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FREXDOM OF INFORMATION SUMMARY 

1. GENERAL INFORMATION: 

a. File Number: ANADA 200-382 

b. Sponsor: Phoenix Scientific, Inc. 
3915 South 48’” St. Terrace 
St. Joseph, MO 64503 

Drug Labeler Code: 059130 

c. Established Name: 

d. Proprietary Name: 

e. Dosage Form: 

f. How Supplied: 

g. How Dispensed: 

h. Amount of Active Ingredients: 

i. Route of Administration: 

j. Species/Class: 

k. Recommended Dosage: 

1. Pharmacological Category: Diuretic 

m. Indications: A diuretic-saluretic for oral use alone or in 
combination with Furosemide Injection in the 
treatment of edema (pulmonary congestion, ascites) 
associated with cardiac insufficiency and acute 
noninflammatory tissue edema. 

n. Pioneer Product: 

Furosemide 

Furosemide Syrup 1% 

Syrup 

60 mL bottles 

Rx 

10 mg of furosemide per mL 

Oral 

Dogs 

Dog: 1 to 2 mL (lo-20 mg) Furosemide Syrup 1% 
for each 10 lb. body weight. Administer once or 
twice daily at 6 to 8 hour intervals. Dispense in this 
container with calibrated safety dropper. Use 
dropper to measure and administer Furosemide 
syrup 1%. 

LASIX (Furosemide) Syrup 1%; 
NADA 102-380; Intervet, Inc. 
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2. TARGET ANIMAL SAFETYAND DRUG EFFECTWENESS: 

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 ha.s 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 E’R 24645, June 18, 1990; 
Fifth GADPTRA Policy Letter; Bioequivalence Guideline, October 2000). 

Based on the formulation characteristics of the generic product, Phoenix Scientific, Inc. 
was granted a waiver from the requirement for an in vivo bioequivalence study for the 
generic product Furosemide Syrup 1%. The generic product is administered as an oral 
solution and contains the same active ingredient in the same concentration and dosage 
form as the pioneer product. The generic product contains no inactive ingredients that may 
significantly affect the absorption of the active ingredient. The pioneer product LASIX 
(Furosemide) Syrup 1%; the subject of Intervet, Inc. NADA 102-380, was approved on 
March 17,1998. 

3. HUMAN SAFETY: 

This drug is indicated only for use in dogs, 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 warning statements are provided on the product labeling as follows: “Keep this and all 
medication out of the reach of children.“, and “FOR USE IN DOGS ONLY.” 

4. AGENCY CONCLUSIONS: 

This ANADA filed under section 512(b) of the Federal Food, Drug, and Cosmetic Act 
satisfies the requirements of section 5 12(n) of the Act and demonstrates that Furosemide 
Syrup l%, when used under its proposed conditions of use, is safe and effective for its 
labeled indications. 
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5. ATTACHMENTS: 

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

Generic Labeling for ANADA 200-382: 
AMTECH Furosemide Syrup l%, 60 mL label with calibrated safety dropper 
AMTECH Furosemide Syrup I%, Package Insert 
AMTECH Furosemide Syrup 1 %, Carton Printing 

Pioneer LabelinP for NADA 102-3 80: 
LASIX (Furosemide) Syrup l%, 60 mL label with calibrated safety dropper 
LASIX (Furosemide) Syrup I%, Package Insert 
LASIX (Furosemide) Syrup 1%, Carton Printing 
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Furosemide Syrup 1% 
ANADA No.: 200482, Approved by FDA 
For Use in Dogs Oniy. 
A diuretic-saiuretic for prompt relief of edema. 
CAUllON: Federal law restricts this drug to use by or on the order of a iicensadveterinartan. 

DESCRllWON 
Furosemide is a chemically distinct diuretic and saluretic phsrmacodynamicelly characterized by the 
following: 
1. A high degree of effkecy, low-Inherent toxicity end a high therapeutic index. 
2 A rapid onset of action of comparatively short duration.‘2 
3. A pharmacologic action in the functional area of the nephron, i.e., proximal and distal tubules and 

the ascending limb of the loop of Hanle.s”t 
4 A dose-response relationship and a ratio of minimum to maximum effective dose range greater 

than tenfo1d.r” 
5. It may be administered orally. it is readily absorbed from the intestinal tract and well tolerated. 

The CAS Reglstv Number is: 64-31-9. 
This product contains alcohol 1 l.S% USP as a preservative, and FD&C Yellow #6 and D&C Yellow #lo 
as color additives. 
Furosemide, a diuretic, is an anthranilic acid derivative with the followlng structural formula: 

Generic name: Furosemide (except in United Kingdom Busemide). 
Chemkal name: 4-chloro-N-furfuryi-5-sulkmoylanthraniiic acid. 

ACTIONS 
The therapeutic efficacy of furosemide is from the activity of the intact and unaltered molecule 
throughout the nephron, inhibiting the reabsorption of sodium not only in the proximal and distal 
tubule, but also In the ascendina limb of the looo of Henle. The oromot onset of action % a result of I 
the dmg*s rapid absorption and-a poor lipid aoiubiiity. The low gpid s’olubliity and a rapld renal 
excretion minimizes the possibility of lipid accumulation to tksues and organs or of orystailuria. 
Furosemide has no inhibitory effect on carbonic anhydrase or aldosterone aotivity in the distal tubule. 
The drug possesses diuretic activity in the presence of either acidosis or alkaiosis.t-7 

INDlCATlONS 
Dog: Furosemlde is an effective diuretic possessing a wide therapeutk range. Pharmaoologically it 
promotes the rapid removal of abnormally retained extracelluiarfluide. The ratlonale fqr the 
effkacious use of diuretic therapy is determined by the cgnkal pathology producing tha edema. 
Furosemide Syrup 1% is indicated for the treatment of edema (pulmonary congestion, escitas) 
associated with cardiac lnsuffkkncy and acute nonlnflammatory tissue edema. ’ 
The continued use of heart stimulants, such as digitalis or its glyoosidas, is indicated in&x+es of 
edema involving cardiac insufficiency. 

DONTR4iNDICATlONS-PRAU’DONS 
Furosemide syrup 1% is a highty effective diuretk-saluretk which if given in axceasive amounts may 
result In dehydration and eiectroiyte imbalance. Therefore, the dosage and schedule msy have to be 
adjusted to the patients’ needs. The animal should be observed for early signs of electrolyte 
Imbalance, and corrective measure8 administered. Eady signs of electrolyte imbalance ere: increased 
thirst, lethargy, drowsiness or restlessness, Wgue, oliguria, gaatrotntestinal disturbam and 
tachycardia. Special attention should be given to potassium lavele. 
Furosemide Syrup 1% may lower serum calcium levels and oause Many in rare casas of animals 
having an exkting hypocalcemk tendency.10.f4 
Although diabetes mellitus ls a rarely reported disease in animals, active or latent diabetes mellitus 
may on rare occasions be exacerbated by Furosemide Syrup 1%. 
While it has not been reoorted in animals. the use of hloh doses of salkvlates. as in rheumatic 
dtseases, in conjunctlon’with FurosemideSyrup 1% m& result in salkykte toxkity because of 
competitlon for renal excratory sites. 
Eleotrolyte balanoe should be monitored prlorto surgery in patients receiving Furosemlde Syrup 1%. 
Imbalances must be corrected by administration of suitable fluid therapy. 
Furosemlde Syrup 1% Is contraindicated In unuria. Therapy should be discontkued in ossas of 
progressive renal disease if increasing asotemia and oliguria occur during the treatment Sudden 
alterations of ftuid and electrolyte lmbalanoe in an animal with cirrhosis may preclpitate:hepatic 
coma: therefore, observation during period of therapy is necessary. In hepatk ooma and in states of 
eiectmlyte depletion, therapy should not be instituted until the basic condition Is impro$ad or 
corrected. Potassium supplementatfon may be necessary in cases routinely treated with potaesium 
depleting steroids. 

WARNINGS 
Furosemide Syrup 1% is a highly effective diuretic and, as with any dlurstlc, if given in excessive 
amounts may lead to excessive diuresis that could result in electrolyte imbalance, dehydration and 
reduction of plasma volume, enhancing the risk of clmulatory collapse, thrombosk, and embolism. 
Therefore, the animal should be observed for early signs of fluid depletion with electrolyte imbalance, 
and corrective measures administered. Excessive loss of potassium In patients recelvingdighalis or 
its glycosides may precipitate dlgltalis toxicity. Caution should be exercised in animals ailministered 
potasslum-depleting steroids. 
It is important to correct potassium defklencywith dietary supplementation. Caution should be 
exercised in prescribkg entetk-coated potassium tablets. 
There have been several reports in human literature, published and unpublished, concerping 
nonspeclfio small-bowel lasions.oonsistkg of stenosis, with or without ukeratlon, aaaookted with the 
administration of enterk-coated thiazldes with potassium salts. These lesions may Mxrurwlth enterk- 
coated potassium tablets alone or when they are used with non-ante&coated thlasides,or certain 
other oral diuretks. These small-bowel lesions may have caused obstruction, hemorrhage, and 
perforation. Surgery was frequently required and deaths have ocourred. Available information tends 
to implicate enterk-ooatad potassium salts, although lesions of tbia type alao ooour apon$ruteously. 
Therefore, coated potassiurnoonteinlng formulations should be sdmtnkterad only when’ indkated, 
and should be discontinued fmmedlately if abdominal pain, distension, nausea, vomiting, or 
gastrointaatlnal bleeding occurs. 
Human patients with known sulfonamide sensitivity may show allergic reactions to furosamide; 
however,thesa reactions have not been reported in animals. 



Sulfonamida diuretics have been reported to decrease arteriel responsiveness to pressor amkas and 
to enhance the effect of tubocurarfne. Caution should be exemked in administering curare ur its 
derivatives to patients undergoing therapy with Furosemlde Syrup 1% and it is advisabk to 
diecoirtlnue Furosemide Syrup 1% for one day prior to any elective surgery. 

DOSAQE AND ADMtNlSlltAllGN 
The usual dose of Furosemide Syrup 1% 1s 1 to 2 mg/lb body weight (approximately 2.5 to 8 mg/kgj. 
Administer once or twice daily et 6 to $-hour intervals orally. A prompt diuresls usually ensues from 
the initial treatment. Dlureeis may be initiated by the parenteral edminktmtlon of Furosemide 
Injection and then maintained by oral administration. 
The dosage should be adjusted to the individuaf’a rasponae. In severe edematous or refractory cases, 
the dose may be doubled or increased by Increments of 1 mg/ib body weight. The eetabllehsd 
effective dose should be administered once or twke daily. The dally schedule of administration can 
be timed tocontrol the period of micturltlon for the convenience of the client or veterlneriari. 
Moblliiation of the edema may be most efficiently and safely accomplished by utilizing an 
intermittent daily dosage schedule, le., every other day or 2 to 4 consecutive days weekly. 
Diuretic therapy should be discontinued after reduction of the edema, or meinteined after determining 
a carefully programmed dosage schedule to prevent recurrence of edema. For long-term treatment, 
the dose can generally be lowered efter the edema has once been reduced. Re-examinatiotiand 
consultations with ciient will enhance the establishment of a setkfactorily programmed doeage 
schedule. Clinical examination and serum BUN, CO2 end electrolyte determinations should be 
perfomwd during the early perkd of therapy and periodically thereafter, especially in refraotory 
cases. Abnormalities should be corrected or the drug temporarily withdrawn. 

DOSAGE 
ORAL-DOG 
Syrup 1% - 1 to 2 mL (IO to 20 mg furosemide) per IO lb body weight (approximately 2.6: to 6 m&g). 
Administer once or twke daily, permitting a 8 to 8-hour interval between treatments. In refiactoty or 
severe edematous ceses, the dosage may be doubled or increased by Increments of 1 mgAb body 
weight as recommended in preceding paragraphs, “DOSAGE AND ADMINISTRATION’. 

HOW SUPPLIED 
Furosemide Syrup 1% I10 mg/mL), availeble in 60 ml bottles with calibrated dropper. 

ToxlCDLoGY 
Acute Toxicity: The followjng table illustrates low acute toxicity of furosemide in three diierent 
species. (Two values indicate two different studies.) 

LDso of furoaemide in mg/kg body weight 
Species 
Mouse 
Rat 

Dog 

Oral 
1,050-1,600 
2.860-4,600+ 
>l,OOO and 

z-4.640 

j Intravenous 
308 
680 

>300 end 
>464 

*Note: The lower oral LDw valueforthe rat was obtained In a group of fasted animals; the higher 
fioure is from a studv oerformed on fed rats. 
Toxic doses lead to donvulsions, ataxia, paralysis and collapse. Animals surviving toxic doses may 
become dehydrated and depleted of electrolytes due to the massive diuresis and saluresis. 

Chronic Toxicity: Chronic toxicity studies with furosemide were done in a one-year study in rats and 
dogs. In a one-year study in rats, renal tubular degeneration occurred with all doses higher than 50 
m@g. A six-month study in dogs revealed calcification and scarring of the renal parenchyma at all 
doses above 10 ma&g. 

Reproductive Studies: Reproductive studies wers conducted in mice, rats and rabbits. Only to rabbit 
adminlstered high doses (equivatent to 10 to 25 times the recommended average dose of 2 mg& for 
dogs, horses and cattle) of furoaemide during the second trimester did unexplained matema! deaths 
and abortions occur. Furosemide should be used during pregnancy only if the potentlsl bena’ftt 
juatifles the potential risk to the fetus. The effects of alcohol administered to pregnant Beagles at 3 
and at 3.6 g&t/day throughout gestation suggests that alcohol may reduce the number of ofkpring 
per litter, the birth weight per pup and Increase the incidence ofstillbirths. l%ere have been ho 
studies conducted in pregnant dogs admlnistered alcohol et levels found in Furosemids Syrup 1%. 
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sifxo-amldokg~mkw~~wmhirmdody 
wtfenhdicffwfd*nndrharldkdlrcm(lnwdhwlwhady 
1 abdon*fal pa&t. dbUuskn. nwsoa, vomithg. u gifs- 
woxfleslhnlbbadingocaltr. 
Hmanpa~whhbfown~ uosiUv&y may 
show atbfglc lwfclhns lo l.adx* (l lmmma); howww, 
&me ~o~kns have ml beao r@Mad h antmals. 
5fdbmmf$~ dnmvlks hnw bya te lo dwmfasr 
arlr~lel rasponsivm~tr to ptasror amlnri and lo 
tllhmwuncdtscld-. CUdlOfSShOddbe 
nesbml In ndmiablwhg cuw* of it8 dwluawvlxs lo 
WbdSlilfdWQOkQthW~Wflhl.S%‘WldillSSdWS. 

OOSAOE 
Oil& 
lxx3 
sympl% 
onvlo2mL(10)020mghlmsmwb)psf10lb.body 
we@ (rppor*nffmly 2 5 to 5 llf@gj 
Adfnkbtamd cncs u lwtco dady. pmmlIefg a 6- lo 8. 
jafw hmvnl bwwwn wwItmans. hl lctlacmly of SQvalo 
&amalous cases. Iha dosage may bo doubkd of 
i tmasedbyinaaman(~dl~bady~u~~- 
olwaondd in plwmhag paragtaphr. “DDSAOE AND 
AUM~SI~AllON - 

matx 
mbm 112.5 mg and !a3 lly) 
on~‘(Iuorcmute)~25mptn)~(e(5J)ooIb. 
balywaight. AdmbaslwatceatwtcadatlyalS(o8 
hate htwvnb. 
chiLa%~5omgscoledtatlhlpa25to5ok.body 
wsighk Admhislucncew1wkmdadySl6lu6huu 
ilQsN%. 
fho 12.5 mg or 60 mg labtrt may be doubled of 
ioaearod by Incremtmts 01 I mg/lb body weight io 
ldrlcbory 018Qvua QdQma QasQs. 
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PARENTERAL: 
DoI : 
Atbihb~intnmurculstlyofhw~ l/4lol&?ed. .-/. .-- - -. 

HDW SUFPLlEI1 
Pumkml: 
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Each ml contains: co a@ fulUS~W%idQ a1 
ttWmnobodn0 s&t pceswved ant slabifizad with 
my&tyl-gamma~picolinhHn chkdde O.lE?% EDNA 
aodkm 0.1%. scdlffm slfw 0.I”. wfm lodkfm ufwl- 
ddeI0.2%hilbuuadwalw.ptladjflswdwimsuralm 
hydmxidr Avnibfbb h 50 ml aulhhse vbb. 
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oral use alone or in corn- 
bination with Lasix@ 
(furosemide) Injection in 
the treatment of edema 
(pulmonary congestion, 
ascites) associated with 
cardiac insufficiency and 
acute noninflammatory 
tissue edema. 
DIR ECTIGN S: 
DOG: 1 to 2 mL (IO- 
20 mg) LasixQJ Syrup 1% 
for each 10 lb. body 
weight. Administer once 
or twice daily at 6- to 8- 
hour intervals. Dispense 
in this container with cal- 
ibrated safety dropper. 
Use dropper to measure 
and administer La&r@ 
Syrup. See insert for full 
prescribing information. 


