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Owners should be advised of the importance of
periodic fo low up for all dogs during administration
of any NSAID.

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 fo lowing categories of abnormal health
observations were reported. The product vehicle
served as control.
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During investigational studies of surgical pain for the
capletformulation, 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 Caplets (2mg/lh once daily)

Observation®  carprofen Placebo
(n=148) (n=149)
Vomiting 10.1 134
Diarrhea/Softstool 6.1 60

Urinary tract disease 14
Wound drainage 14

Ocular disease 21 0
Inappetence 14 0
Dermattis/skin lesion 20 13
Dysrhythmia 07 0
Apnea 14 0

Ora /periodontal disease 14 0
Pyrexia 7 3

3

0

*Asingle dog may have experienced more than one
occurrence of an event.
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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 suspected adverse drug events, for
technical assistance or to obtain a copy of the
Safety Data Sheet (SDS), contact Norbrook at
1-866-591-5777. For additional information about
adverse drug experience reporting for animal
drugs, contact FDA at 1-888-FDA-VETS or
httpy//www.fda.gov/reportanimalae

DOSAGE AND ADMINISTRATION: Always provide
Client Information Sheet with prescription. Carefully
consider the potential benef ts and risk of
CARPRIEVE and other treatment options before
deciding to use CARPRIEVE. Use the lowest
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lly significant overall impi based
onlameness evaluations by the veterinarian and
owner observations when administered carprofen
atlabeled doses.

Separate placebo-controlled, masked,

field studies confirmed the effectiveness of
carprofen caplets for the control of postoperative
pain when, dosed at 2mg/lb once daily in various

tissue) or 4 days (orthopedic) postoperatively. In
general, dogs administered carprofen showed
statistica ly significantimprovement in pain scores
compared to controls.

ANIMAL SAFETY: Laboratory studies in
unanesthetized dogs and clinical field studies have
demonstrated that carprofen is we | tolerated in
dogs after oral

breeds ofdogs Inthese studies, dogs p i for
ovariohysterectomy, cruciate repair and aural
surgeries were administered carprofen
preoperatively and for a maximum of 3 days (soft

Intarget animal safety studies, carprofen was
administered orally to healthy Beag\e dogsat1,3,
and 5mg/lb twice da ly (1,3 and 5 times the
recommended total daily dose) for 42 consecutive
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In separate safety studies lasting 13 and 52 weeks,
respectively, dogs were administered ora ly up to
114 mg/Ib/day (5.7 times the recommended total
daily dose of 2mg/lb) of carprofen. In both studies,
the drug was well tolerated clinically by all of the
animals. No gross or histologic changes were seen
inany 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

notin the control dogs. The changes were descr bed
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.

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 2mg/lb once
daily). In both studies the drug was clinically well
tolerated and the incidence of clinical adverse
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Clinical field studies were conducted in 297 dogs of
different breeds undergoing orthopedic or softtissue
surgery. Dogs were administered 2 mg/lb of
carprofen tablets two hours prior to surgery then
once daily, as needed for 2 days (soft tissue surgery)
or 3 days (orthopedic surgery). Carprofen was we|
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 fre%uency in carprofen- and placebo-treated
animals. Changes in ¢ inicopathologic indices of
hematopoietic, renal, hepatic, and clotting function
were not ¢ inically significant The mean
post-treatment serum ALT values were 7.3 U and
251U less than pre-treatment values for dogs
receiving carprofen and placebo, respectively. The
mean post-treatment AST values were 3.1 U less for
dogs receiving carprofen and 021U greater for dogs
receiving placebo.

STORAGE: Store at59° to 86°F (15°t0 30°C).
Use half-caplet within 30 days.
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Percentage of Dogs with Abnormal Health SAPincrease 18 83
Observations Reported in Osteoarthritis Field Study ALTincrease 54 45
(2mg/Ib once daily) ASTincrease 23 08
. BUN increase 31 15
Gloomaton  corpen P Biliubinuria 163 11
Inappetence 16 15 Ketonuria 147 91
Diarr\t{San}g:fg stool g} zg Clinical pathology parameters listed represent
Behavior change 0‘8 0'8 reports of increases from pre-treatment values;
Dermatitis 9 0'3 0'8 medical judgment is necessary to determine clinical
PUPD 08 relevance.
Post- Aplgmval Experience: liver function test(s), hyperbilirubinemia, bilirubinuria,
Athough not all adverse reactions are reported, the  hypoalbuminemia. Approximately one-fourth of

following adverse reactions are based on voluntary

}lj_osi approval adverse drug experience reporting.
he categories of adverse reactions are listed in

decreasing order of frequency by body system.

Gastrointestinal: Vomiting, diarrhea, constipation,

hepatic reports were in Labrador Retrievers.

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

Urinary: Hematuria, polyuria, polydipsia, urinary
urmarytractmfecnon azotemia, acute

melena, f
ulceration, gastrointestinal bleeding, pancreatitis.

Hepatic: Inappetence, vomiting, jaundice, acute
hepatic toxicity, hepatic enzyme elevation, abnormal

renal failure, tubular abnormalities including acute
tubular necrosis, renal tubular acidosis, glucosuria.

Behavioral: Sedation, lethargy, hyperactivity,
restlessness, aggressiveness.
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effective dose for the shortest duration conswstem

associated with osteoarthr tis and for the control of

with individual response. The dosage
for oral administration to dogs is 2 mg/lb (44 mg/kg%
of body weight daily. The total daily dose may be
administered as 2mg/lb of body weight once daily or
divided and administered as 1 mg/lb?ZZ 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-capletincrements.

EFFECTIVENESS: Confirmation of the effectiveness

postop pain j with soft tissue and

jic surgeries, was in5
placebo controlled, masked studies examlmng Ihe
anti and analgesic efft

carprofenin vanous breeds of dogs.

Separate placebo-controlled, masked, multicenter
field studies confirmed the anti- mﬂammamry and
analgesic effectiveness of carprofen when dosed at
2mg/lb once daily or when divided and administered
at 1 mg/lb twice daily. In these two field studies,

of carprofen for the relief of pain and i

dogs di i with hritis showed
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days wth no significant adverse reactions. Serum
albumin for a single female dog receiving 5 mg/lb
twice daily decreased to 2.1 g/dL after 2 weeks of
treatment, returned to the pre-treatment value
(26 g/dL) after 4 weeks of treatment, and was 2.3 ¢/dL
atthe final 6-week evaluation. Over the 6-week
treatment period, black or bloody stools were
observed in 1dog (1incident) treated with 1 mg/lb
twice daily and in 1 dog (2 incidents) treated with
3mg/lb twice daily. Redness of the colonic mucosa
\(/ivals observed in 1 male that received 3 mg/Ib twice
aily.

Two of 8 dogs receiving 10 mg/lb orally twice daily
(10times the recommended total daily dose) for 14
days exhibited hypoalbuminemia. The mean albumin
levelin the dogs receiving this dose was lower

(238 g/dL) than each of 2 placebo control groups
(288and 293 g/dL, respectively). Three incidents of
black or bloody stool 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.
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reactions for carprofen-treated animals was no
higher than placebo-treated animals (placebo
contained inactive ingredients found in carprofen).
For animals receiving 1 mg/Ib twice daily, the mean
post-treatment serum ALT values were 11 |U greater
and 91U less than pre-treatment values for dogs
receiving carprofen and placebo respectively.

D fferences were not stati For

Inthe 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
cinical signs associated w th the laboratory value
changes Changes in clinical laboratory values
and clinical chemistry) were not

animals receiving 2mg/Ib once daily, the mean
post-treatment serum ALT values were 4.5 IU
greater and 0.9 1U less than pre-treatment values for
dogs receiving carprofen and placebo, respectively.

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
Syears.
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HOW SUPPLIED:
Carprieve caplets are scored, and contain 25 mg,
75mg, or 100mg ofcarprofen per caplet.

Each caplet size is packaged in bottles 30,

pp.9-21.

3.Grossman CJ, Wiseman J, Lucas FS, etal Inhbtion

ofconslmmve and |ndu0|hle cyc\ucxygenase activityin
lear cells by NSAIDs and

60, or 180 caplets.
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