 

Cl@J) 
PrednisTab@ 

(Brand of Prednisolone, USP) 
For Oral Use in Dogs Only 

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

DESCRIPTION: Prednisoione, like methylprednisolone, is a potent 
anti-inflammatory steroid. Prednisolone, 11,17,21-trihydroxypregna- 
1,4-diene-3,20-dione, is a synthetic dehydrogenated analogue of 
cortisone. Prednisolone and methyiprednisolone have a greater 
anti-inflammatory potency and less tendency to induce sodium and 
water retention than the older cotticoids, cortisone and hydrocorti- 
sone. The relative anti-inflammatory potency for hydrocortisone is 
1 .O; cortisone is 0.8; prednisolone is 4 and methylprednisolone is 5. 
The relative sodium retaining potency for hydrocortisone is 4; 
prednisolone is 3 and methyiprednisolone is 2.1.2 

INDICATIONS: PrednisTab is intended for use in dogs. The indica- 
tions for PrednisTab are the same as those for other anti-inflamma- 
tory steroids and comprise the various collagen, dermal, allergic. 
ocular, otic, and musculoskeietal conditions known to be respon- 
sive to the anti-inflammatory corticosteroids. Representative of the 
conditions in which the use of steroid therapy and the benefits to be 
derived therefrom have had repeated confirmation in the veterinary 
literature are: (1) dermal conditions, such as nonspecific eczema, 
summer dermatitis, and burns; (2) allergic manifestations, such as 
acute urticaria, allergic dermatitis, drug and serum reactions, bron- 
chial asthma, and pollen sensitivities; (3) ocular conditions, such as 
iritis, iridocyclitis, secondary glaucoma, uveitis, and chorioretinitis; 
(4) otic conditions, such as otitis externa: (5) musculoskeletai con- 
ditions, such as myositis, rheumatoid arthritis, osteoarthritis, and 
bursitis; (6) various chronic or recurrent diseases of unknown etiol- 
ogy such as ulcerative colitis and nephrosis. 

in acute adrenal insufficiency, prednisolone may be effective be- 
cause of its ability to correct the defect in carbohydrate metabolism 
and relieve the impaired diuretic response to water, characteristic of 
primary or secondary adrenal insufficiency. However, because this 
agent lacks significant mineraiocorticoid activity, hydrocortisone 
sodium succinate, hydrocortisone, or cortisone should be used when 
salt retention is indicated. 



CONTRAINDICATtONS: Do not use in viral infeciions. Prednisolone, 
like methylprednisolone, is contraindicated in animals with peptic 
ulcer, cornea1 ulcer, and Cushingoid syndrome. The presence of 
diabetes, osteoporosis, predisposition to thrombophlebitis. hyper- 
tension, congestive heart failure, renal insufficiency, and active tu- 
berculosis necessitates carefully controlled use. Some of the above 
conditions occur only rarely in dogs but should be kept in mind. 

CAUTION: Because of its inhibitory effect on fibroplasia, 
prednisolone may mask the signs of infection and enhance dissemi- 
nation of the infecting organism. Hence, all animal patients receiv- 
ing prednisolone should be watched for evidence of intercurrent in- 
fection. Should infection occur, it must be brought under control by 
use of appropriate antibacterial measures, or administration of 
prednisolone should be discontinued. 
Warning: Not for human use. Clinical and experimental data have 

demonstrated that corticosteroids administered orally or by injec- 
tion to animals may induce the first stage of parturition if used dur- 
ing the last trimester of pregnancy and may precipitate premature 
parturition followed by dystocia, fetal death, retained placenta, and 
metritis. 
Additionally, corticosteroids administered to dogs, rabbits, and ro- 

dents during pregnancy have resulted in cleft palate in offspring. 
Corticosteroids administered to dogs during pregnancy have also 
resulted in other congenital anomalies, including deformed forelegs, 
phocomelia, and anasarca. 

PRECAUTIONS: Prednisolone. like methylprednisolone and other 
adrenocortical steroids, is a potent therapeutic agent influencing the 
biochemical behavior of most, if not all, tissues of the body. Be- 
cause this anti-inflammatory steroid manifests little sodium-retain- 
ing activity, the usual early sign of cortisone or hydrocortisone 
overdosage (i.e., increase in body weight due to fluid retention) is 
not a reliable index of overdosage. Hence, recommended dose 
levels should not be exceeded, and all animal patients receiving 
prednisolone should be under close medical supervision. All pre- 
cautions pertinent to the use of methylprednisolone apply to 
prednisolone. Moreover, the veterinarian should endeavor to keep 
informed of current studies of corticosteroids as they are reported in 
the veterinary literature. 

Use of corticosteroids, depending on dose, duration and specific 
steroid, may result in inhibition of endogenous steroid production 
following drug withdrawal. In patients presently receiving or Fecently 
withdrawn from systemic corticosteroid treatments, therapy with a 
rapid-acting corticosteroid should be considered in unusually stress- 
ful situations. 

ADVERSE REACTIONS: Prednisolone is similar to methylpred- 
nisolone in regard to kinds of side effects and metabolic alterations 

to be anticipated when treatment is intensive or prolonged. In ani- 
mal patients with diabetes mellitus, use of prednisolone may be as- 
sociated with an increase in the insulin requirement. Negative ni- 
trogen balance may occur, particularly in animals that require pro- 
tracted maintenance therapy; measures to counteract persistent 
nitrogen loss include a high protein intake and the administration, 
when indicated, of a suitable anabolic agent. Excessive loss of 
potassium, like excessive retention of sodium, is not likely to be 
induced by effective maintenance doses of prednisolone. However, 
these effects should be kept in mind and the usual regulatory mea- 
sures employed as indicated. Ecchymotic manifestations in dogs 
may occur. If such reactions do occur and are serious, reduction in 
dose or discontinuance of prednisolone therapy may be indicated. 

Side effects, such as SAP and SALT enzyme elevations, weight 
loss, anorexia, polydipsia and polyuria have occurred following the 
use of synthetic corlicosteroids in dogs. Vomiting and diarrhea (oc- 
casionally bloody) have also been observed. Cushing’s syndrome 
in dogs has been reported in association with prolonged or repeated 
steroid therapy. 

Since prednisolone. like methylprednisolone, suppresses endog- 
enous adrenocortical activity, it is highly imporfant that the animal 
patient receiving prednisolone be under careful observation, not 
only during the course of rrearmenr but for some time affer rreat- 
ment is tenninared. Adequate adrenocortical supportive therapy 
with cortisone or hydrocortisone, and including ACTH. must be 
employed promprly if the animal is subjected to any unusual stress 
such as surgery; trauma, or severe infection. 

ADMINISTRATION: The keystone of satisfactory therapeutic man- 
agement with PrednisTab prednisolone tablets, as with other ste- 
roid predecessors, is individualization of dosage in reference to the 
severity of the disease, the anticipated duration of steroid therapy, 
and the animal patient’s threshold or tolerance for steroid excess. 
The prime objective of steroid therapy should be to achieve a satis- 
factory degree of control with a minimum effective daily dose. 
The dosage recommendations are suggested average total daily 

doses and are intended as guides. As with other orally adminis- 
tered corticosteroids, the total daily dose of prednisolone should be 
given in equally divided doses. The initial suppressive dose level is 
continued until a satisfactory clinical response is obtained, a period 
USually of 2 to 7 days in the case of musculoskeletal diseases, aller- 
gic conditions affecting the skin or respiratory tract, and ocular in- 
flammatory diseases. If a satisfactory response is not obtained in 7 
days, reevaluation of the case to confirm the original diagnosis should 
be made. As soon as a satisfactory clinical response is obtained, 
the daily dose should be reduced gradually, either to termination of 
treatment in the case of acute conditions (e.g., seasonal asthma, 
dermatitis, acute ocular inflammations) or to the minimal effective 
maintenance dose level in the case of chronic conditions (e.g., rheu- 



ATTACHMENT II 

Vetoquinol Prednisolone Paste Labeling 



ANADA # XXX-XXX, Approved by FDA 

VETOQUINOL PREDNISOLONE PASTE 
(Prednisolone, USP) 
For Oral Use in Dogs Only 

Edifion Dafe: March 1, 2OOl 

DRAFT LABEL/A/G 

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

DESCRIPTION: Prednisolone, like methylprednisolone, is a potent anti-inflammatory steroid. Prednisolone, 
11,17,21-trihydroxypregnal,4-diene-3,20-dione, is a synthetic dehydrogenated analogue of cortisone. Prednisolone and 
methylprednisolone have a greater anti-inflammatory potency and less tendency to induce sodium and water retention 
than the older cotticoids, cortisone and hydrocortisone. The relative anti-inflammatory potency for hydrocortisone is 1 .O; 
cortisone is 0.6; prednisolone is 4 and methylprednisolone is 5. The relative sodium retaining potency for hydrocortisone 
is 4; prednisolone is 3 and methylprednisolone is 2. I* 

INDICATIONS: Prednisolone Paste is intended for use in dogs. The indications for Prednisolone Paste are the same 
as those for other anti-inflammatory steroids and comprise the various collagen, dermal, allergic, ocular, otic, and 
musculoskeletal conditions known to be responsive to the anti-inflammatory corticosteroids. Representative of the 
conditions in which the use of steroid therapy and the benefits to be derived therefrom have had repeated confirmation 
in the veterinary literature are: (1) dermal conditions, such as nonspecific eczema, summer dermatitis, and burns; (2) 
allergic manifestations, such as acute urticaria, allergic dermatitis, drug and serum reactions, bronchial asthma, and 
pollen sensitivities; (3) ocular conditions, such as iritis, iridocyclitis, secondary glaucoma, uveitis, and chorioretinitis; (4) 
otic conditions, such as otitis externa; (5) musculoskeletal conditions, such as myositis, rheumatoid arthritis, 
osteoarthritis, and bursitis; (6) various chronic or recurrent diseases of unknown etiology such as ulcerative colitis and 
nephrosis. 

In acute adrenal insufficiency, prednisolone may be effective because of its ability to correct the defect in carbohydrate 
metabolism and relieve the impaired diuretic response to water, characteristic of primary or secondary adrenal 
insufficiency. However, because this agent lacks significant mineralocorticoid activity, hydrocortisone sodium succinate, 
hydrocortisone, or cortisone should be used when salt retention is indicated. 

CONTRAINDICATIONS: Do not use in viral infections. Prednisolone, like methylprednisolone, is contraindicated in 
animals with peptic ulcer, cornea1 ulcer, and Cushingoid syndrome. The presence of diabetes, osteoporosis, 
predisposition to thrombophlebitis, hypertension, congestive heart failure, renal insufficiency, and active tuberculosis 
necessitates carefully controlled use. Some of the above conditions occur only rarely in dogs but should be kept in mind. 

CAUTION: Because of its inhibitory effect on fibroplasia, prednisolone may mask the signs of infection and enhance 
dissemination of the infecting organism. Hence, all animal patients receiving prednisolone should be watched for 
evidence of intercurrent infection. Should infection occur, it must be brought under control by use of appropriate 
antibacterial measures, or administration of prednisolone should be discontinued. 

Warning: Not for human use. Clinical and experimental data have demonstrated that corticosteroids administered orally 
or by injection 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 placenta, and metritis. 

Additionally, corticosteroids administered to dogs, rabbits, and rodents during pregnancy have resulted in cleft palate 
in offspring. Corticosteroids administered to dogs during pregnancy have also resulted in other congenital anomalies, 
including deformed forelegs, phocomelia, and anasarca. 

PRECAUTIONS: Prednisolone, like methylprednisolone and other adrenocortical steroids, is a potent therapeutic agent 
influencing the biochemical behavior of most, if not all, tissues of the body. Because this anti-inflammatory steroid 
manifests little sodium-retaining activity, the usual early sign of cortisone or hydrocortisone overdosage (i.e., increase 
in body weight due to fluid retention) is not a reliable index of overdosage. Hence, recommended dose levels should not 
be exceeded, and all animal patients receiving prednisolone should be under close medical supervision. All precautions 
pertinent to the use of methylprednisolone apply to prednisolone. Moreover, the veterinarian should endeavor to keep 
informed of current studies of corticosteroids as they are reported in the veterinary literature. 

Use of corticosteroids, depending on dose, duration and specific steroid, may result in inhibition of endogenous steroid 
production following drug withdrawal. In patients presently receiving or recently withdrawn from systemic corticosteroid 
treatments, therapy with a rapid-acting corticosteroid should be considered in unusually stressful situations. 



ADVERSE REACTIONS: Prednisolone is similar to methylprednisolone in regard to kinds of side effects and 
metabolic alterations to be anticipated when treatment is intensive or prolonged. In animal patients with diabetes 
mellitus, use of prednisolone may be associated with an increase in the insulin requirement. Negative nitrogen 
balance may occur, particularly in animals that require protracted maintenance therapy: measures to counteract 
persistent nitrogen loss include a high protein intake and the administration, when indicated, of a suitable anabolic 
agent. Excessive loss of potassium, like excessive retention of sodium, is not likely to be induced by effective 
maintenance doses of prednisolone. However, these effects should be kept in mind and the usual regulatory mea- 
sures employed as indicated. Ecchymotic manifestations in dogs may occur. If such reactions do occur and are 
serious, reduction in dose or discontinuance of prednisolone therapy may be indicated. 

Side effects, such as SAP and SALT enzyme elevations, weight loss, anorexia, polydipsia and polyuria have occurred 
following the use of synthetic corticosteroids in dogs. Vomiting and diarrhea (occasionally bloody) have also been 
observed. Cushing’s syndrome in dogs has been reported in association with prolonged or repeated steroid therapy. 

Since prednisolone, like methylprednisolone, suppresses endogenous adrenocortical activity, if is highly important that 
the animal patient receiving prednisolone be under careful observafion, not only during the course of freafment but for 
some time after treatmenf is terminated. Adequate adrenocorfical supportive therapy with cortisone or hydrocortisone, 
and including ACTH, must be employed promptly if the animal is subjected to any unusual stress such as surgery, 
trauma, or severe infection. 

ADMINISTRATION: The keystone of satisfactory therapeutic management with prednisolone paste, as with other steroid 
predecessors, is individualization of dosage in reference to the severity of the disease, the anticipated duration of steroid 
therapy, and the animal patients threshold or tolerance for steroid excess. The prime objective of steroid therapy should 
be to achieve a satisfactory degree of control with a minimum effective daily dose. 

The dosage recommendations are suggested average total daily doses and are intended as guides. As with other 
orally administered corticosteroids, the total daily dose of prednisolone should be given in equally divided doses. The 
initial suppressive dose level is continued until a satisfactory clinical response is obtained, a period usually of 2 to 7 days 
in the case of musculoskeletal diseases, allergic conditions affecting the skin or respiratory tract, and ocular inflammatory 
diseases. If a satisfactory response is not obtained in 7 days, reevaluation of the case to confirm the original diagnosis 
should be made. As soon as a satisfactory clinical response is obtained, the daily dose should be reduced gradually, 
either to termination of treatment in the case of acute conditions (e.g., seasonal asthma, dermatitis, acute ocular 
inflammations) or to the minimal effective maintenance dose level in the case of chronic conditions (e.g., rheumatoid 
arthritis). In chronic conditions, and in rheumatoid arthritis especially, it is important that the reduction in dosage from 
initial to maintenance dose levels be accomplished slowly. The maintenance dose level should be adjusted from time 
to time as required by fluctuation in the activity of the disease and the animal’s general status. Accumulated experience 
has shown that the long-term benefits to be gained from continued steroid maintenance are probably greater the lower 
the maintenance dose level. In rheumatoid arthritis in particular maintenance steroid therapy should be at the lowest 
possible level. 

Important: In the therapeutic management of animal patients with chronic diseases such as rheumatoid arthritis 
prednisolone should be regarded as a highly valuable adjunct, to be used in conjunction with, but not as replacement 
for, standard therapeutic measures. 

DOSAGE: 2.5 mg per IO lb (4.5kg) body weight per day. Average total daily oral doses for dogs are as follows: 
5 to 20 lb (2 to 9 kg) body weight . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .., . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 1.25 to 5 mg 
20 to 40 lb (9 to 18 kg) body weight . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 5tolOmg 
40 to 80 lb (18 to 36 kg) body weight . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .._................ lOto20mg 
80 to 160 lb (36 to 73 kg) body weight . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 20 to 40 mg 

The total daily dose should be given in divided doses, 6 to 10 hours apart. 

HOW SUPPLIED: It is intended that the Vetoquinol prednisolone paste will be available in 5 mg/mL or 25 mg/mL 
concentrations. The paste will be supplied in HDPE syringes equipped with an adjustable ring, which can be set to 
deliver the desired dosage. 

STORAGE: Store at controlled room temperature 15” - 30°C (59” - 86°F). [STORAGE RECOMMfNDATlONS TO BE 
CONFIRMED BASED ON STABILITY DATA TO BE SUBMITTED IN THE ANADA.] 
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