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Right for cattle. Right by you.




RIGHT FOR CATTLE. RIGHT BY YOU.

Take on the industry’s most pervasive herd challenges with solutions you can trust to

deliver results. Elanco offers a portfolio of proven brands and innovative products

to optimize youngstock health, fly control programs and overall sustainabilty. It’s

all supported by an Elanco team of dairy-focused sales representatives, technical

consultants and data analysts, providing deep expertise and service to help

producers establish and achieve their health, efficiency and sustainability goals.

Featuring advanced
technology resulting in
effective, flexible and
safe tools for protection
against challenging viral
and bacterial diseases.

Diverse solutions with
multiple modes of action to
help producers manage
respiratory challenges and
optimize herd health.

Proven tools to help
grow youngstock and
increase the productivity
of dairy-beef fed cattle.

Elanco Elanco

Elanco Elanco
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Baytril 100

(enrofloxacin)
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Increxxa:
(tulathromycin injection)
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VISIT ELANCO.US TO LEARN MORE.
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DAIRY PORTFOLIO

Elanco ® Elanco
CYDECTIN i -
(moxidectin) Pour-On Nepm'exm | u“":kBavt
On-animal and premise

products that control R I R
internal and external Catron’lV Cylence Permectrin Rabon' 776
parasites and pests
such as flies often
underestimated by
dairies.
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Co-Ral CylenceUltras  Permectrin CDS Ravap'EC

Co-Ral 1% Cylence Ultra QuickBayt Vapona

Elanco

Elanco

Levucell @ ProTernative

Rumen Specific Yeast

In-feed solutions to support
production efficiency and

environmental impact. ProTernative Milk

w Knowledge Solutions Elanco ‘
Vital 90 Days™ |

Knowledge Solutions

Proprietary systems, analytical and
production expertise to help producers
Knowledge Solutions

maximize their resources and achieve
business outcomes. Dairy Data Access System+

Keep Cydectin out of reach of children. The labels contain complete use information, including cautions, and warnings. Always read,
Ravap EC and Vapona are Restricted Use Pesticides (RUP). understand, and follow the labels and use directions.

Agita, Bovine Pili Shield, Catron, Component, Compudose, Co-Ral, Cydectin, CyLence, Elector, Encore, Fusogard,
Increxxa, Lepto Shield, Master Guard, Micotil, Neporex, Nuplura PH+, Permectrin, Pinkeye Shield, Pulmotil, Rabon,
Ravap, ReproSTAR, Rumensin, Scour Bos, Somnu Shield, The Vital 90 Days, Titanium, Tylan, UpLook, Vapona, Vib
Shield, Vira Shield, Elanco and the diagonal bar logo are trademarks of Elanco or its affiliates.

Baytril, Loncor and QuickBayt are sold by Elanco or its affiliates and are not Bayer products. The Baytril, Loncor
and QuickBayt trademarks are owned by Bayer and used under license.

Levucell and ProTernative are registered trademarks of Lallemand Specialities, Inc. Lallemand Animal Nutrition is

a global leader in specific yeast technology. R|ght for cattle. R|ght by you.
©2022 Elanco or its affiliates. 22-ELA-1635. PM-US-22-1436




Micotil is indicated for treatment of BRD associated with Mannheimia haemolytica, Pasteurella multocida and Histophilus somni, and for the
control of respiratory disease in cattle at high risk of developing BRD associated with M. haemolytica.

IMPORTANT MICOTIL SAFETY INFORMATION

Before using this product, it is important to read the entire product insert, including the boxed human warning. Caution: Federal
(USA) law restricts this drug to use by or on the order of a licensed veterinarian. Not for human use. Injection of this drug in humans
has been associated with fatalities. Keep out of reach of children. Do not use in automatically powered syringes. Exercise extreme caution
to avoid accidental self-injection. In case of human injection, consult a physician immediately and apply ice or cold pack to injection site
while avoiding direct contact with the skin. Avoid contact with eyes. Always use proper drug handling procedures to avoid accidental self-
injection. Consult your veterinarian on the safe handling and use of all injectable products prior to administration. For use in cattle or sheep
only. Inject subcutaneously. Injection of this antibiotic has been shown to be fatal in swine and non-human primates, and may be fatal in
horses and goats. Do not use in female dairy cattle 20 months of age or older. Use in lactating dairy cattle or sheep may cause milk residues.
The following adverse reactions have been reported: in cattle: injection site swelling and inflammation, lameness, collapse, anaphylaxis/
anaphylactoid reactions, decreased food and water consumption, and death. Micotil has a pre-slaughter withdrawal time of 42 days.

Rumensin

Caution:
Consumption by unapproved species or feeding undiluted may be toxic or fatal. Do not feed to veal calves.

Directions for use:
Dairy Cows:

For increased milk production efficiency (production of marketable solids-corrected milk per unit of feed intake):

Feeding Directions:

Total Mixed Rations (“complete feed”): Feed continuously to dry and lactating dairy cows a total mixed ration (“complete feed”)
containing 11 to 22 g/ton monensin on a 100% dry matter basis.

Component Feeding Systems (including top dress): Feed continuously to dry and lactating dairy cows a Type C Medicated Feed
containing 11 to 400 g/ton monensin. The Type C Medicated Feed must be fed in a minimum of 1 pound of feed per cow per day
to provide 185 to 660 mg/head/day monensin to lactating cows or 115 to 410 mg/head/day monensin to dry cows. This provides
cows with similar amounts of monensin they would receive by consuming total mixed rations containing 11 to 22 g/ton monensin
on a 100% dry matter basis.

Growing beef steers and heifers on pasture (stocker, feeder and slaughter) or in a dry lot and replacement beef and dairy
heifers:

For increased rate of weight gain: Feed 50 to 200 mg/hd/day in at least 1.0 Ib. of Type C Medicated Feed. Or, after the fifth
day, feed 400 mg/hd/day every other day in 2.0 Ibs. of Type C Medicated Feed. The Type C Medicated Feed must contain
15 to 400 g/ton of monensin (90% DM basis). Do not self feed.

For the prevention and control of coccidiosis due to Eimeria bovis and Eimeria zuernii: Feed at a rate to provide 0.14 to 0.42
mg/Ib. of body weight/day, depending upon the severity of challenge, up to a maximum of 200 mg/hd/day. The Type C Medicated
Feed must contain 15 to 400 g/ton of monensin (90% DM basis).

Type C free-choice medicated feeds: All Type C free-choice medicated feeds containing Rumensin must be manufactured
according to an FDA-approved formula/specification. When using a formula/specification published in the Code of Federal
Regulations (CFR), a Medicated Feed Mill license is not required. Use of Rumensin in a proprietary formula/specification not
published in the CFR requires prior FDA approval and a Medicated Feed Mill License.

Right for cattle. Right by you.
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Micotil 300

(tilmicosin injection)
300 mg tilmicosin, USP as tilmicosin phosphate per mL
For Use in Cattle and Sheep Only
Solo Para Uso en Bovinos y Ovinos
Do Not Use in Automatically Powered Syringes.
No Administrar con Jeringas Accionadas Automaticamente,
Approved by FDA under NADA # 140-929
Caution: Federal (USA) law restricts this dreg to use by or on the order of a lcensed
velerinarian.
Description: Micotil is a solution of the antibiotic tilmicosin. Each mL contains 300 mg of
tilmigosin, USP as tilmicosin phosphate in 25% propylene glycol, phosphoric acid as needed
to adjust pH and water for injection, 0.5, Tilmicosin, USP is produced semi-synthetically and
is in the macrolide class of antibiotics.
Indications: Micolil is indicated for the treatment of bovine respiratory disease (BRD)
associated with Mannheimia haemolytica, Pasteurella muitocida and Histophilus somnf and
for the treatment of ovine respiratory disease (ORD) associated with Mannheimia haemolitica,
Micotil is indicated for the control of respiratory disease in cattle at high risk of developing
BRD associated with Mannheimia hasmafytica
Dosage and Administration: Inject Subcutaneously in Cattle and Sheep Only.
In cattle, administer a single subcutaneous dose of 10 1o 20 m of body wei
(1 to 2 mL/30 kg or 1.5 to 3 mL per 100 1bs). In sheep greater than 15 kg, administer
a single subcutaneous dose of 10 ma/kg of body weight (1 mL/30 kg or 1.5 mL per 100 Ibs).
Do not inject more than 10 mL per injection site,
If no improvement is noted within £8-hours, the diagnosis should be reevaluated,
For cattle and sheep, injection under the skin in the neck is supgested.
If not accessible, inject under the skin behind the shoulders and over the ribs,
Note: Swelling at the subcutaneous site of injeclion may be observed.
Contraindications: Do not use in automatically powered syringes. Do not administer
intravenously to cattle or sheep. Do not use in lambs less than 15 kg body weight.
Intravenous injection in cattle or sheep will be fatal. Do not administer to animals
other than cattle or sheep. Injection of this antibiotic has been shown to be fatal in
:'wim and non-human primates, and it may be fatal in horses and goats.

amings.

Human Warnings: Not for human use. Injection of this drug in humans has been
ssociated with fatalities. Keep out of reach of children. Do not use in automatically

powered syringes. Exercise extreme caution to avoid accidental self-injection.

In case of human injection, consult a physician immediately and apply ice or cold

pack to injection site while avoidi dlmt:l contact with the skin, Emergency medical
elephone numbers are 1-800-722 or 1-800-428-4441. Avoid contact with eyes.

Note To The Phy.ﬂcaan. The cardiovascular system is the target of toxicity and should
be monitored closely. Cardiovascular tooicity may be due to calcium channel blockade.
In dogs, administration of intravenous calcium offset Micotil-induced tachycardia and
negative inotropy (decreased contractility). Dobutamine partially offset the negative
inotropic effects induced by Micotil in dogs. B-adrenergic antagonists, such as
propranolol, exacerbated the negative inotropy of Micotil in dogs. Epinephrine
|potentiated lethality of Micotil in This antibiotic persists in lissues for several

Adwertencias Para El Humano: Este producto no es para uso humano. La n
de este medicamento al ser humano se ha asociado con muertes. Mantenga fuera del
alcance de los ninos. No use en jeringas operadas automaticamente. Proceda con
xtrema cautela para evitar la autoinyeccion accidental. En caso de inyeccion a un ser
humano, consulte a un médico inmediatamente y apligue hielo o una bolsa de hielo
el sitio de la inyeccion, evitando el contacto directo con la piel. Los nimeros

teléfono para emergencias meédicas son 1-800-722-0987 a1 28-4441,

Evite ¢l contacto con los ojos.

pMumnIl letalidad de Micotil en cerdos. Este antibidtico persiste en los tejidos por

Haﬂdm Wsmngs Animals intended for human consumption must not be
slaughtered within 42 days of the last treatment. Not for use in lactating dairy
cattle 20 months of age or older. Use of tilmicosin in this class of cattle may cause
milk residues. Not for use in lactating ewes producing milk for human consumption.

AHOZ30

YL2410594

For Subcutaneous Use in Cattle and Sheep Only.
Do Not Use in Automatically Powered
Solo Para Uso Subcutdneo en Bmmsrﬂwrm.
No Administrar con Jeringas Accionadas Autométicamente.
Precautions: Read accompanying literature fully before use. Intramuscular injection
will cause a local reaction which may result in trim loss of edible tissue at slaughter.
The effects of tilmicosin on boving and ovine reproductive performance, pregnancy and
lactation have not been determined.
Adverse Reactions: The following adverse reactions have been reporied post-approval:
In catfle: injection site swelling and inflammation, lameness, collapse, anaphylaxis/
anaphylactoid reactions, decreased food and waler consumption, and death.
In sheep: dyspnea and death.
For additional information about reporting adverse drug experiences for animal drugs,
contact FDA at 1-888-FDA-VETS or hitp:/fwww. fda.gov/reportanimalae
Clinical Pharmacalogy: A single subcutaneous injection of Micotil &t 10 mg/kg of body weight

dase in cattle resulted in peak tilmicosin levels within one hour and detectable levels
{0.07 po/mL) in serem beyond 3 days. However, lung concentrations of tilmicosin remained
above the tilmicosin MIC 95% of 3.12 pg/mL for Mannheimia hagmolytica for at least 3 days
following the single injection. Sesum tilmicosin levels are a poor indicator of total body
tilmicasin. The lung/serum tilmicosin ratio in tavor of lung tissue appeared 1o equilibrate by
3 days post-injection at approximately 60. In a study with radicactive tilmicosin, 24% and 68%
of the dose was recoverad from urine and feces respectively over 21 days. After a single
subcutaneous injection of Micatil at 10 mg/kg of body weight, tilmicosin concentrations in
excess of & pg/mL were maintained in the alveolar macrophages and neutrophils of most
cattle for at least 10 days. The clinical relevance of these findings has not been determined.
Microbiology: Tilmicosin has an in vitro antibacterial spectrum that is predominantly
Gram-positive with activity against certain Gram-negative microorganisms. I witro activity
anainst several 3 species has also been observed,
Effectiveness: In a multi-location field study, 1508 calves with naturally occurring BRD
werg treated with Micotil. Responses to treatment were compared 1o saling-treated controls.
A cure was defined as a calf with normal attitude and activity, normal respiration, and a
rectal temperature of <104°F on Day 13. The cure rate was significantly higher (P=0.004) in
Micotil-treated calves (63.1%) compared to saling-treated calves (29.2%). During the treatmant
phase of the study, there were 10 BRD-related deaths in the Micotil-treated calves compared to
47 in the saline-treated calves.
Animal Safety: A safety study was conducted in feeder calves receving subcutaneous doses
of 20, 30, 40, or 60 ma'ka of body weight, injected 3 times at 72-hour intervals. Death was not
seen in any of the treatment groups. Injection site swelling and mild hemorrhage at the injection
site were seen in animals in all dosage groups. Lesions were described as being generally more
severe and occurred al higher frequency rales in the animals treated with higher doses of
tilmicosin. i.amer-ess associated with the injection site was noted in two of mm‘-g-!our animals
{one animal in the 30 mg/kg body weight treatment group and one animal in the 60 mg/kg
treatment guuph No uﬁ:erdmmhhed lesions were observed rr:acmsc:nplcalljl or
microscopically, Decreases in food and water consumption were noted in all treatment groups
compared to the control group.
A separate safety study conducted in feeder calves, subcutaneous doses of 10, 30, or 50 mo/kg
of body weight, injected 3 times at 72-hour intervals did not cause any deaths. Edema at the site
of injection was noted. The only lesion observed at necropsy was minimal myocardial necrosis in
some animals dosed at 50 mgfkg.
In an additional safety study, subcutaneous doses of 150 mg/kg body weight injected at 72-hour
intervals resulted in death of two of the four treated animals. Edema was marked at the site of
injection. Minimal myocardial necrosis was the only lesion observed at necropsy. Deathes of
cattle have been observed with a single intravenous dose of 5 mo/kg af body weight.
In sheep, single subcutaneous injections of 10 mg/kg body weight dose did not cause any
deaths and no adversa effacts of timicosin were observed on Dipod pressure, heart rate,
or respiratory rate.
Toxicology: The heart is the target of toxicity in laboratary and domestic animals given Micatil
by oral or parenteral routes. The primary cardiac effects are increased heart rate (tachycardia)
and decreased contractility (negative inotropy). Cardiovascular toxdcity may be due to calcium
channe| blockade,
Upon subcutaneous injection, the acute median lethal dose of tilmicosin in mice is 97 mafkg,
and in rats is 185 mg/kg of body weight. Given orally, the median lethal dose is B00 mg/kg
and 2250 mg/kg body weight in fasted and nonfasted rats, respectively, No compound-related
lesions were found at Y.
In dogs, infravenous calcium offset Micotil-induced tachycardia and negative inotropy,
restoring arferial pulse pressure. Dobutamine partially offset the negative inotropic effects
induced by Micotil in dogs. B-adrenergic antagonists, such as propranolol, exacerbated the
negative inotropy of Micotil in dogs.
In monkeys, a single intramuscular dose of 10 mg/kg body weight caused no signs of toxicity.
A single dose of 20 mg/kg body weight caused vomiting and 30 mg/kg body wesght caused
the death of the only monkey tested.
In swine, intramuscular -njectnun of 10 mg/kg body weight caused increased respiration,
emesis, and a comvulsion, 20 mg/kg body weight resulted in mortality in 3 of 4 pigs, and
30 mgfkg body weight caused the death of all 4 pigs tested. Injection of 4.5 and 5.6 ma/kg
body weight intravenously followed by epinephring, TmL (1:1000) intravenously 2 to 6 times,
resutted in death of all pigs injected. Pigs given 4.5 mg/kg and 5.6 mg/kg body weight
intravenousty with no epinephring all survived. These results suggest intravenous epinephring
may be contraindicated.
Results of genetic toxicology studies were all negative, Results of teratology and reproduction
studies in rals were negative. The no effect level in dogs after daily oral doses for up to one
year is 4 mg/kg of bady weight.
Storage Conditions: Store at or below 86°F (30°C). Protect from direct sunlight.
Conservar a 86°F (30°C). Proteger de la luz solar diregta.
To report adverse effects, access medical information, or obtain additional product information,
call 1-800-428-4441.
How Supplied: Micotil is supplied in 250 mL multi-dose amber glass bottles,
Manufactured for: Elanco US, Inc.

Greenfield, IN 46140, USA

Revised: March 2020
Micotil, Elanco and the diagonal bar logo are trademarks of Ekanco or its affiliates.

Wib



Baytril' 100

(enrofloxacin)

(.

100 mg/mL Antimicrobial

Injectable Solution

For Subcutaneous Use In Beef Cattle And Non-Lactating Dairy Cattle
Not For Use In Female Dairy Cattle 20 Months Of Age Or Older

Or In Calves To Be Processed For Veal

CAUTION:
Federal (U.S.A.) law restricts this drug to use by or on the order of a licensed veterinarian.
Federal (U.S.A.) law prohibits the extra-label use of this drug in food-producing animals.

PRODUCT DESCRIPTION:
Baytril® 100 is a sterile, ready-to-use injectable antimicrobial solution that contains enrofloxacin,
a broad-spectrum fluoroquinolone antimicrobial agent.
Each mL of Baytril® 100 contains 100 mg of enrofloxacin. Excipients are L-arginine base 200 mg,
n-butyl alcohol 30 mg, benzyl alcohol (as a preservative) 20 mg and water for injection q.s.
CHEMICAL NOMENCLATURE AND STRUCTURE:
1-cyclopropyl-7-(4-ethyl-1-piperazinyl)-6-fluoro-1,4-dihydro-4-oxo-3-quinolinecarboxylic acid.
INDICATIONS:
Cattle - Single-Dose Therapy: Baytril® 100 is indicated for the treatment of bovine respiratory
disease (BRD) associated with Mannheimia haemolytica, Pasteurella multocida, Histophilus somni
and Mycoplasma bovis in beef and non-lactating dairy cattle; and for the control of BRD in beef
and non-lactating dairy cattle at high risk of developing BRD associated with M. haemolytica,
P multocida, H. somniand M. bovis.
Cattle - Multiple-Day Therapy: Baytril® 100 is indicated for the treatment of bovine respiratory
disease (BRD) associated with Mannheimia haemolytica,
Pasteurella multocida and Histophilus somni in beef and
non-lactating dairy cattle.
DOSAGE AND ADMINISTRATION:
Baytril® 100 provides flexible dosages and durations of therapy.
Baytril® 100 may be administered as a single dose for one day for
treatment and control of BRD, or for multiple days for BRD
treatment. Selection of the appropriate dose and duration of
therapy for BRD treatment in cattle should be based on an
gssessment of the severity of the disease, pathogen susceptibility and clinical response.

attle:
Single-Dose Therapy (BRD Treatment): Administer, by subcutaneous injection, a single dose of
7.5-12.5 mg/kg of body weight (3.4-5.7 mL/100 Ib).
Multiple-Day Therapy (BRD Treatment): Administer daily, a subcutaneous dose of 2.5-5 mg/kg
of body weight (1.1-2.3 mL/100 Ib). Treatment should be repeated at 24-hour intervals for three
days. Additional treatments may be given on Days 4 and 5 to animals that have shown clinical
improvement but not total recovery.
Single-Dose Therapy (BRD Control): Administer, by subcutaneous injection, a single dose of 7.5
mg/kg of body weight (3.4 mL/100 Ib).
Examples of conditions that may contribute to calves being at high risk of developing BRD include,
but are not limited to, the following:

 Transportation with animals from two or more farm origins.

 An extended transport time with few to no rest stops.

 An environmental temperature change of =30°F during transportation.

o A >30°F range in temperature fluctuation within a 24-hour period.

 Exposure to wet or cold weather conditions.

 Excessive shrink (more than would be expected with a normal load of cattle).

o Stressful arrival processing procedures (e.g., castration or dehorning).

 Exposure within the prior 72 hours to animals showing clinical signs of BRD.
Administered dose volume should not exceed 20 mL per injection site.
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Table 1 - Baytril® 100 Dose and Treatment Schedule for Cattle*

Treatment Control
Weight Single-Dose Therapy Multiple-Day Therapy | Single-Dose Therapy
(Ib) 7.5 - 12.5 mg/kg 2.5 - 5.0 mg/kg 7.5 mg/kg
Dose Volume (mL) Dose Volume (mL) Dose Volume (mL)
100 35-55 15-2.0 35
200 7.0-11.0 25-45 7.0
300 10.5-17.0 35-6.5 10.5
400 14.0-225 45-9.0 14.0
500 17.0 - 28.5 55-115 17.0
600 20.5-34.0 7.0-135 20.5
700 24.0-39.5 8.0-16.0 24.0
800 27.5-455 9.0-18.0 275
900 31.0-51.0 10.0-20.5 31.0
1000 34.0-57.0 11.0 - 23.0 34.0
1100 37.5-62.5 12.5-25.0 375

*Dose volumes have been rounded to the nearest 0.5 mL within the dose range.

RESIDUE WARNINGS:

Cattle: Animals intended for human consumption must not be slaughtered within
28 days from the last treatment. This product is not approved for female dairy cattle
20 months of age or older, including dry dairy cows. Use in these cattle may cause
drug residues in milk and/or in calves born to these cows. A withdrawal period has
not been established for this product in pre-ruminating calves. Do not use in calves
to be processed for veal.

90196801

HUMAN WARNINGS:

Not for use in humans. Keep out of reach of children. Avoid contact with eyes. In case of
contact, immediately flush eyes with copious amounts of water for 15 minutes. In case of dermal
contact, wash skin with soap and water. Consult a physician if irritation persists following ocular
or dermal exposures. Individuals with a history of hypersensitivity to quinolones should avoid this
product. In humans, there is a risk of user photosensitization within a few hours after excessive
exposure to quinolones. If excessive accidental exposure occurs, avoid direct sunlight.
For customer service or to obtain product information, including a Safety Data Sheet, call
1-800-633-3796. For medical emergencies or to report adverse reactions, call 1-800-422-9874.
PRECAUTIONS:

The effects of enrofloxacin on cattle reproductive performance, pregnancy and lactation have not
been adequately determined. Subcutaneous injection in cattle can cause a transient local tissue
reaction that may result in trim loss of edible tissue at slaughter. Baytril® 100 contains different
excipients than other Baytril® products. The safety and efficacy of this formulation in species other
than cattle have not been determined. Quinolone-class drugs should be used with caution in
animals with known or suspected Central Nervous System (CNS) disorders. In such animals,
quinolones have, in rare instances, been associated with CNS stimulation which may lead to
convulsive seizures. Quinolone-class drugs have been shown to produce erosions of cartilage of
weight-bearing joints and other signs of arthropathy in immature animals of various species.
See Animal Safety section for additional information.

ADVERSE REACTIONS:

No adverse reactions were observed during clinical trials.

For additional information about reporting adverse drug experiences for animal drugs, contact
FDA at 1-888-FDA-VETS or online at http://www.fda.gov/reportanimalae.

MICROBIOLOGY:

Enrofloxacin is bactericidal and exerts its antibacterial effect by inhibiting bacterial DNA gyrase
(a type Il topoisomerase) thereby preventing DNA supercoiling and replication which leads to cell
death." Enrofloxacin is active against Gram-negative and Gram-positive bacteria.
EFFECTIVENESS:

Cattle: A total of 845 calves with naturally-occurring BRD were treated with Baytril® 100 in eight
field trials located in five cattle-feeding states. Response to treatment was compared to
non-treated controls. Single-dose and multiple-day therapy regimens were evaluated. BRD and
mortality were significantly reduced in enrofloxacin-treated calves. No adverse reactions were
reported in treated animals.

The effectiveness of Baytril® 100 for the control of respiratory disease in cattle at high risk of
developing BRD was evaluated in a six-location study in the U.S. and Canada. A total of 1,150
crossbred beef calves at high risk of developing BRD were enrolled in the study. Baytril® 100
(7.5 mg/kg BW) or an equivalent volume of sterile saline was administered as a single
subcutaneous injection within two days after arrival. Cattle were observed daily for clinical signs
of BRD and were evaluated for success on Day 14 post-treatment. Treatment success in the
Baytril® 100 group (497/573, 87.83%) was significantly higher (P = 0.0013) than success in the
saline control group (455/571, 80.92%). In addition, there were more treatment successes
(n = 13) than failures (n = 3) in the group of animals positive for M. bovis on Day 0 that were
treated with Baytril® 100. No product-related adverse reactions were reported.

TOXICOLOGY:

The oral LD50 for laboratory rats was greater than 5000 mg/kg of body weight. Ninety-day
feeding studies in dogs and rats revealed no observable adverse effects at treatment rates of
3 and 40 mg/kg respectively. Chronic studies in rats and mice revealed no observable adverse
effects at 5.3 and 323 mg/kg respectively. There was no evidence of carcinogenic effect in
laboratory animal models. A two-generation rat reproduction study revealed no effect with
10 mg/kg treatments. No teratogenic effects were observed in rabbits at doses of 25 mg/kg or in
rats at 50 mg/kg.

ANIMAL SAFETY:

Cattle: Safety studies were conducted in feeder calves using single doses of 5, 15 and 25 mg/kg
for 15 consecutive days and 50 mg/kg for 5 consecutive days. No clinical signs of toxicity were
observed when a dose of 5 mg/kg was administered for 15 days. Clinical signs of depression,
incoordination and muscle fasciculation were observed in calves when doses of 15 or 25 mg/kg
were administered for 10 to 15 days. Clinical signs of depression, inappetance and incoordination
were observed when a dose of 50 mg/kg was administered for 3 days. No drug-related
abnormalities in clinical pathology parameters were identified. No articular cartilage lesions were
observed after examination of stifle joints from animals administered 25 mg/kg for 15 days.

A safety study was conducted in 23-day-old calves using doses of 5, 15 and 25 mg/kg for
15 consecutive days. No clinical signs of toxicity or changes in clinical pathology parameters were
observed. No articular cartilage lesions were observed in the stifle joints at any dose level at
2 days and 9 days following 15 days of drug administration.

An injection site study conducted in feeder calves demonstrated that the formulation may induce
a transient reaction in the subcutaneous tissue and underlying muscle. No painful responses to
administration were observed.

STORAGE CONDITIONS: Protect from direct sunlight. Do not refrigerate or freeze. Store at
20-30°C (68-86°F), excursions permitted up to 40°C (104°F). Precipitation may occur due to cold
temperature. To redissolve, warm and then shake the vial.

HOW SUPPLIED:

Baytril® 100:
100 mg/mL 100 mL Bottle
100 mg/mL 250 mL Bottle
100 mg/mL 500 mL Bottle

REFERENCES:

1. Hooper, D. C., Wolfson, J. S., Quinolone Antimicrobial Agents, 2nd ed, 59 - 75, 1993.

For customer service or to obtain product information, including a Safety Data Sheet,
call 1-800-633-3796.

For medical emergencies or to report adverse reactions, call 1-800-422-9874.

V2010
October, 2020
© 2020 Elanco or its affiliates.
Baytril® 100
Approved by FDA under NADA # 141-068
Elanco US Inc
Shawnee, KS 66216 USA
Made in Germany
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FULL PRESCRIBING INFORMATION FOR USE IN CATTLE ONLY

Elanco-
Increxxa-

(tulathromycin injection)

Injectable Solution

Antibiotic

100 mg of tulathromycin/mL

For use in beef cattle (including suckling calves), non-lactating dairy cattle (including dairy
calves), veal calves, and swine. Not for use in female dairy cattle 20 months of age or older.
CAUTION: Federal (USA) law restricts this drug to use by or on the order of a licensed
veterinarian.

DESCRIPTION

dy-t

POST APPROVAL EXPERIENCE

The following adverse events are based on post approval adverse drug experience
reporting. Not all adverse events are reported to the FDA CVM. It is not always possible to
reliably estimate the adverse event frequency or establish a causal relationship to product
exposure using these data. The following adverse events are listed in decreasing order
of reporting frequency in cattle: Injection site reactions and anaphylaxis/anaphylactoid
reactions. For additional information about adverse drug experience reporting for animal
drugs, contact FDA at 1-888-FDA-VETS or http://www.fda.gov/reportanimalae.
CLINICAL PHARMACOLOGV

At ycin (a weak base) is 50 times more soluble
in hydrophilic !han hydrophublc media. This solubility profile is consistent with the
extracellular pathogen activity typically associated with the macrolides." Markedly higher
tulathromycin concentrations are observed in the lungs as compared to the plasma.

The extent to which lung concentrations represent free (active) drug was not examined.
Therefore, the clinical relevance of these elevated lung concentrations is undetermined.
AIlhuugh the relationship between tulathromycin and the characteristics of its

Increxxa Injectable Solution is a sterile p
tulathromycin, a semi-synthetic macrolide antibiotic o the subclass triamilide. Each mL of
Increxxa contains 100 mg of tulathromycin, 500 mg propylene glycol, 19.2 mg citric acid
and 5 mg monothioglycerol. Sodium hydroxide or hydrochloric acid may be added to adjust
pH. Increxxa consists of an equilibrated mixture of two isomeric forms of tulathromycin in
a9:1 ratio. Structures of the isomers are shown below.
Figure 1.
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The chemical names of the \somers are (ZR 35,4R,5R,8R, 10R, 11R 128 138 ,14R)-13-
[[2,6-dideoxy-3-C-methyl-3-O-

effects has not been characterized, as a class, macrolides tend to be primarily
bacteriostatic, but may be bactericidal against some pathogens. 2 They also tend to exhibit
concentration independent killing; the rate of bacterial eradication does not change once
serum drug concentrations reach 2 to 3 times the minimum inhibitory concentration (MIC)
of the targeted pathogen. Under these conditions, the time that serum

treated calves and 27 saline-treated calves from the multi-location field BRD treatment
study had Mycoplasma bovis identified in cultures from pre-treatment nasopharyngeal
swabs. Of the 52 tulathromycin injection-treated calves, 37 (71.2%) calves were categorized
as cures and 15 (28.8%) calves were categorized as treatment failures. Of the 27 saline-
treated calves, 4 (14.8%) calves were categorized as cures and 23 (85.2%) calves were
treatment failures.

A Bayesian meta-analysis was conducted to compare the BRD treatment success rate in
young calves (calves weighing 250 Ibs or less and fed primarily a milk-based diet) treated
with tulathromycin injection to the success rate in older calves (calves weighing more than
250 Ibs and fed primarily a roughage and grain-based diet) treated with tulathromycin
injection. The analysis included data from four BRD treatment effectiveness studies
conducted for the approval of tulathromycin injection in the U.S. and nine contemporaneous
studies conducted in Europe. The analysis showed that the BRD treatment success rate

in young calves was at least as good as the BRD treatment success rate in older calves.

As aresult, tulathromycin injection is considered effective for the treatment of BRD associated
with M. haemolytica, P. multocida, H. somni, and M. bovis in suckling calves, dairy calves,
and veal calves.

In another multi-location field study with 399 calves at high risk of developing BRD,
administration of tulathromycin injection resulted in a significantly reduced incidence of
BRD (11%) compared to saline-treated calves (59%). Effectiveness evaluation was based on
scored clinical signs of normal attit normal respil and a rectal

of < 104°F on Day 14. There were no BRD-related deaths in the tulathromycin injection-
treated calves compared to two BRD-related deaths in the saline-treated calves.

remain above the MIC becomes the major determinant of antimicrobial activity. Macrolides
also exhibit a post-antibiotic effect (PAE), the duration of which tends to be both drug

and pathogen dependent. In general, by increasing the macrolide concentration and the
exposure time, the PAE will increase to some maximal duration. Of the two variables,
concentration and exposure time, drug concentration tends to be the most powerful
determinant of the duration of PAE. Tulathromycin is eliminated from the body primarily
unchanged via biliary excretion.

" Carbon, C. 1998. , Azalides, and

Fifty saline-treated calves classified as non-responders in this study had Mycoplasma bovis

identified in cultures of post-treatment nasopharyngeal swabs or lung tissue.

Two induced infection model studies were conducted to confirm the effectiveness of

tulathromycin injection against Mycoplasma bovis. A total of 166 calves were inoculated
with field strains of bovis. When calves became pyrexic and

had abnormal respiration scores, they were treated with either tulathromycin injection

(2.5 mg/kg BW) subcutaneously or an equivalent volume of saline. Calves were observed

for signs of BRD for 14 days post-treatment, 1hen were euthanized and necropsied. In

both studies, mean lung lesion i lower in the

Effectan Extracellular Pathogens. Clin. Infect. Dis., 2728 32.
2 i C.J. 1997.F inetics and F

Pediatr. Infect. Dis. J., 16:438-443.
Cattle
Following subcutaneous administration into the neck of feeder calves at a dosage of
2.5 mg/kg BW, tulathromycin is rapidly and nearly completely absorbed. Peak plasma
concentrations generally occur within 15 minutes after dosing and product relative
ilability exceeds 90%. Total systemic clearance is approximately 170 mL/hr/kg.
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Tulathromycin distributes extensively into body tissues, as evidenced by volume of distribution
values of approximately 11 L/kg in healthy ruminating calves. * This extensive volume of
ible for the long elimination half-life of this

;} [( ZH] 1,2-dihydroxy-1- distribution is largely
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INDICATIONS
Beef and Non-Lactating Dairy Cattle

BRD - Increxxa Injectable Solut\on is |nd|cated for the treatment of bovine respiratory
disease (BRD)
somni, and Mycoplasma baws and for the control of respiratory disease in cattle at high
risk of BRD with ica, Pasteurella multocida,
Histophilus somni, and Mycoplasma bovis.

IBK — Increxxa Injectable Solution is indicated for the treatment of infectious bovine
keratoconjunctivitis (IBK) associated with Moraxella bovis.

Foot Rol - Increxxa Injectable Sohmun is indicated for the treatment of bovine foot

rot (i with Fi and
Porphyromonas levii.

Suckling Calves, Dairy Calves, and Veal Calves

BRD - Increxxa Injectable Solution is indicated for the treatment of BRD associated with
M. haemolytica, P. multocida, H. somni, and M. bovis.

DOSAGE AND ADMINISTRATION

Cattle

Inject subcutaneously as a single dose in the neck at a dosage of 2.5 mg/kg

(1.1 mL/100 Ib) body weight (BW). Do not inject more than 10 mL per injection site.
Table 1. Increxxa Cattle Dosing Guide

2.75 days in the plasma (based on quantifiable terminal plasma drug
concentrations) versus 8.75 days for total lung concentrations (based on data from healthy
animals)]. Linear pharmacokinetics are observed with subcutaneous doses ranging from
1.27 mg/kg BW to 5.0 mg/kg BW. No pharmacokinetic differences are observed in castrated

, Pasteurella multocida, Histophilus - maje versus female calves.
3 Clearance and volume estimates are based on intersubject comparisons of 2.5 mg/kg

BW
MICROBIOLOGV
Cattl

by either . or. injection.

has invi ivity against imi ica,
Pasteurella multocida, somni, and bovis, four
assomated with BRD; agalnst Moraxella bovis associated with IBK; and against
and f levii with bovine foot rot.

in injection-treated calves compared with saline-treated calves (11.3% vs.
28.9%, P =0.0001 and 15.0% vs. 30.7%, P < 0.0001).

1BK —Two field studies were conducted evaluating tulathromycin injection for the treatment

of IBK associated with Moraxella bovis in 200 naturally-infected calves. The primary clinical
endpoint of these studies was cure rate, defined as a calf with no clinical signs of IBK and no
corneal ulcer, assessed on Days 5,9, 13,17, and 21. Time to improvement, defined as the

first day on which a calf had no clinical signs of IBK in both eyes, provided that those scores
were maintained at the next day of observation, was assessed as a secondary variable. At all
time points, in both studies, the cure rate was significantly higher (P < 0.05) for tulathromycin
injection-treated calves compared to saline-treated calves. Additi time toimp

was significantly less (P < 0.0001) in both studies for tulathromycin injection-treated calves
compared to saline-treated calves.

Foot Rot - The effectiveness of tulathromycin injection for the treatment of bovine foot rot was
evaluated in 170 cattle in two field studies. Cattle diagnosed with bovine foot rot were enrolled
and treated with a single subcutaneous dose of tulathromycin injection (2.5 mg/kg BW) or an
equivalent volume of saline. Cattle were clinically evaluated 7 days after treatment for treatment
success, which was based on defined decreases in lesion, swelling, and lameness scores. In both
studies, the treatment success percentage was statistically significantly higher in tulathromycin
injection-treated calves compared with saline-treated calves (60% vs. 8%, P < 0.0001 and
83.3% vs. 50%, P = 0.0088)

ANIMAL SAFETY

Cattle

Safety studies were conducted in feeder calves receiving a single subcutaneous dose of

25 mg/kg BW, or 3 weekly subcutaneous doses of 2.5, 7.5, or 12.5 mg/kg BW. In all groups,
transient indications of pain after injection were seen, including head shaking and pawing at
the ground. Injection site swelling, discoloration of the subcutaneous tissues at the injection
site and corresponding histopathologic changes were seen in animals in all dosage groups.
These lesions showed signs of resolving over time. No other drug-related lesions were observed
or ically. An exploratory study was conducted in feeder calves

The MICs of tulathromycin against indicated BRD and IBK were

using methods recommended by the Clinical and Laboratory Standards Institute (CLSI,
M31-A2). The MICs against foot rot pathogens were also determined using methods
recommended by the CLSI (M11-A6). All MIC values were determined using the 9:1 isomer
ratio of this compound.

BRD - The MICs of tulathromycin were determined for BRD isolates obtained from calves

enrolled in ic and at-risk field studies in the U.S. in 1999. In the therapeutic studies,
Animal Weight (Pounds) Dose Volume (mL) isolates were obtained from pre-treatment nasopharyngeal swabs from all study calves,
700 11 and from lung swabs or lung tissue of saline-treated calves that died. In the at-risk studies,
200 isolates were obtained from nasopharyngeal swabs of saline-treated non-responders,
300 and from lung swabs or lung tissue of saline-treated calves that died. The results are
200 shown in Table 3.
500 IBK - The MICs of for Moraxella obtained
600 8 from calves enrolled in IBK field stumes inthe U.S. in 2004. Isolates were obtained from
700 0 pre-treatr swabs of calves with clinical signs of IBK enrolled in the
300 T in injection and saline-treated groups. The results are shown in Table 3.
900 102 Foot Rot - The MICs of lu\athmmycln were determined for Fusobacterium necrophorum
1000 14 and £ ined from cattle enrolled in foot rot field studies in the U.S.
- and Canada in 2007. Isolates were obtained from pre-treatment interdigital biopsies and
CONTRAINDICATIONS swabs of cattle with clinical signs of foot rot enrolled in the tulathromycin injection and

The use of Increxxa Injectable Solution is contraindicated in animals previously found to be
hypersensitive to the drug.
WARNINGS
FOR USE IN ANIMALS ONLY.
NOT FOR HUMAN USE.
KEEP OUT OF REACH OF CHILDREN.
NOT FOR USE IN CHICKENS OR TURKEYS.
RESIDUE WARNINGS
Cattle
Cattle intended for human consumption must not be slaughtered within
18 days from the last treatment. This drug is not approved for use in female
dairy cattle 20 months of age or older, including dry dairy cows. Use in these
cattle may cause drug residues in milk and/or in calves born to these cows.

PRECAUTIONS

Cattle

The effects of Increxxa on bovine reproductive performance, pregnancy, and lactation have
not been determined. Subcutaneous injection can cause a transient local tissue reaction
that may result in trim loss of edible tissue at slaughter.

ADVERSE REACTIONS

Cattle

In one BRD field study, two calves treated with tulathromycin injection at 2.5 mg/kg BW
exhibited transient hypersalivation. One of these calves also exhibited transient dyspnea,
which may have been related to pneumonia.

saline-treated groups. The results are shown in Table 3.
Table 3. Tulathromycin minimum inhibitory concentration (MIC) values* for indicated

receiving a single subcutaneous dose of 10, 2.5, or 15 mg/kg BW. Macroscoplca\ly‘

no lesions were observed. minimal to mild

seen in one of six calves administered 12.5 mg/kg BW and two of six calves admmlsiered
15 mg/kg BW.

Asafety study was conducted in preruminant calves 13 to 27 days of age receiving 2.5 mg/
kg BW or 7.5 mg/kg BW once subcutaneously. With the exception of minimal to mild injection
site reactions, no drug-related clinical signs or other lesions were observed macroscopically
or microscopically.

STORAGE CONDITIONS

Store below 25°C (77°F), with excursions up to 40°C (104°F).

100 mL: Use within 2 months of first puncture and puncture a maxlmum of 67 times.

If more than 67 punctures are i the use of multi-dosing is
recommended. When using a draw-off spike or needle with bore diameter larger than

16 gauge, discard any product remaining in the vial immediately after use.

250 mL: Use within 2 months of first puncture and puncture a maxlmum of 1 00 Ilmes

If more than 100 punctures are anticij the use of multi-de

recommended. When using a draw-off spike or needle with bore diameter Iarger than

16 gauge, discard any product remaining in the vial immediately after use.

HOW SUPPLIED

Increxxa (tulathromycin injection) Injectable Solution is available
inthe following package sizes:

TAKE TIME

pathogens isolated from field studies evaluating BRD and IBK in the U.S. and from foot rot ;gg gt x:g}
field studies in the U.S. and Canada. 500 mL vial
y Date No.of | MICso ™ N MIC range i
Indicated pathogen | . . To report suspected adverse drug events, for technical
pathog __|isolated | isolates | (ug/mL) | (wg/mb) | (o/mL) | ,ggistance orto obtain a copy of the Safety Data Shest,
1999 | 642 2 2 051064 contact Elanco at 1-800-422-9874. For additional
Pasteurella multocida 1999 | 221 05 1 0.25t064 ion about adverse drug experience reporting
somni 1999 36 4 4 1to4 for animal drugs contact FDA at 1-888-FDA-VETS or OBSERVE LABEL
! ttp://wvwfda DIRECTIONS
bovis 1999 43 0.125 1 <0.063 to > 64
Approved by FDA underANADA #200-666
bovis 2004 55 0.5 0.5 0.25t01 Product of China.
Fusobacterium Manufactured by: Elanco US Inc, Shawnee, KS 66216
2007 116 2 64 <0.25t0>128 y: s s
inecrophorum Increxxa, Elanco and the diagonal bar logo are trademarks ]
Porphyromonas levii 2007 103 8 128 <0.25t0>128| of Elanco or its affiliates.
* The correlation between in vitro susceptibility data and clinical effectiveness is unknown, ~© 2020 Elanco or its affiliates.
October, 2020 90198370 LV2011

** The lowest MIC to encompass 50% and 90% of the most susceptible isolates, respectively.

EFFECTIVENESS

Cattle

BRD - In a multi-location field study, 314 calves with naturally occurring BRD were treated

with tulathromycin injection. Responses to treatment were compared to saline-treated controls.

Acure was defined as a calf with normal attitude/activity, normal respiration, and a rectal

temperature nl < 104°F on Day 14.The cure rate was significantly higher (P < 0.05) in
jection-treated calves (78%) d to line-treated calves (24%).

There were two BRD-related deaths in the tion-t calves d

to nine BRD-related deaths in the saline-treated calves. Flﬁy two lulalhromymn m]ecllon-




Loncor” 300

(florfenicol)
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300 mg/mL Injectable Solution

For intramuscular and subcutaneous use in beef and non-lactating dairy cattle only

Not for use in female dairy cattle 20 months of age or older or in calves to be processed for veal
CAUTION
Federal law restricts this drug to use by or on the order of a licensed veterinarian.
DESCRIPTION
LONCOR™ 300 Injectable Solution is a solution of the synthetic antibiotic florfenicol. Each milliliter of sterile
LONCOR™ 300 contains 300 mg of florfenicol, 250 mg N-Methyl-2-pyrrolidone, 150 mg propylene glycol,
and polyethylene glycol gs.
INDICATIONS
LONCOR™ 300 is indicated for treatment of bovine respiratory disease LBRD) associated with
Mannheimia haemolytica, Pasteurella multocida, and Histophilus somni, and for the treatment of bovine
interdigital phlegmon (foot rot, acute interdigital necrobacillosis, infectious pododermatitis) associated with
Fusobacterium necrophorum and Bacteroides melaninogenicus. Also, it is indicated for the control of
respiratory disease in cattle at high risk of developing BRD associated with Mannheimia haemolytica,
Pasteurella multocida, and Histophilus somni.
DOSAGE AND ADMINISTRATION
For treatment of bovine respiratory disease (BRD) and bovine interdigital phlegmon (foot rot): LONCOR™
300 should be administered by intramuscular injection to cattle at a dose rate of 20 mg/kg body weight
(3mL/100 Ibs%. A second dose should be administered 48 hours later. Alternatively, LONCOR™ 300 can be
administered by a single subcutaneous (SC) injection to cattle at a dose rate of 40 mg/kg body weight
(Gtth1OE Ibs). 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 may
result in trim loss of edible tissue at slaughter. Tissue reaction at injection sites other than the neck is likely
to be more severe.
For control of respiratory disease in cattle at high risk of developing BRD: LONCOR™ 300 should be
administered by a single subcutaneous injection to cattle at a dose rate of 40 mg/kg body weight (6 mL/100 Ibs).
Do not administer more than 10 mL at each site. The injection should be given only in the neck.

LONCOR™ 300 DOSAGE GUIDE

TR e
LONCOR 300| LONCOR 300
DOSAGE DOSAGE LOCATION
ANIMAL | 3.0 mL/100 Ib| 6.0 mL/1001b
WEIGHT | Body Weight | Body Weight
(Ibs) (mL) (mL)
100 3.0 6.0
200 0 12.0
300 .0 18.0
400 2, 24,0
500 5, 30,0
600 8, 36.0
700 21, 42,0
800 24, 48.0
900 27.0 54.0
1000 30.0 60.0

Clinical improvement should be evident in most
treated 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.

CONTRAINDICATIONS

Do not use in animals that have shown hypersensitivity to florfenicol.

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 contact 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 immediately.
The Safety Data Sheet (SDS) contains more detailed occupational safety information. For customer service,
adverse effects reporting, and/or a copy of the SDS, call 1-800-422-9874.

PRECAUTIONS

Not for use in animals intended for breeding purposes. The effects of florfenicol on bovine reproductive
performance, pregnancy, and lactation have not been determined. Toxicity studies in dogs, rats, and mice
have associated the use of florfenicol with testicular degeneration and atrophy. Intramuscular injection may
result in local tissue reaction which persists beyond 28 days. This may result in trim loss of edible tissue at
slaughter. Tissue reaction at injection sites other than the neck is likely to be more severe.

RESIDUE WARNINGS
Animals intended for human consumption must not be slaughtered within 28 days of the last
intramuscular treatment. Animals intended for human consumption must not be slaughtered within
38 days of subcutaneous treatment. This product is not approved for use in female dairy cattle
20 months of age or older, including dry dairy cows. Use in these cattle may cause drug residues in
milk and/or calves born to these cows. A withdrawal period has not been established in pre-ruminating
calves. Do not use in calves to be processed for veal.

ADVERSE REACTIONS

Inappetence, decreased water consumption, or diarrhea may occur transiently following treatment.

To report suspected adverse drug events, for technical assistance or to obtain a copy of the Safety Data
Sheet (SDS), contact Elanco at 1-800-422-9874. For additional information about adverse drug experience
reporting for animal drugs, contact FDA at 1-888-FDA-VETS or http:/www.fda.gov/reportanimalae.

90199669

Do not inject more than 10 mL
per injection site.

CLINICAL PHARMACOLOGY

The pharmacokinetic disposition of florfenicol was evaluated in feeder calves following single intramuscular
(IM) administration at the recommended dose of 20 mg/kg bod?/ weight. Florfenicol was also administered
intravenously (IV) to the same cattle in order to calculate the volume of distribution, 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
Cmax (Mg/mL) 3.07* 1.43 - 5.60
Tiax (hr) 3.33 0.75 - 8.00
T1/2 (hr) 18.3** 8.30-44.0
AUC (pgemin/mL) 4242 3200 - 6250
Bioavailability (%) 78.5 59.3 - 106
Vdss (L/kg)*** 0.77 0.68 - 0.85
Cli (mL/min/kg)*** 3.75 3.17-4.31

Crax Maximum serum concentration
Trax Time at which Cra is observed
T 1/2 Biological half-life

* harmonic mean
** mean value o
***following IV administration

AUC Area under the curve
Vdg; Volume of distribution at steady state
Cl; Total body clearance

Florfenicol was detectable in the serum of most animals through 60 hours after intramuscular
administration with a mean concentration of 0.19 pg/mL. The protein binding of florfenicol was
12.7%, 13.2%, and 18.3% at serum concentrations of 0.5, 3.0, and 16.0 pg/mL, respectively.

MICROBIOLOGY

Florfenicol is a synthetic, broad-spectrum antibiotic active against many Gram-negative and Gram-positive
bacteria isolated from domestic animals. It acts by binding to the 508 ribosomal subunit and inhibiting
bacterial protein synthesis. Florfenicol is generally considered a bacteriostatic drug, but exhibits bactericidal
activity against certain bacterial species. In vitro studies demonstrate that florfenicol is active against the
bovine respiratory disease (BRD) pathogens Mannheimia haemolytica, Pasteurella multocida, and
Histophilus somni, and that florfenicol exhibits bactericidal activity against strains of M. haemolytica and
H. somni. Clinical studies confirm the efficacy of florfenicol against BRD as well as against commonly isolated
bacterial pathogens in bovine interdigital phlegmon including Fusobacterium necrophorum and
Bacteroides melaninogenicus.

The minimum inhibitory concentrations (MICs) of florfenicol for BRD organisms were determined using
isolates obtained from natural infections from 1990 to 1993. The MICs for interdigital phlegmon organisms
were determined using isolates obtained from natural infections from 1973 to 1997 (Table 2).

TABLE 2. Florfenicol Minimum Inhibitory Concentration (MIC) Values* of Indicated Pathogens Isolated
From Natural Infections of Cattle.

Indicated pathogens Year of Isolate MICs** MICgo**
isolation Numbers | (pg/mL) (ng/mL)

Mannheimia haemolytica | 1990 to 1993 398 0.5 1

Pasteurella multocida 1990 to 1993 350 0.5 0.5

Histophilus somni 1990 to 1993 66 0.25 0.5

Fusobacterium

necrophorum 1973 to 1997 33 0.25 0.25

Bacteroides

melaninogenicus 1973 to 1997 20 0.25 0.25

* The correlation between the in vitro susceptibility data and clinical effectiveness is unknown.

** The lowest MIC to encompass 50% and 90% of the most susceptible isolates, respectively.

ANIMAL SAFETY

A 10X safety study was conducted in feeder calves. Two intramuscular injections of 200 mg/kg were
administered at a 48-hour interval. The calves were monitored for 14 days after the second dose.
Marked anorexia, decreased water consumption, decreased body weight, and increased serum enzymes
were observed following dose administration. These effects resolved 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 treatment (6 injections at 48-hour intervals). Slight decrease in feed and water consumption was observed
in the 1X dose group. Decreased feed and water consumption, body weight, urine pH, and increased serum
enzymes, were observed in the 3X and 5X dose groups. Depression, soft stool consistency, and dehydration
we(;e faldso observed in some animals (most frequently at the 3X and 5X dose levels), primarily near the
end of dosing.

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

STORAGE INFORMATION

Store below 30°C (86°F).

Once opened, use contents within 6 months.

The solution is light yellow to straw colored. Color does not affect potency.

HOW SUPPLIED

Loncor™ 300 is packaged in 250 mL and 500 mL glass sterile multiple-dose vials.
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