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1. GENEFWL INFO$&L4TIOfV: 

a. File Number: 

b. Sponsor: 

c. Established Names: 

d. Proprietary Name: 

e. Dosage Form: 

f. How Supplied: 

g. How Dispensed: 

h. Amount of Active Ingredients: 

i. Route of Administration: 

j. Species/Class: 

k. Recommended Dosage: 

1. Pharmacological Category: Anthelmintic 

m. Indications: Quest Plus Gel is indicated for the treatment and 
control of the following stages of gastrointestinal 
parasites of horses and pomes: 

NADA 141-216 

Fort Dodge Animal Health 
Division of Wyeth 
800 Fifth Street, NW 
Fort Dodge, IA 50501 

Drug Labeler Code: 000856 _ 

Moxidectin and praziquantel 

Quest Plus (moxidectin/praziquantel) Gel 

Oral 

Packaged in ready-to-use Sure-Dial@ syringe. Each 
syringe contains 0.4 oi.’ (Xi.6 g) Quest Plus Gel 
which is adequate to treat one horse with a body 
weight of up to 1250 lb, or multiple horses and 
ponies with combined body weights of 125@Ib. 

OTC 

Contains 20 mg moxidectin/ml(2,0% w/v) and 
125 mg praziquantel/mL (12.5% w/v). 

oral 

Equine 

0.4~ mg mokidecti&g and 2.5’mg pr&iq&r&l/kg 
(2.2 lb) body weight 
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Large strongyles 

Strongylus vulgaris - (adult and L& arterial &ages) 
Strongvlus edentatus - (adult and tissue stages) 
Triodontophorus brevicauda - (adults) 
Triodontophorus serratus - (adults) 

Small strongyles 

Cyathostomum q~p. - (adults) 
Cyathostomum catinatum - (adults) 
CyEicocycZus spp. - (adults) 
Cylicostephanus spp. - (adults) 
Gyalocephalus capitatus - (adults) 
Undifferentiated lumenal larvae 

Encysted cyathostomes 

Late L3 an~L;l&ucSosal C$th&mie larva6 

Ascarids 

Parascaris equorum - (adults and L4 larval stages) 

Pinworms 

Oxyuris equi - (adults and L4 larval stages) 

Hairworms 

TrichostrongyluS axei - (adults) 

Large-mouth stomach worms 

Habronema muscae - (adults) 

Horse stomach bqts 

Gasterophilus ikestinaiis - 2”d and 3ti instaxs 
Gasterophilus misalis - 3’d instars 

Tapeworms 

Anoplocephala per$oliata - (adults) 

One dose suppresses strongyle egg production for 84 days. 
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2. EFFECTIVENESS: 

a. Dosage Characterization: 

Moxidectin is approved under NADA 141-087 for oral use m horses’ and’ ponies at a dose rate - 
of 0.4 mgkg (2.2 lb) body weight.’ Thisdose level bf;ii;ixi;iec~~~‘~~~selected for’Quest Plus Gel, Studies demonstrating effectiveness against’aii’parasit~s~i~~~~~ &~;.y&py~s Gel 

indications, except for adult Cyathostomum catinatzfy and AnopZocephaZaper$%&a, at the 
recommended 0.4 mgkg body weight dose l&i k-e des&-ibed m the July 11, 1997 and 
October 4,1999 NADA 141-687 Freedom of Information Summaries. 

Praziquantel was included in this combination drug for cestodocidal activity. Published data 
indicate greater than 95% effectiveness for the removal of Ano~&&p&a& &$?&a?~“~% ~- 
single oral treatments of experimental formulations providing between 1 and 2 mg * .,. IbY / .” . 1,. 2. 
pmziquantelkg body weight (see Little, Sl? Compend. Con&. &%Zi& &-a&. ‘V&i ?i:35$T360;’ ‘-’ 
1999). Other published-data fiom’an experknkit conduct&outs&‘& 6.S.~ indicate that 2.5 
mgkg praziquantel is 100% effective against AnopZ~cepha~~~~~~~~t~. ‘T&s &$$-!&ti? 

.,. ,. . 

studied an overseas commercial combination &th$nint@ for equine use that includes 
praziquantel administered at a dose rate of 2.5 m&g body weight (see Tancedi, IP, et al.: 
Revista BrasiZero de Parasitologih Veterinarib, 6’1256, 1997). On this basis, Quest Plus Gel 
was formulated to deliver 2.5 mg praziquantetig body weight ‘in ‘a smgle oral dose. 

b. Substantial Evidence: : 

A series of non-interference, dose-confirmation and field studies were conducted to evaluate the effectiveness of Quest Plu{‘Gei when ad;n{-ri&k~,4J‘g.fi;;-;s --;i;po$;s as a 3.+&g ora1 

dose at the recommended rate of 0.4 mg moxidectin’and 2.5 mg praziquantelkg body weight. 
The final Quest Plus Gel formulation’was used in&se smd~es. For evaluation of ’ ,~ .*- ). ;-. ,e 
effectiveness in these studies, &ksterophiZus intesknalis Coots) was the dose-limrtmg parasite 
for moxidectin and AnopZocephaZa perfoliata was the dose-limiting parasite for”praziquante1. 

# 
(1) Non-Interference/Dose Confirm&on Study l%o. 0696~E-US-249 ’ 

Title: Dose Confirmation and Noninterference Trial of a Combination Formulation of 
2% Moxidectin Equine Oral Gel and 12.5% Praz$qua&el’Against”the~~orse’Bot ” 
Gasterophilus intestinalis, and Equine Tapeworms, Anoplockph‘ala spp., in Tennessee 

Type of Study: Non-Interference/Dose-Confirmation Study 

Investigator: Craig R. Reinemeyer, DVM, PhD 
East Tennessee Clinical Resekkh, Inc. 
Knoxville, Tennessee 37909 

Purpose: The objectives of this study were to determine if either moxidectin or / praziquantel interfere with the effectiveness of Quest Plus Gei ag&nst the dose-limiting 
species for each of the active in*gredients”&d ‘$rovide &n&nation of the effectiveness of 
the recommended dose level of Quest Plus Gel against ‘each of the dose-limkng species. 

, 
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Animals: A total of 32 horses at least nine m.onths of age weighing be&&en 540-l 160 lb 
with naturally-acquired equine tapeworm and horsestomach bot infec&ons. 

Control: Placebo-treated with gel vehicle in oral syringe 

Dosage Form: Final Quest Plus Gel formulation in oral syringe 

Route of Administration: Qral . ’ -. I_ .. ’ 

Dosage Groups: (8 horses per group) 

Each test horse received a single dose of one of the following treatments: 
l Control group placebo-treated with gel vehicle formulation &ontaini‘ng 0 mg 

moxidectin and 0 mg praziquantel/kg body tieight m”Srii%&&i’ syringe. 
l Gel vehicle formulation containing 0.0 mg moxidectin and.25 mg praziquanteilkg 

body weight. 
l Gel vehicle formulation containing 014 mg moxid&in and-‘&O mg praziquantevkg 

body weight. 
l Final Quest Plus Gel formulation at recommended dose level of 0.4 mg moxidectin 

and 2.5 mg praziquantel/kg body weight. 
,. I 

Test Duration: 14 days 

Pertinent Measurements/Observations: The presen&ofnaturally-acquired horse 
stomach bot (Gasterophilus intestinalis) and equine tapeworm (Anoplocephala, spp.) 
infections was demonstrated by gast&copy and fecal evahration, respectively,. as a 
condition for inclusion in the study. ‘Test animals ‘were obser%i for” general health at 
approximately 3 and 24 hours posttreatment and then daily for ‘the dt&on of the study. 
Approximately two weeks following treatment, the test horses were sacrificed, ! 
necropsied and parasites present in the gastrointestinal tract were collected. 

Results: 

(a) Parasite recovery data and percent effectiveness calculated using geometr& means 
for Anoplocephala pe$diata are provided in the table below: ~ ’ 

Table 1. Summary of A. pe&&-h~~d%~ by t~eatkkit group 
Treatment No. Infected ’ 

Group Horses Ckq.m$ric Me-an Effeqtiv,&ws (%) 

Controls 8/8 42.7 n/a 

Moxidectin 818 54.6 0.0 

Praziquantel l/8 0.1 99.8* 

Quest Plus Gel MK .“, .q.Q ., ,.. 1oq.o* 
*Significant treatment effect (PcO.05) co&a&d to~~control~ ” 

,_ 
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(b) Parasite recovery data and percent effectiveness calculated using geometric means 
for Gasterophilus intestinalis (2nd and 3rd instars) are furnished in the tables below. ,‘__ 
Table 2. Summary of G. intestin&E 2nd instar data b treatment rou 

Treatment‘ 
,No.Infkcted : _j.. ? ,. g P 

Group Horses Geometric &lean l$ffectiy,FFqss (%) 

Control 8/8 44.7 n/a 

Moxidectin 618 1.8 95.9” 

Praziquantel 718 27.4 38.7 

Quest Plus Gel 7J8 2.3 
*Significant treatment effect (RO.05) compared’to control 

..: ,942 

Table 3, Stimtiary 6f G. ih&tindis 3rd instar, data by treatment group 
Treatment No. Infected 

.^ 

Group Horses Geometric j$e$u lXfe$~~&~~~ (%) 

Control 8J8 23.4 n/a 

Moxidectin 2J8 0.5 97.7* 

Praziquantel 7J8 12.2 

Quest Plus Gel 3J8 1.1, 
*Significant treatment effect (PcO.05) compared to control 

47.8 

_ ,‘ .95,5:. ,_ , 

(c) Parasite recovery data and percent effectiveness calculated using geometric means for 
Cyathostomum catinatum, a species for which moxidectin effectiveness has,not been 
previously demonstrated, are furnished in the table below. 

Table 4. SummFry of C’athosfomtim catinatum +t$ by treatment gro&p 
Treatment No. Infected 

Group Horses Geornejric-Mpqq lXff@yqness (%) 

Control 618 756.8 n/a 

Moxidectin OJ8 0.0 1 oo.o* 

Praziquantel 7J8 2977.5 0.0 

Quest Plus Gel OJ8 0.0 ., ;._ 
*Significant treatment effect (PcO.05) compared to control 

,100 o* 

(d) The gel was readily accepted by all the treated horses and no health abnormalities 
attributable to treatment with Quest Plus Gel were observed m anyof the iest hors&. 
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Conclusions: 
I 

(a) Non-interference - Tapeworms: No inter;t’erence with cest&icidal activity’was 
observed when praziquantel was combined wkh‘moxidectin in the final Quest Plus 
Gel formulation. 

(b) Effectiveness - Tapeworms: The recommended dose level of the final Quest Plus Gel 
formulation was 100% effective against Anoploceph& perjrdZi&. (c> Non-~terference _ B6ts: & if;t~~~~~~;ck’~~~~~~i~~~~i:,~~~~~~~~ was. &s&&d .“hen )( 

moxidectin was combined with praziquantel in the final Quest Plus Gel formulation. .._. . . 
(d) Effectiveness - Bats: The recommended dose l&d of’the final Quest Plus&$ ’ ’ ” 

formulation was 94.9% and 95.5% effective against the ind and 3’d instar,stages of G. 
intestinalis, respectively. 

(e) Effectiveness - Cyathkstomum catinatuk: The recommended dose level of the final Quest plus Gel fomuls~on Gas l~(j~.ef-~~ve -.l;s{‘~fvg;p;&ific -&a;ji;&otigyle 

species. 

(2) Dose-Confirmafion Stiay No. 068‘6~3&JS&-60 T 

Title: Dose Confirmation Trial of a Combination Formu~ation”of 2% kox$edin’Equine 
Oral Gel and 1215% Praiiquantel Against $6 $&kse Bat, cListe,,hE~~~in~e~t~~~Zi~, ad 
Anoplocephala spp. Tapeworms, in Louisiana 

Type of Study: Dose-Confirmation Study 

Clinical Investigator: Thomas Klei, Ph.D. -’ 
Louisiana State University 
Baton Rouge, Louisiana 70803 

Purpose: The objective of this study was to confirm that the recommended 0.4_ mg 
moxidectin and 2.5 mg prajiquantelkg body weight dose of the final Quest Plus Gel 
formulation is effective against the dose-limiting speciesfor moxidectin and praziquantel. 

Animals: A total of 16 mixed-breed horses between l-l 8 years ‘of age and 298-640 lb 
body weight with naturally-acquired equine tapeworm and horse stomach bot infections. 

Control: Untreated 

Dosage Form: Final Quest Plus Gel formulation in syringe / 

Route of Administration: Oral 

Dosage Groups: (8 horses per group) 
Each test horse received a single dose of one of the following treatments: 
l The control horses were not treated: 
l Final Quest Plus Gel formulation at recommended dose levei of 0.4 mg moxidectin 

and 2.5 mg praziquantelkg body weight. .; 
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Test Duration: 14 days 
. . . . 

Pkrtinent MeasurementsKhbservations: The presence of naturally-acquired-irse I x ̂ _ ,_ ,,, . 
stotiach bot (Gasterophilks i~t&&zI&]~tid &&ink k@eworm (Anopiocephala spp.) 
infections, was demonstrated by gastroscopy and fecal evaluation, respectively; as a 
condition for inclusion iti ithe Study. ‘Tkst ani%ari w&-e ~b‘s~~~~‘“~~r-g~~e~lh~~lth at approximately 5 tid‘24 ,h6Gs .tibsttreihe;;t Gci ih& dailffbi ifie &.~~bn<f”e stud$. 

Approximately two weeks following treat-m&t, the test horses,)rvere sacrificed,’ 
necropsied &d parasites prt$nt in the gastroi&sti&l tract were colfected. 1 

Results: 

(a) Parasite recovery data and percent effectiveness calculated using geonietrib means for 
the dose-limiting species for moxidectin (Ga&erophiZus inte,@zaZis) and praziiuantel 
(Anoplocephaiaperjblia~a) are provided in tee table below. , 

Table 5. Dose Confi~~~~~on’:‘~~ose-ii~~ug i)“8i;gsiiki by _I -’ -- ’ ’ 
. Parasite Species No. Infected Geometric Mean Data Effectivenesi (%) 

Controls Control Quest Plus Gel 
G. intestinalis 618 5.2 0.1* 98.3 

I C2nd instars) I I I 
G. intestinalis 818 70.1 2.7” 96.1 

(3rd instars) 
Anoplocephala 8/8 94.5 o.oo* 100.0 

1 perfoliata 
*Significant treatment effect (PcO.05) compared’to control 

(b) Parasite recovery data and percent effectiveness calculated using geometrid means for 
adult Cyathostomum catinatum, a species for which moxidectin effectiveness has not 
been previously demonstrated, are fin-nished in ‘the table b&w. 

Table 6. Dye Confirm@i&~~ Cyadzostomum iatiizatu,ti (kdhtsj * 
Parasite Species No. Geometric Mean Data Effectiveness (%) 

Infected Control Quest Plus Gel 
Controls 

C. catinatum 718 1901.9 o.o* 100.0 
(adults) 

*Significant treatment effect (RO.05) co&@t%i’to coritr~l 

(c) The gel was readily accepted by all the treated horses and no health abnbgalities 
attributable to treatment with Quest Plus Gel were observed in &y of the test tiorses. 

Conclusion: Data collected in this study confirms that the recommended 0.,4 mg 
moxidectin and 2.5 mg praziquantel/kg body weight d&e rate &the @$I Qties’t Plus Gel 
formulation is effective ag&&$ the dose-limiting spe& for each of the active 
components of the combination. The recommended dose level Zf the fitiil Que’st Plus 
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. , i 

I 

Gel formulation was also shown to be lo@% efficacious~ against &z&&&z% ~at&atu~ 
in this study 

(3) Field Studies 

A multi-center effectiveness field study was conducted in separ&e geographic locations _ ” I 
in the U.S. This study furnished data pertaining to both the effectiveness and safety of 
Quest Plus Gel under field use conditions. A’combined summary of these four trials is 
presented below. 

Type of Study: Effectiveness Field Study 

Investigators & Locations: 

Study No. 0696-E-US-09-01 

Dr. Thomas Yazwinski 
University of Arkansas 
Fayetteville, Arkansas 

Study No. 0696E-US-10-01’ 
I ..“l-h, . .-,;*- * ,, ~.,D;;;;~Dougl& Hti2~;,s..~ I-. ” ‘. 

University of Illinois ;,. *~. ~ 
Urbana, Illinois 

Dr. Larry Smith Dr. Craig Reinemeyer 
Larry Smith R & D East Tennessee Clinical Research 

Lodi, Wisconsin Knoxville, Tennessee 

Purpose: The purpose of these studies was to evaluate the safety and effectiveness of the 
recommended dose level of QuestPlus Gel ‘(0.4 mg moxidectin and 2.5’ mg ’ 
praziquantelkg body weight) when administered under ,&$lccn$tions’. 

Animals: A total of 400 client-owned equine stock ranging in age from four m&&s to 
3 1 years and ranging in weight from 211 to 1450 pounds completed this series bf field 1.. 
studies. 

b; ‘;, . . . 
The study population included various breeds ‘of horses,hon&and mimature 

horses. 

Dosage Groups 

l Control group: 100 test animals were administered gel vehicle formulation containing 
0 mg moxidectin and 0 mg praziquantel/kg body weigh& ~%.rr&Dial @&ge. 

__ ,.l ,.i :a). . 
l Treated group: 300 test animals were given‘final ‘Quest Plus Gel formulation 

containing the recommended dose level of 0.4’mg moxidectin and i.$mg ’ 
praziquantel/kg body weight in ~a Sure-Dial syringe. 

Route of Administration: Oral 

Test Duration: Single administration with 14iday p&treatment observation period with _ 
the exception of one farm in Tennessee that performed-the last posttr&tment health 
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observation on Day 16 posttreatment: The foflow-up period was’ extended in the Illinois 
study to 42 days posttreatment in order to do additional fecal sampling.. 

Study Design: At each geographic location, 100 ch~t&vned~horses over- four months of 
age were enrolled in the study with no restrictions on sex or breed. Pregnant mares and 
breeding stallions were excluded from these trials. For masking ptu$oses, the test 
animals were randomly assigned to one of four treatment groups. Three of the’treatment 
groups were given the recommended level pf Quest Plus ~Gel. “The fourth group was /, _.. ,/ .)( . 
treated with identically-appearing syringes containing blank gel vehicle formulation. The owners md individuals treating and m&g l;kalth-~~~se,~ti~ns-‘~ere -f~+-;~;z~h; 

treatment being administered. The treated horses and ponies were observed for signs of 
adverse reactions for a 16day posttreatment period. 

,. 
Pertinent Mea&retient~~Obse~&%i~ns:‘%ih- to treatment,’ all test animals w’ere given a 
complete physical examination. Initial health“observations were made’approximately 4 .j;_, i+.i.*, b % ,. 
and 8 hours posttreatment. Additional follovv~up observatrons were made on days 1, ‘2,7 
and 14 posttreatment. Fecal samples were taken for fecal egg count determination prior 
to treatment and again at the end of the 14-day posttreaknent observation p&oh. At the 
Illinois sites, additional fecal sampiing was accomph&ed‘&I!!ays 2&$9 ‘and 42. ^” 

Results: All strongyle egg counts were transformed to the natural logarithm (count+l) 
which was used to calculate the geometric means at each site. Percem reduction &as j . ;*, . . . _,_“,I,” 
calculated using the formula: [C-T] / C X “100, where C = the gcomet.ric’meano@ie -’ ” ‘. ” 
control group and T = the geometric mean’of the treated group. 

, 

Strongyles 
, 

At all four sites, a reduction of strongyie egg counts was demonstrated, when 
compared to the control, of >98% with a p value of<O.O5*u$ng l-sided &&lent’s t- 
test. 
Cestodes 
The following table is a compilation of the cestode data: 

Cestode Status 

Positive 

.,“.I __ -.. a, ,  _- ,,*~l,,:~.~,y 7, ,~. ,_,\_) 1 i . I  j , ,  _^ 

No. Post-Treatment 
00 Cestode Status 

Negative Positive 

20 6 (30%) 14 (70%) 

72 69 (96%) 3 (4%) 

Fisher’s exact test, p<O.OOOl 
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There were no signs of adverse reaction observed jn any of the 300 tr$ed;ed 100 
control horses and foals that participatedin these’four field tr?&. 

p,, s..... 

Conclusion: Tjnder field conditions, a single oral Quest Plus Gkl’ti-eatmknt at & 
recommended 0.4 mg moxidectin and 2.5 mg’praziqutiielki body weight do& level was 
safe and effectively reduced strongyle and Arioj2&ej%&i &c:‘febal egg CC%& in a wide 
variety (in terms of age, sex and breed) ofhorses axid ~G%&s. ” 

“.j _ 

3. TARGET ANIMAL SAFETY: 

Two experiments were conducted to evaluate the safety of Quest Pius Gel when administered 
to young horses and ponies as a single oral dose at the recommended dose’level‘ of 0:4 mg 
moxidectin and 2.5 mg praziquantel/kg dody weight. The final Q$A Plus Ge’l f&&ilation 
was used in this animal safety testing program. 

Title: “Tolerance of Single A~~nistia~bn’oT~d;ridect;;nllIi;iq~~tel &al E&&e * 
Gel Given Once to Young Horses” .’ * ” ’ ’ I ’ 

Type of Study: Laboratory Safety Study 

Investigator: Charles E. Heird, Ph.D. 
Southwest Bio-Labs, Inc. 

’ ’ 

Las Cruces, New Mexico 88005 .’ - ’ ’ .’ ’ ” 

Purpose: The objective of this study was to evaluate the safety of the final ’ 
moxidectin/praziquantel equine oral gel formulation in groups of foals arid young horses 
given single treatments containing either 5X or 6X the recommended dose level. 

Animals: Eight young horses approximately-6%~8% months of age and eight foals approximately 3-‘51/2 mbni& ijl-&‘&ici/ate~ inj;is” s&Jy; * ‘a;-& tj;, ‘ase+“ps of test 
^_ ,“., ( _II”- ..~ “. I * 8, -,_< _.., ,** i 1. i” a”> _, 

animals weighed between 428 to 532 lb (i94 to 241 kg), and 126 to 406 lb (57 to 1’84-kg),. 
respectively. 

Control: Sham-treated with an empty syringe 

Dosage Form: Final Quest Plus Gel formulation in syringe ’ 

Route of Administration: Oral 
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Dosage Groups: 
jl ,, 2 . _..-- _ _ ;-~A. ;m <‘A._ .. I I” ,I-L 

Treatment Age Group’ Treatment Level AM or PM 
Set’ Treatment 

A Yearlings (2) 5X (Sham) 
Yearlings (2) 5x @ms) 

B Yearlings (2) 6X (Sham) PM 
Yearlings (2) 6X 0%) PM 

C Foals (2) 5X (Sham) 
Foals (2) 5x (DlY3) 

D Foals (2) 5X (Sham) PM 
Foals (2) 5x (Drug) PM‘ ” 

‘Treatment set consists of 2 control and 2 treated test animals of same age group 
2Yearling = 61/r-8% months age group; foals = 3- 5% months aid group -’ 

Test Duration: 7 days. 

Pertinent Measurements/Observations: Test animals were observed‘ at least twice daily 
(AM and PM) for general health. For animals’treated in the mornmg (A&4), additional 
observations were made at 1,2,4,6,8, 10, and i;is hours~posttreatment on-Day 0: For 
animals treated in the evening (PM), additional observafionswere’made on Day 0 at ̂ l, 2, and 
5 hours posttreatment, then on Day 1 at approximately 14, 16, l&20, and 22 hours 
posttreatment. Each animal received a physical examination, i’ncluding biood and$rine 
collection pretreatment, approximately 24 hours posttreatment and on Day 7. Physical exminations without blood or tine coiledti~~-w~;& p^&-&&&~ ‘;-~;$,-J”;~;;;d 3. ‘j&.&& 
animal food consumption was recorded starting at least 7 days prior to treatment. Blood was 
collected and analyzed’three times pretreatment ‘and on Days i’ and 7 posttreatment. ‘&me 
samples were collected three times pretreatment and on Days 1 and 7 posttreatment. 

Results: 

(1) Clinical Observations: Two of the four foals that received a 5X dose did’not shoti any 
signs of adverse reaction to treatment. The signs seen in the other two 5X foa$‘included 
ataxia, incoordination, lethargy, depression and droopy lips and eyelids. “These signs 
were seen in the first 5X foal at 14 hours posttreatment. This foal was normai by the 24- 
hour observation point. The onset of signs in the second 5X foal was 24 hours 
posttreatment, returning to normal by the 48-hour observation. One of the-two 5X 
yearlings showed the same signs listed above at 23 “h&u% p&treatment a&had returned 
to normal by the 48-hour observation. Both yearlings that r&eked the 6X dose showed 
the same signs listed above. The onset ofsigns’in’~~~~~~~~~s‘wa‘s~i;2: hours V I ” ” 
posttreatment. Both animals had returned to’normal-by the 24$oi;r” o6ser%tiOn. ” ‘. 
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/ 
(2) Feed Consumption: Feed intake remained relatively con&&t throughout the treatment ” “~ . . 

period for ali test animals, with the exception of one 6X yearfn‘gwhidl; tias‘noted to 
have lower daily average consumption. 

(3) Hematology, Coagulation, Setiti ‘iJhemi&$lY’h&e were no ~treatment$a~ed 
findings in hematology; coagulation, or clinial chemistry data. 

(4) Urinalysis: No effect of treatment was seen in the urine parameters. 

Conclusion: The animal health‘observations reported ~nthis’smdy’chara&eri& the adverse 
effects resulting from the administration of exaggerated doses (5Xand 6”x the re&nmended dose rate) of the final Quest,P‘iu~ Gd.fotinf;iiii ho .$++ ~&3”~.u.~~bii;~~ ,.Th;~-,s . I’S I 

attributed to these high levels of the d%g’were‘at%a, mcoordination, iethtigy, depression =* “.ee5:.& “??-I r*%v‘-* I, 
and droopy lip and eyelids: ‘The onset’of’signs” in&is study was 14 or more hours 
posttreatment’. All animals returned to normal’by 48 hours posttreatment. 

b. Target Animal Toxicity Study - Study No. ‘0696-E-US-OSLOi ’ 

Title: Target Animal Safety Study (Toxicity) in Foals Approximately 4 Months Oid Treated 
with Moxidectin/Praziquantel Gral Equine Gel ’ 

__ “, .,Ji/ + ,,,. _ ? ” -j 

Type of Study: Laboratory Safety Study 

Study Director: Charles E. Heird, Ph.D. 
Southwest Bio-Labs, In& 
Las Cruces, New Mexico, 88005 

Purpose: The objective of this study was to evaluate the clinical~a@ pathologi&al’Gffects 
when the final QuestPlus Gel fbrinul&i& was administ&ed’to approximately 4 month old 
foals given three times at weekly intervals at either 1X, 3X, or‘4Xthe re~o&ended‘dose 
level. 

Animals: Thirty-two foals (16 males and 16 females) approximateiy.3 to 5 months of age .. 
‘, _, 

weighing between 194-412 lb 
,...” 1 

Control: Sham-treated with an empty syringe : 

Dosage Form: Final Quest Plus Gel formulation in syringe 

Route of Administration: Oral 
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Dosage~Groups: @‘foals per group) ’ 
i 

Each test foal received one of the following treatments once weekly for three weeks: 
l Controls sham-treated with an empty syringe (corresponding to a 4X dose level) 
l 0.4 mg moxidectin and 2.5 mg praziquanteljkg body weight (recommended dose 

level) 
l 1.2 mg moxidectin and 7.5 mg praziquantel/kg body height (3X recommended 

dose level) 
l 1.6 mg moxidectin and 10.0 mg praiiquantelllig body weight (4X recon$nended 

dose level) 

Test Duration: 30-32 days 
. . Pertinent Measuiiemehtsl~bkkvatiotis: A min”@urn o$t$ce-darly health-observations 

were made during the trial. In addition, observations were made approximately 1,2; and 4 
hours after the ever&g tieatments’(given on Days 0,7, and ‘Id). Observations’were also 
made on the day following treatment at approximately 14, 16, 18,2(i, and 22 hours 
posttreatment. Physical exams were performed at 12 hours and at 24 hours post&atment. 
In addition, body weights, physical examinations; food consumption, and blood analyses 
were evaluated weekly. Urinalysis was done pretreatment, following the third treatment, and 
prior to necropsy. Animals were necropsied in the 5th week after the lSt treatment., All 
animals were examined for gross pathology at‘ne&opsy. Tissues fkpm the controJ and high 
dose (4X) treatment groups were examined micrescopieally. 

Results: 

(1) Clinical Observations: No reactions were noted in the control (OX) group.’ , \bl^.l,/# ‘i”- <IS ..‘. 7)‘ 
Slight lethargy and ataxia were reported in brie foal*fo&&$ng’t%& first 1X dose. A 
single observation of slight ataxia was noted fn this same foal following admimstrati’on 
of the second 1X dose. 

._; 4...“̂ js”,./~ e.,.** ,, “,~ ,%, ,,,.*. 1- I, I” 
Shght iethtigy %as‘obser%d‘m *one other foal followmg the first 

1X dose. No reactions were recorded for this foal fo~lOwifl~~~~s~q~~~‘i~~crkatments. 
The reactions were first noted in the 1X Group at approximately i4 to 18 hours 
posttreatment and dissipated within a period ofti0 to six hours. There were no reports 
of animals in the 1X Group reacting after the’~third treatment. 

Transient signs of adverse reaction to treatments (slight depression, slight ataxia, and/or 
droopy lips) were reported in some of the anmrals r&eiVing the 3X and 4X treatments. 
In general, reactions were first noted at approximately 16 to l’IFhomspostneat&ent 

’ (range 14-20 hours). The last recorded reactions were noted between 18-26 hours 
posttreatment with one exception. One 4X foal was observed to be slightly ataxic at 39 hours a*er the third dose. Ttis~.,m~l.ii~ed io Ilbrmaiby.~~~~urs’pb;~~~e~~;itinent- ‘h = 

general, the test foals showing these signs took ionger to return to normal after the 
second and third treatments. 

(2) Feed Consumption: There were no statistically significant differences between 
treatment groups. 
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(3) Body Weight: There were no statistically significant differences between tre,atment . .,, “- I .-* I 1 
groups. Body weights increased over time for all animals as expected for growing foals. 

(4) Heeatology, Coagulation, Septi C$en@ftkf, a% lT%~~y&~i A c&riparison of pre- ,..e. 
and posttreatment hematology; coagulation, clinical chemistry, and urinalysis’values 
indicated no biologically significant ch&ges. ’ ’ ” 

(5) liathology Observations: No gross lesions suggestive of treatment-related toxicity were 
observed at necropsy. Similarly, microscopic evaluation of’~ll‘majortissues obtained~ 
from test animals in the high-dose (4X) group at necropsy,revealed no” histopathologic 
changes indicative of a toxic effect. 

,. .” 

Conclusions Under the co;ditions ofiti; study, i2 bf & f;& ti;;t;ted %.& ih.g”&Li:qvst ,1 

Plus Gel formulation showed transient signs including slight depression, $ight~a$a, and/or 
droopy lips. All affected test foals returned to no&nal~withoutinter&ntion or significant 
long-term health effects.. Ni, tither cliiihic~l’ OI! ~&i?&$ic& ‘k&cts ‘vt;k;re n%& 61 ariy of the 
treated foals. Based on this outcome, especially noting lethargy a&or ataxia in two of the 1x foals, *e minimwn age for use of itis’ pro~uk~ was’deieti;ika $ ce B: +.Li~gi;. -- 

4. HUMAN SAFETY: 

This drug is intended for use in horses and ponies, which are non-food animals. Because this 
new animal drug is not intended for use in-food-producing~ammals, data on hr,k&n.safety 
pertaining to drug residues in food were not required for approval of thi<NADA~ ’ 

Human Warnings are provided on the product label as follows: ‘cNot forhuman use. Keep 
this and all other drugs out of the reach of children. Do not ingest. If swallowed, ‘k&e 
vomiting. Wash hands and contaminated~skin with soap andwater. If accidental contact 
with eyes occurs, flush repeatedly with water. If irritation or’any other’symptom attributable 
to exposure to this product persists, consult your physician.” ..” .‘ -’ ’ ’ ’ 

5. AGENCY CONCLUSIONS: -- 

The data submitted in support of this NADA satisfy the requirements of sect@ 5 12 of the 
Federal Food, Drug, and Cosmetic Act &d 21 ‘CFR5 i4‘of the implementing regulations. The 
data demonstrate that Quest Plus Gel, when administered.as a~single oral dose cont$ning 0.4 ..I ,. “ll.l, .,< ,..,._. r_I”.. , 
mg moxidectinkg and 2.5 mg praziquantelkg body weight is’s& and effective”for~the~ 
treatment of the equine gastrointestinal parasites specified on the Iji’oduct label. ’ ’ 

Quest Plus Gel is labeled for OTC, use. &outine dewoimmg of horses is a widely accepted and 
recommended practice performed by the lay person. -A diagnosis”of’pkrasite infection prior to 
deworming is not necessary. 

Under section 5 12(c)(2)(F)(ii) of the Federal Food, Drug, and %osmetic Act,. this approval 
qualifies for THREE years of marlieting exclusivity beginning on the date of the approval. 
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Moxidectin is under the followi@ U.S. patent numbers: 

U.S. Patent Number Date of Expiration 
4,916,154 April lo,2007 ^ 

6. ATTACHMENTS: 

Package Insert 

Syringe Label 

Printed Outer Carton 

.P 

;  I  
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NADA 141-218, Approved by FDA 

Contains W mg mox~dwti@nL (24% w/l) 
and 125mgptWpa@?Hnl(12.5% w,$) 

5EWOBMFR & BOlKl5E “... ,, ._ .,... “. iy __.i , 

INDICATIONS 
GUEST PLUS (moxkWin’~7Jquan@iJ Equine Oral &I whPn z%rkdeter& 
al the recommended dose level of 0.4 t f@mox 

cyalhosfom~~p. - (adulls) 
Oysmm cuMum - (adults) 
Cyllcrydus WP. - (&Its) 
Cyrrcostephanus spp. - (adults) 
Qysfoce~sfus caphfus- (SdUllS) 
Undifferentiated ipna! lgfvae 

Encyrted cyathoetonwm 
Late band b rwwsal cyathostome larvae 

AwnrId 
f%wwcarfs eqmnnn- (adults and b larval SW) 

Plnwomw 
Oqmrk equl- (adulls and b larval &I~) 

Hairworms 
?ffcfmegyrir~M-(ti) 

Large-mouth stomach wblme 
Habroneina rnwwe- (i&lb) 

t iomestomshbola 
Qaste* frr&wthaUs- (2”d and 3* Instars) 
QaslemyJlaur nasds-(V lnstar8) 

Anopcocophela perW8fa - (acktlls) 
One admlnistratloii of the &&hinended dose rate of QUEST PLUS 
(mwldec~lFsprazlquantel) Equtne Oral Gel “& ki+rGG” i&g 
plodu~thrargh84daya 

I-, ,.,, .” __,, STRA~QIC PROlEcTKws PROGRAMS 
Consult yourveteriMdantor,~ste~~i~~~~~n, tr&ttinf,~and 
confrql ol para&im‘~For bwfccnzr6l of tzibaabs, all hcfw.9 wld &WI,,-38 
should be inclu~ In a slrategfc treatment program, wfth parbular 
aHent!en given to titglipwfHt&w anlmab. In foals, Initial treatmant Is 
recomrrwn+d at 6 months of age, after which they should b6 indud in 
a recwenfq pro@m. @cyfe Q@J FLUS pmvkles effective 
wli,bd df !I% frktdesal stages of emall Wngylea (6Tloy&d oyatlvxtomes) 
andtapewonne,Hhuwfulinre 

9 for sucwe&d strate@ equine par 
theflVqtlelXyoftWlQ3rltreqUlred 

te control. A veterlnarl~ can assist 
In pmparhg the beet progam for ywr nwd3. 
WEST PLUS Eqt&e oral CiWmn Wat the recomrrandbd &se rate 
supprea8er .strongyle eggproduction through 84 days folloklnfj a sfngk 
oral adminlstration. lhls resldutjf strongyle control reduces pasture 
contamlnallon and provides a period of protectlon from reinfeotlon tar 
horses end pon!sa matntafned on the same pastwe. 

MODE OF ACllON 



ADMINISTRATION AND DOS&IE 

HowTosETTHEDosE 
Since the dose ia based on tha wetgM of the animal, you need to use a 
scale or welgM tap8 to.i~nd 960) anlm$s~welgM before treating with 
QUEst PLUS Get. Once the weight [a known, set he d~~8 for each horSe 
or pony a8 follow8. 
1. Hold ttw 8yriFge wlth MO Capped end pOh-~tbTg l0 the left and do that yOU 

can see the weight measurementsand lick marks (small blaok lines) as 
shown In the diasam b&w. Each tick mark ralatds to 50 lb& Of body 
WEigM. 

2. Turn the green dial ring until the I& sid+ ?f ,$e ring HMr up with the 
~~,o~~nJmal. In the diagram below, th+ dial ring is set to dabe a 

How lo GNE OUEST gus GEL l!, II$+ CR P$Y 
1. Make 8ure thm b M  fee-j In the arrlm+j.*. .I _ 
2. Remove the cap from the end d th8 sylng8. Saw the cap for iewe 
3. Place the tip of the syringe Inside the anltil‘s moulh a( Ihe space 

betwan the t8ell-t. 
4. Gently push the ptun@r until lt stops, deposltlng Ihe gel on the back of 

the tongw. 
5. Remove the syringe from the animal’s mouth and raise the animal’& 

head sUgMly to make 8ure it 8waibws the get. 
6. Replace tha s*nge cap. 

HUMANWARNlNGS Nollorurbhumm~(+g~&&,+kitathe’&&.J)lidra 

r.g ndl~eat. If “;n;lla;red, li+l&voIbnlng. Wa% hand8 &d cont$fnat$d 
skin with soap %Xl water. If a&dental contact wl!h,eyeg 0CcUr8, flush 
repernsdlywlthwatw. llhitatl~n Weinyoihar~ymflomalMkRablsto~ure 
to thi8 produd p8mbt8, caiaill your physkian. 

SURE-DIAL* Syringe 
Barrel wet8 

n Mea8llmm8nt8 
Plunger 

I 

Left&e of I I 
Green Did Ring Tick Marks 

lREAllNG A SECOND HOF OR PONY WITH THE SiV$9YRfNQE “l \_ I;)_ ., .%.S_ 
If tha first anlrnat you treat weighs less than 12$0 C., i iGG;;lt@G&i* 
In the SyIbg8. You can “88 thi8 gd to tWdbti8r hUr888 Or  pOtie8. TO Set 
Menextdoee,addtheweigMoftheanlmalyou~tobm~~~ 
setting already on the syringe. For example, If (ho sflrge wbd dnt u6ed to 
treat a 250 lb. animal, the green dial ring Is set on 250 Ibr. TO Veal a 
500 lb. animal next, move the green d!al dng lo the 750 lb. Mlrklng 
(250c500=rr0).YouneedmorethanonesYiKlgo~O!rsathc~$~hlng 
mrethan1250 Ibs. 
l%Ch 89,~ d QUEST PLu8 EqlJ[ne Orat Get may be l!aed t0 treat mOre 
than one animal eepeolally when do&g ponies and growing and IlgMer 
breed8 Of h0r8138. m  tal$e b&W will help bstimato the number Of horseS 
or ponies the contenta of ea?h@l& kltt lieat. 

HOW SIJPPUED 
&EST‘PLUS Equlhe CTti @ll&+&blein one syrirge applhzator size. 
E&i SU~~D!AL* syringe cohtains 0.4 oz (11.6 g) of QUEST PLUS 
E+dne Oral Q.&which la 8uffldeni to treat a tingle horaewelghhig up to 
12Wlb,or~obt~ll~r~rn~~a~~~~l~l~up 
Q’1250 tb. 
NbC 0&7521Q1 -0.4 oz (11.6 g) syringe - 2b mg r&xlWtln and 
125 two prarkplanlel per mL 
-&?b at of b&w ti~(2VC).~Av&ffreeting. If tizen, thaw completely 
bbre we. sake parttntly-used 8yrlr~e8with the cap tl@tty Td 

U.S. Patent No. 4P18,154 
82@33FortDadgeAnlmal Heakh 

Fort Dodge Animal Healtij 
Fort Dodge, lowa SW01 USA 
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