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(302) 934-4049

19 August 2004

Dr. Lonnie Luther, Staff Chief (HFV-102)

C/O: Dockets Management Branch, HFA-305
Room 1061

5630 Fishers Lane

Food and Drug Administration

Rockville, MD 20852

RE: SUITABILITY PETITION FOR REVIEW AND ACTION — CARPROFEN
CHEWABLE TABLETS (JINAD 11-188)

Dear Dr. Luther:

. Please find enclosed a suitability petition for Agency review and action. Intervet
Inc. is requesting permission to file an abbreviated new animal drug application
(ANADA) for a generic carprofen chewable tablet that differs in dosage form from
the pioneer product (Rimadyl®; NADA 141-053).

Your timely review of the enclosed petition will be greatly appreciated.
Please feel free to call (302-934-4049) or e-mail (ruth.lacrosse-

vernimb@intervet.com) me should you have any questions or if | can be of
assistance.

2o e Dol

Ruth LaCrosse-Vernimb
Manager, Regulatory Compliance and Quality Assurance — Pharmaceuticals
Intervet Inc.

Enclosure
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Suitability Petition

Intervet Inc.
Carprofen Chewable Tablet for Dogs
19 August 2004

The undersigned submits this petition under Section 512 (n) (3) of the Federal
Food, Drug, and Cosmetic Act to request the Commissioner of Food and Drugs
to permit the filing of an abbreviated application for a generic carprofen chewable
tablet formulation that differs in dosage form from the pioneer product (Rimadyi®
NADA 141-053).

Action Requested
We are requesting that the Commissioner permit the filing of an abbreviated
application for our proposed chewable carprofen tablet for dogs (trade name to
be determined). The abbreviated application will include bioequivalence and
palatability studies. Our proposed product differs from the pioneer product as
follows:

Pioneer Product
Trade name

Rimady!® (NADA 141-053)

Active ingredients

Carprofen

Dosage form

Scored caplets for oral administration
Strength
Caplets containing 25 mg, 75 mg, or 100 mg carprofen per caplet

Sponsor

Pfizer Animal Health
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Dosage
The recommended dosage for oral administration to dogs is 2 mg/ib
(4.4 mg/kg) of body weight daily. The total daily dose may be administered
as 2 mg/lb of body weight once daily or divided and administered as
1 mg/lb (2.2 mg/kg) twice daily. For the control of postoperative pain,
administer approximately 2 hours before the procedure. Caplets are
scored and dosage should be calculated in half-caplet increments.

Proposed Drug Product

Trade name

To be selected.

Active ingredients

Carprofen

Dosage form

Chewable, single-scored tablets for oral administration

Strength

Chewable tablets containing 25 mg, 75 mg, or 100 mg carprofen per tablet

Sponsor

Intervet Inc.

Dosage

The recommended dosage for oral administration to dogs is 2 mg/lb
(4.4 mg/kg) of body weight daily. The total daily dose may be administered
as 2 mg/lb of body weight once daily or divided and administered as
1 mg/lb (2.2 mg/kg) twice daily. For the control of postoperative pain,
administer approximately 2 hours before the procedure. The chewable

tablets are scored and dosage should be calculated in half-tablet
increments.



Statement of Grounds

Chewable tablets of the same strengths as the pioneer product are being
developed. The tablet formulation will differ from the pioneer product. The
abbreviated application will include bioequivalence studies to demonstrate
equivalency of the proposed drug product to the pioneer product and palatability
studies to demonstrate the palatability of the chewable tablet formulation.

Environmental Impact
Intervet Inc. requests a categorical exclusion from the requirements to file an
environmental impact assessment under 21 CFR 25.33 (d) (1) as the drug is
intended for use in nonfood animals.

Economic Impact

Information pertaining to the economic impact of this petition will be submitted if
requested by the Commissioner.

Differences Between Pioneer and Proposed Drug Product Labeling
The changes in the labeling noted below may not be placed in the same area as
they are located on the pioneer product. The changes noted will be reflected in
the proposed drug product’s labeling in an appropriate manner so that it is clear
and readily understood by the end-user. Please see the attached proposed
labeling.

References to Rimadyl® will be changed to “carprofen” or to the new brand name
as appropriate throughout the labeling.

The Rimadyl® name and logo will be removed and replaced with the new brand
name and logo throughout the labeling.

References to the caplets will be changed to indicate chewable tablets.

The net weight of the product will be changed to reflect the net weight of the
proposed drug product.

The product number will be changed.

The patent number will be removed from the packaging.
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Certification

Intervet Inc. certifies, that to the best knowledge and belief of the undersigned,
this petition includes all information and views on which the petition relies, and
that it includes representative data and information known to the petitioner that
are unfavorable to the petition.

19 Cng A
Carl Johnsod, AM, DVM Date 7
Director, Product Development and Regulatory

Affairs — Pharmaceuticals

Intervet Inc.

29160 Intervet Lane

P.O. Box 318

Milisboro, DE 19966-0318

(302) 934-8051
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“Trade Name” (to be selected)
(carprofen)

Chewable Tablets
Non-steroidal anti-inflammatory drug
For oral use in dogs only

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

DESCRIPTION: “Trade Name” (carprofen) is a non-steroidal anti-inflammatory
drug (NSAID) of the propionic acid class that includes ibuprofen, naproxen, and
ketoprofen. Carprofen is the nonproprietary designation for a substituted
carbazole, 6-chloro-a-methyl-9H-carbazole-2-acetic acid. The empirical formula
is C1sH12CINO2 and the molecular weight 273.72. The chemical structure of

carprofen is:
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Carprofen is a white, crystalline compound. It is freely soluble in ethanol, but
practically insoluble in water at 25°C.

CLINICAL PHARMACOLOGY: Carprofen is a non-narcotic, non-steroidal anti-
inflammatory agent with characteristic analgesic and antipyretic activity
approximately equipotent to indomethocin in animal models."

The mechanism of action of carprofen, like that of other NSAIDs, is believed to
be associated with the inhibition of cyclooxygenase actiwty Two unique
cyclooxygenases have been described in mammals.? The constitutive
cyclooxygenase, COX-1, synthesizes prostaglandins necessary for normal
gastrointestinal and renal function. The inducible cyclooxygenase, COX-2,
generates prostaglandins involved in inflammation. Inhibition of COX-1 is
thought to be associated with gastrointestinal and renal toxicity while inhibition of
COX-2 provides anti-inflammatory activity. The specificity of a particular NSAID
for COX-2 versus COX-1 may vary from species to species.® In an in vitro study
using canine ceII cultures, carprofen demonstrated selective inhibition of COX-2
versus COX-1.* Clinical relevance of these data has not been shown. Carprofen
has also been shown to inhibit the release of several prostaglandins in two
inflammatory cell systems: rat polymorphonuclear leukocytes (PMN) and human
rheumatoid synovial cells, indicating inhibition of acute (PMN system) and
chronic (synovial cell system) inflammatory reactions.”
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Several studies have demonstrated that carprofen has modulatory effects on
both humoral and cellular immune responses.”® Data also indicate that carprofen
inhibits the production of osteoclast-activating factor (OAF), PGE4, and PGE; by
its inhibitory effects on prostaglandin biosynthesis."

Based upon comparison with data obtained from intravenous administration,
carprofen is rapidly and nearly completely absorbed (more than 90%
bioavailable) when administered orally.® Peak blood plasma concentrations are
achieved in 1-3 hours after oral administration of 1, 5, and 25 mg/kg to dogs. The
mean terminal half-life of carprofen is approximately 8 hours (range 4.5-9.8
hours) after single oral doses varying from 1-35 mg/kg of body weight. After a
100 mg single intravenous bolus dose, the mean elimination half-life was
approximately 11.7 hours in the dog. Carprofen is more than 99% bound to
plasma protein and exhibits a very small volume of distribution.

Carprofen is eliminated in the dog primarily by biotransformation in the liver
followed by rapid excretion of the resulting metabolites (the ester glucuronide of
carprofen and the ether glucuronides of 2 phenolic metabolites, 7-hydroxy
carprofen and 8-hydroxy carprofen) in the feces (70-80%) and urine (10-20%).
Some enterohepatic circulation of the drug is observed.

INDICATIONS: “Trade Name” is indicated for the relief of pain and inflammation
associated with osteoarthritis and for the control of postoperative pain associated
with soft tissue and orthopedic surgeries in dogs.

DOSAGE AND ADMINISTRATION: Always provide Client Information Sheet
with prescription. The recommended dosage for oral administration to dogs is 2
mg/lb (4.4 mg/kg) of body weight daily. The total daily dose may be administered
as 2 mg/lb of body weight once daily or divided and administered as 1 mg/lb (2.2
mg/kg) twice daily. For the control of postoperative pain, administer
approximately 2 hours before the procedure. Tablets are scored and dosage
should be calculated in half-tablet increments.

EFFECTIVENESS: Confirmation of the effectiveness of carprofen for the relief of
pain and inflammation associated with osteoarthritis, and for the control of
postoperative pain associated with soft tissue and orthopedic surgeries was
demonstrated in 5 placebo-controlled, masked studies examining the anti-
inflammatory and analgesic effectiveness of carprofen in various breeds of dogs.

Separate placebo-controlled, masked, multicenter field studies confirmed the
anti-inflammatory and analgesic effectiveness of carprofen when dosed at 2
mg/ib once daily or when divided and administered at 1 mg/ib twice daily. In
these two field studies, dogs diagnosed with osteoarthritis showed statistically
significant overall improvement based on lameness evaluations by the

veterinarian and owner observations when administered carprofen at labeled
doses.
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Separate placebo-controlied, masked, muiticenter field studies confirmed the
effectiveness of carprofen for the control of postoperative pain when dosed at 2
mg/Ib once daily in various breeds of dogs. In these studies, dogs presented for
ovariohysterectomy, cruciate repair and aural surgeries were administered
carprofen preoperatively and for a maximum of 3 days (soft tissue) or 4 days
(orthopedic) postoperatively. In general, dogs administered carprofen showed
statistically significant improvement in pain scores as compared to controls.

ANIMAL SAFETY STUDIES: Laboratory studies in unanesthetized dogs and
clinical field studies have demonstrated that carprofen is well tolerated in dogs
after oral administration.

In target animal safety studies, carprofen was administered orally to healthy
Beagle dogs at 1, 3, and 5 mg/Ib twice daily (1, 3 and 5 times the recommended
total daily dose) for 42 consecutive days with no significant adverse reactions.
Serum albumin for a single female dog receiving 5 mg/Ib twice daily decreased to
2.1 g/dL after 2 weeks of treatment, returned to the pre-treatment value (2.6
g/dL) after 4 weeks of treatment, and was 2.3 g/dL at the final 6-week evaluation.
Over the 6-week treatment period, black or bloody stools were observed in 1 dog
(1 incident) treated with 1 mg/lb twice daily and in 1 dog (2 incidents) treated with
3 mg/Ib twice daily. Redness of the colonic mucosa was observed in 1 male that
received 3 mg/lb twice daily.

Two of 8 dogs receiving 10 mg/Ib orally twice daily (10 times the recommended
total daily dose) for 14 days exhibited hypoalbuminemia. The mean albumin level
in the dogs receiving this dose was lower (2.38 g/dL) than each of 2 placebo
control groups (2.88 and 2.93 g/dL, respectively). Three incidents of black or
bloody stools were observed in 1 dog. Five of 8 dogs exhibited reddened areas
of duodenal mucosa on gross pathologic examination. Histologic examination of
these areas revealed no evidence of ulceration, but did show minimal congestion
of the lamina propria in 2 of the 5 dogs.

In separate safety studies lasting 13 and 52 weeks, respectively, dogs were
administered orally up to 11.4 mg/Ib/day (5.7 times the recommended total daily
dose of 2 mg/lb) of carprofen. In both studies, the drug was well tolerated
clinically by all of the animals. No gross or histologic changes were seen in any
of the treated animals. In both studies, dogs receiving the highest doses had

average increases in serum L-alanine aminotransferase (ALT) of approximately
20 1U.

In the 52-week study, minor dermatologic changes occurred in dogs in each of
the treatment groups but not in the control dogs. The changes were described
as slight redness or rash and were diagnosed as non-specific dermatitis. The
possibility exists that these mild lesions were treatment related, but no dose
relationship was observed.
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Clinical field studies were conducted with 549 dogs of different breeds at the
recommended oral doses for 14 days (297 dogs were included in a study
evaluating 1 mg/lb twice daily and 252 dogs were included in a separate study
evaluating 2 mg/lb once daily). In both studies the drug was clinically well
tolerated and the incidence of clinical adverse reactions for carprofen—treated
animals was no higher than placebo-treated animals (placebo contained inactive
ingredients found in carprofen). For animals receiving 1 mg/lb twice daily, the
mean post-treatment serum ALT values were 11 IU greater and 9 |U less than
pre-treatment values for dogs receiving carprofen and placebo, respectively.
Differences were not statistically significant. For animals receiving 2 mg/Ilb once
daily, the mean post-treatment serum ALT values were 4.5 |U greater and 0.9 |U
less than pre-treatment values for dogs receiving carprofen and placebo,
respectively. In the latter study, 3 carprofen-treated dogs developed a 3-fold or
greater increase in (ALT) and/or (AST) during the course of therapy. One
placebo-treated dog had a greater than 2-fold increase in ALT. None of these
animals showed clinical signs associated with laboratory value changes.
Changes in the clinical laboratory values (hematology and clinical chemistry)
were not considered clinically significant. The 1 mg/lb twice daily course of
therapy was repeated as needed at 2-week intervals in 244 dogs, some for as
long as 5 years.

Clinical field studies were conducted in 297 dogs of different breeds undergoing
orthopedic or soft tissue surgery. Dogs were administered 2 mg/Ib of carprofen
two hours prior to surgery then once daily, as needed for 2 days (soft tissue
surgery) or 3 days (orthopedic surgery). Carprofen was well tolerated when used
in conjunction with a variety of anesthetic-related drugs. The type and severity of
abnormal health observations in carprofen- and placebo-treated animals were
approximately equal and few in number (see Adverse Reactions). The most
frequent abnormal health observation was vomiting and was observed at
approximately the same frequency in carprofen- and placebo-treated animals.
Changes in clinicopathologic indices of hematopoetic, renal, hepatic, and clotting
function were not clinically significant. The mean post-treatment serum ALT
values were 7.3 |U and 2.5 U less than pre-treatment values for dogs receiving
carprofen and placebo, respectively. The mean post-treatment AST values were
3.1 IU less for dogs receiving carprofen and 0.2 U greater for dogs receiving
placebo.

CONTRAINDICATIONS: “Trade Name” should not be used in dogs exhibiting
previous hypersensitivity to carprofen.

PRECAUTIONS: As a class, cyclooxygenase inhibitory NSAIDs may be
associated with gastrointestinal and renal toxicity. Effects may result from
decreased prostaglandin production and inhibition of the enzyme cyclo-
oxygenase which is responsible for the formation of prostaglandins from
arachidonic acid.""™ When NSAIDs inhibit prostaglandins that cause
inflammation they may also inhibit those prostaglandins which maintain normal
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homeostatic function. These anti-prostaglandin effects may result in clinically
significant disease in patients with underlying or pre-existing disease more often
than in healthy patients.'>'* NSAID therapy could unmask occult disease which
has previously been undiagnosed due to the absence of apparent clinical signs.
Patients with underlying renal disease for example, may experience exacerbation
or decompensation of their renal disease while on NSAID therapy.'"* The use of
parenteral fluids during surgery should be considered to reduce the potential risk
of renal complications when using NSAIDs perioperatively.

Carprofen is an NSAID, and as with others in that class, adverse reactions may
occur with its use. The most frequently reported effects have been
gastrointestinal signs. Events involving suspected renal, hematologic, neurologic,
dermatologic, and hepatic effects have also been reported. Patients at greatest
risk for renal toxicity are those that are dehydrated, on concomitant diuretic
therapy, or those with renal, cardiovascular, and/or hepatic dysfunction.
Concurrent administration of potentially nephrotoxic drugs should be approached
cautiously, with appropriate monitoring. Since many NSAIDs possess the
potential to induce gastrointestinal ulceration, concomitant use of carprofen with
other anti-inflammatory drugs, such as corticosteroids and NSAIDs, should be
avoided or very closely monitored. Sensitivity to drug-associated adverse
reactions varies with the individual patient. For example, carprofen treatment was
not associated with renal toxicity or gastrointestinal ulceration in well-controlled
safety studies of up to ten times the dose in dogs.

Carprofen is not recommended for use in dogs with bleeding disorders (e.g., Von
Willebrand's disease), as safety has not been established in dogs with these
disorders. The safe use of carprofen in animals less than 6 weeks of age,
pregnant dogs, dogs used for breeding purposes, or in lactating bitches has not
been established. Studies to determine the activity of carprofen when
administered concomitantly with other protein-bound or similarly metabolized
drugs have not been conducted. Drug compatibility should be monitored closely
in patients requiring additional therapy. Such drugs commonly used include
cardiac, anticonvulsant and behavioral medications. It has been suggested that
treatment with carprofen may reduce the level of inhalant anesthetics needed.'®

If additional pain medication is warranted after the administration of the total daily
dose of “Trade Name”, alternative analgesia should be considered. The use of
another NSAID is not recommended.

INFORMATION FOR DOG OWNERS: Carprofen, like other drugs of its class, is
not free from adverse reactions. Owners should be advised of the potential for
adverse reactions and be informed of the clinical signs associated with drug
intolerance. Adverse reactions may include decreased appetite, vomiting,
diarrhea, dark or tarry stools, increased water consumption, increased urination,
pale gums due to anemia, yellowing of gums, skin or white of the eye due to
jaundice, lethargy, incoordination, seizure, or behavioral changes. Serious



adverse reactions associated with this drug class can occur without
warning and in rare situations result in death (see Adverse Reactions).
Owners should be advised to discontinue carprofen therapy and contact
their veterinarian immediately if signs of intolerance are observed. The vast
majority of patients with drug related adverse reactions have recovered when the
signs are recognized, the drug is withdrawn, and veterinary care, if appropriate,
is initiated. Owners should be advised of the importance of periodic foliow up for
all dogs during administration of any NSAID.

WARNINGS: Keep out of reach of children. Not for human use. Consult a
physician in cases of accidental ingestion by humans. For use in dogs only. Do
not use in cats.

All dogs should undergo a thorough history and physical examination before
initiation of NSAID therapy. Appropriate laboratory tests to establish
hematological and serum biochemical baseline data prior to, and periodically
during, administration of any NSAID should be considered. Owners should
be advised to observe for signs of potential drug toxicity (see Information
for Dog Owners and Adverse Reactions).

ADVERSE REACTIONS: During investigational studies of osteoarthritis with
twice daily administration of 1 mg/lb, no clinically significant adverse reactions
were reported. Some clinical signs were observed during field studies (n= 297)
which were similar for carprofen- and placebo-treated dogs. Incidences of the
following were observed in both groups: vomiting (4%), diarrhea (4%), changes
in appetite (3%), lethargy (1.4%), behavioral changes (1%), and constipation
(0.3%). The product vehicle served as control.

There were no serious adverse events reported during clinical field studies of
osteoarthritis with once daily administration of 2 mg/lb. The following categories
of abnormal health observations were reported. The product vehicle served as
control.
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Percentage of Dogs with Abnormal Health Observations Reported in
Osteoarthritis Field Study (2 mg/lb once daily)

Observation Carprofen (n=129) Placebo (n=132)
Inappetence 1.6 1.5
Vomiting 3.1 3.8
Diarrhea/Soft stool 3.1 4.5
Behavior change 0.8 0.8
Dermatitis 0.8 0.8
PU/PD 0.8 -
SAP increase 7.8 8.3
ALT increase 54 4.5
AST increase 2.3 0.8
BUN increase 3.1 1.5
Bilirubinuria 16.3 12.1
Ketonuria 14.7 9.1

Clinical pathology parameters listed represent reports of increases from pre-
treatment values; medical judgment is necessary to determine clinical relevance.

During investigational studies of surgical pain with carprofen, no clinically
significant adverse reactions were reported. The product vehicle served as
control.

Percentage of Dogs with Abnormal Health Observations Reported in
Surgical Pain Field Studies with Carprofen (2 mg/Ib once daily)

Observation* Carprofen (n=148) Placebo (n=149)
Vomiting 10.1 13.4
Diarrhea/soft stool 6.1 6.0
Ocular disease 2.7 0
Inappetance 14 0
Dermatitis/skin lesion 20 1.3
Dysrhythmia 0.7 0
Apnea 1.4 0
Oral/periodontal disease 1.4 0
Pyrexia 0.7 1.3
Urinary tract disease 1.4 1.3
Wound drainage 14 0

*A single dog may have experienced more than one occurrence of an event.

Post-Approval Experience:
Although not all adverse reactions are reported, the following adverse reactions
are based on voluntary post-approval adverse drug experience reporting. The

categories of adverse reactions are listed in decreasing order of frequency by
body system.
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Gastrointestinal: Vomiting, diarrhea, constipation, inappetence, melena,
hematemesis, gastrointestinal ulceration, gastrointestinal bleeding, pancreatitis.

Hepatic: Inappetence, vomiting, jaundice, acute hepatic toxicity, hepatic enzyme
elevation, abnormal liver function test(s), hyperbilirubinemia, bilirubinuria,
hypoalbuminemia. Approximately one-fourth of hepatic reports were in Labrador
Retrievers.

Neurologic: Ataxia, paresis, paralysis, seizures, vestibular signs, disorientation.

Urinary: Hematuria, polyuria, polydipsia, urinary incontinence, urinary tract
infection, azotemia, acute renal failure, tubular abnormalities including acute
tubular necrosis, renal tubular acidosis, glucosuria.

Behavioral: Sedation, lethargy, hyperactivity, restlessness, aggressiveness.

Hematologic: Immune-mediated  hemolytic = anemia, immune-mediated
thrombocytopenia, blood loss anemia, epistaxis.

Dermatologic: Pruritus, increased shedding, alopecia, pyotraumatic moist
dermatitis (hot spots), necrotizing panniculitis/vasculitis, ventral ecchymosis.

Immunologic or hypersensitivity: Facial swelling, hives, erythema.

In rare situations, death has been associated with some of the adverse reactions
listed above.

To report a suspected adverse reaction call 1-800-441-8272.
STORAGE: Store at controlled room temperature 15°-30°C (59°-86°F).

HOW SUPPLIED: “Trade Name” chewable tablets are scored, and contain 25
mg, 75 mg, or 100 mg of carprofen per tablet. Each chewable tablet size is
packaged in bottles containing 60 or 180 tablets.
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For a copy of the Material Safety Data Sheet (MSDS) or to report adverse
reactions call Intervet Inc. at 1-800-441-8272.
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Millsboro, DE 19966

Made in Austria




Dog Owner Information about “Trade Name” Chewable Tablets (carprofen)
“Trade Name" (pronounced “TBD”) for Osteoarthritis and Post-Surgical Pain
Generic name: carprofen (“car-pro-fen”)

This summary contains important information about “Trade Name”. You should
read this information before you start giving your dog “Trade Name” and review it
each time the prescription is refilled. This sheet is provided only as a summary
and does not take the place of instructions from your veterinarian. Talk to your
veterinarian if you do not understand any of this information or if you want to
know more about “Trade Name”.

What is “Trade Name”?

“Trade Name” is a nonsteroidal anti-inflammatory drug (NSAID) that is used to
reduce pain and inflammation (soreness) due to osteoarthritis and pain following
surgery in dogs. “Trade Name” is a prescription drug for dogs. It is available as a
chewable tablet and is given to dogs by mouth.

Osteoarthritis (OA) is a painful condition caused by "wear and tear" of cartilage
and other parts of the joints that may result in the following changes or signs in
your dog:

« Limping or lameness

« Decreased activity or exercise (reluctance to stand, climb stairs, jump or
run, or difficulty in performing these activities)

« Stiffness or decreased movement of joints

To control surgical pain (e.g. for surgeries such as spays, ear procedures or
orthopedic repairs) your veterinarian may administer “Trade Name” before the
procedure and recommend that your dog be treated for several days after going
home.

What kind of results can | expect when my dog is on “Trade Name”?
While “Trade Name” is not a cure for osteoarthritis, it can relieve the pain and
inflammation of OA and improve your dog’s mobility.

« Response varies from dog to dog but can be quite dramatic.

« In most dogs, improvement can be seen in a matter of days.

« If“Trade Name” is discontinued or not given as directed, your dog's pain
and inflammation may come back.

Who should not take “Trade Name”?
Your dog should not be given “Trade Name” if he/she:

» Has had an allergic reaction to carprofen, the active ingredient of “Trade
Name”.
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« Has had an allergic reaction to aspirin or other NSAIDs (for example
etodolac or phenylbutazone) such as hives, facial swelling, or red or itchy
skin.

“Trade Name” should be given to dogs only. Cats should not be given “Trade
Name”. Call your veterinarian immediately if your cat receives “Trade Name”.
People should not take “Trade Name”. Keep “Trade Name" and all medicines out
of reach of children. Call your physician immediately if you accidentally take
“Trade Name”.

How to give “Trade Name” to your dog.

“Trade Name” should be given according to your veterinarian’s instructions. Your
veterinarian will tell you what amount of “Trade Name” is right for your dog and
for how long it should be given. “Trade Name” should be given by mouth and
may be given with or without food.

What to tell/ask your veterinarian before giving “Trade Name”.
Talk to your veterinarian about:

The signs of OA you have observed (for example limping, stiffness).

The importance of weight control and exercise in the management of OA.
What tests might be done before “Trade Name” is prescribed.

How often your dog may need to be examined by your veterinarian.

The risks and benefits of using “Trade Name”.

Tell your veterinarian if your dog has ever had the following medical problems:

« Experienced side effects from “Trade Name” or other NSAIDs, such as
aspirin

Digestive upset (vomiting and/or diarrhea)

Liver disease

Kidney disease

A bleeding disorder (for example, Von Willebrand’s disease)

Tell your veterinarian about:

« Any other medical problems or allergies that your dog has now or has had.
« All medicines that you are giving your dog or plan to give your dog,
including those you can get without a prescription.

Tell your veterinarian if your dog is:
« Pregnant, nursing or if you plan to breed your dog.

What are the possible side effects that may occur in my dog during “Trade
Name” therapy?

“Trade Name”, like other drugs, may cause some side effects. Serious but rare
side effects have been reported in dogs taking NSAIDs, including “Trade Name”.
Serious side effects can occur with or without warning and in rare situations
result in death.

!
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The most common NSAID-related side effects generally involve the stomach
(such as bleeding ulcers), and liver or kidney problems. Look for the following
side effects that can indicate your dog may be having a problem with “Trade
Name” or may have another medical problem:

« Decrease or increase in appetite

e Vomiting
« Change in bowel movements (such as diarrhea, or black, tarry or bloody
stools)

« Change in behavior (such as decreased or increased activity level,
incoordination, seizure or aggression)

Yellowing of gums, skin, or whites of the eyes (jaundice)

Change in drinking habits (frequency, amount consumed)

Change in urination habits (frequency, color, or smell)

Change in skin (redness, scabs, or scratching)

It is important to stop therapy and contact your veterinarian immediately if you
think your dog has a medical problem or side effect from “Trade Name” therapy.
If you have additional questions about possible side effects, talk to your
veterinarian.

Can “Trade Name” be given with other medicines?

“Trade Name” should not be given with other NSAIDs (for example, aspirin,
etodolac) or steroids (for example, cortisone, prednisone, dexamethasone,
triamcinolone).

Tell your veterinarian about all medicines you have given your dog in the past,
and any medicines that you are planning to give with “Trade Name”. This should
include other medicines that you can get without a prescription. Your veterinarian
may want to check that all of your dog's medicines can be given together.

What do | do in case my dog eats more than the prescribed amount of
“Trade Name”?

Contact your veterinarian immediately if your dog eats more than the prescribed
amount of “Trade Name”.

What else should | know about “Trade Name”?

This sheet provides a summary of information about “Trade Name”. If you have
any questions or concerns about “Trade Name”, or osteoarthritis, or
postoperative pain, talk to your veterinarian.

As with all prescribed medicines, “Trade Name” should only be given to the dog
for which it was prescribed. It should be given to your dog only for the condition
for which it was prescribed.

It is important to periodically discuss your dog's response to “Trade Name” at



o
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regular checkups. Your veterinarian will best determine if your dog is responding
as expected and if your dog should continue receiving “Trade Name”.

To report a suspected adverse reaction, call Intervet Inc. at 1-800-441-8272.

Issued “Month 200X”

Intervet

Manufactured for:
INTERVET INC.
Millsboro, DE 19966

Made in Austria
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Caplets
Nou-ster s a: anti-inffai imatory drug
Foi oral ( se ir dogs only
GCAUFION Fe eia lavrestrict, itus lrug to use by or on the order of a icensed veternanan
UES 'RIPTIOR Ry ac A (carpro®en) i a non-steroidal antr- mﬂammatnry drug (NSAID) of the propionic
eced 2lass .ha mc ad s buprofen, ne yrosen and the desig-

raticn for 1s bst ut d ¢wrhazale, 6 shioro-a-mathyl-9H- cnrbaxulu 2-acebic ecid The ampincal
F3rm dla ts Dy 4yy( Nity @ od the niafe sulsr weight 273 72 The chamical structura of carprafen s

cl o
N CHs

|

H
Carp ofen sa wh e, .ryttallng com ound [t)s freely soluble i ethanol, but prachcatly msoluble n
wate at2£°C

CLIN CAL1"HZ RM ACDLOGY. Carpraf2nis 2 . dal ants agent with
char. cten .ic ana gesic snd shbpyr tic activity to n animal
models 1

The mechanis n of ac 10n of carprofe 1, like that of other NSALDs, 1s balreved to be associated with
the inhibition ¢f ¢y foxyg enase acti |ty Two unique cyclooxygenases have been describsd n mam-
mals ’ The cor stiti tiv ) cyc) e, COX-1, for normal
gastr yntastni gn 1onal function T n mdutlblu cyclooxygenase, COX-2, generates prostaglanding
nvoh ed in inflamn stion Inhibition of COX-11s thought to be associated with gastromtestinal and
renal toxicity v/hils miubit on of COX- provides anti-mflammatory activity The spacificity of a per-
tcular NSAID or COX-2 varsus COX- may vary from specias to species 3 In an in vitro study using
canune cell cultwie ., carpiofen demo istrated selective mhibiton of COX-2 versus COX-1 4 Minical
relavance of these da a h1s not been shown Carprofen has also been shown to inhubit tl.. ~ease
of sen eral ro<tagh ntins 10 two infla nmatory cell systems rat polymorphonuclear ieukocytes
(PMM) and hurnan heumatoid synowi 3l cells, indicating inhibison of acute (PMN system) and chronic
[synowai cell syste n) infle mmavary 1 sctions !
Seveial studie, hav & cemonsirated th it carprofen has modufatory effects on bo.n humoral and cellular
mma ¢ res gonses -8 Bata also ndic ita that caiprofen inhibts the production of osteoclast-activating
facto (OAF), P3E;, and PGE; by its nh bitacy effects on prostagtandin biosynthesis §
Base 1 upo 1 comp. nison with dsta of tained from intravenous administration, carprofen 1S rapidiy
and resry conple el ab,orbed (mo e than 90% biosvailable) when admimsterad orally 10 Paak
blaoe plasina zonc entrations are ack ievad in 1-3 hours after oral sdministration of 1, 5, snd
25 my/kg te dogs The me an terminal hali-life of carprofen is approximataely 8 hours (range 45-98
hourt} after singte aral deses varying from 1-35 mg/kg of body weight. After a 100 mg single intra-
venous bolus dpse the mesn slmins 1on half e was spproximataly 11 7 hours in the dog Fymadyl
15 more than 33% tound t1 plasma ps aten and exhibits a very small valume of distbution
Carpiofen $ eliminated in the dog pr manly by biotransformaton 1o the Lver folowad by rapid excre-
tion cf the esultini; retabioltes {the aster glucuronide of carprofen and the ether glucuromides of 2
phenohe matabolit2s 7-hydroxy carf rofen and 8-hydroxy carproten) in the faces (70-80%} and urina
{16-20%) Some ar tes chepahc circul ation of the drug is ohserved - - -
INDICATIONS Rin adyl 1s indicated f or the relef of pain and inflammation associated wath osteo-
arthr us and for the contr 3l of postar erative patn assoctated with soft tissue and orthopedic surg-
eries in dogs
DOSAGE AND ADIANISTRATION Al ways provide Client infarmation Shoet with prescnption The
recommendec dot age foi oral admur istration to dogs 1s 2 mg/b (4 4 mg/kg) of body weight daily The
total daily Josa may be administerad as 2 mg/lb of body waght once daity or dvided and adminis-
tered as 1 ng/1b {Z 2mgA gl twrce da ly For the control of postoperative pam, admimster approx-
matety 2 hours be ore the procedure Caplets are scored and dosage should be calculated in half-
caplet incraments
EFFECTIVENESS 1lonfirm ation of the eHfactivenass of Rimadyl far the ralief of pain and inflammation
associated with e .tsoartntis, and fi r the control of postoperativa pain associated with soft tissue
and orthopedsc surgenas was demo 1strated in 5 placebo-controfled, masked studes examining the
ant-inflammatory and analgesic eff ctiveness of Rimadyl caplets in varncus breeds of dogs
Separata placebo controlled, maske 1, multicentar field studies confirmed the ant-inflammatory and
anslgesic affectivaness of Rimady ¢ aplets when dosed at 2 mg/lb ance day or when drvidad and
administered at 1 ng/th twice daily 1 these two field studias, dogs diagnased with ostecarthiitis
showad stabstica ly signhcant over Il based on [ameness by the veten-
narian and swnar ohservaians whe | admintstered Rimadyl at labeled doses
Separate placeho contralled, maske d, multicanter held studies canfirmad the effectiveness of
Rimady! caplets fcr the ¢ antrol of po stoperatve pain when dosed at 2 mg/lb once daily in vanous
breeds of dogs In these >tudies, dot s presented for avanohystersctomy, cruciate repair and aural
surgenes were admmistered Rimad | preoperatively and for a maximum of 3 days (soft tissue) or 4
days (orthapediL} postoperatively it general, dogs administered Rimadyl showad stauishcatly signr-
1cant impravemen 1 pai1 scares co npared ta controls
ANIMAL SAFETY STUDIES Laborst: ry studies in unanesthetzed dogs and chimcal field studies have
demonstrated that Rimadyl 1s well tc lerated in dogs after oral admmistration
1n target amimat sufety studies, Rime dyl was administered orally to heaithy Beagle dogs at 1, 3, and
5 mg/ib twite dasb {1, 3 and 5 imes he recommended total darly dose) for 42 consecutive days with
no sigmficant advsrse raactions Seium albumin 1or » single female dog recerving 5 mp/lb twice dmly
decreased to 2.1 g/dL after 2 weeks f treatment, retumed to the pre-treatment valua (26 g/di) after
4 weeks of treatmvnt, and was 2.3 g/ 1L at the final 5-wesk svaluation Dver the 6-week trestment
period, black or bloody stools were 1bserved in 1 dog {1 ncident) treated with 1 mg/tb twice darly
and in | dog {2 mcrdents) treated ws h 3 mp/lb twice daily Rednass of the colonic mucosa was
observed i 1 maks that recerved 3 nigAb twice daily
Two of 8 dags recenng 10 mg/ls orally twice danty {10 imes the recommended total daily dose} for
14 days exhibited hypoalbuminemia The meen albumin level in tha dogs recerving this dase was
lower {2 38 g/dL) than each of 2 plac sbo control groups {2 88 and 2.93 g/dL, respactively) Thres nci-
dents of black or bloody stool were ubserved in 1 dog Five of 8 dogs exhibitad reddanad areas of
duodenal mucosa on gross Histologrc of thase areas revealed
no ewdence of ult eration, but did show mimmal congestian of the lamina propna in 2 of the 5 dogs
In separate safety studies lasting 13 and 52 weeks, respectively, dogs were admmnistarad oraily up ta
114 mg/ib/day (5 ’ imes the recomended total dady dose of 2 mg/lh} of carprofen in both studses,
the drug was wah tolerated chmcallv by all of the ammals No gross or histologic changes were
seen In sny of the treated arwmals | 1 both studies, dogs recewing the highast doses had average
ncreases in seru.n L-alanine amin ransterase (ALT) of approximately 20 iU
In the 52 week study, minor dermate logic changes occurred in dogs in each of the treatmant groups
but natin the control dogs. Tha chai.ges were described as slight redness or rash and were diag-
nosed as non-specrfic dermatys Tive possibility sxists that these mild lasions were treatment
related, but no dose relationship was abserved
Chmcal field studies were conducted with 548 dogs of different breeds at the recommended oral
dosas for 14 days {237 dogs were in luded i a study evaluating | mg/lb twice daily and 252 dogs
were Inciuded In a separata study evaluating 2 mg/lb once daily) In both studies tha drug was clnt-
cally well tolerated and the inciden e of chnical adverse reachons for Rimadyl-treated animals was
no higher than placebo-treated anirials (placebo contamad inactive ingredients found in Rimadyl)
For anmals racerang } mg/lb twice daily, the mean post-treatment serum ALT values were 111U
grester ent 9 IU lass than pre-treatment values for dogs racening Rimadyl and placebo, respac-
tively Differences wera not statistic ally signdicant. For smimals recewing 2 mg/lb once darly, the
mean post-treatment serum ALT values wers 4 5 |U greater and 09 U less than pre-treatment
values for dogs recewing Rimadyl and placebo, respectively in the r study, 3 Rimadyl-treated
dogs devslapad s 3-1old or groater mcrease 1 {ALT) and/os JAST) dunng the course of therapy
One placebo-traatad dog had  greater than 2-fold sncrease in ALT None of these smimals showed
chnscal signs assaciated with [abor atory valua changes Changes in the chnical laboratory values
{hematology and cknical chermistry) wara not considered chimcally sigmificant The 1 mg/lb twice
daily coursa of therapy was rapeated as needed at 2-week intervals in 244 dogs, some for as lang
as 5 years
Chicat fiald studias were conducted in 297 dogs of driferent breeds undergoing orthapedic or soft
issue surgery Dags were sdmimstared 2 mg/Ib of Aimadyl two haurs prior to surgery then onca
daily, as neaded ‘or 2 days {soft tis-ua surgery} or 3 days (nmwp-dm \urqorvl Rimadyl was wall
tolerated whan used in conjunchion with a varety of anesthetic-rel irugs The type end sevarity
of abnormal health n Armadyl- sad placeb ted .mmm were spproximately equal
and few tn pumber {see Adverse Reactions} The most frequent abnormal haalth obsarvation was
vomiting and was observed at approximately the sama frequency in Rimadyl- and piacebo-treated
ammals Changes in ndices of h renal, hepatic, and clottng funcbon
were nat chmcally signrficant The nean post-treatmant sarum ALT values wera 731U and 2.5 U
1ess than pre-tisatment values for ogs recenng Rymagyl and placebo, respectively The mean
post-treatmant AST values were 3 11U fess for dags recewving Rimadyl and 02 IU greater for dogs
receiving placebo
CONTRAINDICATIONS: Rrmadyl sh wid not be used m dogs exhibiting previaus hypersensiovity to
carprofen
Pl v As a class, inhibitory NSAIDs may be associated with gastrointest-
nal and renal taweity Effects may result from decreased prostaglandin production and inhibition of
the enzyma cyclooxygenase which is responsible for the fermatian of prostagiandins from arachi-
domc acd 11-1 When NSAIDs inhibit prostaglandins that cause inflammaton they may siso inhibit
those prostaglandins which masntamn normal function These ant: effects
may result in cinicelty stgrsficant disease i patients with underlying or pre-exsting disease more
often than n healthy patients 1214 NSAID therapy could unmask occult diseass which has previously
besn undiagnosed due to the sbsence of -ppmm clinical signs Patiants with underlying renal dis-
ease for exsmple, may of thew renal disease while on
NSAID therapy 1*-14 The use of parenteral fluds dunng surgery should be considered to reduce the
patentiat sk of ranal complications whan using NSAIDs periopsratively
Carprofen is an NSAID, and as with others i that class, adverse reactians may occus with its use
The most frequently reported effacts have been gastrontestinal signs Events invohving suspacted
renal, hematologic, neurotogic, dermatalagic, and hepatic sffects have also been reported Patients
at greatest nsk for renal toxicity are those that are dehydrated, on concomitant diuretic therapy, or
those with renal, . and/or hepatic Concurrent of poten-
tallv neoh druas should be hed cautiously, with monttonng Sice many
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very ciosely moniterea Sensthity to diug-associated adverse reachons vaies &, 'ar 1 Cual
patien: Fur example, Kimadyl treatment was not associated with renal toxicity ot x5 un destinal
ulceration in well controllad s afety studies of 1p to ten tmes the dose in doys

Rimadyl 1s not recammended for use in dogs w th bleeding disorders (e g, Yon Wi leb and & dis-
ease), s safety has not been established n dogs with these disorders The safe u,e of Rimadyl m
animals less than B weeks of age, pragnant dogs dogs usad for breeding puiposes or 11 lactating
bitchas has not been establisned Studies to determine the actvity of Rimaoyl whe 1 administered
cancamitanty with other pratein bound or simiarly metabohzed drugs have not be an conducted
Drug compatibiity should be monitared closely In patients requiring additional thei apy Such drugs
commonly used melude cardiac and behavioral Ithas been si ggested
that trestmant with carprofen may reduce the levet of inhalant anasthabcs needed 1%

* 1fdwonal pain medication 1s warranted after administration of the total daily dose of Rimadyl,

« rative analgesia shauld be considered The use of another NSAID 1s not recommended

FORMATION FOR DOG OWNERS
Rimady, kke other drugs of its class, 1s not free from adverse reections. Owness snou'd be advised
of the potantial for adverse reactions and be iformed of the clinical signs associated with drug
ntolerance Adverss tesctions may include decraased appetits, vomiing, diarshes, dark or tarry
stouls, increased water consumption, ncraased unngtion, pale gums due to anemia, yaflowng of
qums, skiz or white of the eye due to Jaundice lethargy, ncasrdination, seizure, o7 behavioral
changes Serious adverse reactions associated with this drug class can occur without warning
and n rare situations result in death (see Adverse Reactions) Owners should be ldvlnd ln discon-
tinue Rimady| therapy and contact their f s1gns of
observed The vast majorty of patents with drug related advarse reactions have :ecoversd when
the signs are recognized, the drug 1s withdrawn, and vetennary care, f appropriate, s imtisted
CGwners should be advised of the impartance of periodic follaw up for sil dogs dunng admimistration
of any NSAID
WARNINGS- Keap out of reach of childran Not for human use Consult a physician 11 cases of acci-
dental ingestian by humans For usa in dogs only Do not uss 1n cets
All dogs should undergo a therough history and physical examination befors iniuation of NSA(D
therapy Appropnate laboratory tests to establish hematological and serum biachemical basetine
data prior to, and penodically dusing, admimstratian of any NSAID should be considered Dwners
should be advised to observe for signs of potential drug toxicity (see information for Dog Owners
and Adverse Reactions)
ADVERSE Duning studies of with twice daily admimstration
of 1 mgfb, no chically significant adverse reactions were reported Soma chnical signs were
observed during field studies (n=297) which were similar for carprofen- and placebo treated dogs
Incsdances of the following wera observed in both groups vomiting [4%), diarthea (4%) changes in
appetite (3%), lethargy (1 4%), behavioral changes (1%), and constipation {G3%) The product vehicle
servad as controd
There were o serious sdverse events reported during cinical field studies of osteoarthritis with
ance daity administration of 2 mg/ib The nuowmn categones of abnormal health observatians were
reported The product vehicle sarved s control

Percestaye ol Dogs with Ausormal Health Obsarvations Reported s Ostaaarthrrirs Fiald Study (2 mg/lb once daily)

Observation Rimady! {n=129} Placebo {n=132)
Inappetance 15 15
Vamiting n 38
Duarrhea/Soft stool 1 45
Behaviar change 08 [}
Dermatius 08 08
PU/PD 08 —
SAP increase 78 83
ALT increase 54 45
ASTincrease 23 08
BUN increasa 31 15
Bilirubinuna 163 121
Ketonuna "7 91

Chnical pathology parameters Nated rapresent raports of incressss from pre-trestment vatuss, medical
Judgemant 15 necessary to determina chmical relavanca

Dunng snvestigational studiex of surgical pain for the caplet formulatian, no chncally signdicent adverse
raactions wers reported Tha product vehicie servad as contral

Percentage of Dogs with Abaarmal Health Okservations Reported in Sergical Pain Fisld Stedies with Caplets

(2 mg/th once daity)

[ Placebo
Observation* in=148) {n=149}
Vomiting 01 134
Dinrrhea/soft stoal 61 60
Oculor diseass 217 3
Inagpetsnca 1 0
Dermatitis/skin tesion 20 13
Dysthythmia 27 0

pnea " 0

Oral/penodontal diseasa i1 q
Pyraxia 07 13
Unoary tract diseasa " 13
Wound drainage 14 ]

* A single dog mey have experienced more than one aceusrance of sn event

Post-Approvai Expenence

Although not sl adverse resctions are reparted, the following adversa reactions are basad on volun-

tary post-approval edverse drug expenenca reporting The categones of adverse reactions ara

listed in decreesing order of frequency by body system

Gaswromtestnal Vomiting, darrhea, mslena,

nal ufcerstion, gastromtesting! bissding, pancreatitis

Hepatic Inappatence, vomuting, jsundice, acute hepstic mmw, hepatic enzyme elevation, :Imarmnl

Iver function testfs), one-fourth of

hepatic reports were in Labrador Retnevers.

Noeurclogic Ataxia, paresis, parslysis, sexures, vestibular signs, disorientaton

Unnary Hematura, palyurrs, polydigsis, tnnary iNCONONENce, unmary tract mfsction, azotemis,

aguta renal fadure, tubular ebnormahities inciuding scuts tubular necrosts, rensl bular acidoss,

glucosuna

Behaviorel Sedation, isthargy,
I drated hemolytic anemis, blood loss

anemia, epistaxss.
Dermatalogic Pruntus, increased shedding, slopecia, pyotreumatic morst dermants fhot spots),
8l

lmmunalogic of hypersenitivity: Facial swelimg, hives, erythema
In rare situations, death has been associated with soms of tha adverse resctions isted above
Ta repont a suspacted adversa reaction cali 1-800-366-5288
STORAGE. Store at controlled room tempurature 15°-30°C (59°—86°F)
HOW SUPPUED Rimadyl caplets are scored, and contain 25 mg, 75 mg, or 100 mg of carprofen per
caplet. Each caplet suze s packaged in battles contaiming 14, 6, or 180 caplats
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Dog Owner Information about
RIMADYL @ Caplets (carprofen)
Rimadyl® (pronounced “Rim-a-dill")
for Osteoarthritis and Post-Surgical Pain
Generic name: carprofen (“car-pro-fen”)

This summary contains important information about Rimadyl.

You should read this information before you start giving
your dog Rimady! and review it each time the prescription

is refilled. This sheet is provided only as a summary and does
not take the place of instructions from your veterinarian.
Talk to your veterinarian if you do not understand any of

this information or if you want to know more about Rimadyl.

What is Rimadyl?
Rimady! is a nonsteroidal anti-inflammatory drug (NSAID)
that 1s used to reduce pain and inflammation (soreness)
due to osteoarthritis and pain following surgery in dogs.
Rimadyl is a prescription drug for dogs. It is available as a
caplet and chewable tablet and is given to dogs by mouth.
Osteoarthritis (OA) is a painful condition caused by “wear
and tear” of cartilage and other parts of the joints that may
result in the following changes or signs in your dog:
e Limping or lameness
® Decreased activity or exercise (reluctance to stand,
chimb stairs, jump or run, or difficulty in performing
these activities)
o Stiffness or decreased movement of joints
To control surgical pain (e.g. for surgeries such as spays, ear
procedures or orthopedic repairs) your veterinarian may
administer Rimady) before the procedure and recommend
that your dog be treated for several days after going home.
What kind of results can I expect when my dog is
on Rimadyl? i
While Rimadyl is not a cure for osteoarthritis, it can relieve
the pain and inflammation of OA and improve your dog's
mobility.
® Response varies from dog to dog but can be quite
dramatic.
¢ In most dogs, improvement can be seen in a matter of
days.
e |f Rimadyl is discontinued or not given as directed, your
dog’s pain and inflammation may come back
Who should not take Rimadyi?
Your dog should not be given Rimadyl if he/she:
® Has had an allergic reaction to carprofen, the active
ingredient of Rimady!.
® Has had an allergic reaction to aspirin or other NSAIDs
(for example etodolac or phenylbutazone) such as hives,
facial swelling, or red or itchy skin.
Rimadyl should be given to dogs only. Cats should not
be given Rimadyl. Call your veterinarian immediately If your
cat receives Rimadyl. People should not take Rimadyl. Keep
Rimadyl and all medicines out of reach of children. Call your
physician immediately if you accidentally take Rimadyl.
How to give Rimadyl to your dog.
Rimadyl should be given according to your veterinarian's
instructions. Your veterinarian will tell you what amount of
Rimadyl is right for your dog and for how long it should be
given. Rimadyl should be given by mouth and may be given
with or without food.
What to tell/ask your veterinarian before giving
Rimadyl.
Talk to your veterinarian about:
¢ The signs of OA you have observed (for example limp-
ing, stiffness).
8 The importance of weight control and exercise in the
management of OA.
® What tests might be done before Rimadyl 1s prescribed.
® How often your dog may need to be examined by your
veterinarian.
® The risks and benefits of using Rimadyl.
Tell your veterinarian if your dog has ever had the following
medical problems:
® Experienced side effects from Rimadyl or other NSAIDs,
such as aspirin '
® Digestive upset (vomiting and/or diarrhea)
® Liver disease
® Kidney disease
® A bleeding disorder {for example, Von Willebrand's
disease)

Tell your veterinarian about:
® Any other medical problems or allergies that your dog
has now or has had.
¢ All medicines that you are giving your dog or plan to
give your dog, including those you can get without a
prescription.
Tell your veterinarian if your dog is:
® Pregnant, nursing or if you plan to breed your dog.
What are the possible side effects that may occur in
my dog during Rimadyl therapy?
Rimadyl, like other drugs, may cause some side effects.
Serious but rare side effects have been reported in dogs
taking NSAIDs, including Rimadyl. Serious side effects can
occur with or without warning and in rare situations result
in death.
The most common NSAID-related side effects generally
involve the stomach (such as bleeding ulcers), and liver or
kidney problems. Look for the following side effects that can
indicate your dog may be having a problem with Rimady! or
may have another medical problem:
e Decrease or increase in appetite
* Vomiting
o Change in bowel movements (such as diarrhea, or black,
tarry or bioody stools)
e Change in behavior (such as decreased or increased
activity level, incoordination, seizure or aggression)
® Yellowing of gums, skin, or whites of the eyes (jaundice)
8 Change in drinking habits (frequency, amount
consumed)
e Change in urination habits (frequency, color, or smelt)
® Change in skin (redness, scabs, or scratching)
it is important to stop therapy and contact your veterinarian
immediately if you think your dog has a medical problem or
side effect from Rimadyl therapy. If you have additional ques-
tions about possible side effects, talk to your veterinarian.
Can Rimadyl be given with other medicines?
Rimadyl should not be given with other NSAIDs (for example,
aspirin, etodolac) or steroids (for example, cortisone, pred-
nisone, dexamethasone, triamcinolone).
Tell your veterinarian about all medicines you have given
your dog in the past, and any medicines that you are
planning to give with Rimadyl. This should include other
medicines that you can get without a prescription. Your
veterinarian may want to check that all of your dog’s medi-
cines can be given together.
What do | do in case my dog eats more than the
prescribed amount of Rimady!?

Contact your veterinarian immediately if your dog eats more
than the prescribed amount of Rimadyl.

What else should | know about Rimadyl?

This sheet provides a summary of information about Rimady).
If you have any questions or concerns about Rimadyl, or
osteoarthritis, or postoperative pain, talk to your veterinari-
an.

As with all prescribed medicines, Rimadyl should only be
given to the dog for which it was prescribed. It should be
given to your dog only for the condition for which it was
prescribed.

It is important to periodically discuss your dog’s response to
Rimadyl at regular check ups. Your veterinarian will best
determine if your dog is responding as expected and if your
dog should continue receiving Rimadyl.

To report a suspected adverse reaction call Pfizer Animal
Health at 1-800-366-5288
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Distributad by

Animal Health

Exton, PA 19341, USA

Qw of Pfizer Inc
www.rimadyl.com

NY, NY 10017
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RIMADYLe

{carprofen)

Caplets

Non-steroidal anti-inflammatory drug
For oral use in dogs only

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

60 caplets

NADA #141-053, Approved by FDA
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control of posloparalive pam 2550+

and orthopedtc surgenes i dogs

Dosage: Always pravide Client nformavon Sheet with pre-

scnption The recommended dosage for or; il

to dogs 13 2 mg/h (4 4 mg/kgl oM body i-.ar..nu-
e of bo

twice daily For the control of postoperat
admmister approximately 2 hours before the proce-
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