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tepoxalin -

- ZUBRIN™ Ré;iidISiLIS'iS'iiitégfé\fiﬁg"}‘I‘Ebiefst;"'3 D

Oral tablets: ZUBRINIM is avallable as whlte cn'cular,

freeze-dried, rapld ntegratmg tablets which, when
admnnstered orally, disintegrate within seconds after '
placement in the mouth, thus allowing the contents to be
swallowed "

ZUBRIN™ Tablets are supphed in boxes contalmng 10 foil
rapidly- -
, Of ?.OOAmg tepoxalin.

disintegrating tablets of 30 jSO, 100

* Rx - Federal law restricts thls drug to use by or on the order‘ A
- of a licensed veterinarian. ‘ i

Each rapidly- d1s1ntegrat1ng tablet contams 30, 50 100 or

1200 mg tepoxahn

Oral

Dogs/Canine

“Dosage: Adm1n1ster 10 mg/kg (4 5 mg/lb) or 20 mg/kg
(9.1 mg/lb) on the initial day of treatment followed by a
- daily maintenance dose of 10 mg/kg. Due to observed

variability in tepoxalin metabolism, a higher mlt1a1 doseyof
20 mg/kg may be given to increase the hkehhood that

effective concentratlon followmg the'ﬁrst oral



- administration. ThlS could be bene S

signs of severe osteoarthritic pain. _The duration of

~ treatment at 10 mg/kg should be based onc chmcal response
‘and patlent tolerance of drug treatment

‘ Admlmstratlon Place the rapldly-drsmtegratmg tablet into the
‘dog's mouth. Keep the mouth closed for a sufficient : amount of
time (~4 seconds) to ensure tablet d1$pers1on 'ZUBRIN™ Tablets
should be administered either with food or within 1 to 2 hours after
feedmg

Due to tablet sizes, dogs welghmg less than 3 kg (6.6 lbs)
cannot be accurately dosed

Pharmacological

Category: "~ Non-steroidal Ant1 mﬂammatory Drug

Indications: ZUBRIN™ (tepoxahn) Tablets are 1nd1cated for the control
of pain and 1nﬂammat10n assocrated Wlth osteoarthntls in
dogs :

Dosage Characterization:
() 10mgkg maintenahee dose:
A multiple site field study (Study No. E99- 473) was conducted in the Umted

States to assess the dose response control of dogs with osteoarthritis when
tepoxalin was admmlstered using three dlfferent doses of ZUBRIN""M Tablets

Fifty-two dogs with chmcal si; gns attnbutable to osteoarthntls presented to ‘
veterinarians, and were randomly allocated to treatment with ZUBR]Nr Matone
of 3 doses (5.0 mg/kg, 75 mg/kg, and 10. 0 mg/kg) for 7 consecutive days Ease '
of ambulation, werght beanng, pain’ and resmtance to palpation, pain and
‘resistance to forced movement, and general attltude and demeanorwere
evaluated. The most effective dose among the thr' dose groups was 10 mg/kg \
Sixteen dogs received 10 mg/kg tepoxalin on the ini y of therapy and for6
additional consecutive days Of these 16 dog gs, 14 showed - 1mprovement 1n

clinical signs related to osteoarthritis after 7 days of therapy at 10 mg/kg

(2) 20mgkg 1n1t1al day dose:

A study was conducted to determine the pharmacoklnetlc profile of tepoxalm
administered orally to 12 dogs at an lmtral dose of 20 mg/kg, followed by a dose
of 10 mg/kg once datly for SIX’ addltlonal days (Study No NOO 576) ’




Results Mean tepoxalm pharmacok1net1c parameters 1n do gs‘ (:i: standa:rd dev1at10n)

Toas ) | Co (0g/ml) | Tinhr) E?.f;‘;’fm
| Day0 [23+14** |780+506  |2.0+12 3363 + 1841
Tepoxalin |Day1 [23+19  |529+182  |23+14  |2324+1394
Day6 |28+42  |637+317  |16£0.6 | 243441499
. Day0 |47+62 8314357 | 1374107 | 8460 +3527
ﬁf:‘t;ﬁoﬁte Dayl |27+19 |986+323 124+ 84 | 11297+5728
Day6 | 6.8+ 8.0 968 + 486 13.4+103 | 12094+ 8195
* Where AUC represents the area under the concentratlon/tlme curve over either one

complete dosing interval (actlve metabohte) or to the last quantlﬁable concentrat1on
(tepoxalin).
**standard deviation

recommended that when t1me to onset of pam relief is critical, therapy b 1n1t1ated
at a dose rate of 20 mg/kg to improve the l1kehhood that systermc drug
concentrations rapidly and con31stently exceed the mlmmum effectxve
concentratlon of this compound and its act1ve metabohte ‘

b. SUBSTANTIAL EVIDENCE (field study)

A controlled field study was conducted i m dogswusmg the dosage of 20 mg/kg for . " - N

one day, followed by 10 mg/kg daily for an additi days. Tepoxahn was
administered for one week to demonstrate the effectiveness and safety of
tepoxalin tablets for the control of pain and 1nﬂammatlon assoc1ated Wlth
osteoarthritis.

ZUBRIN™ (tepoxalin) field study at small ammal chmcs m the US (Study R
1930C-61-V98-372, Report No. 30116) '

1) Type of Study Mult1-Centered Controlled Fleld Study

(2) Investigators:



Andrew Pickering, D - Todd Schadler, DV

Wabash Valley Animal Hospital Great Southern Animal Hospital

3004 S. 7™ Street B 2685 South High Street o
Terre Haute, IN 47802 - | Columbus, OH 4 _ e o
Roger Sifferman, DVM | L. D. Eekermam. DVN™

Bradford Park Veterinary Hosp1ta1 » Westbury Animal Hospltal

1255 East Independence | 4917 South Willow Drive

Springfield, MI 65804 | Houston, TX 77035 o

K. S. Griffin, DVM Richard Benjamin, DVM

W. Van Hooser, DVM’ : Berkeley Dog & Cat Hospital

Carriage Hills Animal Clinic =~ 2126 Haste Street ”
3200 Eastern Bypass o Berkeley, CA 94704
Montgomery, AL 36116 -
Robert Yelland, DVM . |Donald Copeland, DVYM
Lewelling Veterinary Clinic | Bellaire Richmond Animal Hospital
525 Lewelling Boulevard | 5808 Bissonnet

San Leandro, CA 94579 | Houston, TX 77081- 6599
Jack W. Whitmore, DVM =~ Ben Garrett, DVM R
Stuebner Airline/Champions Veterinary | Garrett Veterinary Hospital

Hospital 1846 South Oates

16116 Stuebner Airline Dothan, AL 36301

(3)  General 'Design': -

(@  Purpose: The objective of the study was toﬂev‘ Tua er field

conditions, the effectiveness and safety of . M for the control of
pain and 1nﬂam;mat1on associated with camne osteoarthntls

(b)  Animals: Two-hundred and five: dogs were evaluated for safety and 122‘ \ - : N

(62 tepoxalin and 60 carprofen) were evaluated for effectweness The
mean age of dogs was 8.1 years (4 months - 18 years)

() Control: The actlve control product was an approved carprofen tablet
(d) Diagnosis: The dlagnosm of osteoarthntls ‘was based on medlcal h18tory o

and physical examination, mcludmg radiography, and included ¢ cases of
hip dysplasxa osteoarthrltls and dlscospondy1031s '

disintegrtng abit

(e) Dosage Form: ZUBRIN™ (tepoxahn) rapldlyJ
contammg 50 or 200 mg of tepoxahn

® Route of Admlmstratlon. Oral

(® | Deysages used:



“

(h)
(1)

Results: Results of the study showed statlstlcally s1gmﬁcant 1mprovement for all S

- Active control; 2.2 mg carprofen/kg tw1ce da
Tepoxalin: 20 1 mg tepoxahn/kg on the fi
da11y for Six consecutlve days

ly for s seven days
: day followed by 10 mg/kg

Test Duration: 7 'days "
Parameters Measured on Day 0 arjd’j)ay 6:

Ease of ambulatlon/locomotlon Y
Weight bearing | "

Pain and resistance to palpation
Pain and resistance to forced' rnovement
General attitude

An overall (general) evaluatlon was
and the mvestlgator Ammals Were class
"improved”, "no change" or worse o

/ “VastIy improved",

parameters comparing Day 0 to Day 6 W1th1n the tepoxalm group.

Tepoxalin and Carprofen.
Osteoarthritis in Dogs

Normal 1 2 6 6 4 5 0 2

| Slight 18 20 23 26 20 14 19 13
Moderate 30 26 25 23 26 31 31 28
Severe 13 12 7 5 12 )

Normal 27

Slight 33 25 20 17 31 30 28
Moderate 3 7 5 6 5 7 6
Severe 0 11 ]o 1 0 1 0 1




%Normal | 37 ] 59 55

% Modified | 25 - 3 25 15

Investigator Tepoxahn (n=62)
Evaluation Carprofen (n=60) | 18 6
Owner Tepoxalin (n=62) | 20 4
Evaluation Carprofen (n=60) |26 4

(5)  Statistical analysis: After removing dogs that were normal n both days 0 ‘and 6 .\
‘ ‘scores for each endpoint were converted to a recording of “success” i thedog

experienced a decrease of at least one score between day 0 and day'6, otherwise B

the dog was considered to have “failed” with respect to that endpoint. Ninety
percent exact confidence intervals for the’ d1fferen in the proportion of dogs
scored as successes for each treatment were constructed The lower bot
confidence interval is taken as an estimate of the max1ma1 ncgatlve di
effectiveness for tepoxalin compared to the actlve control drug. Based on ‘the

estimated maximal differences, tepoxahn was con51dered noninferior to the -
comparator product. The success rates for the comparator product andthe
estimated maximal differences are displayed in the followmg table.

Estimated maximal differences between the success rates for tepoxahn and the
comparator drug carprofen for each endpomt

Ease of ambulatlon/locomotlou 81% (470f58) | 92% (56 0f61) | -2.5%
Weight Bearing — [80% (430f54) | 84% (46 of 55) | -11.4%
Pain on Palpation 1 87% (48 of 55) | 86% (50 of 58) | -17.6%
Pain on Forced Movement | 81% (48 of 59) 82% (51 0f62) | -13.1%
Investigator Evaluation 90% (54 of 60) 95% (59 of 62) | -6.6%
Owner Evaluation 92% (55 of 60) 94% (58 of 62) | -10.0%
General Attitude 80% (20 of25) 8% (22 of 25)' -16 3%

(6)  Conclusion: Under the condltlons of this study, ZUBRIN*"M Tablets admlmstered'k
orally at a dosage of 20 mg/kg once on the : y 4
mg/kg administered once dally for six consecutlve"days werc shown to be safe

yados

g,



and effective for the control of pain and 1nﬂammat10n associated with canine

osteoarthritis.

'(7) Adverse Reactions:
The following table lists the adverse re 1
study (dogs received either ZUBRI}

Vomition - 2 5
Diarrhea 4 0
Anorexia 0 1
Ineffectiveness 0 1
Incoordination 1 0
Death** 1 -

*Dogs may have experienced more than one of the observatlons dunng the study
**Two days after the completlon of the field y,‘ one nine-year-old Labrador retriever

became seriously ill and subsequenﬂy dled , I\Tecropsy results showed multiple gastric
ulcerations (3-8 mm), anemia, and severe diffuse gastroenteritis. The dog s death could
not be definitively attributed to the adm1mstratlon of tepoxalm

3. TARGET ANIMAL sAh‘E'lfY i

Two laboratory studies were conducted to evaluate the safety of tepoxahn when S
administered orally to dogs. A 26-week oral toxicity study (w1th an 1nter1m 13-week
sacrifice) and a 1-year oral toxicity study prov1ded safety dav
safety was evaluated in 107 dogs receiving 28 consecutxve days of ZUBRIN™ Ta
therapy in an uncontrolled fi eId study.

The laboratory studies were conducted with drug substance suspended in o
.,hydroxypropylmethylcellulose and admnnstered to dogs by gavage in spht dosmg (tw1ce o

daily, given 4-5 hours apart) to maximize oraI b10ava11ab1hty Bloavallablllty data was

used to establish comparability in drug exposure between the non-market gavage

formulation and the final rapldly-dlsmtegratmg tablet formulatlon ‘

a. Twenty-Six Week Oral Toxxclty Study of Tepoxalm in ﬁogs (
report) (Study No. 21121 01:00, Report Numbers A-27657 & A-2 )

€)) Type of Study 26-week oral tox101ty study w1th a tlurteen—week mtenm N

necropsy (The study was conducted in ¢
Laboratory Practlces Regulatlons fo
CFR Part 58).

npliance with FDA’s Good
Laboratory Studies (21

) Study Dlrector Dr. E.V. Knight

TheR.W. Johnson Phannaceutlcal Research Instltute L e N

PRI Research Farm o



€)

PittStOWH,NJ T R e

General Desi gn

@

(b)

(d)

(®)

mtenm necropsy

Pm'Pose To assess the tox101ty of tepoxah ,
orally to Beagle dogs for twenty-51x weeks Wlth a irte

Test Animals: Fifty-six Beagle dogs were assi gned to four grOUPs L

(7/sex/group). An interim sacrifice of 3 dogs/sex/ group was

conducted after 13 weeks of dosing. Animals were seven months e

of age at the tlme of 1n1t1at10n of dosmg

Dosage Form: Tepoxahn mlcromzed suspensmn at concentratlons -

of 10 and 150 mg/mL (BlO&Vﬁllablhty data was used to establish
comparability in drug exposure between the non-market gavage

formulation and the final rapldly-dlsmtegratmg tablet formulauon) R

Placebo Control: 0.5% Hydroxypropyl Methylcel[ulose Prermum R

F4aM

Doses Ijsed'

1-2X |
loaox

(15-30X

*Total treatment dose was d1v1ded and admmlstered th _ dally
**Relative dose refers to multiples of the recommended
therapeutic dose of 20 mg/kg as a one-tlme induction dose,
followed by a maintenance dose of 10 mg/kg

®
(€9)

®

S 100 0 s

Route of Admmlstratxon: ,Oral gavage

‘ Treatment Duration: Twenty—s1x weeks (Wlth thirteen Week 1ntenm |

sacnﬁce)

Parameters Measured:

Chmcal Observatmns;’:.’,j,’, ‘7,‘ i
Physical Examination =~

Food Consumption E
Body Welght o

10

~Doses Used in Study No. 21121‘ 01: OO/Report Numbers A-27658 and” T
A-27657 k . e



@

~pathology changes were attnbuted to the ac

Mortality Check L
Ophthalmoscopic Examrnatron‘ ’
Electrocardlographrc Analysrs
“Hematology
Coagulation
Blood Chemistry
Urinalysis
'Gross Pathology
Organ Weights
Hlstopathology

l;: I; Il:; I: ls O |00 INYION jn

Results:

13 week findings:

There were nio drug-related changes in body welght'\:gam food A o
consumption, clinical srgns or results of ophthalmoIoglc exammatlons

Discolored feces ranging from white to yellowish fan were noted mainly

in dogs receiving doses of 100 and 300 mg/kg/day. The material was
probably tepoxahn that was not absorbed from the gastromtestlnal tract
No drug—related changes were obser nical pathology
parameters for the 20 and 100 mg/kg/ ay dosage groups‘ At weeks 6 and
14, one female dog in the 300 mg/kg/day group showed neutrophrhc
leukocytosis, decreased RBC, Hb and PCV, decreased serum total ,
protein, decreased albumin, and decreased calcium (1 iter conﬁrmed to be a
result of chronic ; gastrlc uIceratlon at the wee 27 necropsy) ‘The chnrcal '

Hb and PCV decreases at week 14 that returned to predosage levels by

‘week 27. These changes were consrdered possrbly related to tepoxahn

At 13 weeks, 6 dogs per treatment group were necropsred Dogs in all -
dosage groups showed evidence of gastnc irritation (rnucosal hemorrhage
and congestion) after 13 weeks: 1in the 0 mg/kg dose group, 1in the 20

mg/kg dose group, 3 in the 100 mg/kg group, and 2 dogs in the 300 mg/kg'“ o

group. One of the 2 dogs that received the hrghest dose (300 mg/kg)
showed gastric ulceration at the mid- study necropsy The ulcers were

confirmed hrstologlcally and attnbuted to the admrnlstratlon of tepoxahn ' ’ .

&

26 week ﬁndmg S:

There were no drug—related changes i in body welght galn_ food ,
consumption, clinical srgns or results of ophthalmo logic exammatrons J
Discolored feces ranging ﬁom whrte to yellowish 1 tan were noted mam]y

~_indogs receiving doses of 100 and 300 mg/kg/day. The material was
~ probably tepoxahn that was not absorbed from the gastromtestmal tract.

11

ninistration of fepoxalin. Two
other females (20 mg and 100t mg groups) showed mild to moderate RBC S



(6)

- At 26 weeks, the remalmng 8 dogs per gro

Inthe 20 mg/kg/day dosage group, one female dog showed RECHbad
PCV decreases at week 14 that returned to
“By the ﬁnal week of the study, two

: dogs in the 300 mg/kg/day

dose group had decreased RBC Hb an i
WBC and neutrophll counts in one of these females ai

1 we necrops1ed Necropsy
results demonstrated gross gastric lesions in no dogs in the 0 mg/kg/day

group, one dog in the 20 mg/kg/day ; group, two dogs in the 100 ‘mg/kg/day o
group, and four dogsin the 300 mg/kg/day group. Gastnc ulceration was

confirmed by h1stopatholo gy in the h1ghest dose group (300 mg?kg/day) in

2 of the 4 dogs with gross gastromtestlnal abnormalities. Dogs in the o

lower dose groups showed ev1dence of § gastrlc irritation (mucosal B
hemorrhage and congestlon) after 6 months treatment \mth tepoxahn

Concluslons.

Adverse reactions were dose related and result“ o
(with associated clinical pathology changes) in the hlgh dose group (300

» mg/kg/day) Abnormalities of the gastromtestmaI tract (ententls m11d o

mucosal hemorrhage and congestlon) were noted n all dosage groups. -

One-Year Oral Toxicity Study forﬂTepoxalm 'm,, Beagle |

92018, Report No. A-30023)

(0

@)

©)

i .

Type of Study: One-year oral tox101ty (The study was conducted 1n o

compliance with FDA’s Good Laboratory Practices Regulatlons for S
Nonclinical Laboratory Studies, 21 (,bR Part 58) '

Study Director:
‘ Dr.E.V. nght

The R.W. J ohnson | Pharm eut1ca1 Research Instrtute o

Route 202
Raritan, NJ

- General Design:

(a Purpose: To assess the toxicity of tepoxahn when adrnlmstered
orally to Beagle dogs for ﬁfty—two weeks

®) Test Anmals Thlrty-two Beagle dogs were a551gned to four

groups (4/sex/ ‘group). Anlmals ‘were elght months of age at the
time of initiation of dosing;

1

to‘predosage levels by week 27. - -



() Dosage Form Tepoxalm rmcromZed suspens1on at c,o‘ en s
- of 5,15and 50 mg/mL (Bloavarlabrhty data ¥ were used to estab shw

- comparability in drug exposure between the non-market gavage |

formulation and the ﬁnal rap1dly—d1s1ntegrat1ng tablet fonnulatlon) R

@ ‘p]acebo Control 0 5% Hydroxypropyl Methylcellu]ose Prermum o e

FAM
‘@  Doses U?e dr:,‘.'. ;

Doses Used in’ ud N 92

100 5-10
*Total treatment dose was d1v1ded and adm

da1ly

#*Relative dose refers to multrples “of the re mmended

' therapeutic dose of 20 mg/kg as a one-tlme kmduction dose

4)

followed by a mamtenance dose of 10 mg/kg

- Route of Administration: Oral gavage S

© Treatment Duration: Flﬁy—twoweeks ettt e e bt e s

(h)  Parameters Measuredﬁ

Clinical Observations
Physical Examination R
Food Consumption =~ o

Body Weight =
Ophthalmoscopic Examination =~

~ Hematology
Coagulation
Blood Chemrstry
Urinalysis

~ Gross Pathology
'Organ Weights
Histopathology

IS 2 3 0 00 IOy i ks [0 10 =

‘Pale yellow to white matenal was frequently obse; 3 N
tepoxalin treated dogs. The material was probably tepoxalm at was not
- absorbed from the gastromtestmal tract Treatment related macroscoplc

13

Electrocardlographlc AnaIYS1s g M A O T 3 e



- red and/or depressed foci were noted in the pyloric mucosa of the stomach
* oftwo female diogs n the 100 mg/kg/day dosige group, These changes
- were confirmed on histopathological evaluation as gastric erosionand
 ulceration. Gastric mucosal hemorrhage was noted in a third dog in this
- dosage group. 'No treatment-related microscopic changes were observed
in the stomach of any dogs in the 10 or 30 mg/kg/day dosage groups.

EmeS1s GCCufréd more freqﬁeh‘t‘ly”infthé 100 mg/kg/day dogs:

Type of vomiting | Dosage group | Number of ogs
food vomiting | 10 mg/kg/day |2
foamy vomiting | 30 mg/kg/day | 1
100 mg/kg/day 2
3
1
2

discolored vomiting | 100 mg/kg/day
drug vomiting 100 mg/kg/day
| mucoid vomiting | 100 mg/kg/day
“*Dogs listed may have vomited more than once

(6) Con(;lusion’s: -

The study confirmed the occurrence of gastrointestinal abnormalities
tepoxalin is adr'nin’i‘stgr?df‘af éXagggrated‘dqsagcAs‘ n the hea dog
n adequate margin existed for the oral treatment of

in this study, an adequate safety margin existed for the oral treatment
n at the recommended maintenance dose of 10

dogs with tepoxali

mg/kg/day. ‘

ZUBRIN™ (tepoxalin) European field stu
administered orally for 28 days, for ec
associated with osteoarthritis in dogs

(1)  Study Dates: Jﬁne to December, 1999

(2)  Investigators:

Clinique Veterinaire de Senlis o
‘ 12-14 Place des Arenes, 60300 Senlis — France
Dr.L.Kem |Clinique Vetermaire -
| 4 rue Meissonier, 75017 Paris — France
Dr.F.Miguet =~ |Clinique Veterinaire de Fleuri S
. Place de I’Eglise, 69820 Fleurie — France
Drs. Schwarz & Winzinger | Georgenstrasse 22b -
| D-82152 Planegg — Germany
Dr. Kendlinger Moltkestrasse 2 =~

o D-84453 Miihldorf - Germany

14



(3)  Study Design: ‘An open (uncontrolled unm
107 dogs enrolled at 5 sites.

(4)  Purpose of Study The study dem ety of tep ,
- rapidly-disintegrating tablets (market formulatron) administered orally for =
28 days for the control of pain and 1nﬂammatlon assocrated Wlth e
osteoarthritis (OA) indogs. : :

(5)  Description of t test animals: A total of 107 dogs were enrolled in thrs S

study by 5 investigators (9 to 29 dogs per chmc) All107 enrolled dogs

were used in the safety evaluatlon :
6) Control group: ‘none (

()

(8)  Inclusion crlterla Dogs of various breeds, ages sex and welghts o

exhibiting | pam ‘and/or 1nﬂammatlon from an arthntlc condltlon were '
candidates for this field study.

(9)  Exclusion criteria: Pregnant dogs or dogs spemﬁcally destmed for N
reproductlon were not enrolled in this study. Dogs which had received

dlslntegl‘atlng tablets (market E e
formulatron) were admrmstered to all dogs 1ncluded in the study o T

analgesic, antipyretic or antnnﬂammatory drugs (corticosteroids, NSAIDS)"‘ B

within the previous 5 days were excluded from th1s study Post-surglcal a
. cases were excluded from this study -

(10)  Owner consent Consent of the owner was obtf .
included in the study -

(11)  Dosage form: Tepoxalin’s market formulano a,whlte crrcular freeze-
dried, fast-dissolving tablet that dlsmtegrates in apprommately fi ur
seconds after placement in dof3

different sizes of ZUBRIN
tepoxahn

(12)  Drug dosage, frequency, duration and route of administration: The

tepoxalin dosage was 20 mg/kg orally on day 0, followed by 10 mg/kg
from day 0-27

(13) ~ Relationship to- feedmg wrthm an hour aﬁer feedmg

(14) Study parameters ,

Physical examination: On Day 0, a medical hlstory of the case was taken A

including an evaluatlon of the general physwal condltlon a descnptlon of

15 ,



radrography The dogs returnedto the chmc on Day 13 and ag er
‘completion of the treatment penod S

| Chmcal pathology On Day O Day 13 and Day 27 “a '
CBC. Blood chemistry profiles (ALT, AST, GG P, TP
creatrmne Ca, P, Na K Cl) were estabhshed on Day 0 and Day 27

- Adverse reactions: The dogs were also observed dally by the owner for adverse
reactions. e e ,

(15) Results:

Demographics:

Dogs of 34 different breeds or mlxed breeds were rep
followmg table shows that in general older dogs tended to enroll for the control
~ of OA pain: .

2 | 133

2 25 14

3 107 29 15

4 10,2 , 3 R 17.3

5 93 1.2 | 17.3
Clinical Pathology:

dy. o

Hematology parameters were meastred pretreatment at Da' /13 and Day 27 The S

proportion of dogs with a “normal” PCV fell below 80% (77.2%) at the second

visit and went back up over 80% at the last visit. Only 2 cases with low PCVat

the interim visit exhibited diarrhea and/or vomltrng at some pomt durlng the
study . £

Serum chemrstry parameters were measured pretreatment at Day 13 and Day 27 ) ,k , r

One dog showed elevated ALT af the last vistt (>200 TU/I )
highly elevated BUN (>1 00 mg/dL) assocrated with i 1ncrea ed ¢
case had highly elevated BUN and creatinine on Day 0 (p ‘
and 3.4 mg/dL, respect1vely) and Day 6 (3 days after treatment terrmnat' n: 143

mg/dl and 3.6 mg/dL, respectively). Another case had highly elevated BUN

creatinine on Day 0 (pretreatment: 165 mg/dL and 3.2 mg/dL, l‘especthely) and a,t : v i

‘the end of the study (post treatment termlnatron 182 mg/dL and 3.4 mg/dL,
respectlvely) These were also associated with |
A third case had hlghly elevated BUN (>100 'mg/dL) and sllghtly elevated

16

th low P CV. RBC, and hemoglobln S



creatinine on'Day 0; post treatment blochemlstry results Were not avallable for o

this dog.

Adverse Reactions:

the 28 day course of theray y 0 th
completion of the study, 7 were related toa
commonly reported adverse reactlon was gastrom

'ytherapy before the
(see below). Themost
,I”’(GI) upset which was

manifested by at least one of the following: ' diarrhea, vomiting, loss of appetite, S

soft feces, and enteritis. Other adverse Teactions which may be related to GI upset
include; fatlgue/lethargy, ﬂatulence and eatlng grass

with ZUBRIN™ Tablets for 28 days

Adverse Reaction | Number ,of Dogs* - Medlan Number of Days Observed
(n=107) | (Range)

diarthea | 23 — [2days(11031)

vomiting |21 __|lday(1to9®)

anorexia/inappetance | 9 _|3days(1to15)

enteritis 4 . 13days(1to5)

lethargy 13 _ | 3days (2to 15)

flatulence 1 31 days

trembling 1 27 days

increase appetite | 1 2 days

eating grass” 1 3 days

incontinence , 1 3 days

hair loss 1 -~ | 5days

death | 1% -

*dogs may have expenenced more than one of the"observatlons durmg the study
**described in detail below. Th1s table does not log that died following
surgery for “splenic torsron (descnbed below)”.

Eight dogs exhibited both Vonntmg and dlarrhea but only ﬁve dogs exhlblted
~ both signs srmultaneously

Hematology results indicated that detectable blood -
cases that were reported with diarrhea or vomiting. Two of the three cases had '

,oss occurred m three of the S

slightly lower PCV values than the lower laboratory normal l1m1t pnor to o ’, , 1 -

treatment (Day 0) and posttreatment (Day 6 and Day 31, respectwely,

ranging from 34.5 to 37.1%). Both of these dogs also had highly elevated BUN =~~~

and creatinine at both time points suggestmg an underlymg chronic renal fallure:: SR
that could be the cause of the observed anemia. The third dog also had slightly

lower PCV values than the lower laboratory normal 11m1t the day before hedied

(see descrlptlon below)



In seven cases (6. 5%) the adverse events were severe enough to warrant

~ discontinuation of therapy One of these seven cases w
" by the owner after the dog vomrted on Day
discontinuation of ther:
death ensued after terr
below:

vomited after the first dose was admrmstered on Day 0. ‘omi 1ng‘was noted on “
subsequent days. By Day 4, the vormtrng was descrrbed as repetitive and the
1nvest1gator demded to termlnate treatment and initiated symptomatlc treatment

approxrmately 5: OO am, Necropsy revealed an acute pentomtls caused by
perforatlon of the duodenum. All other organs appeared normal. Whﬂe the cause

of death was deﬁmtrvely due to a splenic torsron, the investi atorvvas‘ unsure
whether the splenic torsron 1mt1ated the do g's vormtlng, or the ‘vomiting 1n1t1ated
~ the splenic torsion. o V

,ved from the study, o

The second case was a 12 year old male German Shepherd Werghlng 38 kg He

received tepoxalin from Day 0 to Day 12. D1arrhea was reported from Day 3to
Day 12, vomiting on Day 8 and Day 11, and loss of appetlte on Day 9. On Day
13, at the planned interim visit, the dog was scored as Greatly Improved by both
the owner and investi gator.. Despite the chmcal improvement, the investigator

and owner decided to remove the dog from the stuc

y due'to the diarrhea which I

was descnbed as becom

dog had a PCV of 35.5%, o.
“evidence of GI bleedlng, the dog was g1ven 4 mg of dexamethasone M. A

spasmolytrc agent (benzadarnrde) was also admrmstered IM. Th s dog dled the -

following night. No necropsyresults were avarlable for thls dog -

This dog’s initial bloodwork showed a whlte blood cell count (1 6
nd neutrophils ad elevated liver enzymes (ALT =122

H

band neutrophils = 11%).

U/L; SAP = 643 UIL). On day 13, the leukogram had worsened (WBC = 27.7/uL;

Note: Lack of adhererice to standard precautlonary NSAID warnmgs contrlbutedv; ey

to the deaths of the two dogs i in this study, 1nclud1ng preex1st1ng chnrcal

abnormalities, 1nappropr1ate continuation of the use of tepoxalin in the faceof GI

abnormalities and concurrent use of cortlcostermds

Conclusions: The most commonly reported adverse reactions were related to GI‘

abnormahtres (drarrhea vomltmg, mappetance soft feces ententls death)

18



ZUBR]N"’M Tablets are restncted to use by or on the order of a hcensed

new animal drug is not mtended 1ug animals,

human safety pertarmng to drug residues m'food were not required for approvalof

thls NADA.

Human Warnings are provrded on the product label as follows: Keep out of reach
of children. Not for human use. Consult a physmlan in cases of accidental human
exposure." , R R SRR

The data in support of this NADA comply with the re
of the Federal Food, Drug, and Cosmetic Act and
implementing regulations. The data demonstrate‘t t ZUB lets
(tepoxalin), when used under labeled conditions of use in dogs 1s safe and

. effective.

veterinarian because professional expertise is n 1: e
osteoarthritis and to monitor response to treatment. o “ o

od ammals Because thls' o

S

Under section 5 12(0)(2)(F)(1) of the Federal Food Drug, and

previously been approved.

U. S. Patent No. 5,164,381 "E‘xplres November 17
U. S. Patent No. 4,826 868 - Expires: May 29 2006

A. Package Insert

. B. Blister Foil

C. Box Label o
D. Client Information Sheet
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; Act e
approval qualifies for FIVE years of marketing exclusmty begmmng on t}le date S
“of the approval because no active ingredient of the new animal drug has
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Indication: For the controf of pain and mﬂammation assoti-
i - ated with osteoarthritis in dogs.

Dosage: Administer 10 mg/kg (4.5 mg/ib}.or 20 m kg

(9.1 mg/tb) on the initial day of%reannemg?olmw by.a daily
1l mmelnam%mongm I dose of 20 mg/k

tepoxalin metabotism, a higher initia may
& beepo to increase the likelihood that plasma active rngtabo
| lite levels will reach a minimum effective concentration follow-.
© ing the first oral administration, This could be beneficial to dogs
.+ that show signs of severe osteoarthitic pain. The duration of
4 treatmemaﬂOmg/kgshonbebmedondmlcalresponse
- -‘and patient toferance of drug treatment,

Administration: Place the rapid ntegra tablet mtof
; ;[ the dog’s: mouth. Keep A dm:gr tmg

©.amount_of time (~4 seconds) to ensure tablet

! wmunHthmnsaﬁerfeeding Due to tablet sizes, dogs
welghlnglessmanskg(fsﬁtbs)cammbemxelydosed

mag/kg. Due to observed variability in.

. ZUBRIN™ Tablets should be administered either with iood o |

+Made in United Kingdom.
 Copyright © 2002, Schering- mwghmmal
 Health Corp,, Unlon, Ny 07083.

Ml ights reserved. - 26568200: 8/02
Tus Ptant Nos. 5,164,981 & 4,026,868
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For oral use in dogs only
Indication: For the control of pain-and. mﬂammatlon asso-
' ciated with osteoarthritis in.dogs.

- (9.1 mg/Ib) on the initial day of treatment, followed by a
daily ‘maintenance dose of 10 mg/kg. Due to observed

20 mg/kg may be given to increase the likelihood that
: p!asma active metabolite fevels will reach:a minimum effec-
- tive concentration’ following the first: oral administration.
This could be beneficial to dogs that show signs of severe
- ‘osteoarthritic ‘pain. The duration of treatment at 10 mg/kg
should be based on clinical response and pauent tolerance
.} of drug treatment.
Administration: Place the -rapidly-disintegrating tablet

ZUBRIN™ Tablets should be administered either with food or.
“f -weighing less than 3 kg (6.6 Ibs) canniot be accurately dosed

Dosage: Administer 10 mg/kg (4.5 mg/ib) or 20 mg/kg.

. variability in tepoxalin metabolism, a higher initial dose of - | o i N} 07088,

| into the dog's mouth, Keep the mouth closed for a sufficient -
amount of time. (~4-seconds) to ensure tablet ‘dispersion.:

- within 1 to 2 hours after:feeding. Due to tablet sizes, dogs :

- Store hetween 2° and 30°C (36°
-and 86°F).
Manudactured for-Schering-Plough Animal Health,
| Made In United Kingdom.
Copyright © 2002, Schering-Plough Animal Health

.. . Al rights reserved, 26568307 8/02
. . U.S. Patent Nos. 5,164,381 & 4,826,868
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' Warnings: Keep out of reach of children, -f
- Not for human use. Consult a physician in |.
cases of accidental ingestion by humans, - {
for oral use in dogs only. Refer to. |
package insert for additional information. . |
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- MY DOG DURING ZUBRIN TABLETS THERAPY? ,
Zubrin Tablets, like :other drugs; may cause some side eﬁects v
Serious side effects have been reported in dogs taking NSAIDs,
= including Zubrin Tablets. Serious side effects associated with.
NSAID therapy can occur with-or without wammg and in rare sit-

WHAT TO TELL/ASK YOUR VETERINARIAN BEFORE GIVING ZUBRIN

TABLETS:

Talk to your veterinarian about:

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

« The importance of weight control and exercise in the manage-
ment of OA ‘

» What tests might be done before Zubrin Tablets are prescnbed

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

« The risks and benefits of using Zubrin Tablets

Tell your veterinarian if your dog has ‘ever had the followmg

medical problems:

* Experienced side effects from Zubrin Tablets or other NSAIDs, such
as aspirin

« Liver disease
Tell your veterinarian about:

» Any other medical problems or éllergxes that your dog has now
or-has had

~ «All'medicines that you are giving your dog orplan to give yolr -

dog, including those you can get without a prescnphon
Tell your veterinarian if your dog is:
*Pregnant, nursing, or if you plan to breed your dog
HOW TO GIVE ZUBRIN TABLETS TO YOUR DOG:
Zubrin Tablets should be given according to your vetennanans

- instructions. Your veterinarian will. tell: you what amount of
Zubrin:Tablets are right for your dog and for how long it should.
. be given. Zubrin Tablets' should be given by mouth. Zubnn
~* Tablets should be administered with food or shortly (wnthm 1 to ‘
-2 hours) after your-dog has eaten. - &

WHAT ARE THE POSSIBLE SIDE EFFECTS THAT MAY OCCUR IN;

uations result in death.

- The most common side effects associated with Zubrin Tablet
i« therapy involve the digestive tract (for example, vomiting, diar-

v ¢ rhea, or bleeding). Liver or kidney problems. have also been"
~Tablets and
¢ that can-indicate your dog-may be:having a problem with NSAID ‘
¢ * - therapy or may have another medical problem:

reported with certain NSAIDs. Look for the following side effects

determine if your dog is responding as expected and if your dog
should continue receiving Zubrin Tablets.

;':Schermg -Plough Animal Health Corporation, Union, NJ 07083 USA
~=Zubrin is a trademark of Schering-Plough Veterinary Corporation.

- All rights reserved.

_» Decrease orincrease in appetlte

« 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, skm or whites of the. -eyes (jaundice)

» Change in drinking habits (frequency or 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 Zubrin Tablet therapy. If you have additional ques-
 tions about possible side effects, talk to your veterinarian or call
- 1-800-224-5318. ,

- - GAN ZUBRIN TABLETS BE GIVEN WITH DTHER MEDICINES?
 Zubrin Tablets should not be given with other NSAIDs (for example,
~aspirin, carprofen, phenylbutazone, or etodolac) or steroids (for
- example, cortisone, prednisone, dexamethasone, or 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 Zubrin Tablets. 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 CAN 1 DO IN CASE MY DOG CONSUMES MORE THAN

 THE PRESCRIBED AMOUNT? ;
‘~Contact your veterinarian :mmednately if your dog consumes :
- more than the prescribed amount of Zubrin Tablets.

- WHAT ELSE SHOULD | KNOW ABOUT ZUBRIN TABLETS? S
_:This sheet provides a summary of information about Zubrin.

“Tablets. If you have any questions or concerns about Zubrin

. Tablets or osteoarthritis pain, talk to your veterinarian. =
- Aswithall prescribed medicines, Zubrin Tablets should ontybeglven g
to the dog for which they were prescribed. They ‘should be givento.
“your dog only for the condition for which they were prescribed.
~ It-is important to periodically: discuss your dog's response to.

Zubrin Tablets at regular checkups. Your veterinarian will best

Copyright © 2002, Schering-Plough Animal Health Corp. 5 :
00000000 8/02: . -
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