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FREEDOM OF INFORiMATION SUMMARY 

Original Abbreviated New Animal Drug Application 

ANADA 200-297 

Ivermectin Chewable Tablets 
(ivermectin) 

Antilarval 

For use in dogs to prevent canine heartworm disease by eliminating the 
tissue stage of heartworm larvae (Dirojlaria immitis) for a month (30 

days) after infection. 

Sponsor: 

Phoenix Scientific, Inc. 



FREEDOM OF INFORMATION SUMMARY 

1. GENERAL INFORMATION: 

a. File Number: ANADA 200-297 

b. Sponsor: Phoenix Scientific, Inc. 
3915 South 48”’ St. Terrace 
St. Joseph, MO 64503 

Drug Labeler Code: 059130 . 

c. Established Name: 

d. Proprietary Name: 

e. Dosage Form: 

f. How Supplied: 

Ivermectin 

Ivermectin 

Chewable tablet 

Each of 3 dosage strengths for dogs of different 
weights comes in packs of 12 chewable tablets with 
color coding on foil backing and carton. 

g. How Dispensed: RX 

h. ’ Amount Iof Active Ingredients: Small tablets contain 68 mcg ivermectin; 
medium tablets contain 136 mcg ivermectin; 
large tablets contain 272 mcg ivermectin. 

i. Route of Administration: Oral 

j. Species/Class: Dogs 

k. Recommended Dosage: Administered orally at monthly intervals at the 
recommended minimum dose level of 6.0 mcg of 
ivermectin per kilogram (2.72 mcg/lb) of body 
weight. The recommended dosage schedule for 
prevention of canine heartworm disease is as 
follows: 
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1. Pharmacological Category: Antilarval 

m. Indications: For use in dogs to prevent canine heartworm disease 
by eliminating the tissue stage of heartworm larvae 
(Dirofilaria immitis) for a month (30 days) after 
infection. 

Dog 
Weight 

Color Coding 
Chewables Ivermectin on Foil Backing 
Per Month Content and Carton 

Up to25 lb 1 68 mcg Blue 
26 to 50 lb 1 136 mcg Green 
51 to 100 lb 1 272 mcg Brown 

Give dogs over 100 lb the appropriate combination 
of these chewables. Recommended for use in dogs 6 
weeks of age and older. 

n. Pioneer Product: HEARTGARD Chewables; ivermectin; NADA 
140-886; Merial, Ltd. 

2. TARGETANIMAL SAFETYAND DRUG EFFECTIVENESS: 

Under the provisions of the Federal Food, Drug, and Cosmetic Act, as amended by the Generic 
Animal Drug and Patent Term Restoration Act (GADPTRA), an Abbreviated New Animal Drug 
Application (ANADA) may be submitted for a generic version of an approved new animal drug 
(pioneer product). New target animal safety and effectiveness data and human food safety data 
(other than tissue residue data) are not required for approval of an ANADA. 

A Suitability Petition (98P-0159/CPl). requested by Phoenix Scientific, Inc., was granted to 
allow a generic copy of the pioneer’s extruded chewable tablet with this compressed chewable 
tablet. The different oral dosage forms are similar and can be used interchangeably. 

The sponsor has demonstrated in vivo bioequivalence via a blood-level bioequivalence study of 
the generic product to the pioneer product to support the safety and efficacy of the generic 
product against Dirojilaria immitis (see Section 2.A.). Palatability was also evaluated in dogs 
and the study is reported below in Section 2.B. 
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A. Blood-level Bioequivalence Study 

One blood-level bioequivalence study was conducted to determine the comparative 
bioavailability of the generic and pioneer formulations of ivermectin chewables. The dose was 
increased to three times (3 X) the recommended dose to achieve adequate blood levels for a 
determination of bioavailability. This is still far below the range where adverse reactions to the 
drug would be expected and is too low to affect the normal mechanisms associated with the 
metabolism (and excretion of ivermectin in dogs. 

Testing Facility: Liberty Research, Inc. (LRI) 
Route 17C Box 107 
Waverly, NY 14892-O 107 

Objective: The objective of this study was to determine the comparative blood-levels of 
Ivermectin (ivermectin) Chewable Tablets and HEARTGARD (ivermectin) Chewables in a 2 
way crossover study in dogs. 

Summary: Four male and four female Beagle dogs were randomly assigned to groups and used 
in a 2-way crossover study comparing Ivermectin Chewable Tablets to HEARTGARD 
Chewables. The dogs ranged in age from 4 to 7 years and weighed 25.6 to 28.6 pounds. The 
medications were administered one time during each treatment period crushed in food meatballs 
at a 3X dose to enable appropriate serum levels for a blood-level bioequivalence study. A 28 day 
washout was observed between treatments. Blood was collected at time 0, 1,2, 3,4, 5, 6, 8, 10, 
16, and 24 hours, and 2, 3,5,7, 14, and 21 days post-treatment. Plasma samples were submitted 
to PPD Pharmaco, Inc., Middleton, WI for ivermectin analysis at the completion of the study. 

Results: The area under the curve (AUC) was computed from time 0 until the last quantifiable 
concentration using the trapezoidal rule. The natural logarithm of AUC was computed and used 
as the variable for analysis, denoted by LAUC. The maximum concentration measured for all 
time periods (C,,,,,) was determined and the natural logarithm of C,, , denoted by LCMAX, was 
computed and used as the variable for analysis. 

The criteria for determining bioequivalence, as described in CVM’s Bioequivalence Guidance, is 
to construct a 90% confidence interval about the difference of the two means, generic minus 
pioneer, based on the log scale of AUC and C max and then take the anti-log of the confidence 
limits minus 1 multiplied by 100. The resulting bounds should be between -20.00% and 
+25.00%. As seen in the table below both AUC and C,,,,, fall within those bounds. 
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The variabie T,,, is permitted to be interpreted by clinical judgment. In this case, there is no 
reason to expect the difference in T max will affect the efficacy of the drug, since both AUC and 
C,,, are bioequivalent and the product is administered as a single dose. Therefore, the study 
objective to determine the bioequivalence of generic and pioneer ivermectin was achieved. 

Concentration 

Pioneer Mean Generic Mean 
6.375 4.125 

Lower Bound 
NA’ 

Upper Bound 
NA’ 

5.635 5.649 -11.91% 16.76% 
2.374 2.396 -10.46% 16.86% 

B. Palatability Study 

Testing Facility: Liberty Research, Inc. (LRI) 
Route 17C Box 107 
Waverly, NY 14892-O 107 

Objective: The objective of this study was to evaluate the comparative palatability of Phoenix 
Scientific, Inc.‘s (PSI) Iverrnectin (ivet-mectin) Chewable Tablets to that of Merial, Ltd.‘s 
HEARTGAW (ivermectin) Chewables. 

Summary: The study was conducted to compare the palatability, measured as voluntary 
consumption, of generic (PSI) 136 mcg ivermectin chewable tablets and pioneer (Merial, Ltd.) 
136 mcg ivermectin chewables (HEARTGARD Chewables) in the dog. The study involved 
three treatment groups, Ivermectin Chewable Tablets, HEARTGARD Chewables, and a 
flavored, unmedicated placebo treatment. Twelve dogs were used where every dog was 
presented each of the three treatments six times during the eighteen days of the study. Twelve 
series of treatment offerings were sekcted such that each animal had a unique series of treatment 
offerings. The series were selected such that four dogs received each treatment on each day of 
the study. Voluntary consumption was scored “‘yes” if the animal consumed and “no” if the 
animal did not consume the offered tablet during the offering time. The data collected on the 
placebo (treatment group C) was not used in the analyses. 

Results: In this study, the generic product was voluntarily consumed 41 of the 72 offerings 
(56.9%) and the pioneer product was consumed in 45 of the 72 offerings (62.5%). The Table 
below (Table 2) provides a summary of the incidence of the results. 
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Table 2 

Overall average percent consumption, based on six tablets presented to each of 12 animals. 

I Treatment 
I 

Average percent 
consumntion 

A (generic) 56.9% 
B (pioneer) 62.5% 

Note: All 12 dogs were offered six tablets 
of the generic treatment and six tablets of 
the pioneer treatment, for a total of 72 
offerings of each tvne of tablet. 

A paired-t test using an arcsin square root transformation done on the difference in the percent 
consumption concluded that there was insufficient evidence to show that the generic and pioneer 
tablets were significantly different @=.47). 

3. HUmAT SAFETY: 

This drug is intended for use in dogs, which are non-food animals. Because this new animal 
drug is not intended for use in food-producing animals, data on human safety pertaining to drug 
residues in fc)od were not required for approval of this ANADA. 

Human warnings are provided on the package label as follows: “Keep this and all drugs out of 
the reach of children. In case of ingestion by humans, clients should be advised to contact a 
physi.cian immediately. Physicians may contact a Poison Control Center for advice concerning 
cases of ingestion by humans.” 

4. AGENClY CONCLUSIONS: 

This ANADA submitted under section 5 12(b) of the Federal Food, Drug, and Cosmetic Act 
satisfies the requirements of section 5 12(n) of the act and demonstrates that Ivermectin 
Chewable Tablets for Dogs, when used under the proposed conditions of use, is safe and 
effective for its labeied indications. 

Safety and effectiveness for this generic animal drug, Ivermectin Chewable Tablets, were 
established by the demonstration of blood-level bioequivalence to the pioneer product, 
HEARTGARD Chewables, NADA 140-886, sponsored by Merial, Ltd. Palatability was also 
tested and found to be equivalent to that of the pioneer product. 
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5. A TTACXMENTS: 

Facsimile generic labeling and currently approved pioneer labeling are attached as indicated 
below: 

Generic Labeling: 

Package Insert 
Labels associated with foil packet, carton, and display tray: 
12 chewable tablets- Dogs up to 25 lbs (blue). 
12 chewable tablets- Dogs 26 to 59 lbs (green). 
12 chewable tablets- Dogs 5 1 to 100 lbs (brown). 

Pioneer Labeling: 

Package Insert 
Labels associated with foil packet and carton: 
6 chewable tablets- Dogs up to 2.5 lbs (blue). 
6 chewable tablets- Dogs ‘26 to 59 lbs (green). 
6 chewable tablets- Dogs 5 1 to 100 lbs (brown). 



ANADA20@297, AqW by FDA 

IVERMECTIN Chewable Tablets 
Caution: Federal (U.S.A.) law restricts this drug to use by or on the order of a licensed vetetinarten. 
INDICATIONS: For use in dogs to prevent canine haartworm disease by eliminating the tissue stage of 
heartworm larvae (DirorXaria immitis) for a month (30 days) after infection. 
DOSAGE: IVERMECTIN Chewable Tablets should be administered orally at monthly intervals at the 
recommended minimum dose level of 6.0 mcg of ivermecttn per kilogram (2.72 mcg4b) of body weight. 
(See ADMINISTRATION). The recommended dosage schedule for prevention of canine heartworm 
disease is as follows: 

Gke dogs over 100 lb the appropriate mmbiiadon of these chewa!& 
IVERMECTN C~wablesare remmmetiedforusa in dogs6wseks of age and&x. 
ADIINISTRA’IION: Remove only one chewable at a time from the foil-backed bkster card. Return the card 
with the remaining chewabtes to the box to protect the product from light. Because most dogs find 
IVERMECTlN Chewable Tablets palatable, the product can be offered to the dog by hand. Alternatively, it 
may be added to a small amount of dog food. if the dog refuses to eat the tablet, piace the tablet well into 
the back of the dogs mouth. Close the dog’s mouth and raise ifs muzzie at the same Eme. Gently stroke 
the dog’s throat to encourage swallowing. 
Care shoutd be taken to see that the dog consumes the complete dose, and treated animals should be 
observed far a few minutes after administration to ensure that part of the dose is not lost or rejected. I I is 
suspected that ary of the dose has been lost, redosing is recommended. 
lV&MECTIN Chewable Tablets should be g&an at monthly inter-vats during the period of the year when 
mosquitoes (vector$ potentially carrying infeckve haartworm larvae, are acttve. The initial doss must be 
glen within a month (30 days) after the dog’s first exposure to mosquitoes. The final dose must be gtven 
within a month (30 days) after the dog’s last exposure to mosquitoes. 
When replacing another heartwm preventwe in a heartworm disease preventive program, the first doss of 
IVERMECTIN Chewatxe Tablets must be given within a month (30 days) after the last dose of the former 
medication. 
tf the interval between doses exceeds a month (30 days), the efticacy of ivennecttt can ba reduced. For 
optimal performance, the chewable must be glen orwe a month on or about the same day of the month. tf 
treatment is delayed, whether by a few days or many, immediate treatment with IVERMECTIN Chewable 
Tablets and resumption of the recommanded dosing regimen minimizes the opportuntty for the 
development of adult heartworms. 
EFFICACY: IVERMECTtN Chewable Tab&, given orally using the recommended doss and regimen, are 
effectlle agatnst the tissue larval stage of Dirofihrfa immitk for a month (30 days) after infectton end, as a 
rest& prevent the devetopment of the adult stage. 
ACCEPTABIUTY: In an acceptability trial IVERMECTIN Chewable Tablets were shown to be an 
acceptebta oral dosage form that was consumed at tha first offering by the majority of dogs. 
PRECAUTIONS: All dogs should be tested for existing heartworm infection before stating treatment tith 
IVERMECTIN Chewable Tablets wh’k% is not effect&e against adult D. imtfi.s. Infected dogs must be 
treated to remove adult heworms and rntcroNada.e prior to ir+&.ttng a pmgram wtth IVERMECTIN 
Chewable Tablets. 
While some microftiartae may be killed by the ivetrnectin in IVERMECTIN Chewable Tablets at the 
recommended dose levet, IVERMECTtN Chewable Tablets are not effective for microtitaaae dearance. A 
mitd hypersensttiity-type reaction, presumably due to dead or dytng microfilartae and parttwlady invdvtng 
a transient diarrhea, has been observed in clinical trtats with ivermecttn after treatment of some dogs that 
have circulating microftlartae. 
KEEP THIS AND AU DRUGS OUT OF THE REACH OF CHILDREN. In case of ingestion by humans, 
clients should be advised to contact a physic&n immediately. Physicians may contact a Poison Control 
Center for advice concerning cases of ingestion by humans. 
Store between 15’ and 30% (59’ and 86’F ). Protect from light. 
ADVERSE REACTtQNS: The following adverse reactions have been reported following the use of 
iverrnectin tablets: Depression4ethargy, vomiting, anorexia, diarrhea, mydrtasts, ataxia staggering, 
convulsions and hypamalivatton. 
SAFEIY ivermecttn has shown a wide margin of safety at the recommended dose level in dogs (See 
PRECAUTIONS for exceptions) tndudtng pregnant or breeding bitches, stud dogs and puppies aged 6 or 
more weeks. In dinical trtals, many wmmonty used flea collars, dips, shampoos, anthelmintics, antlbiotii, 
vaccines, and steroid preparations have been adrntrdstered with ivermectin in a heartworm disease 
preventtve program. 
Studies with ivenneclin indicate that certain dogs of the Collie breed are more sensitive to the effects of 
ivettnectin administered at etevated dose levels (more than 16ttmes the target use level) than dogs of other 
breeds. At elevated doses, sensible dogs showed adverse reactions which induded mydrtasis, depression, 
ataxia, tremors, drooling, paresis, recumbency, excitabkky, stupor, coma and d&h. Sensrttve Collies 
treated with tvermectin at 10 ties the recommended dose (60 mcgkg) demonstrated no signs of toxicity. 
Results of these teals support the safety of tvermectrn products in dogs, in&ding Collies, when used as 
ie@mlnw~. 
HOW SUPPLIED: IVERMECTIN Chewable Tablets are availabte in three dosage strengths (See 
DOSAGE section) for dogs of diierent weights. Each strength comes in convenient cartons of 12 
dxwables, packed 12 cartons per tray. 

Store between 15’C and 30-C (59’F and 86’F). 
Protect product from fit. 

801017 
601018 
801019 

Manufactured by 
Phoenix SaanNic inc. Iss. 0-00 
St. Joseph. M O  6;1503 



CautLn: Federal law 
restricts this drug to use 
by or on the order ofa 
licensed veterinarian. 

KEEP THIS AND ALL 
DRIJGS OUT OF THE 

. REACH OF CHILDREN 

AmTech GROUP, INC 

801017 1% 8-O 1 

This blister pack is not 
labeled for sale of 
individual tablets 

Store between IS”-30°C 
(.59O-WF) 

Protect fi oin light 

IVERMECTXN 
CIlEWABLES 

68 mcg 
Up to 25 lbs 

IVEMCTIN IVERMECTIN 
CHEWABLES CJe%WABLES 

GS mcg 68 mcg 
Up to 25 lbs Up to 25 Ibs 

IVERMECTIN 
CHEWABLES 

6X mcg 
Up to 25 lbs 

IVERMECTIN 
CHEWABLES 

68 mcg 
Up to 25 Ibs 

IVERhJECTIN 
CHEWABLES 

68 mcg 
Up to 25 Ibs 

IVEWCTIN 
CHEWABLES 

68 mcg 
Up to 25 Ibs 

IVERMECTIN 
CHEWABLES 

68 mcg 
up lo 25 lbs 

IVERMECTIN 
CHEWABLES 

68 mcg 
Up to 25 Ibs 

IVERMECTiN 
CHEWABLES 

68 mcg 
up to 25 lbs 

IVERJMECTIN 
CHEWABLES 

68 mcg 
up to 25 lbs 

IVERMECTIN 
CHEWABLES 

68 mcg 
Up to 25 Ibs 
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Top Panel 

-.-*-.-.-.-.- .-.-.-.w.-. 

NDC58120-71840 

Each chewable contains 68 mcg of ivermectin. 
Treat once a month to prevent heartworm diseaee in dogs. 

Recommended for dogs weighing up to 26 tbs. 

UT OF REACH OF CHILDREN 
ns 12 x 12 Chewable Tablets 
AWlA m-297. k@med by FM 



Left Panel 

Center Panel 
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BLETS i 
Each chewable contains 68 mcg of Ivermectin. 

Treat once a month to prevent heartworm dlsease in dogs. 
Recommended for doge weighing up to 25 Ibs. 

KEEP OUT OF REACH OF CHILDREN 
ins 12 x 12 Chewable Tablets 

ANADA 200-297. Appnmd by FDA 

Nnc59130-71340 

Eech chewable contslns 81) mcg of ivermsctin. 
lrsst oncws maeth to prevent heartworm dlseass In dags 

Recommended for dogs weighing up to 2s Ibs. 
CAUTIOI: Flldwal law mtrlm MB dm# ,I! ow 

by or de !B order 011 Ward Wwifiatim. 

POUT QF REACH OF CHIL5REf4 
tains 12 x 12 Chewable Tablets 

ANADA 200-297, Apwwed by,‘DA 
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Right Panel 

NOC 59130-719-40 

Each chewable contains 68 mcg of ivermectin. 
Tfeat’once a month to prevent heartworm disease in dogs. 

Racommended for dogs walghlng up to 25 tbs. 

CAUTION: FadersI larr msWEtp ME dnyl fo USB 
by m on Ike adar PI a llcmod uetatinarian. 

EP OUT OF REACH OF CHILDREN 
ins 12 x 12 Chewable Tablets 

ANADA 28-297, Avprowd by FDA Lot No 
Exp. Date 

Back Panel 

Each chewable conta mcg of Ivermectin. 
Treat once a mqnth to pfavef$ heartworm disease in dogs. 

s 12 x 12 Chewab 
NADA 200-297. Appfm’sd by 

Store between 15% and 3LYC (59°F and WF) 
Protect product from Ilght. 

801017 lss. cm 
-.-.-.-.1._.-*-.-.1.-.-.-.-.~*-.-.-.-*-.-.-.-.-.-.-.-.-. 
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C;rution: Federal Iaw 
restricts this drug lo use 
by or on the order ofa 
iicenscd veterinarian. 

AmTech GROUP, IXC 

801018 Iss S-01 

This blister pack is not 
labeled fbr sale of 
individual tablets 

Store between IS”-30cC 
(5Y0-86°F) 

Protect from light. 

IVERMECTIN 
CHEWABLES 

136 mcg 
26ts50 Ibs 

IVERMECTIN 
CHEWABLES 

136 mcg 
26to 50 Ibs 

IvEmCTIN 
CHEWABLES 

136 mcg 
26 to 50 Ibs 

I~~C~ 
CHEWABLES 

136 mcg 
26 to 50 lbs 

IVE~CTT& 
CBEWABLES 

136 mcg 
26 to 50 Ibs 

IVERMECTIN 
CHEWABLES 

136 mcg 
26 to 50 Ibs ~ . 

IVERMECTIN IVERMECTIN IVERh4ECTIN 
CHEWABLES CHEWABLES CHEWABLES 

136 mcg 136 mcg 1361ncg 

2G to 50 lbs 26% 50 Ibs 26 to 50 libs 1 

IVERMECTIN IVEmCTIN 
CHEWABLES CHEZWABLES 

1.36 mcg 136 mcg 
26 to 50 Ibs 26 to5OIbs 

IVEMCTN 
CXEWABLES 

136 mcg 
26 to 50 Ibs 
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Each chewable contains 126 mcg of ivermecttn. 
Treat once a month to prevent heartworm disease in dogs. 

Recommended for dogs wetghing 26 to 50 lb&. 

EEP OUT OF REACH OF CHILDREN 
tam 12 x 12 Chewable Tablets 

ANhcA 2m291. ADp‘Wd ly m 

Top Panel 



Left Panel 

i 
i 
i 
i NDC59130-719-40 
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IV~R~ECTIN 
CHEWABLE TABLETS 
Each chewaWe contatns 136 mcg of Ivermeotin. 

Tieat once a month to prevent heartworm disease in dogs. 
Recommended for dogs weighing 26 ti, 50 tbs. 

~~~~~i~~~~~~d~~u~ 
by of an Nw order ol a llwamd valartnarlan. 

KEEP OUT OF REACH OF CHILDREN 
ains 12 x 12 Chewable Tablets 

ANADA200-287,AppromdbyfDA 
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Center Panel 

. 4  

NDC59130-719-40 

CHEWABLE TABLETS 
E8ch chaw@le cantsins 136 me* of kwnectin. 

Mat once a month to prevent heartworm disease in dog 
L Recommended for dogs weighing 28 to 50 Ibs. 
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Right Panel 

IVER~ECTI~ 
CHEWABLE TABLETS 
Each chewable contains 126 mcg of Ivermectin. 

Treat once a month to prevent heartworm disease in dogs. 
Recommended for dogs welghing 28 to 50 ibs. 

KEEP OUT OF REACH OF CHILDREN 
ntains 12 x 12 Chf!wable Tablets 

ANADA 2SS-297.A~praved by FDA 

Back Panel 

Eech chewable contains 136 mcg oi Ivermectin. 
at onca a mont In dogs. 

EP OUT OF REACH 0 DREN 
ontains 12 x 12 Chew blets 

ANADA 200-297, Approved by FDA 

ManulsUured by 
Fkwnks~lffc, inc. 

Store bstween 15OC and WC (59°F and 869) 

stJossph,h4o64503 
Pmtect pmduclfmm lkJh&. 

801018 Iss. 551 
-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-,-.-~ 
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mtricts this drug ta use 
by or on the order of a 
licensed veterinarian. 

AmTech GROUP, INC. 
This blister pack is not 

labeled for sale of 
individual tableta. 

DRUGS OUT OF THE 
REACH OF CHILDREN 
Store between 1 Y - 3OT 

Proted from light. 

IVERMECTIN IVEMCTIN IWRMECTj[N 
CHEWABLES CHEWABLES CJHEWDLES 

IVERh4ECTIN 
CHEWAE3LES 

51 to 100 lbs 

IVERMECTIN 
CHEWABLES 

272 mcg 
51 to 100Ibs 

IIVERMECTW 
CHEWABLES 

IVEBMECTIN 
CHEWABLES 

272 mcg 
51 to 100 lbs 

lIk?ERMECTIN 
CHEiW~LES 

51 to 100 lbs 

IVE~CTN 
CHEWABLES 

272 mcg 
51 to 1OOlbs 
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-.-.-.-.-.-.- .m.-. . . .- .-  

WDC59130-720.40 

Each chewable contains 272 mcg of ivermectln. 
Traat once a month to prevent heartworm disease In dogs. 

Recommendad for dogs weighing 51 to 100 Ibs. 

C~W~HJH: Fe&al law mskicb ihii dru@ to use 
@yaWhaadarufalkamedwtwltaian. 

EEP OUT OF REACH OF CHILDREN 
Mains 12 x 12 Chewable Tablets 

MwA7w~7.%Yow~~YFnA 
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Each chewable contains 272 mcg of Ivermectln. 
Rest once a month to prevent heartworm disease in dogs. 

Recommended for dogs weighing 51 to ID0 Ibs. 
CAUTIOW: Federal low rostriols ibk druS lo usa 

by won ffie ardor eta lkomod volorlnerkn. 

KEEP OUT OF REACH DF CHILDREN 
tains 12 x 12 Chewable Tablets 
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Each chewable cwfains 272 
Trest ones s month to prevent 

Ftftcommsnded for dogs 

GASllON: Fedafal 
by or on the 

KEEP CUT 
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Chewables 
Caution: Federal (U.S.A.) law restricts this drug to use by or on the order of a 
l icensed veterinarian. 
INDICATION: For use in dogs to prevent canine heartworm disease by 
eliminating the tissue stage of heartworm larvae (DirofJoria immihs) For a month 
(30 days) after inFection. 
DOSAGE: HEARTGARDO Chewables should be administered orally at monthly 
intervals at the recommended minimum dose level of 6.0 mcg OF ivermectin per 
kilogram (2.72 mcg/lb) OF body weight. (See ADMINISTRATION). The 
recommended dosage schedule for prevention of canine heartworm disease is 
as follows: 

w& t ph 
hwnlectin 

Content 

Color Coding 
on Foil Backing 

and Carton 

Up to 25 lb ’ 1 68 mcg Blue 

26 to 50 lb 1 136 mcg GW3l 
51 to 100 lb 1 272 mcg Brown 
Give dQgS over 100 lb the appropriate combination OF these chewables. 
HEARTGARD Chewables are recommended For use in dogs 6 weeks of age and older 

ADMINISTRATION: Remove only one chewable at a time from the foil-backed 
blister card. Return the card with the remaining chewables to the box to protect 
the product From light. Because most dogs Find HEARTGARD Chewables 
palatable, the product can be o&red to the dog by hand. Alternatively, it may 
be added to a small amount OF dog Food. The chewable should be administered 
in a manner that encourages the dog to chew, rather than to swallow without 
chewing. Chewables may be broken into pieces and fed to dogs that normally 
swallow treats whole. 
Care should be taken to see that the dog consumes the complete dose, and 
treated animals should be observed For a few minutes after administration to 
ensure that part of the dose is not lost or rejected. IF it is suspected that any of 
the dose has been lost, redosing is recommended. 
HEARTGARD Chewables should be given at monthly intervals during the period 
of the year when mosquitoes (vectors), potentially carrying infective heartworm 
larvae, are active. The initial dose must be given within a month (30 days) after 
the dog’s first exposure to mosquitoes. The final dose must be given within a 
month (30 days) aFter the dog’s last exposure to mosquitoes, 
When replacing another heartworm preventive in a heartworm disease 
preventive program, the first dose OF HEARTGARD must be given within a 
month (30 days) aFter the last dose of the former medication. 
If the interval between doses exceeds a month (30 days), the efficacy of 
ivermectin can be reduced. For optimal performance, the chewable must be 
given once a month on or about the same day OF the month. If treatment is 
delayed, whether by a few days or many, immediate treatment with 
HEARTGARD and resumption of the recommended dosing regimen minimizes 
the opportunity For the development of adult heartworms, 

HEARTGARD is a registered trademark and Dog &Hand logo is a trademark of Medal. 

EFFICACY: HEARTGARDB (ivermectin) Chewables, given orally using 
recommended dose and regimen, are effective against the tissue larval stage 
DlrofSorio immiris for a month (30 days) after infection and, 
a result, prevent the development of the adult stage. 
ACCEPTABILlTYz In acceptability and Field trials, HEARTGARD Chewables were 
shown to be an acceptable oral dosage Form that was consumed at the first 
ofFering by the majority ol’ dogs. 
PRECAUTIONS: All dogs should be tested for existing heartworm infection 
beFore starting treatment with HEARTGARD which is not effective against adult 
D. immitis. InFected dogs must be treated to remove adult heartworms and 
microfilariae prior to initiating a program with HEARTGARD. 
While some microfilariae may be killed by the iverrnectin in HEARTGARD at 
recommended dose level, HEARTGARD is not effective For microfilariae 
clearance. A mild hypersensitivity-type reaction, presumably due to dead 
dying microfilariae and particularly involving a transient diarrhea, has been 
,observed in clinical trials with ivermectin after treatment of some dogs that have 
circulating microhlariae. 
Keep this and all drugs out of the reach 61: children. In case 0; ingestion 
humans, clients should be advised to contact a physician immediately. 
Physicians may contact a Poison Control Center for advice concerning cases 
ingestion by humans. 
Store at controlled room temperature of 59”-86°F (15”-30°C). Protect 
product from light. 
ADVERSE REACTIONS: The following adverse reactions have been 
reported Following the use OF HEARTGARD: Depression/lethargy, vomiting, 
anorexia, diarrhea, mydriasis, ataxia, staggering, convulsions and 
hypersalivation. 
SAFETY: HEARTGARD has shown a wide margin of safety at the recommended 
dose level in dogs (See PRECAUTIONS for exceptions) including pregnant 
breeding bitches, stud dogs and puppies aged 6 or more weeks. In clinical trials, 
many commonly used Flea collars, dips, shampoos, anthelmintics, antibiotics, 
vaccines, and steroid preparations have been administered with HEARTGARD 
Chewables in a heartworm disease preventive program. 
Studies with ivermectin indicate that certain dogs OF the Collie breed are more 
sensitive to the efFects OF ivennectin administered at elevated dose levels (more 
than 16 times the target use level) than dogs of other breeds. At elevated doses, 
sensitive dogs showed adverse reactions which included mydriasis, depression, 
ataxia, tremors, drooling, paresis, recumbency, excitability, stupor, coma 
death. HEARTGARD demonstrated no signs of toxicity at 10 times 
recommended dose (60 mcg/kg) in sensitive. Collies. Results of these trials 
support the saFe:ely of HEART’GARD products in dogs, in&ding Collies, when 
used as recommended. 
H O W  SUPPLIED: HEARTGARD Chewables are available in three dosage 
strengths [See DOSAGE section) For dogs of different weights. Each strength 
comes in convenient cartons of 6 chewables, packed 10 cartons per tray. 

For customer assistance. please contact M&al at 1-888-637-4251 

Medal Limited 
2 100 Ronson Road 
Iselin. NJ 08830-3077. USA 

(Medal Limited: Registered in England and Wales [Reg. No. 33327513 with registered OFficeS 
at 27 Knightsbridge. London, SWlX 7QT. England and domesticated in Delaware. USA 
lverial LLC). 

U.S. Pat. 4.199,569 
0 1999 Medal. All Rights Resewed 
Made in U.S.A. 
May 1999 
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PRODUCT 38114 

8826406 

EACH CHEY.ABFE CONTAINS 68 MCG IVERMECilN 
STORE AT CONTROLLED ROOM TEMPERATURE OF 
59*-86°F (1%30°C). PROTECT PRODUCTFROM LIGHT 
CAUTION: FEDERAL [U.S.A.) LAW RESTRICTS THIS 
DRUG TO USE BY OR ON THE ORDER OF A LICENSED 
VETERINARW. 

KEEPWSANDAUDRUGS 

“\ OUT OFTHE REACH OF CHkDREN. 
i 

---------_--__-.  ,F--------------..--~ 

I 
68 MCG tVERMECl7N 

, 

CHEW~ES 
I 68 MCG IVERSlECXN 

UPTO25if3 
CliMlABtES 

MERIAL I MERW. UFT0 25 LB 
hMR/SE? 
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PRODUCT 38175 
MERIAL UMKED 

8826506 ISELiN, NJ, US16 

7 36 MCG IVERMECTIN 
CHEWABLES 

MERW 26T05Ol.B 
JAWJlJL 

EACH CHMvI\BLE CONTA!NS 136 MCG NERMfCllN. 
STORE AT CONTROLLED ROOM TEMPERATURE OF 
59v-864F (1 So-30X). PROJECT FRODUB FROM UGHl 
CAUTION: FEDERAL (USA) L&W RESTRICTS THIS 
DRUG JO USE BY OR ON THE ORDER OF A UCENSED 
VEIERINARlhN. 

KEEPTHISANDALLDRUGS 
~OUJOFTHEi?EACHOFCHIl lXtEN 

136 MC6 NERhECTlN 
CHRNABLES 

MERIAL 26T0 tfom. 

I 
Apwom 

b, 
i “3 ~__________-_____ >----~-----------.- 2 

! ~~TGA~D~ 
CHWrnLES 

MERW 26YOSOLB - 1. 

136 MCci NmMEtnN 
CHEW@LES 

_..,..._-------- ---- 2 ~----~------- ---- ,, 

~E~T~~D~ 
136 MCG NWMECilN 

CHwmm 
M 5oE.B 





PR0DUC7 38176 
lvlERlAL LIMITED 

8826606 ISELIN. NJ, USA 

272 MCG 1VERMECTIN 
CNEWABLES 

NiERlAL 51 TO 100 LB 
JAN/JUL 

2 72 MCG IVERMECTiN 
CWEW&XES 

MERIAL 51 TO 100 LB 
FE%/fdJG 

CHEWABLES 
MERIAL 51 TO toa LB 

R/SEP 

EAChI CHEVJhBLE CGkTA!NS 272 hiCG NEf?~vlECTIII. 
STORE AT COI4TliOL:ED ROOivj  TElvlFERATURE CF 
5Y”-86°F j 1 So-30°C). PROTECT PRODUCT FROlu’l LiGu:, 
CHUTiON FEDERAL (U.5H.j LAW RESTRICTS THIS. 
DRUG TO USE BY O R  O?J ME ORDER OF A LICENSED 
VETERINARIAN 

KEEPTHiS AND ALL DRUGS 

)~ OUT OF THE REAU I OF Cb$ILDREN 

,---....---------....--- 




