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FREEDOM OF INFORMATION SUMMARY

Original Abbreviated New Animal Drug Application

ANADA 200-390

Ivermectin Paste
(ivermectin)

Anthelmintic

For use in horses for treatment and control of large strongyles, small
strongyles, pinworms, roundworms (ascarids), hairworms, new
‘threadworms, large-mouth stomach worms, and bots.

~ Sponsor:

Med-Pharmex, Inc.

9006-200-390 Fo/SI



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:

ANADA 200-390

Med-Pharmex, Inc.
2727 Thompson Creek Rd.
Pomona, CA 91767-1861

Drug Labeler Code: 054925
Ivermectin

Ivermectin Paste 1.87%
Paste

Individual 6 mL syringe containing 0.21 oz (6.08 g)
of 1.87% ivermectin

OTC

1.87% ivermectin

Oral

Horses, not intended for human consumption

6 mL syringe (6.08 g): This syringe contains
sufficient paste to treat one 1250 Ib horse at the
recommended dose rate of 91 mcg ivermectin per lb
(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 Y4 turn 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 7
turn 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.




1. Pharmacological Category:

m. Indications:

n. Pioneer Product:
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Anthelmintic

Consult your veterinarian for assistance in the
diagnosis, treatment, and control of parasitism.
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
(also tissue stages), S. equinus; Triodontophorus
spp. including 7. Brevicauda and T. serratus, and
Craterostomum acuticaudatum; Small Strongyles
(adults, including those resistant to some
benzimidizole class compounds) — Coronocyclus
spp. including C. coronatus, C. labiatus and C.
labratus; Cyanthostomum 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, and
Petrovinema poculatum; Small Stongyles —
Fourth-stage larvae; Pinworms (adults and fourth-
stage larvae) — Oxyuris equi; Ascarids (adults and
third- and fourth-stage larvae) — Parascaris
equorum; Hairworms (adults) — 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-stage
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.
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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), 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.

Med-Pharmex, Inc. has demonstrated in vivo bioequivalence via a blood-level bioequivalence
study comparing the generic product to the pioneer product to support the safety and efficacy of
the generic product for use in the treatment and control of large strongyles, small strongyles,
pinworms, roundworms (ascarids), hairworms, new threadworms, large-mouth stomach worms,
and bots in horses.

Blood-level Bioequivalence Study: One blood-level bioequivalence study was conducted to
determine the comparative bioavailability of the generic and pioneer formulations of ivermectin
paste.

Testing Facility: Colorado Animal Research Enterprises, Inc. (CARE)
6200 East County Road 56
Fort Collins, CO

Objective: The objective of this study was to determine the comparative blood-levels of Med-
Pharmex, Inc.’s Ivermectin Paste 1.87% and EQVALAN (ivermectin) Paste 1.87% sponsored by
Merial, Ltd. in a two-period crossover study in horses.

Summary: The design of this study is a comparative bioavailability study using healthy adult
horses in a single-dose, two-period, crossover design with randomization of experimental units to
two treatments. Thirty-two domestic breed adult horses (16 nonpregnant females and 16 gelded
males) were randomly assigned in equal numbers to either of two treatment sequences (8 male, 8
* female each sequence) separated by a 35-day washout interval; Med-Pharmex Inc.’s oral
ivermectin paste test article followed by Merial Ltd.’s ivermectin paste reference product or vice-
versa. Venous blood samples for plasma ivermectin analysis were collected one hour prior to
dosingand at 1,3, 5, 6,7, 8,9, 10, 12, 15, 18, 24, 36, 48, 72, 168, 336, and 504 hours after
treatment.

Results: The AUC was computed using the trapezoidal rule from time 0 out to the last sampling
time associated with quantifiable drug concentration (AUCo.Loq). The natural logarithm of AUC
was computed and used as the variable for analysis. The maximum concentration measured for
all time periods (Cimax) Was determined and the natural logarithm of Cpax was computed and used
as the variable for analysis.

The criteria for determining bioequivalence, as described in CVM’s Bioequivalence Guidance, is
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to construct a 90% confidence interval about the difference of the two means, generic minus

pioneer, based on the log scale of AUC and Cpax and then take the anti-log of the confidence
limits multiplied by 100. The resulting bounds should be between 80.00% and 125.00%. As
seen in the table below both AUC and Cpay fall within those bounds.

Variable Generic Mean | Pioneer Mean | Lower Bound Upper Bound
Time to Max. Concentration 4.41 4.78 NA' NA'
(hours)

Log.(AUC) 8.20 8.30 80.1% 103.6%
Loge(Crmax) 4.15 4.20 82.6% 108.6%
"Not Applicable

The variable time to maximum concentration (Tax) is permitted to be interpreted by clinical
judgment. In this case, there is no reason to expect the difference in Tmax will affect the efficacy
of the drug, since both AUC and Cax are bioequivalent and the product is administered as a
single dose. Therefore, the study objective to determine the bioequivalence of the generic and
pioneer ivermectin products was achieved.

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 package label as follows: Warning: Do not use in horses
intended for human consumption. Not for use in humans. Keep this and all drugs out of

the 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 Ivermectin Paste
1.87%, when used under the proposed conditions of use, is safe and effective for its labeled

indications.

Safety and effectiveness for this generic new animal drug, Ivermectin Paste 1.87%, were
established by the demonstration of blood-level bioequivalence to the pioneer product,
EQVALAN Paste 1.87% sponsored by Merial, Ltd. under NADA 134-314.
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5. ATTACHMENTS:

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

Generic Labeling: Container label; Package insert; Carton label

Pioneer Labeling: Container label; Package insert; Carton label
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] ) Order thru: CALICO PRINTING : _ Date: 4-18-2006

PRINTING & GRAPHICS Job Description: _ Med-Pharmex Ivermectin Paste 1.87% Version No.: 3
(714) 738-3533 FAX:(714) 738-0861 :

MED-PHARMEX"
W IINCORPORATESD
POMONA, CA 91787

UV Varnish Plate

ACTUAL SIZE: 1.75" x 2.25"

Colors: (Six) + U.V. Vamish
Process Cyan
Process Magenta
Process Yellow
Process Black
Pantone 116 Yellow
Pantone 2735 Blue

MISTAKES ARE COSTLY. PLEASE PROOFREAD CAREFULLY. Tﬁis proof should be used only to inspect the layout,

WE CANNOT BE RESPONSIBLE FOR INCORRECTLY PRINTED MATERIAL. ;‘Fﬁ'c'g'“g;e"u‘;"t’gesmfscz;”; SSL?[Z,,S;"&'Z'L‘LT;J.’JZ.,{'Q

PLEASE RETURN THIS COLOR PROOF UPON APPROVAL. . labels. Every effort is made to do the job right the first
time right. Please always submit neatly typed or cleary
written scripts with detailed, and proper, Instructions to
expedite the job order. Any change or alterations to the

SIGNED DATE original copy requiring additional’ modifications on the

artwork, and/or to reproot, is charged extra,

PAit 2006152 FIRST PROOF: 4-4-2006




ANADA 200-390, Approved by FDA.

IVERMECTIN PASTE
Paste 1.87% - Anthelmintic and Boticide

Removes worms and bots with a single dose.
Contents will treat up t¢ 1250 Ib body weight.
For Oral Use in Horses Only

Each Syringe Contains 0.21 OZ (6.08 g) IVERMECTIN PASTE
Net Wt: 0.21 02 (6.08 g)

INDICATIONS: Consult your veterinarian for assistance in the
diagnosis, freatment, and control of parasitism. lvermectin Paste
provides effective treatment and control of the following parasites
in horses, Large Strongyles (adults) - Strongylus vulgans (also
early forms in blood vessels), S. edentatus (also tissue stages),
S. equinus, Triodontaphorus spp. including 7. brevicauda and T.
tus, and Craterostomum acuticaudatum, Small Strongyles
(adults, including those resistant o some benzimidazole class
compounds) - Coronocyclus spp. including C: coronatus, C.
labiatus and C. fabratus; Cyathostomum spp. including C. catina-
tum and C. pateraturn, Cyficocyclus spp. including C. insigne, C.
leptostomum, C. nassatus and C. brevicapsulatus, Cylicodon-
tophorus spp.; Cylicostephanus spp. including C. calicatus,
C. goldi, C. longibursatus and C. minutus, and Petrovinema
poculatum; Small Strongyles - Fourth-stage larvae; Pinworms

‘(adults and fourth-stage larvae} ~ Oxyuris equi, Ascarlds (adults

and third - and fourth-stage larvae) - Parascaris equorum;
Hairworms (adults) - Trichostrongylus axei, Large-mouth
Stomach Worms (adults) - Habronema muscae, Bots (oral and
gastric stages) - Gasterophilus spp. including G. intestinalis and
G nasafis; Lungworms (adulls and fourth-stage larvae) - Dictyo-
caulus armfieldi, Intestinal Threadworms (adults)- Strongyloides
wester, Summer Sores caused by Habranema and Draschia
spp. cutaneous third-stage larvae; Dermatitis caused by neck
threadworm microfilariae, Onchocerca sp.

DOSAGE AND ADMINISTRATION This syringe contains suf-
ficient paste to treat one 1250 Ib horse at the recommended dose
rate of 91 mcg 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 holding plunger, turn the
knured ring on the plunger 1/4 tum 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 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.

PARASITE CONTROL PROGRAM: All horses should be
included in a regular parasite control program with particular
attention being paid to mares, foals and yearlings. Foals should
be treated initially at 6 1o 8 weeks of age, and routine treatment
repeated as appropriate. Consult your veterinarian for a control
program to meet your specific needs. lvermectin 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 controf ~ lver-
mectin Paste kills important internal parasites, including bots and
the arterial stages of S. vuiganss, with a single dose. ivermectin
Paste is a potent anfiparasitic agent that is neither a benzimid-
azole nor an organophosphate.

ANIMAL SAFETY: 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 h intended for h
sumption. con

Not for use in humans. Keep this and all drugs out of reach
of children.

Refrain from.smoking and eating when handling. Wash hands af-
ter use, Avoid contact with eyes. 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 Med-Pharmex at 909-593-7875.

PRECAUTIONS: lvermectin Paste has been formulated specifi-
cally for use in horses only. This product should not be used

in other animal species as severe adverse reactions, including
fatalities in dogs, may result.

Envir I Safety: I tin and excreted ivermectin
residues may adversely affect aquatic organisms. Do not con-
taminate ground or surface water. Dispose of the syringe in an
approved landfifi or by incineration.

INFORMATION FOR HORSE OWNERS: Swelling and itching
reactions after treatment with lvermectin Paste have occurred in
horses carrying heavy infections of neck threadworm
microfilariae (Onchocerca sp.). These reactions were most likely
the result of microfitariae 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 lvermectin Paste. Reinfection,
and measures for its prevention, should also be considered.
Consult your veterinarian if the condition does not improve.

Med-Parmex, Inc.
Pomona, CA 91767-1861
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