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ORIGINAL ABBREVIATED NEW ANIMAL DRUG APPLICATION

ANADA 200-360

Tiamulin Liquid Concentrate
(12.3% tiamulin hydrogen fumarate)

Swine

For oral use in the treatment of swine dysentery and pneumonia

Sponsored by:

Phoenix Scientific, Inc.

Aoos -200-360 Fors |



' FREEDOM OF INFORMATION SUMMARY

1. GENERAL INFORMATION:

File Number:

®

b. Sponsor:

¢. Established Names:

d. Proprietary Name:

o

Dosage Form:

-

How Supplied:

g. How Dispensed:

h. Amount of Active Ingredients:
i. Route of Administration:

j. Species/Class:

k. Recommended Dosage:

1. Pharmacological Category:

m. Indications:

n. Pioneer Product:

ANADA 200-360

Phoenix Scientific, Inc.

3915 South 48" Street Ter.
St. Joseph, MO 64503 -
Drug Labeler Code: 059130
Tiamulin hydrogen fumarate
Tiamulin Liquid Concentrate

Liquid

32 fl oz bottles

OTC

12.3% tiamulin hydrogen fumarate
Oral

Swine/Weighing less than 250 pounds.

Administered in the drinking water for five
consecutive days for the treatment of swine dysentery
associated with Brachyspira hyodysenteriae
susceptible to tiamulin at a dose level of 3.5 mg
tiamulin hydrogen fumarate per pound of body weight
daily and for treatment of swine pneumonia due to
Actinobacillus pleuropneumoniae susceptible to
tiamulin when given at 10.5 mg tiamulin hydrogen
fumarate per pound of body weight daily..

Antibiotic

For the treatment of swine dysentery associated with
Brachyspira hyodysenterige and swine pneumonia due
to Actinobacillus pleuropneumoniae susceptible to
tiamulin,

DENAGARD Liquid Concentrate; tiamulin; NADA
140-916; Boehringer Ingelheim Vetmedica, Inc.
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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) 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.

Ordinarily, the ANADA sponsor shows the generic product is bioequivalent to the pioneer,
which has been shown to be safe and effective. If bioequivalence is demonstrated through a
clinical endpoint study, then a tissue residue study to establish the withdrawal time for the
generic product should also be conducted. For certain dosage forms, the agency will grant a
waiver from the requirement of an in vivo bioequivalence study. (55 FR 24645, June 18, 1990;
Fifth GADPTRA Policy Letter; Bioequivalence Guidance, revised October 9, 2002).

Based on the formulation characteristics of the generic product Phoenix Scientific, Inc. was
granted a waiver from the requirement of an in vivo bioequivalence study for Tiamulin (tiamulin
hydrogen fumarate) Liquid Concentrate. The generic product is administered as an oral solution,
contains similar active ingredients in the same concentration and dosage form as the pioneer
product, and contains no inactive ingredients that may significantly affect the absorption of the
active ingredient. The pioneer product DENAGARD (tiamulin hydrogen fumarate) Liquid
Concentrate, the subject:of Boehringer Ingelheim Vetmedica, Inc., NADA 140-916, was
approved on January 29 1993.

3. HUMAN SAFETY:
* Tolerance for Residues:

The tolerances established for the pioneer product apply to the ,genéric product. A tolerance
of 0.6 ppm is established for 8-alpha-hydroxymutilin (tnarker compound) in liver (target
tissue) of swine under 21 CFR 556.738.

¢  Withdrawal Times:

Because a waiver of the in vivo bioequivalence study was granted, the withdrawal times are
those previously assigned to the pioneer product.

The withdrawal times established for tiamulin liquid concentrate under 21 CFR 520.2456
are: 1) 3 days before slaughter when given to swine at a dose of 3.5 mg of tiamulin per pound
of body weight for 5 days, and 2) 7 days before slaughter when given to swine at a dose of
10.5 mg per pound of body weight for 5 days.

* Regulatory Method for Residues:
The determinative analytical method (GC) and the confirmatory analytical method

(GC-MS) for determining 8-alpha-hydroxymutilin in swine liver are on file at the
Center for Veterinary Medicine, FDA, 7500 Standish Place, Rockville, MD 20855.
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4. AGENCY CONCLUSIONS:

This Abbreviated New Animal Drug Application (ANADA) filed under section 512(b)(2) of the
Federal Food, Drug, and Cosmetic Act satisfies the requirements of section 512(n) of the act and
demonstrates that Tiamulin Liquid Concentrate, when used under its proposed conditions of use,
is safe and effective for its labeled indications.

5. ATTACHMENTS:
Facsimile generic labeling and currently approved pioneer labeling are attached as follows:

Generic Labeling for ANADA 200-360:
Tiamulin (tiamulin) Liquid Concentrate
Container Label — one quart (32 fl oz; 946 mL)
Package Insert

Pioneer Labeling for NADA 140-916:
DENAGARD (tiamulin) Liquid Concentrate
Container Label — one quart (32 fl oz; 946 mL)
Package Insert ‘



W : Keep out of reach of children.
Avoid direct contact with the skin, Direct
contact with skin or mucous membranes
o PRt vt 3 o
raw medi water A
slaughter after usa at 35 mg y.:s pound
and 7 days before slaughter after use at
10.5 myg per pound.
Active Ingredient: This bottle contains 4.10 oz
{116.4 g) tlamulin hydrogen fumarate in
solution.
Caution: For use in animals only - Not for
‘human use.

Prepare fresh medicated water daily, Use as the
only source of drinking water for 5 days. Do not
use in swine weighing over 258 pounds.

Store at contrelled room témperatire 20°.25°C
AmToch® is a regiserad trademark of Phoenix
Scientific, inc.

TNETME -

‘Lot No, © Exp.Date

NDC 59130-753-18

Tiamulin A

Liquid Concentrate
12.3% tiamulin
hydrogen fumarate
ANTIBOTIC
- --ANADA 200-360, Approved by FDA
- NET CONTENTS:
1 Quart {32 fl 0z; 946 mL)

Contraindications: Swine being
treated with Tiamulin Liquid
Concentrate should not have
access to feeds containing
polyether jonophores {e.g.,
monensin, lasalocid, narasin,
salinomycin and semduramicin)
as adverse reactions may occur.
Indications: Treatment of swine
dysentery  associated  with
Brachyspira hyodysenteriae and
swine pneumonia due to
Actinobacillus pleuropneumoniae,
susceptible to tiamulin;

Usas Directions: SHAKE WELL BEFORE
USING. Do not use undiluted.

" This” bottle containg 116,400 mg

tiamulin hydrogen fumarate for
use .in - preparing - medicated
drinking water for. swine. See
package insert for complete
directions, read completely.
- Manufactured by
' Phoertix Scientific, Inc.
© 8t. Joseph, MO 64503

500028 Iss. 4-05

m\
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Contraindications: Swine being™]
treated with Tiamulin Liquid
Concentrate should not have

access to feeds containing
polyether ionophores  (e.g.,
monensm, lasalocm, narasin,

salinomycin and semduramicin)
as adverse reactions rnay occur.

Indications: Treatment of swine
dysentery  associated with
Brachyspira hyodysenteriae and
swine pneumonia due to
Actinobacillus pleuropneumoniae,
susceptible to tiamulin,

Use Directions: SHAKE WELL BEFORE
USING. Do not use undiluted,

This bottle contains 116,400 mg
tiamulin hydrogen fumarate for
use in__preparing med(cated
drinking water for swine. See
package. insert for complete
directions, read- ‘completely.

Protect from direct sunhght
Manufactured by

Phoenix Sc:enttﬁc, inc.
St. Joseph, MO 84503

500028 Iss. 4-05

" ANADA 200-360, Approved by FDA

Tiamulin Liquid Concentrate
Description: Tiamufin Liquid C trate is a
solutfon contalnlng 12.3% tiamulin _hydrogen
furnarate (w/V) in an aqueous solution. The active
lngredient. tiamulm, chemically is 14~desoxy—u-{(2-
digthylaminoethyl} mél‘iﬁfziﬁidéiﬁfﬂ miutilin
hydrogen fi a _diterpene
antibiotic, Tiamulin ‘Liquid Concantrate is for use
only in preparing medicated drinking water for

Amns' Tlamulin Is active against Brach;/splra
hyodysenteriaa and  Actinobacillus auro-
pnaumoniae. it is readily absorbed from th egntund
can be found in the blood within 30 minutes afer

dosing.

Uquid C , when
administered in the drmking water for five
consecutive days, is an effactive antiblotic for the
treatmem o( swine dysentery associated with

ntible m
atadoseleve!ofssmg lin hydrogen f
per pound of body wejght daily and for

: 1

swine over 250 pounds body weight. For animal usa

nnlv ~ not for use in humans,
Advam “reactions: Ovardoses of Tiamulin Liquid
have produced transitory
salwahon, vomiting and an apparent calming effect
on the ecrig ¥ signs of toxicity occur, discontinue use
of medicated water and replace with clean, fresh
watet. In rare cases, rednass of the skin primarily
over the ham and underline has been observed
durin madication. If these signs appear, discontinug
this drug: Provide ample clean drinking water
Thuroughly rmse (hose down} the housin
remove usine and feces fram animal contect su
or move the ammals to clean pens. If the condition

Studies 1o avaiuate the safety of the water soluble form
of tiamutin in breadi ng swine have not been done.

Use Dir fon of iamulih in the
drinking water must be adjusted to compensate for
in water o pti due 10 weight or size
of the plg, envi ntal and other
factors. tt cs imponant that ptgs reoexve the proper
drug dose, 3.5 mg hyde per
pound for swine, dysentery or 10 5 mg tiamulin

of
swine pneumoniz due to Actinobacillus
10.5 tlamuli ﬁi? g 03 fu g
given at mg tHamulin hydrogen fumarate per
goundnf weight dally.

. wine being treated with Tiamitin
Liquid Concentrate should not have access to feeds

per | pound for swine pneumonia,
each day for 5 consecutive days.

contalning po v p le.g., X
e o and icin} a5

weight,
water of swine only.
fresh medicated water daﬂv Net for usa in

‘ “

Tabls 1
Approximate dally water ¢ ption per pig.

Fig Welght, Watet Intake, Pig Weight, Water intake,
b gal. h gal.

) 0305 128 1.0-20

45 0.4-1.1 180 1230

75 0.7-15

Note:
1. Prepare fresh medicated drinking water every day
for tha § day treattment period.

2. Water medicated with Tiamulin Liquid Concentrate
should be tha only source of drinking water during
the freatrment period.

B
|

i

Directions for preparing Tiamulin Liquld Concentrate
medicated solutions: -

SHAKE WELL BEFORE USING. Determine the amount
of Ttamuﬁn Liguid Concentrate to medicate

227 mg thamull par gallon to
512 galions of dr'{nking water for treatment of
swine ﬂysenterv. Thes g:lam of Tiamulin u?uid

factors. It is important that the pigs receive the
g‘ roper drug dose of 3.5 g of tiamulin hydrogen
marate par pm;gd of bodv Welght dam/

Concentrate mixed with water to make consecutive
desired volume of drinking water at the proper gallons of stock solution and this stock solution or a dose of 10.5 mg per poi und bodywaxgbt dmlv
Carefylly ot this t, add meetsrsd at ong ﬂuid mmca -galion will provide for 5 consstutive days for treatment of swine
1o the whter and stir to thoroughly milx, rng n?h marate per galion to pneumoma
Table 2 Tiamutin Liquid Concetitrate & tota of 12 gal!ans of drinking water for Attention: If no response to treatment is obtained
Oose Chsast ue t of W swine ol to rixed within 5 days ra-estaba bhsht eﬁ‘dmguoscs Failura of
e ne Py iqu g 0.the of non-
Net Tiarnutin hydrogen with ﬁaw to° make two gallons of stock sofuti g of other con&;;hcatmg
fumarste Content: 118400 mg and this stock solution meterad at one ﬂmd ounce disease eondmcm Bacause of the tendency for
Disensas fo “Swite | Swine ger gaﬂan will provide 227 m t;amu!m the disessa to recur on premises with a history of
begeated . N Dysenisty Proutnonis ydrogen. umagte per gaﬂan to ga ns of sﬁma:fe ‘dvsemevy o!;;o éh bzw:ne ‘gnev?';%maﬁ a
T~ = -~ —t control program s it mente: aer
Daity flamulin hydrgen fumarate - e Use thtes pints of Tiamulin quuvd Concentmte T treatmant, agrugs are not subgapma for pro
required per pound bodywelght, i5mg  105mg ﬂmﬁi gallons. ofmxa;:‘k sotgugog:o gg;nemed §na samtsn{: meagures or good m:nag;;ment,
&QMMHV et disrstion; . % : tHd QUNGE par on renver ing per gailon @ yReq iy cohj witl
body e Sdays _Sdmys to a fotal of g& gallons of drinking mtgr for H
Mﬁ QW suppﬁod
ﬁmmﬁw BEL 1B Cne-half pm 8 Fuid oufces) of Tiamulin ux? ’
Wﬁwﬂﬂsb‘ﬂﬂe Congentrate diluted watar to make one gation Cortainer Size Active | gl
il reatfor ONE day: WS gfsc"&m:k sofuﬁ?:; sngmss salution metereﬁ mne Guart botiies 1239 1 116 3
it ounee of dan water with a me {+[] .
g T)f}g - proportioner will provlde 327 mg of ti (32 i 0z; 946 mL) ’ﬂamulin hydrogen fumarate
B e | s e gaton o s Srsontery
inking @ of swine dysentery.
:g %gg g Usa ons and one-half pints of Tiamulin Liguld m;’““m :‘;’""M
- e per_gallon of Stock solution to bs axp e
Suggested final dition of: 1quat @ flent  512gal - metered at one fiuid ounce par gallon to provide
3?%%3% e 51%3:: ?81 mg per tgaﬂfm\ to 128 ga!lr"e of drinking water Store at controlled rcom temperatare 20°-25°C {§8°-77°F}
i of treatment o swine pneumonia.
| 2oreeten -t ‘3”‘&".‘:’ or tanks: Thr?!e ““‘.‘,’ oumﬁcf T;}amu"'} AmTech® is a registered trademark of Phoenix
arwidin hydrogen fumarate conoentration uid Concentrate will medicate 48 gailons o
;Wﬂﬂw final dilution” %&; ggo“p‘gm, dr?nkmg water at 227 mg per galion fnr treatment Seientific, Inc.

'Nmkmotdwmedﬂuhmmasreqﬁredtoobmpm
lafly drug dosa.

of swine dysentery or 16 gallons at 681 mg per
gallon for treatment of swine pneumonia.

Measure Tiamulin Liquid Concantrate carefully,
pour mto the proper amount of water and

ﬂ%m&ims for using Tiamulin Liguid C
n medicated proportioners: One quart of Tiamulin
t.r uid Concentrate mixed with water tgc;(nake four

he ation of
hydrogen f in the stock sol and in the
drinkmg water defivered must be adjusted 1§°

gallons of stock solution and this
metered at one fluid ounce per galton will provide
3

in water co
pigs dus to body weight, environmenfal and other
4
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