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Suita~~i~ Pet&n; No Data 
Reference: JICNAI) 10891 ROOQU 

Dear sir: 
ersigned requests permission to file an ANADA for a generic new gwitha 

d~~er~~t dosage form, method of a~~~s~at~o~, and strength than the pioneer product. 

1 ~de~ti~ of Petitioner 

The p~t~t~o~e~ is ~~~a~e~ti~a~ Solutions, Inc., a ~~eso~ coloration with its ~~~cip~ 
o~ces lwated at 1196 S. Highway 3, ~o~~~d~ Minnesota 55057. The relevant 
secti is section 5 ~2(~)(3) of the Federal ood, Drug, and Cosmetic Act. 

2 Action Requested 

The p~~~o~er requests permission to file an ANADA for a generic version of 
ne co~b~~o~ for use in horses. The pioneer produet is tri 
ral paste (T~b~sse~~ 400 OraI Paste), ~~~e~~g-~~o~g~ 

~o~ora~o~~ NAEIA 13 l-91 8. The proposed product will be the same as the 
except for the dosage form, the methud of ~~~s~atio~ and the stre 

23x3 

eer is ap 
be 
by placing 

ed product contains tie same active ingredients as the in the saJne 
o (5: 1, s~~di~e:~~e~op~~) but in dif”ferent cone 

be prepared using sodium s~fadi~~e powder whereas the pioneer contains 

s~lf~~~~~. The sulfaditie active ingredient is considered to be the same as that of the 
i~~e~~ sixme at the H of the product in solution (pH. > tO.0) sodium s~fadi~e will be 

essentially completely ionize& The pioneer product cmtailzs 67 mg ~e~~~~~ and 333 mg 
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iazine per gram of paste. The proposed product will contain 56 mg ~~et~op~ and 
280 mg sulf~~~e per gram of liquid (s~pe~~o~). 

~~o~e~ded dose for the pioneer product is 3 .?5 bus oral p 
body weight. The pioneer product dose is measmed by volume using 
c~ibrated to body weight. The ~e~o~e~ded dose for the proposed p 
of liquid (s~~~s~o~) per 110 lb. (SO kg) body weight. At the specific 
~~~d~~ (I. 19 ghL), a volume measure of 3.75 mL of liqtid (suspension) UriZl 
same boot of at=tive ~~edie~ts in the same S : 1 weight ratio (su~f~i~~e:~ 
will 3.75 grasns of -the pioneer product. 

The ~~di~o~~ ~d~cat~o~s, and ~~~~t~~~s of use of the 
~io~e~~ product. A pa&age insert fog the proposed product is i~~~~ded in this 
(see below). 

~~o~at~o~ to show ~ioequiv~e~~e between the browsed product and the pioneer product 
Wilf ~~~~ded in the ANADA. 

3. ~~te~e~t of Grounds 

duct has the adv~~ge that it will be given by stomae 
word be expected to impruve ~o~~l~~ce with pres 
detent results in the home. The expected benefits to ~o~~li~~e and to 

dearest results jutes the proposed variation Tom the pioneer drug product. 

marketed under the same condition of approve as the pioneer 
rical exclusion Etum the ~eq~re~e~t for m e~vi~u~e~~ 

~sess~~~t is requested under 2f CFR 25,33(a)(f). 

ent of ~0~0~~ impat will be provided upon request. 

7.1 Approved ~a~~~g for the pioneer product that is the basis of this petition, 
~~b~~~~ 400 Oral Paste, is provided (A~~~~t B). 



inserts of the prupmed pedant and the pioneer product me ~d~~ti~~d and 
despised below. 

6. 
e. 

f. 

President 





Source: comnerciaf Product 



anscription of Approved Pioneer Praduc 

Store at 15=30’ C (!%I”-8s” F)m 
See package insert for additional 
inf~r~atiu~. 

** Plas-Pak ~~d~stries~ Inc. 

DC UQ61-5069-O’l 
1N~lCATl~NS: For Contras of bactelial ~~fect~Qns 
during treatment of acute st 
infectious, acute urogenital 
infections, and abscesses. 
~~C~~~EN~E~ DOSE: 3.7 

uid be empty. Deposit 

All rights reserved. 207765? 0 Rev. 319 

Net wt. 37.5 g 
Each g contains: 7 mg ~ri~et~~pr~~ 

333 mg S~lfadiaz~~e 

NADA #131-918, Approve 

ough Animal Health 
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Tribrissen 400 Oral Paste contains 67 mg trimethoprim and 333 mg sulfadiazine per gram. 
Tribrissen is a combination of trimethoprim and sulfadiaaine in the ratio of 1 part to 5 parts by weight, which provides effective antibacterial activity 
against a wide range of bacterial infections in animals, 

N 
Trimethoprim is 2 4 diamino-5 NH* 
(3,4,S-ttimethoxybenzyl) pyrimidine. Y 
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ARGONS: ocw, 

Microbiology: Trimethoprim blocks bacterial productron of tetrahydrofolic acid from dihydrofolic acid by binding to and reversibly ~nhjbit~ng the enzyme 
dihydrofofate reductase. 
Sulfadiazine, in common with other sulfonamides, inhibits bacterial synthesis of dihydrofoiic acid by competing with para-aminobentoic acid. 
Tribrissen thus imposes a sequential double blockade on bacterial metabolism. This deprives bacteria of nucleic acids and proteins essential for survival 
and multipi~ca~~o~ and produces a high level of antibacterial activity which is usually bacterictdai. 
Although both suifadiazine and trimethoprim are antrfolate, neither affects the folate metabolism of animals. The reasons are: animals do not 
synthesize fotic acid and cannot, therefore, be directly affected by sulfadiazine; and although animals must reduce their dietary folic acid to 
tetrahydrofolic acid, trimethoprim does not affect this reduction because its affiniW for dihvdrofolate reductase of mammals is sianificantlv &s than for 
the corresponding bacterial enzyme. 

, . - . 
Trrbrissen is active against a wide spectrum of bacterial pathogens, both gram-negative and gram-positive. The following in vitro data are available, but 
their clinical significance is unknown. In generat, species of the following genera are sensitive to Tribrissen: 

Very Sensitive Sensitive 
Escherichia StJphyiococcffs 

Moderately Sensitive Not Sensitive 
Moraxella 

Streptococcus Neisseria 
Mycobacrerium 

Nocardia 
Proteu.s Kiebsiella 

Leptospira 
Bruce/la Pseudomonas 

Salmonella Fusiformis 
Pasteurella Copebacterium 

Erysipelothrix 

ShigeNa Clostridium 
Naemaphilus Bordetella 

As a result of the sequential double blockade of the metabolism of susceptible organisms by trimethoprim and sulfadiazine, the minimum inhibitory 
concentration (MK) of Tribrissen is markedly less than that of either of the components used separately. Many strains of bactena that are not 
susceptible to one of the components are susceptible to Tribrissen. A synergistic effect between trimethopnm and sulfadiazine in combination has been 
shown experimentally both in vitro and in V&O (in dogs). 
Tribrissen IS bactericidal against susceptible strains and is often effective against sulfonamide-resrstant organisms. In vitro sulfadiazine is usually only 
bacteriostatic. 
The precise jn vitro MIC of the combination varies with the ratio of the drugs present, but action of Tnbrbsen occurs over a wide range of ratios with an 
increase IS? the concentratron of one of its components compensating for a decrease in the other. It is usual, however, to determine MiCs using a 
constant ratio of one part trimethoprim in twenty parts of the combination. 
The following table shows MIC S, using the above ratio, of bacteria which were susceptible to both trimethoprrm (TMP) and sulfadiarine (SDZ). The 
organisms are those most commonly involved in conditions for which Tnbrissen is indicated. 

The following table demonstrates the marked effect of the trimethoprim and sulfadiazine combination against sulfadiazine-resatant strains of normally 
susceptible organisms: 



@ 400 URAL PASTE FOR USE IN HORSES 

Susceptibility TesGng: In testing s~sceptib~~i~ to Tribrissen, it is essential that the medium 
which can bypass the metabolic blocking action, eg, thymidine or thymine. 

used does Rot contain significant amounts of interfering substances 

The standard SxT disc is appropriate for testing by the disc diffusion method. 

Pharmacology: F&awing orai administration, Tribrissen is rapidly absorbed and widely distributed throughout body tissues. Concentrations of trimethoprim 
usually hiqher in tissues than in blood. The levels of trimethoprim are high in lung, kidney, and liver, as would be expected from its physical properties. 

are 

Serum trimethoprim concentrations in horses following oral administration indicate rapid absbrption of the drug; peak concentrations occur in 2-3 hours. The 
me& serum elimination half-life is 2 to 3 hours, Sulfadiazine absorption is slower, requiring 3 to 6 hours to reach peak concentrations. The mean serum 
elimination half-iife for suifadiazine is about 7 hours. 

a Usualiy, the concentration afan antibacterial in the blood and the in vitro MIC of the infecting organism indicate an appropriate period between doses of 
This does not hoid entirefy for Tribrissen because trimethoprim, in contrast to sulfadiazine, localizes in tissues and therefore, its concentr&tion and ratio to 
sulfadiazine are higher there than in blood. 

serum concentration of trimethaprim and in eleven adult horses on day three of three consecutive 

drug. 

The following table shows the 
of Tribrissen 400 Oral Paste. 

average sulfadiazine daily doses 

, 

Excretion of Trrbrissen is chiefly by the kidneys, by both giomerular filtration and tubular seiretion. Unne concentrations of bath trimethoprim and suifadiazine are : 
severalfold higher than blood concentrations. Neither trimethoprim nor sulfadiazine interferes with the excretion pattern of the other. 

[~~~~AT~~~S AND WAGE: 
Tnbrissen 400 Oral Paste is indicated in horses where potent systemic antibacterial actron against sensitive organisms is required. Tribrissen 400 Oral Paste is 
indicated where control of bacterial infections is required during treatment of! 

Acute Strangles 
Respiratory Tract Infections 

Tribrissen is well toferated by foals. 

cuN~RAiN~4~TtoNs: 

Acute Uroy.ital infections 
Wound In ectlons and Abscesses 

Tribrissen should not be used in horses showing marked liver parenchynial damage, blood dyscrasias, or in those w&b a history of suifonamide sensitivity. 
WAR~~~~~ . 
Not for use in horses intended for food. 

ADVERSE REACTIONS: 
NO adverse reactions of consequence have been noted following administration of Tribrissen 400 Oral Paste. During clinical trials, one case of anorexia and one 
case of ioose feces following treatment with the drug were reported. 
Individual animal hypersensitivity may result in local or generalized reactions, sometimes fatal. Anaphylactoid reactions, although rare, may also occur. An~jdo~~: 
Epinephrine. ’ 

PRECA~TIQN~ 
Water should be readily available to horses receiving s~~fdonamide therapy. 

TOXIClTY AND SlOE EFFECTS: 
Toxicity is tow. The acute toxicity (LD,) of Tribrissen is more than 5 g/kg orally in rats and mice. No significant changes were recorded in rats given doses of 600 
ms/rcg per day for 90 days. 

Horses treated intravenously with Tribrissen 48% Injection have tolerated up to five times the recommended dally dose for seven days or on the recommended 
daiiy dose for 21 consecutive days without clinical effects or histopathological changes. 

Lengthening of clotting time was seen in same of the horses on high or prolonged dosing in one of two trials. The effect, which may have been related to a 
resolving infection, was not seen m a second similar trial. 

Slight to moderate reductions in hematopoietic activity following high, prolonged dosage in several species have been recorded. This is usuaily reversible by folinic 
add (teucovarin) administration or by stopping the drug. During long-term treatment of horses, periodic platelet COUO~S and white and red bload ceil counts are 
advisable. 

{n rare Insta&ces, horses have devebped diarrhea during Tribrissen treatment. If fecal consistency changes during Tribrissen therapy, discontinue treatment 
immediately and institute appropriate symptomatic measures. 

TERATOLWY: 
The effect of Tribrissen 400 Oral Paste on pregnancy has not been determined. S&dies to date show there is no detrlmental effect on stallion spermatogenesis 
with or following the recommended dose of Tribrissen 400 Oral Paste. 

DOSAGE AND A~M~N~~~~~i~~ 
The recommended dose is 3.75 g Tribrissen 400 Oral Paste per 110 lb. (SO kg) body weight per day. Administer #rally once a day by means of the Dial-A-Dose’*’ 
syringe. Each marking on the syringe doses 170 lb. (SO kg) body weight. When administering Tribrissen 400 Oral Paste, the oral cavity should be empty Deposit 
paste on back of tongue by depressing plunger that has been previously set to deliver the correct dose. 

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. 
If no improvement of acute infections is seen in three to five days, re-evaluate diagnosis. 

Tribrissen 400 Oral Paste may be used alone or in conjunction with intravenous dosing. Following treatment with Tribrissen 48% Injection, therapy can be 
maintamed using oral paste 

A complete blood count should be done periodically in patients receiving Tribrissen for prolonged periods. If significant reduction in the count of any formed blood 
element is noted, treatment with Tnbrissen should be discontinued. 

STORAGE: Store at 15’ -30’ C (59’ -85’ F). 

mw S~PP~~~~ 
Tnbrissen 400 Oral Paste is available in 37.5 g Dial-A-Dose*** syringes. 

CA~~~~~ Federal (U.S.A.) law restricts this drug to use by or on the order of a licensed veterinarian. 

* * Trademark: Has-Pak Industries, Inc. 

Scheri~~-~lo~~h Animai Health Corp. 
Union, NJ 07083 
Copyright Q 5997, Sche~i~~-~io~~h Animal Health Corp. 
AH rights rererved. 

Made in &eland 20776404 Rev. tOi 





~~DE~~ME ORAL LIQUID (SUSPENSION) 
Rx 

ANADA No,: XXX-XXX 

~~di~a~~~~~: ~rimet~~psils~~fadiazine is indicated in horses where potent systemic 
~t~ba~t~r~al a&an against tive Qrg~i~rn~ is required. ~~ulfadi~ine is 
indicated where control af riaf infections is required during tie ~f+z aa& strangles, 
respiratory tract ~~f~ct~Qns, acute ~uge~~tal infections, and wound ~nfe~t~~~s and abscesses. 

~rim~th~prirs~~fad~~~~~ is well tolerated by foafs. 

iow: ~~~~~A~~ Ural Liquid (~~~p~~~~~n) is a combinative of trimethoprim and 
s~~fad~az~~~ in the ratio of 1 pa-t to 5 patis by weight, which provides effective ~tibacterial 
activity against a tide range of bacterial infections in animals. 

~~hern~~a~ s~~~t~e ~~trimeth~pr~m wili be inserted here] 

pr~d~~t~~~ af tetr~ydrQf~~ic acid from ihydruf~li~ acid by 
iting the enzyme dihydruf~late reductase, 

~~lfad~~i~~~ in common with other suffanamides, inhibits bacterial synthesis of di 
eting with ~~~~u~i~~b~nz~~~ acid. 

~rim~th~pri~s~~fad~az~~e thus imposes a sequential double blockade bacterial metabQli~m, 
This deprives bacteria of nucleic acids and pretests essential for survi and ~~l~~~li~ati~~, md 
~r~d~~es a high level sf ~t~ba~t~~a~ activity, which is usually bactericidal. 

ltb~ugh bath sulfadi ine and trimeth~~r~m are antifofate, neither affects the folate metabolism 
of aGmak, The reasons are: animals do not synthesize f&c acid and carrot, therefore, be 
directly aRected by sulfa&a&e; and although animals must reduce their dietary folk acid to 
tetr~y~~f~~~~ acid, t~m~th~prim does not affect this reductian because its affkity for 
d~hydr~f~~at~ reductase af mammals is signifka&y less than for the ~~~esp~~di~g bacterial 
e~yme. 



TTrime~upri~s~~fad~~i~~ is active against a wide spectnun of baczterial ~athuge~s, buth gram- 
pasitive and gr~~negativ~. The fu~luwing in I&YI data are available, but their cfinic 
sig~i~6~G~ is bud, In general% species af the following genera are sensitive tu 
tr~methu~~I~s~lfadi~ine~ 

As a resx& uf the sequential duubfe blackade uf the metabu~ism uf susceptible urganisms by 
trim~thuprim and s~lfad~~ine, the minimm inhibitory cuncentratiun (MIC) of 
tr~etbupri~s~~fadi~ne is markedly fess than that uf either af the ~umpunents used separately. 
Many strays of bacteria that axe not susceptible tu one uf the components are slxsceptible tu 
trimethu~~~s~lfadia~ine. A synergistic effect between t~methuprim md s~lfadiazine in 
~umbinativ~ has been shuwn experimentally bath in V&U and in V~YO (in dogs). 

~~m~thupri~s~lfadi~ine is bacte~eidal against susceptible strains and is ofkn effective against 
s~~fu~~~d~~res~st~t organisms. 1?-1 V&I s~lfadi~ine is u,sually unly bact~riustat~~. 

The precise ivt YBTXJ MfC uf the cumbiaatiun varies with the rativ uf the dmgs present, but ac%iun 
~s~lfadi~i~~ uccUrs uver a wide range of ratios with an increase in the 

~un~entrat~un of one of its components ~urnp~~at~ng fur a decrease in the uther, It is usual, 
huwev~r, to determine MIC’s nsing a constat ratiu of une part t~methvprim in twenty pa&s of 
the ~umb~atiun. 

The fullu~i~g table shows MIC’s, using the above ratio, uf bacteria which were susceptible tu 
bath trim~~vprim (IMP) and sulfadiazine (SDZ). The vrg~isms me thuse must ~u~unly 
invulved in cvnditiu~s fur which ~imethupri~s~lfadiazin~ is indicate 

repared by ~iute~~i~al Services, Inc. 2%Feb-02 



The fulluwing table demunstrates the marked effect uf the trimethuprim and s~lfadi~ine 
~vmbinatiun against s~lfadi~in~uresist~t strains uf numbly suscepti 

inimum I~ibitury Concentration 

TMPl?iixxz -!.hlUll_mml>-blwww >>>--, 
Bacteria Tl’vIP Alune SDZ Alune TMP SDZ 

0.32 >245 0.27 5.0 

ility Testing: In testing susceptibility tu trimethup~~s~lfadia~in~~ it is essential that 
the medium used does nut contain signiEcant quints of interfering §~bst~ces which cam 
bypass the metabolic blu~king actian, e.g., thymidine or thymine. 

The st~d~d SxT disc is apprvpriate fur testing by the disc diffusion methud. 

~vllu~~~ oral admi stration, trimethvpri~s~lfadi~i~e is rapidly absvrb~d and widely 
t~v~ghu~t body tissues. Cuncentratiuns of t~irn~thup~rn are usually higher in tissues 

than in blood. The levels uf trimethup~m are high in lung, kidney, and liver, as would be 
expected frvm its physical pruperties. 

Sea t~rn~thvp~rn ~un~entratiuns in horses following oral admin~stratiun indicate rapid 
absu~ti~~ uf the drug; peak ~un~entratiuns occur in [value will be inserted’] huurs, The mean 
se- eli~~atiun half-fife is [value will be inserted] hvurs. S~lfadi~in~ absu~tivn is slower 
requiring [value will be inserted] huurs tu reach peak euncentratiuns. e mean serum 
~liminatiu~ half-life far sulfadi~ine is abvut [value will be inserted] huus. 

sually, the ~vn~entratiun af an ~tiba~te~aI in the blood and the in V&W MIC of the infesting 
vrg~ism indicate an appropriate periud between &uses of a drug. This dues not hold entirely fur 
trim~thupri~s~lfadia~ine because t~methvprim, in contrast tv s~lfadi~ine, localizes hs tissues 
and, therefvre, its ~un~~ntratiun and ratiu to sulfadia~ine are higher there than in blood, 

The ful~uwi~g table shvws the average ~un~entrativn uf t~methup~m and s~lfadi~ine, as 
either serum or plasma will be inserted], in [number tu be unsexed] adult horses 

observed after a single duse of Trade~~~ Ural Liquid ~Susp~~siun). 

[table of drug cunGentratiuns at 1,3,6, 3.0, and 24 huurs atier duse will e insetied here] 

Excretion uf trimethupri~s~lfadi~ine is chiefly by the kidneys, by bath glume~l~ Eltratiun 
and tubular secretian, Urine concentrations of both trimethuprim and s~lfadi~ine are several 
fvld higher than blood cuncentrations. Neither trimethuprim nor s~lf~i~ine interferes with the 
excretiun pat&m of the other. 

Prepared by ~ivte~~i~al Services, Inc. 25-Feb-02 



DWFT PACUCE INSERT - PAGE 4 

Dssage and Ad~i~i~t~at~~~: The re~u~ended dose is 3.75 mL ethupr~~s~lfadi~ine ural 
liquid (s~spe~siun) per 1 f 0 lb (50 kg) body weight per day. Administer once a day by stumaeh 
tube. ~rirne~upri~s~~fadi~~n~ oral liquid (suspensiun) shuuld be shaken befure use. 

The usual. eu‘urse uf treatment is a single, daily dose fur five tu seven days. 

~Qntinue acute infec ion therapy fur twu or three days after clinical si ns have subsided. 

If nro ~m~ruvem~nt 0 acute infectiuns is seen in three to five days, re-evaluate the diagnusis. 

~~me~aprimJ§~~fitddazine uraf liquid (sus~ens~un) may be used alone or in cunj~~t~un with 
~~travenu~s dosing. ~ul~uw~ng treatment with trimethupri~sulfad~~~~e 48% injection, therapy 
can be rna~,n~~ned using oral liquid (suspens~un). 

A complete bla-od count shuuld be dune periodically in patients receiving 
t~rn~t~u~~~su~fad~~n~ fur prolonged periods. If s~gni~c~t r~d~~tiun in the count of any 

bfoud element is nuted, treatment with t~methupri~sul should be discunt~n~ed. 

icathns: Trim~thupri~sulfadi~in~ should nut be used in hurses showing marked 
liver p~~~~hymal damage, blood dyscrasias, or in thuse with a histury uf su~fun~ide 
sensitivity . 

~~~~a~t~~~~~ Water shuuld be readily available tu horses receiving sulfonamide therapy. 

Wa~~~~~: Not fur use in horses intended fur fuud. 

: Tuxicity is luw. The acute toxicity (L&Q) of trimethupri~s~~fadi~~ne is mure than 
lly in rats md mice. No sign~~G~t changes were recorded in rats given doses of 

per day fur 90 days. 

Horses ~~at~d intrav~nvusly with tr~methupr~~s~~fadi~ine 48% injectian have tolerated up to 
five times the re~u~~nd~d daily duse fur seven days or on the reeummended daily duse 21. 
~uns~~~t~v~ days withuut clinica! effects UT histupathu~ugi~a~ changes. 

Leng~~~~~g of Glutting time was seen in sume hurses on high or p~ulung~d dosing in one of twu 
trials. The effect, which may have been related tu a resulving infe~t~u~, was nut seen in a second 
similar tiaL 

Slight ta moderate r~~~t~uns in hematupui~ti~ activity fullowing igh, pru~u~ged dosage in 
several species have been recorded. This is usually reversible by fofinic=; acid (leu~uvur~n) 
adm~nis~atiun ur by stup~ing the drug* During long-term treatment of hurses, periodic platelet 
counts and white and red blood cell. counts are advisable. 

In rare instates, horses have developed diarrhea during t~me~upr~~s~lfadi~ine treatment. If 
fecal cu~s~sten~y ch ges during t~m~thup~~su~fadi~~ne therapy, discontinue treatment 
~rnrn~d~ate~y and imtitute a~prupr~ate symptumatic measures. 

by ~iute~~i6a~ Services, hc. 



eral ~~~A) law restrkts this drug to use by or on the order of a licensed 
veteri~~~. 




