ANADA 200-595, Approved by FDA

Novox® (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: Novox® (carprafen) is a non-steroidal

anti-inflammatary drug msﬁn of the propionic acid

dnss mmr.!utlns Mnfm napraxen, nnﬂlhmnmfun.
or 8

suhmmmd :arlmnle. i
&-chloro-a-methyl-9H-carbazole-2-acetic acid. The
empirical formila is CygHyCIND, and the malecular
weight is 27372 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,

Patients a1 greatest risk for renal toxicity are those that
are dehydrated, on cancomitant diuretic therapy, or
those with mnn‘ cammasculur m&fﬂlofhnpml:

ﬁrwal Experience:
Mhnuj not all adverse reactions are reported, the
following adverse reactions are based on valunta
post- appml adverse drup experience raparting.
of o

Clinical field studies were conducted with 549 dogs of
ﬂrﬂmam breeds at the recommended oral doses

(297 dogs were included in a
T m:u dllhl lnd | 252 dogs ware incl udld n n

0 ic di h “he cautiously, with dverse reactions are listed in ﬂa:masmu ating 2 mg/th once daily). In
appropriate use of fi ordar of 0 y by body systam. sludlasﬂudng-ms :Imn:al;r well tolerated and lhn
with ather anu-mﬂammamr\f dqus, such as other Gastrointestinal Vomiting, diarrhea, incidance of clinical adverse remms for
NSAIDs or corticostercids, should be avoided because of ! platabort d arials (placeba :mlaml:d L
ﬂwmnuf:ngrqqufadv:mﬂmacgung ineloeng " intestinal bleeding, p mnmdnmsf«md in cal n caplets). For animals

§ansh:'ruil\r to drug-associated l:hram reactions varies
with the individual patient. Dogs that have experienced
adverse reactions from one N 10 may

Hepatic: nappetence, vomiting, jaundice, acute hepatic
toxicity, hepatic enzyme elevation, abnormal liver
hyperbifirubine

adverse reactions from annlharNSAID Carprafen
ireatment was not assnclmd mh renal mlm:ny nr

studies of up to ten times Iha dns« in heam'wdma
Nowvox is not recommended for use in dogs with bleeding
disorders {e.0. Von Willebrand's diseasa), as safety has
not been established in dogs with these disorders, The
safe use of Novox in animals less than 6 weeks of age,
rreqnam dogs, dogs used for braeding purposes, or in
ctating bitches has not been established. Studies to
determine the activity of Novox when administered
concomitantty with other protein-bound or similarfy
metabolized drugs have not been conducted. Drug
compatibility should be menitored closely in pm:erm

function test(s),

ly ane-fourth of hepatic
rapwu were in Labradar Retrievers,
Neurologic: Ataxia, seirures,
bt L g
Urinary: Hematuria, polyuria,
incantinence, urinary lmcrmmnm azotemia, acule
renal failure, tubwlar abnarmalities including acute
tubular necrosis, renal tubular acidosis, glucosuria.
Behaviaral: Sedation, lethargy, hyperactivity,
restiessness, AQGressiveness.
Hematologic; immune-mediated hemolytic anemi
immune-mediated thrombocytopenia, blood loss mmr&.
apistaxis.

Dnrmalulaqn: H'mmrs, mwsedmddmg, alopecia,

18, urinary

requiring additional therapy. Such drugs used
include cardiac, anticomvulsant and behavioral
medications. It has been that treatment with
carprofen may reduce tha level of inhalant anesthetics
needed.”

non-stergidal anti-inflammatory agent with
analgesic and antipyretic activity apnmlmalah'
‘equipotent to indomethacin in animal models.!
The mechanism of action of carprofan, like that of other
NSAIDs, is befieved to be associated with the inhibition
of cycloaxygenase activity. Two unlquinw:vclnnmmmns
have been dascnl&tiﬂ mammals. o

1

NBCESSATY turnm'mal gamlnlemnafam renal function,

If additional pain med
administration of the ml d!lh‘ dose of Nuvw, slternative
analgesia should be considered. The use of anather

NSAID is nutnmmmdld Cnnslﬂlr apg‘ru riate
washout times D to another
or when switching fmn :mmm: use to NSAID use,
Due to the liver flavoring contained in Novox chewable
tablets, store out of the reach of dogs and in a secured
area. Severe advarse reactions may occur if large

Thelnduclhla ¥ -2,
dins involvad in i ion. Inhibition of
i with

ulnhlm amnunsud I sumctynurdnq
d Novax ?"”

COX-1is thought to be
and ranal toxicity while inhibition of COX- znrr
anti-inflammatary activity, The specificity of a particular
NSAID for COX-2 versus COX-1 may vary from species to
spl:les’ In lI'| in wrmmdv using canine cell cultures,
dem: lective inhibition of COX-2
versus COX-1 ‘Clnl:a! relevance of these data has not
been shawn. Carprofen has also been shown to inhibit
the release of several prostaglanding in two inflammatory
cell systems: mpnlmephmdnrhutnmsil’MNl
and human rheumatoid synovi

has
inbolad dose, please call your wmnnsrlan [nr:mmndhm
assistance and notify Vedco (1-888-708-3326),
INFORMATION FOR DOG OWNERS:

Navon, like ather drugs of its class, is not free from
adverse reactions. Ownars 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 o tarry smnls, increased water

d urination, pale gums due 1o

ial cell

inhibition of acute (PMN S\rmmband chranic {synovial
«cell system) inflammatory reactions.

‘Several studies have demonstrated Ihln cal n has
modulatory effects on both humoral and callular immune
:asmsas”tlm alsa indicate that carprofen inhibits

oduction of osteoclast-activating factor (OAF),

PG ., and W&Wmmhuhmr\- effect in prostaglandin
biosynthesis.

Based upan :wpbnmmm data nm;nad from

apidly and
nearly complately absorbed (more mnm binavailable)
when administered orally. Peak blood plasma
achieved in 1-3 hours after oral
administration of 1, 5, and 25 mg/kg to dogs. The mean
terminal half-fife of ::g:(ln is approximately 8 hours
(range 45-3.8 hours) 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 approximataly 11.7 hours in the dog. Carprofen is
more than 93% bound to plasma protein and exhibits a
very small volume of distribution.
Carprofen is eliminated in tha d ma
hnmnﬂnm!hmn the liver mﬁmu h\tmr\;::d excration
of the msullm metabolites I‘Emmarqh:ummﬂe of
ok un_'l Aﬁ\"?mm aar i r“glhenulu:
metabolites axy carprofen an o
carprafen] in the feces (70-80%) and urine {10-20%).
Some enterchepatic circulation of the drug is obsenved.
INDICATIONS: Novos is indicated for the relief of pain
and inflammation associated with osteoarthritis and for
the control of postoperative pain associated with soft
tissue and ol ic surgeries in dogs.
CONTRAINDICATIONS: Novox should not be used in dogs
exhibiting previous hypersensitivity to carprofen.
WARNINGS: Keep out of reach of children, Mot for human
wse, Consult & physician in cases of eccidental ingestion
Iry humans. For wse in dogs enly, Do not use in cats.
All dags should undergo a thorough history and physical
mmmnw before intiation of NSAID Ihlraml
tests to establish F
and sarum biochemical baselin data priar to, and
g:nadlcaﬂr during, administration of any NSAID should
onsidered. Owners should be advised to observe for
signs of potential drug toxicity {see Information for Dog
2. imal Safety and

Adverse I!uﬁilu.

ONS: Asa nlass. cyclooxygenase inhibitory
NSAIDs may be associated with gastrointestinal, renal,
and hepatic toxicity. Effects may result from decleasad

anemia, yellowing of uums.shn of white ufﬂm eye rluam

is, ventral
Immunologic or hypersensitivity: Facial swalling, hives,
erythema.
In rara si death has been d with some
of the adverse reactions listed above.

To report & suspected adverse reaction call 1-888-708-3326.

DOSAGE AND ADMINISTRATION: Abways pravide Client
Information Sheet with prascnmn Carefully consider
the potential benefits and risk of Novox and ather
treatment options before deciding to use Novox, Use the
lowest effective dose for the shortest duration consistent
with individual raspnn:e The ra:nm;ndnd dosage for
oral administration to is2
daily. The total daily u:fm lm"mmmd a?lnmm
mﬂwﬂnme daily or divided and administered as
twice daily. Far the control of postoperative pain,
administer approximately 2 hours befora the procedure.
Novox chewable tablets are scored and dosage should
be calculated in half-tablet incremants. Tablets can be
hahed hyflmnq the tablet on a herd surface and
ressing down on both sides of the score. These lver
avored Novex chawable tablets may be offered to the
do, I‘b\fhand or placed on food. If the dag does not
willingly consuma the tablets, they ma:
hand-administerad (pillad) as with alharn(nl tablet
medications. Care should be taken to ensure that the dog

jaundice, lethargy, i seizure, or b
changes. Serious adverse reactions associated with this

drug class can occur without waming and in rare
situations result in death (see Adverse Reactions).
Omrldmllw Navox therapy

the complete dose.
EFFECTIVENESS: Confirmation of the effectivenass of

carprofen Iurltla relief of pain and inflammation
hritis, and for the control of

i signs of
imlnuulu nlunﬂl The vast mnjum\rofplnanli

with soft tissue and
urﬂ:ugedlc wtuanss.. was demanstrated in §

1 twice daily, the mean post-treatment
T values were 11 [U greater and 91U less than
pra mmmvaluas for dogs receiving carprofen and
placebo, respectively, Differences were not statistically
mntﬁcant r animals receiving 2 mg/ih once daily, the
post-treatment serum ALT values were 45 |
Hmmrandﬂ 8 |U less than pre-treatment values for
nusm: carprofen and nh“bﬂdl?ﬁclﬁ'w In
, 3 carprofen-treated
3-fu!d or qmurmcrnmm [ALT) mﬁ’nl {AST) during
the course of therapy. One placebo-treated dog had a
preater than 2 fndd incraase in ALT. None of thase
animals showed cl with
value changes, Changes in tha clinical aboratory values
[hematalogy and clinical cheméstry) were nat considerad
clinically significant. The 1 mg/lb twice daily course of
therapy was repeated as needed at 2-week intervals in
244 dogs, some for a5 long a5 5 years.

Clinical field studies were conducted in 297 dogs of
ﬂrﬂ'a«eut hraadu undergoing orthopedic or soft tissue
Dogs were administered 2 mg/Th of camm(an
lwu huuw{nurm surgery then once
2 days |soft tissue surgery) or 3 days | onfnpedic
surgeryl. Carprofen was well tolerated whan used in
conjunction with a variety of anesthetic-related drugs.
The type and severity of abnormal health observation in
carproden- and placebo-treated animals were
npprnnmmﬁ wqual and few in number (ses Adverse
] mnst!mmtahnmnl hallm
d at

rUchn

approximately the same frn uency in carprofen- aml
Fp:ahn lrn:?ed animals. Cha 511\; in nmm
|ndmasufhununopo-m renal, hepatic, and nMnn

The mean vamarlt serum ALT values mla 130
and 2.5 1U less than pre-trestment values for d
receiving carprofen and placebo respectively. e mean

post-treatment AST values were 3.1 |U lass for dogs
rllicsngnl carprofen and 0.2 IU greater for dogs receiving
placebo.

SI’OII.N‘.iE. Stora HHHII 75 mg Num: chewable

00 mg Navox
:hmble tablets at controlled mm temperature, 63-T7°F
[20-25°C). Use half-tablet within 30 days.

HOW SUPPLIED: Novox chewabie tablets are scored,
and contain 25 mg, 75 mg, or 100 myg of carprofen per
tablet. Each tablet size is packaged in bottles containing
30, 60, or 180 tablets.
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with drug related adverse reactions have

maske d studias the

when the signs are recognized, the drug |
and veterinary care, rlappmpnm is initiated, Owners
should be advised of the importance of pariodic fnllmn up
for all dogs during nﬂmlnmmn of any NSAID,
ADVERSE REACTIONS: During investigational studies for
the caplet formulation with twice daily administration nf
1 mgAib, no clinically significant adverse reactions we
reparted. Some clinical signs were observed durmn ﬁald
studies (n=297) which were similar for

d
:arnmlan nan[m:n various braeds of dogs.

o ¥ Scand J leumamd ?5:1&2. pp.
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3 GmssmnCJ,WiseﬂanJ , Lucas FS, emlnluhihnn of
and ind

Separate placebo-controlled, masked, freld
studies confirmed the anti-inflammatory and analgesic
effactiveness of carprofen caplets when dosed at 2 mg/lb

human platelets and mononuclear cells NSND: and
Cox-2 inhibitars. [nflammation Research 44:253-257, 1995,
4, Nlckm.ﬂ’ , Lundy KM, SuhelSB Evllumn n!

once daily or when divided and at 1 mg/ib
twice daily. In these 2 field studies, dogs diagnosed with
osteoarthritis showed statistically significant overall
improvement based mlumanaas evaluations by the

and placebo-treated dags. Incidences of the lnIImniFm
were observed in both mue: vomiting (4%), diarrhea
{4%), changes in app ], lethargy (1.4%),
behavioral changes {1%), and constipation (0.3%). The
product vehicle sarved as control. There were no serious
advarse events raported during clinical field studies with
once daily sdministration of 2 mgik. The following

and owner
carprofen at labeled doses.
Separate placebo-controlled, masked,

fiald

caning
carprofen and ather onsaercigsl unn-mﬂammam drugs.
Am J Vet Res 5511, p f 1441-1446, November 1938

5. Ceuppens JL, et at Non-stergidal unn-mnanmmlyh
mﬂfs mnmn the wmhuslsollull rheumatoid factor

528, 1982,
6. CWHWI! JL, etal Endogenous prostaglandin £

studies confirmed the of fan caplets
far the control of postoparative pain when dosed sll
mg/lb once daily in vurnws breeds m‘dnus In these
studies, dogs cruciate

enhanc
mmu»;ur-m Twwrlmf call amvit\r Cell Immunol

7. Schigimer RF, ef at The effects of prostaglandin
Pmdmis inhibiticn on the |mms|am TESpONse.
mmi 1

categories of abnormal health observations were repair and num}:umnu we administered carprofen ATACH
reparted. The product vehicle served as contral, a maximum of 3 days (soft tissue] 8. Leung KH, etat ulation af the development of cell
Percentage of Dogs with Abnormal Health or 4 days . Ingeneral, dogs  mediated mmuw Passible roles of the products of
Reported in Clinical Field Study d s OOV ot L, .
{2 ma/1b once daily) reduction in pain scores compared o controls.
Observation Carprofen Placebo ANIMAL SAFETY: Lab studies in hetized ;Iﬁ |ls!aé_ of cuttured-induced
(net29) [n=122) dogs and clinical field studies have that ok o Nrrnﬁ:vnur - l_“’m"' o
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PUIPD 048 o significant adverse reactions. Im_h&m SH: plmn ?, and h
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P i rep e, aof
increases from pre-treatment values, medical judgment
is necessary to determing clinical relevance. During
investigational studias of surgical pain for the caplet
formulation, no clinically significant advarse reactions

were reported. The !mdwwnhlcla serwd 85 contral.

wnmnllndm ptoﬂum:n and inhib#tion of the Pmm of Dogs with Abnormal Hoalth Ob —
genase which is responsible fnl'ﬂwfumm:un of
prnsla jandins from arachidonic acid.'" "When NS&I s Pepertadin &nn:: r'"m“m{um Caplets
inhibit that cause i
also inhibit these prostaglandins which mam '\' Observation® Carprofan Placebo
homeostatic function. Tharmm prostaglandin effects =z lﬂ;&ri hr;:!l
result in clinically significant disease in patients with Vamiting
m:ro rying or pre-existing disease more oftan than in Diarrhea/Soft stool 61 60
heslﬂw patients. " NSAID therapy could unmask occult i
disease which has previously been undiagnased due to Ocular disease 27 ]
the absence nlappamnl:lim:al signs. Patients with
Imq renal disease for example, may expenence Inappetence 14 1]
exacerbation or decompensation of their renal disease nﬁ""l‘mﬁh" lesion 20 13
while on NSAID therapy. "' The use of parenteral fluids srhythmia 07 0
during surgery should be considered to reduce the Apnea 14 o
‘potantial risk of renal complications when using NSAIDs  Oral/Periodontal dissase 1.4 (]
paticparathal. Urina P:::“Im ] ﬂ }g
Carprofen is an NSAID, and as with others in that class, Wu':ml drainaqes 4 0
adverse reactions may occur with its use. The most ‘
frequently reported effects have been glmmmnal Asingle M*ﬂl\f have experienced mare than one
signs. Events involving s d renal, b o of an event.
have also dies for the chewsbla tablat

been reported.

Dusriny
?mm, gastrointestinal signs ware ohserved in some
dm These signs included vomiting and soft stools.

wm observed in 1 dog (1 incidant)

twice daily and 1 dog mmmm«mm b
twice dail Raadness of the colonic mucosa was

obsarved in 1 male that received 3 mg/lb twice daily.

Twa of 8 dogs receiving 10 mg/lb orally twice daily (10
times the recommended total daily dose] for 14 days
axhibited hypoalbuminemia, The mean albumin level in
5 recaiving this dose was lower (238 g/dL) than
each of two placebo control groups {2.88 an fdl,
respectively). Three incidents of black or bloody stool
were observed in 1 dog, Five of 8 dogs exhibite:
reddened areas nldundanul MUCOSa On gross pmhnf
examination, Histologic exam of these areas revealed
evidence of ulceration, but did show minimal

15. Ko CH, Lange DN, Mandsager RE, et at Effects of

butorphanal and carprofen an the minimal alveolar
%amanurl of isoffurane in dogs. JAVMA 207:1025-1028,
Far a copy of the Safety Data Sheat (SDS] or to report
advarsa reactions call Vedco at 1-865-708-3326.
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of the lamina propria in 2 of the 5 dogs. N

In separate s:fel\r numa:;’aﬂsdlnn !.?;;mf 5|2 weeks,

re: logs were administered orally up to 11.4
ahbd d; mas u total daily dose of

2my/ib) of carprofen. In bath studies, tha drlm 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 mlamiﬂ:mm in serum -&I]alrﬂna

In the 52-week study, minor dermatalogic 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-spocific dermatitis. The possibility exists that these
mild lesions were ireatmant related, but no dose
relationship was chsarved,

Movox® is a registered trademark of Vedeo, Inc.
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