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FREEDOM OF INFORMATION SUMMARY

1. GENERAL INFORMATION:

a.

b.

File Number:

Sponsor:

Established Name:
Proprietary Name:
Dosage Form:

How Supplied:

How Dispensed:
Amount of Active Ingredients:

Route of Administration:

Species/Class:

Recommended Dosage:

Pharmacological Category:

Indications:

2. EFFECTIVENESS:

a. Dosage Characterization:

NADA 141-213

Boehringer Ingelheim Vetmedica, Inc.
2621 North Belt Highway

St. Joseph, Missouri 64506

Drug Labeller Code: 000010
meloxicam

Metacam® Oral Suspension

Meloxicam is an oral suspension.

0.5 mg/mL: 15 and 30 mL bottles
1.5 mg/mL: 10, 32 and 100 mL bottles

Rx
0.5 and 1.5 mg/mL

This product is designed to be administered orally either
mixed with food or placed directly into the mouth.

Canine/dogs

Metacam® Oral Suspension should be administered initially at
0.2 mg/kg body weight only on the first day of treatment. For all
treatments after the first day, Metacam® Oral Suspension should
be administered once daily at 0.1 mg/kg body weight.
non-steroidal anti-inflammatory (NSAID)

Metacam® Oral Suspension is indicated for the control of pain
and inflammation associated with osteoarthritis in dogs.
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The results of two pilot studies support the use of an initial oral dose of 0.2 mg/kg followed by the
oral daily maintenance dose of 0.1 mg/kg of meloxicam for the control of pain and inflammation
associated with osteoarthritis (OA) in dogs.

The first study demonstrated the analgesic and anti-inflammatory properties of meloxicam in a model
of acute synovitis by intravenous administration. This masked, randomized, cross-over design used
12 adult dogs to evaluate two dosages of meloxicam and a placebo, using an acute model of intra-
articular inflammation. Meloxicam was administered intravenously as a single dose of either 0.1 or
0.5 mg/kg. Following meloxicam or placebo administrations, sodium urate was injected
intrasynovially into the femoropatellar joint. In this study, subjective clinical indicators of lameness,
force plate gait analysis, and synovial fluid analysis were measures of effectiveness. Meloxicam
reduced the subjective clinical indicators of lameness. Based on force plate analysis, meloxicam
allowed for a greater force transfer to the affected limb. The study showed that both 0.1 and 0.5
mg/kg meloxicam were effective in reducing signs of acute synovitis by intravenous administration.

The second study was a multiple site field study. The results demonstrated that an initial dose of
meloxicam at 0.2 mg/kg followed by a daily maintenance dose of 0.1 mg/kg, was clinically effective.
The initial dose of meloxicam was administered subcutaneously or orally in this study in three
treatment groups:

Group A - 0.2 mg/kg body weight (b.w.) once daily for 7 days (10 OA dogs),

Group B - a single oral dose of meloxicam (0.2 mg/kg b.w.) followed by 6 days of oral dosing at 0.1
mg/kg b.w. (14 OA dogs), and

Group C - 0.2 mg/kg b.w. meloxicam administered by subcutaneous injection followed by 6 days of
oral dosing at 0.1 mg/kg b.w. (11 OA dogs)

A positive response was observed in all three treatment groups based on subjective evaluations of
mobility, local inflammation and palpatory pain. One dog in Group A showed an incident of
transient gastrointestinal adverse reactions; no gastrointestinal side effects were observed in the other
two treatment groups (Groups B or C).

b. Substantial Evidence:

Studies were conducted in dogs to demonstrate the effectiveness of meloxicam in dogs for the control
of pain and inflammation associated with osteoarthritis (OA). These field studies were conducted in
various locations. Results of these studies demonstrate that meloxicam is effective when administered
at an initial dose of 0.2 mg/kg body weight followed by 0.1 mg/kg body weight.

(1) Field Study #1 (635-0180-98-006):

Title: A Field Study Evaluating Meloxicam in Clinical Practice for the Management of Pain and
Inflammation Associated with Canine Osteoarthritis

(a) Type of Study: Field study
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(b) Investigators:

‘Dr. Wallace Diehl Timberlyne Anim‘a_lei o Epel Hill |NC 27514

Dr’ Barbara Teter | The Pet Clinic ~_ |Omaha NE  .68144
Dr David Knaak  Limestone Companlon Animal .Bartonville IL 161607
; ~ |Hospital o i f
EDr‘lic;bert Castle Hills Companion Animal :San Antonio | TX 78231
Wilbanks ?éHosprtal B
Dr. Dean Vicksman |Evans East Animal Hosprtal ~_ Denver ~ CO 80222 |
Dr. Lori Teller Meyerland ‘Animal Clinic ___|Houston TX 77035
Dr. Valerie Kastens ;University Pet Clinic |Salt Lake City [UT 84105
Dr. LD Eckermann §Westbury Ammal Hospltal Houston TX 77035
;Dr Tlmothy Munjar ;Surgical Spec1a1ty Clinic for Animals |Beaverton OR 97005
:Dr. Kimberly ,The Animal Center ‘Alliance 'NE 69301
Collett \ R
Dr Kevin Taylor Blg Hollow Companion Animal Peoria IIL 61615

] Hosprtal o o _4 i
’Dr William H. \Ingram Park Animal Hospital | San Antonio | TX 78238
Crarg o ) L , |
Dr. Chnstopher §Mission Animal & Bird Hospital Oceansrde CA 92054
{Rodi - s e ;
Dr T[rgrnas L1eb1 J Chnton Parkway Ammal Hospltal ___|Lawrence KS 66047
Dr Barry Burtrs Bay Cltles Animal Hospltal . Burlington Canada L7R1K3
Dﬂrml_)eter Gnnberg Mamtou Animal Hospital Kitchener ~ |Canada N2C2J6
Dr. Joy Courey Ammal Care Clinic B Brampton Canada L6V1A1
Dr‘_ im?n(!?wQLEW, Hudson Veterinary Hospital Hudson Canada JOP 1HO
‘Dr. Erin Robinson Four " Rivers Veterinary Clinic Ontario  ;Canada 97914
iDr Jerry Rayburn Carter Anlmal Hospital B Winter Haven |FL 33881
Dr. Gerald Ramsdell North East Animal Hospital __ NorthEast ___PA___ 16428 |

(c) General Design

1 Purpose: The objectives of this study were: 1) clinically evaluate the safety and
effectiveness of meloxicam for the control of pain and inflammation associated with

canine osteoarthritis, 2) evaluate the acceptance/palatability of Metacam® Oral
Suspension in dogs.

2 Test Animals: Two hundred twenty-four client owned dogs participated in the study. Of
the 224 cases, 109 received meloxicam and 115 received a placebo. The dogs ranged in
age from 11 months to 14 years of age and ranged in weight from 8 to 169 pounds.

3

Controls: Placebo (similar to meloxicam suspension, except meloxicam active ingredient
was omitted).
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Diagnosis: Dogs with a unilateral or bilateral lameness were eligible for enrollment. The
diagnosis of osteoarthritis was based upon demonstration of at least two of the following
clinical signs: a) Pain on palpation of affected joint, b) Unwillingness to use affected
joint, c) Swelling of affected joint, d) Perceptible heat over affected joint, €) Crepitus of
affected joint, or f) Stiffness of affected joint when rising. Radiographic evidence of
osteoarthritis must also have been present; 1 = Radiographic evidence of instability
(swollen joint, thickened capsule; no degenerative change), 2 = Mild degenerative change
(occasional osteophytes), 3 = Moderate degenerative change (osteophytes, subchondral
sclerosis) or 4 = Severe degenerative change (osteophytes, subchondral sclerosis,
remodeling of bone).

Dosage Form: meloxicam injectable solution (5 mg/mL) and Metacam® Oral Suspension
(0.5 and 1.5 mg/mL).

Route of Administration: Subcutaneous and Oral.

Dosages Used: Initial subcutaneous dose at 0.2 mg/kg on day one, followed by 0.1 mg/kg
orally once daily.

Treatment Duration: The treatment was administered once daily for a total of 14 days.

Parameters Measured: The dogs were examined on day 1 (enrollment), day 8 (interim)
and day 15 (final). The primary parameters consisted of three components: lameness,
weight bearing, and pain upon palpation. The range for each of the three components was
1 to 5, with one being normal.

Lameness:

The dog was observed both standing and walking. An assessment of both the lame
leg and the contralateral limb was made using the following scoring system:

1 = stands and walks normally

2 = stands normally with slight lameness when walking

3 = stands normally with obvious lameness when walking
4 = abnormal stance with slight lameness when walking

5 = abnormal stance with obvious lameness when walking

Weight Bearing:

The dog was observed both standing and walking. An assessment of both the lame
leg and the contralateral limb was made using the following scoring system:

1 = normal weight bearing on all limbs at rest and when walking
2 = normal weight bearing at rest. Partial weight bearing when walking
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3 = partial weight bearing at rest and when walking
4 = partial weight bearing at rest and non-weight bearing when walking
5 = non-weight bearing at rest and when walking

Pain on Palpation:

The investigator palpated and manipulated the affected area and scored the dog’s
response according to the following list of responses. An assessment of both the
lame leg and the contralateral limb were made:

1 = no response detectable to manipulation of the limb

2 = mild response to manipulation, turns head toward limb

3 = moderate response to manipulation, withdraws limb

4 = severe pain response to manipulation, vocalizes or becomes aggressive

At the 8 and 15 day rechecks, the Investigators and Owners each evaluated the dog’s
overall condition. Investigators categorized each dog's clinical condition as Excellent,
Good, Fair, or Poor Improvement. Owners categorized their dog’s overall condition as
Greatly, Moderately, Slightly, or Not Improved. The Owners also evaluated their dog’s
ability to rise, mobility, and lameness prior to enrollment and at days 8 and 15. Owners
observed their dogs daily for signs of limping, vomiting, diarrhea, or adverse reactions. The
palatability of meloxicam was determined by its acceptance on the food. Hematology and
serum chemistry values were evaluated prior to enrollment, and at days 8§ and 15.

Results: Investigators evaluated lameness, weight bearing, and palpation pain. The results
show that in the affected limb, the meloxicam treated group resulted in statistically
significant improvement in lameness score at days 8 and 15 (p=0.0080, p=0.0153 for day 8
and day 15, respectively), palpation pain score at days 8 and 15 (p=0.0048, p=0.0271 for
day 8 and day 15, respectively) and weight bearing score at day 15 (p=0.0257).

Percentage of Improvement in Affected Limb Scores

Variable Day 8 Day 15
Meloxicam | Placebo P-Value | Meloxicam | Placebo | P-Value
Lameness (56/99) (39/104) | 0.0080 (66/98) (51/102) | 0.0153
56.6% 37.5% 67.4% 50.0%
Weight (39/99) (32/104) | 0.2325 (50/98) (36/102) | 0.0257
bearing 39.4% 30.8% 51.0% 35.3%
Palpation (54/99) (36/104) | 0.0048 (57/98) (43/102) | 0.0271
ain 54.6% 34.6% 58.2% 42.2%

Both investigators and owners assessed overall clinical improvement. The results show that

the meloxicam treated group resulted in statistically significant improvement in both
investigator and owner clinical evaluations at days 8 and 15 (p<0.05).
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Percentage of Improvement

Day 8 Day 15
Meloxicam | Placebo | P-Value | Meloxicam | Placebo | P-Value
Investigator (44/99) (31/104) | 0.0457 (59/98) (38/102) | 0.0027
Evaluation 44.4% 29.8% 60.2% 37.3%
Owner (52/99) (30/104) | 0.0010 (60/98) (33/102) | 0.0001
Evaluation 52.5% 28.9% 61.2% 32.4%

In addition to assessing an overall clinical improvement of dogs, owners also evaluated their
dog’s ability to rise, mobility, and lameness. The results show that compared to the placebo
group, the meloxicam treated group resulted in statistically significant improvement in ability
to rise score at day 15, mobility score and limping score at both days 8 and 15 (p< 0.05).

Percentage of Improvement in Owner’s Additional Evaluation

Variable Day 8 Day 15
Meloxicam | Placebo | P-Value | Meloxicam | Placebo | P-Value
Rise (49/99) (41/104) | 0.1620 (53/98) (38/102) | 0.0301
49.5% 39.4% 54.1% 37.3%
Mobility (44/99) (28/104) | 0.0124 (51/98) (31/102) | 0.0026
44.4% 26.9% 52.0% 30.4%
Limping (46/99) (34/104) | 0.0515 (54/98) (38/102) | 0.0147
46.5% 32.7% 55.1% 37.3%

Hematology and serum chemistry parameters were not negatively affected following
meloxicam administration.

(e) Palatability: Owner-evaluated palatability of the Metacam® Oral Suspension when it was
administered on food was 92% (88 of 96 dogs). There was no statistically significant
difference (p=0.1935) in acceptance of the drug between the groups.

When meloxicam was not accepted on food, it was administered directly into the dogs’
mouths. Information on salivation and swallowing using this route of administration was
available in 46 of 224 dogs. Of these, three meloxicam and four placebo dogs were less
willing to swallow the suspension, one meloxicam and two placebo-treated dogs salivated,
and one dog in each group expelled the suspension.

() Statistical Analysis: Only sites with at least 6 cases were used in the statistical analysis.

A Cochran-Mantel-Haenszel (CMH) test was used for the analyses of the clinical score
variables, investigator and owner evaluations, and owner response variables. These score
variables were dichotomized and analyzed. A binary variable was created from the individual
score variable based on the criterion that at least one unit decrease from the initial score is
considered improved. For overall investigator and owner evaluation scores, a binary variable
(improved/not improved) was created by combining original scores of 1 and 2 as improved
and 3 and 4 as not improved. A non-parametric method (Kruskal-Wallis test) and a log-rank
test were used for palatability data analysis.
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All statistically significant findings resulted in a p value of less than or equal to 0.05, unless
otherwise stated.

(g) Conclusions: This clinical study demonstrated that a single subcutaneous administration of
meloxicam at 0.2 mg/kg, followed by once daily oral administration at 0.1 mg/kg, was
effective in controlling the signs of pain and inflammation associated with osteoarthritis in
dogs. Improvement was noted by Investigators and Owners by day 7, with continuing
improvement through 14 days of meloxicam administration. Meloxicam administration on
the food or directly into the mouth was well accepted.

(h) Adverse Reactions
Adverse reactions reported during study

Adverse reaction Meloxicam Placebo
no. of dogs | no. of dogs
(total=109) | (total=115)

Vomiting 32 15
Diarrhea/Soft 15 11
Stool

Inappetance 3 0
Bloody Stool 1 0

(2)Field Study #2(6150-0180-00C-027):

Title: A Field Study Evaluating Metacam® Oral Suspension in Clinical Practice for the Control of
Pain and Inflammation Associated with Canine Osteoarthritis.

(a) Type of Study: Clinical Study

(b) Investigators:

Dr. Kimberly Collett The Animal Center Alliance NE 69301
Dr. Thomas Liebl Clinton Parkway Animal ‘Lawrence _ KS 66047
Dr. Barry Burtis .Bay Cities Animal Hospital Burlington Canada |L7R1K
Dr. Erin Robinson Four Rivers Veterinary Clinic _ Ontario OR 97914
Dr. Jerry Rayburn ‘Carter Animal Hospital Winter Haven (FL 33881
Dr. Laurie Culbert ' VCA-Northside Animal Danbury CT 06811
Dr. Don Ernat ‘Arlington Park Veterinary Rolling IL 60008
‘Dr. Gary Zinderman -Juno Beach Animal Hospital Juno Beach FL 33408
‘Dr. Edward Jezbera Riverside Animal Hospital Riverside ~ |CA 92506

(c¢) General Design

1 Purpose: The primary objective of this study was to clinically evaluate the safety and
effectiveness of Metacam® Oral Suspension in the control of pain and inflammation
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associated with canine osteoarthritis (OA). This study further evaluated the palatability

of Metacam® Oral Suspension administered directly into the mouth or onto the food.

Test Animals : Eighty-two client owned dogs, ranging in age from 6 months to 16 years,
and 8 to 140 pounds body weight, were enrolled into this study.

Controls: Placebo (similar to meloxicam suspension, except meloxicam active ingredient
was omitted).

Diagnosis: Dogs with a unilateral or bilateral lameness were eligible for enrollment. The
diagnosis of OA was based upon demonstration of at least two of the following clinical
signs; a) Pain on palpation of affected joint, b) Unwillingness to use affected joint, c)
Swelling of affected joint, d) Perceptible heat over affected joint, €) Crepitus of affected
joint, or f) Stiffness of affected joint when rising. Radiographic evidence of osteoarthritis
must also have been present; 1 = Radiographic evidence of instability (swollen joint,
thickened capsule; no degenerative change), 2 = Mild degenerative change (occasional
osteophytes), 3 = Moderate degenerative change (osteophytes, subchondral sclerosis) or 4
= Severe degenerative change (osteophytes, subchondral sclerosis, remodeling of bone).

Dosage Form: Final formulation of Metacam® Oral Suspension (1.5 mg/ml)

Route of Administration: Oral

Dosages Used: Initial oral dose of 0.2 mg/kg body weight on day one, followed by 0.1
mg/kg orally once daily.

Treatment Duration: The treatment was administered once daily for a total of 14 days.

Parameters Measured: The dogs were examined on day 1 (enrollment), day 8 (interim)
and day 15 (final). The primary parameters consisted of three components: lameness,

weight bearing, and pain upon palpation. The range for each of the three components was
1 to 5, with one being normal.

Lameness:

The dog was observed both standing and walking. An assessment of both the lame
leg and the contralateral limb was made using the following scoring system:

1 = stands and walks normally

2 = stands normally with slight lameness when walking

3 = stands normally with obvious lameness when walking
4 = abnormal stance with slight lameness when walking

5 = abnormal stance with obvious lameness when walking

Weight Bearing:
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The dog was observed both standing and walking. An assessment of both the lame
leg and the contralateral limb was made using the following scoring system:

1 = normal weight bearing on all limbs at rest and when walking

2 =normal weight bearing at rest. Partial weight bearing when walking
3 = partial weight bearing at rest and when walking

4 = partial weight bearing at rest and non-weight bearing when walking
5 = non-weight bearing at rest and when walking

Pain on Palpation:

The investigator palpated and manipulated the affected area and scored the dog’s
response according to the following list of responses. An assessment of both the
lame leg and the contralateral limb were made:

1 = no response detectable to manipulation of the limb

2 = mild response to manipulation, turns head toward limb

3 = moderate response to manipulation, withdraws limb

4 = severe pain response to manipulation, vocalizes or becomes aggressive

At the 8 and 15 day rechecks, the Investigators and Owners each evaluated the dog’s
overall condition. Investigators categorized each dog's clinical condition as Excellent,
Good, Fair, or Poor Improvement. Owners categorized their dog’s overall condition as
Greatly, Moderately, Slightly or Not Improved. The Owners also evaluated their dog’s
ability to rise, mobility and limping prior to enroliment and at days 8 and 15. Owner’s
observed their dogs daily for signs of lameness, vomiting, diarrhea, or adverse reactions.
The palatability of Meloxicam Oral Suspension was determined by its acceptance on the

food. Hematology and serum chemistry values were evaluated prior to enrollment, and at
days 8 and 15.

(d)  Results: Investigators evaluated lameness, weight bearing and palpation pain. The results
show that in the affected limb, the meloxicam treated group showed clinical improvement,
but not statistically significant improvement in lameness score (p>0.05), weight bearing
score (p>0.05), or palpation pain score (p>0.05) at either day 8 or day 15.

Percentage of Improvement in Affected Limb Scores
Variable Day 8 Day 15
Meloxicam | Placebo | P-Value | Meloxicam | Placebo | P-Value

Lameness (20/42) (9/32) 0.1256 | (23/42) (14/32) | 03518
47.6% 28.1% 54.7% 43.8%

Weight (13/42) (10/32) [ 0.9280 | (19/42) (9/32) | 0.1840

bearing 31.0% 31.3% 45.2% 28.1%

Palpation (18/42) (1232) [ 0.7153 | (22/42) (13/32) | 0.4062
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Both investigators and owners assessed overall clinical improvement. The results show the
meloxicam treated group resulted in statistically significant improvement only in investigator
clinical evaluations at day 8 (p<0.05), and owner evaluation at day 15 (p<0.05).

Percentage of Improvement

Day 8 Day 15
Meloxicam | Placebo P-Value | Meloxicam | Placebo | P-Value
Investigator | (20/42) (7/32) 0.0245 (25/42) (13/32) 10.1082
Evaluation 47.6% 21.9% 59.5% 40.6%
Owner (22/42) (11/32) 0.1116 (29/42) (13/31) |0.0280
Evaluation 52.4% 34.4% 69.1% 42.0%

In addition to assessing an overall clinical improvement of dogs, owners evaluated their dog’s
ability to rise, mobility and lameness. The results show that compared to the placebo group,
the meloxicam treated group resulted in statistically significant improvement only in ability to
rise score at days 8 and 15 (p<0.05), but not in mobility or lameness score at either day 8 or 15
(p>0.05).

Percentage of Improvement in Owner’s Additional Evaluation

Variable Day 8 Day 15

Meloxicam | Placebo | P-Value | Meloxicam | Placebo | P-Value

Rise (25/42) (11/32) 0.0302 (27/42) (11/31) 0.0116
59.5% 34.4% 64.3% 35.5%

Mobility (17/42) (7/32) 0.1097 (21/42) (9/31) 0.1005
40.5% 21.9% 50.0% 29.0%

Limping (22/42) (14/32) 0.7193 (24/42) (12/31) 0.1836
47.6% 43.8% 57.1% 38.7%

Hematology parameters were not affected following meloxicam administration. Four
meloxicam and two placebo dogs had a serum ALT greater than two times the reference range
upper limit at the end of the study.

(e) Palatability: Owner-evaluated meloxicam palatability when it was administered on food was
87% (35 of 40 dogs). Palatability results for the second day of the study show that there was
no statistically significant difference (p=0.5707) between the meloxicam and placebo-treated
groups. When meloxicam was not accepted on the food, it was administered directly into the
dogs’ mouths. Of these dogs, two meloxicam and three placebo-treated dogs were reluctant to
swallow the suspension, two other meloxicam dogs drooled after the suspension was given,
and another meloxicam dog expelled the suspension.

When meloxicam was given by the investigators, all dogs swallowed the initial dose, although
one meloxicam dog and three placebo-treated dogs salivated post-dosing. Owner
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administration in this manner showed no differences between meloxicam and placebo groups
with regard to drooling (p >0.05), swallowing (p>0.05) or spitting out (p >0.05) meloxicam.

() Statistical Analysis: Only sites with at least 6 cases were used in the analysis. A Cochran-
Mantel-Haenszel (CMH) test stratified by site was used for the analyses of clinical score
variables, investigator and owner evaluations, and owner response variables. These score
variables were dichotomized and analyzed. A binary variable was created from the individual
score variable based on the criterion that at least one unit decrease from the initial score was
considered improved. For investigator’s clinical score and overali owner evaluation score, a
binary variable (improved/not improved) was created by combining original scores of 1 and 2
as improved and 3 and 4 as not improved. A non-parametric method (Kruskal-Wallis test) and
a log-rank test were used for palatability data analysis.

All statistically significant results resulted in a p value of less than or equal to 0.05, unless
otherwise stated.

(g) Conclusions: This clinical study demonstrated that oral administration of meloxicam at 0.2
mg/kg initially, followed by once daily administration at 0.1 mg/kg, was clinically effective in
controlling the signs of pain and inflammation associated with osteoarthritis in dogs.
Administration of meloxicam on the food or directly into the mouth was well accepted by the

dogs. The study also provided safety information for meloxicam when administered once daily
for 14 days.

(h) Adverse Reactions:

Adverse reaction Meloxicam Placebo
no. of dogs no. of dogs
(total=48) (total=34)

Vomiting 8 8

Diarrhea/Soft Stool 3 2

Inappetance 2 1

Bleeding gums after | 1 0

dental procedure

Lethargy/Swollen 1 0

Carpus

Epiphora 1 0

3. TARGET ANIMAL SAFETY
a. Safety Study #1 (06K/83):
(1) Title: Study Of The Parenteral Tolerance Of Substance UH-AC 62 XX In Dogs.

(2) Type of Study: Acute Toxicity (report dated December 22, 1983)
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(3) Investigator:  Dr. R. Serbedija

Karl Thomae GmbH
Experimental Pathology Department
Biberach, Germany

(4) General Design:

(a)

(b)

(c)
(d
(e)

H
(2)

(h)

Purpose: To determine the toxicological effects of increasing dosages of meloxicam
administered to dogs.

Test Animals: Four purebred beagle dogs, 2 males and 2 females, were used in this study.
At commencement of treatment the animals were between 9 and 13 months of age and
weighed between 11.3 and 14.0 kg.

Dosage Form: Injectable (not final formulation)

Placebo Control: none

Doses Used:
Dose Relative to
(mg/kg/day) | Label Dose
2 10 - 20X
6 30 - 60X
12 60 - 120X

Route of Administration: Intravenous

Treatment Duration: Meloxicam was injected 5 times in each dog, with a 2 week interval
between each injection (injections occurred during weeks 1, 3, 5, 7 and 9). The
meloxicam dosage was increased as the study progressed. The first and second dosages
were 2 mg/kg; the third and fourth injections were 6 mg/kg and the final dosage was 12
mg/kg.

Parameters Measured:

General behavior
Body weight

Food consumption
Rectal temperature
Heart rate
Electrocardiogram
Blood pressure
Respiratory rate
Fecal occult blood
Hematology
Plasma histamine levels
Gross pathology
Histopathology
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(5) Results: None of the animals died before the end of the study. The general condition of the

(©)

dogs deteriorated during the course of the study. The frequency of vomiting increased during
the course of the study. During the final week of the study, vomiting occurred frequently and
the animals were lethargic and recumbent. The occurrence of fecal occult blood was highest
during the weeks in which the treatments were administered, and increased in frequency and
severity during the course of the study corresponding with increases in dosages. Decreases in
blood pressure were attributed to the presence of kollidon in this formulation. Kollidon is
known to cause histamine release, leading to vasodilation and hypotension. Food
consumption and body weight decreased over the period of the study. There were no treatment
related effects on heart rate or rhythm. Hematology parameters were stable over the period of
the study. On necropsy, gastric ulceration was observed in the pyloric region of all four
animals, and was confirmed on histopathology. One of these 4 animals had a perforated
pyloric ulcer.

Conclusions: The acute administration of meloxicam to dogs at dosages 60 to 120 times the
initial and maintenance dosages (0.2 and 0.1 mg/kg) resulted in signs typical of non-steroidal
anti-inflammatory compounds. Gastrointestinal toxicity was the primary effect observed in
this study.

b. Safety Study #2 ( P98-BIVI015):

(1)

)
3)

)
(2)

(b)

©
(d)

Title: Metacam® Oral Suspension (Meloxicam) Target Animal Safety Study by Oral
Administration to Beagle Dogs for 42 Days.

Type of Study: Six Week Oral Toxicity
Investigator: Thomas G. Smith

Huntingdon Life Sciences Ltd.

Wooley Road, Alconbury

Huntingdon, Cambridgeshire, PE28 4HS, England
General Design:

Purpose: To determine the toxicological effects of oral doses of Metacam® Oral Suspension
administered once daily for six weeks.

Test Animals: Twenty four purebred beagle dogs were divided into four groups each of 3
males and 3 females. At commencement of treatment, the animals were between 11 and 12
months of age and weighed between 9.3 and 14.8 kg.

Dosage Form: Oral Suspension

Placebo Control: Physiological saline
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(e) Doses Used:

Dose Relative to Label
(mg/kg/day) | Maintenance Dose
0 0X
0.1 1X
0.3 3X
0.5 5X

( Route of Administration: Oral
(g) Treatment Duration : 6 weeks
(h) Parameters Measured:

General health observations
Body weight

Food consumption
Water consumption
Rectal temperature
Hematology

Blood chemistry
Urinalysis

Fecal occult blood
Gross pathology
Histopathology

(5) Results: Mild, sporadic vomiting or diarrhea were observed in the control and two treatment
groups. Two dogs in the control group exhibited one episode of vomiting or diarrhea during
the 42 day study. In the 1X group, one dog had three episodes of diarrhea, one had one
episode of vomiting and diarrhea, and one dog had two episodes of vomiting while receiving
meloxicam. In the 5X group, one dog had one occurrence of diarrhea, one had two
occurrences of vomiting, and one had one occurrence of diarrhea while receiving meloxicam.
There were no occurrences of vomiting or diarrhea in the 3X dogs. Occult fecal blood was not
detected in any dogs at any time during the study.

Macroscopic changes noted following the administration of meloxicam were areas of
congestion or depression on the mucosa of the jejunum or ileum in three individual dogs
receiving 1X and two dogs receiving 5X. Similar changes were also seen in two dogs in the
control group. No changes were observed in the 3X group. Microscopic evaluation of these
changes consisted of necrosis and some inflammatory cell infiltration affecting adjacent villi.
Microscopic examination of the kidneys detected necrosis of the tip of the papilla in one 5X
dog, and degeneration in'two 5X dogs. No renal lesions were found in the 1X or 3X groups.
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(6

Changes in other parameters were not clinically significant.

Conclusions: The oral administration of meloxicam to dogs for 42 days at 0.1, 0.3 and 0.5
mg/kg/day was well tolerated. Clinical signs consistent with non-steroidal anti-inflammatory
administration, vomiting and diarrhea, were observed. Grossly, mucosal petechiae were
observed in one control, two 3X dogs and one 5X dog. On histology, only one dog in the 5X
group demonstrated renal changes characterized as minimal to slight papillary necrosis, while
two dogs in this group demonstrated minimal degeneration of the tip of the papilla. These
changes are consistent with non-steroidal anti-inflammatory drug toxicity. Gastrointestinal
macroscopic lesions were limited to congestion and depression of the jejunal and ileal mucosa
in two dogs in the control group, in three dogs in the 1X group, and two dogs in the 5X group.
Histology of these lesions showed no evidence of ulceration.

Meloxicam administered for a period of 42 days was well tolerated by these dogs. Clinically
relevant signs included vomiting and diarrhea in the 1X and 3X groups, with mucosal
congestion and depressions present in the 1X and 5X group on necropsy.

Safety Study #3 ( 6150-0987-00C-06):

(1) Title: 26-Week Oral (Liquid) Toxicity Study in the Beagle Dog on Metacam® Oral

Suspension.

(2) Type of Study: Six-Month Oral Toxicity

(3) Study Director: Donald C. Emmerling

Battelle Pharmaceutical Product Development
505 King Avenue
Columbus, Ohio 43201-2693

(4) General Design:

(a) Purpose: To determine the safety of Metacam® Oral Suspension in dogs following 26-
weeks of oral administration.

(b) Test Animals: Twenty-four purebred beagle dogs were divided into four groups, each
with 3 males and 3 females. At commencement of treatment, the animals were between 8
and 10 months of age and weighed between 6.8 and 12.0 kg.

(c) Dosage Form: Oral Suspension

(d) Vehicle Control: Identical to test material without active ingredient.
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(e) Doses Used:

Initial Dose Maintenance Relative to
(mg/kg) Dose Label Dose
Day 1 only (mg/kg/day)
Days 2 - 182
0 0
0.2 0.1 1X
0.6 0.3 3X
1.0 0.5 5X

() Route of Administration: Oral
(g) Treatment Duration : 26 weeks

(h) Parameters Measured: Clinical observations were made on all dogs twice daily.
body weight

food consumption

clinical pathology (hematology and serum chemistry parameters)
urinalysis

physical examinations

ophthalmic examinations

endoscopic examinations

clotting time

buccal mucosal bleeding time

Plasma meloxicam levels (on Day 1 and during Weeks 7, 14 and 26)
Gross pathology

histopathology

(3) Results: The most common clinical abnormalities seen in this study were interdigital cysts,
gastrointestinal distress (diarrhea and vomiting), and clear ocular discharge. The occurrences
of these findings were similar among meloxicam-treated and control-treated dogs. Reddened
feces was observed in one control, one 1X and two 3X dogs. No other abnormalities were
found during physical examinations.

There were treatment-related changes observed in hematology and clinical chemistry.
Decreased red blood cell counts were seen in four 3X and three 5X dogs. On Day 22, the
values for one dog in each group fell outside the reference range. Overall, the red blood cell
counts were statistically significantly lower in the 5X group when compared to those of the
control group (p=0.043). Low hematocrit values (34%) were seen only in one 3X dog.
Overall, the hematocrit was statistically significantly lower (p=0.052) on days 22, 79 and 176
in the 3X dose group, and over the study time period (except day 121) in the 5X dose group
when compared to the control group. There was evidence of regenerative anemia (decreased
red blood cell count, hematocrit and hemoglobin with increased mean corpuscular volume) in
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two 3X and one 5X dogs. A dose-related neutrophilia over time was seen in one 1X, two 3X
and three 5X dogs. Also noted were increasing (but still within reference range) BUN values
in two 5X dogs. Decreased albumin values were also observed in one 5X dog (3.2 to 2.7
g/dL). Albumin was noted to be statistically significantly lower (p=0.015) on day 176 in the
3X dose group, and on days 22, 51 and 176 in the 5X dose group.

There were no clinically or statistically significant changes in coagulation parameters (PT,
APTT, Lee-White Clotting Time or Buccal Mucosal Bleeding Times) identified during the
study.

Endoscopic examinations were performed pre-study and at 2, 8, 18, and 26 weeks. Redness
covering less than 25% of the surface area of the gastric mucosa was seen in two controls,
three 1X, three 3X, and two 5X dogs. Two dogs receiving placebo showed redness covering
less than 25% of the surface area in conjunction with areas of ulceration of the gastric
mucosa. Of the dogs with endoscopic changes, only one dog in the 5X group exhibited red
foci of the fundic mucosa at necropsy. However, no histologic changes were observed.

In the urinalyses, bilirubin was present in the urine of one 5X dog during all treatment
timepoints. Bilirubin was present sporadically in the urine of two control dogs, three 1X
dogs, two 3X dogs and one 5X dog.

Macroscopic changes were observed in four dogs administered meloxicam. One dog in the 1X
group had multifocal pinpoint red foci in the stomach. One dog in the 3X group had
discoloration of the gastric mucosa and hepatic capsular fibrosis. Two dogs in the 5X group
had minimal red foci in the stomach and mild red discoloration of the duodenum near the
pylorus, respectively. For one dog in the 3X group, there were correlating microscopic
changes observed, which were characterized as mild focal congestion in the fundus.

(6) Statistics: Quantitative variables measured at several times (feed consumption, body weight,
hematology, serum chemistry and urinalysis parameters) during treatment period were
analyzed using analysis of covariance for repeated measures with main effects of treatment,
gender and time, along with all interaction effects of these main effects. The mean of the
pretreatment values was included as a covariate in the analysis.

The appropriate structure (CS, or AR(1), or ARH(1)) for the covariance matrix was assessed
in the analysis of the representative parameter from each type of the variable.

Least-square treatment means were computed for each dose level, each gender, and at each
time point for the post-treatment period.

If overall treatment effect or the time by treatment interaction effect was statistically
significant (p<=0.10), then the variation in the treatment means was further evaluated using
application of Fisher’s least-significant-difference (LSD) method to compare the means
among dose groups or the means among dose groups at each time point. If the gender by
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treatment interaction effect was statistically significant (p<=0.05), the means among dose
groups were compared within gender.

Additionally, if the interaction “dose by time” was statistically significant, the least-squares
means for each dose group at each measurement time were plotted.

(7) Conclusions: The oral administration of meloxicam to dogs for 26 weeks at the 0.1 mg/kg/day
dose was found to be safe. Typical non-steroidal anti-inflammatory drug-related effects were
seen at the 0.3 and 0.5 mg/kg/day doses. These effects included abnormalities in red blood
cell counts, hematocrit, and neutrophil counts. There was also evidence of regenerative
anemia, increasing BUN, and decreased albumin. Despite the presence of bilirubin in the
urine of several dogs, there was no associated liver pathology or evidence of clinical disease;
therefore, the relevance of this finding is unknown. Clinical observations consistent with
non-steroidal anti-inflammatory drug administration were seen in this study and included
diarrhea and vomiting.

4. HUMAN SAFETY:
Human Safety Relative to Food Consumption:

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, data on human safety pertaining to drug residues in
food were not required for approval of this NADA.

Human Safety Relative to Possession, Handling and Administration:

Labeling contains the following adequate 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.
For oral use in dogs only.”

5. AGENCY CONCLUSIONS:

Data in support of this NADA comply with the requirements of Section 512 of the Federal Food,
Drug, and Cosmetic Act and Section 514.1 of the implementing regulations. The data demonstrate
that Metacam® Oral Suspension (meloxicam), when administered according to labeled conditions of
use, is safe and effective for the control of pain and inflammation associated with osteoarthritis in
dogs.

Metacam® Oral Suspension (meloxicam) is restricted to use by or on the order of a licensed
veterinarian because professional veterinary expertise is required to determine when a dog has a
condition such as osteoarthritis, and to monitor the dog for signs of adverse reactions.

Under section 512(c)(2)(F)(i) of the Federal Food, Drug, and Cosmetic Act, this approval qualifies

for FIVE years of marketing exclusivity beginning on the date of the approval because no active
ingredient of the new animal drug has previously been approved.
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Meloxicam is under the following U.S. patent number:

U.S. Patent Number Date of Expiration
6,184,220 February 6, 2021
ATTACHMENTS:

Facsimile Labeling is attached as indicated below:

a.

b.

C.

d

e.

package insert for 0.5 mg/mL concentration

client information sheet for 0.5 mg/mL concentration

bottle label for 15 mL container of 0.5 mg/mL concentration
bottle label for 30 mL container of 0.5 mg/mL concentration
carton label for 15 mL container of 0.5 mg/mL concentration

f- carton label for 30 mL container of 0.5 mg/mL concentration

g
h.

xR o X 3 o~ T

shipping label for 15 mL container of 0.5 mg/mL concentration
shipping label for 30 mL container of 0.5 mg/mL concentration

package insert for 1.5 mg/mL concentration
client information sheet for 1.5 mg/mL concentration

. bottle label for 10 mL container of 1.5 mg/mL concentration

bottle label for 32 mL container of 1.5 mg/mL concentration

. bottle label for 100 mL container of 1.5 mg/mL concentration

. carton label for 10 mL container of 1.5 mg/mL concentration

. carton label for 32 mL container of 1.5 mg/mL concentration

. carton label for 100 mL container of 1.5 mg/mL concentration

. shipping label for 10 mL container of 1.5 mg/mL concentration

shipping label for 32 mL container of 1.5 mg/mL concentration
shipping label for 100 mL container of 1.5 mg/mL concentration
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NADA 141-213, Approved by FDA

Metacam®

{meloxicam) 0.5 mg/mL Oral Suspension

(equivalent t0 0,02 mg per diop)

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: Meloxicam is a Non-Steroidal Anti-Inflammatory (NSAID) drug of the oxicam dlass, Each milliliter of
Metacam® Oral Suspenslon contains meloxicam equivalent to 1.5 milligrams and sodium benzoate (1.5 milligrams) as
a preservative. The chemical name for Meloxicam is &-Hydroxy-2-methyl-N-{5-methyl-2-thiazolyl)-2H-1,2-benzoth-
lazine-3-carboxamide-1, 1-dioxide. The formulation is a yellowish viscous suspension with the odor of honey.

G‘.
OH ©O oé
o N meloxicam
Clinical Pharmacology: Meloxicam has nearly 100% bioavaflabitity when administered orally with foad. The terminat
elimination half life after a single dose is estimated to be approximately 24 hrs (+/-30%) regardless of route of admin-
istration. There Is no evidence of statistically significant gender differences in drug pharmacokinetics, Drug bloavall-
ability, volume of distribution, and total systemic clearance remain constant up to 5 times the recommended dose for

use in dogs. However, there is some evidence of enhanced drug accumulation and terminal elimination half-life pro-
longation when dogs are dosed for 45 days or longer.

Peak drug concentrations can be expected to occur within about 7.5 hrs after oral administration. Corresponding
peak concentration Is approximately 0.464 mcg/ml following a 0.2 mg/kg oral dase. The drug is 97% bound to
canine plasma proteins.

Indications: Metacam® Oral Suspension Is indicated for the conirol of pain and inflammation assoclated with
osteoarthritls In dogs.

Dosage and Administration: Metacam® Oral Suspension should be administered initfaily at 0.2 mg/kg body welght
only on the first day of treatment. For all treatments after day 1, Metacam® Oral Suspension should be administered
once dally at a dose of 0.1 mg/kg.

Dirsctions for Administration:

Dogs under 10 pounds (4.5 kg)
Shake well before use, then remove cap. Particular care should be given with regard 10 the accuracy of dosing. To prevent
accidental overdosing of small dogs, administer drops on food only, never directly into the mouth, Carefully measure
suspension onto food to assure that the correct dosa Is given before presentation of the food to the dog. The syringe pro-
\(f:)d:ggthmemdonum concentration of 0.5 mg/mi cannot be used to measure doses for dogs weighing lessthan 1 ib

For dogs less than 1 1b (0.45 kg), Metacam® Onl Qsmdon can be given using the dropper bottle: two drops for each

poun& o!'m welght for the 0.5 mg/mL concentratfon (five drops for each kilogram of body weight), dropped directly
onto the
For dogs between 1-10 pounds, Metacam® Oral Suspension can be given by drops or by using the measuring syringe
provided inthe package (see dosing procedure below). The syringe fits on to the bottie and has a scale beginning at 1 Ib,
designed 1o deliver the daily maintenance dose (0.05 mg/b or 0.1 mg/kg). When using the syringe, the dog’s weight
should be rounded down to the nearest 1 pound increment. Replace and tighten cap after use.
Dogs over 10 pounds (4.5 kg)
Shake well before use then remave cap. Metacam® Oral Suspension may be either mixed with food or placed directly
fnto the mouth. Particular care should be given with regard to the accuracy of dosing. Metacam® Oral Suspension can
be given using the measuring syringe provided in the package (sse dosing procedure below). The syringe fils on to the
bottle and has a scale in pounds designed to detiver the daily maintenance dose (0.05 mg/tb or 0.1 mg/kg). When
using the syringe, the dog's weight should be rounded down to the nearest 1 pound increment. Alternatively, Meta-
cam® Oral Suspension can be given using the dropper bottle: two drops for each pound of body weight for the 0.5
mg/ml concentration (five drops for each kilogram of body weight). Replace and tighten cap after use.

ar h
'A'
™

¥

Shake bottie well. Push down  Turn the bottle/syringe upside  Turn the bottie right way up Push the plunger to empty the
and unscrew boltle top. Attach  down. Pull the plunger out and with o twisting move- contents of the syringe.

the dosing syringe to the bot-  uniil the block line on the ment seporate the dosing

tle by gently pushing the end plunger corresponds to the syringe from the bottle.

onto the top of the bottle. dog's bodywelght in pounds.

Contralndications; Dogs with known hypersensitivity to meloxicam should not receive Metacam* Oral Suspension.
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. For oral use in dogs only.

As with any NSAID all dogs should undergo a thorough history and physical examination before the Initiation of
NSAID therapy. Appropriate laboratory testing to establish hematological and serum blochemical baseline data s
recommended prior to and perlodicatly during administration, .

For technical assistance or 1o report suspected adverse reactions, call 1-888-637-4251.

Precautions: The safe use of Metacam® Oral Suspension In dogs younger than 6 months of age, dogs used for breed-
ing, or in pregnant or lactating dogs has not been evaluated.

As a class, cyclo-oxygenase inhibitory NSAIDs may be assoclated with gastrointestinal and renal toxiclty. Sensitivity to
drug-associated adverse events varies with the individual patient. Patients at greatest risk for renal toxicity are those
that are dehydrated, on concomitant diuretic therapy, or those with existing renal, cardiovascular, and/or hepatic dys-
function. Concurrent administration of potentiaily nephrotoxic drugs should be carefully approached. NSAIDs may
Inhibit the prostagiandins that maintain normal homeostatic function. Such anti-prostaglandin effects may resuit in
clinically significant disease In patients with underlylng or pre-existing disease that has not been previously diag-
nosed. Since many NSAIDs possess the potential to produce gastrointestinal ulceration, concomitant use of Metacam®
Oral Suspension with other anti-inflammatory drugs, such as NSAIDs or corticosteroids, should be avolded or closely
monitored. The use of concomitantly protein-bound drugs with Metacam® Oral Suspension has not been studied in
dogs. Commonly used protein-bound drugs include cardiac, anticonvulsant and behavioral medications, The influ-
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ence of concomitant dmﬁ that may inhibit metabolism of Metacam® Oral Suspension has not been evaluated. Drug
compatibliity should be monitared in patients requiring adfunctive therapy.

Adverse Reactions: Field safety was evaluated in 306 dogs. Based on the resuits of two studies, Gl abnormalities
(vomiting, soft stools, diarrhea, and inappetance) were the most common adverse reactions associated with the
administration of melaxicam. The following table lists adverse reactions and the numbers of dogs that experienced

them during the studies. Dogs may have experienced more than one Incidence of the adverse reaction during the
study.

Adverse Raactions Observed During Two Fleld Studies

Clintcal Observation Meloxicam (n=157) "~ Placebo (n=149)

Vomiting 40 23

Diarrhea/Soft Stool 9 11

Bloody Stool 0

Inappetance 5

Bleeding gums after dental procedure 0

Lethargy/Swollen Carpus

Epiphora

In foreign suspected adverse drug reaction (SADR) reporting over s 9 year period, incidences of adverse reactions
related to meloxicam administration included: auto-immune hemolytic anemia 1 dog), thrombacytopenia (1 dog),
polyarthiitis (1 dog), nursing puppy lethargy (1 dog), and pyoderma (1 dog).

Effectiveness: The effectiveness of meloxicam was demonstrated in two field studies Involving a total of 277 dogs
representing various breeds, between six months and sixteen years of age, all diagnosed with osteoarthritis. Both of
the placebo-controlied, masked studies were conducted for 14 days, All dogs receivad 0.2 mg/kg meloxicam on day
1. All dogs were maintained on 0.1 mg/kg oral meloxicam from days 2 through 14 of both studies. Parameters evalu-
ated by veterinarians included lameness, weight-bearing, pain on palpation, and overall improvement. Parameters
assessed by owners included mobllity, ability to rise, limping, and overall improvement.

In the first field study (n=109), dogs showed clinical improvement with statistical significance after 14 days of
meloxicam treatment for all parameters. In the second fleld study (n=48), dogs receiving meloxicam showed a clinl-
cal improvement after 14 days of therapy for all parameters; however, statistical significance was demonstrated only
for the overall investigator evaluation on day 7, and for the owner evaluation on day 14.

Palatability; Metacam® Oral Suspension was accepted by 100% of the dogs when veterinarians administered the
initial dose into the mouth, Metacam® Oral Suspension was accepted by 90% of the dogs (123/136) when
ad:’nln:lste:ied by owners. Problems associated with administration included refusal of food, resistance to swallowing
and salivation.

Safety:

Six Week Study

In a six week target animal safety study, meloxicam was administered orally at 1, 3, and 5X the recommended dose
with no significant clinical adverse reactions, Animals in all dose groups (controf, 1, 3 and 5X the recommended
dose) exhibited some gastrolntestinal distress (diarrhea and . No treatment-related changes were observed
in hematological, blood chemistry, urinalysis, clotting time, or buccal mucosal bleeding times.

Necropsy results included stomach mucosal petechiae in one control dog, two dogs at the 3X and one dog at the 5X
dose. Other macroscopic changes included areas of congestion or depression of the mucosa of the Jejunum or fleum
inthree dogs at the 1X dose and in two dogs at the 5X dose. Similar changes wers also seen in two dogs in the
control group. There were no macroscopic small intestinal lesions observed in dogs receiving the 3X dose. Renal
enlargement was reported during the necropsy of two dogs recelving the 3X dose and two recelving the 5X dose.

Microscopic examination of the kidneys revealed minimal degeneration or slight necrosis at the tip of the papilla in
three dogs at the SX dose. Microscopic examination of the stomach showed inflammatory mucosal lestons, epithelial

regenerative hyperplasia or atrophy, and submucosal gland inflammation In two dogs at the recommended dose,
three dogs at the 3X and four dogs at the 5X dase. Small intestinal microscopic changes included minimal facal
mucosal erosion affecting the vilN, and were somstimes assoclated with mucosal congestion. These lesions were
cbserved in the leum of one control dog and in the jejunum of one dog at the recommended dose and two dogs at
the 5X dose.

Six Month Study

In a six month target animal safety study, meloxicam was administered mll( at 1, 3, and 5X the recommended dose
with no significant clinicat adverse reactions. Al animals in all dose groups {controls, 1, 3, and 5X the recommended
dose) exhibited some gasirointestinal distress (diarrhea and vomiting). Treatment-related changes seen in hematol-
ogy and chemistry included decreased red blood cell counts in seven of 24 {four 3X and three 5X dogs),
decreased hematocrit in 18 of 24 dogs {Including thres control dogs), dose-related neutrophilia in ane 1X, two 3X
and thres 5X dogs, svidence of regenerative anemia in two 3X and one 5X dog. Also noted wers increased BUN in two
5X dogs and decreased albumin in one 5X dog.

Endoscopic changes consisted of reddening of the gastric mucosal surface covering less than 25% of the surface
area, This was seen in three dogs at the recommended dose, thres dogs at the 3X dose and two dogs at the 5X dose.
Two control dogs exhibited reddening in conjunction with ulceration of the mucosa covering less than 25% af the
surface area,

Gross gastrointestinal necropsy results observed included mild discoloration of the stomach or duodenum in one dog
atthe 3X and in one dog at the 5X dose. Multifocat pinpoint red focl were observed In the gastric fundic mucosa in

.one dog at the recommended dose, and in one dog at the 5X dose,

No macroscopic or microscopic renal changes were observed in any dogs receiving melaxicam in this six month
study.

Microscopic gastrointestinal findings were Kmited to one dog at the recommended dase, and two dogs at the 3X
dose. Mild inflammatory mucosal infiltrate was observed in the duodenum of one dog at the recommended dose.
Mild cangestion of the fundic mucosa and mild myositis of the outer mural musculature of the stomach were
observed in two dogs recelving the 3X dose.

How Supplied:

Metacam® Oral Suspension 0.5 mg/mL: 15 and 30 mL dropper bottles with measuring syringe

Storage: Store at controlled room temperature 53-86°F (15 - 30°C).

Manufactured by:

Boehringer Ingelhelm Vetmedica, Inc.

St. Joseph, MO 64506 U.SA.

Distributed by:

Mertal Limited

Duluth, GA 30096-4640 U.S.A,

US Patent 6,184,220

Metacam® is a registered trademark of Boehringer Ingelheim Vetmedica GmbH, Hicensed to Boehringer Ingefheim
Vetmedica, inc.

601401L-00-0301

Code 601411, 601421

Revised 01/2003
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Client Information
For
. Metacam® (meloxicam) 0.5 mg/mL Oral Suspension

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

What Is Metacam?

Metacam Is a prescription non-steroidal anti-inflammatory drug (NSAID) that Is used to control pain and
inflammation (soreness) due to osteoarthritis in dogs. Osteoarthritls (OA) is a painful condition caused by
“wear and tear” of cartilage and other parts of the Joints that may result in the following changes or signs in
your dog: Limping or lameness, decreased activity or exercise (reluctance to stand, climb stairs, jump of run,

or difficulty In performing these activities) stiffness or decreased movement of joints. Metacam is given to dogs
by mouth.

What Kind Of Resuits Can I Expect When My Dog Is On Metacam For OA?

While Metacam is not a cure for osteoarthiitis, it can control the pain and inflammation of OA and improve
your dog’s mability.

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

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

« If Metacam is discontinued or not given as directed, your dog’s pain and inflammation may come back.

What Dogs Should Not Take Metacam?

Your dog should not be given Metacam if he/she:

+ Has had an allergic reaction to meloxicam, the active ingredient of Metacam.

» Has had an allergic reaction (such as hives, facial swelling, or red or itchy skin) to aspirin or other NSAIDs
« Is presently taking aspirin, other NSAIDs, or corticosteraids {unless directed by your veterinarian),

Metacam Should Only Be GivenTo Dogs

People should not take Metacam. Keep Metacam and all medication out of reach of children, Call your physi-
cian Immediately if you accidentally take Metacam,

HowTo Give Metacam To Your Dog.
The actual dose to be given should be prescribed by the veterinarian,
Directions for Administration:
. Dogs under 10 pounds (4.5 kg)
Shake well before use, then remove cap. Particular care shoutd be given with regard to the accuracy of dosing.

To prevent accidental overdosing of small dogs, administer drops on food only, never directly into the mouth,
Carefully measure suspension onto food to assure that the correct dose Is given before presentation of the food to
the dog. The syringe provided with the meloxicam concentration of 0.5 mg/mL cannot be used to measure doses
for dogs weighing less than 1 Ib (0.45 kg).

For dogs less than 1 Ib (0.45 kg), Metacam® Oral Suspension can be given using the dropper bottle: two drops for
each pound of body weight for the 0.5 mg/mL concentration (ftve drops for each kilogram of body weight),
dropped directly onto the food.

For dogs between 1-10 pounds, Metacam® Oral Suspension can be given by drops or by using the measuring
syringe provided in the package (see dosing procedure below). The syringe fits on to the bottle and has a scafe
beginning at 1 Ib, designed to deliver the dafly maintenance dose (0.05 mg/Ib or 0.1 mg/kg). When using the
syringe, the dog’s weight shouid be rounded down to the nearest 1 pound increment. Replace and tighten cap
after use,

Dogs over 10 pounds (4.5 kg)

Shake well before use then remove cap. Metacam*® Oral Suspension may be either mixed with food or placed
directly into the mouth, Particular care should be given with regard to the accuracy of dosing. Metacam*® Oral
Suspension can be given using the measuring syringe provided In the package (see dosing procedure below). The
syringe fits on to the bottle and has a scale in pounds designed to deliver the daily maintenance dose (0.05
mg/Ib or 0.1 mg/kg). When using the syringe, the dog's weight should be rounded down to the nearest 1 Ib
increment. Altematively, Metacam® Oral Suspension can be given using the dropper bottle: two drops for each
pound bady weight for the 0.5 mg/mL concentration (five drops for each kilogram of body weight). Replace and
tighten cap after use.

&
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Shake bottle well. Push down  Turn the bottle/syringe upside  Turn the bottle right way up Push the plunger to empty the o
and unscrew bottle top. down. Pull the plunger out and with a twisting move- contents of the syringe. \I
Attach the dosing syringe to until the black line on the ment separate the dosing
- the bottle by gently pushing plung ;ponds to the syringe from the bottle.
dog’s body weight in pounds.

the end onto the top of the
bottle.



' Insert 1/28/03 2:07 PM Page 2

What Yo Tell/Ask Your Veterinarian Before Giving Metacam

Talk to your veterinarian about:

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

+The importance of weight control and exercise in the management of OA.
« What tests might be done before Metacam is prescribed.

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

*The risks and benefits of using Metacam.

Tell your veterinarian if your dog has ever had the foliowing medical problems:
« Experienced side effects from Metacam or other NSAIDs, such as aspirin

* Digestive upset (vomiting and/or diarrhea)

« Liver disease

« Kidney disease

Tell your veterinarian about:

* Any other medical problems or allergies that your dog has now or has had.

+ All medicines that you are giving your dog or plan to give your dog, including those you can get without a pre-
scription.

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

What Are The Possible Side Effects That May Occur In My Dog During Metacam Therapy?

Metacam, like other drugs, may cause some side effects. Serlous but rare side effects have been reported in
dogs taking NSAIDs. Serlous side effects can occur with or without warning and in rare situations result in
death.

The most common NSAID-related side effects generally involve the stomach and liver or kidney problems. Look
for the following side effects that can indicate your dog may be having a problem with Metacam or may have
another medical problem:

* Decrease or Increase in appetite

« Vomiting

» Change in bowel movement (such as diarrhea, or black, tarry or bloody stools)

» Change in behavior (such as decreased or increased activity level, incoordination, seizure or aggression) -
* Yellowing of gums, skin, or whites of the eyes (jaundice)

» Change in drinking habits (frequency, amount consumed)

* Change in urination habits (frequency, color, or smeli)

» Change in skin (redness, scabs, or scratching)

Itis important to stop therapy and contact your veterinarian lm'mediately if you think your dog has a medical
prablem or side effect from Metacam therapy. If you have additional questions about possible side effects, talk
to your veterinarian.

——

Can Metacam Be Glven With Other Medicines?

Metacam should not be given with other NSAIDs (for example, aspirin, carprofen, etodolac, deracoxib) or
sterolds (for example, cortisone, prednisone, dexamethasone, triameinolone).

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

What Can I Do In Case My Dog Eats More Than The Prescribed Amount?
Contact your veterinarian immediately if your dog eats more than the prescribed amount of Metacam.
What Eise Should 1 Know About Metacam?

This sheet provides a summary of information about Metacam. If you have any questions or concerns about
Metacam or ostecarthritis pain, talk to your veterinarian.

As with ali prescribed medicines, Metacam should only be given to the dog for which it was prescribed. It
should be given to your dog only for the condition for which it was prescribed. It is important to periodically

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

For technical assistance or to report suspected adverse reactions, call 1-888-637-4251.
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control of pain and inflammation associated with
osteoarthritis in dogs.

[Caution: Federal law restricts this drug to use by or on
the order of 3 licensed veterinarian.

Warnings: Not for use in humans Keep out of reach
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Metacam®

(meloxicam)

0.5 mg/mL Oral Suspension
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.

Net Contents: 15 mL

NADA 141-213, Approved by FDA

Metacam®

{meloxicam)
0.5 mg/mL Oral Suspension

Non-steroidal anti-inflammatory drug for
oral use i dogs only

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

Net Contents: 15 mL

NADA 141-213, Approved by FDA
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Metacam Oral Suspension, 0.6 mg/mL
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Store at controlled room temperature, 59-86°F (15-30°C)
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Caution: Federal law restricts this drug to use by or on the
order of a licensed veterinarian.

Warnings: Not far use in humans, Keep out of reach of
children. Refer to the package insert for complete warnings
and precautions.

NADA 141-213, Approved by FDA
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0.5 mg/mL Oral Suspension
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inflammatory drug for oral
use in dogs only

Net Contents: 30 mL

Indications: Metacam® Oral Suspension is indicated for
the control of pain and inflammation associated with
osteoarthritis in dogs.

Dosage and Administration: Refer to the package insert for
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Metacam®

{meloxicam)

0.5 mg/mL Oral Suspension
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
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Net Contents: 30 mL

NADA 141-213, Approved by FDA
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Metacam Oral Suspension, 0.5 mg/mL
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Metacam®

{meloxicam) 1.5 mg/mL Oral Suspension

(equivalent to 0.05 mg per drop)

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: Meloxicam is a Non-Steroidal Anti-inflammatory (NSAID) drug of the oxicam class. Each milliliter
of Metacam® Qvral Suspension contains meloxicam equivalent to 1.5 miltigrams and sodium benzoata (1.5 mil-
“ﬁ ms) as a preservative. The chemical name for Meloxicam s 4-Hydroxy-2-methyl-N-(5-methyl-2-thiazolyl)-
2H-1,2-benzothiazine-3-carboxamide-1, 1-diaxide, The formulation Is a yellowish viscous suspenslon with the

ador of honey.
u‘l
e
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Clinical Phumaeolofly: Meloxicam has nearly 100% bioavaflability when administered orally with food. The
terminal elimination half life afier a single dose is estimated to be approximately 24 hrs (+/-30%) regardless of
route of administration. There {s no nce of statistically significant gender differences in drug pharmacoki-
netics, Drug bioavailability, volume of distribution, and total systemic clearance remain constant up to 5 times

the recommended dose for use in dogs. However, there is some evidence of enhanced drug accumulation and
terminal elimination half-life prolongation when dogs are dosed for 45 days of longer.

Peak drug concentrations can be expected to accur within about 7.5 hrs after oral administration. Correspond-
Ing peak concentration is approximately 0.464 mcg/ml following a 0.2 mg/kg oral dose. The drug is 97%
bound to canine plasma proteins.

Indications; Metacam® Oral Suspension s indicated for the control of pain and inflammation assoctated with
osteoarthritls in dogs.

Dosage and Administration; Metacam® Oral Suspension should be administered Initially at 0.2 mg/kg body
weight only on the first day of treatment. For all treatments after day 1, Metacam® Oral Suspension should be
administered once daily at a dose of 0.1 mg/kg. .

Directions for Administration;

Boehringer
Ingelheim

0

Dogs under 10 pounds (4.5 kg)
Shake well before use, then remove cap. Particulas care should be given with regard to the accuracy of dosing. To
prevent accidental overdosing of dogs, administer drops on food only, never directly into the mouth,
Carefully measure suspension onto food to assure that the correct dose Is given before tation of the food to
the dog. The syringe provided with the melaxicam concentration of 1.5 mg/ml. cannot be used to measure doses
for dogs weighing less than 5 Ibs (2.3 kg).

For dogs less than 5 Ibs (2.3 kg), Metacam® Oral Suspension can be given using the dropper bottle: one drop for

each pound of body weight fos the 1.5 mg/mL concentration (two drops for eatg kilogram of body weight),
dropped directly onto the food.

For dogs between 5 - 10 pounds, Metacam® Oral Suspension can be given by drops or by using the measuring
syringe provided in the package (see dosing procedure below). The syringe fits on lo the bottle and has a scale
beginning at 5 Ibs, designed 0 deliver the daily maintenance dose (0.05 mg/ib or 0.1 mg/kg). When using the
syringe, the dog’s weight should be rounded down to the nearest 5 pound increment. Replace and tighten cap

afteruse.

Dogs over 10 s (6.5 kg)
Shake well before use then remove cap. Metacam® Oral Suspension may be either mixed with food or placed
directly into the mouth. Particular care should be given with regard to the accuracy of dosing. Metacam® Oral
Suspension can be given using the measuring syringe provided in the package (see dosing procedure below).
The syringe fits on to the bottie and has a scale in pounds designed to detiver the dally maintenance dose (0.05
mg/tb or 0.1 mg/kg). When using the syringe, the dog’s weight should be rounded down to the nearest 5 pound
increment. Alternatively, Metacam® Oral Suspension can be given using the dropper boltle: one drop for each
pound of body weight for the 1.5 mg/ml concentration (two drops for each kilogram of body welght). Replace
and tighten cap after use.

Turn the bottielsyringe upside

Turn the boitle right way up Push the plunger to empty the
ond unscrew botthe top. Attach  down. Pull the plunger out and with a wisting move- contents of the syringe.
the dosing syringe to the bot-  until the black line on the ment separate the dosing
the by gently pushing the end er corresponds to the syringe from the bottie.

Contraindicatlons: Dogs with known hypersensitivity to meloxicam should not receive Metacam® Oral Suspension.

Warnings: Not for use in humans. Keep this and all medications out of reach of children. Consult a physiclan
{n case of accidental ingestion by humans. For oral use in dogs only.

As with any NSAID all dogs should undergo a thorough history and physical examination before the initiation
of NSAID therapy. Appropriate laboratory testing to establish hematological and serum biochemical baseline
data Is recommended prior to and periadically during administration.

For technical assistance or to report suspected adverse reactions, call 1-888-637-4251.

Precautions: The safe use of Metacam® Oral Suspension in dogs younger than 6 months of age, dogs used for
breeding, or In pregnant or lactating dogs has not been evaluated.

As a class, cyclo-oxygenase inhibitory NSAIDs may be assoclated with gastraintestinal and renal toxicity. Sensi-
tivity to drug-associated adverse events varies with the individual patient. Patlents at greatest risk for renal tox-
iciy are.those that are dehydrated, on concomitant diuretic therapy, or those with existing renal, cardiovascu-
lar, and/or hepatic dysfunction. Concurrent administration of potentially nephrotoxic drugs should be
carefully approached. NSAIDs may inhibit the prostaglandins that maintain normal homeostatic function.
Such antl-prostaglandin effects may result in clinically significant disease in patients with underlying or pre-
existing disease that has not been previously diagnosed. Since many NSAIDs passess the potential to produce
gastrointestinal ulceration, concomitant use of Aﬂuam‘ Oral Suspension with other anti-inflammatory
drugs, such as NSAIDs or corticosterolds, should be avolded or closely monitored. The use of concomitantly
protein-bound drugs with Metacam® Oral Suspension has not been studied in dogs. Commonly used protein-
bound drugs include cardiac, anticonvuisant and behavioral medications. The influence of concomitant drugs
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that may inhibit metabolism of Metacam® Oral Suspension has not been evaluated. Drug compatibiity
should be monitored in patients requiring adjunctive therapy.

Adverse Reactions; Fleld safety was evaluated tn 306 dogs. Based on the results of two studies, Gl abnarmali-
ties (vomiting, soft stools, diarrhea, and inappetance) were the most common adverse reactions assoclated
with the administration of meloxicam. The following table lists adverse reactions and the numbers of dogs
that experlenced them during the studies. Dogs may have experienced more than ane incidence of the
adverse reaction during the study.

Adverse Reactions Observed During Two Fleid Studles

Clinical Observation - Meloxicam {n=157) Placebo (n=149)
Vomiting &0 23
Diarrhea/Soft Stool 19 11

Bloady Stool 1 0

Inappetance 5 1

Bleeding gums after dental procedure 1. 0
Lethargy/Swollen Carpus 1 0

Epiphora 1 0

In foreign suspected adverse drug reaction (SADR) reporting over a 9 year period, incidences of adverse reac-
tions related to meloxicam administration included: auto-immune hemolytic anemia (1 , thrombocy-
topenia (1 dog), polyarthritis 1 dog), nursing puppy lethargy (1 dog), and pyoderma (1 dog).
Effectiveness: The effectiveness of meloxicam was demonstrated In two fleld studies lnvolvl:: atotal of 277
dogs representing various breeds, between six months and sixteen years of age, all diagnosed with
osteoarthritis. Both of the placebo-controlled, masked studies were conducted for 14 days. All dogs received
0.2 mg/kg on day 1. All dogs were maintained on 0.1 m%kg oral meloxicam from days 2 through 14 of both
studies. Parameters evaluated by veterinarians included lameness, weight-bearing, pain on palpation, and
'overall impmzement. Parameters assessed by owners included mobility, ability to rise, imping, and overall
mprovemen

In the first field study (n=109), dogs showed clinical improvement with statistical significance after 14 days of
meloxicam treatment for all parameters. In the second field study (n=48), dogs receiving meloxicam showed a
clinical improvement after 14 days of therapy for all parameters; however, statistical significance was demon--
strated only for the overall investigator evaluation on day 7, and for the owner evaluation on day 14.

Palatabliity: Metacam® Oral Suspension was accepted by 100% of the when veterinarians administered

the initial dose into the meuth. Metacam® Oral Suspension was accepted by 90% of the dogs (123/136) when

mlnlsuaed ayot\'m\ers. Problems associated with administration Included refusal of food, resistance to swal-
ng and sativation.

Safm.

n a six week target animal safety study, meloxicam was administered orally at 1, 3, and 5X the recommended
dose with no significant clinical adverse reactions. Animals in ail dose groups (control, 1, 3 and 5X the recom-
mended dose) exhibited some gastrointestinal distress (diarrhea and vomiting). No treatment-related
fhact\'ses were observed in hematological, blood chemistry, urinalysis, clotting time, or buccal mucosal bleed-
ng times.

Necm)rsy results included stomach mucosal petechiae in one control dog, two dogs at the 3X and one dog at
the 5X dose. Other macroscopic changes included areas of congestion ot depression of the mucosa of the
{ejunum or{leum in three dogs at the 1X dose and in two dogs at the 5X dose. Similar changes were also seen
n two dogs in the control group. There were no macroscopic small Intestinal lesions observed in dogs recelv-
ing eitl\l'ie 3 \ :ogi &Renal enlargement was reported during the necropsy of two dogs recelving the 3X and two
receiving the ose.

Microscopic examination of the kidneys revealed minimal degeneration or slight necrosis at the tip of the

ra iita in three dogs at the 5X dose. Microscopic examination of the stomach showed inflammatory mucosal
esions, epithelial regenerative hyperplasia or atrophy, and submucosal gland inflammation in two dogs at
the recommended dose, three dogs at the 3X and four dogs at the 5X dose. Small intestinal microscopic
changes included minimal focal mucosal erosion affecting the villi, and were sometimes assoctated with
mucosal congestion. These lesions were observed in the fleum of one controf dog and in the jejunum of one
dog at the recommended dose and two dogs at the 5X dose.

Six Month Study

In a six month target animal safety study, meloxicam was administered orally at 1, 3, and 5X the recom-
mended dose with no significant clinical adverse reactions. All animals in all dose groups (controls, 1, 3, and
5X the recommended dose) exhibited some gastrolntestinal distress (diarchea and vomiting). Treatment-
related changes seen In hematology and chemistry Included decreased red blood cell counts in seven of 24
dogs (four 3X and three 5X dogs), decreased hematocrit in 18 of 24 dogs (including three control dogs), dose-
related neutrophilia in one 1X, two 3X and three 5X dogs, evidence of regenerative anemia in two 3X and one
5X dog. Also noted were increased BUN in two 5X dogs and decreased albumin in one 5X dog.

Endoscopic changes consisted of reddening of the gastric mucosal surface covering less than 25% of the sur-
face area, This was seen in three dogs at the recommended dose, three dogs at the 3X dose and two dogs at
the 5X dose. Two controf dogs exhibited reddening in conjunction with uiceration of the mucosa covering less
than 25% of the surface area.

Gross gastrointestinal necropsy resulls observed included mild discoloration of the stomach or duodenum in
one dog at the 3X and in one dog at the 5X dose, Multifocal pinpoint red foci were observed in the gastric
fundic mucosa in one dog at the recommended dose, and in one dog at the 5X dose.

No macroscoplc or microscopic renal changes were observed In any dogs recelving meloxicam In this six
month study. ‘

Microscopic gastrointestinal findings were limited to one dog at the recommended dose, and two dogs at the
3X dose. Mild inflammatory mucosal infiltrate was observed in the duodenum of one dog at the recom-
mended dose. Miid congestion of the fundic mucosa and mild myositis of the outer mural musculature of the
stomach were observed in two dogs receiving the 3X dose.

How Supplied:

Metacam® Oral Suspension 1.5 mg/mL: 10, 32 and 100 mL dropper bottles with measuring syringe

Storage: Store at controlled room temperature 59-86°F (15 - 30°C).

Manufactured by

Boehringer Ingelheim Vetmedica, Inc.

St. Joseph, MO 64506 U.S.A.

Distributed by

Merial Limited

Duluth, GA 30096-4640 U.SA.

US Patent 6,186,220

Metacam® is a registered trademark of Boehringer Ingelheim Vetmedica GmbH, ficensed to Boehvinger Ingel-

heim Vetmedica, Inc.
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Metacam® (meloxicam) 1.5 mg/mL Oral Suspension
Non-steroidal anti-inflammatory drug for oral use in dogs only

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

What Is Metacam?

Metacam is a prescription non-steroidal anti-inflammatory drug (NSAID) that is used to control pain and
inflammation (soreness) due to osteoarthritis in dogs. Osteoarthritis (OA) is a painful condition caused by
“wear and tear” of cartilage and other parts of the joints that may result in the following changes or signs in
your dog: Limping or lameness, decreased activity or exercise (reluctance to Stand, climb stairs, jump or run,

or difficulty in performing these activities) stiffness or decreased movement of joints. Metacam is given to dogs
by mouth.

What Kind Of Resuits Can I Expect When My Dog Is On Metacam For OA?

While Metacam is not a cure for osteoarthritis, it can control the pain and inflammation of OA and improve
your dog’s mobility.

* Response varies from dog to dog but can be quite dramatic,

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

« If Metacam Is discontinued or not given as directed, your dog's pain and inflammation may come back.

What Dogs Should Not Take Metacam?

Your dog should not be given Metacam If he/she:
* Has had an allergic reaction to meloxicam, the active ingredient of Metacam.

* Has had an allergic reaction (such as hives, facial swelling, or red or itchy skin) to aspirin or other NSAIDs.
« Is presently taking aspirin, other NSAIDs, or corticosteroids (unless directed by your veterinarian).

Metacam Should Only Be Glven To Dogs

People should not take Metacam. Keep Metacam and all medication out of reach of children. Call your physi-
cian immediately if you accidentally take Metacam.

How To Give Metacam To Your Dog.
The actual dose to be given should be prescribed by the veterinarian.
Directions for Administration:
Dogs under 10 pounds (4.5 kg)
Shake well before use, then remove cap. Particular care should be given with regard to the accuracy of dosing.

To prevent accidental overdosing of small dogs, administer drops on food only, never directly into the mouth,
Carefully measure suspension onto food to assure that the correct dose Is given before presentation of the food to
the dog. The syringe provided with the meloxicam concentration of 1.5 mg/ml cannot be used to measure doses
for dogs weighing less than 5 Ibs (2.3 kg).

For dogs less than 5 Ibs (2.3 kg), Metacam® Oral Suspension can be given using the dropper bottle: one drop for
each pound of body weight for the 1.5 mg/mL concentration (two drops for each kilogram of body weigh),
dropped directly onto the food.

For dogs between 5 - 10 pounds, Metacam® Orai Suspension can be given by drops or by using the measuring
syringe provided in the package (see dosing procedure below). The syringe fits on to the bottie and has a scale
beginning at 5 Ibs, designed to deliver the daily maintenance dose (0.05 mg/Ib or 0.1 mg/kg). When using the
syringe, the dog’s weight should be rounded down to the nearest 5 pound increment. Replace and tighten cap
after use.

Dogs over 10 pounds (4.5 kg)

Shake well before use then remove cap, Metacam® Oral Suspension may be either mixed with food or placed
directly into the mouth, Particular care should be given with regard to the accuracy of dosing. Metacam® Oral
Suspension can be given using the measuring syringe provided in the package (see dosing procedure below). The
syringe fits on to the bottle and has a scale In pounds designed to deliver the daily maintenance dose (0.05
mg/lb or 0.1 mg/kg). When using the syringe, the dog’s weight should be rounded down to the nearest 5 pound
increment. Alternatively, Metacam® Oral Suspension can be given using the dropper bottle: one drop for each
pound of body weight for the 1.5 mg/mL concentration (two drops for each kilogram of body weight). Replace
and tighten cap after use.

&

0

—

Shake bottle well. Push down  Tumn the bottle/syringe upside  Turn the bottle right way up Push the plunger to empty the
and unscrew bottle top. down. Pull the plunger out ond with o twisting move- contents of the syringe.
Attach the dosing syringe to untllthcblack Ilncon the ment separate the dosing

the bottle by gently pushii ds to the syringe from the bottie.

the end onto the top of the dog 'S body mlgm In pounds.

bottle.
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What To Tell/Ask Your Veterinarian Before Giving Metacam

Talk to your veterinarian about:

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

+The importance of weight control and exercise in the management of OA.
+ What tests might be done before Metacam is prescribed.

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

«The risks and benefits of using Metacam.

Tell your veterinarfan if your dog has ever had the following medical problems:
» Experienced side effects from Metacam or other NSAIDs, such as asplrin

» Digestive upset (vomiting and/or diarrhea)

» Liver disease

« Kidney disease

Tell your veterinarian about:

» Any other medical problems or allergies that your dog has now or has had.

= All medicines that you are giving your dog or plan to give your dog, including those you can get without a pre-
scription.

Teli your veterinarian if your dog Is:
* Pregnant, nursing or f you plan to breed your dog.

What AreThe Possible Side Effects That May Occur In My Dog During Metacam Therapy?

Metacam, fike other drugs, may cause some side effects. Serious but rare side effects have been reported in
dogs taking NSAIDs. Serlous side effects can occur with or without warning and in rare sttuations result in
death.

The most common NSAID-related side effects generally involve the stomach and tiver or kidney problems. Look
for the following side effects that can indicate your dog may be having a problem with Metacam or may have
another medical problemn:

» Decrease or increase in appetite

* Vomiting

» Change In bowel movement (such as diarrhea, or black, tarry or bloody stools)

» Change in behavior (such as decreased or increased activity tevel, Incoordination, seizure ar aggression)
» Yellowing of gums, skin, or whites of the eyes (jaundice)

« Change in drinking habits (frequency, amount consumed)

« Change in urination habits (frequency, color, or smeil)

» Change in skin (redness, scabs, or scratching)

[tis important to stop therapy and contact your veterinarian immediately if you think your dog has a medical
problem or side effect from Metacam therapy. If you have additional questions about possible side effects, talk
to your veterinarian.

——
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Can Metacam Be Given With Other Medicines?

Metacam should not be given with other NSAIDs (for example, aspirin, carprofen, etodolac, deracoxib) or
steroids (for example, cortisone, prednisone, dexamethasone, triamcinalone).

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

What Can1Do In Case My Dog Eats More Than The Prescribed Amount?
Contact your veterinarian immediately if your dog eats more than the prescribed amount of Metacam.
What Else Should I Know About Metacam?

This sheet provides a summary of information about Metacam. If you have any questions or concerns about
Metacam or osteoarthritis pain, falk to your veterinarian.

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

_ discuss your dog’s response to Metacam at regular check ups. Your veterinarian will best determine if your dog

is responding as expected and if your dog should continue recelving Metacam.
For technical assistance or to report suspected adverse reactions, call 1-888-637-4251.

Manufactured by:
Boehringer Ingelheim Vetmedica, Inc.
St. Joseph, MO 64506 U.S.A.

Distributed by:
Merial Limited
Duluth, GA 30096-6640 U.SA.

US Patent 6,184,220
Metacam?® s a registered trademark of Boehringer Ingelheim Vetmedica GmbH, licensed to Boehringer Ingei-
heim Vetmedica, Inc.

60151711-00-0301
Code 601511, 601521, 601531
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/Caution: Federal law restricts this drug to use by or on Indications: * Oral Suspension is indi d for the\
the order of a hcensed veterinarian. control of pain and inflammation associated with
Warnings: Not for use in humans. Keep out of reach osteoarthritis in dogs.
of children. Refer to the package insert for complete M (] Dosage and A ion: Refer to the package insert for
::’SA"‘: ";d :':a‘mo::by FoA (mﬂoega)ca m -" Dosage and Administration inlorm:li;n

161-213, Approv: xcam —RE® _aa*
Manufactured by: 1.5 mg/mL Oral Suspension Store at controlled room temperature, $9 - 86°F (15-30°C).
Boehringer Ingelheim Vi dica, Inc. Bonly US Patent 6,184,220
St. Joseph, MO 64506 U.S.A. - Non-steroidal and- Lot No: Exp. Date:

Distributed by: tnﬂa.mma(ory drug for ora!
Merial Limited @ use in dogs only

Duluth, GA 30096-4640 U.S.A. -
6015162L-00-0301

n.! Code 601511
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Net Contents: 10 mL
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10€0-00-QE91S109 Boehringer

Printed Side
#1.092697CA

Metacam®

(meloxicam)
1.5 mg/ml Oral Suspension
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.

Net Contents: 10 mL

NADA 141-213, Approved by FDA

Metacam®

{meloxicam)
1.5 mg/mi Oral Suspension
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 icensed
veterinarian.

Net Contents: 10 mL

NADA 141-213, Approved by FDA

10mL

~
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Metacam Oral Suspension, 1.5 mg/mL
(meloxicam)
For Use in Dogs

TQUANTITY  LOTNO EXP DATE

[WMINKAI  DRAFTDO NOT USE

ITEM NUMBE:R
11000 10012313601512

6015
Store at controfied room temperature, 59-86°F (15-30°C)

Boehringer ingelheim Vetmedica, Inc
St Joseph, MO 64506 U S A

6015164C-00 -0211
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Caution: Federal law restricts this drug to use by or on the
order of a licensed veterinarian,

Warnings: Not for use in humans. Keep out of reach of
children. Refer to the package insert for complete warnings
and precautions.

NADA 141-213, Approved by FDA

US Patent 6,184,220

Manufactured by:

Boehringer Ingelheim Vetmedica, Inc.

St. Joseph, MO 64506 U.S.A.

Distributed by:

Merial Limited

Duluth, GA 30096-4640 U.S.A.

m 6015165L-00-0301
- Code 601521

Revised 01/2003
N

Indications: Metacam*® Oral Suspension s indicated for W
the control of pain and inflammation associated with
osteoarthritls in dogs.

M t ® Dosage and Administration: Refer to the package insert for
e aca m complete Dosage and Administration information.
(meloxicam) Store at controlled room temperature, 59-86°F (15-30°C).
1.5mg/mL Oral Suspension ¢, ime (@) Observe Label Directions

Ronly

Non-steroidai anti-

inflammatory drug for oral Lot No: Exp. Date:
use in dogs only

Net Contents: 32 mL
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{meloxicam)

oral use in dogs only

veterinarian.
Net Contents: 32 mbL

10€£0-00-Q9915109

Metacam®

1.5 mg/mL Oral Suspension
Non-steroidal anti-inflammatory drug for

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

NADA 161-213, Approved by FDA
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Boehringer
Printed Side
#L092697CA

Metacam®

{meloxicam)

1.5 mg/mL Oral Suspension
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.

Net Contents: 32 mL
NADA 1461-213, Approved by FDA
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Metacam Oral Suspension, 1.5 mg/mL
(meloxicam)
For Use in Dogs

(HBIMWE  DRAFT B0 NOT USE

84x32mL
10012313601529

ITEM NUMBER
601521000
Store at controlled room temperature, 59-86°F (15-30°C)

Boehringer ingelheim Vetmedica, Inc
St Joseph, MO 64506 U S A

6015167C-00-0211




Metacam®

(meloxicam)

1.5 mg/mL Oral Suspension
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.

Net Contents: 100 mL
NADA 141-213, Approved by FDA

Indications: Metacam® Qral Suspension is indicated for
the control of pain and inflammation associated with
osteoarthritis in dogs.

Dosage and Administration: Metacam® Oral Suspension
should be administered initially at 0.2 mg/kg body weight
only on the first day of treatment. For all treatments after
day 1, Metacam® Oral Suspension should be administered
once daily at a dosage of 0.1 mg/kg.

Contraindications: Dogs with known hypersensitivity to
meloxicam should not receive Metacam® Ora! Suspension.

Warnings: Not for use in humans. Keep out of reach of
children. Refer to the package insert for complete warnings
and precautions.

For technical assistance or to report suspected adverse
reactions, call 1-888-637-4251.

Refer to package insert or client information sheet for
additional information.

Store at controlied room temperature, 59-86°F (15-30°C).
6015168L.-00-0301 Code 601531 Revised 01/2003

Take Time ) Observe Label Directions

Lot No: Exp. Date:

Manufactured by: Distributed by:
Boehringer Ingelheim Merial Limited m
Vetmedica, Inc. Duluth

St. Joseph GA 30096-4640
MO 64506 U.S.A, US.A.
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Metacam® Metacam®

oral use in dogs only

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

Net Contents: 100 mL
NADA 141-213, Approved by FDA

t (meloxicam} (meloxicam)

! 1.5 mg/mL Oral Suspension 1.5 mg/mL Oral Suspension

: Non dat anb-infl y drug for Non dal anti-infl. y drug for
t

Caution: Federal law restricts this drug
to use by or on the order of a hcensed
veterinanan

Net Contents: 100 mL

NADA 141-213, Approved by FDA
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Metacam Oral Suspension, 1.5 mg/mL
(meloxicam)
~ For Use in Dogs
QUANTITY LOT NO

30x100mL
ITEM NUMBER
601531000 10012313601536

Store at controlled room temperature, 59-86°F (15-30°C)

Boehringer Ingetheim Vetmedica, Inc
St. Joseph, MO 64506 U S A

6016170C-00 -0211

DRAFT DO NOT USE

000082



