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NADA 141-230

Merial Ltd.
3239 Satellite Blvd., Bldg. 500
Duluth, GA 30096-4640

Drug Labeler Code: 050604

PREVICOX

firocoxib

Non-steroidal anti-inflammatory drug (NSAID)
Single-scored chewable tablet

Each tablet contains 57 or 227 mg firocoxib.

The product is available as 57 and 227 mg
round, single-scored tablets in 60-count bottles,
and in 10-count and 30-count blister packages.

Rx

The recommended dosage of PREVICOX
(firocoxib) for oral administration in dogs is 2.27
mg/1b (5.0 mg/kg) body weight once daily as
needed for osteoarthritis and for 3 days as
needed for postoperative pain and inflammation
associated with soft-tissue and orthopedic
surgery. The dogs can be treated with
PREVICOX (firocoxib) approximately two
hours prior to surgery. The tablets are scored and
dose should be calculated in half tablet
increments. PREVICOX Chewable Tablets can
be administered with or without food. Use the
lowest effective dose for the shortest period of
time.

Oral
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L. Species/Class(es): Dogs

M. Indication(s): PREVICOX Chewable Tablets are indicated for
the control of pain and inflammation associated
with osteoarthritis and for the control of
postoperative pain and inflammation
associated with soft-tissue and orthopedic
surgery in dogs.

N. Effect(s) of Supplement: This supplement provides for the addition of a
new indication for the control of postoperative
pain and inflammation associated with
orthopedic surgery in dogs.

EFFECTIVENESS:

A. Dosage Characterization:

This supplemental approval does not change the previously approved dosage of 2.27
mg/lb (5.0 mg/kg) administered orally once-daily. The Freedom of Information
(FOI) Summary for the original approval of NADA 141-230 dated July 21, 2004,
contains the dosage characterization information for the 2.27 mg/1lb (5.0 mg/kg) oral,
once daily dose of PREVICOX Chewable Tablets as needed for the control of pain
and inflammation associated with osteoarthritis.

B. Substantial Evidence:

1. Type of Study: Field Study

a. Title: “A Study to Demonstrate the Efficacy and Safety of Firocoxib for
Control of Postoperative Pain and Inflammation in Dogs.”

b. Investigators and Study Locations:

Dr. Kinsey L. Phillips Dr. Joachim Lopes de Lima
Commerce, GA Lattes-Montpellier, France
Dr. Roger S. Sifferman Dr. Ulrich Rytz
Springfield, MO Bern, Switzerland

' Dr. C. H. Tangner Dr. Ray Rudd
Oklahoma City, OK Peachtree City, GA
Dr. Nicolas Diss Dr. Enrico Stefanelli
Thionville, France Roma, Italy
Dr. James K. Schuessler Dr. Janine Guaguere
Kirkwood, MO Lomme, France
Dr. Sabine Tacke Dr. Bertrand Pucheu
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| GieBen, Germany | La Madeleine, France |

. Study Design: This was a double-blinded, multi-center field study in which

PREVICOX was tested against a sham-dosed control. An add-on study design
with rescue was used, where the effectiveness of firocoxib plus the standard of
care was compared to a control group receiving the standard of care. All dogs
could receive supplemental pain medication (rescue) at any time, as indicated.
Enrolled dogs underwent an arthotomy and various surgical procedures to
stabilize the joint including fabellar suture and/or imbrication, fibular head
transposition, tibial plateau leveling osteotomy (TPLO) and “over the top”
technique.

1) Objective: To demonstrate clinical effectiveness and field safety of
firocoxib when administered orally once daily at 2.27 mg/1b (5 mg/kg)
body weight, starting 2 hours (+/- 30 min) prior to surgery and continuing
for 2 additional days, for the control of postoperative pain and
inflammation associated with orthopedic surgery.

2) Study Animals: Out of 226 enrolled in the study that underwent surgery,
220 client-owned dogs were evaluated for effectiveness. Six dogs were not
included for effectiveness due to protocol violations, dropouts, or missing
data. Dogs ranged in age from 1 to 11.9 years in the PREVICOX-treated
groups and 0.7 to 17 years in the control group.

3) Treatment Groups: The dogs were randomly allocated to two treatment
groups. All dogs received standard of care appropriate to the surgical
procedure. Anesthetic protocols included morphine administrations at
approximately 0.11 mg/lb (approximately 0.25 mg/kg) prior to surgery
and at extubation. Dogs in the PREVICOX group also received firocoxib
at 2.27 mg/lb (5.0 mg/kg) orally once on Day 0 (approximately 2 hours
prior to their surgical procedures) and then orally once daily through Day
2. Dogs in the control group received the standard of care and sham-
dosing.

4) Drug Administration: Dogs in the PREVICOX group received a dose of
2.27 mg/lb (5.0 mg/kg) orally approximately 2 hours prior to surgery and
then orally once daily through Day 2. Dogs in the control group were
sham-dosed orally approximately 2 hours prior to surgery and then orally
once daily through Day 2.

5) Measurements and Observations:
The animals were assessed for pain using the Glasgow Composite Pain
Scale (GCPS) and Visual Analog Scale (VAS) at the following time
points: once between Days -3 and 0; Day 0 - at approximately 90 minutes,
3, 5,7, and 9 hours post-extubation; Day 1 - at approximately 2 and 10
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hours post-treatment; and Day 2 - at approximately 2 hours post-treatment.
The animals were rescued if they scored > 8 on the GCPS, or if the clinical
investigator felt the dog in question was painful enough to warrant rescue
medication. Rescued dogs or dogs removed due to adverse events were
considered treatment failures. These dogs were assessed for pain through
the end of the study to ensure proper pain control.

All enrolled dogs received general health evaluations prior to surgery and
in conjunction with the pain assessment time points. Physical
examinations were conducted once between Days -3 and 0 and once daily
on Days 1 and 2. Blood for hematology and blood chemistry analyses,
and urine for urinalyses were obtained once pre-surgery and once on Day
2.

The GCPS is a validated pain assessment scale based on a composite score
for clinicians to use in determining whether a dog is in pain and requires
analgesic drug administration. The composite score is based on six
categories:

{0 Vocalization - Is the dog: quiet, crying or whimpering, groaning,
or screaming?

(II)  Attention to wound area - Is the dog: ignoring any wound or
painful area, looking at the wound or painful area, licking the
wound or painful area, rubbing the wound or painful area, or
chewing the wound or painful area?

(III)  Mobility - When the dog walks/rises is it: normal, lame, slow or
reluctant, stiff, or refusing to move?

(IV)  Response to touch - Does the dog: do nothing, look around, flinch,
growl or guard the area, snap, or cry?

(V)  Demeanor - Is the dog: happy and content or happy and bouncy,
quiet, indifferent or non-responsive to surroundings, nervous or
anxious or fearful, or depressed or non-responsive to stimulation?

(VI) Posture and Activity - Is the dog: comfortable, unsettled, restless,
hunched or tense, or rigid?

Pain was also assessed using a VAS. The clinical investigators made
marks which corresponded to the dogs’ perceived pain on a 100 mm
horizontal line. In this study, the following clinical signs were used to
evaluate the dogs’ pain: panting, restlessness, vocalization, looking at or
licking at the wound, biting, anxious appearance, reluctance to move,
and/or inappetance.

Statistical Methods

The definition of effectiveness for this study was a success/failure variable
based on the successful completion of the study and the need for rescue
medication. This variable was analyzed using a generalized linear mixed
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model with binomial error function and logit link function. The statistical
model included treatment as a fixed effect, and site and site by treatment
interaction as random effects.

The secondary effectiveness variables GCPS Total Score and VAS were
analyzed using repeated measures analysis of variance beginning with the
Day 0, 5 hour (£ 30 minutes) time point; data from the time points prior
were not included in the analysis. The statistical model for both
variables included treatment, time, study site, and all interactions.
Treatment, time, and the treatment by time interaction were fixed effects;
study site and all interactions with study site were random effects. The
last post-treatment (post-surgery) observations for GCPS Total Score and
VAS were carried forward in case of missing observations due to
treatment failure (rescue medication), protocol violators, early withdrawal
for adverse events, or apparent lack of effectiveness.

d. Results

Two hundred twenty dogs (220) were included in the effectiveness database
(116 PREVICOX cases). A total of 226 dogs were included in the field safety
database (118 PREVICOX cases). The difference between treatments was
significantly different (p = 0.0050) with respect to the success/failure variable
used as the definition of effectiveness. Thirteen of the 116 (11.2%)
PREVICOX-treated cases and 39 out of 104 (37.5%) control dogs were
treatment failures, as shown in Table 1.

Table 1. Treatment Success in Firocoxib and Control Groups.

Treatment Treatment Successa Total
| Success E ~Fai1uré* :
Firocoxib’ 103 (89.66%) 13(112%) | 116
Control 65 (62.14%) 39 (37.5%) 104
Total number of cases 220

* The difference in proportions of rescue was statistically significant (p =
0.0050) using a generalized linear mixed model with logit link function.
® One firocoxib case was a treatment failure due to adverse reactions.

Of the 220 dogs in the effectiveness database, 219 dogs were included in the
secondary analysis of GCPS Total Score, VAS and individual GCPS category
scores. The results from the repeated measures analysis of variance for GCPS
total scores across time showed that the least squares means GCPS Total
Scores were consistently lower (p < 0.05) among dogs that received firocoxib
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in addition to standard of care compared to dogs that received standard of care
alone (control group). This is shown in Figure 1.

Figure 1. Mean GCPS Scores by Treatment Group at Each Assessment Time Point.

€.

Pain Assessments

O Firocoxib
= Control

Least Square Mean GCPS total

DO, 5hrs DO, 7 hrs DO, 9hrs D1, 2 hrs D1, 10hrs D2, 2 hrs
post-op post-op post-op post-tx post-tx post-tx

Analyses of pre-surgery and Day 2 hematology, chemistry, and urine specific
gravity data were performed. There were six PREVICOX cases and one
control case with normal pre- and elevated post-study BUN values.

Adverse Reactions: The most commonly-reported adverse reactions were
diarrhea and bruising at the surgery site. The adverse reactions and the
numbers of dogs experiencing each are summarized in Table 2. Some dogs

experienced more than one adverse reaction during the study (e.g., vomiting
multiple times).
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Table 2. Adverse Reactions Reported in the Orthopedic Surgery Field

Study.
Adverse Reactions Firocoxib Group Control Group®
’\ n=118 n=108

vomiting 1 0
diarrhea 2° 1
bruising at surgery site | 2 3
inappetance/decreased | 1 2
appetite

pyrexia 0 1
incision swelling, 9 5
redness

0o0zing incision 2 0

A case may be represented in more than one category.
* Sham-dosed (pilled)
®one dog had hemorrhagic gastroenteritis

f. Conclusions: Treatment with PREVICOX at a dose of 2.27 mg/1b (5.0
mg/kg) body weight orally once daily starting at approximately 2 hours prior
to surgery and continuing for two additional days was well-tolerated.
PREVICOX plus the standard of care was shown to be statistically
significantly effective when compared to the sham-dosed control (p = 0.0050)
receiving the standard of care. GCPS scores indicated that at each time point,
PREVICOX-treated dogs had lower pain scores than the control dogs.

III. TARGET ANIMAL SAFETY:

Iv.

CVM did not require target animal safety studies for this supplemental approval. The
FOI Summary for the original approval of NADA 141-230 dated July 21, 2004, contains
a summary of target animal safety studies in support of PREVICOX Chewable Tablets in
dogs at an oral, once-daily dose of 2.27 mg/lb (5.0 mg/kg).

HUMAN FOOD SAFETY:

This drug is intended for use in dogs, which are non-food animals. Because this new
animal drug is not intended for use in food producing animals, CVM did not require data
pertaining to drug residues in food (i.e., human food safety) for approval of this NADA.

USER SAFETY:

The product labeling contains the following information regarding safety to humans
handling, administering, or exposed to PREVICOX:

“Warnings: Not for use in humans. Keep this and all medications out of reach of
children. Consult a physician in case of accidental ingestion by humans”.
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V1. AGENCY CONCLUSIONS:

The data submitted in support of this NADA satisfy the requirements of section 512 of
the Federal Food, Drug, and Cosmetic Act and 21 CFR Part 514. The data demonstrate
that PREVICOX, when used according to the label, are safe and effective for the control
of postoperative pain and inflammation associated with orthopedic surgery in dogs.

A. Marketing Status:

The drug is restricted to use by or on the order of, a licensed veterinarian because
professional expertise is needed to diagnose and provide guidance in the control of
postoperative pain. Furthermore, the veterinarian monitors patients for possible
adverse effects of the drug.

B. Exclusivity:

Under section 512(c)(2)(F)(iii) of the Federal Food, Drug, and Cosmetic Act, this
approval qualifies for THREE years of marketing exclusivity beginning on the date of
the approval. The three years of marketing exclusivity apply only to the new
indication for the control of postoperative pain and inflammation associated with
orthopedic surgery for which this supplement is approved.

C. Supplemental Applications:

This supplemental NADA did not require a reevaluation of the safety or effectiveness
data in the original NADA (21 CFR 514.106(b)(2)).

D. Patent Information:

PREVICOX is under the following U.S. patent numbers:

U.S. Patent Number Date of Expiration
5,981,576 July 21,2018
6,541,646 October 8, 2019
6,677,373 October 8, 2019

VII. ATTACHMENTS:

Facsimile Labeling:
Package Insert
Owner Information Sheet
Carton Labels:
60 tablets—57 mg
60 tablets—227 mg
30 tablets—57 mg
30 tablets—227 mg



10 tablets—57 mg

10 tablets—227 mg
Bottle Labels:

60 tablets—57 mg

60 tablets—227 mg
Blister Labels:

10 tablets—57 mg

10 tablets—227 mg
Display cartons:

57 mg

227 mg

Freedom of Information Summary
NADA 141-230
Page 9



2.. —b ~Nu01wuooum Post %v:t! Experience: The following adverse reactions are based on  and diarthed, bethargy pan. anoreia, atam. proproceptive deficts. decraased

—— Yoty post-2pproval reportrg ane are Cons et wh Tose fepdred or ofher  albimin evels. decraased ad thon eevcted plaiie counts. ncreasent blecdg
. {nsert cycloorygenase nhirtory NSAD class drugs The categones are hsted 1 decreas-  bimes, and efevated liver enzymes. On huslopatimiogee examination. 4 mikd ileal
ﬁnnrhmm o . g ordes of reguency by bocy system uer was ks 1 one 5 9. The cog 0 a2 Gecread snum i
Sastrartestal: Vomitng Pematoche: BB_uwun_z!s& ?w}w&ﬂﬁﬁ.ﬂ&i <L?nﬂ%x!&”ﬁ

weght ks nausca gt o
s % gt SesTomtasina ucorton. s perbrzkn lammatory Ce intales wes noted in the thatarme region of the brain in tyoe
\\QQQ\*\ > conmrol. one 3X, 1 three SX dogS. Mean ALP was withn the norml range for all

g:ﬁeﬁﬂﬁuﬁ!ﬂ. hse elpna vt roups bul was reater m the 3X ana SX dose groups tha in e cortrdl group

anmak in he 3X and
Hematological: Anerma thrombacylopensa 5 duse groups, and in one control et
Hepatic. Hepanc enzyme ekevations decreased of ncreased 101al protewns A n 3 separate safedy Btudy, frocomb was adminstered arally to heafty juvene
3 . (PoDuin. decraased aibumn decreased BUN «ctenus, asates. pancreatids (10-13 weeks of age) Beagse dogs at 5. 15.2nd 25 my/kg (1 3. and 5 bmes the
PREVICOX® (firocoxib) Chewable Tablets n_zuﬁs be montored n pabents requinng aguncive terapy Neurckogical / Betiviors / Spectal Semse: Letargy weakiess sexue, slana.  recommended lola daly dosel or 180 cays At mdicated (1X) dose of 5 Mg
N e & {PREVICOX anon-NSAG  agression, tremer. uverts mydnasis. nystagmiss on hspathologe examinalion, Tree ou of six dogs hat minimal penportal he-
yorasis. st
For oral use in dogs only. nﬁae&ﬂ may be necessary Cartorascutr / Respiratory, Tchyprea patic atty change On hstopathologic examinatian, one contr, one 1X. and two
Caution. Feoeral law resticts T drug 10 use Dy o on The order of 4 licensed  Approgriate monitaring procedures shoukd be empioyed cunng atl surgicd peo- o " 5X dogs har! diffuse sight hepatc tafty change These animals showed no dimcal
velermanan cedures. Anesthelic drugs may afiect renal periusion apeoach concomitant use Wﬁg\gﬁg‘f o/ prLALS. 2 sigrs and znua liver enzyme uﬂﬂﬂﬁ 5&%&%%& thBn ﬂm
Description: PREICOX {ocoub) belngs to the onxib class of non-naicone 0 anesmetics ang NSAIDs caunausly The use of paremeral fuxds durng Surgery euthanized becairse of poor cirecal concibon Dlay Is0 had & tnidly
§§ﬂ~ ! anti-inflamimatory an awggn;_fnﬁszs.gﬁ shoui be consatered & decrease potenal renal COMpICabans when usmg NSAIS ._mhwunﬁm Geath has been fepartect & an Ouicome of the aokerss everts Bnnumﬂihw:.ﬁzgéiﬂ.ﬂgagwﬁﬁﬁ
deserited chemcal 5. nommal ree haxd muimal perpond hepatc change Of heetve.
dmemytturanone. _.Fw“a-uiabnnt -0:5. and e molecutar weGhl S The safe use of PREVICOX Chewable Tabiels in pragrant. 1actabng or tysedng 0ogS informatian For Dog Owners: PREVICOX lke olher drugs of fs class, s not
3364 The Struchaal rmuts 1§ Shown belowr has not been evahiated free from acverse 163005 (wners shoukd be adveed of the potential for acverse (Diays 36, Nmsagaéggﬁ__aﬂggs
. Adv N reactons ard be nformed of the chnica S07s associsled with drug mivkerance  one dog. vamitng One af the euthanized dogs har! ingested & rope toy. Two of
N erse Reoctions. Adverse reactions may inciude vomiting. tiahea, decreased appetie. dark o these SX dogs ha mldly alevated Iver enzymes. At necropsy al fve of fhe dogs
° Osteoartheits: In conioled held studies 428 dogs (ages 11 manfs 1 15 /S tany staoks, increased water consumation. Creasad uringbon. paie gums due Es&aﬁagﬂﬁaﬁﬂﬂﬁﬁiﬂex&aﬂﬁaaﬂ%
LN were evakuated for salety when given PREVICOX Chewabie Tablets a1 200s¢ of 2.27 1o gnemia, yeliowang of ums skin or whilke of the eye (e B jaundice. lethargy  fatty change: . and Two had par
40 g/ (5.0 mgAg) oraly once caly for 30 days. Te fofowng adverse 1e3CHNS  incoordination se.zre, oF behavoral changes Sarious adverss reactions as-  olher cirvcatty normal 5X dogs foul of lour euthanized as compe at aasqno;
o _M./ P were coserved. Dogs may have expenenced mare han ane of e observed atverst  sociated with thés drug class can occur withoul warning and In e situa-  cally atected dogs) one had siight and one had moderate periportal hepsti fatty
e feactnns during e study tions resull in death (se Adverse Reactions). Owners shoukd be advised to  change. Drug Lreatmert was dscarinued for four dogs n the SX grou. These
oy Adverse Reactions Seenin U.S Field Studies discontinue PREVICOX therapy and comtact Thak immediataly ) 14 weeks o the shudy. On average, the dogs in the 3X
React — ~ = If signs of intplerance are observed. The vasi majory of pahents wih dng ﬁ@&ﬁqﬂﬁ%iﬁ:ugé‘unﬁaaﬁxﬁag
o __— ) Adverse Reactions Previcax | Active Control | 1oysreq aryerse rsacions have facovred when the signs are fecognied. e A gain was measured (stead of weig 1oss) bAcae TESE WETE YOUg Growng
Pharmocokinetics: The absote bicavarabilty of PREVICOX tiocon) is 2p n=128 n=121 S withcyawn. and vetennaly care, i appropnate, I inibaied Cwners shod be  dogs. Thalame: vacuoiabon was sben in tvee of six dogs in te 3X dose OFOup. ive
proumateyy 36% when admiistered & a § MOAQ 0ral 0S¢ 10 BaSed A 80GS  | yourny 5 B atvsext o the mportance of periodic folow un for Bl dogs during adminstration  of Tweke Chgs in the 5X dose OFoLp, 870 o 2 lesser degree in two umedcaled
Firoomi 15 rapedty deared ¥am S tood via hepatic metabalism I,&iﬁ excredon Darmhea T I} of any NSAD controls. Oxarrhiea was een 1 3 doge Groups, inchang Unmedcated contris
Mw.smnuﬂgwmwWﬁ.ﬁrwﬂﬁﬁ;ﬁr&ﬁﬂﬂ.ﬂ.ﬁ?ﬂw vy v, - 3 Clinkcal Mode of acton PREVICOX frocncc) 15 a cycloory  In & separate dose ilerance safey Sty ¥wobang 2 ol o 5at dogs iwo conDor
e st 147 e 5 7 & huss (ACY = 20% The al g apsanien Bppelie 3 geriase b o) Class, Ton-narEol, non-terone and-lammaliry v <hgs and fou realed dogs),firoconb was admiisiered 1 four healthy adut
DROCESS S gty Varie amng S biects Co-admin srabon i PREVCOX wah bood Lethargy 1 3 MNSAD) with ar- rflammestory and anaiges properties. There are two main ¢y-  Beagle dogs at 50 mo/kg fen times the secommendad dasy dose) 10r twenty-two
Pan F] 1 §3.38x~§n§~§w253§ Eﬁt&ﬂu-i&s.inaaauu_b—?ﬂasmezzﬁaﬁ
delays (rug atsomon (Tmax from 1 10 5 AurS) and decresses poak concente- COK-3 which has yet 1 be hlly 1 (COK-1) s he ucasabon. Feated dogs Inat developed sma
Eumv!i:u:huso.oE:FZeaaemisvn?qaa,s_ Somndlence 1 1 | ¢.platolet  imestina erosion or ukexation hat a higher nedere of vomitg, dames, and
Doavatariy 2 e recormencar axe. Wyveractuty [ ) | acoregaton gasc mucosy proiection, & renal perhason Rt dso s conslii  decreased food consumption than cantrol dogs One of these cogs ha severe
Indications: PREACOX (Wocaud) Chiewable TaDies are indicater for e convr = tively expressec i he brain, spnal cord, and reprouctive tract: Cyclogiypenass-  cuodendl uiceraion, with hepac: {atty change and asseciated vomang diarthea

ot pain anc inflamimalion associated wiih ostenarthrls and far the contral of 2 {COX-2) is resconsibie for the synthesis of inflammatory mediators, bl f B ais0  anorexd, weight loss. kelonuria, and mild elevations 1n AST and ALT. Al four

QRO o 10 ANATITaten ssonaled W S e 3 otopedic - PAFTCTK (ARl Bl Koch wars S 9 i 186 5L S0y eorssnn e e, el cort e s ot g e protessively cecieas) S ot W Ue
Surgesy in togs. 3 (COX-3) 1 alsc oonstiutively expressed n e caning and human brain and 8lso  exception of one dog Wiat developed hypoabuminemia, remamed within nomal
Dosoge and Administration. Aways powte the Cienl Infomabon Sheel win  SOR-sSue Surgery: I convoker (k! Sudiggalatr SON fSSue PASIOREAIVE gy man)heart_Results from i wio stuces shower 1¥0coxb B be Iughly selec-  cange Mk weigfi loss aso ocrumed n the yested group One o the two conl
preseripion Carafuly consider e potental benefits ang ks of PREVICOX ang  92in and infiammation, Eaﬂeﬁsm%s;ﬁﬁ!g%!a e for the COX-2 srzyme when Canine biood was expasedtia dfug concenrations  dogs and e of e four treated dogs exfubie transient increases in ALP that
over Veatmet cpions before 050K 10 em PREVCOX.Lie tw owest effectve  Salely wnen gven PREVICOX Chewialie Tatlers of a dose o 227 /b 50 MIM  comparatle 1o e observed Iolowng & orce.daily 5 moykg on2l dose indos ¢ emaned witin romal ngs

dose for fesponse The ovaly 2ppromimately 2 fiours priof 1 Suspary and once daily thereatier bor up MO e the clincal Sigrvficanc of these findings e not been estabtsher ! emperature, between 56°-86° F (15¢-30°
dasage of PREVICOX firocod. ‘or oral administiaton i Gogs  2.27 myyD (5.0 ”ﬂﬁ&ms?ﬁﬁﬁﬂﬂn%%ﬁiiﬂﬁ;ﬁk Effectiveness: Twe hundred and fortyune axgs of various breeds @ngeg in e ﬁaﬂlﬂéﬂeﬁﬂwﬂﬁsﬂkal 507 e
OAQ) booy weigt o dialy as needen [ osteqahris and or 3 days as neeoed from 11 mars 10 20 yeams. and vesgtan 13 10 175 (b, were fandomly adewnis- Ty Feruest a Matera Salety Data Sheet (MSDS) cal 1-877-217-3543

for postoperadve pain and Inflarrriation assocaated with sofl-bssue and oThopede: Adverse Reactions Seen In the Soft-tissure Surgery tered SREVICOX o+ an active confrol drug in twe: feld siudees Dogs were gseessed

surgery The dogs can be bealac with PREVICOX appradimstely bwo hours prior (o How Supplied: PREVICOX Is avaltable a5 round, bexge 0 tan half-scored 1abets

Sugery The 12DItS are ScOreg 270 csage shoukd be caiukated i nall bkl ncre Postoperative Pain Field Studies for lamenes, foghd manpuation e ihﬂqznau“u 1w strengtes contanin 57 mg 0 227 mg frocoib Exch tabet strengt s
ments PREVICOX Chewable TabsTs can be adminsiated wath or without food Adverse Reactions ranasw%a.i mgvm\_woe_i. contral 2_3?9-5_ Sﬁa_i owners rated PREACOX-reated doges s suppired in 10 count and 30 count bister packages and 60 counl bofties.
Contraindications: Dugs wr known 1o hrocomb shoukg nol = n= umproved. Exghts -eight percent of dogs Ireatet with PREVCOX were also judged

Faceive PREVICOX Vomiting 5 6 impreved by the vetermanans, Dogs trested with PREVICOX showed & level of  * Wiiaughy DA, Moore AR and Califle-Nash PR COX- 1, COX-2 and COX- and the

Warnings: Not K use i humans Kaep this ang af medrcabons ut of D (¢ach of Diarhea avgségguﬂ:s&ﬁ?ﬁﬂaao future veatment of chranic iTflammalory trssase Lywef 2000.355:646-648.

chigren Consul 2 physician in case of accdental NQEsHon by humans 00 and owner-assessed improvemenl hat was comparable to te actve comrol  * Smith. ¢f @, Phamacniogical Arelysrs X Cyclo-arygenase-1 in nflammaban. Aroc.

1 1
Brusing a Suigery Site ] 1 Tre level of in PREVICOK-reated dog's m bt wesght deanng an the EE&S»;SE.@&E; 13318
“ﬁﬁvahﬁﬁﬁh»ﬁuhﬁaﬁiﬁhﬁ Respiralory Aest 0 force plate it analyss assessment was Compaaie to e actve contrl ? el koS, ke et sl
age has been associated with sevious odverse reactions, including death | 50 Crepius n Rear Leg 1 o In & separaie fekd stucy, two hundred fity-exgt client-ownad dogs of various iuaﬁ.ﬂga_n&aiﬁu i 5721728 )
(see Animo Safety). Dut to tablet sires and scoring, dogs weighing kess | and Fiank Lreads Ranging (0 80 from 105 weskt o 16 years end weghing from 7 1 168 ﬁﬁﬁ_n :&Emrssgﬂ_mﬁiﬁ_ﬁ_e?.ﬂ;&
thon 12.5 b (5.7 kg) canmot be ourotely dased. 0 Ibs. were randborly administered PREVICAX or 8 control (sham-dosed-plier) for ossaandn £ Producr
Swolen Paw ! the contrul of postoperstive pain and inflammation essocaled wih sofl-tssce 0725 nd Budkberg. . 721729,

A0 Ty e ey B oy oo o, o, o e o g i TR ——
i x ' . O3, vanaft

soun beseine da s rezmecied prir 10 and perodialy Ak ASTITIUN oy imopmdic Surgery: 1  corfofed ek sty et Oropedic pasEaNe o o e o o R e commexyoan S ot ik Aoy 1o o, o e el esression.

of any KGAD. Ownaers showld be andvisard to obserwe for sigre of polential iy g ifiernmaiton, 226 00S of ¥RNOUS breeds, rNGng I age am 1 D119 ﬁagifhﬁﬁﬁghgﬁeﬂ Proc. N At Sci LA, 20029642 113806 136031

drug toxicity (sae Adwerse Reactions and Animal Salety) and be given o i Me PREVICOX. .7 117 years o e ' h e e hy " « Datnon e,
Clent inormation Sheet about PREVICOX Chewable Tablets, Reuan oty 01 o 22 G, 16 wersgon FREVOL Chowatic e wysﬂ_\.ﬂ..ﬁi_ pein an wacit ' Daon e
For iechnical seistance o 10 feport SUDBCkd aiverse events, cal 1-877-217-3543, atagseof 227 mod S hours prior

A muft-certer field study with 226 client-owned dogs of various breeds, and  Memdachmd for Marwl Limied

Precutions: This praduct cannol be ocuralely dossd In dogs less Dian 12.5 0008 daly thersalter fr & ko of hree days. The lofowdng s factions were oy PREVIC Foups 32 Selolin Bt (i, G4 J00HE-400, USLA
wang .,ssac_.ux cbserved. Dogs may five experienced more an one of e ebserved reactors :x&:;ﬁﬁuﬂﬁ%ﬂﬂ.ﬁ-?b%hﬂﬂ&&hrau Py

Conetier approprizie washiaut s when seiching fom ane NS b anctrer o 01779 e by et o PREWCOX o (e cot frm o i) Qoup or D Conil 0 i ok 398178 850,04 ws477.573
when salcting from cortcomtenod use B NSAD s Adverse Reaclions Seen in the Orthopedic Surgery pastopetive parm and inflamation aswcisted with orthoped: surgery. Surgery i s et

A5 a dlass, cycoongenase inhbitory NSADS may be assoctated with renal, astro- Posts tive Pain Field St 1o repair & Rplured cruciate gament inciudsd the folowng Stablization proce- @ PREVI i » episired radunask of e Limit.
intestinal and hepatic Yxicly. Sesibvity 10 dng- associabid averse VNS waret Adverse Reactions Firocoxib Group | Control Group® sigégggg.ﬂlg

Wi i v et Dogs Dl have eaviencer achere eactons o e P otog T | tewlog osteobmy (TPLO), and ‘ove the oy’ techeigue. The s fn = 220 for

NSAD ey eerionce sdvarss feactors o anofher NSAD, Paterts & greatest that PREVICOX-treated dogs ha ipificantly lower

riskhr teragy, | Vomiting
o Bxse Wit ewistig ), Candovascasa, andir hepati dysincion, Concurtent [ Tuarres

0 S.ﬂ.lnaagﬂﬁ_?%gggsg_a

1
rs 1
7 3 Paiatabifity: PREACOX Chewabie Tablets were riexd both convenient 10 admn-
igter (37.2%) and palaiabie 1 he cog [58.5%) by ownars in muff-center fiekd
1 2 ‘shudies invoiving client-owned dogs of warious breeds and sioee.
- Animal Safety: in 5 target animal eaiety gy, firocoih was adinstered oraly
agnomd. Srce RSAL psses th polertal b rocduce Gastilostoal uberaiors (5 oo 0 1 10 heafty ackit Baagie dogs feight dogs per group) at 5, 15, arrd 25 mo/kg (1, 3,
9 $
2 g

and 5 bmes the recommended tolal dally doee) for 180 days. At the indicaied doss

05 mg/ky, there meve Mo reatment retated arverse evenis. Decresia) gppetie,

) e B i 6 s e et o B MERIAL
. x vomi Were seen mure n n

‘behaviorsl medications. The infuence of concornitant drugs that may intalbll the A § ?ﬂileﬂs,sg_:?uxﬂﬂqﬂﬁtagg‘_n”t 1050172708

meiabolion of PREMCOX Chawable Tablels has not been evaluald. Drug compat ~0ne dog o hemontugic st polyarteriis of unknown etinkogy sher exhibiting recument apsies of vamiing Fev, DB-2008




N-141230-5-0036
Owner Information Sheet

Pre

g &,

. (irocoxity

Information for Dog Owners about PREVICOX® (firocoxib) Chewable Tablets

PREVICOX Chewable Tablets are used for the control of
pain and Inflammation due to osteoarthritis or associated
with soft-tissue and orthopedic surgery in your dog.
This summary contains imporant information about PREVICOX. You should fead this
information before you start giving your dog PREVICOX tablets and review It each time
your prescription is refifed. This sheed is provided only as a summary and does not take
the place of i from your tan. Tak 10 your if you do nat
understand any of this information of you want to know maore about PREVICOX.
What is PREVICOX?
PREVICOX is a weterinary prescription non-steroidal anti-infiammatory drug (NSAID)
used to contral pain and i ion due 1o itis. o iated with soft-ts-
sue and orthopedic Sagery in dogs.
Osteoarthitis is a painful condition caused by “wear and tear” of cartilage and other
parts of the joints that may resuft in the follawing changes or Signs in your dog.
* Limping or (ameness.
* Decreased actvity of exercise (reiuctance to Stand, climb Stairs, jump of ru, of
difficutty in performing these activities).
« Stiffness or decreased movement of joints.
PREVICOX s indicatesfor the control of postoperative pain and inflammation (ollowing
soft-fissue and orthapldic surgeries (2.9. pays, crucizte ligament repair), Yous velert
narian may administer PREWCOX before the proceture and recommend fal the dog
be treated for a after going home.
What kind sults can | expect when my dog is on PREVI-
COX for osteoarthritis?
While PREVICOX |s not a cure for osteoartiitis, it can control the pain and inflammation
and improve your dog's motsiity.
= Response varies from dog 10 dog, but improvement can be quite dramatic
* In most dogs, imgravement can be seen withun days.
=  PREVICOX is discontinued or not given as directed, your dog's pain and inflam-
mation may refum.
What kind of results can | expect when my dog is on PREVI-
COX for the control of pain and inflammation following
soft-tissue and orthopedic surgery?
* PREVICOX Chiewable Tablets atiow your dog to recover more cormfortably by con-
fraliing pain and inflammation foltowing soft-lissue and orthopedic surgery.
« Control of pain and inflammation may vary from dog 10 dog.
i PREVICOX Chewable Tablets are not given according 10 your veterinarian's direc-
tions, your dog's pain may retum.
* Consult your veterinasian !f your dog appears t be unoomfortable,
Which dogs should not take PREVICOX?
Your dog should 1t be given PREVICOX I he/she:
* Has an allergic reaction o firocoxd, the active ingradient in PREVICOX.
« Has had an allergic reaction {stxch as hives, facial sweliing, or red or ichy sk to
aspirin o other NSAIDs.
» |s pressently taldng aspirin, other NSAIDS, or corticosteroids.
o t5 under 12.5 pounds in body weight,
© Has pre-endsting kidney or liver disease.
« Has decreasad appetite, vamitng or dahea.
PREVICOX should only be given to dogs.
People should not take PREVICOX. Keep PREVICOX and alfi medications out of the reach
of children. Call your physician immediatety If you accidentaly take PREVICOX.

What to tell/ask your veterinarian before giving PREVI-
COX.

Takk 10 your veterinaian about:
» The signs of osteoartiwtis you have observed in your dog, Such as hmping or stiff
fess.

« The importance of weight contro) in the management of ostecartrits.

* What tests might be done before PREVICOX is prescribed.

* How often your dog may need Lo be examined by your veterinarian.

« The risks and benefils of using PREVICOX. Serious adverse reactions, including

death, have been with PREVICOX administration a1 doses above the

recommended dose in puppies less than seven months of age.
Ted your veterinarian if your dog is currently expertencing or has ever had the following
medical problems:

« Any side effects from taking PREVICOX o other NSAIDs, such as aspirin.

* Ay digestive upset vomiting and'w darhea)

* Any Kidney disease.

© Ay liver disease
Ted your veterinarian-about:

« Any other medical problems or aliesgies that you dog has now. or has had in the

past.

* Al medicines that you are giving or plan to grve 10 your dog. including those you

can get without a prescription and any dietary supplements.
Tett your veterinarian f your dog:

« Is under 7 months ol age.

« IS pregnark, nursing or if you plan to breed your dog.
How to give PREVICOX to your dog.
PREVICOX shoutd be gven acconding 1o your veterinarian's instructions. Do not change
the way you give PREVICOX to your dog without fiest speaking with your veterinanian,
Your velerinarian will tell you what amout of PREVICOX is igit for your dog and for
Dow Jong it should be given Most dogs wil take PREVICOX Chewable Tablets from your
hand, o you ¢an place the tablet in your dog’s mouth. PREVICOX may be given with
or withow food.
What are the Eosslbie side effects that may occur in my
dog during PREVICOX therapy?
PREVICOX, like other NSAIDS, may cause some side effects. Serlous side effects as-
socialed with NSAID theragy n dogs can ocour with or without waming, and, in rare
situations, result in death. The mast common side effects associated with PREVICOX
therapy kvobve the digestive tract (vomiting and decreased food consumption). Liver
ang kidney probiems have also been mportad with NSAIDS. Look for the folowing side
effects thal may indicate your dog is having a problen with PREACOX:

o Decrease or increase in apoetite.

« Vomiting.

= Change in bowel mavements (such as diarhea, or black, tarry or bloody stools).
» Change In behavior (such as decreased or increased activity level, incoordination,

seinwre, or AggrEssian).

o Yellowing of gums, skin, or whites ol the eyes (aundice).

* Change in drinking habits frequency or amaunt consumed).

o Change b urination habits (freuency, color, or smelf,

« Change In skin (redness, scabs, or scratching.

 Unexpected wesght boss.
tis important i stop the and contact your an i i you
think your dog has a medical problem or side effect while taking PREVICOX tablets. if
you have arditional questions about passiie side effects, Lk with your veterinarian or
call 1-877-217-3543.

Can PREVICOX be given with other medications?

PREVICOX shoukd not be given with other NSAIDS {for example, aspirin, carprolen, et
odolac, deracmdb, memdcam, or tepoxaling of cortk ds (for example, X
cortisone, dexasmethasone, of triamcinolone).

Ted your veterinarian about all medications that you have given your dog in the pas, and
any medications you are planning to give with PREVICOX Lablets. This should include
ofher medicines that you can get without a prescription or any dietary supplements.
Your veterinarian may wanl to check tat ail of your dog's medicines ¢an be given
together

What do | do In case my dog eats more than the prescribed
amount of PREVICOX?

Consult your veterinaran immediately il your dog eats more than the prescribed
amour of PREVICOX.

What else should | know about PREVICOX?

« This sheet provides a summary of information about PREVICOX tablets. i you have
any Questions or concerns about PREVICOX. ostecarthitis pain, of postoperative
pain following soft-tissue and orthapedic surgery, tatk with your veterinarian.

* As with all prescribed medicines, PREVICOX tablets should oy be given to the
dog for which they were prescritied. They should be given to your dog ony for the
condition for which they were prescribed, at the prescribed dose.

* It is important to periocically tHsouss your 00g's esponse to PREVICOX tablets.
Your veterfnarian wil determine if your dog is responding as expected and if your
dog shauid corvinue receiving PREVICOX tablets

For technical assistance or to report suspected adverse
reactions, call 1-877-217-3543.
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Fae Indications: For the control of
gy 5 pain and inflammation associated
e § b with osteoarthritis and for the
SF ® cantrel of postoperative pain and
2 °§ ] j l EVICOX infiammation assaciated with
— I yy soft-tissue and orthopedic
ge {troconty Product 279140 Srgen s
I ) Dosage and Administration:
sm— PREVICOX® should be adminis-
— : ’ {cred orally at a dose of 2.27 mg/hb
i1 (5 mg/kg) body weight ance daily.

Refer to package insert for full
oroguct information.

Starage: Store at room (zmpcrs-
ture betwsen 59°-86° F
(15°-30° C),
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Previcox

(froconi)
Chewable Tablets 57 mg o &

Not for use in humans. Keep this and all drugs out of the reach of children. L ¥

Consult a physidan in case of accidental ingestion by humans.

For use in dogs only.

Store at room temperature between 59° and 86°F (15°- 30°C). SN MERIAL
Merial Limited, 3239 Satellite Blvd., Duluth, GA 30096-4640, U S.A. Rev.11-2006
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//7/000)(/0/ 57 mg Chewable Tablets

N-141230-S-0036
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