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NADA 141-251 

ADVANTAGE 1VIULTI for Dogs 

Imidacloprid + Mo~dectin 

ADVANTAGE MULTI for Dogs is indicated for the prevention of heartworm disease 
caused by Dirofilaria immitis . ADVANTAGE MULTI for Dogs kills adult fleas and is 
indicated for the treatment of flea infestations (Ctenocephalides felis) . ADVANTAGE 
MULTI for Dogs is also indicated for the treatment and control of the following intestinal 
parasites : 

Intestinal Sta e 
Intestinal Parasite Adult Immature 

Adult 
Fourth Stage 

Larvae 
Hookworm Ancylostoma caninum X X X 
Species Uncinaria stenoce hala X X X 
Roundworm Toxocara canis X X 
Species Toxascaris leonina X 

I Whipworm Trichuris vulpis X 

Sponsored by: 
Bayer HealthCare LLC 
Animal Health Division 

P .O . Box 390 
Shawnee Mission, KS 66201 
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l. GENERAL INFORMATION: 

a. File Number: NADA 141-251 

b. Sponsor: Bayer HealthCare LLC 
Animal Health Division 
P.O. Box 390 
Shawnee Mission, KS 66201 

Drug Labeler Code : 000859 

c. Established Name: imidacloprid + moxidectin 

d. Proprietary Name: ADVANTAGE MULTI for Dogs 

e. Dosage Form : Solution 

f. How Supplied : Unit applicator tube 
Applicator tube size and applications per package: 
6 x 0.4 mL tubes 
6 x 1 .0 mL tubes 
6 x 2.5 mL tubes 
6 x 4.0 mL tubes 

g. How Dispensed : Rx 

h. Amount of Active Ingredients: 10% imidacloprid + 2.5% moxidectin 

i. Route of Administration : Topical 

j . Species/Class: Dogs 

k . Recommended Dosage: 
The recommended minimum dose is 4.5 mg/lb (10 mg/kg) imidacloprid and 1 .1 mg/lb (2.5 
mg/kg) moxidectin, once a month by topical administration, as specified by the following table. 

Dog 
Wei ht (lb) 

ADVANTAGE MULTI 
for Do s 

Volume 
(mL 

Imidacloprid 
(m ) 

Moxidectin 
(m 

3 - 9 ADVANTAGE MULTI 9 0.4 40 10 
9.1 - 20 ADVANTAGE MLJLTI 20 1 .0 100 25 
20.1 - 55 ADVANTAGE MULTI 55 2 .5 250 62.5 
55 .1 - 88* ~ ADVANTAGE MULTI 88 4.0 400 100 

~ Lu~s vver aa ~~s snouia ne treatea witn tne appropnate combination of ADVANTAGE 
MULTI for Dogs tubes . 
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Pharmacological Category : Antiparasitic 

m. Indications: 
ADVANTAGE MULTI for Dogs is indicated for the prevention of heartworm disease caused 
by Dirofilaria immitis. ADVANTAGE MULTI for Dogs kills adult fleas and is indicated for 
the treatment of flea infestations (Ctenocephalides felis) . ADVANTAGE MULTI for Dogs is 
also indicated for the treatment and control of the following intestinal parasites: 

Intestinal Sta e 
Intestinal Parasite Adult Immature 

Adult 
Fourth Stage 

Larvae 
Hookworm An lostoma caninum X X X 
Species Uncinaria stenoce hala X X X 
Roundworm Toxocara canis X 
Species Toxascaris leonina X 
Whipworm Trichuris vulpis X 

2. EFFECTIVENESS: 

a. Dosage Characterization for the Treatment of Flea Infestations: 

1) Effectiveness Evaluation of Imidacloprid 10% Solution A~plied Dermally for Control 
of Fleas on Do~s (Report #74572) 

Pu~r _o_se : The objective of this study was to evaluate the initial and residual flea 
effectiveness of three imidacloprid dose levels on dogs . 

Investigator: Jerry Cunningham, M.S. 

Location : Ag Research Consultants, Inc., Greenbrier, AR 

Animals: 32 dogs (18 females and 14 males), 2 to 9 years of age, 8 dogs per treatment 
group (Groups 1 and 2 had 4 females and 4 males; Groups 3 and 4 had 5 females and 
3 males.) 

Treatment Groups: Group 1 : 3 .75 mg/kg of 10% Imidacloprid 
Group 2: 7 .50 mg/kg of 10% Imidacloprid 
Group 3 : 10.0 mg/kg of 10% Imidacloprid 
Group 4: Control (vehicle without active ingredient) 

Route of Administration : Topical on the dorsal midline between the shoulder blades 
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Frequency of Treatment: Single treatment 

Stud~Desig.~: Each dog was infested with 100 unfed adult fleas on Days -1, 6, 13, 
20, 27, and 33 . Dogs were treated once on Day 0. Dogs were observed for adverse 
reactions at 0.5, 1, 3, and 5 hours post-treatment and daily thereafter. Dogs were 
visually examined for fleas on Days 1, 7, 14, 21, and 28. On Day 34, the dogs were 
combed and fleas removed and counted. 

Results: Effectiveness of imidacloprid against adult fleas on dogs compared to the 
control is shown in the following table: 

Table 1 : Effectiveness of Three mg/kg Doses of Imidaclourid A~ainst Fleas 
Day Control Group 1 

(3.75 mg/kg) 
Group 2 

(7.5 mg/kg) 
Group 3 

(10 mg/kg) 
Total 
Fleas 

Total 
Fleas 

Percent 
Effectiveness 

Total 
Fleas 

Percent 
Effectiveness 

Total 
Fleas 

Percent 
Effectiveness 

1 553 17 96 .9 12 97.8 4 99.3 
7 751 7 99 .1 0 100 0 100 
14 911 51 94.4 9 99.0 1 99.9 
21 953 30 96 .8 12 98.7 0 100 
28 873 40 95 .4 14 98.4 6 993 

I 34 ~ 1171 98 91 .6 28 97.6 36 96.9 

Adverse Reactions : No adverse reactions were reported . 

Conclusions: Imidacloprid applied topically as a single dose of 3 .75 mg/kg, 7.5 mg/kg 
or 10 mg/kg was effective against adult fleas on dogs. Effectiveness at Day 34 was 
91 .6%, 97.6% and 96.9% after receiving a single topical dose of imidacloprid for 
3.75, 7.5, or 10 mg/kg, respectively . The dose of 10 mg/kg was selected for the 
treatment of flea infestations . 
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b. Substantial Evidence of Effectiveness for the Treatment of Flea Infestations: 

1) Effectiveness of To icall A lied Imidaclo rid + Moxidectin A ainst Flea 
(Ctenocephalides felis) Infestations on Dogs (Study #150.902, Report #75238) 

P ose: The objectives of this study were to 1) determine the effectiveness of 
topically applied imidacloprid + moxidectin against flea infestations on dogs and 2) to 
demonstrate that moxidectin does not interfere with the insecticidal activity of 
imidacloprid against fleas. 

Investigator: David R. Young, DVM, Ph.D. 

Location : Young Veterinary Research Services, Turlock, CA 

Animals: 32 dogs (16 females and 16 males), 6 to 10 years of age, various hair coat 
lengths, between 21 .2 and 81 .5 pounds, 8 dogs per treatment group 

Treatment Groups: Group 1 : 10% Imidacloprid + 2.5% Moxidectin 
Group 2 : 2.5% Moxidectin 
Group 3 : 10% Imidacloprid 
Group 4: Control (vehicle without active ingredients) 

Treatment Dosages : <_l O lbs 0.4 mL 
>10.1 < 201bs 1 .0 mL 
~0.1 < 55 lbs 2 .5 mL 
>55 lbs 4.0 mL 

Route of Administration : Topical on the dorsal midline between the shoulder blades 

FreQUency of Treatment: Single treatment 

Study Desi~n: Each dog was infested with 100 unfed adult fleas (Ctenocephalides 
felis) on Day -5 . A comb count was performed by Day -4 to establish pretreatment 
parasite burdens. On Days -l, 6, 13, 20, 27, and 34, each dog was infested with 
approximately 100 unfed adult fleas . Dogs were treated once on Day 0. Dogs were 
observed for adverse reactions at 1, 2, 3, 4, 6, 8, 12, 18, and 24 hours post-treatment 
and twice daily thereafter. Fleas were combed, counted, and removed on Days 1, 7, 
14,21,28,and35 . 

Variables Measured : Flea counts 

Results: Effectiveness against flea infestations was calculated by comparing the 
geometric mean number of fleas on the control group with that of the treated groups . 
See Table 2 : 
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Table 2 : Percent Flea Effectiveness and Geometric Mean Number of Fleas 

Day 

Group 1 
ImidaclopridlMoxidectin 

Group 2 
Moxidectin 

Group 3 
Imidacloprid 

Group 

Co trol 
Percent 

Effectiveness 
Flea 

Count* 
Percent 

Effectiveness 
Flea 
Count 

Percent 
Effectiveness 

Flea 
Count 

Flea 
Count 

1 99.5 0.4 14.0 62.4 99.5 0.4 72.5 
7 99.9 0.1 69.4 25.9 100 0.0 84.7 
14 100 0.0 62.8 26.8 100 0.0 72.0 
21 99.7 0.2 63 .8 28.0 100 0.0 77.5 
28 99.9 0.1 64.3 28.5 99.6 0.3 79.9 
35 99 .7 0.3 58 .5 36.3 99.0 0.9 87.5 

*All flea counts are geometric means 

Adverse Reactions : Most of the dogs in all treatment groups had an oily or "spiked" 
appearance of the hair at the treatment site on Day 0 and Day 1 . 

Conclusion : Effectiveness of imidacloprid either alone or in combination with 
moxidectin against flea infestations was 99 .0% to 100% up to Day 35 . Moxidectin 
alone provided limited flea effectiveness. The combination product imidacloprid + 
moxidectin was as effective as imidacloprid alone against flea infestations . 
Moxidectin did not interfere with the activity of imidacloprid against fleas . 

2) Effectiveness of Topically Applied Imidacloprid + Moxidectin Against Flea 
(Ctenocephalides elis) Infestations on Dogs (Study #151 .038, Report #75258) 

Pur~ose: The objective of this study was to confirm the effectiveness of topically 
applied imidacloprid + moxidectin against flea infestations on dogs. 

Investi~r: Robyn Slone, B.S . 

Location : Professional Laboratory and Research Services (PLRS), Corapeake, NC 

Animals: 16 dogs (9 females and 7 males), various breeds and hair coat lengths, 
between 18.8 and 541bs, 8 dogs per treatment group 

Treatment Groups : Group 1 : 10% Imidacloprid + 2.5% Moxidectin 
Group 2 : Control (vehicle without active ingredients) 

Treatment Dosa~es : SlO lbs 
~ 0.1 < 20 Ibs 
~0.1 < 55 lbs 
>55 lbs 

0.4 mL 
1 .0 mL 
2.5 mL 
4.0 mL 
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Route of Administration : Topical on the dorsal midline between the shoulder blades 

Frequency of Treatment: Single treatment 

Study Desig~: Each dog was infested with 100 unfed adult fleas (Ctenocephalides 
felis) on Day -6 . A c.omb count was performed by Day -5 to establish pretreatment 
parasite burdens. On Days -1, 6, 13, 20, 27, and 34 each dog was infested with 
approximately 100 unfed adult fleas. Dogs were treated once on Day 0. Dogs were 
observed for adverse reactions at 1, 2, 3, 4, 6, 8, 12, 18, and 24 hours post-treatment 
and twice daily thereafter . Fleas were combed, counted, and removed on Days 1, 7, 
14, 21, 28, and 35 . 

Variables Measured : Flea counts 

Results: Effectiveness of imidacloprid + moxidectin against flea infestations was 
calculated by comparing the geometric mean number of fleas on the control group 
with that of the treated groups . See Table 3: 

Table 3 : Percent Flea Effectiveness and Geometric Mean Number of Fleas 

Da 

Group 1 
Imidaclo rid + Moxidectin 

Group 2 
Control y 

Percent 
Effectiveness 

Geometric Mean 
# of Fleas 

Geometric Mean 
# of Fleas 

1 99.8 0.1 71 .4 
7 100 0.0 57.8 
14 99.5 0.3 60.7 
21 99 .1 0.9 96.6 
28 97 .7 2 .0 85 .6 

L 35 ~ 95 .1 4.3 86.4 

Adverse Reactions: One control group dog vomited on Day 2 and had diarrhea on 
Day 14. 

Conclusion : Effectiveness of imidacloprid + moxidectin against flea infestations was 
95 .1 % to 100% up to Day 35. 
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3) Evaluation of the Effects of Shampooin~ or Water Immersion on the Initial and 
Residual Effectiveness of Imidaclonrid for Flea Control on DoQS (Report #74792) 

Purpose: The objective of this study was to evaluate the initial and residual 
effectiveness of imidacloprid for flea control on dogs following shampooing or water 
immersion. 

Investigator : Ronald Everett, Ph .D . 

Location : AgResearch Consultants, Inc., Greenbriar, AR 

Animals: 24 dogs (13 females and 11 males), 2 to 11 years of age, 8 dogs per 
treatment group (Group 1 had 5 females and 3 males, Groups 2 and 3 had 4 females 
and 4 males) 

Treatment Groups : 
Group 1 : 10% Imidacloprid 10 mg/kg: Shampooed 4 days post-treatment 
Group 2 : 10% Imidacloprid 10 mg/kg: Water immersion weekly post-treatment 
Group 3 : Control (vehicle without active ingredient): 

4 dogs shampooed 4 days post-treatment 
4 dogs immersed in water weekly post-treatment 

Route of Administration : Topical on the dorsal midline between the shoulder blades 

Frequency of Treatment : Single treatment 

Study Desi~n : Each dog was infested with 100 adult fleas (Ctenocephalides felis) on 
Days -1, 6, 13, 20, 27, and 34. Dogs were treated once on Day 0. Dogs were 
observed for adverse reactions at 0.5, l, 3, and 5 hours post-treatment and daily 
thereafter. Flea comb counts were perfortned on Days 1, 7, 14, 21, 28, and 35 . Dogs 
in Group 1 were shampooed with non-medicated shampoo on Day 4. Dogs in Group 
2 were immersed in a tank of tap water for 1 minute and allowed to air dry on Days 4, 
11, 18, 25, and 32 . Each dog's head was thoroughly wetted three times during the 
immersion procedure. Dogs in Group 3 were divided into two groups . Half were 
shampooed on Day 4 and the other half were immersed in water weekly. 

Variables Measured : Flea counts 

Results : Effectiveness of imidacloprid against flea infestations after bathing or water 
immersion was calculated by comparing the geometric mean number of fleas on the 
control group with that of the treated groups . See Table 4: 
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Table 4: Effectiveness of Imidaclo rid after Bathing or Water Immersion 
Day Imidacloprid 

Sham oo 
Imidacloprid Water 

Immersion 
Control 
Sham oo 

Control Water 
Immersion 

Percent 
Effectiveness 

Flea 
Count* 

Percent 
Effectiveness 

Flea 
Count 

Flea Count Flea Count 

1 100 0 100 0 94.3 66.6 
7 98.9 0.9 99.8 0.1 90.0 74.3 
14 97.7 2 .2 99.4 0.5 94.5 85 .8 
21 94.4 5.4 95 .7 3.8 95 .6 87.5 
28 96.3 3.7 96.7 2.7 100.4 83 .9 
35 71 .4 25.5 86.8 12.2 89.I 92 .5 
tiii riea counts are geometnc means 

Adverse Reactions : No adverse reactions were reported . 

Conclusion: Imidacloprid applied topically as a single dose of 10 mg/kg was from 
94.4% to 100% effective against adult flea infestations for 28 days a$er shampooing 
4 days post-treatment or immersion in water weekly post-treatment . This study 
supports the labeling statement : Shampooing or water immersion 4 days after 
treatment will not reduce the effectiveness of ADVANTAGE MULTI for Dogs 
against flea infestations . 

c. Dosage Characterization for the Prevention of Heartworm Disease: 
Refer to section e., Dosage Characterization for the Treatment and Control of 
Intestinal Nematodes, which establishes a minimum effective dose for moxidectin . 

d. Substantial Evidence for the Prevention of Heartworm Disease: 

1) Evaluation ~of Post-Treatment Bathin Sham ooing on the Effectiveness of Topically 
Applied Imidaclopnd + Moxidectin for the Prevention of Heartworm Disease in Dogs 
(Report #75459) 

Pu~ ose: The objective of this study was to establish the safety and effectiveness of 
topically applied imidacloprid + moxidectin against experimentally induced larval 
heartworm (Dirofilaria immitis) infections of dogs . The study also determined the 
effects of post-treatment bathing/shampooing on product effectiveness. 

Investi ator : Larry E. Travis, B.S . 

Location : Inhausen Research Institute, Inc., Ft . Collins, CO 

Animals: 24 purpose bred Beagles (12 females and 12 males), 11 to 12 months of age, 
between 20.7 and 27.7 pounds, 6 dogs per treatment group 
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Treatment Groups : Group 1 : 10% Imidacloprid + 2.5% Moxidectin 
Group 2 : 10% Imidacloprid + 2.5% Moxidectin, 

Bathed/shampooed 90 minutes post-treatment 
Group 3 : Control (vehicle without active ingredients) 
Group 4 : Control (vehicle without active ingredients), 

Bathed/shampooed 90 minutes post-treatment 

Treatment Dosages: <_101bs 0.4 mL 
>10.1 < 201bs 1 .0 mL 
~0.1 < 55 lbs ' 2.5 mL 
>55 lbs 4.0 mL 

Route of Administration : Topical on the dorsal midline 

Frequency of Treatment: Single treatment 

Study Desi~n : Heartworm diagnostic tests were performed on Day -34. On Day -33 
each dog was experimentally inoculated with 50 D. immitis larvae harvested from 
infected mosquitoes (Aedes aegypti) . Dogs were treated once on Day 0. Dogs were 
observed for adverse reactions at 1, 2, 3, 4, 6, 8, 12, and 24 hours post-treatment and 
then once or twice daily thereafter. Ninety minutes after treatment, dogs in Groups 2 
and 4 were bathed . The shampoo was allowed to remain in contact with the skin and 
hair coat for 2-3 minutes . The dogs were rinsed and the bathing procedure was 
repeated . Heartworm diagnostic tests were repeated on Day 87 or 91 . On Days 113 
or 114, dogs were euthanized and adult heartworms were recovered and enumerated. 

Variables Measured : Adult heartworm counts 

Results: Effectiveness of imidacloprid + moxidectin against the development of adult 
heartworms was calculated by comparing the geometric mean number of adult 
heartworms in the control groups with that of the treated groups . See Table 5 : 

Table 5 : Heartworm Effectiveness 
Geometric Mean Percent 

Grou Treatment # of Heartworms Effectiveness 
1 Imidacloprid + Moxidectin 0 100 
2 Imidacloprid + Moxidectin 

(bathedlshampooed 90 
minutes post-treatment) 0 ~ 100 

3 Control 34.5 NA* 
4 Control (bathed/shampooed 35 .1 NA 

~,.,_~ 
90 minutes post-treatment) 

~vu~ tippnca~ie 
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Adverse Reactions: Post-tr.eatment, 7 dogs in Group 1, and 1 dog in Group 2 had 
diarrhea . Dogs in all groups had reduced food intake post-treatment . 

Conclusions : Imidacloprid + moxidectin applied topically was 100% effective against 
larval heartworm infections in dogs when treatment was applied 33 days following 
experimental infection with D. immitis larvae. Bathing/shampooing dogs 90 minutes 
post-treatment did not reduce the effectiveness of imidacloprid + moxidectin for 
prevention of heartworm disease. 

2) Evaluation of Post-Treatment Bathing/~Shampooing on the Effectiveness of Topically 
Apphed Imidaclonnd + Moxidectin for Prevention of Heartworm Disease in Do~s 
(Report #75484) 

Pu~r ose : The objective of this study was to confirm the safety and effectiveness of 
topically applied imidacloprid + moxidectin against experimentally induced larval 
heartworm (Dirofilaria immitis) infections of dogs . The study also evaluated the 
effects of post-treatment bathing/shampooing and simulated swim/rain exposure on 
product effectiveness . 

Investigator : Robyn L. Slone, B.S . 

Location : Professional Laboratory & Research Services, Inc., Corapeake, NC 

Animals: 40 purpose bred Beagles (20 females and 20 males), 6.5 to 8 months of age, 
between 16.2 and 29 .7 pounds, 8 dogs per treatment group 

Treatment Groups: Group 1 : 10% Imidacloprid + 2.5% Moxidectin 
Simulated swim/rain exposure 60 minutes post-treatment 

Group 2 : 10% Imidacloprid + 2.5% Moxidectin, 
Simulated swim/rain exposure 24 hours post-treatment, and 
repeated 7, 14, 21, and 28 days post-treatment 

Group 3 : 10% Imidacloprid + 2.5% Moxidectin 
Bathed/shampooed 4 hours post-treatment 

Group 4: 10% Imidacloprid + 2.5% Moxidectin, 
Bathed/shampooed 1 day post-treatment 

Group 5 : Control (10% Imidacloprid) 
Simulated swim/rain exposure 24 hours post-treatment, and 
repeated 7, 14, 21, and 28 days post-treatment 

Treatment Dosages: <lO lbs 0.4 mL 
>10.1 < 201bs 1 .0 mL 
~0.1 < 55 lbs 2 .5 mL 
>55 lbs 4.0 mL 
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Route of Administration : Topical on the dorsal midline (one spot between the 
shoulder blades for dogs <~' O lbs, and 3 spots from the shoulder to the base of the tail 
in dogs > 201bs) 

Fre uency of Treatment: Single treatment 

Study Desg~: Heartworm diagnostic tests were performed on Day -44. On Day -34 
each dog was experimentally inoculated with 50 D. immitis larvae harvested from 
infected mosquitoes (Aedes aegypti) . Dogs were treated once on Day 0. Dogs were 
observed for adverse reactions at 1, 6.5, 8, and 12 hours post-treatment and once or 
twice daily thereafter. Dogs in Groups 1, 2, and 5 were exposed to water to simulate 
swimming or heavy rainfall . These simulations were enacted by immersing the dog's 
entire body (up to but not including the face) in a tank of warm water for 
approximately 2 minutes. Dogs in Groups 3 and 4 were bathed/shampooed at 4 and 
24 hours post-treatment, respectively . The shampoo was allowed to remain on 
contact with the skin and hair-coat for 2 to 3 minutes. The dogs were rinsed and the 
bathing procedure was repeated . Heartworm diagnostic tests were repeated on Day 
75 . On Day 119 (153 days post-infection) the dogs were euthanized and adult 
heartworms were recovered and enumerated. 

Variables Measured : Adult heartworm counts 

Results: Effectiveness of imidacloprid + moxidectin against the development of adult 
heartworms was calculated by comparing the geometric mean number of adult 
heartworms in the control group with that of the treated groups . See Table 6: 

Table 6 : Heartworm Effectiveness 
Geometric Mean Percent 

Grou Treatment # of Heartworms Effectiveness 
1 Imidacloprid + Moxidectin 0 100 

(simulated rain/swim 60 
minutes post-treatment) 

2 Imidacloprid + Moxidectin 0 100 
(simulated rain/swim 24 
hours, 7, 14, 21 and 28 days 
post-treatment) 

3 Imidacloprid + Moxidectin 0 100 
(bathed/shampooed 4 hours 
ost-treatment) 

4 Imidacloprid + Moxidectin 0 100 
(bathed/shampooed 1 day 
post-treatment) 

5 Control - Imidacloprid 21 .7 NA 
(rain/swim schedule as in 
Grou 2) 
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Adverse Reactions: Diarrhea, with or without blood, occurred in 3 dogs in Group 5. 

Conclusions: Imidacloprid + moxidectin applied topically was 100% effective for the 
prevention of heartworm disease when treatment was applied 34 days following 
experimental infection with D. immitis larvae . Imidacloprid treatment alone was not 
effective for the prevention of heartworm disease in dogs. Imidacloprid did not 
interfere with the activity of moxidectin for prevention of heartworm disease in dogs. 
Single or multiple exposure to water, as may occur with swimming or rainfall, 
beginning as early as 60 minutes post-treatment, and shampooing dogs 4 hours or 1 
day post-treatment did not reduce the effectiveness of imidacloprid + moxidectin for 
prevention of heartworm disease. 

3) Effectiveness of To icall A lied Imidaclo rid + Moxidectin for Prevention of 
Hearlworm Disease in Do~s (Report #75490) 

Pu ose: The objective of this study was to determine the safety and effectiveness of 
topically applied imidacloprid + moxidectin against experimentally induced larval 
heartworm (Dirofilaria immitis) infections of dogs. The study was designed to 
confirm that imidacloprid alone has no activity against larval stages of D. immitis and 
imidacloprid does not interfere with the activity of moxidectin against D. immitis in 
the combined formulation. 

Investigator: Dwight Bowman, Ph.D. 

Location : Cheri-Hill Kennel, Stanwood, MI 

Animals : 24 purpose bred Beagles (12 females and 12 males) 5 to 7 months of age, 
between 19.7 and 28.9 pounds, 8 dogs per treatment group 

Treatment Grouns : Group 1 : 10% Imidacloprid + 2.5% Moxidectin 
Group 2: 2.5% Moxidectin 
Group 3: Control (10% Imidacloprid) 

Treatment Dosa~: _<l O lbs 0.4 mL 
>_10.1 < 20 lbs 1 .0 mL 
~0.1 < 55 lbs 2.5 mL 
>55 Ibs 4.0 mL 

Route of Administration : Topical on the dorsal midline (one spot between the 
shoulder blades for dogs ~0 lbs, and 3 spots from the shoulder to the base of the tail 
in dogs > 201bs) 

Freguency of Treatment : Single treatment 
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Stud ~~Desig~ : Heartworm diagnostic tests were performed on Day -46. On Day -45 
each dog was experimentally inoculated with 50 D. immitis larvae harvested from 
infected mosquitoes (Aedes aegypti) . Dogs were treated once on Day 0. Dogs were 
observed for adverse reactions at 1, 2, 3, 4, 6, 8, 12, and 18 hours post-treatment and 
once or twice daily thereafter . Heartworm diagnostic tests were repeated on Day 75 . 
On Day 119 (164 days post-infection) the dogs were euthanized and adult heartworms 
were recovered and enumerated. 

Variables Measured : Adult heartworm counts 

Results: Effectiveness of imidacloprid + moxidectin against the development of adult 
heartworms was calculated by comparing the geometric mean number of adult 
heartworms in the control group with that of the treated groups. See Table 7 : 

Table 7: Heartworm Effectiveness 

Grou Treatment 
Geometric Mean 
# of Heartworms 

Percent 
Effectiveness 

1 Imidaclo rid + Moxidectin 0 100 
2 Moxidectin 0 100 
3 Control - Imidacloprid 37.6 NA 

Adverse Reactions: Twenty-two dogs had damp or stiff fur at the application site . 
Thirteen dogs had a white residue at the application site . Twenty-two dogs had 
diarrhea during the study and ten dogs (3 dogs each in Groups 1 and 2, and 4 dogs in 
Group 3) vomited at least once post-treatment . 

Conclusions : Imidacloprid + moxidectin and moxidectin solution alone applied 
topically were 100% effective against larval stages of D. immitis in dogs when 
treatment was administered 45 days post-infection . Imidacloprid solution alone was 
not effective against larval stages of D. immitis and imidacloprid did not interfere 
with the activity of moxidectin against larval stages of D. immitis in the combined 
formulation. 

e. Dosage Characterization for the Treatment and Control of Intestinal Nematodes: 
Nine dosage characterization studies were conducted by Bayer in Germany and 
Australia using different concentrations of moxidectin combined with 10% 
imidacloprid. The dosage volume was fixed at 0.1 mL/kg to maintain the same 
dosage schedule established for ADVANTAGE. For studies conducted in Germany, 
DRONTAL Plus Tablets (praziquanteUfebanteUpyrantel) were given to the dogs afler 
treatment with imidacloprid + moxidectin as a reference standard to remove any 
remaining intestinal nematodes rather than necropsy the dogs and collect the 
remaining worms. 
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The results of the dosage characterization studies are summarized in Table 8 . The 
data indicates that moxidectin at a dose of 2.5 mg/kg was consistently greater than 
90% effective against Toxocara canis and Ancylostoma caninum. The bolded doses 
were less than 90% effective. 

Table 8 : Summary of Dosage Characterization Studies 
Study # Location Parasite Moxidectin 

dose m ) 
Percent 

Effectiveness 
# of 
do s 

Adult 2.5 100 5 
A. caninum 1 .75 100 5 

75414 Germany 1 .0 100 5 
Adult 2 .5 91 .8 5 
T. canis 1 .75 96.5 5 

1 .0 79.1 5 
75415 Germany Adult T. canis 7.5 100 4 

2.5 91 .0 5 
75416 Germany Adult T. canis 1 .75 96.4 5 

1 .0 76.5 5 
75417 Germany Adult 

A. caninum 
5 .0 100 2 

75418 Germany Adult 2 .5 100 5 
A . caninum 1 .75 100 5 

1 .0 100 5 
75419 Germany 14-day-old 

T. canis 
5.0 100 5 

75420 Australia 7-day-old 5.0 100 4 
A. caninum 2.5 100 5 

75421 Australia Adult 7.5 100 5 
A. caninum 5 .0 100 2 

2.5 100 11 
1 .0 100 4 
2.5 98.2 6 

75422 Australia Adult T. canis 1 .75 71 .4 5 
1 A 83 .3 5 
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f. Substantial Evidence for the Treatment and Control of Adult Intestinal Nematodes: 

1) Evaluation of the Effectiveness of a Combination of Imidacloprid and Moxidectin 
a~ainst Natural Infections with Toxocara canis in Do~s (Study #150.970, Report 
#75312) 

Pumose : The objectives of this study were 1) to confirm the safety and effectiveness 
of topically applied imidacloprid + moxidectin as a treatment for infections with adult 
Toxocara canis in dogs and 2) to demonstrate a lack of interference between 
imidacloprid and moxidectin when combined in the same formulation. 

Investigator : William Barton, PhD 

Location : Central Arizona Veterinary Laboratory (CAVL), Amarillo, TX 

Animals : 32 mongrel dogs (16 females and 16 males), 2 to 24 months of age, between 
1 .8 and 47.4 pounds, 8 dogs enrolled per treatment goup 

Treatment Groups: Group 1 : Control (vehicle without active ingredients) 
Group 2: 2.5% Moxidectin 
Group 3 : 10% Imidacloprid + 2.5% Moxidectin 
Group 4: 10% Imidacloprid 

Treatment Dos~es: <10 lbs 0.4 mL 
>_10.1 < 201bs 1 .0 mL 
~0.1 < 55 lbs 2 .5 mL 
>55 lbs 4 .0 mL 

Route of Administration : Topical on the dorsal midline between the shoulder blades 

Frequency of Treatment: Single treatment 

Study Desi~n: Dogs naturally infected with adult Toxocara canis were treated 
once on Day 0. Following a 9 to 10 day post-treatment observation period, dogs 
were euthanized and necropsied . At necropsy, the gastrointestinal tract was 
opened and surviving adult T. canis were recovered, identified, and counted. 

Variables Measured : Adult Toxocara canis worm counts 

Results : Effectiveness against adult Toxocara canis was calculated by comparing 
the geometric mean number of adult Toxocara canis in the control group with that 
of the treated groups . See Table 9: 
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Table 9 : Effectiveness of Imidacloprid + Moxidectin a~ainst Adult Tnxncarr~ can~.~ 

Grou Treatment 
Geometric Mean 
# of T. canis 

Percent 
Effectiveness 

1 Control 7.7 NA 
2 Moxidectin 0.5 94.0 
3 Imidacloprid + Moxidectin 0.3 96.2 
4 Imidacloprid 

Adverse Reactions : During both pre- and post-treatment, diarrhea was observed in 
dogs from a114 treatment groups . Four dogs died during the study. Post-mortem 
examinations determined that one dog from Group 1 died due to anemia and 
emaciation associated with enteric helminthiasis and one dog each from Groups 1, 2 
and 3 died from complications associated with parvoviral gastroenteritis . 

Conclusions: A single topical dose of imidacloprid + moxidectin was 96.2% 
effective against natural infections with adult Toxocara canis in dogs. 
Imidacloprid alone demonstrated little or no activity against T. canis. The 
anthelmintic activity of moxidectin was not diminished when combined with 
imidacloprid . 

2) Evaluation of the Effectiveness of a Combination of Imidaclonrid and Moxidectin 
aQainst Natural Infections with Toxocara canis in Dogs (Study #151 .257, Report 
#75326) 

Pu ose: The objectives of this study were 1) to confirm the safety and effectiveness 
of topically applied imidacloprid + moxidectin as a treatment for infections with 
adult Toxocara canis in dogs and 2) to demonstrate a lack of interference between 
imidacloprid and moxidectin when combined into the same formulation. 

Investigator: Merle Olson, DVM, MSc 

Location : DVM Services, Calgary, Alberta 

Animals : 32 mongrel dogs (16 females and 16 males), 2 .5 to 4 months of age, 
between 6.4 and 20.6 pounds, 8 dogs enrolled per treatment group 

Treatment Groups : Group 1 : Control (vehicle without active ingredients) 
Group 2 : 10% Imidacloprid + 2 .5% Moxidectin 
Group 3 : 2.5% Moxidectin 
Group 4 : 10% Imidacloprid 
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Treatment Dosa~es: S101bs 0.4 mL 
>_10.1 < 201bs 1 .0 mL 
~0.1 < 55 lbs 2.5 mL 
>55 lbs 4.0 mL 

Route of Administration : Topical on the dorsal midline between the shoulder blades 

Freauency of Treatment: Single treatment 

Study Desi~n: Dogs naturally infected with adult Toxocara canis were treated once 
on Day 0. Following a 10-day post-treatment observation period, dogs were 
euthanized and necropsied . At necropsy, the gastrointestinal tract was opened and 
surviving adult T. canis were recovered, identified, and counted. 

Variables Measured : Adult Toxocara canis worm counts 

Results: Effectiveness against adult Toxocara canis was calculated by comparing 
the geometric mean number of adult Toxocara canis in the control group with that 
of the treated groups . See Table 10 : 

Table 10: Effectiveness of Imidacloprid + Moxidectin aeain~t A~»ir T~x~~~Y~ ~~»~~ 

Grou Treatment 
Geometric Mean 

# of T. canis 
Percent 

Effectiveness 
1 Control 5 .2 NA 
2 Imidacloprid + Moxidectin 0.0 100 
3 Moxidectin 0 .0 100 
4 Imidacloprid 6.3 NA 

Adverse Reactions: During both pre- and post-treatment, diarrhea was occasionally 
observed in dogs from a114 treatment groups . One dog in Group 4 was euthanized on 
Day 2 and an intestinal intussusception was diagnosed during post-mortem 
examination. Mild, self-limiting depression was observed post-treatment in another 
dog from Group 4. 

Conclusions : A single topical dose of imidacloprid + moxidectin was 100% effective 
against natural infections with adult Toxocara canis in dogs . Imidacloprid alone 
demonstrated no activity against T. canis. The anthelmintic activity of moxidectin 
was not diminished by its combination with imidacloprid . 
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3) Evaluation of the Effectiveness of a Combination of Imidacloprid and Moxidectin 
~amst Natural Infections with Toxascaris leonina in Dogs (Report #75327) 

Purpose: The objective of this study was to confirm the safety and effectiveness of 
topically applied imidacloprid + moxidectin as a treatment for infections with adult 
Toxascaris leonina in dogs. 

Investigator : Merle Olson, DVM, MSc 

Location : DVM Services, Calgary, Alberta 

Animals: 16 mongrel dogs (7 females and 9 males), approximately 9 months of age, 
between 36.7 and 50.5 pounds, 8 dogs per treatment group 

Treatment Groups : Group 1 : Control (vehicle without active ingredients) 
Group 2 : 10% Imidacloprid + 2.5% Moxidectin 

Treatment Dosa~es : <_lO lbs 0.4 mL 
>_10 .1 < 20 lbs 1 .0 mL 
~0.1 < 55 lbs 2 .5 mL 
>55 lbs 4.0 mL 

Route of Administration : Topical on the dorsal midline between the shoulder blades 

Freguency of Treatment: Single treatment 

Study Desi~n: Dogs naturally infected with adult Toxascaris leonina were treated 
once on Day 0. Following a 10-day post-treatment observation period, dogs were 
euthanized and necropsied . At necropsy, the gastrointestinal tract was opened and 
surviving adult Toxascaris leonina were recovered, identified, and counted . 

Variables Measured : Adult Toxascaris leonina worm counts 

Results: Effectiveness against adult Toxascaris leonina was calculated by 
comparing the geometric mean number of adult Toxascaris leonina in the control 
group with that of the treated group. See Table 11 : 

Table 1 l : Effectiveness against Adult Toxascaris leonina 

Grou Treatment 
Geometric Mean 
# of T. leonina 

Percent 
Effectiveness 

1 Control 20.4 NA 
2 ~ Imidacloprid + Moxidectin ~ 0 0 100 
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Adverse Reactions: Post-treatment, diarrhea was occasionally observed in dogs from 
both treatment groups . One control group dog had a poor appetite on Days l, 4, and 
5. One imidacloprid + moxidectin group dog vomited once on Day 5 . 

Conclusions: A single topical dose of imidacloprid + moxidectin was 100% effective 
against natural infections with adult Toxascaris leonina in dogs. 

4) Evaluation of the Effectiveness of a Combination of Imidacloprid and Moxidectin 
a~ainst Artificial Infections with Toxascaris leonina in Do~s (Report #75351). 

Purpose : The objective of this study was to confirm the safety and effectiveness of 
topically applied imidacloprid + moxidectin as a treatment for experimentally induced 
infections with Toxascaris7eonina in dogs . 

Investi~ator : John W. McCall, PhD 

Location : TRS Labs, Inc ., Athens, GA 

Animals: 16 purebred Beagles (7 females and 9 males}, 9 to 10 months of age, 
between 15.8 and 35 .8 pounds, 8 dogs per treatment goup 

Treatment Groups: Group 1 : Control (vehicle without active ingredients) 
Group 2 : 10% Imidacloprid + 2.5% Moxidectin 

Treatment Dosa es : 5101bs 0.4 mL 
>_10.1 < 20 Ibs 1 .0 mL 
~O.I < 55 Ibs 2.5 mL 
>55 lbs 4.0 mL 

Route of Administration : Topical on the dorsal midline between the shoulder blades 

Frequency of Treatment: Single treatment 

Study DesiQn: On Day -76, dogs were experimentally infected with Toxascaris 
leonina. Dogs were treated once on Day 0 (replicate 1) or on Day 14 (replicate 2) . 
Following a 10-day post-treatment observation period, dogs were euthanized and necropsied . At necropsy, the gastrointestinal tract was opened and surviving adult 
Toxascaris leonina were recovered, identified, and counted. 

Variables Measured : Adult Toxascaris leonina worm counts 

Results: Effectiveness against adult Toxascaris leonina was calculated by 
comparing the geometric mean number of adult Toxascaris leonina in the control 
group with that of the treated group . See Table 12 : 
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Table 12: Effectiveness a ainst Adult Toxascaris leonina 

Grou Treatment 
Geometric Mean 
# of T. leonina 

Percent 
Effectiveness 

1 Control 19.1 NA 
2 Imidacloprid + Moxidectin 0.6 97 .0 

Adverse Reactions : One dog in the imidacloprid + moxidectin group had diarrhea 30 
minutes, 1, 2, and 4 hours post-treatment . Two dogs in the imidacloprid + moxidectin 
group started vomiting 1 and 2 days post-treatment, respectively. 

Conclusions: A single topical dose of imidacloprid + moxidectin was 97.0% effective 
against experimentally induced infections with Toxascaris leonina in dogs. 

5) Evaluation of the Effectiveness of a Combination of Imidacloprid and Moxidectin 
against Natural Infections with Ancylostoma caninum in Dogs (Report #75308). 

Purpose The objective of this study was to confirm the safety and effectiveness of 
topically applied imidacloprid + moxidectin as a treatment for infections with adult 
Ancylostoma caninum in dogs . 

Investigator : William Barton, PhD 

Location : Central Arizona Veterinary Laboratory (CAVL), Amarillo, TX 

Animals: 18 mongrel dogs (6 females and 12 males), 3 to 96 months of age, 
between 17 and 60.1 pout~ds, 9 dogs per treatment group 

Treatment Groups: Group 1 : 10% Imidacloprid + 2.5% Moxidectin 
Group 2 : Control (vehicle without active ingedients) 

Treatment Dosa es : <_lO lbs 0 .4 mL 
>_10.1 < 20 Ibs 1 .0 mL 
~0.1 < 55 lbs 2.5 mL 
>55 lbs 4.0 mL 

Route of Administration : Topical on the dorsal midline between the shoulder blades 

Frequency of Treatment: Single treatment 

Study Desi~n: Dogs naturally infected with adult Ancylostoma caninum were treated 
once on Day 0. Following a 10-day post-treatment observation period, dogs were 
euthanized and necropsied . At necropsy, the gastrointestinal tract was opened and 
surviving adult Ancylostoma caninum were recovered, identified, and counted. 
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Variables Measured : Adult Ancylostoma caninum worm counts 

Results: Effectiveness against adult Ancylostoma caninum was calculated by 
comparing the geometric mean number of adult Ancylostoma caninum in the 
control group with that of the treated group. See Table 13 : 

Table 13 : Effectiveness against Adult Ancvlostoma caninum 

Grou Treatment 
Geometric Mean 
# of A. caninum 

Percent 
Effectiveness 

1 Imidacloprid + Moxidectin 0.0 100 
2 Control 43 .4 NA 

Adverse Reactions : One dog in the control group was depressed on Days 1 through 7. 
In the imidacloprid + moxidectin group, one dog had diarrhea on Day 7, another dog 
had diarrhea on Days 5 and 9, and another dog had a dry stool on Day 3 and diarrhea 
on Day 9. The remaining dogs had at least one incidence of diarrhea or bloody 
diarrhea, which started during the pre-treatment period . 

Conclusions: A single topical dose of imidacloprid + moxidectin was 100% effective 
against natural infections with adult Ancylostoma caninum in dogs. 

6) Evaluation of the Effectiveness of a Combination of Imidaclonrid and Moxidectin 
against Natural Infections with Ancylostoma caninum in DoQS (Report #75310) 

Pu ose: The objective of this study was to confirm the safety and effectiveness of 
topically applied imidacloprid + moxidectin as a treatment for adult Ancylostoma 
caninum in dogs. 

Investi ator: Larry Cruthers, PhD 

Location : Professional Laboratory and Research Services, Inc., Corapeake, NC 

Animals : 16 mongrel dogs (7 females and 9 males), 9 weeks to 6 years of age, 
between 6.2 and 73 pounds, 8 dogs per treatment group 

Treatment Groups : Group 1 : Control (vehicle without active ingredients) 
Group 2 : 10% Imidacloprid + 2.5% Moxidectin 

Treatment Dosa~: < 1 O lbs 0.4 mL 
>_10.1 < 201bs 1 .0 mL 
~0.1 < 55 lbs 2.5 mL 
>55 lbs 4.0 mL 
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Route of Administration : Topical on the dorsal midline between the shoulder blades 

Fre uency of Treatment: Single treatment 

Stud Desi~n: Dogs naturally infected with adult Ancylostoma caninum were treated 
once on Day 0. Following a 10-day post-treatment observation period, dogs were 
euthanized and necropsied . At necropsy, the gastrointestinal tract was opened and 
surviving adult Ancylostoma caninum were recovered, identified, and counted. 

Variables Measured: Adult Ancylostoma caninum worm counts 

Results: Effectiveness against adult Ancylostoma caninum was calculated by 
comparing the geometric mean number of adult Ancylostoma caninum in the 
control group with that of the treated group. See Table 14 : 

Table 14 : Effectiveness against Adult Ancvlostoma caninum 

Grou Treatment 
Geometric Mean 
# of A. caninum 

Percent 
Effectiveness 

1 Control 37.1 NA 
2 ~ Imidacloprid + Moxidectin 0.0 100 

Adverse Reactions : During both pre- and post-treatment, diarrhea was occasionally 
observed in dogs from each treatment goup . One dog in the imidacloprid + 
moxidectin group had diarrhea on Day 2 and vomited once on Day 4. Four dogs in 
the control group developed diarrhea post-treatment . One dog in the control group 
developed a non-productive cough on Days 9 and 10 . 

Conclusions: A single topical dose of imidacloprid + moxidectin was 100% effective 
against natural infections with adult Ancylostoma caninum in dogs . 

7) Evaluation of the. Effectiveness of a Comb'ination of Imidacloprid and Moxidectin 
a~ainst Natural Infections with Uncinaria stenocephala in Do~s (Report #75309). 

Pu ose: The objective of this study was to confirm the safety and effectiveness of 
topically applied imidacloprid + moxidectin as a treatment for infections with 
adult Uncinaria stenocephala in dogs. 

Investigator: Larry Cruthers, PhD 

Location : Professional Laboratory and Research Services, Inc., Corapeake, NC 

Animals: 16 mongrel dogs (11 females and 5 males), 3 to 36 months of age, 
between 10.2 and 53.4 pounds, 8 dogs per treatment group 
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Treatment Groups: Group 1 : Control (vehicle without active ingredients) 
Group 2 : 10% Imidacloprid + 2.5% Moxidectin 

Treatment Dosa~es: <_10 Ibs 0 .4 mL 
>101 < 201bs 1 .0 mL 
~0.1 < SS lbs 2.5 mL 
>SS lbs 4.0 mL 

Route of Administration : Topical 

Frequency of Treatment: Single treatment 

Study Desig~: Dogs naturally infected with adult Uncinaria stenocephala were 
treated once on Day 0. Following a 10-day post-treatment observation period, dogs 
were euthanized and necropsied . At necropsy, the gastrointestinal tract was opened 
and surviving adult Uncinaria stenocephala were recovered, identified, and counted. 

Variables Measured : Adult Uncinaria stenocephala worm counts 

Results : Effectiveness against adult Uncinaria stenocephala was calculated by 
comparing the geometric mean number of adult Uncinaria stenocephala in the 
control group with that of the treated group. See Table 15 : 

Table 15 : Effectiveness against Adult Uncinaria stenocenhala 

Grou Treatment 
Geometric Mean # 
of U. stenocephala 

Percent 
Effectiveness 

1 Control 32.7 NA 
2 ~ Imidacloprid + Moxidectin 0.0 100 

Adverse Reactions : During both pre- and post-treatment, ocular discharge was 
occasionally observed in several dogs from the imidacloprid + moxidectin group. 
One dog in the imidacloprid + moxidectin group developed nasal and ocular 
discharge at 4 hours post-treatment which did not resolve until Day 10. One dog in 
the control group vomited on Day 4. 

Conclusions: A single topical dose of imidacloprid + moxidectin was 100% effective 
against natural infections with adult Uncinaria stenocephala in dogs . 
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8) Evaluation of the Effectiveness of a Combination of Imidaclovrid and Moxidectin 
a~ainst Natural Infections with Uncinaria stenocenhala in Do~s (Report #75304) 

Purpose : The objective of this study was to confirm the safety and effectiveness of 
topically applied imidacloprid + moxidectin as a treatment for infections with adult 
Uncinaria stenocephala in dogs. 

Investi ator : William Barton, PhD 

Location : Central Arizona Veterinary Laboratory (CAVL), Amarillo, TX 

Animals: 14 mongrel dogs (6 females and 8 males), 1 to 4 years of age, between 30.7 
and 67.2 pounds, 7 dogs per treatment group 

Treatment Grouns : Group 1 : 10% Imidacloprid + 2.5% Moxidectin 
Group 2 : Control (vehicle without active ingredients) 

Treatment Dosa~es: <_101bs 0 .4 mL 
>_10.1 < 201bs 1 .0 mL 
~0.1 < 55 lbs 2.5 mL 
>55 lbs 4.0 mL 

Route of Administration : Topical on the dorsal midline between the shoulder blades 

Frequency of Treatment : Single treatment 

Study Design: Dogs naturally infected with adult Uncinaria stenocephala were 
treated once on Day 0. Following a 10-day post-treatment observation period, dogs 
were euthanized and necropsied . At necropsy, the gastrointestinal tract was opened 
and surviving adult Uncinaria stenocephala were recovered, identified, and counted. 

Variables Measured : Adult Uncinaria stenocephala worm counts 

Results: Effectiveness against adult Uncinaria stenocephala was calculated by 
comparing the geometric mean number of adult Uncinaria stenocephala in the 
control group with that of the treated group. See Table 16 : 

Table 16 : Effectiveness against Adult Uncinaria stenoce hala 

Grou Treatment 
Geometric Mean # 
of U. stenocephala 

Percent 
Effectiveness 

1 Imidacloprid + Moxidectin 0.0 100 
2 ~ Control ~ 221 .3 NA 
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Adverse Reactions: One dog in the imidacloprid + moxidectin group exhibited 
depression and unsteadiness on Days 6 through 9. The signs in this dog may have 
been related to peak serum levels of moxidectin, which vary between dogs, and occur 
between 1 and Z 1 days after topical application of imidacloprid + moxidectin . 
Diarrhea was observed in dogs from each treatment group before and after treatment. 
Three dogs in the control group and one dog in the imidacloprid + moxidectin group 
developed bloody stools post-treatment. Two dogs in the control group became 
anorexic post-treatment . 

Conclusions: A single topical dose of imidacloprid + moxidectin was 100% effective 
against natural infections with adult Uncinaria stenocephala in dogs. 

9) Evaluation of the Effectiveness of a Combination of Imidacloprid and Moxidectin 
against Natural Infections with Trichuris vulnis in Dogs (Study #151 .430, Report 
#75467) 

P ose: The objective of this study was to confirm the safety and effectiveness of 
topically applied imidacloprid + moxidectin as a treatment for infections with adult 
Trichuris vulpis in dogs. 

Investi~ator : Tony Janes 

Location : CAVL, Amarillo, TX 

Animals : 22 mixed-breed dogs (11 females and 11 males), 1 to 5 years of age, 
between 19.4 and 72 .9 pounds, 11 dogs per treatment group 

Treatment Groups: Group 1 : 10% Imidacloprid + 2.5% Moxidectin 
Group 2 : Control (vehicle without active ingredients) 

Treatment Dosa~es: <_10 lbs 0.4 mL 
>10.1 < 201bs 1 .0 mL 
~0.1 < 55 lbs 2.5 mL 
>55 lbs 4.0 mL 

Route of Administration : Topical on the dorsal midline (one spot at the base of the 
skull for dogs < 201bs, and 3-4 spots from the shoulder to the tail in dogs > 201bs) 

Freguency of Treatment : Single treatment 

Study Desi~n: Dogs naturally infected with adult Trichuris vulpis were treated once 
on Day 0. Following a 10-day post-treatment observation period, dogs were 
euthanized and necropsied . At necropsy, the gastrointestinal tract was opened and 
surviving adult Trichuris vulpis were recovered, identified, and counted. 
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Variables Measured : Adult Trichuris vulpis worm counts 

Results: Effectiveness against adult Trichuris vulpis was calculated by comparing 
the geometric mean number of adult Trichuris vulpis in the control group with that 
of the treated group. See Table 17 : 

Table 17 : Effectiveness aQainst Adult Trichuris vulni.~ 

Grou Treatment 
Geometric Mean # 

of T. vulpis 
Percent 

Effectiveness 
1 Imidacloprid + Moxidectin 0.4 9 
2 Control 15 .5 NA 

Adverse Reactions: No adverse reactions were reported . Compared to the control 
group, the number of observations of loose stools decreased post-treatment in the 
imidaclopridlmoxidectin group. 

Conclusions: A single topical dose of imidacloprid + moxidectin was 97.2% effective 
against natural infections with adult Trichuris vulpis in dogs. 

10) Evaluation of the Effectiveness of a Combination of Imidacloprid and Moxidectin 
a~ainst Adult Trichuris vulpis in Do~s (Study #151 .468, Report #75507) 

Pu ose: The objective of this study was to confirm the safety and effectiveness of 
topically applied imidacloprid + moxidectin as a treatment for infections with adult 
Trichuris vulpis in dogs . 

Investigator : Larry Cruthers, PhD 

Location : Professional Laboratory and Research Services, Inc., Corapeake, NC 

Animals: 16 mixed-breed dogs (13 females and 3 males), approximately 6 months to 10 years of age, between 17.6 and 64.2 pounds, 8 dogs per treatment group 

Treatment Grouns : Group 1 : Control (vehicle without active ingredients) 
Group 2 : 10% Imidacloprid + 2.5% Moxidectin 

Treatment Dosa~es: S101bs 0.4 mL 
>_10.1 < 201bs 1 .0 mL 
~0.1 < 55 lbs 2.5 mL 
>55 lbs 4.0 mL 

Route of Administration : Topical on the dog's neck at the base of the skull 
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Frequency of Treatment: Single treatment 

Stud~Desi~n: Dogs naturally infected with adult Trichuris vulpis were treated once 
on Day 0. Following a 10-day post-treatment observation period, dogs were 
euthanized and necropsied. At necropsy, the gastrointestinal tract was opened and 
surviving adult Trichuris vulpis were recovered, identified, and counted. 

Variables Measured : Adult Trichuris vulpis worm counts 

Results: Effectiveness against adult Trichuris vulpis was calculated by comparing 
the geometric mean number of adult Trichuris vulpis in the control group with that 
of the treated group. See Table 18 : 

Table 18; Effectiveness against Adult Trichuris vulpis 

Grou Treatment 
Geometric Mean # 

of T. vulpis 
~ Percent 

Effectiveness 
1 Control 308 .8 NA 
2 Imidacloprid + Moxidectin 4.3 98.6 

Adverse Reactions: During both pre- and post-treatment, diarrhea, loose stools, and 
stools with bloody mucous were observed in dogs from each treatment group. 

Conclusions: A single topical dose of imidacloprid + moxidectin was 98 .6% effective 
against natural infections with adult Trichuris vulpis in dogs . 

11) Evaluation of the Effectiveness of a Combination of Imidacloprid and Moxidectin 
a~;ainst Adult Trichuris vulpis in Do~s (Study #151 .473, Report #75508) 

Purpose : The objective of this study was to confirm the safety and effectiveness of 
topically applied imidacloprid + moxidectin as a treatment for infections with adult 
Trichuris vulpis in dogs . 

Investi~ator : D.J . Kok, D.Sc. 

Location : ClinVet International, Bloemfontein, South Africa 

Animals: 20 mixed-breed adult dogs (10 females and 10 males), between 12.8 and 
36.9 pounds, 10 dogs per treatment group 

Treatment Grouns : Group 1 : 10% Imidacloprid + 2.5°/a Moxidectin 
Group 2 : Control (vehicle without active ingredients) 

Treatment Dosa~es: <_lO lbs 0.4 mL 
>_10.1 < 20 Ibs 1 .0 mL 
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~0.1 < 55 lbs 2.5 mL 
>55 Ibs 4.0 mL 

Route of Administration : Topical on the dog's neck at the base of the skull 

Frequency of Treatment: Single treatment 

Study Desig~: Dogs naturally infected with adult Trichuris vulpis were treated once 
on Day 0. Following a 10-day post-treatment observation period, dogs were 
euthanized and necropsied . At necropsy, the gastrointestinal tract was opened and 
surviving adult Trichuris vulpis were recovered, identified, and counted. 

Variables Measured : Adult Trichuris vulpis worm counts 

Results: Effectiveness against adult Trichuris vulpis was calculated by comparing 
the geometric mean number of adult Trichuris vulpis in the control group with that 
of the treated group . See Table 19 : 

Table 19: Effectiveness against Adult Trichuris vulnis 

Grou Treatment 
Geometric Mean # 

of T. vulpis 
Percent 

Effectiveness 
1 Imidacloprid + Moxidectin 2.5 90.1 
2 ~ Control 24.9 NA 

Adverse Reactions: Compared to the control group, the number of observations of 
loose stools increased in the imidacloprid + moxidectin group afler treatment. Two 
dogs in the imidacloprid + moxidectin group vomited: one at 4 hours post-treatment 
and the other at 24 hours post-treatment . Slight erythema was observed at the 
application site in 3 of the imidacloprid + moxidectin group dogs between 2 and 8 
hours post-treatment . 

Conclusions: A single topical dose of imidacloprid + moxidectin was 90.1 % effective 
against natural infections with adult Trichuris vulpis in dogs . 

g. Substantial Evidence for the Treatment and Control of Immature Intestinal 
Nematodes: 

1) Evaluation of the Effectiveness of a Combination of Imidacloprid and Moxidectin 
agamst Immature (Fourth Sta~e Larvae and Immature Adults) Toxocara canis in 
Do~s (Report #75366) 

Pu ose: The objective of this study was to confirm the safety and effectiveness of 
topically applied imidacloprid + moxidectin as a treatment for infections with fourth 
stage larvae and immature adult T. canis in dogs. 
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Investi ator : Larry Cruthers, PhD 

Location : Professional Laboratory and Research Services, Inc., Corapeake, NC 

Animals : 32 purebred Beagles (16 females and 16 males), approximately 2 
months of age, between 4 .6 and 7.6 pounds, 8 dogs per treatment group 

Treahnent Grouns: Group 1 : Control (vehicle without active ingredients) 
Infected on Day 0, Treated on Day 14, Necropsy on Day 20 

Group 2: 10% Imidacloprid + 2.5% Moxidectin, 
Infected on Day 0, Treated on Day 14, Necropsy on Day 20 

Group 3 : Control (vehicle without active ingedients) 
Infected on Day 0, Treated on Day 24, Necropsy on Day 29 

Group 4: 10% Imidacloprid + 2.5% Moxidectin, 
Infected on Day 0, Treated on Day 24, Necropsy on Day 29 

Treatment Dosages : <_lO lbs 0.4 mL 
>_10.1 < 20 Ibs 1 .0 mL 
~0.1 < 55 lbs 2.5 mL 
>SS lbs 4.0 mL 

Route of Administration : Topical on the dorsal midline between the shoulder blades 

Frequency of Treatment: Single treatment 

Study DesiQn: On Day 0, dogs were experimentally infected with embryonated 
Toxocara canis eggs. Dogs were treated once, on Day 14 or Day 24, to coincide with 
specific immature stages (fourth stage larvae or immature adults, respectively) . 
Following a 5 to 6 day post-treatment observation period, dogs were euthanized and 
necropsied . At necropsy, Toxocara canis recovered from the gastrointestinal tract 
were identified to stage and counted. 

Variable Measured : Adult, immature adult, and fourth stage larvae Toxocara 
canis worm counts 

Results: Effectiveness of imidacloprid + moxidectin against fourth stage larvae and 
immature adult T. canis in dogs is shown in Table 20 : 
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Table 20 : Effectiveness a~ainst Fourth Staee i,arvae anti Tmmatnre a~� ~t T ,.�~;~ 
# of Toxocara canis Recovered GeometricY ~ 

4` Stage Immature Adults Te ~an s f Percent 
Treatment Group Larvae Adults l 

Effectiveness 
Group 1 : 67 80 1 9.2 NA 
Control (Da 14 
Group 2 : Imidacloprid 2 2 0 0.2 97.6 
+ Moxidectin (Day 14) 
Group 3 : 30 205 3 15 .4 NA 
Control (Day 24) 
Group 4: Imidacloprid 0 2 0 0.2 98.7 
+ Moxidectin (Day 24) 

Adverse Reactions: No adverse reactions were reported 

Conclusions: The effectiveness of a single topical dose of zmidacloprid + moxidectin 
against fourth stage larvae and immature adult T. canis in dogs was 97.6% and 98 .7%, 
respectively . 

2) Evaluation of the Effectiveness of a Combination of Imidacloprid and Moxidectin 
agamst Immature (Fourth Sta~e Larvae and Immature Adultsl Toxocara canis in 
Do~s (Report #75412) 

Pur~ose: The objective of this study was to confirm the safety and effectiveness of 
topically applied imidacloprid + moxidectin as a treatment for infections with fourth 
stage larvae and immature adult T. canis in dogs . 

Investi ators: Dara J. Cooke, BSc and Martin Murphy, MVB, MS, PhD, MRCVS 

Location : Biological Laboratories Europe Ltd., Glenamoy, Ireland 

Animals: 32 purebred Beagles (16 females and 16 males), 3.5 months of age, between 
10.4 and 15.3 pounds, 8 dogs per treatment group 

Treatment Grouns : Group 1 : Control (vehicle without active ingredients) 
Infected on Day 0, Treated on Day 14, Necropsy on Day 19 

Group 2: 10% Imidacloprid + 2.5% Moxidectin, 
Infected on Day 0, Treated on Day 14, Necropsy on Day 19 

Group 3 : 10% Imidacloprid + 2.5% Moxidectin, 
Infected on Day 0, Treated on Day 24, Necropsy on Day 29 

Group 4 : Control (vehicle without active ingedients) 
Infected on Day 0, Treated on Day 24, Necropsy on Day 29 
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Treatment Dosa~es: <10 lbs 0.4 mL 
>_10.1 < 201bs 1 .0 mL 
~0.1 < SS lbs 2.5 mL 
>55 lbs 4.0 mL 

Route of Administration : Topical on the dorsal midline between the shoulder blades 

Freauency of Treatment: Single treatment 

Stud Desi~: On Day 0, dogs were experimentally infected with embryonated 
Toxocara canis eggs. Dogs were treated once, on Day 14 or Day 24, to coincide with 
specific immature stages (fourth stage larvae or immature adults, respectively) . 
Following a 5-day post-treatment observation period, dogs were euthanized and 
necropsied . At necropsy, Toxocara canis recovered from the gastrointestinal tract 
were identified to stage and counted. 

Variable Measured : Adult, immature adult, and fourth stage larvae Toxocara 
canis worm counts 

Results: Effectiveness of imidacloprid + moxidectin against the fourth stage larvae of 
T. canis in dogs is shown in Table 21 . Control Group 1 did not have adequate 
infections of T. canis. However, control Group 4 had adequate infections of fourth 
stage larvae, which provides evidence of effectiveness of Group 3 against fourth stage 
larvae . However, because control Group 4 did not have an adequate infection of 
immature adult or adult T. canis, the study does not provide evidence of effectiveness 
against immature adult Toxocara canis. 

Table 21 : Effectiveness against Fourth Stage Larvae of T canis 
# of Toxocara canis Recovered Geometric 

Treatment Group 
4t Stage 
Larvae 

Immature 
Adults 

Adults 
Tecan'sf percent 

Effectiveness 
Group 3 : Imidacloprid + 
Moxidectin (Day 24) 

3 0 0 0.3 98.2 

Group 4 : Control 
(Day 24) 

119 0 0 13 .8 NA 

Adverse Reactions : One dog developed lameness immediately after treatment with 
imidacloprid + moxidectin . 

Conclusions: The effectiveness of topical imidacloprid + moxidectin against fourth stage T. canis larvae in dogs was 98.2% (treatment at 24 days post-infection) . 
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3) Evaluation of the Effectiveness of a Combination of Imidaclonrid and Moxidectin 
against Immature (Fourth Sta~e Larvae and Immature Adults Ancylostoma caninum 
in Do~s (Report #75317} 

Pumose: The objective of this study was to confirm the safety and effectiveness of 
topically applied imidacloprid + moxidectin as a treatment for infections with fourth 
stage larvae and immature adult A . caninum in dogs. 

Investi~ator : Craig R. Reinemeyer, DVM, PhD 

Location : East Tennessee Clinical Research (ETCR), Inc., Knoxville, TN 

Animals: 32 purebred Beagles (16 females and 16 males), approximately 2.5 
months of age, between 5.4 and 10 pounds, 8 dogs per treatment group 

Treatment Groups: Group 1 : Control (vehicle without active ingredients) 
Infected on Day 0, Treated on Day 7, Necropsy on Day 12 

Group 2: 10% Imidacloprid + 2.5% Moxidectin, 
Infected on Day 0, Treated on Day 7, Necropsy on Day 12 

Group 3 : Control (vehicle without active ingredients) 
Infected on Day 0, Treated on Day 11, Necropsy on Day 16 

Group 4: 10% Imidacloprid + 2.5% Moxidectin, 
Infected on Day 0, Treated on Day 11, Necropsy on Day 16 

Treatment Dosa es : <_l O lbs 0.4 mL 
>10.1 < 201bs 1 .0 mL 
~0.1 < 55 lbs 2.5 mL 
>55 lbs 4.0 mL 

Route of Administration : Topical on the dorsal midline between the shoulder blades 

Frequency of Treatment: Single treatment 

Stud Desi -~n : On Day 0, dogs were experimentally infected with A. caninum larvae . 
Dogs were treated once, on Day 7 or Day 11, to coincide with specific immature 
stages (fourth stage larvae or immature adults, respectively) . Following a 5-day post-
treatment observation period, dogs were euthanized and necropsied . At necropsy, 
Ancylostoma caninum recovered from the gastrointestinal tract were identified to 
stage and counted. 

Variable Measured : Adult, immature adult, and fourth stage larvae Ancylostoma 
caninum worm counts 
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Results: Effectiveness of imidacloprid + moxidectin against fourth stage larvae of 
Ancylostoma caninum in dogs is shown in Table 22. Treatment 7 days after infection 
targets the fourth stage larvae . Because control Group 1 had an adequate infection 
after treatment at Day 7, the study provides evidence of effectiveness against the 
fourth stage larvae of A. caninum. However, because control Group 3 did not have 
adequate infections of A. caninum, the study does not provide evidence of 
effectiveness against immature adult Ancylostoma caninum. 

Table 22: Effectiveness a~ainst Fourth Sta~e Larvae of A_ caninum 
# of A. caninum Recovered 

- ------- 
Geometric 

Treatment Group 
4~ Stage 
Larvae 

Immature 
Adults 

Adults A, caninum Percent 
Effectiveness 

Group 1 : 0 0 982 90.4 NA 
Control (Da 7) 
Group 2 : 
Imidacloprid + 

0 0 0 0 .0 100 

Moxidectin (Day 7) 

Adverse Reactions: During both pre- and post-treatment, diarrhea and ocular 
discharge were occasionally observed in dogs from both treatment groups . Post-
treatment, mild erythema was observed at the treatment site of 4 dogs (2 dogs each 
from Groups 3 and 4) . One imidacloprid + moxidectin group dog experienced 
diarrhea and flaky, peeling skin on the abdomen 2 and 8 hours post-treatment . 

Conclusions : The effectiveness of topical imidacloprid + moxidectin against fourth 
stage A . caninum larvae in dogs was 100% (treatment at 7 days post-infection) . 

4) Evaluation of the Effectiveness of a Combination of Imidacloprid and Moxidectin 
a~amst Immature (Fourth StaQe Larvae and Immature Adults Ancvlostoma caninum 
and Uncinaria stenocephala in Do~ (Report #75316) 

P ose: The objective of this study was to confirm the safety and effectiveness of 
topically applied imidacloprid + moxidectin as a treatment for infections with fourth 
stage larvae and immature adult A. caninum and U. stenocephala in dogs. 

Investi~ator : Larry Cruthers, PhD 

Location : Professional Laboratory and Research Services, Inc., Corapeake, NC 

Animals: 32 mongrel puppies (15 females and 17 males), approximately 2 months of 
age, between 3 .6 and 7.8 pounds, 8 dogs per treatment group 
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Treatment Groups: Group 1 : Control (vehicle without active ingredients) 
Infected on Day 0, Treated on Day 7, Necropsy on Day 12 

Group 2: 10% Imidacloprid + 2.5% Moxidectin, 
Infected on Day 0, Treated on Day 7, Necropsy on Day 12 

Group 3 : Control (vehicle without active ingredients) 
Infected on Day 0, Treated on Day 1 l, Necropsy on Day 17 

Group 4: 10% Imidacloprid + 2.5% Moxidectin, 
Infected on Day 0, Treated on Day 11, Necropsy on Day 17 

Treatment Dosa~es: SlO lbs 0.4 mL 
>_10.1 < 201bs 1 .0 mL 
~0.1 < 55 lbs 2 .5 mL 
>55 lbs 4.0 mL 

Route of Administration : Topical on the dorsal midline between the shoulder blades 

Frequency of Treatment : Single treatment 

Stud Desig~: On Day 0, dogs were experimentally infected with A. caninum and U. 
stenocephala larvae . Dogs were treated once, on Day 7 or Day 11, to coincide with 
specific immature stages (fourth stage larvae or immature adults, respectively). 
Foilowing a 5 or 6 day post-treatment observation period, dogs were euthanized and 
necropsied . At necropsy, Ancylostoma caninum and U. stenocephala recovered from 
the gastrointestinal tract were identified to species and stage and counted. 

Variable Measured : Adult, immature adult, and fourth stage larvae Ancylostoma 
caninum and Uncinaria stenocephala worm counts 

Results : Effectiveness of imidacloprid + moxidectin against fourth stage larvae and 
immature adult Ancylostoma caninum in dogs is shown in Table 23. Due to 
inadequate infections, effectiveness against U. stenocephala could not be determined . 
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Table 23 : Effectiveness a~ainst Fourth StaQe Larvae and Tmmat,~,-P A~�~t !~ ~nr~isaoim 

# of A. caninum Recovered Geometric ̂  

4` Stage Immature Adults percent 
Treatment Group Larvae Adults 

A caninum Effectiveness 
Group 1 : 2 124 27 17.9 NA 
Control (Day 7) 
Group 2 : 0 0 0 0.0 100 
Imidacloprid + 
Moxidectin (Day 7) 
Group 3 : 0 0 170 20.8 NA 
Control (Day 11) 
Group 4: 0 0 0 0.0 100 
Imidacloprid + 
Moxidectin (Day 11) 

Adverse Reactions: During both pre- and post-treatment, diarrhea was occasionally 
observed in pups from a114 treatment groups . One imidacloprid + moxidectin group 
dog had diarrhea starting %2 hour post-treatment and started vomiting 1 hour post-
treatment . Four dogs had white deposits on the tips of their fur immediately post-
treatment that completely resolved by eight hours post-treatment . 

Conclusions : Effectiveness of a single topical dose of imidacloprid + moxidectin 
against fourth stage larvae and immature adult A . caninum in dogs was 100%. 

5) Evaluation of the Effectiveness of a Combination of Imidacloprid and Moxidectin 
a~amst Immature (Fourth Sta~e Larvae and Immature Adults) Ancylostoma caninum and Uncinarra stenocephala in Do~ (Report #75307) 

Purpose: The objective of this study was to confirm the safety and effectiveness of 
topically applied imidacloprid + moxidectin as a treatment for infections with fourth stage larvae and immature adult A . caninum and U. stenocephala in dogs . 

Investigator : Larry Cruthers, PhD 

Location : Professional Laboratory and Research Services, Inc., Corapeake, NC 

Animals : 32 Beagle or hound-type puppies (11 males and 21 males), 2 to 3 months of 
age, between 2 .4 and 28 pounds, 8 dogs per treatment group 
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Treatment Groups : Group l : Control (vehicle without active ingredients) 
Infected on Day 0, Treated on Day 7, Necropsy on Day 12 

Group 2 : 10% Imidacloprid + 2.5% Moxidectin, 
Infected on Day 0, Treated on Day 7, Necropsy on Day 12 

Group 3 : Control (vehicle without active ingredients) 
Infected on Day 0, Treated on Day 11, Necropsy on Day 17 

Group 4 : 10% Imidacloprid + 2.5% Moxidectin, 
Infected on Day 0, Treated on Day 1 l, Necropsy on Day 17 

Treatment Dosages : <_10 lbs 0.4 mL 
>_10.1 < 20 lbs 1 .0 mL 
~0.1 < SS lbs 2.5 mL 
>55 lbs 4.0 mL 

Route of Administration : Topical on the dorsal midline between the shoulder blades 

Fre uency of Treatment: Single treatment 

Study Desi~n: On Day 0, dogs were experimentally infected with A. caninum and U. 
stenocephala larvae . Dogs were treated once, on Day 7 or Day 11, to coincide with 
specific immature stages (fourth stage larvae or immature adults, respectively) . 
Following a 5 or 6 day post-treatment observation period, dogs were euthanized and 
necropsied . At necropsy, Ancylostoma caninum and U. stenocephala recovered from 
the gastrointestinal tract were identified to species and stage and counted. 

Variable Measured : Adult, immature adult, and fourth stage larvae Ancylostoma 
caninum and Uncinaria stenocephala worm counts 

Results: Effectiveness of imidacloprid + moxidectin against fourth stage larvae and 
immature adult Ancylostoma caninum and U. stenocephala in dogs are shown in 
Table 24 and Table 25, respectively. 
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Table 24: Effectiveness against Fourth Stage Larvae and Immature Adult A . caninum 
# of A. caninum Recovered Geometric 

4t Stage Immature Adults percent 
Treatment Group Larvae Adults A, caninum 

Effectiveness 
Group l : 18 41 50 93 NA 
Control (Da 7) 
Group 2 : 0 0 0 0 .0 100 
Imidacloprid + 
Moxidectin (Day 7) 
Group 3 : 0 0 122 9.4 NA 
Control (Day 11) 
Group 4: 0 0 0 0.0 100 
Imidacloprid + 
Moxidectin (Day 11) 

Table 25 : Effectiveness against L4 Larvae and Immature Adult U. stenoce hala 
# of U. stenocephala Recovered Geometric 

Treatment Group 
4t Stage 
Larvae 

Immature 
Adutts 

Adults M nocephala Percent 
Effectiveness 

Group 1 : 182 248 51 36.7 NA 
Control (Day 7) 
Group 2: 0 0 0 0.0 100 
Imidacloprid + 
Moxidectin (Da 7) 
Group 3 : 0 0 557 44.3 NA 
Control (Day 11) 
Group 4: 0 0 0 0.0 100 
Imidacloprid + 
Moxidectin (Day 11) 

Adverse Reactions: Four dogs in the imidacloprid + moxidectin group developed 
diarrhea post-treatment . Three out of those four dogs had blood in the diarrhea. One 
dog in the imidacloprid + moxidectin group and one dog in the control group 
developed a cough post-treatment . Fifteen dogs had deposits on the hair immediately 
post-treatment that resolved within 2 to 48 hours. 

Conclusions: A single topical dose of imidacloprid + moxidectin was 100% 
effective against the developmental stages (fourth stage larvae and immature adults) 
of both A. caninum and U. stenocephala in dogs . 
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6) Evaluation of the Effectiveness of a Combination of Imidacloprid and Moxidectin 
a~ainst Immature (Fourth Sta~e Larvae and Immature Adults) Uncinaria 
stenocenhala in Do~s (Study #141 .330, Report #75411) 

P ose : The objective of this study was to confirm the safety and effectiveness of 
topically applied imidacloprid + moxidectin as a treatment for infections with fourth 
stage larvae and immature adult U. stenocephala in dogs . 

Investigator : Dara J. Cooke, BSc 

Location : Biological Laboratories Europe Ltd., Glenamoy, Ireland 

Animals: 32 purebred Beagles (16 females and 16 males), 2.7 to 3 .4 months of age, 
between 7 and 13 pounds, 8 dogs per treatment group 

Treatment Groups: Group 1 : Control (vehicle without active ingredients) 
Infected on Day 0, Treated on Day 7, Necropsy on Day 12 

Group 2: 10% Imidacloprid + 2.5% Moxidectin, 
Infected on Day 0, Treated on Day 7, Necropsy on Day 12 

Group 3 : 10% Imidacloprid + 2.5% Moxidectin, 
Infected on Day 0, Treated on Day 11, Necropsy on Day 16 

Group 4: Control (vehicle without active ingredients) 
Infected on Day 0, Treated on Day 11, Necropsy on Day 16 

Treatment Dosa es : <_10 lbs 0.4 mL 
>_10.1 < 20 lbs 1 .0 mL 
~0.1 < 55 lbs 2 .5 mL 
>55 lbs 4 .0 mL 

Route of Administration : Topical on the dorsal midline between the shoulder blades 

Frequency of Treatment: Single treatment 

Study Design: On Day 0, dogs were experimentally infected with U. stenocephala 
larvae . Dogs were treated once, on Day 7 or Day 11, to coincide with specific 
immature stages (fourth stage larvae ar immature adults, respectively) . Following a 
5-day post-treatment observation period, dogs were euthanized and necropsied . At 
necropsy, U. stenocephala recovered from the gastrointestinal tract were identified to 
stage and counted. 

Variable Measured : Adult, immature adult, and fourth stage larvae Uncinaria 
stenocephala worm counts 
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Results: Effectiveness of imidacloprid + moxidectin against fourth stage (L4) 
larvae and immature adult U. stenocephala in dogs is shown in Table 26. 

Table 26: Effectiveness a ainst L4 Larvae and Immature Adult U. stenoce hala 
# of U. stenocephala Recovered Geometric 

4t Stage Immature Adults M Percent 
Treatment Group Larvae Adults nocephala Effectiveness 
Group 1 : 83 - - 10.2 NA 
Control (Da 7} 
Group 1 : - 13 - 1 .1 NA 
Control (Da 7) 
Group 2 : 0 0 0 0.0 100 
Imidacloprid + 
Moxidectin (Day 7) 
Group 3 : 0 0 0 0.0 100 
Imidacloprid + 
Moxidectin (Day 11) 
Group 4: 19 - - 1 .3 NA 
Control (Day 11) 
Group 4: - 66 - 7.2 NA 
Control (Day 11) 
Group 4: - - 28 1 .6 NA 
Control (Day 11) 

Adverse Reactions: Both pre- and post-treatment, diarrhea was observed in 23 dogs in 
all treatment groups. Post-treatment, diarrhea was occasionally observed in 1 dog 
from Group 1 and 2 dogs from Group 2 . 

Conclusions: The effectiveness of a single topical dose of imidacloprid + moxidectin 
against fourth stage larvae and immature adult U. stenocephala in dogs was 100%. 

3. TARGET ANIMAL SAFETY: 

1) Evaluation of the Safety of Imidacloprid/Moxidectin Tonical Solution in Pup i~es 
(Study #150.872, Report #75158) Good Laboratory Practice (GLP) study 

Pu ose : The objective of this study was to demonstrate the safety of 10.0% 
imidacloprid + 2.5% moxidectin topical solution when administered topically to 
puppies at 14-day intervals for 6 treatments . 

Stud Director : Albert Abraham, BVSc, PhD 
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I;ocation : Desoto Research Facility, DeSoto, KS 

Animals : 48 Beagle puppies (6 females and 6 males per treatment group), 7 weeks 
of age and weighing between 2.6 and 5 .7 pounds at initial treatment 

Treatment Dosa es : Dogs in the control group (Group 1) were treated with mineral oil 
at 5 times (SX) the recommended unit dose volume for their weight range. Dogs in 
Groups 2, 3, and 4 were treated topically with 10% imidacloprid + 2.5% moxidectin 
at 1 X, 3X, and SX multiples of the recommended unit dose volumes, respectively. 
[For example, since the recommended (label) unit dose volume for dogs weighing 3 
to 9 lbs is 0.4 mL, dogs in the 3X group that weighed 3 to 91bs were treated with 1 .2 
mL of imidacloprid + moxidectin.] See Table 27 for the range of mg/kg doses 
applied in each group . 

Table 27 : Minimum and Maximum Imidacloprid and Moxidectin Doses Annlied 
Treatment Imidacloprid Moxidectin 
Group Minimum Maximum Minimum Maximum 
1X 9 mg/kg 30 mg/kg 2.25 mg/kg 7.5 mg/kg 
3X 27 mg/kg 85 mg/kg 6.75 mg/kg 21 .25 mg/k 
SX ~ 44 mg/kg ~ 142 mg/kg ~ 11 mg/kg ~ 35 .5 mg/kg 

Route of Administration : Topical, applied to different sites on back of head, neck and 
shoulders 

FreQUency of Treatment: Once every 14 days for a total of 6 applications 

Study Desi~n : Physical examinations were performed on Days -12 and 83 . Body 
weights were taken on Days -12, -1, 13, 27, 41, 55, 69, 77, and 83 . The puppies were 
treated on Days 0, 14, 28, 42, 56, and 70 . On treatment days, clinical observations 
were conducted pre-dosing, immediately after dosing, and at 1, 2, 3, 4, 6, 8, 12, and 
24 hours post-dosing. On other study days, clinical observations were performed 
twice daily. Food consumption was monitored twice daily. Blood samples were 
collected for clinical pathology on Days -7, -1, l, 15, 29, 43, 57, 71, and 83 . The 
puppies were necropsied on Days 84 and 85. 

Variables Measured : Clinical observations - systemic and local (application 
sites), physical examinations, body weight, food consumption, hematology, 
clinical chemistry, gross pathology, and histopathology 

Statistical Method : A repeated measures analysis of covariance was used to model 
each of the endpoints . The fixed effects included in the model were treatment, sex, 
day, treatment-by-sex, and treatment-by-day . The random effect included in the 
model was animal . Statistical analysis was assessed at the 10% level of significance . 
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Results: 
Clinical Observations : Vomiting was reported in one puppy from the 1X group (Day 
57), in two puppies from the 3X group (Days 1 and 79), and in one puppy from the 
SX group (Day 1) . Loose stools and diarrhea were observed in all groups, including 
the controls, throughout the study. One puppy from the control group died of a 
jejunal intussusception on Day 23. 

One puppy in the 1 X group had pruritus for one hour following the fifth treatment . 
Puppies treated with imidacloprid + moxidectin had a rough hair coat at the 
application site post-treatment . 

A puppy from the SX group was observed to have rapid, difficult respiration with 
moist rales 4 to 8 hours post-dosing on Day 14. Treahnent was not necessary . A 
puppy from the control group had heavy respiration post-dosing on Day 0 and on Day 
27 . 

Body Weights and Food Consumption: Male puppies in the 1X and 3X groups gained 
less weight during the study compared to the control group puppies. Two puppies in 
each group treated with imidacloprid + moxidectin had decreased appetite within 24 
hours post-dosing. Puppies in the control group did not exhibit a decreased appetite . 

Hematology, Chemistry, and Necropsy: Although all individual bilirubin values were 
within the normal range, the number of puppies with increases in direct bilirubin was 
higher in the treated groups : 1/11 puppies in the control group, 8/12 puppies in the 1X 
group, 6/12 puppies in the 3X group, and 6/12 puppies in the SX group . No 
differences were noted between groups on hematology, necropsy, or histopathology. 

Conclusions : Imidacloprid + moxidectin is safe following topical administration to 
seven-week-old Beagle puppies. Clinical observations included occasional vomiting, 
decreased appetite, and a rough coat at the application site after treatment. One 1X 
group puppy had pruritus post-treatment . Transient, rapid and difficult respiration 
occurred in one SX group puppy. 

2) Dermal Dose Tolerance Study with Imidacloprid/Moxidectin Topical Solution in 
the Do~ (Study #150.874, Report #75160) Good Laboratory Practices (GLP) 
laboratory study 

Pu ose : The objective of this study was to demonstrate the safety of 10.0% 
imidacloprid/ 2.5% moxidectin topical solution when administered topically to dogs at ten times ( l OX) the recommended unit dose volume for their weight range. 

Study Director : R. D. Jones, DVM, PhD, Dipl. ABVT & ABT 

Location : Bayer Corporation, Agriculture Division, Toxicology, Stilwell, KS 
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Animals : 16 Beagle dogs (4 females and 4 males per treatment group), 7 to 8 months 
of age, and between 20.9 and 31 .0 pounds 

Treatment Dosa es : Dogs in the control group (Group 1) were treated topically with 
mineral oil at l OX the recommended unit dose volume for their weight range. Dogs 
of Group 2 were treated topically with 10% imidacloprid + 2.5% moxidectin at l OX 
the recommended (label} unit dose volume for their weight ra.nge . The label provides 
for a minimum of 10 mg/kg imidacloprid and 2 .5 mg/kg moxidectin. See Table 28 
for the range of mg/kg doses applied. 

Table 28: Minimum and Maximum Imidacloprid and Moxidectin Doses Annlied 
Imidacloprid Moxidectin 

Minimum Maximum Minimum Maximum 
183.7 mg/kg ~ 262.4 mg/kg 45 .9 mg/kg 65 6 mg/kg 

Route of Administration : Topical, applied along the dorsal midline from the cervical 
to sacral region 

Frequency of Treatment: Single Treatment 

Study Desi~: Physical examinations were performed on Days -14 and 17 . Body 
weights were taken on Days -14, -1, and 17. The dogs were treated once on Day 0. 
Clinical observations were conducted pre-dosing, immediately after dosing, and at l, 
2, 3, 4, 6, 8, 12, and 24 hours post-dosing on Day 0, and twice daily on other study 
days. Food consumption was monitored daily. Blood samples were collected for 
clinical pathology on Days -4, 1, and 17 . 

Variables Measured : Clinical observations - systemic and local (application sites), 
physical examinations, body weight, food consumption, hematology and clinical 
chemistry 

Results: 
Clinical Observations : One female in the imidacloprid + moxidectin group was 
observed rubbing and rolling its back on the cage immediately post-dosing. 

In the imidacloprid + moxidectin group, one female vomited 6 hours post-dosing and 
one male vomited food on Day 6. 

Body Weights and Food Consumption: Dogs in the imidacloprid + moxidectin group 
did not gain as much weight as dogs in the control group. 

Hematology and Chemistry: Compared to the control group on Day 17, the 
imidacloprid + moxidectin group had increased direct bilirubin and activated partial 
thromboplastin, and the males had increased red blood cell (RBC) counts and 
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hemoglobin . 

Conclusions : A single topical administration of imidacloprid + moxidectin 
topical solution at l OX the recommended dose was associated with behavioral 
signs of application site discomfort, vomiting, decreased weight gain, and 
increased direct bilirubin, activated partial thromboplastin, RBC counts, and 
hemoglobin . 

3) Dermal Safet Stud with Imidaclo rid/Moxidectin To ical Solution in the 
Ivermectin-Sensitive Collie (Study #150.876, Report #75162) 
GLP laboratory study 

P ose : The objective of this study was to demonstrate the safety of 10.0% 
imidacloprid + 2.5% moxidectin topical solution when administered topically to 
prescreened ivermectin-sensitive Collies. 

Study Director: Allan J. Paul, DVM, MS 

Location : University of Illinois, College of Veterinary Medicine, Urbana, IL 

Animals: 21 Collies (10 females and 11 males), prescreened for ivermectin 
sensitivity, 1 to 8 years of age, between 38.9 and 89 .8 pounds, 9 Collies in the 
SX group, 3 Collies in the 3X group, and 9 Collies in the control group 

Treatment Dosa~es: To maximize drug exposure, dogs were treated topically with 
multiples of the maximum mg/kg dose for their weight range, based on the 
recommended (label} unit doses of 10% imidacloprid + 2.5% moxidectin. [For 
example, the recommended unit dose volume for dogs within the 55.1-88 lb weight 
range is 4.0 mL, which provides a maximum of 4.0 mg/kg moxidectin . Collies in the 
3X group that weighed 55 .1 to 88 lb were treated with doses of imidacloprid + 
moxidectin that provided 12 mg/kg moxidectin.] The actual 3X and SX moxidectin 
exposures are provided in Table 29. The control group dogs received mineral oil . 

Table 29: Minimum and Maximum Moxidectin Exnosures 

Recommended (Label) Dose & Range of Actual Moxidectin Exposures with 
Collie Safety Study Grou s A lications of Imidaclo rid + Moxidectin p 

Minimum Maximum 
The Label Dose for Dogs 2.5 mg/kg 6.9 mg/kg 
20.1-SS1bis2 .5mL 
The Label Dose for Dogs 2.5 mg/kg 4.0 mg/kg 
55 .1-88.OIbis4.OmL 
3X Group in Collie Study 12.0 mg/kg 19 .5 mg/kg 
SX Group in Collie Study 20 mglkg 32.5 mg/kg 
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Route of Administration : Topical, first applied to the skin between the shoulder 
blades and then to the back area if needed to accommodate the volume 

Frequency of Treatment: Once every 28 days, for a total of three applications 

Stud ~~Desig~n : The Collies were previously screened for ivermectin sensitivity. 
Collies were treated on Days 0, 28, 56, and 84. See Table 30 for the treatment 
schedule. Mineral oil was used for the control. On treatment days, clinical 
observations were conducted pre-dosing, and at 1, 2, 3, 4, 6, 8, 12, and 24 hours post-
dosing . On other study days, clinical observations were performed twice daily until 
the end of the study on Day 98 . 

Table 30: Treatment Schedule 
Study Topical Treatment Administered 
Day Control Grou 3X Grou 5X Grou 
0 Mineral Oil 3X dose Mineral Oil 
28 Mineral Oil 3X dose SX dose 
56 Mineral Oil 3X dose SX dose 
84 Mineral Oil No Treatment SX dose 

Variables Measured : Clinical observations - systemic and local (application sites) 

Results: No clinical abnormalities were recorded for any Collie during the study. 

Conclusions : Topical application of imidacloprid + moxidectin was not associated 
with clinical abnormalities in ivermectin-sensitive Collies at 3 or 5 times the 
recommended dose . 

4) Evaluation of the Safety of Imidacloprid/Moxidectin Topical Solution in 
Heartworm-Positive Do~s (Study #150.873, Report #75159) 
GLP laboratory study 

Pu ose: The objective of this study was to demonstrate the safety of 10 % 
imidacloprid + 2.5 % moxidectin topical solution when administered topically to 
heartworm infected dogs at 14-day intervals for 3 treatments. 

Study Director : John W. McCall, PhD 

Location : TRS Labs, Inc., Athens, GA 

Animals: 24 Beagle dogs (4 females and 4 males per treatment group), 43 weeks to 48 
weeks of age at the beginning of the study 

Treatment Dosa~: Dogs of Groups 1 and 2 were treated topically with 10% 
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imidacloprid + 2.5% moxidectin at 1 X and SX multiples of the recommended (label) 
unit dose volumes, respectively . The label provides a minimum of 10 mg/kg 
imidacloprid and 2.5 mglkg moxidectin . See Table 31 for the range of mg/kg doses 
applied in each group. Dogs of the control group (Group 3) were treated with mineral 
oil at the SX volume. 

Table 31 : Minimum and Maximum Imidaclo rid and Moxidectin Doses A lied 

Grou Imidacloprid Moxidectin p 
Minimum Maximum Minimum Maximum 

1 X 13.3 mglkg 25.8 mg/kg 3.3 m g 6.4 mg/kg 
~ SX ~ 57 mg/kg ~ 135 mg/kg j 1425 mg/kg 33 .75 mg/kg 

Route of Administration : Topical, applied to the skin on the back of the head, neck, 
and between the shoulder blades 

Frequency of Treatment: Once every 14 days, for 3 applications 

Stud~esig~n: On Day -63, active live adult heartworms, 8 male and 8 female, were 
inserted into the jugular vein of each dog. Physical examinations were performed on 
Days -64, -3, and 34. Body weights were taken on Days -64, -3, 0, 14, 28, and 34. 
The dogs were treated on Days 0, 14, and 28 . On treatment days, clinical 
observations were conducted pre-dosing, immediately after dosing, and at 0.5, l, 2, 3, 
4, 6, 8, 12, and 24 hours post-dosing. On other study days, clinical observations were 
performed twice daily. Food consumption was monitored daily. Blood samples vvere 
collected for clinical pathology and heartworm antigen testing on Days -7 and 33 . 
Blood was collected for modified Knott test and microfilaria counts on Days, -3, 0, 1, 
14, 15, 28, and 29. The dogs were necropsied 6 days after the third treatment (on Day 
34) and all heariworms were recovered, enumerated, sexed and counted as live ar 
dead adult heartworms per dog. 

Variables Measured : Clinical observations - systemic and local (application sites), 
physical examinations, body weight, food consumption, hematology, clinical 
chemistry, heartworm antigen testing, microfilaria counts, and adult heartworm 
counts 

Results: 
Clinical Observations : One dog in the SX group vomited 3 hours after treatment on 
Day 14. 
Modified Knott Tests: Microfilaria counts decreased following treatment with 
imidacloprid + moxidectin. 
Heartworm Counts : Heartworm recovery at necropsy was similar for all treatment 
groups . See Table 32. 
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Table 32: Heartworm Counts at Necro s 
Group Dead Heartworms per Dog Live Heartworms per Dog 

Mean Range Mean Range 
OX 0.375 worms 0-2 worms 13 worms 8-I S worms 
1X 0.25 worms 0-1 worms 12.1 worms 9-15 worms 
SX 0.375 worms 0-2 worms 13.3 worms 11-15 worms 

Conclusions: Imidacloprid + moxidectin topical solution, administered topically at 1 
and 5 times the recommended dose to dogs with adult heartworm infections and 
circulating microfilaria, did not cause adverse reactions associated with heartworm or 
microfilaria status . Although microfilaria counts decreased following treatment with 
imidacloprid + moxidectin, hypersensitivity reactions were not observed . One dog in 
the SX group vomited 3 hours after the second treatment. 

5) Oral Safety Study with ImidaclopridlMoxidectin Topical Solution in the Bea~e 
Dog (Study #150.875, Report #75161). GLP laboratory study 

Purpose: The objective of this study was to demonstrate the safety of 10.0% 
imidacloprid + 2.5% moxidectin topical solution when administered as a single oral 
dose to Beagle dogs. 

Study Director : Albert Abraham, BVSc, PhD 

Location : Bayer HealthCare LLC, Animal Health Division, Shawnee Mission, KS 

Animals: 24 Beagle dogs (6 females and 6 males per treatment group), 19 to 76 
months of age, and between 15 and 39 pounds 

Treatment Dosa~: The recommended unit dose volume was administered orally to 
the dogs in Group 1 . Dogs 9.1 to 20.0 lb were dosed with 1 .0 mL and dogs 20.1 to 55 
lb were dosed with 2 .5 mL of 10% imidacloprid + 2.5% moxidectin . The label 
provides a minimum of 10 mg/kg imidacloprid and 2 .5 mg/kg moxidectin . See Table 
33 for the range of mg/kg doses administered orally. Tap water was administered to 
the Group 2 (control) dogs . 

Table 33 : Minimum and Maximum Doses Administered Orally 
Imidacloprid Moxidectin 

Minimum Maximum Minimum Maximum 
~- 11 .1 mg/kg ~ 25 .4 mg/kg 2.8 mg/kg 6.4 mg/kg 

Route of Administration : Oral by gavage, followed by 5 mL tap water 
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Frequency of Treatment: Single treatment 

Relationship to feeding: Fasted 

Study Desig~: Physical examinations were performed on Days -1, and 14 . Body 
weights were taken on Days -1 and 14 . The dogs were fasted and dosed once on Day 
0. On Day 0, clinical observations were conducted pre-dosing, and at l, 2, 3, 4, 6, 8, 
12, 18, and 24 hours post-dosing. On other study days, clinical observations were 
performed twice daily. Food consumption was monitored twice daily. Blood samples 
were collected for clinical pathology on Days -7 and 13. 

Variables Measured : Clinical observations, physical examinations, body weight, food 
consumption, hematology, and clinical chemistry 

Results: 
Clinical Observations : Six dogs in the imidacloprid + moxidectin group vomited 
within 1 hour of dosing, 2 of these dogs vomited again at 2 hours post-dosing, and 1 
vomited again at 18 hours post-dosing. 

One dog in the imidacloprid + moxidectin group exhibited shaking (nervousness) 1 
hour post-dosing. 

Another dog in the imidacloprid + moxidectin group exhibited abnormal neurological 
signs (circling, ataxia, generalized muscle tremors, and dilated pupils with a slow 
pupillary light response) starting at 4 hours post-dosing through 18 hours post-dosing . 
Without treatment, this dog was neurologically normal at 24 hours post-dosing. Food 
consumption, although depressed during the initia130 hours post-dosing, was normal 
by 48 hours post-dosing . This dog received an oral dose of 4.65 mg/kg moxidectin . 

Conclusions: Oral administration of imidacloprid + moxidectin to adult Beagles 
caused vomiting and signs of avermectin toxicity (ataxia, muscle tremors, and 
mydriasis) . The results of this study support the bolded Contraindications label 
statement "Do not administer this product orally" and a Warnings statement to 
ensure that dogs do not lick the product after topical application. 

6) Pilot Oral Safetv Study with ImidaclopridlMoxidectin Tonical solution in the 
Ivermectin-Sensitive Collie (Study #150.877, Report #75163). 
Pilot GLP laboratory study 

Pur~ose : The objective of this study was to provide information regarding the safety 
of 10.0% imidacloprid + 2 .5% moxidectin topical solution when ingested by the 
ivermectin-sensitive Collie . 

Investigator : Allan J. Paul, DVM, MS 
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Location : University of Illinois, College of Veterinary Medicine, Urbana, IL 

Animals: Five ivermectin-sensitive Collies (2 females and 3 males), 47 to78 pounds, 
all 5 Collies were in the same treatment group 

Treatment Dosa~es: All 5 Collies were dosed orally with the same escalating mg/kg 
doses of the 10% imidacloprid + 2.5% moxidectin topical solution . The label 
provides a minimum of 10 mg/kg imidacloprid and 2.5 mg/kg moxidectin . At 2-week 
intervals, the Collies were dosed orally with 4%, then 10%, and then 40% of the 
minimum label dose . See Table 34. 

Table 34: Treatment Dosages Administered Orallv 
Treatment Volume 

Da mL/k Dosa e Comment 
Day 0 0.004 0.1 mg/kg moxidectin This mg/kg dose is 4% of the 

0.4 mg/kg imidaclo rid minimum label dose 
Day 14 0.01 0.25 mg/kg moxidectin This mg/kg dose is 10% of 

1 .0 m imidaclo rid the minimum label dose 
Day 28 0.04 1 .0 mg/kg moxidectin This mg/kg dose is 40% of 

4.0 mglkg imidacloprid the minimum label dose 

Route of Administration : Orally, by gavage 

Frequency of Treatment : Once at each dose level, on Days 0, 14, and 28 

Stud~si~n: The Collies were previously screened for ivermectin sensitivity. On 
Day 0, all 5 Collies were dosed orally with 0.004 mL/kg of the 10% imidacloprid + 
2.5% moxidectin topical solution . On Day 14 they were dosed orally with 0.01 
mL/kg of the product. On Day 28 they were dosed orally with 0.04 mL/kg of the 
product. On treatment days, clinical observations and scores for moxidectin toxicosis 
were conducted immediately after dosing and at l, 2, 3, 4, 6, 8, 12, 14, and 24 hours 
post-dosing. On other study days, clinical observations were performed rivice daily 
until the end of the study on Day 42 . Dogs were weighed prior to dosing on Days 0, 
14, and 28. 

Variables Measured : Clinical observations (systemic and oral cavity), scores for 
neurological signs typical of moxidectin toxicosis (depression, ataxia, mydriasis, 
salivation, muscle fasciculation, and coma), and body weights 

Results: 
Clinical Observations : The prescreened ivermectin-sensitive Collies remained 
asymptomatic following oral administration of 0.004 mL/kg and 0.01 mL/kg of the 
10% imidacloprid + 2.5% moxidectin topical product on Days 0 and 14, respectively. 
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However, following oral administration of 0.04 mL/kg on Day 28, 4 of the 5 Collies 
developed signs of severe moxidectin toxicity. Two hours post-dosing, one dog had 
ataxia . Clinical signs progressed from 3 to 8 hours post-dosing. Adverse reactions 
included depression, ataxia, mydriasis, salivation, muscle fasciculation, and coma. 
The four Collies that became comatose were euthanized at 8 hours post-dosing 
without attempting treatment. One Co11ie did not exhibit any signs of moxidectin 
toxicity throughout the study. See Table 35. 

Table 35 : Number of Collies Affected with Clinical Si~ns Post-Dosin~ 
Clinical Signs Hours Post Ddsin 

0 1 2 3 4 6 8 
D ression 0 0 0 3 3 4 4 
Ataxia 0 0 1 3 3 4 4 
Mydriasis 0 0 0 3 2 4 3 
Salivation 0 0 0 2 2 3 0 
Muscle Fasciculation 0 0 0 3 3 4 0 

~ Coma 0 0 0 0 0 0 4 

Conclusions: Oral administration of 0.04 mL/kg (40% of the minimum label dose) 
af 10% imidacloprid + 2.5% moxidectin caused ataxia, depression, mydriasis, 
salivation, muscle fasciculation, and coma in ivermectin-sensitive Collies . The 
results of this study support the bolded Contraindications label statement "Do not 
administer this product orally" and a Warnings statement to ensure that dogs do not 
lick the product after topical application. 

7) Clinical Safety Evaluation of Imidacloprid + Moxidectin Applied Dermally to 
Do~s (Study #151 .252, Report #75280) 

Pur~se: The objective of this study was to assess the clinical safety of topically-
applied imidacloprid + moxidectin in dogs when administered by dog owners under 
the conditions of actual field-use . 

Study Monitor: Daniel K. Ciszewski, DVM, MS 

Investigators and Locations: 
Lisa Arthur, DVM, Harris Blvd Veterinary Clinic, Charlotte, NC 
Roger Becker, DVM, Independence Animal Hospital, Independence, MO 
Richard Mauldin, DVM, Hillcrest Animal Hospital, Oklahoma City, OK 
Craig Staehle, DVM, The Gentle Doctor, O'Fallon, MO 

Animals : A total of 207 client-owned dogs from 92 different househoIds were 
enrolled in the study. A total of 196 dogs, from 83 households, completed the study. 
Of the 196 dogs, 128 (59 males and 69 females) were in the imidacloprid + 
moxidectin group, and 68 c~ogs (28 males and 40 females} were in the active control 
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group. Of the 196 dogs, 45 breeds were represented with the predominant breeds 
being mixed (33/ 16.8%), Yorkshire Terrier (13/ 6.6%), Labrador Retriever (9/ 4 .6%), 
Shetland Sheepdog (8/ 4.1 °/a), Dachshund (8/ 4.1 %), and Australian Shepherd (7/ 
3.6%) . Also included were Collie crosses (4/ 2.0%), Shetland Sheepdog crosses (3), 
Border Collie crosses (2), Australian Shepherd cross (1), Shetland 
Sheepdog/Australian Shepherd cross (1), and Australian Cattledog (1). Dogs treated 
with imidacloprid + moxidectin had an age range of 3 months to 15 years old, and a 
weight range of 4 to 157 pounds. 

Treatment Dosa es: Each dog was treated with the recommended (label) unit 
dose volume for its weight range. 
ADVANTAGE MULTI for Dogs (10% imidacloprid + 2.5% moxidectin) 

The label provides for a minimurn of 10 mg/kg imidacloprid and 2.5 
mg/kg moxidectin 

Active Control: REVOLUTION (selamectin) 
The label provides for a minimum of 6 mg/kg selamectin 

Route of Administration : Topical . For dogs ~O lbs, imidacloprid + moxidectin was 
applied directly to the skin in one spot between the shoulder blades . For dogs > 20 
lbs, imidacloprid + moxidectin was applied evenly in 3-4 spots on the top of the back 
from the shoulder to the base of the tail . 

Frequency of Treatment: Dog owners administered one treatment every 30 days for a 
total of 3 applications . 

Study Desi~n: The study was randomized and controlled, and attending veterinarians 
and dog owners were masked to treatment. Attending veterinarians performed 
baseline physical examinations and heartworm tests on all dogs. Treatments were 
administered by the dog owners according to written and oral instructions provided by 
the veterinarian . Owners treated their dogs on Days 0, 30, and 60. On treatment 
days, owners observed their dogs for untoward reactions at 30-60 minutes, 4-6 hours, 
and 22-26 hours after treatment . Within 7 days following the final treatment, owners 
brought their dogs back to the veterinary clinic for a post-study physical examination 
and assessment . 

Variables Measured : Dog owners recorded their observations on study forms. 

Results: See Table 36 for owner-recorded post-treatment observations . 
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Table 36: Owner-Recorded Post-treatment Observations 
Observation Imidacloprid/Moxidectin 

(128 do s) 
Active Control 

(68 do s) 
Pruritus 19 dogs (14. 8 %) 7 dogs (10.3 %) 
Residue 9 dogs (7.0%) 5 dogs (7.4%) 

Medicinal Odor 5 dogs (3.9%) None observed 
Lethargy. 1 dog (0.8%) 1 dog (1 .5%) 

Inappetence 1 dog (0.8%) 1 dog (1 .5%) 
Hyperactivity ~ 1 dog (0.8%) ~ None observed -~ 

Concurrent Medications: Other products used concurrently with imidacloprid/ 
moxidectin during this field study included ACE inhibitors, anticonvulsants, 
antihistamines, antimicrobials, chondroprotectants, corticosteroids, 
immunotherapeutics, MAO inhibitors, NSA~s, ophthalmic medications, 
syrnpathomimetics, synthetic estrogens, thyroid hormones, and urinary acidifiers . 

Conclusions : Adverse reactions associated with the administration of imidacloprid + 
moxidectin topical solution once monthly for 3 months included: pruritus, 
flaky/greasy residue at the application site, medicinal odor, lethargy, inappetence, and 
hyperactivity. 

8) Serum Pharmacokinetics of Imidacloprid 10% w/v / Moxidectin 2 5% w/v S~ot-
on in Do~s Auplied Once per Month for Three Consecutive Intervals (Study 
#141 .329, V00-006, Report #24953) GLP laboratory study 
[In a non-GLP follow-up study to Study #141 .329, V00-006, serum 
concentrations of moxidectin were assessed at 8, 12, and 16 weeks after the third 
(last) imidacloprid + moxidectin application. Report #24965] 

Pu ose : The objective of this study was to evaluate the pharmacokinetics of topical 
10% imidacloprid + 2.5% moxidectin solution at the minimum label dose of 0.1 
mL/kg. 

_Investi~ator & Location : Dr. G. Beddies, Bayer AG, Animal Health - R&D, 
Leverkusen, Germany 

Animals: 10 adult Beagle dogs, 1 .5 to 2.75 years of age, between 21 .6 and 34.8 
pounds; 4 males and 6 females per treatment group 

Treatment Dosa~es : 0.1 mL/kg of 10% imidacloprid + 2 .5% moxidectin topical 
solution, providing l0 mg/kg imidacloprid and 2 .5 mg/kg moxidectin 

Route of Administration : Topically in one spot onto the skin of each dog's back 
between the shoulder blades 
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Study Desig~: The dogs were treated once monthly on Days 0, 30, and 60 . PK blood 
samples were collected pretreatment and at l, 2, 4, 6, 8, and 12 hours and 1, 2, 3, 7, 
14, 21, and 28 days after the first treatment; and at 2, 4, and 8 hours and 1, 2, 3, 7, 14, 
21, and 28 days after the second and third treatments. [In the follow-up study, PK 
samples were collected from 8 of the 10 dogs, 8, 12, and 16 weeks after the third 
treatment.] Serum moxidectin concentrations were measured using High Pressure 
Liquid Chromatography (HPLC) with fluorescent detection and imidacloprid 
concentrations were analyzed with turbulent flow chromatography/tandem mass 
spectrometry . Clinical examinations were conducted on Days 1, 14, 28, 30, 44, 58, 
60 and 88 . 

Results : See Tables 37, 38, and 39 for pharmacokinetic (PK) results. 

Table 37 : Serum Imidacloprid PK Variables for 28 Davs after Rac.h l~nce 
Application Cmax Tmax , time Range, last day of 
Interval mcg/L post-dosing, quantifiable concentrations 

mean ; ran e mean; ran e of imidaclo rid in serum3 
Day 0 - 28, 69 .5 mean; 31 hrs mean; Days 3 to 7 
Dosed on Day 0 27 .6 - 207.4 8 hrs - 3 days (3 to 7 da s ost dosing) 
Day 30 - 58, 49 .1 mean; 31 hrs mean; Days 33 to 44 
Dosed on Day 30 17 .5 - 98 .9 1 - 2 days (3 to 14 days ost closing) 
Day 60 - 88, 44 .8 mean; 25 hrs mean; Days 61 to 67 
Dosed on Day 60 19 .3 - 130.6 4 hrs - 2 days (1 to 7 days ost dosing)4 

" (:max ~s the maximum serum concentration 
2 Tmax is the time of Cmax post-dosing 
3 Limit of quantification 10 mcg/L . 
4 One dog did not have quantifiable concentrations at any time during this dosing 

interval 

Table 38 : Serum Moxidectin PK Variables for 2R nav~ after F.anh T~nce 
Application Cmax AUC for 28 Tmax, time Moxidectin (mcg/L) 
Interval mcg/L day interval post-dosing, 28 days post-dosing 

mean; SD~ mc "da /L mean ; ran e 
Day 0 -- 28 18.1 mean; 324.6 mean; 93 days mean; On Day 28: 

5 .1 SD 68 .5 SD 1 - 21 days 10.5 mean; 2.9 SD 
Day 30 -- 58 22.6 mean; 471 .5 mean; 4.6 days mean; On Day 58 : 

3 .6 SD 79 .0 SD 2 hrs - 7 da s 15 .9 mean; 3.3 SD 
Day 60 -- 88 33 .5 mean; 596.4 mean; 4.6 days mean; On Day 88 : 

6.1 SD 91 .8 SD 8 hrs - 28 days 18.8 mean; 4.1 SD 
- ~t~ is tne standard deviation 
2 AUC is area under the curve 
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Table 39: Serum Moxidectin Levels at 8. 12 and 18 Weeks afte,- thP na~ ~n r~.,~P 
# of Weeks after Da 60 Dose Serum Moxidectin Concentration mc L v 
8 weeks 6 .3 mean; 2 .3 SD 
12 weeks 2 .7 mean; 1 .4 SD 
16 weeks 1 .3 mean; 0.7 SD 

Conclusions: When imidacloprid + moxidectin topical solution was administered 
topically to 10 adult Beagle dogs at the minimum recommended dose of 10 
mg/kg imidacloprid and 2.5 mg/kg moxidectin, serum concentrations tended to 
fluctuate over one dosing interval within any given subject and the time to peak 
concentrations occurred from about 1 day to 21 days after topical administration . 
At 28 days after treatment with imidacloprid + moxidectin topical solution, 
serum levels of moxidectin were still high . Steady state conditions are to be 
expected within four to five consecutive 30-day application intervals. With 
regard to imidacloprid, up to a 10-fold variation in peak concentrations was 
observed, but the duration of systemic exposure was consistently short among all 
study subjects . 

4. HUMAN FOOD SAFETY: 

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

S. USER SAFETY: 

The product labeling contains the following information regarding safety to humans 
handling, administering, or exposed to ADVANTAGE MULTI for Dogs : 

"Not for human use. Keep out of the reach of children . 
Children should not come in contact with application sites for two (2) hours after 
application. 
Causes eye imtation . Harmful if swallowed. Do not get in eyes or on clothing . Avoid 
contact with skin . Wash hands thoroughly with soap and warm water after 
handling . If contact with eyes occurs hold eyelids open and flush with copious 
amounts of water for 15 minutes . If eye irritation develops or persists, contact a 
physician . If swallowed, call poison control center or physician immediately for 
treatment advice . Have person sip a glass of water if able to swallow . Do not induce 
vomiting unless told to do so by the poison control center or physician . People with 
known hypersensitivity to benzyl alcohol, moxidectin, or imidacloprid should 
administer the product with caution. In case of allergic reaction, contact a physician. If 
contact with skin or clothing occurs, take off contaminated clothing . Wash skin 
immediately with plenty of soap and water. Call a poison control center or physician 
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for treatment advice . The Material Safety Data Sheet (MSDS) provides additional 
occupational safety information. 
For a copy of the Material Safety Data Sheet (MSDS) or to report adverse reactions call 
Bayer Veterinary Services at 1-800-422-9874 . For consumer questions call 1-800-255-
6826." 

The bolded human warnings "Children should not come in contact with 
application sites for two (2) hours after application" and "Wash hands 
thoroughly with soap and warm water after handling" were based on Human Risk 
Assessment determinations . The risk assessment estimated the potential human 
(adult and toddler) acute and chronic dermal, toddler hand-to-mouth oral exposure 
levels, and levels of concern from contact with a treated dog. The risk assessment 
factors, pet surface-to-human transfer dose, dermal absorption, and No Observable 
Adverse Effect Levels (NOAEL), were derived from data for imidacloprid, 
moxidectin, or related compounds in toxicity or pharmacokinetic studies in laboratory 
animals, a pharmacokinetic study in adult human volunteers, or cotton glove stroking 
(drug recovery) studies in dogs . 

6. AGENCY CONCL USIONS: 

The data submitted in support of this NADA satisfy the requirements of section 512 
of the Federal Food, Drug, and Cosmetic Act and 21 CFR Part 514. The data 
demonstrate that ADVANTAGE MULTI for Dogs, when used according to the label, 
is safe and effective for the prevention of heartworm disease caused by Dirofilaria 
immitis. ADVANTAGE MULTI for Dogs kills adult fleas and is indicated for the 
treatment of flea infestations (Ctenocephalides felis) . ADVANTAGE MULTI for 
Dogs is also indicated for the treatment and control of the following intestinal 
parasites : 

Intestinal Sta e 
Intestinal Parasite Adult Immature 

Adult 
Fourth Stage 

Larvae 
Hookworm Ancylostoma caninum X X X 
Species Uncinaria stenoce hala X X X 
Roundworm Toxocara canis X 
Species Toxascaris leonina X 
Whi worm Trichuris vulpis X 

a. Marketing Status : 

The drug is restricted to use by or on the order of a licensed veterinarian because 
professional expertise and proper diagnosis are reyuired to determine the existence of 
heariworm infections and to monitor the safe use of the product. 
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b. Exclusivity: 

Under section 512(c)(2)(F)(ii) of the Federal Food, Drug, and Cosmetic Act, this 
approval qualifies for THREE years of marketing exclusivity beginning on the date of 
approval. Exclusivity is based on the conduct of new studies for substantial evidence 
of effectiveness and new target animal safety data . 

c. Patent Information: 

ADVANTAGE MULTI for Dogs is protected under the following U.S. patent 
numbers: 
U.S . Patent Number Date of Exuiration 
6,232,328 May 12, 2015 
6,001,858 November 27, 2015 

7. ATTACHMENTS: 

Facsimile labeling is attached as indicated below: 
Package Insert 
Calendar Reminder Stickers 
Tube Labels 
Foil Backing for Blister Pack 
Dispensing Container Carton (Multi Carton) 
Display Carton 
Shipping Carton 
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FOR DOGS 
(imidacloprid + moxidectin) 

Topical Solution 
Onca-a-month topical soludon for Uie preventian of hearlworm dlsease, kflls aduft tleas, Is indlcated 

for the tr~6neat of flee h~Mons, as well as the treafitent and eontrol of intesBnal paraslte 
intectbns in doys and pupples lhat aie at bast 7 weeks of age and That welgh at I~st 3 Ibs. 

UUTION: 
Federal (U.S .A.) Law restricts this drug to use by or on the 
order of a licensed veterinarian. 

DESCRIPTION: 
Advanfage Multi"' for Dogs (io% imidacloprid + 2.5% 
moAdectin) is a colodess M yellow ready-to-use solution 
packaged in single dose applicator tubes for topical treatmrnt 
of dogs. The formulation and dosage schedule are designed 
to pravide a minimum of 4.5 mg/Ib (10 mg/kg) 
unidacloprid and 1 . t mgllb (2.5 mg/kg) mozidectin based 
on body weight. 

Lnidacloprid is a chloronicotinyl nitroguanidine 
insedicide . 'Ihe chemical name for icnidacloprid is 
1-[(6-Chlora-3-pyridinyl)methyl]-N-nitro-
2-imidazolidinimine . Moaidectin is a sunisynthetic 
macrocyclic ladone endectocide derived from the 
actinamycete Streptomycetes cyaneogriseus nonryanogrnus. 
The chemical name for moxidoctin is (6R, 23E, 25S(E)]-
S-O-Demethyl-28-deoxy-25-(1,3-dimethyl-l-butenyl)-
6,28-epoxy-23-(methoxyimino) milbemycin B. 

INDIGTIONS: 
Advantage Multi_for Dogs is indicated for the prevention 
of heartworm disease caused by Dirofilaria immitis. 
Advantage Multi for Dogs kills adult fleas and is 
indicated for the ueatment of flea infestations 
(Ctenocephalidu fdis). Advantage Multi for Dogs is also 
indicated for the treatment and control af the following 
intestinal Darasites: 

Intestlnal Paroske 
Inh~stinal SW e 

pdult Immature % Faurth Stage 
Adult larvae 

Hookworm A ronw~munu m z z z 
Urrcinada mnore ala X X X 

Roundwarm Taaaromnis X X 
Spedes Tacasmriskonlna X ,-- 

Whi rm ~Tiidxtdswl ' X ' 

corirRaiNOiunoNS : 
Do not administer this prodact orslly. (See WARNINGS .) 
Do not use this produd (containing 2.5% moxidectin) on cats 

WARNINGS 
For the fust 30 minntee aRa appliuHon. 

Enwn thrt do~ camot lidc the pmduct from 
appllcation aita on themedva or other 
unted dop, and 

Separue tmted dog~ fr~ oae another and fr~ 
otha pefs to rodoce the rLk of acddenml ingation. 

Ingestlon of this prodatt bY dogs may ause seriooe 

ealivaUon, dilated ~oo~on, 
PanHog, and gmaalized moscle tremors. 

In evermedin emeiHve dogs.'the dgoe may be 
mox aevem and may Indude coma and daxh." 

'some do~ ere more seoarive to wam«tins ~u to a muhaaa in 
the MDRI grna~q~ wlth this mumtlon maY develoP signs of severe 
avermecdn twdcityty i~they ingat this pioduct.'[he most common 
bmds associated wlth tlila mutation Induds Ca~lies and Collie ansses. 

° AItFwugh therc is no speci5c antagonis[ (or avermecdn tam'dty, even 
sevcely a6echd dogs have completety [ecovaed (rom averm«tin 
tomdty with inhnsive vetainary aupportive care. 

HUMAN WARNINGS: 
Not for hwnen use. Reep out of the xea~L of dtildmn . 
Children should not come in contact with 
appliation mtes for two (2) houm after appllcatioa 
Causes eye uritation. Harmful if swallowed. Do not get in 
ryes or on clothing. Awid contact with sldn . Wish hands 
Utocuughly with eosp and warm waur after handllng. 
If contact with eyes accurs hold eyelids open and flush with 
copious amounts oFwater for 15 minutes . ff eye itritation 
develops or persists, wntact a physician. If swallowed, call 
poison control center or physician immediately for treatment 
advice. Have person sip a glass of waur if able to swallow 
Do not induce vomiting unless tald to do so by the poison 
cnntrol center or physician. People with la~own 

hypecsensitivity to benzyl alcohol, moudectin, or 
imidacloprid should administer the produd with caution 
In case of allergic reaction, contact a physirian. If wntact with 
sldn or dothing occurs, take off contaminated dothing. Wash 
sldn immediately with plenty of soap and watec Call a poison 
control cenur or physician for treatmrnt advice . 
The Ivlaterial Safety Data Sheet (MSDS) provides additional 
occupational safety information. 

For a copy of the Material Safety Data Sheet (MSDS) or to 
report adverse reactions call Bayer VMerinary Services 
at 1-800-422-9874 . For conswner questions call 
1-800-255-6826 . 

PRECAUilONS: 
Do not di~~~ dose applicator tubes without complete 
safety and administratian information. 
Use with caution in sick, debilitated, or underweight animals. 
The safety of Advantage Mulri for Dogs has not been 
established in breeding, ant, or lactating dogs. The safr 
use of Advantage Mu H~~' Dogs has not been established 
in puppies and dogs less than 7 weeks of age or less than 31bs. 
bodyweight 

Prior w adminisuation of Advantage Multi for Dogs, 
dogs should be tested for ~sting heartworm infrction. At the 
disaetion of the veterinarian, infrded dogs should be treated 
with an adulticide to remove adult heartworms . Advarrtage 
Multi for Dogs is not effective against adult D. immitis . 
While the number of circulating microfilariae may decrease 
following treaunent, Advantage Multi for Dogs is not 
effective for micto5lariae clearance . (See ANIMAL SAFETY 
- SafetY Study In Hearlworm-Positive Doge .) 

ADVERSE REACTIONS: 
Fidd Studies: Following treatment with Advantage Multi 
for Dogs or an active wntroL dog ownas reported the 
following post-ueatmrnt reactions: 

OBSERYATION AdrmNagrMu10~118 Aclhe(aitraln~8 

PneiWS 19doqs/11.896) 7dags/103%) 
Resldue 9 dogs (7.0%) S dogs (1.4%) 

McdidnalOda Sdogs(3.9%) Noneobserved 

~~'.__. .. . ._ . .. _~~ 
I 

...____ . ~ a~ lo.a~l _. _ ----- 
1 (0.896) 

~ doy lis%) 11 ---- - - 
1 (15%) 

~ iry ta ~0.8%) Noneobserrca ' 

During a field study using 61 dogs with pre-existing flea 
allergy dermatitis, one (1 .6%) dog experienced localized 
pruritus immediauly after imidacloprid application, and 
one urnstigator noted hyperkeratosis at the application site 
of one dag (1 .6%) . 

LaboraWry Effectiveness Studies: One dog in a laboratory 
effectiveness study experienced weakness, depression, and 
unsteadiness between 6 and 9 days after application with 
Advantage Multi for Dogs . The signs resolved without 
intervention by day 10 post-application. The signs in this dog 
may have been related to peak secvm levels of moxidectin, 
which vary between dogs, and occur between 1 and 21 days 
after application of Advantage Mu1ti for Dogs. 

The following dinical observations aLso occurred in 
laboratory effectiveness studies following application with 
Advantage Multi for Dogs and may be directly attributed 
to the drug or may be secondary to the intestinal parasite 
burden or other underlying wnditions in the dogs: 
diurhea, bloody stools, vomiting, anorexia, lethargy, 
coughing, ocular discharge and nasal discharge . 
Observations at the application sius included damp, stiff 
or greasy hair, the appeuance of a white deposit on the 
hair, and mild erythema, which resolved without treatment 
within 2 to 48 hours . 

~~R Bayer HealthCare 
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Foreign Marlcet B~erience: Because the following events 
were reported voluntarily during post-approval use of the 
produd in foreign mukets, it is not always possible to 
reliably establish a causal relationship to drug exposure . 
The following adverse events wue reported in humans: eye 
irritation, allergic readions, skin irritation, sldn tingling, 
sore throat, and chemical odor. Adverse events reported in 
dogs topically treated with imidacloprid + moudectin for 
dogs included : vomiting, diarrhea, bloody diarrhea, 
salivation, poor appetite, lethugy, weakness, resUessness, 
agitation, disorirntation, ataua, muscle tremors, seizures, 
panting, labored breathing, acute pulmonary edema, hives, 
rash, swollen face and ears, pruritus, erythema, alopecia, 
hot spots, local discomfort, and discolorarion of the hair 
at the application site. Accidental oral ingestion in dags 
caused salivation, vomiting, musde tremor, seizures, 
mydriasis, ata~ua, lethargy; disorientation, agitation, and 
poor appetite . Adverse reutions reported in cats treated 
topically with imidacloprid + mozidectin for dogs induded 
application site and skin reactions, vomiting, lethargy, 
agitation, and neurologic signs . 

To report a suspected adverse reaction, call 1-800-422-9874. 

DOSAGE AND ADMINISTRATION: 
The recommended minimum dose is 4.5 mg/lb (10 mg/Icg) 
imidacloprid and 1.1 mg/lb (2 .5 mg/kg) moAdectin, ance a 
month, by tapical administration. 
Do not apply to irdtated skin. 
7 . Remwe one dose applicator tube (tube) from the package. 
Av spa.ified in the following table, administer the entire 
conunts of the Advantage Mulri"' for Dogs tube that 
correctlY corresponds with the bodv weiattt of the do¢. 
~9~b.) Adx~geMuMi ~~`a~ie Imi'd~pdd N~ 

3-9 MmntogeMWt19 OA 10 10 
9.1-20 Ad~aiHOqeMWd10 1 .0 100 15 
20,1-SS AdraMagtAWdlifS ~ ZS I 150 625 
SS.1-E6' Ad~antaqtMule'88 i 4.0 100 100 
'Dogs over 88Ibs. ahould be treated with the appropriate combination 
of Advantage Multi for Do tutxs. 

I `"~1~ l ~l ~`~ 1 I 
2. While holding the tube in an upright posiGon, remove the 
cap from the wbe. 

3.'Ilun the cap over and push the other rnd of cap onto the tip 
of the tube. 

4. Ttvist the cap to break the seal and then remove cap from 
the tube. 

izi 

li, 1 ~ ~t 

S. The dog ahould be standing for application. Pact the hair on 
the back of the dog between the shoulda blades until the 
sldn is vis~ble. For dogs wei~ing?A Ibs. or less, place the tip 
of the tube on the sldn and apply the rntire contents directly 
on the exposed skin at one spot betwem the shoulder blades. 
For dogs weighing more tl~an 201bs ., place the tip of the 
tube on the sldn and apply the entire contents directly on the 
exposed sldn at 3 or 4 spots on the toy of the ba~kline from 
the base of the neck to the upper back in an area inaccessible 
to licldng. Do not apply an amount of solution at any one 
location that could run off the side of the dog. 

Do not let this product get in your dogs mouth or eyes. 
Do not allowthe dog to 1kk any of the appliation sitea for 
30 minutn. In households with multiple pets, keep ea~ 
treated dog separated from other ueaud dogs and other pets 
for 30 minutes after application to prevent licldng the 
application sitea. (See WARNINGS.) 

Stiff t~air, a damp appearance of the hair, pink sldn, or a slight 
powdery residu may be obsernd at the application site on 
some animals . This is temporary and does nar affect the safety 
and effectiveness oEthe product. 

Shampooing 90 minutes after treatrnent does not reduce the 
effectiveness ofAdvantage Multi for Dogs in the prevention 
of heartworm disease . 

Shampooing or water immecsion 4 days afrer trratment will not 
nduce the eflectiveness ofAdvantage Multi for Dogs in the 
treatrnrnt of flea infestations. However, shampooing as ofren 
as once weekly may reduce the effectiveness of the produa 
against flras. 

Heartworm Prevention: For prevention of heartworm 
disease. Advantage Multi for Dogs should be rt,;~~~P~l 
at one-month intervals. Advantage Multi for Dogs may be 
adm'vtistered year-round or at a minimum should start one 
month before the first acpected e~osure to mosquitces and 
should continue at monthly intervals until one month after the 
L~st exposure to mosquitces . If a dose is missed and a 30-day 
interval belween doses is exceeded administer Advantage 
Multi for Dogs immediately and resume the monthty dosing 
schedule. When replacing anotha heattworm prevrntafive 
product in a heartworm prevention the Srst 
ffeatment with Advantage Multi Dogs should be given 
within ane mornh of the last dose of the forma medication. 

Flea Treaunrnt For the heatmmt of flw infestations, 
Advantage MuIN for Dogs should be adminiscemd at 
one-month intervals . ffthe~g is already infested with 
fleas when the firsc dose of Advwttage Multi for Dogs is 
adtninistered, adult fleas on the dog will be lal~ed . However, 
minfestation from the emeigence of pre-atisting pupae in the 
amironment may continue to occui for siz weeka or longu 
after treatment is initiated 

Dogs treated with imidacloprid, including those with pre-adst-
ing flea allergy dermatitis have shawn clinical improvement as a 
direct result of elimination of fleas from the dog. 

Treatment and Control of Inteatinal Nematode Infections: 
Por the treaUnent and control of intestinel hookworm 
infections caused by Antylostoma caninum and Uncinaria 
strnocephala (aduka. immature adults and fourth stage larvae) 
and roundworm infections caused by Toxocara canis (adults 
and fourth stage larvae), and Toxascaris konina (adults), and 
whipworm infections caused by Trichuris vulpis (aduhs), 
Advantage Multi for Dogs should be administered once as 
a single topical dose. 

ANIMAL SAFETY: 
In a controlled, double-masked, field safety study, Advantage 
Multi, fnr Dogs waa admittistered to 128 dogs of various 
breeds, 3 months to 15 years of age, weighing 4 to 157 pounds . 
Advantage Multi for Dogs wes used sefely in dogs 
wncomitantty receiving ACE inhibitors, anticonwlsanu, 
antihistamines, antimicrobiaLc, chondroprotectarts, 
corticosteroids, immunotherapeutics, MAO inhibitors, 
NSAIDs, ophthaltnic medications, sympathomimetics, 
synthetic estrogens, thyroid hormones, and urinary acidifiers. 
Owners reported the foIIowing signs in their dags afrer 
application of Advatttage Multi for Dogs: pruritus, flaky/ 
greasy residue at the treatment sitt, medicinal odor, lathugy; 
inappetence, and hypenctivit~: 
(See ADVERSE REACTIONS.) 

Safety Study in Pnppies: Advantage Multi for Dogs was 
applied topica(ly at 1, 3 and SX the ncommended dose to 
7-week-old Bea~e puppies once evay 2 werks for 6 
treatments on days 0,14, 28, 42, 56, and 70. Loose stools and 
diarthea were observed in all groups, induding the controls, 
throughout the sludy. Vomiting was seen in one puppy from 
the IX treatrnent group (day 57), in two puppies ftom the 3X 
treaUnent group (days 1 and 79), and in one puppy from the 
SX treaUnent group (day 1). Two puppies each in the 1X, 3X, 
and SX groups had decreased appetites wittiln 24 hours 
post-dosing. One puppy in the 1X treatment group had 
pruritus for one hour following the fikh tream~ent A puppy 
from the SX trea~ent group displayed rapid, dit5cult 
breathing from 4 m 8 hours following the second treatment 

Dormal Doae Tolerance Study : Advantage MuIH for Dogs 
was administered topically to &monthold Beagle dogs at l OX 
the recommended dase once. One dog showed signs of 
treatment site irritation aRer application.ltvo dogs vomited, 
one at 6 hoius and one at 6 days post-treaVnenL Inaeased 
RBC, hemogiobin. activated partial thromboplastin, and dired 
bilirubin weie obsaved in the treated group. Dogs in the 
treated group did nat gain as much weight as the wnhnl group . 

Safety Study in Heartworm-Posihve Dogs: Advantage 
Mteltt for Dogs was administered topically at 1 and SX the 
recommended dose every 14 days for 3 treatmenu to dogs 
with adult hoartworm infections and circulating microfilariae . 
At SX, one dog was observed wmiting three hours after the 
sewnd treatmrnt Hypersensitivity reactions were not seen in 
the SX treaUnent group. Microfilariae wunts decreased 
with treatrnrnt. 

Onl Safety Study in Beagles: Advantage Mu1N for Dogs 
was adminigtered once o~ally at the recommended topical dose 
to 12 dogs. Six dogs vomited witlvn 1 hour of receivuig the 
test ar6ide, 2 of these dogs wmited ag~ain at 2 houis, and 1 dog 
vomited again up to 18 hours post-dosing. One dog eghibited 
shaldn8 (nervousness)1 hour post-dosing. Another dog eahib-
iud abnorn~al neurological sigis (c9rding, ataxia, general;ud 
muscle hanors, and dilated pupits with a slow pupillary light 
response) starting at 4 hours post-dosing through 18 hours 
post-dosing. Without treatment, this dog was neurolo8ically' 
normal at 24 hours and had a normal appetite by 48 hours 
post-dosing. (Sce COIV1'RAINDICATIONS.) 

Dermal Safety S m Ivermactin-Sensitive Collies: 
Advantage Mulh'~nr Dogs was administered topically at 
3 and SX the recommended dose every 28 days for 3 
treatments to Collies which had been pre-screened for 
avermectin sensitivity. No clinical abnormalities were 
observed 

Oral Safety Study in Ivermectin-Sensitive Collies: 
Advantage Multi for Dogs was administered orally to 
5 pre-saeened ivermectin-sensitive Collies. The ('.ollies were 
asS'mPt°matic afta ingesting 10% of the minimum labeled 
dose . At 40% of the minimum mommended topical dose, 
4 of the dogs expetienced neurological siBns indicative of 
avettnectin toxicity inclading deptpssion. ata~da, mydrias9s, 
salivation> muscle fasciculation. and coma, and wue euthan'vxd 
(See CONl'RAiNDICAITONS.) 

STORAGE INFORMATION: 
Store at temPeratures between 4°C (39°F) and 30°C (86°F), 
avoiding excess heat or cold . 

HOW SUPPLIED: 
Code ApplicaHons Per Pacl~ge 
08891459 6 z 0.4 mL tubea 
08891962 6 x 1.0 mL Wbes 
08891470 6 x 2.5 mL tubes 
08891489 6 x 4.0 mL tubes 
ed~yen~m~po~e~ya~ea~~rnKrorowr~yus.~s,~~~,~ds.aotess. 
089M698. A.0 Octaber 2006 
NADA #141-251, Apprmed by FDA 
~ 2006 B¢yer HralthCare LLC 
Bayer, the Bayer Cross and Advantage Multi are trademarks of Bayer. 

~ Bayer HealthCare 
eayer riea~mcare uc 
Mimal Healtti oivision 
Shawnee Mission, Kansas 66201 U.S .A. 



. 

" 

08944906,R.0 

Use these calendar stickers to 
remind you when your pet is due 
for its next monthly application of 

FOR DOGS 
(imidacloprid + moxidectin) 
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t~c~srnwn 
FaJa~9.t-10U5 . ~ 
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FOR DOGS 55 
(250 mg imidadoprid » 62.5 mg moxide<6nl 

/ }y iopca~sdution ~Bayer Fordogs 20.1-SSlbs . ~~~6, R .i 2.5 mL 
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FOROOG54 L~ 
(400 mg imidadoprid + 100 mg moxidectin) 

~-~, Topic~ Sdution 
(if,.l For dogs 55 .1-88 Ibs. ~ Bayer 

4.~ ITI~ 08944884, R.1 
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~~ 9 FOR DOGS 
(imidaclo prid + moxidectin) 

DO NOT 
Topical Solution 

ADMINISIER 
oRALLY qp mg imidacloprid + 10 mg moxidectin 

For dogs 3-9 Ibs . 

OA mL See package insert fa salely and administrabon 
~ B 089A8111, R.0 infamadan prior to use. ayer 

" 

~~~ 9 FOR DOGS 
(imidacloprid + moxidectin) 

DO NO7 Topical Solution 
ADMINISTER 
ow~LLV. qp mg imidacloprid + 10 mg maxidectin 

fa~ dogs 3-9 Ibs. 

0.4 mL See package insert (or safeq and administradan 
08948111, H .0 inlorma0an p~w to use. ~ Bayer 

~~ 9 FOR DOGS 
(imidacloprid + moxidectin) 

DO NOT Topical Solution 
ADMINISTER 
ow1LLY. qp mg imidacloprid + 10 mg moxidectin 

For dogs 3-9 Ibs. 

0.4 mL See padcage insert fw safely and administraUon 
08948111, ILO infama6on pria to use . ~ Bayer 
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FOR DOGS ZO 
(imidacloprid + moxidectin) 
DO NOT Topical Solution 

ADMIN~STER 
opauv. ~pp mg imidacloprid + 25 mg moxidectin 

For dogs 9.1-20 Ibs. 

1 .0 mL See pxkage insert far salety and administration 
08998138, R.0 information pria to use. ~ Bayer 

" 

FOR DOGS M `O 
(imidacloprid + moxidectin) 

DO NOT Topical5olution 
ADMINISTER 
oRALLr. ~ pp mg imidacloprid + 25 mg moxidectin 

For dogs 9.1-20 Ibs . 

1 .0 mL See padcage insert for safely and adninistradon 
08948138, R .0 informadon prior to use. ~ Bayei 

~ .. 

FOR DOGS 
(imidacloprid + moxidectin) 
DO NOT Topical5olution 

ADMINISTER 
oRAL~r. ~pp mg imidacloprid + 25 mg maxidectin 

For dogs 9.1-20 Ibs. 

1 .0 mL See package insert for safety and administration 
08998138, R.0 information prior to use. ~ Bayei 
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FOR DO ~~~ 55 GS 
(imidacloprid + moxidectin) 

DO NOT Topical Solution 
ADMINISTER 
oRAL~r. 250 mg imidacloprid + 62.5 mg maxidectin 

For dogs 20.1-55 Ibs . 

2.5 mL See package insert ior safety and administration 
08948146 p ~ Ba er 0 intormation rior to se , . p u . y 

FOR O ~TM 55 p GS 
(imidacloprid + moxiaectin) 

DO NOT Topical Solution , 
ADMINISTER 

250 mg imidacloprid + 62.5 mg moxidectin 
For dogs 20.1-55 Ibs . 

0 
2 .5 mL See package insert for safety and administration 
08948146, R .0 infamation pria to use . ~ Bayer I1J 

FOR DOGSM 55 
(imidacloprid + moxidectin) o 

DO NOT Topical Solution 2 
ADMINISTER p 

250 mg imidacloprid + 62.5 mg moxidectin 
For dogs 20.1-55 Ibs . 

2.5 mL See package insert for safey and administra6on 
08948146, R .0 iMormation pria to use. ~ Bayer 

" 
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I FOR DOGS " ~ ~ 
(imidacloprid + moxidectin) 

V 

DO NOT Topical Solution 
ADMINISTER 
Ow1LLY qpp mg imidacloprid + 100 mg moxidectin 

For dogs 55.1-88 Ibs. 

I.0 mL See padcage insert far safety and admi nistration 
08948154, R.0 iMormation pria to use. ~ Bayer 

" 

FOR D " r� ~ OGS 
(imidacloprid + moxidectin) 

Y 

DO NOT 
Topical Solution 

ADMINISTER 
ORALLr. 400 mg imidacloprid + 100 mg moxidectin 

For dogs 55 .1-88 Ibs. 
y 
i 
G 

4.0 mL See package insert for safety and administration 
08948154, H.0 in(ormatian prior to use. ~ Bayer 

~C 

~*
. 

" ~ Y FOR 
(imidaclo rid + moxidec ' p tin) o 

DO NOT Topical Solution Z 
ADMINI5TER p 
oRA~~Y qpp mg imidacloprid + 100 mg moxidectin 

For dogs 55 .1-88 Ibs. 

4.0 mL See package insert for safety and administradon 
08948154, B.0 iMamation p~a to use. ~ Bayer 
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,(/ 4 For dogs and puppies 7 weeks 

FOR DOGS and older and 3 to 9 Ibs . 
(imidacloprid + moxidectin) 

Topical Solution 
CONTRAINDICATIONS: 
Do not administer this product arally. (See WAHNINGS.) 
Do rwt use ihis produd (cordaining 2.5% mo~ddectin) on cats. 

For ttie fi~st 30 minutes after application: 
Ensure that dogs cannot lidc 1he product from applicallon siEes on U~ves or oC~er treaEed dogs, and 
Separate treated dogs from one anoUier and irom oCier pets in reduce the risk of acdde~l IngesHon. 

I Ingestion of this Product bY dogs ma9 cause serious adverse reacdons indudin9 deaession~ 
sallvadon~ dlated puplls, lecoordlnatlon~ Pamle9~ and generallmd musde tremors. 

In avennecdn sensitive dogs," the signs may be mare severe ~d may indude coma and deaC~." 
'Some dogs are mae sensNve to avem~ecUns due to a mNalbn in the MDR1 gene. Dogs uNth this mutaEOn may deuelop signs of 
severe avermecUn todctty H tt~ey ingest mis product 1T~e most comman breeds associated wilh mis mNallon Indude Cdlies and 
Cdlie crosses. 
°NUaugh tt~ere is rw speaF~c anqgonis[ far avertneclin tmdcity, even severery affected dogs have wmpletey recwered fran 
avermecGn topcdy with intensive veterinary suppordve care . 
HUMAN WARNINGS: 
Not for human use. Keep out of Uie reach of children . 
Chiidren should not cortce in contact with applicatioo sites for two (2) hours after application 
Causes eye irmation . Harmiul if swallowed . Do not get in eyes or on dothing . Avoid confact with sidn . Wash 
hands Uioroughly wilh soap and warm water aiter h~ing. If cor~tact with eyes occurs, hold eyelids open 
and flush with copious amourds of water tor 15 minutes. If eye irtilation develops or persists, cordact a physician. 
If swallowed, call poison control center or physiaan immediatety for treatrneM advice . Have person sip a glass af 

" water if able m swallow. Do rwt induce vaniGng unless told to do so by llie poison contrd ceMer or physician . 
People wiUi Iv~own hypersersitivity to benryl alcohol, mopdectin, or imidaGoprid should administer the product 
wiTh caution . In case of allergic reacdon, consuR a physician. if coritaact with skin or cbihing occurs, take off 

" cordaminated dothing. Wash sldn immediatery with plerdy of soap and water. Call a poison contrd cerder or 
physician fa treatmeM advice. The Material Safety Data Sheet (MSDS~ provides additional occupational 
safety infamation. 
For a copy of ihe Material Safety Data Sheet (MSDS) or to repat adverse reacUons, call Bayer Veterinary Services 

, at 1-800-422-9874 . Fa consumer questions call 1-800-255-6826. 
PRECAUTIONS: 
Do not dispense dose applicator h~bes without complete safety and administration irrformation. 
Use with caution in sick, debilitated or underweigM animals. 
The safety of Advant2ge Mulli"' fo~ Dogs has not 6een eslablished in breeding, pregnant or laciating dogs . 

" The safe use of Adv2nrdge Multi fOr DOgs has not been established in puppies and dogs less than 7 weeks 
of age or less than 3 Ibs. body weight 
Prior m administration of Advaniage MWIi forDogs, dogs should be tested for ebsting heaAworm irdection . 
At the discretion of the veterinarian, infected dogs should be treated witti an adulticide to remove adutt heart-
wams . Advantage Multi for Dogs is not eitecUve against adutt D. immiGs. YVhile the number of circulaUng 
microfllariae may decrease following treatment, Advantage Mul6 for Dogs is not effective for microfilariae 
clearance. (See Product I~ ANIMAL SAFFfY-Safety Siudy in Heartwonn-Posfdve Dogs tor detalls .) 

CLINIC IMPRINT AREA 

08891154 ~ Bayer 

R 

~~~~ .R. 
Beyer HeakhCare LLC, Mimal Health Division 
Shawnee Mission, Kansas 86201 U.S.A 
www.bnyer-ah.com F. PO 

Advanlape Muld Is protecteG by Me Mllawlng U.S . pate~: 6,232,328 and 6,001,858. 
~ $ 5 46 53 o zoos eayer~mcare uc 

Bayer, the Bayer Cross and Mvanhape Muttl are traEemarks of Beyer. 0 25 ~ 44 C 3 3 
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_ For dogs and puppies 7 weeks 

FOR DOGS and older and 9.1 to 20 Ibs . 
(imidadoprid + moxidectin) 

Topical Solution 

CONTRAINDICATIONS: 
Do not administer this product oraly, (See WARNINGS.) 
Do not use this product (containing 2.5% moxidectin) on cats . 

WARNINGS : 
For the flrst 30 minutes aRer application : 
F.~aure riiat dogs camot Iidt the prodW.t from applicadon sl6es on Uieimelves w oTher treated dogs~ and 
Separaee treated dogs trom one anolher and irom other peis to reduce the rislc of accidenhdl ingestion. 
Ingestion of ttds produ~M by dogs may cause serious adverse rescdons indudlng depre~ion, 

salivation, dilated pupps, N~coordnalfon, par~dng, and generalized musde trertqrs . 
In avertnecUn se~midve ; the si be rtqre severe and ~dude cama and dealh" 
'Some dogs are mae sensfUve to avermecdns due tu a muhaUon in Vie MDH1 gene. Oags with this mutabon mey deveiop signs of 
seuere ave~nectin taxicity if they ingest this product. The most comman breeds associated with C~is muhaGon include Collies and 
Collie crosses . 

gcx °NUwugh there is no specRc aMagcxust fa avertneclin mbcity, even severey attected dogs have completey recovered irom 
avermec6n mxicity wilh iMensive veterinary supporbve care. 
HUMAN WARMINGS: 
lVot tor human use, Keep out of tl~e ~each ot chitdren. 
Ghildren shuuid not come ir~ co~tact with applicatioo sttes for two (2) hours afiter appiication 
Causes eye irritation. Harmful ff swallowed . Do not get in eyes or on dolhing. Avoid contact wilh skin . Wash 
haeds lhaoughb with soap and warm water afler handling. If coMact with eyes occurs, hold eyelids open 
and flush with copiau amourds of water for 15 minutes. If eye irtitation devebps or persis~s, coMad a physician. 

. If swalbwed, call poison control center or physician immediatey for treatrneM advice . Have person sip a glass of 
water if able to swallow. Do nM induce vaniting unless told co do so by the poison control center a physician . 
People wfth Ivrown hypersensi~vity to benryl alcohol, mo~ddectin, or imidadoprid sfwuld administer the product 
with caution . In case of allergic reaction, consuR a physician. lf cordact wilh skin or clothing occurs, take off 

" cordaminated dothing. Wash sldn immediatey with plemy of soap and water. Call a poison contrd center or 
physician for treatrneM advice. The Material Safety Daha 5heet (MSDS) provides addiUonal occupational 
safely information. 
For a copy of me Material Safety Data Sheet (MSDS) or to report adverse reactians, call Bayer Veterinary Services 
at 1-800-422-9874. For consumer questions call 1-800-255-6826 . 
PREGAU7tONS: 

' Do not dispense dose applicator tubes wittiout complete safety and administration iMortnation. 
Use with caubon in sick, debilihated or underweight animals. 
The safety of Advantage Multi" for DOgs has not been established in breeding, pregnant or lactadng dogs . 
The safe use of Advantdge MWti fOr Dogs has not been established in puppies and dogs less than 7 weeks 
of age or less Than 3 Ibs. body weight 
Prior to administration of AdvBntage Mul6~ for Dogs, dogs should be tested for e~assting heartworm infection . 
At the discretion of the veterinarian, infected dogs should be treated wHh an adutticide to remove adutt heart-
worms. Advantage Mufli fol DOgs is nat effective against adutt D. immitis. While the number of circulating 
microfilariae may decrease following treatrneM, Advantage MuIG f0~ DOgs is not effective for microfilariae 
dearance. (See Product Ir~ert ANIMAL SAFFfY-Safety S1udy in Neartwann-Positlvve Dogs for defails.) 

CLINIC IMPRINT AREA 

eap*~ 
R_R Bayer 08891462 

08945015,H .0 

Bayer HeatthCere LLC, Mimal Heetth Division 
Shewnee Mission, Kansas 66201 U.S.A. 
www.bayenah.wm 

Adva~Ae Mul~ Is protecteG by ttia fdbwing U.S. petertls : 8,232,328 and 6,001,858 . 
O 2008 Bayer HwINCare LLC 

" Bayec the eayer Croes aiM pevamape Mu10 are trademarks of saye~. 0 85442 3 3 
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For dogs and puppies 7 weeks 

FOR DOG51~ ~ ~ and older and 20 .1 to 55 Ibs . 
(imidacloprid + moxidectin) 

Topical SoluNon 

CONTRAINDICATIONS: 
Da not administer Ihis product orally. (See WANNINGS .) 
Do not use ihis produd (coMaining 2.5% moxideclin) on cats. 

WARNINGS : 
Far fhe flrat 30 minuEes aftx applicadon : 
Enswe ttiat dogs cannot Iidc the P~duct from applicadon sites on tt~emseMes or oll~er trea~ed dogs~ and 
Separate treated dogs irom one anoU~er and 1rom oU~er pels to reduce tbe risk of accidental iegesti~on . 
Ingesdon of this P~~ bY dogs mey cause serbus adverse reacUa~s incwxYe9 dePr~slon~ 

salivation, dilated pupis, incoor~nallon, paMlng, and generalized musde trernors. 
In avermecdn sensi6ve dogs," fhe si9ns maY be more severe and mav indude twma and deaMi." 
'Some dogs are more sensitive to avermectins due to a mutation in the MDRt gene. Dogs with mis mutaGon may develop signs of 
severe avermecbn tmcicity if they ingest this product The most common breeds associated wtth Mis mutation indude Collies and 
Cdlie crosses. 

_ °Atthough there is no specific antagonistfor avermeclin toxicity, even severely affected dogs have completely recovered from 
avermectin toxicity with intensive veterinary supportive care . 
HUMAN WARNiNGS: 
Not for human use. Keep out of the reach of children . 
Children should not come in contact with application sites for two (2) hours after application. 
Causes eye irritation . Hartnful if swalbwed. Do twt get in eyes or an clothing. Avoid coMact wilh skin . Wash 
hands 1lqroughly with soap and wartn xraler ai[er harwMing. If coMact with eyes occurs, hdd eyelids open 
and flush wiTh copbus amourds of water for 15 minutes. If eye irtihation develops or persists, cortlact a physician. 
if swallowed, call poison control certter or physician immediatety for heatrneM advice. Have person sip a glass of 
water if able to swallow. Do not induce vaniting unless tdd to do so by the poison contrul center or physiaan . 
People with known hypersensitivity to benryl alcotwl, moxidectin, or imidadoprid should administer the product 
with caudon . In case of allergic reacUon, consutt a physician, If cor~tact with sldn w cbthing occurs, talce off 

" cordaminated dothing. Wash skin immediatety with pleiriy of soap and water. Call a poison control center or 
physician far treabnent advice . The Material Safety Data Sheet (MSDS) provides addi~onal occupati~onal 
safety infarmation . 
For a capy of the Material Safety Data Sheet (MSDS) or to report adverse reacbons, call Bayer Veterinary Services 
at 1-800-422-9874. For consumer questions call 1-800-255-6826 . 
PRECAUTIONS: 
Do not dispense dose applicator tubes withaut complete safety and adminishation irrformation. 
Use with caution in sick, debilihebed or underweight animals. 
The safety of Advant~ge Multi" fo~ DOgs has not been established in breeding, pregnant or lactating dogs . 
The safe use of Advantage Multi fOr Dogs has not been established in puppies and dogs less than 7 weeks 
of age or less than 3 Ibs . body weight 
Prior to administration of Advantdge Mul6~ fof Dogs, dogs should be t~ted for ebsting heaAworm infection. 
At the discretion of the veterinarian, iMected dogs shauld be treated with an adulticide to remove adutt heart-
wams. Adwdrltdge Mu10~ fOr DOgs is not eifecUve against adutt D. immifia While the number of circulating 
microfllariae may decrease following treatrneM, Advantdge MWti fOfDogs is not effective for microfilariae 
Gearance. (See Product I~e~t ANIMAL SII~ETY-Safety Sh~dy in Heartworm-Posflive Dogs for details.) 

CLINIC IMPRINTAREA 

~ 
~ ̀ Ba er 08891470 

U8945023 H 0 E y , . 

Bayer HeatthCare LLC, Mimal Heelth Division I I I I (I 
Shawnee Mission, Kansas 86201 U.S.A . 

I I I 
I 

www.bayer-eh.com 

Ad h h van ge kOC Is protected 6y ihe folbwlng U.S . pateM.s :6,232,328 and 6,001,858. 
O 2006 Beyei HeeHhCare LLC 
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fiL'ii ~ ~ ' ~)() For dogs and puppies 7 weeks 
FOR DOGS ~ ~ ~ ~ and otder and 55 .1 to 88 Ibs . 

(imidacloprid + moxidectin) ~ V 
Topical Solution 

CONTRAINDICATIONS: 
Do not adm~ister ttus product orally. (See WARNINGS.) 
Do not use this product (coMaining 2.5~ moxidectin) on pts. 

WARN "NGS: 
For the flrst 30 minubes after applicadon: 
Ensure that dogs camot lidc 1he product hom applicadon sites on Uiernselves a oUier tr~Eed dogs, and 
Separate Ueated dogs irom one anoU~er and hom olher pels to reduce U~e risk of acxidental ingeslion. 
Ingesdon of this product by dogs may ceuse serious adverse reacdons indudn9 depression, 

saliradon, alated pupils, locoordinaUon~ PaMie9~ and generalized musde tremors. 
In aveimecbn sensiUve dogs," the sig~ may be more severe and may Indude coma and dealh." 
°Some dogs are more sensiUve to avertnectins due to a mutation in the MDR1 gene. Dogs with this mutation may develop signs of severe avermectin toxicity if they ingest this product. The most common breeds associated with mis mutation indude Collies and Collie crasses . 
°Nmough there is no specffic antagonist for avertnectin toxiciry, even severely affected dogs have completety recovered from 
avermectin toxicity with intensive veterinary supportive care . 

HUMAN WARNINGS : 
Not for human use, Keep out M the reach of children. 
ChiWren should nM come in caMact with appl~ation sites tor two (2) hours atier applicatio~~. 
Causes eye irritation . Harmful if swallowed. Do not get in eyes ar on Gothing. Awid contact with skin . Wash 
hands Uaroughly with aoap and warm water aiter handling. If cordact with eyes occurs, hdd eyelids open 
and flush with copious amourds af water for 15 minutes. lf eye irtitation develaps or persists, corrtact a physician. 
If swallowed, call poison control certter a physician immediatety for trealmeM advice . Flave person sip a glass of 
water if able to swallow. Do not induce vaniting unless told Uo do so by the poison control center or physician . 
People with known hypersensitivily to benryl alcohol, moxidectin, or imidadoprid should administer the product 
with pution . In case of allergic reacdon, consuR a physician. H cadact wilh sldn or Gothing occurs, take off 
coritaminated dothing. Wash skin immediatety wilh pleMy of soap and waUer. Call a poison control cer~er or 
physician far treaiment advice . The Material Safety Data Sheet (MSDS) provides additional occupatianal 
safety infortnation . 
For a copy of the Material Safery Data Sheet (MSDS) or to repat adverse reaclions, call Bayer Veterinary Services 
at 1-SOU-422-9874. For consumer questions call 1-800-255-6826. 
PRECAUTIONS: 
Do not dispense dose applicator tubes without complete safety and administration information . 
Use wifh cauBon in sick, debiliheted or underweigM animals . 
The safety of AdvanFdge Mul1i" fOIDogs has not been established in breeding, pregnant or lactating dags. 
The safe use of Advant3ge MUlli for DOgs has not been eslablished in puppies and dogs less than 7 weeks 
of age or less than 3 Ibs . body weight 
Prior to administration of Advanhdge MulS fo~ DOgs, dogs should be tested for ebsting hearMrorm infection. 
At tt~e discretion af the veterinarian, infected dogs should be treated with an adufbcide b remme aduft heart-
worms. Advantage MuIU f0~ Dogs is rrot effective against aduR 0. immtis. While the number of circulating 
microfilariae may decrease following treaUnent, AdVantage Multi for Dogs is not effecUve for microfilariae 
dearance . (See Product I~ ANIMAL SAFETY - Safelyr Syudy in lleartworm-Posidve Dogs for details .) 

Store at temperatures belween 4°C (39°F~ and 30°C (86°~, avoiding excess heat or cold . 
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Shawnee Mission, Kansas 66201 U.S.A. 
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Store at temperatures between 4°C (39°F) and 30°C (86°F), avoiding excess 
heat or cold. 

O Bayer 
ManufacWred For Bayer HeatthCare LLC, wewc6ayer-ah.com 
Mimal Health D~islon « pp(~ Bayer FieatthCare LLC 
Shawnee Mission, Kansas 66201 USA 08944612, R .0 
Bayer, the Bayer Cross and Advantage Multi 08891454 
are trademarks of Bayer. 
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Panel 2 



Panel 4 
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Store at temperatures belween 4°C (39°F) and 30°C (86°F), avoiding excess 
heat or cold . 

~ Bayer 
ManufacWred For Bayer HealihCare LLC, w~vw.bayer-ah .can 
Animal Heallh Division o 2IX)6 Bayer HeaIthCare LLC 
Shawnee Mission, Kansas 66201 USP. 08944620, R .0 
Bayer, the Bayer Cross and Advantage Multi 08891462 
are trademarks of Bayer. 
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Store at temperatures between 4°C (39°F) and 30°C (86°F~, avoiding excess 
heat or cold . 

~-O Bayer 
ManufacWred Por Bayer HealthCare LLC, w~wu.bayer-ah .com 
Animal Heatth Division o 2008 Bayer HeaIthCare LLC 
Shawnee Mission, KansaS 66201 USA 08944639, R.0 
Bayer, the Bayer Cross and Advantage Multi 08891470 
are trademarks of Bayer. 
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Store at temperatures behveen 4°C (39°F) and 30°C (86°F~, avoiding excess 
heat or cold. 

O Bayer 
Manufachired For Bay2r HeatthCare LLC, www.bayer-ah .com 
Mimal Heatth Division o 2p(J~ Bayer HealUiCare LLC 
Shawnee Mission, Kansas 66201 USA 08944647, R .0 
Bayer, the Bayer Cross and Advantage Multi ~8891489 
are trademarks of Bayer. 
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