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FREEDOM OF INFORMATION SUMMARY

1. GENERAL INFORMATION

a. Established Name:

b. Trade
Name/Proprietary
Name:

c. Dosage Form:

d. How Supplied:

e. How Dispensed:

f. Amount of Active
Ingredients

g. Route of
Administration:

h. Species:

i Pioneer Product

INDICATIONS FOR USE:

RECOMMENDED DOSAGE:

ANADA 200-322

'ANADA/GENERIC SPONSOR:

Phoenix Scientific, Inc.

3915 South 48" Street Terrace, St. Joseph, MO
64503 | |

iButorphanol Tartrate, USP

'Butorphahol Tartrate Injection

Injection

10 mL & 50 mL Type I amber glass bottles

Rx;Schedule TV(CIV)

10 mg butorphanol /mL
fIntravenous Injection

Equine
Torbugesic® (Butorphanol Tartrate) NADA 135-780

Butorphanol Tartrate Injection is indicated for the
relief of pain associated with colic in adult horses
and yearlings.

The recommended dosage in the horse is 0.1 mg
of butorphanol per kilogram of body weight,

(0.05 mg/lb) by intravenous injection. This is
equivalent to 5 mL of Butorphanol Tartrate
Injection for each 1000 Ibs body weight. The dose
may be repeated within 3 to 4 hours but treatment
should not exceed 48 hours.



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 (AN ADA) 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.

Ordmamly, the ANADA Sponsor shows that the generic product is bloequlvalent to the
pioneer, which has been shown to be safe and effective. If bloequwalence is
demonstrated through a clinical end-point 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, October 2000).

Based upon the formulation characteristics of the generic product, Phoenix Scientific
was granted a waiver from the requirement for an in vivo bioequivalence study for the
generic product, Butorphanol Tartrate. The generic product is administered as an
injectable dosage form, contains the same active 1ngred1ent in the same concentration
and dosage form as the pioneer product, and contains no inactive mgredlents that may
significantly affect the absorption of the active ingredient. The pioneer product
Torbugesic, the subject of Fort Dodge Animal Health’s NADA 135-780, was approved
on June 11, 1985.

HUMAN SAFETY:

None required as the product is intended for use in horses only. The labeling contains
the statement “Warning: Not to be used in horses intended for food.”

Human Safety Relative to Possession, Handling and Administration: Labeling

contains adequate caution/warning statements. Butorphanal tartrate is a Schedule TV drug;
Rx only.

AGENCY CONCLUSIONS

This ANADA submitted under 512(b) of the Federal Food, Drug, and Cosmetic Act
satisfies the requirements of section 512(n) of the act and demonstrates that Butorphanol
Tartrate Injection, when used under its proposed conditions of use, is safe and effective
for the labeled indications.

ATTACHMENTS: Tfie following generic labeling and currently approved pioneer
labeling are attached.

Generic Labeling 1. Facsimile package labeling for generic product; 10 mL and 50
- mL and package insert.



Pioneer Labeling 2 Pioneer package labeling for Torbugesic®; 10 mL and 50 mL
and package insert.
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| ANADA200-XXX, Approved by FDA

BUTORPHANOL TARTRATE
INJECTION
e : CAUTION :
<deral law restricts this drug to use by or on the order of a
isdnged veterinarian.
Iy ek DESCRIPTION )
: Bﬂtbrphanc}[ Tartrate Injection’is a totally synthetic, centrally acling,
warcotic agonist-antagonist analgesic wilh potent antitussive activity.
it is'a member of the phenanthrene series. The chemical name ‘is
Morphinan-3, 14 diol, 17-(cyclobutylmethyl)-, (-)-, (8-(R", R"})-2, 3-
dihydroxybutanedioate (1:1) (salt). 1t is & white, crystalfine, water
soluble substance having a molecular weight of 477.55: its molecular
formula is CaHaeNOz* CeHsOs.

Chemical Structure
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Each mL of Butorphanol Tartrate injection contains 10 mg
butorphanol base (as butorphanct tartrate, USP), 3.3 mg citric acid,
USP, 6.4 mg sodium citrate, USP, 4.7 mg sodiurd ‘chloride, USP,
and 0.1 mg benzethonium chloride, USP, q.s.. with water lor
injection, USP.

CLINICAL PHARMACOLOGY

Comparative Pharmacology

In animals; butorphano! has been demonstrated to be 4 to 30 times
more pofent than morphine and pentazocine (Talwin®-V)
respectively.! In humans, butorphanol has beeri shovin o have 5-7
times the anaigesic activity of morphine and 20 times that of
pentazocine.23 Butorphano! has 15 to 20 times the oral antitussive
activity of codeine or dextromethorphan in dogs and guinea pigs. 4

As an antagonist, butorphanol is approximately equivalent to
nalorphine and 30 times more polent than pentazacine,’
Cardiopulmonary depressant effecls are minimal after treatment
with butorphanoi as demonsirated in dogss, humanss.? and horses.8
Unlike classical narcotic agonist analgesics which are associated
with decreases in blood pressure, reduction in heart rate and
concomitant release of histamine, butorphano! does not cause
histamine release.! Furthermore, the cardiopulmonary effects of |
butorphanc! are not distinctly dosage-related but. rather reach a '
ceiling effect beyond which further dosage “increases” fesull in
relatively lesser effecls. i

Reproduction: Studies performed in mice and rabbits revealed no
evidence of impaired fertility or harm lo the fetus due 1o butorphanol
tartrate. In the female rat, parenteral administration’ was associated
with increased nervousness and decreased care for the newbomn,

resulling in a decreased survival rate of the’ newborn. This
narvousness was seen anly in the rat spacies.

Equine Pharmacology

Fpl!owing intravenous injection in horses, butorphanol is largely
eliminated from the blood within 3 to 4 hours. The drug Is extensively
metabolized in the fiver and excreted in the urine. :

In ponies, butorphanol given intramuscularly at a désage of 0.22
mg/kg, was shown to alleviate experimentally induced visceral pain
for about 4 hours.9 . B

In horses, intravenous dosages of butorphandl ranging from 0.05 to
0.4 mgrkg were shown to be effective in alleviating visceral and super-
ficial pain for at least 4 hours, as illustrated in the follgwing figure:

Analgesic Effects of Butorphanol Given at
Various Dosages in Horses with Abdominal Pain
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A definite dosage-response relalionship was detected in lhat butor-
phanol dosage of 0.1 mg/kg was mare effective than 0.05 mgrkg but
not different from 0.2 mg/kg in alleviating deep abdominal pain.
Acute Equine Studies '

Rapid intraverious administration of butorphanol at a dosage of 2
mg/kg {20 times the recommended dosage) to a previously
unmedicated herse resulled in a brief episode of inabifity to stand,
muscle fasciculation, a convulsive seizure of 6 seconds duration and
recovery within three minutes. The sare dosage administered after
10 successive daily 1 mg/kg dosages of butorphano! resulted only in
transient sedative effects. During the 10-day course of administration
at 1 mg/kg (10 timas the recommended use level) in two horses, the
only detectable drug effects were transien behavioral changes
typical of narcolic agonist “activity. These included muscle
fasciculation about the head and neck, dysphoria, lateral nystagmus,
ataxia and sallvation. Repeated administration of butorphanol at 1
mg/kg (10 times the recommended dose) every four hours for 48
hours caused constipation in one of two horses.

Subacute Equine Studies

Horses were: found to lolerate butorphanol given intravenously at
dosages of 0.1, 0.3 and 0.5 mg/kg every 4 hours for 48 hours
followed by once daily injections for lotal of 21 days. The only
detectable drug effects’ were slight transient ataxia observed occa-
sionally in the high dosage group. No clinical, laboratory, or gross or
histopathiologic evidence of any butorphancl related toxicity' was
encountered in the horses.

INDICATIONS
Butorphanol Tarlrate Injection is indicated for the relief of pain
associated with colic in adult horses and yearfings. Clinical studies in
the horse have show that Butorphanol! Tartrate Injection alleviates
abdominal pain associated with torsion, impaction, intussusception,
spasmodic and tympanic colic and postpartum pain.

WARNINGS
NOT FOR USE IN HORSES INTENDED FOR FOOD.
NOT FOR HUMAN USE.

CAUTION
Butorphane! Tartrate Injection a potent: analgesic, should be used
with caution with other sedative” or analgesic drugs as these are
likely to produce additive effects.
There are no well-controlled studies using butorphanol in breeding
horses, weanlings and foals. Therefore, the drug should not be used
in these groups.

ADVERSE REACTIONS
In clinical trials in horses, the most commonly observed side effect
was slight ataxia which lasted 3 to 10 minutes, Marked ataxia was
reported in 1.5% of the 327 horses treated. Mild sedation was
reported in 8% of the horses. ’ '

DOSAGE

The recommended dosage in the horse is 0.1 mg of butorphanol
per kilogram of body weight, (0.05 mg/ib) by intravencus injection.
This is equivalent 1o 5 mL of Butorphanol Tartrate Injection for each
1000 Ibs body weight. The dose may be repeated within 3 to 4 hours
but treatment should not exceed 48 hours. Pre-clinical mode! studies
and clinical field tfrials in horses demonstrate lhat the analgesic
effects of Butorphanol Tartrate Injection are seen within 15 minutes
following injection and persist for about 4 hours.

HOW SUPPLIED
50 mL vials Bulorphano! Tartrate injection. 10 mg base activity per mL.
10 mi vials Bulorphano! Tartrate Injection. 10 mg base activity per mi..

Store at controlled room temperature 15° to 30°C {59° to 86°F).

REFERENCES
1. Pircio, AW. et al: "The Pharmacology of Butorphanol.” Arch. Int.
Pharmacodyn. Ther. 220 2): 231-257, 1976.

2. Dobkin, A.B. et al: "Butorphanol and Pentazocine in Patients with
Severe Post-operative Pain.” Clin, Pharmacol. Ther. 18: 547-553,
1975.

Gitbert, M.S, &t al: "Intramuscular Butarphano! and Meperidine in
Postoperative Pain.” Clin. Pharmacol, Ther. 20:359-364, 1976.
.Cavanagh, R.L. ef al’ "Anlitussive Properties of Butorphanol."
Arch, int, Pharmacodyn. Ther. 220 (2): 258-268, 1976.

.Schurig, J.E. et al: "Effect of Butorphanol and Morphine on
Pulmonary Mechanics, Arerial Blood Pressure, and Venous
Plasma Histamine in the Anestheized Dog." Arch. Int. Fharma-
codyn. Ther. 233; 296-304, 1978. ’

.Nagashmina, H. et al: "Respirafory and Circulatory Effects of
Intravenous Butorphanol and Morphine.* Clin. Pharmacol. Ther.
19: 735-745, 19786.

.Popio, K.A. gt al: "Hemodynamic and Respiratory Effects of
Morphiné and Butorphanol." Clin. Pharmacol. Ther. 23: 281-287,
1978.

.Bobertson, J.T. and Muit, W.W.: "Cardiopuimonary Effects of
Butorphano! Tartrate in Horses." Am. J. Vet. Fles. 42: 41-44. 1881,
.Kalpravidh, M. et al: "Effects of Butorphanol, Flunixin,
Levorphanot, Morphine, Penfazocine and Xylazine in Ponies.” Am.
J. Vet. Res. 45: 217-223, 1984.
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Acute Equine Studies

Rapid intravencus administration of butotphanol at 2 dosage of 2 mavkg (20 times the
recommended dosage) 10 a previously unmadicated horss resulted 1 a brief episode
o ingbilty o stand, muscle fagciculation, a convulsive seizure of 6 seconds duration
and“recovery within three minutes. The same dosage administered after 10
successive daily 1 mgkg dosages of butorphano! resulted only in transient sedative
afiects During the 10-day course o admiriistration al 1 mgkg (10 times the
recemmetided use fevel) in two horses, the only deteciable drug effects were transient
behiavioral changes typical of narcolic agonist. activity. These included muscle
. fasciculation abaut the head and neck, dysphoria. lateral nystagmius, ataxia and

-sdlivation. Repeated administration of butorphanol at "1 mgikg (10 tmes the

recommended dose} every four hours for 48 haurs caused constipation n one of two

hes
“Sutacite Bquine Studies
- Horses were found fo folerate butorphanot given intravencusly at dosages of 0.1,03
: 3

and 0.5 mg/kg every 4 hours for 48 hours followed by ence daily injections for a tolal of
21 days. The only detectable drug efiects were slight fransient ataxia observed
occasionally in the high dosage group. No clinical, laboratory, or gross. or
histopathologic: evidence of any bitorphanc! retated toxicity was encountered in the
horses,
WRICATIONS

Butorphanol Tartrate Injection is ndicated for the reliaf of pain associated with colic in
adult horses and yearings. Clinical studies in the horse have shiown that Bulomhario!
Tartrate Injection alleviales abdominal pais associated with forsion, “mpactian,
intussusception, spasmodic and tympanic colic and postpartum pain.

WARNING .
NOT FOR USE IN HORSES INTENDED FOR F0OD. NOT FOR HUMAN USE:

7

CAUTION
Butorphanal Tarrate Injection 2 potent analgesic, shoukd be used with caution
other sedative or analgesic drugs as these are fikely to produce addtive effects.
Thete are no well-controlled studies using butorphanol in breeding harses, wean!
and foals, Therefore, the drug shoukd not be used in these groups.

ADVERSE REACTIONS
In cfinical trials In horses, the most commonly observed side effect was sfight at:
which lasted 3t 10 minutes. Matked ataxia was reparted n 1.5% of the 327 hor
treated. Mild sedation was reported in 8% of the horses.

DOSAGE
The recommended dosage in the horse is 0.1 mg of butorphanol per kilograr
body weight, (0.05 mg/lb} by intravenous injection. This is equivalent to 5 mL
Butorphanol Tartrate Injection for each 1000 tbs body weight. The dose may
8

o0l studies and clinical flekd trials in horses demonstrals that the analgesic effects
F‘\Bytorphanol Tartrate injection are seen within 15 minutes following injection and

EERE HOW SUPPLIED
- S0ri, vials Butorphancl Tartrate Injection. 10 mg base activity per mL.
- 10mi Viaks Butorohanol Tartcate Injection. 10 mg base activity per mb.

: an’ﬁrolled room temperature 15” ko 30°C (59" 10 86'F).
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in humans, butorphanel has been shawn 5107 bmes 1ne
. i ivity hine and 20 times that of pet ine.
"aut;rsr?;;lct?al?;g fmm Zoor%mes the oral antitussive activity of codeing
¥ dextromethoiphan in degs and guinea pigs.* o )
g?;?;g%ﬁst. butorphanol is approximately equivalent 1o nalor:
phitie ‘and 30 times more potent than p‘entazocx'm'a.‘
- Cardiopulmonary :epres;a;:; gfifre\%gga;rsg N er e !
jith butorphanol as demonsts g5, humanss 7 and hotse

Ué:k’é dargsica! narcotic agonist ana{ge§xc?‘ ;v:rxé:?a?ereaiésgggggg with
" decreases in biood pressure. reduction in rate and concor
e ase‘sf;%gggge?rsjimhancl does not cauge histamine rele:

b

after treatmen

néuyegn égél}::lated but rather reach a ceiling effect beyond which

age in itin relative cis.
niier Josage increases resuitin relatively lesser effe

epraduction: Studies perform revealed o
A of impaired fertlity or ham 1a the fetus due 1o butorphanol
4y cftl!Tep?:;dale ratt.y parenteral administration was a?soc:l.
H increased nervousriess and decreased care for the. new
orn; Tesulting in a decreased survival rate o
“rrvolsness was seen only in the rat species.
uinie Pharmacology o
lowing intravencus injecti ! i
iminated ?rom the blood within 3 r:d 4 h;urs‘ "Ir;he drug is extensively

{abiolized in the fiver and excreted in the urine.
elabggzrﬁgslq g?;ezcl’mhahél” given intrémuscularly at a dosage Zf‘
mgrkg was shown lo alleviate experimentally induced viscer
"#din fac abatit 4 hours.? ) )

Bz r harses. intravenous dosages of butorphanal ranging fron"x:l Q‘Oset:
4 Tgkg were shown to be efiective in alleviating visceral and sup
“ficial pain for at least ¢ hours, as flustrated in the following hgufe.

& Analgesic Etlects of Butorphanol Givenat
.~ Various %nsagss in Horses with Abdominal Pain
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in horses, buterphanol is largely
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_ Adefinite dosage-response relationship was detected in that butor-
- Phanol desage of 0.1 mgkg was more effective than 0,05 mg/kg but
not different from 0.2 mg kg in alleviating deep abdominal pain.
Acute Equine Studies N :
Rapid intravenous administration of butarphanol at a dosage of
2 mg/kg (20 limes the reccmmended dosage) to previously unmedi-
_Cated horse tesulted in 3 brief episode of inability to stand, muscle
fasciculation, @ convulsive seizure of § seconds duration and recovery
within three midutes. The same dosage administered after 10 succes-
sive daily 1 mgrkg dosages of butorphanol resuited only in transient
sedative effects. During the 10-day course of administration at
1 mgrkg (10 times the recermmended use level) in two horses. the only
detectabie drug effects were transient behavioral changes typical of
narcotic agofist activity. These included muscie fascicutation about
the head and neck, dyschonia, lateral nystagmus, ataxia and saliva-
tion. Repeated administration of butorphariol at 1 mgkg (10 times the
rfecommended dose) every four hours for 48 hours caused constipa-
tion in one of two horses.
Subacute Equine Studies
Harses were found to toierate butorphanai given intravenously at
dosages of 0.1, 0.3 and 0.5 mgrkg every 4 hours {or 48 hours fol-
lowed by once daily injections for 2 total of 21 days. The only
detectable drug eHects were slight transient ataxia observed ocea-
... 5onally in the high dosage group. No clinical, laboratory, or gross ar
histopathologic evidence of any butorphanoi-related toxicity was
encountered in the horses,

. « o INDICATIONS

TORBUGESIC (butorgnanol tartrate) is indicated for the refief of
pain associated with colic in zdult horses and yearlings. Clinical stud-
ies in the horse have showr that TORBUGESIC alleviates ebdoming!
pain associated‘,with torsicn, impaction, intussusception, spasmodic
and tympanic colic and pesmartum pain.

WARNINGS i

NOT FOR USE IN HCRSES INTENDED FOR FOOD. NOT FOR

HUMAN USE.

CAUTION
TORBUGESIC, a potert analgesic, should be used with caution

with other sedative or anaigesic drugs as these are likely to produce

additive effects, . ot o -

There are no well-contrc:ies studies Using butorphanol in breeding
horses. weanlings and fozis. Therefore, the drug should not be used
in these groups. ’ .

ADVERSE REACTIONS

In clinical trials in horses. the most commonly observed side effect
was slight afaxia which lasiza 3 to 10 minutes. Marked ataxia was
reported in 1.5% of the 327 horses treated. Mild sedation was re-
ported in 9% of the horses.

DOSAGE

The recommended dosage in the horse is 0.1 mg of buterphane!
per Kilagram of body weig# [0.05 mgib) by intravenaus injection. This
s equivalent to 5 ml of TCREUGESIC for each 1000 Ibs body weight,
The dose may be repeated within 3 tc 4 hours but treatment should
nat exceed 48 hours. Pre-ciinical model studies and clinical field trials
in horses demoristrate that e analgesic effects of TORBUGESIC are
seen within "15 minutes iciowing injaction and persist for about
4 hours.

HOW SUPPLIED
50 mb vials TORBUGESIC {butorphanol tartrate) Veterinary
Injection, 10 mg base acyvity germi.
NDC 0856-2033-20 ~ 52 fmi. — vials
10 mL vials TORBUGESIC (butorphanol tartrate) Veterinary
Injection, 10 mg base activity sermL. )
NDC 0856-2036-20 — 10 /L ~ vials
Store at controlled rocm temzerature 157 to 30°C (59° to 86°F,
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Each mL_ of solufion ontains: N DOSAGE: By intravenous injecticn, 0.1 = LL. el
Butarphanal base ar Ve tennary Injection mg/kg body weight (0.05 mg/t). “hisis g % AN« o —
butorphanol fartrats, USP _ _ _ 10 contains 10 ma buterphano! base equivaent o 5 ml for eacn 1000 Ibs of e e ===
Citicacid, USP _ . o e e 3.3mg ~er inl. as bu{orpharr?ol tartrate bady weight. Dase may be epeated - LD O
o Sadium citrate, USP . _ _ _ . _ 6.4 mg within 3 to 4 hours. Treatment should < e —
: Sodium chloride, USP _ .. .. _ 4.7y 50 mL not exceed 48 hours. ‘ PooEE=s
. Benzethonium chlore, USP .. . 0.1 m¢ CLUTION: Federal law restricts this drug \ B
I . Waterlorinjection, LSP.. . _ - _qs. 1o use: h\I or on the order of a licensec | 1 =
I Store at controllec room te:nperature ve erir-ari:|n, Fort Dodge Laboratories Inc. 4 i
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