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FREEDOM OF INFORMATION SUMMARY

GENERAL INFORMATION:
File Number:

Sponsor:

Established Name:

. Proprietary Name:

Dosage Form:

How Supplied:

. How Dispensed:

. Amount of Active Ingredients:
Route of Administration:
Species/Class:

. Recommended Dosage:

Pharmacological Category:

ANADA 200-326

Cross Vetpharm Group Ltd.
Broomhill Road

Tallaght, Dublin 24

Ireland

Drug Labeler Code: 061623

Ivermectin

BIMECTIN Paste 1.87%

Paste

Individual syringe containing 6.08 g paste
OTC

1.87% ivermectin

Oral

Horses, not intended for human consumption ‘

This syringe contains sufficient paste to treat one 1250
Ib horse at the recommended dose rate of 91 mcg
ivermectin per Ib (200 mcg/kg) body weight. Each
weight marking on the syringe plunger delivers enough
paste to treat 250 Ib body weight. (1) While holding
plunger, turn the knurled ring on the plunger % tumn to
the left and slide it so the side nearest the barrel is at the
prescribed weight marking. (2) Lock the ring in place
by making a i tumn to the right. (3) Make sure the
horse’s mouth contains no feed. (4) Remove the cover
from the tip of the syringe. (5) Insert the syringe tip into
the horse’s mouth at the space between the teeth. (6)
Depress the plunger as far as it will go, depositing paste
on the back of the tongue. (7) Immediately raise the
horse’s head for a few seconds after dosing.

Anthelmintic



m. Indications:

n. Pioneer Product:
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BIMECTIN Paste 1.87% provides effective treatment
and control of the following parasites in horses:
Large Strongyles (adults) — Strongylus vulgaris (also
early forms in blood vessels), S .edentatus (also tissue
stages), S. equinus; Triodontophorus spp. including 7.
brevicauda and T. serratus; Small Strongyles (adults
including those resistant to some benzimidizole class
compounds) — Cyathostomum spp. including C.
catinatum and C. pateratum; Cylicocyclus spp.
including C. insigne, C. leptostomum, C. nassatus,
and C. brevicapsulatus; Cylicodontophorus spp.;
Cylicostephanus spp. including C. calicatus, C. goldi,
C. longibursatus, and C. minutus; Small Stronglyes —
Fourth-stage larvae; Pinworms (adults and fourth-
stage larvae) — Oxyuris equi;, Ascarids (adults, third-
stage and fourth-stage larvae) Parascaris equorum;
Hairworms (aduits):

Trichostrongylus axei; Large-mouth Stomach
Worms (adults) — Habronema muscae; Bots (oral and
gastric stages) — Gasterophilus spp. including G.
intestinalis and G. nasalis; Lungworms (adults and
fourth-stages larvae) — Dictyocaulus arnfieldi;
Intestinal Threadworms (adults) — Strongyloides
westeri; Summer Sores caused by Habronema and
Draschia spp. cutaneous third-stage larvae;
Dermatitis caused by neck threadworm
microfilariae, Onchocerca sp.

*

EQVALAN Paste 1.87%; ivermectin; NADA 134-
314; Merial, Ltd.

2. TARGET ANIMAL SAFETY AND DRUG EFFECTIVENESS:

Under the provisions of the Federal Food, Drug, and Cosmetic Act, as amended by the Generic
Animal Drug and Patent Term Restoration Act (GADPTRA) of 1988, an Abbreviated New
Animal Drug Application (ANADA) may be submitted for a generic version of an approved new
animal drug (pioneer product). New target animal safety and effectiveness data and human food
safety data (other than tissue residue data) are not required for approval of an ANADA.

Blood-level in vivo Bioeguivalence Study:

Title: A Two-Way Single-Dose Bioequivalence Study with Ivermectin Oral Paste in Healthy Horses
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Study Objective: To demonstrate that Cross Vetpharm Group Ltd’s oral ivermectin paste is
bioequivalent to Merial Ltd’s EQVALAN Paste (NADA 134-314)

Principle Investigator: Dr. John Brennan

Study Location: Shur-Gain Agresearch, Inc.
Burford, Ontario
CANADA

This study was a randomized, single dose two-period crossover design. The pioneer product is
Merial Ltd.’s EQVALAN (ivermectin) Paste approved under NADA 134-314 and the generic
product is Cross Vetpharm Group Ltd’s oral ivermectin paste. The study used 24 horses, 12
males and 12 females. The horses were randomly assigned to two groups containing 12 animals
each. In Period 1, animals assigned to Group 1 received the reference product and animals
assigned to Group 2 received the generic product. In Period 2, the animals in each Group
received the opposite drug provided in Period 1. In each Period, blood samples were taken pre-
dose and post-dose at 1, 3,4, 5,6, 7,9, 12, 15, 18, 24, 36, 48, 72, 168, 336, and 504 hours. A
washout time of 42 days was used.

Serum samples were submitted for ivermectin bla analysis on an HPLC system at the
completion of the study. The results were calculated using a linear regression analysis. Pen or
gender or their interactions were not involved in the data analysis.

The table below summarizes the results of the in vivo bioequivalence study. Both pivotal
parameters for determining bioequivalence, Area Under the Curve (AUC) and Maximum
Concentration (Cpax), are within the 80% to 125% bounds for logarithmically transformed data.
Since the significance of Time to Maximum Concentration (Trax) is a veterinary medical
decision, this parameter is represented in mean values only.

Variable Bimeda Merial Mean Lower Upper
Mean
Time to Max. 4.39 4.70 NA NA
Concentration
(hours)
Area under Curve 8.2193 8.1273 100.0% 120.2%
log. AUC.10q
Maximum 4.2105 4.0948 101.1% 124.6%
Concentration
log.Cnmax
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Both variables, the logarithmic area under the curve and logarithmic maximum concentration,
satisfied the bioequivalence criteria. These data confirm equivalent drug bioavailability between
the generic and pioneer products.

3. HUMAN SAFETY:

This drug is intended for use in horses, which are non-food animals. Because this new animal
drug is not intended for use in food-producing animals, data on human safety pertaining to drug

residues in food were not required for approval of this ANADA.

Human warnings are provided on the product label as follows: “Do not use in horses intended for
human consumption. Not for use in humans. Keep this and all drugs out of reach of children.
Refrain from smoking and eating when handling. Wash hands after use. Avoid contact with
eyes.”

4. AGENCY CONCLUSIONS:

This ANADA submitted under section 512(b) of the Federal Food, Drug, and Cosmetic Act
satisfies the requirements of section 512(n) of the act and demonstrates that BIMECTIN Paste
1.87% for use in horses, when used under the proposed conditions of use, is safe and effective
for its labeled indications.

5. ATTACHMENTS:

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

Generic Labeling: BIMECTIN Paste, ANADA 200-326
Syringe label; carton label; package insert

Pioneer Labeling: EQVALAN Paste, NADA 134-314
Syringe label; carton label; package onsert
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ANADA# 200-326, Approved by FDA

Bimectin’

For Oral Use in Horses Only
(ivermectin) Paste 1.87% Net Weight: 0.21 0z (6.08 g)
Manufacturad by: Bimeda-MTC Animal Health inc.

Anthelmintic and Boticlde i O, O

For Treatment of Large Strongyles, Small Strongyles, Pinworms, ROUNGWONMS  wangfactwed for. Bmeda, Inc. iversid, MO 64150

(Astatids}, Hairworms, Neck Threadworms, Large-mouth Stomach Worms ) . .

and Bots. Sea carton or package insert for complete indicatons and use ?:mgmﬁmﬂfgm fe.

. directions. Consult your veterinarian for assistance in the diagnosis, freafment ) ’ .

, and control of parasitism. Bimectin s a Trademark of Bimeda, Inc Bimeda
: ’wmma:nommumm intended for human consumption. Not § o . 0. 1B1MoO04 ;
f for use in humans. Keep this and all drugs out of reach of children. 8BIMOt '

Refrain from smoking and eating when handling.

Wash hands after use. Avoid contact with eyes. September, 2004
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Bimectin
(ivermectin) paste 1.87%

Anthelmintic and Boticide

Removes worms and bots with a single dose.
Contents will treat up to 1250 I body weight
For Oral Use In Horses Only

ANADA# 200-326, Approved by FOA

Net Wt. 0.21 0z (6.08 g)

INDICATIONS: Consult your veterinarian for assistance in the diagnosis, treatment and control of parasitism.
Bimectin™ (ivermectin) Paste provides effective treatment and control of the following parasites in horses.

Large Strongyles (adults)- Strongylus vulgaris (also early forms in blood vessels), S. edentatus {alse tissue stages),
8. equinus, Triodontophorus spp. including T. brevicauda and T. serratus; Small Strongyles (aduits, including those
resistant to some benzimidazole class compounds)- Cyathostomum spp. including C. catinatum and C. pateratum,
Cylicocyelus spp. including C. insigne, C. leptostomum, C. nassatus, and C. brevicapsulatus, Oylicodontophorus spp.;
Cylicostephanus spp. including €. calicatus, €. goldi, €. longibursatus, and C. minutus, $mall Strongyles - Fourth
stage larvae; Pinworms (adults and fourth-stage larvae)-Oxyuris equi; Ascarids (adults, third-stage and fourth-stage
larvae}-Parascaris equorum; Hairworms (adults)- Trichostrongylus axer, Large-mouth Stomash Worms (adults)-
Habronema muscae, Bots {oral and gastric stages)- Gasterophilus spp. including G. intestinalis and G. nasalis,
Lungworms {adults and fourth stage larvae)- Diclyocaulus amfieldi, Infestinal Threadworms (adults)-Strongyloides
weslert, Summer Sores caused by Habronema and Draschia spp. cutaneous third-stage larvae; Dermatitis caused by
neck threadworm microfilariae, Onchocerca sp.

DOSAGE AND ADMINISTRATION: This syringe contains sufficient paste to treat one 1250 Ib horse at the
recommended dose rate of 91 meg ivermectin per ib (200 meg/kg) body weight. Each weight marking on the syringe
plunger delivers enough paste to treat 250 Ib body weight.

{1) While hoiding plunger, turn the knuried ring on the plunger 1/4 turn 1o the left and slide it so the side nearest the
barsel is at the prescribed weight marking. (2) Lock the ring in place by making a 1/4 tum to the right. (3) Make sure
that the horse's mouth contains no feed. (4) Remove the cover from the tip of the syringe. (5) Insert the syringe tip
into the horse's mouth at the space between the teeth. (6) Depress the plunger as far as it will go, depositing paste on
the back of the tongue. (7) immediately raise the horse's head for a few seconds after dosing.
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EQVALAN'

(ivermectin) Paste 1.87%

Anthelmintic and Boticide
For Treatment of Large SVongers, Small Strongyles,
Hairworms, Neck
Threadworms rims, Large-mo Smmacﬁ Worms, Bots. See
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WARNING: Do not use in horses intended for bussan consumption. PRECAUTIONS: EQVALAN® (jvermectin) Paste has been formulated specifically for use in INFORMATION FOR HORSE OWNERS: and itching reactions after treatment

horses only. This product should not be used in other aniimal species as severe adverse with EQUALAN (ivermedtin) Paste have occurred in carrying heavy infections of neck
Not for use in humans, Keep this and afl drugs out of reach of children. reactions, incuding fatalities in dogs, may resuft. threadwotm (Onchocerca sp.) microfilariae. These reactions were most Rkely the result of

mmmmmmmmwm‘mmmm microfilarise dying in large numbers, Symptomatic treatment may be advisable, Consult

information. To repa! reactions in users, to obtain more information, or to obtain  aquatic organisms, Do not contaminate ground or surface water. Dispose of the syringein ~ extensive tissue changes may ire other appropriate
a MSDS, contact Merial at 1-888-637-4251. an approved landfill or by incineration. mmmVMMa%mMmmmmmmm

1

{

i )

1 mmmmmmmmmmmmm Environmental Safety: vermectin and excreted ivermectin residues iy adversely affect  your veterinarian should any such reactions ocaur. Healing of summes sores involving
i

i

INDICATIONS: Consult your veterinarian for assistance n the diagnoss, treatment, DOSAGE AND ADMINISTRATION: This syr i - ANINAL SAFETY - mectin

mdmalimmv%(wmm?mmz?ém n wmium:i 1@”%&%%@.@%?%%“ kwﬁ m;h?m?%%@ . letNobErpDate Y

of the following parasites in horses. Large Strongyles (adults) - Strongyfus vulgaris (also early : ‘“ﬁgg W{'“‘*&“ﬁ" vers enough any stage of pregnancy. Stallions may be

forms i blood vesse), S edenttis (el s Sags),S. quinis, Tiocontophorus STB. K 3 004 0 he S Pt e DA 5 2 e rESG et wallt eptios G Lo eted Wihout adversely ffecing thi iy

including 7. brevicouda and 1. serratus and Craterostomum acuticatidotum;  the fing in place by meking a 1/4 tum o the n%. e ik the hoseS motth 000 000 0 Rev, 06-04 .

Smal Srongyles (o, kg thos sttt some bevinidazecas conpounds)  contins o feed. () Remobethecovr o the tp ofthe sy (c) st the yringe - Unvarnished area

= Coronocydus spp. induding C coronatus, C febiots and C labratis, Cyethostomum spp, mmm’““-“"’mpm‘ duehadbmbfme ‘I i raisemmemhmse‘shead 1-1/2"Wx 1" H

'(‘:‘““"'“’3 c mgrdum ";““d‘é poteratum, Cyficocycus spp. i“g‘;““f Ectml,' for o few seconds alter .

%mmghmcmcmm’mcmmm mmﬂ%mmwﬁwm%mm&m%

M-mmﬁmwmmmw( arvas)  Porasoars W\gmﬁ;@muﬁm‘agﬁsﬁmmmlwgs A

equorum; Halrworms (sdult) -~ Trichostrongydus dxei; Large-mauth Stomach Werms (vermedtin) Paste effectively gastroidestingd nematodes and bois of ELR L : ! )

{adults) - Habronema muscoe; Bots' (oral and gastric 'stages) « Gusterophiflus' spp. “will ; Marketed by Merial Limited

{ tﬁs)fu; e & (mé) o i horss.kegdarmh'nem reduce the chances of verminous arteritis caused by | ﬁmami“.;: -

Dicyocaulus arafel; Intestinal Fhreadworms = Stongyloides wested, Swmer ooy ADVANTAGES: B Comtrol — EQVALAN Paste kills i . s

m»mwmmm schic pp. ctanecus thidtage larvae: Dermats  FUCTA'ES LRAIOE o o B ate gt F o o 4 ot s mmg%&g&:

caused P EQvAmsapommmagmtmasmMabmmdammm - 31M50604030580MI, ok bebn Bl s doetiaed i
organo) Defwer,




SEPTEMBER 17 2004

PARASITE CONTROL PROGRAM: All horses should be included in a regular parasite control program with particular
attention being paid 1o mares, foals and yearlings. Foals should be treated initially at 6 to 8 weeks of age, and routine
treatment repeated as appropriate. Consult your veterinarian for a control program to meet your specific needs.
Bimectin™ {ivermectin} Paste effectively controls gastrointestinal nematodes and bots of horses. Regular treatment
will reduce the chances of verminous arteritis caused by Strongylus vulgaris.

PRODUCT ADVANTAGES: Broad-spectrum Control - Bimectin™ (ivermectin) Paste kills important internal parasites,
including bots and the arterial stages of 8. vulgaris, with a single dose. Bimectin™ (ivermectin) Paste is a potent
antiparasitic agent that is neither a benzimidazole nor an organophosphate.

ANIMAL SAFETY: Bimectin™ (ivermectin) Paste may be used in horses of all ages, including mares at any stage of
pregnancy. Stallions may be treated without adversely affecting their fertility.

WARNING: Do not use in horses intended for human consumption. Not for use in humans. Keep this and all drugs out of
reach of children.

Refrain from smoking and eating when handling. Wash hands after use. Avoid contact with syes.

The Material Safety Data Sheet (MSDS) contains more detailed occupational safety information. To report adverse
reactions in users, to obtain more information or to obtain a MSDS, contact Bimeda, Inc. at 1-888-524-6332.

PRECAUTIONS: Bimectin™ (ivermectin) Paste has been formulated specifically for use in horses only. This product
should not be used in other animal species as severe adverse reactions, including fatalities in dogs, may resuit.

Environmental Safety: Ivermectin and excreted ivermectin residues may adversely affect aquatic organisms. Do not
contaminate ground or surface water, Dispose of the syringe in an approved landfill or by incineration.

INFORMATION FOR HORSE OWNERS: Swelling and itching reactions after treatment with Bimectin™ (ivermectin) Paste
have occurred in horses carrying heavy infections of neck threadworm (Onchocerca sp. microfilariag). These reactions
were most likely the result of microfilariae dying in large numbers. Symptomatic treatment may be advisable. Consult
your veterinarian should any such reactions occur. Healing of summer sores involving extensive tissue changes may
require other appropriate therapy in conjunction with treatment with Bimectin™ (ivermeetin) Paste . Reinfection, and
measures for its prevention, should also be considered. Consult your veterinarian if the condition does not improve.

Bimactin Is a Trademark of Bimeda, Inc.

Manutactured for
Bimeda, Inc. and Bimeda-MTC Animal Health inc Himeda, in¢
are Divisions of Cross Vatpharm Group Ltd. @ Rivarside, MO 64150
Product No. 1BIM004
8BIMOK Mt .

. Bitneda-MTC Animal Heaith Inc.
September, 2004 Bimeda cambridge, ontario, Canada N3¢ 2w4
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