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ANADA 200-244

TUCOPRIM® Powder
TUCOPRIM® (sulfadiazine and trimethoprim) is indicated for the
control of bacterial infections of horses during treatment of acute
strangles, respiratory tract infections, acute urogenital infections,

wound infections, and abscesses.
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FREEDOM OF INFORMATION SUMMARY

1. General Information

ANADA:

Sponsor:

Trade Name:
Generic Name:

Dosage Form:

How Dispensed:

Route of
Administration:

Species.

Indications for Use:

Labeled Dosage:

Pioneer Product:

200-244

Pharmacia & Upjohn Co.
7000 Portage Road
Kalamazoo, Michigan 4900 1

TUCOPRIM® Powder
trimethoprim/sulfadiazine powder

TUCOPRIM Powder isaformulation of 333 mg sulfadiazine
and 67 mg trimethoprim per gram in a calcium carbonate
(limestone) base.

3
Rx

Ordly in the feed
Equine

For control of bacteria infections of horses during treatment of
acute strangles, respiratory tract infections, acute urogenital
infections, wound infections, and abscesses.

The recommended dosage is 3.75 g TUCOPRIM Powder per
110 Ibs (50 kg) body weight. This provides 250 mg of
trimethoprim and 1250 mg of sulfadiazine per 11Q lbs body
weight.

The product should be administered once daily in a small
amount of palatable feed for five to seven days or for two or
three days after clinical symptoms have subsided.

UNIPRIM Powder, manufactured by Macleod
Pharmaceuticals, Inc. (ANADA 200-033)
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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 Anima Drug and Patent Term Restoration Act (GADPTRA, 53 FR 50460, 15
December 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. New target animal safety, drug effectiveness data, and human food safety data are
not required. The sponsor relies on the efficacy and target animal safety of the pioneer
product, based on established bioequivalence between the two formulations. In this case,
awaiver from the requirement to conduct an in vivo bioequivaence study (fifth
GADPTRA Policy Letter: Bioequivalence Guideline, 12 April 1990) was granted based
on the chemical similarity of the products. The generic product contains the same active
and inactive ingredients, al in the same concentration as the pioneer product. The
generic product is aso the same dosage form, an oral powder, as the pioneer product.

3. Human Safety

This product has the following WARNING statements on the label, “Not for human use.
Keep out of reach of children. Not for use in horses intended for food”.

Human food safety data are not required.

4. Agency Conclusions

This ANADA submitted under section 512(b) of the Federa Food, Drug, and
Cosmetic Act satisfies the requirements of section 5 12(n) of the Act and demonstrates
that when Tucoprim® Powder (sulfadiazine and trimethoprim oral powder) is used
under the proposed conditions of use, it is safe and effective for its labeled indications.

Attachments:
generic product labeling
pioneer product labeling
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Pharmacia &Upjohn D D

:NDC0009-7703-01 200 grams

TUCOPRIM®

1 Powder

trimethoprim and
sulfadiazine

67 mg trimethoprim and
‘333 mg sulfadiazine per gram

‘For use in Horses
iCauﬁon: Federal (USA) law
restricts this drug to use by or
on the order of a licensed
lveterinarian,

‘ANADA #200-244,

i‘Approved by FDA

1

CompositionUnit2566

Indications: TUCOPRIM Powder is indicated in horses
where potant systemic antibactafial action against
sensitive organisms is required. TUCOPRIM Powder
is indicated where controf of bactarial inlections is
tequired during treatment of acute strangles, acute
genital infacti piratory tract infections,
wound infections and abscesses.
TUCOPRIM Powder is well tolerated in foals.
Dosage: The recommended dosa is 3.75 g TUCOPRIM
Powdar per 110 Ib. (50 kg) body waight per day.
Each lavel scoop contains 17.0 grams which is
sutficient to treat 500 Ibs of body waight. Administar
orally once a day in a small amount of palatable faed,
The usual course of treatment is a single, daily dose
fot five 1o seven days. Continue acute infaction
therapy for twe of three days aher clinical signs have
subsided. if no improvement of acute Infactions is
saen in three 10 five days. re-avaluate diagnosis.
See package insert for plete product inf
Warning: Not for human use. Not for uss in horses

lintended for food.

Store at or below 20°C.

802 033 000 | Code 5017171

Manuiacturedin The United Kingdom

For: Pharmacis & Upjohn Company

Kalamazoo, Michigan 48001, USA

By: Pharmacis & Upjohn Animal Health Limitsd
Corby, Notthants NM7 408, England
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NDCO0009-7703-02 2000 grams

TUCOPRIM®

Powder

trimethoprim and
sulfadiazine

67 mg trimethoprim and
333 mg sulfadiazine per gram

For use in Horses

Caution: Federal (USA) law
restricts this drug to use by or
- on the order of a licensed
e ‘veterinarian.
ANADA #200-244,
Approved by FDA

EXP

TR
»

indications: TUCOPRIM Powder is indicated in horses
whete potent Systemic antibacterial action against
sensitive organisms is required. TUCOPRIM Powder
is indicated whore control of bacterial infections is
rewired.durinq treatment of acute stranalas acute
uroganital infections, respiratory tract infections,
wound infections and abscesses.

TUCOPRIM Powder is well tolerated in foals.

Dosage: The recommended dose is 3.75 g TUCOPRIM
Powder per 110 Ib. {50 kg) body weight per day

Each tevel scoop contains 17 0 grams which s
sufficient to treat 500 tbs of body weight. Administer
orally once a day in a small amount of palatable feed.
The usual course of treatment is a single. daily dose
for five to seven days. Continue acute infection
therapy for two or three days after clinical signs have
subsided. # no improvement of acute infections is
saen in three to live days. re-evaluate diagnosis.

See package insert for complste product information.
Warning: Not for human use. Not for use in horses
intended for food. -
Store at or below 30%.

802 032 000

Manujactured n The United Kingdom
For: Pharmacla & Upjohn Company
Kalamazoo. Michigan 49001, USA

By: Pharmacia & Upjohn Animal Health Limited
Corby, Northants NN17 408, England
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Packet Label (1125 g Size)

PHARMACEUTICALS INC
NOC 58711-3010-2

UNIPRIM™

Each gram contains: 67mg Trimethoprim, 333mg Sulfadiazine

Indicadons: For conuoi of bacterial Waming: Not foc use in‘horses
infections during treatment of acute

N, :
& MACLEOD
)

intended foe food. 5
strangles, respiratocy tract infections. . X!
“acute uxogcni‘:al i:gctions, wound Caution: Federal (USA) taw
infections and abscesses. cesericts this dryg tousebyoron
the order of a Yiceased veterinarian,
Dose: 3.75g per

110 Ibs (S0k dail :
£) body weight oace daily . geEp OUT OF REACH OF CHILDREN
, in 2 small amount of palatable feed. A '

$C00p contains 37.5g, sufficicatto  Manufacuared for
treat 1100 1b (S00kg) body weight. Macleod Pharmaceudcals, Inc.

Si:fc package insert foc addidonal Fort Collins, CO 80525 USA
ents [125 grams
Stocs at or below 30°C (26°F) Net Cont s

ANADA # 200-033, approved by FDA UP093755 Rev: 4/96

Label for the Shipper Bucket (1125 g Size)

MACLEOD

PHARMACEUTICALS, INC.

UNIPRIM
POWDERFORHORSES

STORE AT OR BELOW 30°C (86°F)

6 PACKETS X 1125 GRAMS
EXP. DATE LOT No.

UP93757 Rev. 496
A

AR =




Packet Label (37.5 g Size) D/ZOO 033

1077
)
L8\ 5

PHARMACRUTICALS INO

NOC  58711-3010-1

UNIPRIM™

POWDER FOR HORSES

Each gram contains: 67mg Trimethoprim, 333mg Sulfadiazine

Indict‘!ioncl’oceommlofb«leﬁd Warning: Not for use ia hocses
infections during trestment of acute  intended for food.

respiratory tract infections, Sons taw restricts
acute urogenital infections, wound Caution: Federal (USA)

kifections and o} gxchdm(mupbyormﬂnoduda |
Recommended Dose: 3.75¢ per OUT OF REACH OF CHILDREN
H10Re GO bty wegitooes 1Yy furedfor |
& small amount of palatable feed. M:zl:od Toc.
 fenpackagensert for sdditionsl  Fory Collins, CO 80525 USA
" Store at or below 30°C (86°F) Vet Contents 315 grams
ANADA # 200-033, approved by FDA UP0I3751 Rav. 4/96

Box Label (37.5 g Size)

'ﬂA/MAC.U'lOAL. (L L-]

NOC 58711-3010-1

UNIPRIM™

POWDER FOR HORSES
Each gram contains: 67mg Trimethoprim, 333mg Sulfadiasine

-y =

Indications: For control of bacterial Warnicg: Not for use in hocses .
MWW‘K&.& ntended for food,
srangles, cespiratocy tractioloctont,  Caion: Pederal (USA) law reatricts
acuts urogenite! infections, wound this deog b ee by o¢ o0 the order of o
RM&M&?S‘ 1108 y

. pee KIZP QUT OF REACH OF CIILDREN
{S0kg) body weight coce dadyin & foc
scvall emount of palstable feed. Maolactired Lo,
i Packege nsect for additiondl Foct Coliss, CO 80525 USA

Stocs at or below 30°C (86°F)
ANADA # 200-033, approved by FDA UP093753 Rov, 496

30 PACKETS x 37.5 GRAMS

Exg. Date
Lat No.




TUCOPRIM® Pharmacia
Powder &Upjohn

For Use in Horses

DESCRIPTION

TUCOPRIM Powder contains 67 mg trimethoprim and 333 mg
sulfadiazine par gram.

TUCOPRIM Powdar is a combinatian of trimathoprim and sulfadi-
azine in the tatic of 1 part to § parts by weight, which provides effec-
tive anlibaclerial activity against a wide range of bacterial infactions
in animals.

The ical structure of frir l
N NH:
€HyO z \'r 2
N
CHyo oHy x
NHy
CHyO
The jeal name of tri im Is 2,4 diamino-6-(3,4,5-
trimathoxybenzyl) pyrimidine.
ACTIONS
Mlcroblology
Trimathoptim blocks bacterial production of tetrahydrofolic acld

Irom dihydrofolic acid by binding to and teversibly inhibiting the
anzyme dihydrofolate reductase.
Tri ine thus Imp: a sag t double block-
ade on ial I This depri! bacteria of nucleic acids
and proteins gssential for survival and multipfication and produces a
high level of antibactarial activity which is usually bactericidal.
gh both jazine and trimethaprim are neithet
aflacts the lolate metabolism of animals. The raasons ate: animals
do not synthasize folic acid and cannol, therefore, be directly
aftecled by sulfadiazine; and aithough animals mus! reduce their
dietary folic acid lo Y ic acid, does not affect
this reduction because its atfinity for dihydrofolate reductase of
mammals i§ significantly tess than fot the corrasponding bacterial

me.

Trimethoprim/sulfadiazine is active against a wide spectrum of
ial pi both g gative and gl positive. The fol-

lowing in vitro data are available, but their clinica! significance is

unknown. In ganaral, spacies of the toliowing genera are sensitive to

trimathoprim/sulfadiazine:

Very Sensitlve Moderately  Not Sensitive
Sensitive Sensitive

iehi ” P " A i
Proteus Kiebsiella Brucella Pseudomonas
Salmonelia Fusiformis Erysipelathrix
Paslourella Corynebacterium
Shigslla Clostridium

Hasmophilus Bordetella

As a resull of the saquential double kade of the ism of
il i im and i the mini-

i
mum inhibitory jon (MIC) of i is
markedly less than that of either of tha componants used separately.
Many strains ot bacteria that are not susceptible to one of the com-
g

ponents are ble to the inati A sy istic effect
beb imelthoprim and tadiazine in has been
shown exparimentally both in vitro and In vivo (In dogs).

Trimathop iazine i icidal against ptibl:
strains and is often iva against i & t organ-

isms. /n vitro sulfadiazine is usually only bacteriostatic.

Tha precise in vitro MIC of tha combination varies with the ratio of
the drugs present, but action of trimathoprim/sulfadiazine occurs
over a wide range of ratios with an inctease in the concantration of
ong of its ing for a d in the other. Itis
usual, howaver, to determine MICs using a constant ratio of one part
trimelhoptim in twenty parts of the combination.

The following table shows MICs using the above ratio, of bacteria
which wara to bol fim (TMP) a i
(SDZ). The organisms are those most commonly involved Iin condi-
tions for which trif i iazine is Indicated

AVERAGE MINIMUM INHIBITORY CONCENTRATION
N (MIC-meg/m)

Bacteria TMP s0Z TMP/ISDZ

TMP S0Z

Escherichia coli 0.31 26.5 Q.07 1.31

Proleus species 1.3 24.5 0,15 285

Staphylococcus aureus 0.6 17.6 0.13 2,47

Pasteurelia spacies 0.08 20.1 0.03 0.56

Salmonelia species 0.15 61.0 0.05 0.95

B Streplococcus 0.5 24.5 0.15 2.85
The lollowing table demonstrates the marked effact of the

imethoprim and sulfadiazi ion agatnst iazi

t strains of lly bl

AVERAGE MINIMUM INHIBITORY CONCENTRATION OF
SULFADIAZINE-RESISTANT STRAINS (MiC-mcg/ml)

Bacteria TMP SDZ TMPISDZ
Atong Alon o e
TMP SDZ
Escherichia cofi 0.32 > 245 0.27 5.0
Protaus spacies 0.66 > 245 0,32 8.2
Susceptibllity Testing
In testing ptibility il ine, it is jat

thal the medium used does not contain significant amounts of inter-
fering substances which can bypass the metabollc blocking action,
8.9., thymidine or thymins.

The standard SxT disc is appropriate for testing by the disc diffu-
sion melhod.
Pharmacology

F g oral il is rapldly
absorbed mnd widely distributed throughout body tissues.
Concantrations of trimalhoprim are usually highet In tissues than in
blood. The levels of trimethoprim are high In lung, kidney and fiver,
as would be expected from its physical properties.

Serum trimethopril in horses following otal admin-
istration indicate rapid absorption of the drug; peak concantrations

occur in |.5Laou‘rs‘ Tne mean sarum elimination half-lite is 2 t0'2.5.

hours, is stower, ing 2.5 to 6 hours to
reach peak concentrations. The mean serum alimination hali-life for
sulfadiazine is 4 to 5.5 hours.

Usually, the concenlsation of an antibacterial in the bload and the
in vitro MIC of the infecting organism indicaté an appropriate period
between doses of a drug. This does not hoid entirely for timetho-
pti im, in contrast to diazi

lizes in lissues and , s ion and ralio to suita-
diazine are higher there than in tlood.

The following table shows the avaraga concentration of trimetho-
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TUCOPRIM Powder’

prim and sulfadiazing, as measured in either serum or plasma, in 24
adult horsas observed after a single dose of TUCOPAIM Powder:
AVERAGE PLASMA CONCENTRATION {mcg/ml)

Trimethopnm (5 MmGXG) SUTETE T 2Ty

Yht 3hr Bhr 100t 24kt [THr 3SAr &nr tonrztim
0.82 089 036 012 <025|99 188 173 90 16

i im/ ine is chially by (he Kidneys, by
both glomerular filtration and tubular sacretion, Uring concentrations
of both i are d higher than
blood i Neither 1 im aor ing Intar-
laras with the excretion pattern of the othet.

INDICATIONS AND USAGE

h diazine I8 i d in horses whate potent sys-

temic antibacterial action a‘gainsl sansitl i ired.
rimethopri Hadiazine s

d whare control of bacterial

tions is tred during t of:
Acute Strangles Acule Urogenilal Infections
Respiratory Tract infections Wound Infections and Abscesses
T thopril iazine is well tad by foals.

P
CONTRAINDICATIONS
Trimelhoprim/sulfadiazine should not be used in horses showing
marked liver parenchymat damage, blood dyscrasias or in those with
a history of suifonamide sensitivity.
WARNINGS
NOT FOR HUMAN USE. KEEP OUT OF REACH OF CHILDREN.
Not for use in horses intended for food.
PRECAUTION

Water should be readily
therapy.

ADVERSE REACTIONS

No adverse reactions of consequance have been noted following

i of i ing, During clinical triafs, one
case of anorexia and one case of loose feces following treatment
with the drug were reported,

idual animal hyp
J fatal.
may also occur. Antidote: Epinephrine.
TOXICITY AND SIDE EFFECTS

Toxicity is low. The acute loxicity (LDgq) of trimelhoprim/suitadi-
azine is more than § g/kg orally In rats and mice. No signiticant
cha:gss were recordad in rats given doses of 600 mg/kg per day for
90 days.

Horses treated Y H 48%
Injection have tolerated up to five times the racommended daily dose
for seven days or on the recommended daily dose for 21 consecutive
days without clinical effacts or histopathological changes.

Lengthening of clotting time was seen in some of the horses on
high or prolonged dosing in one of two trials. The effect, which may
have bean rolated to a resolving infection, was not seen in a second
simitar trial, 4

Slight to i in t iatid activity g
high, prolonged dosags in several spacies have been recorded. This
is usually reversible by folinic acid {leucovorin) administration or by
stopping the drug. During long-term treatment of horses, periodic
platelet counts and white and red blood cell counts are advisable.

In 1are instances, horses have developed diarthea during trimetho-

i iazi . # fecal cor y during
therapy, di i t diately

ilable fo horses

ity may resultin local or generalized
i ' rare,

p b

tr p
and institute
TERATOLOGY

The eflect of trimathop iazine on p has not been
detetmined, Studies to dale show thete is no detrimental eflect on
stallion sp: ig with or ing the d dose of
trimathoprim/sulfadiazine.

DOSAGE AND ADMINISTRATION

The recommanded dose is 3.25 g TUCOPRIM Powder per 110 ib
(50 kg) body welght per day. Each level scoop contains 17.0 grams
which is sufficient to treat 500 Ibs of body weight. Administer ofally
onca a day In & small amount of palatable feed.

The usual course of teatmant Is a single, daily dosse for five to
saven days, Continue acute Infaction therapy for two or three days
after clinical signs have subsided. If no improvament of acule intec-
tions |s seen in thrae to five days, re-evaluate diagnosis.

Trimethoprim/sulfadiazine may be used alore or in conjunction
with dosing. ¥ with trimeth f
dlazine 48% Injection, therapy can be maintained using oral powder.

A complete blood count should ba done periodically in patients

i i d i for p periods. If signili-
cant reduction in the count of any formed blood efement Is noted,
with hopti iazine should be discontinued.

STORAGE CONDITIONS

Store.at of balow 30° C.
HOW SUPPLIED

TUCOPRIM Powder is avai in the g pack sizes:
200 gram boille . . ... P NDC 0009-7703-01
2000 gram pails ... ... . NDC 0009-7703-02

CAUTION: Federal (USA) law restricts this drug to use by of on the
order of a licensed veterinarian.

ANADA #200-244, Apptoved by FDA

Manufacturad in the United Kingdom
For: Pharmacia & Upjohn Company, Kalamazao, Mi 48001, USA
By: Pharmacia & Upjohn Animal Health Limited

7 Godwin Road, Earistrees Industrial Estate

Corby, Northants, NN17 4DS, England

May 1999 802 610 000
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