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F-19659143 PRODUCT,
INFORMATION;

Nuflor
(FLORFENICOL)

Injectable Solution
300 mg/mL

For Intramuscular and
Subcutaneous Use in Cattle Only.

NADA #141-083, Approved by FDA,

p

¥,

CAUTION: Federal law restricts this drug to use by oron
the order of a licensed veterinarian.

DESCRIPTION: NUFLOR injectable is a solution of the
synthetic antibiotic florfenicol, Each milliliter of sterile
NUFLOR Injectable Solution contains 300 mg-of florfeni-
col, 250 mg n-methyl-2-pyrrolidone, 150 mg propylene
glycal, and polyethylene glycol g.s. '
CLINICAL PHARMACOLOGY: The pharmacokinetic dis-
position of NUFLOR Injectable Solution was evaluated in
feeder calves following single intramuscular administra-
tion'at the recommended dose of 20 mg/kg. NUFLOR
Injectable Solution was also administered intravenously
to'the same cattle in order to calculate the volume of dis- .
tribution, clearance, and percent bioavailability' (Table 1). !

TABLE 1. Pharmacokinetic Parameter Values for
Florfenicol Following IM Administration of
20 mg/kg Body Weight to Feeder Calves (n=10).

Parameter Median Range

Cavax {pafml) 3.07* 143560

Twax (he} 333 - 0.75-B.00

T, (e} 18.3%* 8.30- 4.0

AUC {pgemin/mL} 4242 3200 - 6250 !
Bioavailability (%) 785 58.3- 106 .
Vidss (Lkg)** o 0.60-085 °
Clt (mb/minfkg*** 375 3.17-431

Eeax Maxi AUC Area under the cusve:
** moan valus Twiax Time stwhich Coucis observad  Vdss Volums of distribirbon at steady state
< foliowing LY adminis T% Biclagical fhaf-if CliTats} body clearanca

Florfenicol was detectable in the serum of most animals
through 60 hours afterintramuscular administration with
amean concentration of 0.19 yg/mL. The protein binding
of florfenicol was 12.7%, 13.2%, and 18.3% atserum con-
centrations of 0.5, 3.0, and 16.0 pg/mL, respectively.

MICROBIOLOGY: Florfenicol is a synthetic, broad-spec-
“trum antibiotic active against many gram-negative and
gram-positive bacteria isolated from domestic animals.
It is primarily bacteriostatic and acts by binding to the
50S ribosomal subunitand inhibiting bacterial proteinsyn-
thesis. In vitro and in vivo activity has been demonstrat-
ed against commonly isolated bacterial pathogens
involved in bovine respiratory disease (BRD) including
Pasteurella haemolytica, Pasteurella multocida, and
Haemophilus somnus, as well as against commanly iso-
lated bacterial pathogens involved in bovine interdigital
phlegmon including Fusobacterium necrophorum and
Bacteroides melaninogenicus. ’

The minimum inhibitory concentrations (MICs) of flor-
fenicol for BRD organisms were determined using iso-
lates obtained from natural infections from 1990 to 1983.
The MICs for interdigital phlegmon organisms were
determined using isolates obtained from natural infec-
tions from 1973 to 1997 (Table 2).
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TABLE 2. MIC Values* of Florfenicol Against Bacterial
Isolates From Natural Infection of Cattle

Isclate MIC S0 Mmic [
Organism Numbers {pg/mL) {pg/mL}
Pastaureila haemolytica 338 0.50 1.00
Pastourafia multocida 350 0.50 0.50
Haemophilus somnus 66 8.25 0.50
Fusobacterium necrophorum kx} 0.25 0.25
Bacteroides melaninogenicus 20 0.25 0.25

*Tha sorralation betwaen the in vitro suscepubility data {MIC values} and clinical
raspanse bas nat been detarmined. ‘
**The minimum inhibitory concentration for 50% and 30% of the isclates.

INDICATIONS: NUFLOR Injectable Solution is indicated
for treatment of bovine respiratory disease (BRD) asso- |
ciated with Pasteurella haemolytica, Pasteurella multo- -
cida, and Haemophilus somnus, and for the treatment of
bovine interdigital phlegmon (foot rat, acute interdigital
necrobacillosis, infectious pododermatitis) associated
with Fusobacterium necrophorum and Bacteroides
mefaninogenjcus. Also, it is indicated far the cantrol of |
respiratory disease in cattle at high-risk of developing !
BRD associated with Pasteurella haemolytica, Pas- |
teurella multocida, and Haemophilus somnus.

i

l
" RESIDUE WARNINGS: Animalsintendedforhuman {
consumption must not be slaughtered within 28 \
days of the lastintramuscular treatment. Animals
intended for human consumption must not be ‘
slaughtered within 38 days of subcutaneoustreat- \
ment. Do not use in female dairy cattle 20 months
of age or older. Use of florfenicol in this class of
.cattlemay cause milkresidues. Awithdrawal peri-
od has notbeen established in preruminating calves.
Do not use in calves to be processed for veal.

WARNINGS: NOT FOR HUMAN USE. KEEP OUT OF
REACH OF CHILDREN. This product contains materials
that can be irritating to skin and eyes. Avoid direct con-
tact with skin, eyes, and clothing. In case of accidental
eye exposure, flush with water for 15 minutes. In case of !
accidental skin exposure, wash with soap and water.
Remove contaminated clothing. Consult a physician if
irritation persists. Accidental injection of this product |
may cause local irritation. Consult a physician immedi-
ately. The Material Safety Data Sheet (MSDS) contains
more detailed occupational safety information.

For customer service, adverse effects reporting, and/or -
a copy of the MSDS, call 1-800-21 }-3573.
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CAUTION Notforuse incattle ofbreedmg age.The eﬁects

offlorfenicol on bovine leﬁfﬁuuc,uve pem‘)rmance, preg-

nancy, and lactation have not been determined. Intra-

muscularinjectionmayresultinlocaltissuereactionwhich

persists beyond 28 days. This may result in trim loss of

edibletissue atslaughter. Tissue reaction atinjectionsites
- other than the neck is likely to be more severe.

ADVERSE EFFECTS: Inappetence, decreased water
consumption, or diarrhea may occur transiently follow-
ing treatment.

TOXICOLOGY: A 10X safety studywas conducted infeed-

ercalves. Twointramuscularinjections of 200mg/kgwere
administered at a 48-hour interval. The calves were
monitored for 14 days after the second dose. Marked
anorexia, decreased water consumption, decreased
bodywelght,andmcreasedserumenzymeswere observed
following dose administration. These effectsresolved by
the end of the study.

A1X,3X, and 5X {20, 60,and 100 mg/kg) safety study was
conducted in feeder calves for 3X the duration of treat-
ment (6 injections at 48-hour intervals). Slight decrease in
feed and water consumption was observed inthe 1X dose
group. Decreasedfeed andwaterconsumption, bodywelght,
urine pH, and increased serum enzymes, were observed
in the 3X and 5X dose groups. Depression, soft stool con-
sistency, and dehydration were also observed in' some
animals (most frequently at the 3X and 5X dose levels),
primarily near the end of dosing. i

A 43-day contralled study was conducted in healthy
cattle to evaluate effects of NUFLOR Injectable Solution,
administered at the recommended dose on feed:
consumption. Although a transient decrease in feed.
consumption was observed, NUFLOR Injectable Solu-
tion administration had no long-term effect on body
weight, rate of gain, or feed consumption.

DOSAGEAND ADMINISTRATION: Fortreatrnentofbowne
respiratory disease (BRD) and bovine interdigital
phlegmon (foot rot): NUFLOR Injectable Solution should
be administered by intramuscular injection to cattle ata
dose rate of 20 mg/kg body weight {3 mL/100 Ibs). A

.second dose should be administered 48 hours later.
Alternatively, NUFLOR Injectable Soluticn can be
administered by a single subcutaneous injection to
cattle at a dose rate of 40.mg/kg body weight (6 mL/100
|bs). Do not administer more than 10 mL at each site. The
injection should be given only in the neck.

NOTE. Intramuscular injection may result in local tissue
reaction which persists beyond 28 days. This mavresult
in trim loss of edible tissue at slaughter, Tissue | reacuon
atinjection sites otherthan the neck is likelyto be- rnore
severe. e

For control of respiratory dlsease in cattle at hlgh-nsk
of developing BRD: Nuiflor Injectable Solution should be
administered by a smgle subcutaneous -injection to”
cattle at a dose rate of 40 mg/kg body weight (6 ml/160
Ibs). Do not administer more than 10 mL at each site. The
injection should be given only in the neck. P
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NUFLOR DOSAGE GUIDE Recommended
. M NUFLOH SC NUFLOR !"is'nj““ 3
ANIMALi ¢ nosxu;e + | BoSAGE togation ;.
WEIGHT O ml/1001b 8.0 mi/1001b
{ibs} ' Budy Weight (mL) Bo‘dy Weight (mL)-
100 3.0 6.0
- 200 6.0- ~ 120
300 i ap . 180
400 120 240
500 . 150 300°
500 " 180 Y
700 210 429 B
800 29 480 T gt
$00 210 540 WOmbper
1000 30.0 50.0 injectio sit

Clinical improvement should be evident in most treat-
ed subjects within 24 hours of initiation of treatment.
If a positive response is not noted within 72 hours

of initiation of treatment, the diagnosis should be re- :

evaluated.
STORAGE CONDITIONS: Store between 2°-30°C (36°-

N R W E W R M WEWEW WVENT LWl "WV

86°F). Refrigerationis notrequired. The solution is hght‘

yellow to straw colored. Color does not aﬁect
potency.

HOW SUPPLIED: NUFLOR Injectable Solutioni is pack-

-aged iri 100 mL(NDC0061-1116-04), 250 mL (NDC 0061-

1116-05), and 500 mL (NDC 0061-1116-08) glass ster;le
multiple- dose vidls.

5'»3

REFERENGE: 1. Lobell RD, Varma KJ, et al. Pharma- '

cokmetlcsofﬂorfemcolfollowmg intravenous andi intra-
muscular dosestocattle.J VetPharmacol Therap. 1994
17: 253 258. -

J;huary 1999

Schering-Plough Animal Health Carporation, Union, NJ 07083,
Copyright © 1996, 1998, 1998, Schering-Plough Animal Health
Corp. Al fights resarved. -
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(FLORFENI
Injectabie Solution

For Intramuscular and
Subcutanecus Use in Cattle Only.

Cautxon Federal law restricts this
drug to use by or on the order of a
licensed veterinarian.




. Saa Produst Information shest for complets

e mma;dfvamings hefore using.
EeseTION: Each millter contains 300 mr_z of florfenicol, 250
amy{-z-pyrmlidnne.isumg propyiene glycol, and polyathy-

algs.
mmi‘m}v‘s‘;‘?ﬁ vy dissase (BAD) and hovi
uving respirate y avine
”‘-“‘"&"‘ a{footrot: NUFLOR Injectable Solution shauig
9 i ma,?usgglggau;gat,mxn to catdtlg ata «:;:)sai ‘;ate
& welght (3 m sh A sacond dose should be
mﬁv}faﬂ% hou%s later, Alternatively, NUFLOR Injectable
iaiton can be administered by a single subcutaneous injection
s cate ata dose rato of 40mavky body weight (6 mL/100 ibs), Do
stadminister mare than 10mL at each site. The injection should
w oy in the nack.
e cogteal of raspiratory dissasa in caftle at high-iisk of
 jenloging BRD:Nuflor lnjectable Solution shauld be administerad
"L byy singe subcutangous injection to cattle ata dose rate of 40
H wokg hodyweight {5 mL/100 bs). Do not administer more than 10
Egmtqaach site, The injection shoulsi be given only in tha nack,
At RESIDUE WARNINGS: Aninials intandad for human
nmust not be staughiored within 28 days of ths
sl intramuscufar freatment. Anizals intended for hmaan
consumpiion must nat he slaugiered within 38 days »f
wheudansous traatment. Do avi usa infemale dairy cattle
Rmunths abage ar glder. Use oi florfenical in this class ot |
estlvmay cause mitk residues, 2 withdrawat pariod has
g0t beas established in prenuininuting calves. Do not usa
" incalvesto be processed for yaal,

AAUTION: Mot for use in cattle of broeding age. Tha effacts of
furfunieal on baving reproductiva gerformance, pregnancy, and
keleion have not heen detarmined. Intramuscular injection may
msutinlocal issus reaction which persists beyond 28 days. This
bayrestlt it trim loss of adible tissue at staughter. Tissue reac-
bnatinjectionsitasother thanthe neckis iikelyto be more severe,
TTORAGE CONDITIONS: Store hatween 2°-30°C (36°-35°%).
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