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FREEDOM OF INFORMATION SUMMARY
ORIGINAL NEW ANIMAL DRUG APPLICATION |
ANADA 200-286
Phoenectin™ (ivermectin) Paste 1.87%
For the treatment of Large Strongyles, Small Strongyles, Pinworms,
Roundworms, (Ascarids), Hairworms, Neck Threadworms,

Largemouth Stomach Worms, and Bots (specific species listed
within).

Sponsored by:

Phoenix Scientific, Inc.
3915 S. 48™ Street Terrace
St. Joseph, MO 64503
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1. GENERAL INFORMATION

ANADA : 200-286
Sponsor: Phoenix Scientific, Inc.
3915 South 48™ Street Terrace

St. Joseph, MO 64503
GenericName:  I[vermectinPaste 1.87%
Trade Name: Phoenectin™ (ivermectin) Paste 1.87%
Dosage Form: Oral Paste
How Supplied:  6.08 g in 6 mL syringe
How Dispensed: OTC

Amount of Active
Ingredients: 1.87%

Route of
Administration  Oral

Species: Horses

Labeled Dosage: 200 mcg/kg of body weight (91 mcg/lb body weight)

Indications for Use: IvermectinPaste 1.87% is indicated for the effective
treatment and control of the following parasites or parasitic
conditions in horses:

Large Strongyles:

Strongylus vulgaris (adults and arterial larval stages)
S.edentatus (adults and tissue stages)

S. equinus (adults)

Triodontophorus spp (adults)

Small Strongyles - including those resistant to some benzimidizole class compounds
(adults and fourth-stage larvae):

Cyanthostomum spp

Cylicocyclus spp

Cylicostephanus spp

Cylicodontophorus spp
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Pinworms
(adults and fourth-stage larvae)
Oxyuris equi

Ascarids (adults and third- and fourth-stage larvae)
Parascris equorum

Hairworms (adults):
Trichostrongylus axei

Large-mouth Stomach Worms (adults):
Habronemamuscae

Bots (Oral and gastric stages):
Gastrophilus spp

Lungworms (adults and fourth-stageslarvae):
Dictycaulus arnfieldi

Intestinal Threadworms (adults):
Strongyloides westeri

Summer Sores caused by Habronema and Draschia spp cutaneous third-stage larvae.

Dermatitis caused by neck threadworm microfilariae,

Ohchocerca spp.
Pioneer Product: Eqvalan® Paste for Horses (ivermectin)
“Listed Product: '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 (53 FR 50460, December 15,
1988, First GADPTRA Policy Letter) 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 data, drug effectivenessdata, and human
food safety data (other than tissue residue data) are required for approval of an ANADA.
An ANADA approval is based on a demonstration that the generic product is
bioequivalent to the pioneer product.

The following study was completed to provide evidence of blood-level bioequivalence
of the generic and pioneer ivermectin pastes in horses.
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Bioequivalence Study: PSI -0677-96E-003 (GLP)

SERUM BIOAVAILABILITY OF GENERIC AND PIONEER 1.87%
IVERMECTIN PASTE (EQVALAN®) ADMINISTERED ORALLY IN THE
HORSE

Study Location: Southwest Bio-Labs, Inc. (SBL)
401 N 17" Street
Las Cruces, NM 88005

Summary: Animals were observed and acclimated for 28 days prior to study start.
After meeting entrance criteria, 12 adult horses (6 castrated males; 5 non-pregnant
females and 1 pregnant female) were segregated by sex and ranked by ID number
(lowest to highest) within each sex. Males and females within the block were
randomly assigned to one of two treatment sequences, generic test article followed by
pioneer control article or pioneer control article followed by generic test article, so
that three males and three females were assigned to each sequence. Animals were
given the first drug of the assigned sequence during the first treatment period and the
second drug of the assigned sequence during the second treatment period. The
treatment order (order in which the animals were dosed) was randomized for both
treatment periods. Treatments consisted of a single oral administration of 22.75 mg
of generic or pioneer ivermectin per 250 pounds of body weight, a washout period of
28 days between treatment periods, and a single oral administration of 22.75 mg of
generic or pioneer ivermectin per 250 pounds of body weight during the second
treatment period.

Blood (~10-12 mL) was collected for ivermectin serum analysis immediately
pretreatment (0) and 1, 2, 3, 4, 6, 8, 10, 12, 24, and 36 hours and 2, 3, 4, 7, 10, 14, 17,
and 21 days posttreatment (19 samples/animal/treatment period). Twenty-eight (28)
days after the first treatment, animals were dosed with the alternate product and the
blood collections repeated during the second treatment period. Serum samples were
submitted to PPD Pharmaco, Inc., Middleton, W1 for ivermectin analysis at the
completion of the study.

The area under the curve (AUC) was computed using the trapezoidal rule. The
natura] logarithm of AUC was computed and used as the variable for analysis,
denoted by LAUC. The maximum concentration measured for all time periods (Cmax)
was determined and the natural logarithm of Cmax’ denoted LCiay, Was computed and
used as the variable for analysis.

Results and Conclusions: The criteria for determining bioequivalence, as described
in CVM’s Bioequivalence Guidance (Final) Docket No. 94D-0401, 1996, is to
construct a 90% confidence interval about the difference of the two means, generic
minus pioneer, based on the log scale of AUC and Cpay and then take the anti-log of
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the confidence limits. The anti-log of the lower limit of LAUC was greater than or
equal to 0.8 (0.81) and the anti-log of the upper limit was less than 1.25 (1.24). The
anti-log of the lower limit of LCi.y Was greater than or equal to 0.8 (0.81) and the
anti-log of the upper limit was less than or equal to 1.25 (1.25).

Both variables, LAUC and LCyna, satisfied the bioequivalence criteria. Therefore, the
study objective to determine the bioequivalence of generic and pioneer ivermectin
1.87% paste by serum bioavailability was achieved.

Although the variable, Tmax did not satisfy the criteria in the Bioequivalence
Guidance, we are permitted to exercise clinical judgement when interpreting this
variable as it relates to the efficacy of the proposed drug. In this case, there is no
reason to expect the difference in Trax Will affect the efficacy of the drug, since both
AUC and Cpax are bioequivalent and the product is administered as a single dose.

3. HUMAN SAFETY:
Human Safety Relative to Food Consumption:

None required as Ivermectin Paste 1.87% is intended for use only in horses. The
labeling includes the statement:

“WARNING: Do not use in horses intended for food purposes.”
Human Safety Relative to Possession, Handling, and Administration:
Labeling contains adequate caution/warning statements.
4. AGENCY CONCLUSIONS:

This is an Abbreviated New Animal Drug Application (ANADA) filed under section
512(b)(2) of the Federal, Food, Drug and Cosmetic (FFD&C) Act.

Safety and effectiveness for this generic animal drug, Ivermectin Paste1.87% were
established by demonstration of bioequivalence to the pioneer product, Eqvalan®
Paste for Horses (NADA 134-314, Merial Ltd).

This generic product and the pioneer product have identical labeling indications for
the use in horses. The route and method of administration of the two drugs are
identical. Both drugs are administered orally. The generic and pioneer products
contain the same active ingredients.
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This ANADA satisfies the requirements of section 512 of the Act and demonstrates
that Ivermectin Paste 1.87 % , is safe and effective for its labeled indications when
used under the proposed conditions of use.
Attachments:
1. Generic labeling:
Package Insert
Container Label
Carton Label
2. Pioneer Labeling
Package Insert

Container Label

Carton Label
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hands after use.

’ | PHOENECTIN™

(ivermectin) Paste 1.87%

ANTHELMINTIC AND BOTICIDE
FOR ORAL USE IN HORSES ONLY

For treatment of Large Strongyles, Small Strongmles,
Pinworms, Roundworms (Ascarids), Hairworms,
Threadworms, Large-mouth Stomach Worms, Bots. See
insert for complete indications and use directions.
Consult your veterinarian for assistance in the diagnosis,
treatment, and control of parasitism.

RESIDUE WARNING: Do not use in horses intended for food purposes.
Store at controlled room temperature, 20° to 25°C {68° to 77°F)

CAUTION: Refrain from smoking
and eating when handling. Wash Manufactured by

eck

Avoid contact Phoenix Scientific, Inc.

with eyes. Keep this and all drugs
out of the reach of children. St. JOSEph' MO 64503
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Customer: PHEONIX SCIENTIFIC PO.# LISA
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SIZE: 2" X 2"

Approved by:

Fax Proofs are intended for proofing of content and placement only, not for exact size or color breaks.

Every effort has been taken to insure the accuracy and conformance to applicable regulations on this
proof. However, please check carefully as the final liability rests with the customer.

Date approved:
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PHOENECTIN""

{ivermectin)
Paste 1.87%
Anthelmintic and Boticide

Removes worms and bots with a single dose.
Contents will treat up to 12501 body weight.

For Oral Use in Horses Only
ANADA 200-286, Approved by FDA
B, Net Wt 6.08 g {0.21 02}
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INDICATIONS: Consuk your vetedinarian for
i i the diagnosi and

and gastnc stages) - é:smnﬂus spp;

control of parastism. PHOENECTIN™ (n

Lung: {aduks and lwm-suge larvael
Dicty “amfiek &

Paste 1.87% provides effective control of the
following parasies in horses, Large Suongyles
{adutts) ~ Strongylus wdgaris {atso early forms in
blood vessels), S. edentatus {also tssue stages),
S. equinus, Triodontophorus spp, Semall
Strongyles including thase resistart to some
benzimidazole class compounds {adults and
fourth-stage larvae) - Cyathostomum spp.
Cyii spp,  § spp.

{adults) ~ Strongyloides westen; Summer Sores
caused by Mabronema and Oraschia spp
cutaneous third-stage lame bemmms caused
bv neck thraad

ocsacz AND ADMINISTRATION: This syringe
contains sufficient paste to treatone 1250 b harse
at the recommended dose rate of 91 meg

Cylicodortophorus spp; Pinworms {adults and
fourth-stage [arvael ~ Oxyuris equi; Ascarids
{adults and third- and fourth-stage lfarvaed -
Parascaris equorum; Hairworms {adults) -
Trichastrongylus axei; Large-mouth Stomach
Worms {adults) - Habronema muscae: Bots {oral

1

in per ib (200 meg/kg) body weight. Each
weight marking on the syringe plunger dekvers
enough paste 0 treat 250 I bady weight. {1)
‘While holding plunger, turn the knuded ring onthe
plunger to the right 5o the side nearest the barrel
is atthe prescribed weight marking. (2) Make sure
that the horse’s mouth contains no faed. {3)
2

27409 phoenix scientific he iv

in onsert booklet inside bik

Remove the cover from the tig of the syringe. (4}
Insert the syringe tip im0 the horse’s mouth at the
space between the teeth. {5) Depress the plunger
as far as & will go, depositing paste an the back of
the tongue. (B} Immediately raise the horse’s head
for a few seconds after dosing.
PARASITE CONTROL PROGRAM: Afl horses
should be included in 3 requiar parasite control
program with particular attention being paid t
mares, foals and yeardlings. Foals should be
treated initially at § to 8 weeks of age, and routing
treatme repeated as appropriate.
Consutt your veterinarian for 3 control program
meet your specific needs. PHOENECTIN™

) Paste 187% effectively contols
gaswointestinal nematodes and bots of horses.
Regular treatment will reduce the chances of
vermingus arteritis caused by S. vulgaris.

3

PRODUCT AOVANTAGES: Broad-Spectrum
Controt ~ PHOENECTIN™ (ivermectinl Paste

187% kills important internal parasites, including

bots and the arterial stages of Strongylus wigarss,
with a single dose. PHOENECTIN™ {vermectnl
Paste 1.87% is a potent antparasidic agent that is
netther 3 benzi NOF 30

Satety~ mOENECﬂN"‘(mmocm) Paste 1.87%
may be used in horses of all ages, including
mares at any stage of pregnancy. Stallions may
be treated without adversely affecting their .
fertiity.

- RESIDUE WARNING: Do notuse in

horses intended for food purpos
CAUTION: PHOENECTIN™ (Ngr‘v'nm Paste

157% has been formulated specifically for use in
horses only. This product shouid not be used in

4

other animal species as severe adverse
reactions, including fataliies in dogs, may resuk.
Refrain from smoking and eating when handling.
Wash hands after use. Avoid contact with eyes.
Keep this and alt drugs out of the reach of
children. Ivermectin and excreted ivermectin
residues may adversely affect aquatic organisms.
Do not contaminate-ground or surface water.
Oisposa of the syringe in an approved landfill or
by incineration.
NOTE 10 USER: Sweling and itching reactions
after treatment with PHOENECTIN™ /vermectin}
Paste 1.97% have occurred ia horses camying
heaw infections of neck threadworm
sp) These i
were maost Kkely the result of microfilanae dying in
Ia(ge numbers. Symptomatic treatnent may be
Consult your inarian should any
$

such reactions occur. Healing of summer sores
nvolving extensive tissue changes may reqm
ather appropriate therapy in conj

geatment with PHOENECTIN™ (ivermectin} Pm
1.87%. Reinfection, and measures for its
prevention, should 3iso be considered. Consult
your veterinarian, # te condiion does not
improve.

EACH SYRINGE CONTAINS 6.08 ¢ {0.21 o2}
IVERMECTIN PASTE

Stove at contolled room temperature,
A0 25°CE8 0 ITR.
MadeinUSA. 0100
Manutacarred By
Phaoenix Scientific, Inc.
St Joseph, MO §4503

CUSTOMER PROOF « CHECK CAREFULLY!

Customer: PHEONIX SCIENTIFIC P.O.#  STEPHANIE

CYREL#: 27409 (TS) Date 12/20/99 _1/4/00  _1/21/00 _2/4/00  2/21/00  3/23/00
LABEL: IVERMECTIN PASTE UNWIND #:
SIZE: )
PATTERN VARNISH:

COLORS: black 1797 red

Fax Proofs are intended for proofing of content and placement only, not for exact size or color breaks.

Every effort has been taken to insure the accuracy and conformance to applicable regulations on this
proof. However, please check carefully as the final liability rests with the customer.

Approved by:

Date approved:
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(1) While holding plunger, turn the
-knurled ring on the plunger 1/4 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 1/4 tum to the right.
(3) Make sure that the horse’s mouth
contains no teed. (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
tegular parasite control program with
particular attention being paid to mares, '
3

with a single dose. -

Contents will treat up
to 1250 tb body weight

For Oral Usein
Horses Only

For Sale to Licensed
eterinarians

foals and yearfings. Foals should be treated initially at
6 to 8 weeks of age, and routine treatrent repeated
as appropriate. Consult your veterinarian for a contro!
program to meet your specific needs. EQVALAN?
(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 ~EQVALAN Paste kilis important intarnal-

parasites, includjng bots and the arterial stages of
S. vulgaris, with 42 single dose. EQVALAN Paste is a
potent anti-parasitic agent that is neither a benzimida-
2ole nor an organophosphate. Safety ~ EQVALAN
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 4

food purposes.

CAUTION: EQVALAN (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 result.

Refrain from smoking and eating when handting.
Wash hands after use. Avoid contact with eyes. Keep
this and all drugs out of the reach of children.
Ivermectin and excreted ivermectin residues may

. adversely affect aquatic organisms. Do not contami-
~ nate ground or surface water. Dispose of the syringe

in an approved landfill or by incineration.

NOTE TO USER: Swelling and itching reactions after

treatment with EQVALAN Paste have occurred in
horses canrying heavy infections of neck threadworm
(Onchocerca sp microfilariae). 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
oceur. Healing of summer sores involving extensive
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tissue changes may tequire other
appropriate therapy in conjunction with
treatment with EQVALAN (ivermectin)
Paste, Reinfection, and measures for its
prevention, should also be considered.
Consult your veterinarian if the condi-
tion does not improve.

EACH SYRINGE CONTAINS 0.21 0Z
(6.08 g) IVERMECTIN PASTE

EQVALAN REG TM
MERCK & CO., INC.

U.S. Pat. 4,199,569 Made in US.A.

€ MERCK

AgVet Division

Merck &Co., Inc.
Rahway, New Jersey 07065-0912, US.A,
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JPETIN
I

(Ivermectin) Paste 1.87%,
Anthelmintic ang Boticide
For Treatment of targe Strangyles, Smait
Strongyles, Pinworms, Roundworms {As-
carids), Hairworms, Neck Threadworms,
Large-mouth Stomach Worms, Bots. See carton
o¢ attached (abat indicats

or
g P

and use directions, Consult yoyr velgrinarian
for assi i di; is, treat

inthe 1, and
conlrol of parasitism,
NET WT 0.21 0z (6.080)  Made in U.S.A,

for f

handiing
eyes. Ke:
chitdren

LotNo&
ExpDate

8610304

WARNING:

CAUTION: Refrain from Smoking or eating when

Do not use in hor:

$es intanded
00d purposes,

- Wash hands after use. Avoid contact with
ep this and aly drugs out of the reach ot
3 T 3ry rie
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