HFA-30°
£ v I CF Dockets

Mays e
Date of Approval:
DEC 2 e

FREEDOM OF INFORMATION SUMMARY

SUPPLEMENTAL NEW ANIMAL DRUG APPLICATION

NADA 140-929

MICOTIL 300

(tilmicosin phosphate)

To provide user safety information on the product labeling related to the mechanism
of toxicity and medical intervention.

Sponsored by:
Elanco Animal Health,
A Daivision of Eli Lilly & Co.

- ig e g C el S
D525 ~/ =S D /? Y4 /



Freedom of Information Summary

NADA 140-929

Page1
TABLE OF CONTENTS

. GENERAL INFORMATION Page 1

. EFFECTIVENESS Page 2

. TARGET ANIMAL SAFETY Page 2

. HUMAN FOOD SAFETY Page 2

. USER SAFETY Page 2

. AGENCY CONCLUSIONS Page 3

. ATTACHMENTS

Page 3



Freedom of Information Summary
NADA 140-929
Page 1

1. GENERAL INFORMATION:

1.

File Number:

Sponsor:

Established Name:

Proprietary Name:

Dosage Form:

How Supplied:

How Dispensed:

Amount of Active Ingredients:
Route of Administration:
Species/Class:

Recommended Dosage:

Pharmacological Category:

m. Indications;

n. Effect of Supplement:

NADA 140-929

Elanco Animal Health

A Division of Eli Lilly & Co.
Lilly Corporate Center
Indianapolis, IN 46285

Drug Labeler Code: 000986
Tilmicosin phosphate

MICOTIL 300

Injectable solution

50 mL, 100 mL, and 250 mL glass vials
Rx

300 mg/mL
Subcutaneous injection
Cattle (beef and non-lactating dairy), and sheep

10 mg/kg body weight (BW)(1.5 mL per
100 Ib BW), administered once

Antimicrobial

For the treatment of bovine respiratory disease
(BRD) and ovine respiratory disease (ORD)
associated with Mannheimia (Pasteurella)
haemolytica. For the control of respiratory
disease in cattle at high risk of developing BRD
associated with Mannheimia (Pasteurella)
haemolytica.

To provide user safety information on the
product labeling related to the mechanism of
toxicity and medical intervention.
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2. EFFECTIVENESS:

The Center for Veterinary Medicine (CVM) did not require effectiveness studies for this
supplemental approval. The FOI Summary for the original approval of NADA 140-929
(approved March 24, 1992), and the FOI Summary for a supplemental approval of

NADA 140-929 dated December 30, 1996, contain summaries of studies that demonstrate the
effectiveness of tilmicosin for the labeled indications in cattle. The FOI Summary for the
supplemental approval of NADA 140-929 dated September 4, 2002, contains a summary of
studies that demonstrate the effectiveness of tilmicosin for the labeled indication in sheep.

3. TARGET ANIMAL SAFETY:

CVM did not require target animal safety studies for this supplemental approval. The

FOI Summary for the original approval of NADA 140-929 (approved March 24, 1992)
contains a summary of target animal safety studies for cattle. The FOI Summary for the
supplemental approval of NADA 140-929 dated September 4, 2002, contains a summary of
the target animal safety study for sheep.

4. HUMAN FOOD SAFETY:

CVM did not require human food safety studies for this supplemental approval. The
FOI Summary for the original approval of NADA 140-929 (approved March 24, 1992)
contains a summary of human food safety studies for cattle. The FOI Summary for the
supplemental approval of NADA 140-929 dated September 4, 2002, contains a summary
of the human food safety studies for sheep.

5. USER SAFETY:

Human warnings are provided on the product labeling as follows:

HUMAN WARNINGS: 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. Emergency medical telephone numbers
are 1-800-722-0987 or 1-317-276-2000. Avoid contact with eyes.

NOTE TO THE PHYSICIAN: The cardiovascular system is the target of toxicity and
should be monitored closely. Cardiovascular toxicity 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. -adrenergic antagonists,
such as propranolol, exacerbated the negative inotropy of MICOTIL in dogs. Epinephrine

potentiated lethality of MICOTIL in pigs. This antibiotic persists in tissues for several
days.
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6. AGENCY CONCLUSIONS:

The data submitted in support of this NADA satisfy the requirements of section 512 of
the Federal Food, Drug, and Cosmetic Act and 21 CFR Part 514 of the implementing
regulations. The data demonstrate that MICOTIL 300 (tilmicosin phosphate), when
administered as a subcutaneous injection, is safe and effective for the treatment of bovine
respiratory disease (BRD) and ovine respiratory disease (ORD) associated with
Mannheimia (Pasteurella) haemolytica, and for the control of respiratory disease in cattle
at high risk of develeping BRD associated with Mannheimia (Pasteurella) haemolytica.

Labeling continues to restrict this drug to use by or on order of a licensed veterinarian.
This decision was based on the following factors: (a) adequate directions cannot be
written to enable laypersons to appropriately diagnose and subsequently use this product
to treat BRD and ORD, (b) administration by other than approved routes and dosages, or
uses in species other than cattle and sheep can cause signs of toxicity, including death,
and (c) there is a potential danger to the person administering the product if it is
accidentally self injected or to other persons if it is accidentally injected. Because of these
effects, extensive warning and caution statements are provided in the labeling which are
deemed to be adequate to protect users from accidental injection and to discourage
extralabel use.

This approval does not qualify for marketing exclusivity under section 512(c)(2)(F)(it)
of the Federal Food, Drug, and Cosmetic Act.

In accordance with 21 CFR 514.106(b)(2)(ix), this is a Category II change which did not
require a re-evaluation of safety or effectiveness data in the parent application.

No patents were submitted with this application.
7. ATTACHMENTS:
Facsimile labeling is attached as indicated below.

MICOTIL 300 — 50 mL vial label and insert

MICOTIL 300 — 50 mL carton

MICOTIL 300 — 100 mL vial label and insert
MICOTIL 300 —~ 100 mL carton

MICOTIL 300 — 250 mL vial label and insert
Client Information Sheet (English)

Client Information Sheet (Spanish)
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00 Not Use in Aulomaticalty Powered

No Adminisira con Jenngas Accionadas
Automalicaments

NADA 140-829, Approved by FDA
UPC 72780420212 5

I

10/11/08

FRONT LABEL

CAUYION Faderal (USA) law
restricts this drug to use by
o on the order of a licansed
veterinarian
An sathlatic infection for
SubcHtaNeous use In cattls
and sheep For the ireaimant
of bovine respiratory
Gasse (BRD) of ovine
vesplratory disease (ORD)
associated with Manneimis
(Pasteurstia) Daemotytica
For the Gontrol of
Tespiratory dhsease in catle
a1 igh iskc of develaping
8D associated with
Mannheimis (Pasteuralta)
Memolytica

WTE< CKU: [DRHV-OCT 85}

HUMAN WARNINGS Not for human ese injection ot
ihis érug In humans hes Been asseclated with
Iatalities Keap owt of reach of chiidran Do not uss in
s Exercias exireme

avoiding dirsct cantact with Whe skin Emsrgency
medice) telephone nembers are 1-300-722-0087 or
1-317-278:2000_Avoid contact with vyes

Resd Note 1o the Physician, Spanish transtatian,
and other important information fully before use
Low (s Note parm ol Médico, traductda sl Espenial,
¥ otrs nformacidn imporiants enies de usarse.

Manufactured for Elanco Animal Health
50 mL

A Division of Eil Lilly and Company
Inolanagolis, iN 46285, USA

Exp Date
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ADVERTENCIAS PARR EL SER HUMANO Este producto no es eccién do este

medicamento al ser humano se ha asociado con musnies. Manlengs fuera 6o 03 nifios. No
use on jeringas oporadas automsticamonte. Proceda con sxirema cautela pars evit oinysceion
accide: En caso de inyeccién 2 un ser humane, consulte 3 un médico inmediatamente y aptique
hick o una bolsa de hielo sobrs ol sitio de la inyeccidn, evitando el conlaclo directo con fe piol. Los
nomeros de leléfono para smergencias médicas son 1-800-722-0967 & 1-317-276-2000. Evile of

contacto ton 103 ojos

*Elanco®, Micotif® and the diagonal color bar ars trademarks of EW Lilly and Company
| product

To report adverse effects, access medical of obtan
call 1-800-428-4441
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Manutactured for Elanco Animal Heaith
A Diviston of Eli Lilly and Company
Indianapolis, IN 46285, USA
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AH0230 NADA 140-929, Approved by FDA

Micotil®300 Injection

Tiimicosin injection, USP

CAUTION: Federal (USA} law restricts this drug to use by or on the order of a licensed

veterinarian

HUMAN WARNINGS: Not for human use. Injection of this drug In humans has been
associsted with fatalitles. Keep out of reach of children. Do not use in automaticaily
powered syringes. Exercise sxtreme cautlion to avoid accidental seif-Injection. in case of
human consult & phy and apply ice or cold pack to injection
slte while avoiding direct contact with the skin. medical

are 1-800-722-0987 or 1-317-276-2000. Avoid contact with eyes.

1
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NOYE TOTHE FHYSICIAN The cardiovascular system is the target of toxicity and should
iosel) toxicity may be due to calclum channel biockade

ciosely. C
In dogs, ldmlnlstrltlon of intravenous cnlclum offset Micotii-induced tachycardla and
partially ottset the negative

lnotvopu: emcn induced by Micotil in dogs G-adrenergic antagonists, such as
inotropy of Micotil in dogs. Epinephrine

the
po\entl-l-d iethatity of Micotil In plgi This antiblotic persists In tissues for severa! days.

PAGE 11

PRECAUTIONS Read accompanying iiterature fully before use. Do Not Administer to

Swine. Injection in Swine Has Been Shown to be Fatal. Intramuscular injection wii cau:
Iocal reaction which may result in wlm lou The sffects of tilmicosin on bovine and ovine
have not been determined. The satety

per P
olr has not been Oov shesp with a body weight of lesa than 15 kg
How Supplied: Micotl is supplied in 50 mi. 100 mL and 250 mL muitidose amber glass botties

Storage’ Store at or below 86°F (36°C) Protect from direct sunfight
Conservar a 86°F (30°C) Protejar de la directa luz solar

*Elanco®, Micotik® and the diagonal color bar are trademarks of Ell Lilly and Company




For cattle and sheep injection under the skin in the nack s suggested It not accessible, inject
under the skin behind the shoulders and over the ribs

Note Swelling at the subcutaneous site ol Injection may de observed out s vansient and usually
mild

CONTRAINDICATIONS Do not use In automatically powered syringes. Do not administer
Intravenously to cattle or sheep Intravenous injection in cattle or sheep will be fatal. Do
not administer to animaty other than cattie or sheep Injection of this antiblotic has been
shown to be fatal in swine and non-human primates, and It may be fatal in horses and
goats

RESIDUE WARNINGS Animals for human must not be
slaughtered within 28 days of the last treatment. Do not use In female dalry cattle
20 months of age or older Use of tilmicosin in this class of cattie may cause milk
residues Do not use In lactating ewes if the milk Is for human

10

PAGE 3

AOVERTENCIAS PARA EL SER HUMANO: Ests producto no s pars usc humano, La
inyeccién de este medicamento al ser humano se ha con muertes g
tuera del alcance de los nifios. No use en jeringas operadas automiticamente. Proceda
con extrema cautela para evitar la En caso de 6n & un
y apliqus hielo o una bolss de hielo

ser humano, a un médlco
sobre el sitio de la Inyecclon, evitando el contacto directo con la piel. Los numeros de

teléfono pars emergencias medicas son 1-800-722-0987 6 1-317-276-2000. Evite of
contacto con los ojos.
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NOTA PARA EL MEDICO. EI sistema cardlovascular es el blanco de la toxicidad y debe
puede deberse al bioqueo de los

vigilarse
canales de calcio. En fos porm-. lu de calcio s
taquicardia y los efectos Sp g { de la

los efectos

inducidos por Micotil, La
negativos Inducidos por Mlcoﬂl an perroa Los nm-gonmn G-adrenergicos, como
de Micoti! en los perros La epinefring

po(encld ia fetafidad de M{cutlt en cerdos. E:tu antiblotico persiste en los tejidos por
varios dias

!
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In sheep. single subcutaneous Injections of 10 mg/kg dose did not cause any deaths and no
adverse effects of timicosin were observed on biocod pressure, heart rate, or respiratory rate
A single Injection of at 10 mg/kg of body waight dose
In catile resulted in peak tiimicosin jevels within one houv and detectable levels (0 07 ug/mL) in
serum beyond 3 days Howsver, lung abo
for at least 3 dlys lollowing the

MIC 95% of 3 12 pg/mi. for
single injection Serum tiimicosin levels lm a poor indlicator of total body tilmicosin The

tung/serum tiimicosin ratlo In favor of lung tissue appeared to aquilibrate by 3 days post injection
at approximately 60 In a study with radloactive tiimicosm, 24% and 68% of the dose way
recovered from urng and feces respectively over 21 days
O - inject in Cattie and Sheep Onily Administer a single
subcutaneous dose of 10 mg/kg of bady weight (1 mU30 kg or 15 mL per 10G Ibs)
Do not Inject more than 15 mL per injection site
Do not yse in lambs less than 15 kg body welgh
il no improvement Is noted within 48 hours, the diagnosis should be reevaluated

9
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20 mg/kg resulted in mortality in 3 ot 4 pigs, and 30 mg/kg caused me dea!h of ail 4 pigs tested

injection of 4 5 and 5 6 mg/kg

followed

m| (1 1000) mtravenously 2 to

by
6 Umes, rasulted in death of akt pigs injected Pigs given 4 5 mg/kg and 56 mg/kg ntravenously with
may be

no epinephrine all survived These results suggest

Restilts of genetic toxicology studies were all negative Results of levalology and reproduction
studies i rats were negative The no effect level in dogs after daily oral doses for up to one year

18 4 mg/kg of body weight

In cattle, subcutaneous dosss of 10, 30 and 50 mg/kg of body weight, each injected 3 times at

72 hour ntervais did not cause any deaths As expected, edema at the site of injection was noted

The only Jesion cbserved at necropsy was minimal myocardial necrosis in some animals in the
50 mg/kg group Subcutaneous doses of 150 mg/ky injected at 72-hour Intervais resulted n
deaths Edema was marked at the site of injaction Minimal myocardial necrosis was the only

lesion observed at necropsy Deaths of cattle have been observed with a single intravenous dose

of 5 mg/kyg of body weight

PAGE 5

For Subcutaneous Uge in Cattle and Sheep Only. Do Not Use in Automatically Powered

Syringes.
Soio Para Uso Subcutaneo en Bovinos y Ovinos No A ar con Jeringas A
Automiticaments.
tor the of bovine y disease (BRD) and
ovine resplratory disease (ORD) with
Micotli®300 is indicated for the control of respiratory disease In cattle at high rigk of developing
with

giycol, acld as needed 10
adjust pH and waler for injection, Q S Tllmicoctn USP is prnduced semi-gynthetically and i In
the macrolids class of antiblotics

Description. Mu:mlmoo isa scluﬂoﬂ ov lhc annbloklc timicosin Each mL containg 300 mg of
usep
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that Is
gram-positive with activity agalnst certan gram-negative mk:roovganlsms Activity agamst several
mycoplasma species has also been detected
Ninety-five percent of the {
312 pg/mt. or less

isolates were mhibited by

Microorganism mic mb.
{ 312
Pasteurelia multocids 625
Histophilus somni 625
Mycoplasma dispar 0097
M bovirhinis 0024
04

M bovocull

0048
**The clinical significance of this in-vitro data in cattle and sheep has not been demonstrated

6
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Toxicology: The heart Is the target of taxiclty in laboratory and domestic animals given Micoti®300
by osal or parenteral routes The pnmary cardiac effects are increased heart rate (tachycardia)
and gt inotropy) Ci toxicity may be dua to calcium
channel biockade

Upen injection subcutaneously, the acute median jathal dose of tiimicosin In mice ls 97 mg/kg,
and in rats is 185 mg/kg of body weight Given oraly, me median fothai dou is 800 mg/kg and
2250 mg/kg In fasted and rats, ted lesions were found
at necropsy

In dogs, intravenous calcium offset Micotil-induced tachycardla and negative Inotropy. restoring
arterial pulse pressure Dobutamine partially offset the negative Inotropic effects induced

Micotll In dogs B g such as pi the negative Inotropy
of Micotit in dogs

In monkeys, & single intramuscular dose of 10 mg/kg caused no signs of toxicity A single dose of
20 mg/kg caused vomiting and 30 mg/kg caused the death of the only monkey tested




' Do Not Use in

Automaticaity Powered Syringes
No Adminisirar con Jeringas Accionadas

Astomiticaments

CAUTION Federal (USA) law
Testricts s rug 10 use by
o on 1he ordar o a liotnsed
eterinarian
An antiblotic aection for
SuBCUBnROUS UsA I cattls
and shaep For the Wsatmant
of bovine respiratory
disease (BRD) or ovine
respinatory diseuss (ORD) e Gt I R prrsician,
assoclated with Mannhieimis  gng nmrn:um'l:muu Tuity
{Pusteursits) haomolytica  Le s Nots pere o Médics, iretveids ol Exputil,
For the cantra! af ¥ oira iniormesién Imgertante antes de usane
nasplratory disease In catle  Manufactured for Elanco Anima) Hesith
al high disk of Geveloping A Divislon of EH Lilly and Company
Indlsnapoiis, IN 46205, USA

3 Nof for human ute [njsction of
this drug I humans has bean associaled with

<
awsuit o physician immel
and anply loa or cold pack 1o Injection she whila
2volding #irect comtact witk the sin  Emergemey
:n:lell Telophony numbrs are |‘~m~m-om o

BRD assoclated with
NADA 190020, Approved by FOR e (Pssnuras;  Liwalure o i ratut ahou b wtachad 14
miasing, cal 1-H00-
50 ML nenopce La Hloratura jara o3t producto ot encontrarse
W OTDANOCT®) anexe S {aMase Remar o) 1-800-428-4441
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Each mlL contains 300 mg of tilmicosin, USP as
ADVERTENGIAS PARA EL SER HUMANO: in 25%
Eﬂnmdlznmnsp:inmn:um‘?m.# Wmmq;eunsmmaquu ‘water for
inyecciba de este medicams sor humano
3¢ ha asociado con muertes. Mantenga fuera o ""‘".mm in Cattlo and Sheep
del alcance de Jos nifies. No use en jeringas W'W“*wu mL/0 kg or 1.5 mi. per 100 Ibs) Dn'“,g
operadas avtomiticamente, Proceda con inject more than 15 mL per injection sits. Do not use in
extrema camtels para svitar la autolnyeceién iambs less than 15 kg body waight. i no improvement is
accldestal. En caso de inyeccion 2 un ser noted within 48 hours, the diagnosis should be
reevaluated. For cattie and sheep, injection under the skin
humano, corsulte a un médico i the neck 15 fpws. oot
iamediatamente y aplique hiels o una boisa de the skin wwu “thoukders and over the ribe
histo sobre o sitie de 12 inysccién, avitando el Note: Swalling at the subcutaneous sits of injection may
contacto directo con la piel. Los ndmeros o bcmm h‘éfmﬁmmmm I:“MI
telefGne para amergencias médicas son C : use In a ly
1-800-722-0987 6 1-317-276-2000. Evite ef aﬂ""d syringes. Do nat administer intravencusly
cattie or sheep. Intravenous | lon In cattle or
contacto con los ojos. sheep n'.':: e tatal, Do ot s % mﬁo s
othes cattle o Ml\ antiblot
has been shown to m in swil

NOTA PARA EL MEDICO. Ei sistoma
cardievascular es el blanco do la toxicidad y
debe ia RESIDUE WARNINGS: Animals intended
cardiovascular puede deberse al bloguea de
fos canales de calcio. En los perros, la

administacion intravencsa de calcio et of oo & famale, daicy
compeasa la taquicardia y los efectos tilmicosin in this class of cattle may
Inotréplcos negativos (reduccién de fa cause milk nm: not use ':\'
contractilidad) inducidos por lllcom.':.: m_‘m mmm Intended

efectos Inotrépicos negativos inducidos por
Micotil en parros. Los antagonistas

como
exacerbaron el Innlmpismo negativo de in
Micstil en fos perros. La epineirina potancls
la tetalidad de Micotll en cerdos. Este

and iactation have not
antibiético persiste on los tejidos por varios Mﬁ;‘ol tiimicosin has not besn estabilshed for
dias. sheep with a body weight of less than 15 k.
glarlgcz Store at or below 86°F (30°C) Protect from
ract 8

“Elanco®, Micoti®, and the diagonal color bar

the Conservar a 86°F (30°C) Protsjar de ta directa fuz solar
are trademarks of E} Lily and Company ¢ el

EI'ANco* AH0230-50H

Micotil

Do Not Use in Automatically
Powered Syringes.
tlo edmlplmr con Jeringas

Automiti

CAUTION: Federal (USA) law resiricts
this 1o use by or on the order of a
licensed veterinarian

An i jection for sub

use in cattle and sheep For the
{reatment of bovine respiratory disease
{BRD) or ovine respiratory disease
(ORD) associated with Marvheinia
(Pasteurella) haemoiytica For the
control of respiratory disease in cattle at
high risk of developing BRD associated
with Mannheimia (Pasteurella)
haemolytica

NADA 140929

Approved by FDA 50 m L

HUMAN WARNINGS: Mot for humas use.
Injoction of this drug in bumans has been
associated with fataiities. Kaep out of reach of
chiidren. Do not use in automatically powsred
syringes. Exercise extrame caution fo avoid
accidontal seli-injection. In case of human
Injection, consult a physician immadiately
and apply ice or cold pack to injection site
while avoiding direct contact with skin.
Emergency medical eleghons sumbers are
1-800-722-0987 or 1-317-276-2000. Avoid
contact with eyes.

NOTE TO THE PHYSICIAN: The cardiovascular
systom is the target of toxicity and should be
monitored closely. Cardiovascular toxicity
may be dus (o calcium chasae! blockade.

I dogs, adminisiration of istravenous calcium
oltsst Micotil-induced tachycardia and
segative lonciropy (decreased coatractifity).
Dobutaming paciially offsel the aegative
inotropic stects induced by Micolil in dogs.
R-adrensrgic antagouists, such as
propranolol, exacerated the negative
isotropy of Micotil. Epinephriae polentisied
lethatity of Micotit ia pigs. This antibiotic
persists in lissues for several days.

To report adverse effects, access medical
information, or obtain additonai

Manufactured for

Efanco Animal Health

A Divislon of Eli Lilly and Company
Indianapolis, IN 46285, USA

S
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CAUTION: Federal (USA}
law restricts this drug to
use by or on the order of a
licensed veterinarian

An antibotic injection for
subcutaneous use in catlie
and sheep For the
treatment of bovine
raspiratory disease (BRD)
or ovine respiratory disease
(ORD} assaciated with

HUMAN WARNINGS. Nol for human use. Injection of
this drug in humans has been associated with
1ataiitles Keep out of reach of children Do nol use in
automalicaily powered syringex Exercise extremeo
caution to svold accidental self-injection In case of
human injection, consult a physician immediately and
apply ice or cold pack lo injeclion site while svoiding
divect conlacl with the skin Emergency medical
hone numbers are 1-800-722-0987 or

I
1-317-276-2008 Avold conlact with eyes

(F
haemolytica. For the control

Do Not Use in A
Powered Sytinges.
&lo Administrar con Jeringas

y

of respiratory disease o
cattle at high risk of
g BRD y otra

Read Note to the Physiclan, Spanish transistion,
ther Important information futly before use.
Lea la Nota pars el Médico, traducida al Espafiol,

with

NADA 140-929, Approved by FOA

UPC 7 2780420213 2

Importante antes de usarse.
for Elance Animal Health

0083 1. CKU* {DR IV OCT 05)

A Division of Eli Lllly and Company
Incianapolls, IN 46285, USA 100 mL

Exp Date
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REVERSE SIDETOF FRONT LABEL

ADVERTENCIAS PARA EL SER HUMANO: Este producto no es para uso humana. La inyeccion
de este medicamento al ser humano se ha asoclado con muertes. Mantenga fuera del alcance
de los nifios. No use en jeringas operadas automaticamente. Proceda con extrema cautela
para evitar la autoinyeccid En caso de inyeccidn a un ser humano, consuite a un
médico inmediatamente y aplique hielo o una boisa de hielo sobre el sitio de la inyeccién,
evitando el contacto directo con la piel. Los numeros de teléfono para emergencias médicas
son 1-800-722-0987 6 1-317-276-2000. Evite el contacto con los ojos.

“Elanco®, Micot® and the diagonal color bar are trademarks of El Lilly and Company

To report adverse effects, access madical information, or obtain additional product information, cail
1-800-428-4441
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PAGE 8

PRECAUTIONS: Read accompanying literature fully before use. Do Not Administer to Swine.
Injection in Swine Has Been Shown to be Fatal. Intramuscular Injection will cause a local
reaction which may result In trim loss. The effects of tilmicosin on bovine and ovine reproductive
performance, pregnancy and lactation have not been determined. The safety of tilmicosin has
not been established for sheep with a body weight of less than 15 kg.
How Supplied: Micotil is supplied in 50 mL, 100 mL and 250 mL multidose amber glass bottles
Storage: Store at or below 86°F (30°C) Protect from direct sunlight

Conservar a 86°F (30°C) Protejar de la directa luz solar.

“Elanco®, Micoti® and the diagonal color bar are trademarks of Eli Lilty and Company

Revised OCTOBER 2005

Manufactured for Elance Animal Health
A Division of Eli Lilly and Company
indianapolis, IN 46285, USA

I PAGE 1

AH0230 NADA 140-929, Approved by FDA
Micotil®300 Injection
Tilmicosin Injection, USP

CAUTION: Federal (USA) law restricts this drug to use by or on the order of a licensed
veterinarian

HUMAN WARNINGS: 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. Emergency medical telephone bers are
1-800-722-0987 or 1-317-276-2000, Avoid contact with eyes.

1
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NOTE TOTHE PHYSICIAN The cardiovascular system is the target of %oxu:lty and should
be y y may be due to
in dogs, ation of i offset Micotil-induced tachycardia and
negative inotropy (decreased contractility). Dobutamine partially offset the negative
inotropic effects induced by Micotil in dogs. f-adrenergic antagonists, such as
propranolol, exacerbated the negative inotropy of Micotil in dogs. Epinephrine
potentiated lethality of Micotil in pigs. This antibiotic persists in tissues for severai days.

ADVERTENCIAS PARA EL SER HUMANO: Este producto no es para uso humano. La
iny de este ! al ser se ha lado con muertes. Mantenga fuera
del aicance de los nifios. No use en jeri automati Proceda con
extrema cautela para evllar la autolnyecclén accldental En caso de inyeccidn a un ser
humano, ite a un que hielo o una bolsa de hielo sobre el
sitio de la inyeccidn, evitando el contacto directo con la piel. Los nimeros de teiéfono para
emergencias médicas son 1-800-722-0987 6 1-317-276-2000. Evite el contacto con los ojos.

2
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Directions ~ Inject Subcutaneously in Cattle and Sheep Only, Administer a single subcutansous dose of

10 mg/kg of body weight (1 mL/30 kg or 1 5 mL per 100 Ibs}

Do not injact more than 15 mbL per injection site

Do not use in lambs less than 15 kg body weight.

If no improvement is noted within 48 hours, the diagnosis should be reevaluated

For caitle and sheep, injection under the skin in the neck is suggested. If not accessible, inject under the skin
behind the shoulders and over the ribs

Note: Swelling at the subcutaneous site of injection may be observed but is transient and usually mild.

CONTRAINDICATIONS: Do not use in automatically powered syringes. Do not to

cattle or sheep. Intravenous Injection in cattle or sheep will be tatal. Do not administer to Inlmlls other than

cattle or sheep. [njection of this antibiotic has been shown to be fatal in swine and non-human primates,

and it may be fatal in horses and goats.
RESIDUE WARNINGS: Animals | ded for human must not be siaughtered
within 28 days of the last treatment. Do not use in female dairy cattle 20 months of age or
older. Use of tilmicosin In this class of catte may cause milk residues, Do not use In
{actating ewes if the milk is Intended for human consumption.

7
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Resuits of genetic toxicology studies were alf negative Results of teratology and reproduction studies in rats
were negative The no effect level in dogs after dally oral doses for up to one year I1s 4 mg/kg of body weight
In cattle, subcutaneous doses of 10, 30 and 50 mg/kg of body weight, each tnjected 3 times at 72-hour
intervals did not cause any deaths As expected, edema at the site of injection was noted The only leston
observed at necropsy was minimal myocardial necrosis In some anmals In the 50 mg/kg group
Subcutaneous doses of 150 mg/kg injected at 72-hour intervals resuited in deaths Edema was marked at the
site of injection Minimal myocardial necrosis was the only lesion observed at necropsy Deaths of cattle have

NOTA PARA EL MEDICO: E! sls!ema cardiovascular es ei blanco de ia toxicidad y debe
vigllarse estrech La lar puede deberse al bloqueo de los
canales de caicio. En los perros, la admlnls(raclén intravencsa de caicio compensa ia
dia y los plcos neg {reduccién de la contructllld-d) inducidos
por Micotil. La d par los
inducidos por Micotll en porros. Los antlgonlstu B-adrenérgicos, como proprlnolol,
exacerbaron el inotropismo negativo de Micotil en los perros. La epinefrina potencié la
letalidad de Micotii en cerdos, Este antibidtico persiste en los tejidos por varlos dias.

|
/J\ been observed with a singie intravenous dose of 5 mg/kg of body weight
— In sheep, singie subcutaneous njections of 10 mg/kg dose did not cause any deaths and no adverse effects
~+ of timicosin were observed on blood pressure, heart rate, or respiratory rate

! Pharmacology: A single subcutaneous mjection of Micoti®300 at 10 mg/kg of body wetght dose in cattle

resulted i peak tilmicosmn levels within one hour and detectable levels (0 07 ug/mL) i serum beyond 3 days,
However, lung concentrations of tilmicosin remained above the timicosin MIC 95% of 3 12 pg/mL for
Mannheirmia (Pasteurslia) haemolytica for at least 3 days following the single injection. Serum tilmicosin levels
are a poor indicator of total body timicosin The lung/serum tiimicosin ratic in favor of lung tissue appeared
to equilibrale by 3 days post injection at approximately 80. In a study with radioactive timicesin, 24% and 68%
of the dose was recovared from urine and feces raspectively over 21 days

§

For Subcutaneous Use in Cattie and Sheep Only. Do Not Use in Automatically Powered Syringes.
Solo Para Uso Subcutaneo en Bovinas y Qvinos. No Administrar con Jeringas Acclonadas

Autométicamente.

indications: Micoti®300 1s |nd|ca|sd for the of bovine p y disease (BRD) and ovine

raspiratory disease (ORD) with A hetmi: #a) h Iyti Mlcom®600 3 lndlcated
I BRD d with M:

for the control of respiratory disease in cattle at high nsk ov d pINg
(Pasteurslla) hasmolytica
3
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Description: Micotl®300 1s a solution of the antiblotic tilmicasin Each mL contains 300 mg of tilmicosin, USP

——

as timicosin phosphate in 25% propylene glycol, phosphoric acid as needed to adjust pH and water for

mnjection, Q § Tilmicosin, USP 1s produced semi-synthetically and 1s in the macrolide class of antibiotics

Actions: Activity - Tilmicosin has an mn-vitro™ antibacterial spectrum that 1s predominantly gram-positive with

activity against certain gram-negative microorganisms Activity against several mycoplasma species has also

been detected.
Ninaty-tive percent of the Mannherma (Pasteursiia) haemolytica isolates were inhibited by

312 pug/ml or less

Microorganism MIC* (ug/mL)
Mannheimia (Pasteurella) haemolytica 312
Pasteureila multocida 625
Histophilus somm 6.25
Mycoplasma dispar 0087
0024

M bovirtunis
M bovocul 0048
**The clinical significance of this m-vitro data in cattie and sheep has not been demonstrated
4
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Toxicology: The heart s the target of toxicity in laboratory and domestic animals given Micotik®300 by oral
of parenteral routes The pnmary cardiac effects are increased heart rate (tachycardia) and decreased
contractility (negative inotropy) Cardiovascular toxicity may be due to calcium channel blockade

Upon injection subcutaneously, the acute median iethal dose of tilmicosin in mice 1s 97 mg/kg, and in rats 18
185 mg/kg of body weight Given orally, the median lethal dose is 800 mg/kg and 2250 mg/kg in fasted and
nonfasted rats, ly. No pound-related lesions were found at necropsy

In dogs, intravenous calcum offset Micoti-induced tachycardia and negative inotropy, restoring arterial puise
pressure Dobutamine partially offset the negative inotropic effects induced by Micotil n dogs B-adrenergic
antagonsts, such as propranoloi, exacerbated the negative inotropy of Micotil In dogs.

in monkeys, a single I Jlar dose of 10 mg/kg caused no signs of toxicity. A single dose of 20 mg/kg
caused vomiting and 30 mg/kg caused the death of the only monkey tested

in swine, intramuscular injection of 10 mg/kg caused increased respiration, emesis, and a convuiston,
20 my/kg resulted in mortality in 3 of 4 pigs, and 30 mg/kg caused the death of ail 4 pigs tested Injection of
45 and 5.6 mg/kg intravenously followed by epmephrine, 1 ml (1 1000} intravenously 2 to 6 times, resulted
n death of all pigs injected Pigs given 4.5 mg/kg and 5 6 mg/kg intravenousty with no epinephrine aif
survived These results suggest intravenous epinephrine may be contraindicated.

5
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CAUTION: Federal (USA)
faw restricts this drug o
use by or on the order of a
ticensed veterinarian

An antibiotic njection for
subcutanaous use in cattle
and sheap For the
treatment of bovine
respiatory dissase (BRO}
07 oving respiratory disease
(‘DRD) assocrated with

{
haemalytica For the control
of respiratory disease in

cattie at tugh nsk of

PM Page 12

this drug in humans has hesn sssociated with
Ilullllu Keep out of reach of children. Do not use in

omatically powersd syringes Exwiciss extremw
cautlon te luld accidental sell-injection. In case of
human Injection, consult 3 physicisn immediately
and ualy icw or cold pl:k to Injection 3ite while
avoiding di act he lllﬂ Emergancy
madicsl leisphons numbars are 1-800-722-9937 or

HUMAN WARNINGS: Not for human use Injaction of |

a
1-317-276-2000_Avold cuntact with syes.
Read Note to the Physician, Spanish transiation,
and other Important informatior fully before use
Lea ts Nota para ¢l Médico, traducida al Espafiol,
y o¥ra Informacidn Importants antes de usarse
Manufactured for Efanco Animal Health
A Division of Efi Lilty and Company

NADA 140-929, Approved by FDA
| UPC 7 2780420213 2

S
{

with Mannheimia

(Pastoureita) hasmolytica

100 ML wes o omvocres) s

N 45285, USA

Literature for thls p’odu:l should be atiached It it{s
missing, cail 1-300-428-4441

8 pars aste pudnm l-lc oancontrarse snexy
amar al 1-300-42!
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To report adverse effects, access medical
information, or obtain additionat product
Information, call 1-800-428-4441,

*Elanco®, Micoti®, and the diagonal color bar are
trademarks of Eli Lilty and Company.

Manufactured for:

Elanco Animal Health

A Division of Eli Lilly and Company
Indianapolis, IN 46285, USA

Approved by:

Date:

Q.C. approved by:

Date:

Base Spec.:

SHGO050

Each miL contains 300 mg of uimicosin, USP as
timicosin phosphate in 25% propylene glycol,

injection, Q..

joct Sub v in Cattie and Sheep
Only. A a single ; 5don:: of
10 mg/kg body weight (1 mL/30 kg or 1.5 mL per
100 Ibs.). Do not inject more than 15 mL per injection
site. Do not use in iambs less than 15 kg body weight. if
no improvement is noted withun 48 houts, the diagnosis
should be reevaluated. For cattle ard sheep, injection
under the skin in the neck is suggested. If not
accessible, inject under the skin bahind the shoulders
and over the ribs.
Note: Sweiling at the subcutaneaus site of myection may
be observed but is transient and usually mild.

CON'I‘RAINDICA‘DONS Do not use in lutomnﬂcl“y

cattle or sheep. lmrwomuo injection in cattie ov
smapwmbol‘nl Do not administer to animals other
than cattie or sheep. Injection of this antibiotic has
been shown to be fatal in swine and non-human
primates, and it may be fatal in horses and goats.

RESIDUE WARNINGS: Animais intended
for human consumption must not be
slaughtered within 28 days of the last
treatment. Do not use in female dairy
cattle 20 months of age or okler. Use of
tilmicosin in this ciass of cattle may
cause milk residues. Do not use in
lactating swes if the milk is intended for
human consumption.

PRECAUTIONS: Read accompanying literature tuily
before use. Do Not Administer to Swine. Injection in
Swine Has Been Shown to be Fatal. Intramuscular
injection will cause a iocal reaction which may result
in trim loss. The sftects of tiimicosin on bovine and
ovine and
Iactation have not been detsrmined. The satety of
tilmicosin has not been establishad for sheep with a
body weight of less than 15 kg.

Storage: Store at or below 86°F (30°C). Protect from
direct sunlight.
Conservar a 86°F (30°C) Protejar de ia dwecta luz solar

phosphoric acid as needed to adjust pH, and water for ~*

ELANCO" *°=

Do Not Use in Automatically
Powered Syringes.

No Administrar con Jeringas
Accionadas Autométicamente.

CAUTION: Federal (USA) law restricts

this drug to use by or on the order of a
licensed vetetinarian.

An antibiotic injection for subcutaneous use
in cattle and sheep. For the treatment of
bovine respiratory disease (BRD) or ovine
respiratory di (ORD) jated with
Mannhaimia (P: i2) h y

For the control of respiratory disease in
cattle at high risk of developlng BRD

HUMAN VIARMIHS: Not for human use. lajection of this
in bumans has bees associated with fatalitiss. Kesp out

of reach ol alldm 00 not use in automatically powerad

syringes. Exercise sxireme caution to avoid sccidental

phy fately and agply ice or cotd pack to njaction
site nﬁll- Inldllg direct comtact with skin. Enmoney
medical telephons sumbers are 1-800-722-0987

1-317-276-2008. Avold contact with syss.

NOTE YO THE PHYSICIAN: The cordiovascular system is the
target of loxicity amd shouid be monitored closely
Cardiovasculas toxicity may be due to calcivm chaanel
Motkads. ia dogs, adminisiration of imiravencus calcium
olftet Ricotil-indused and negalive iomoiropy

(dacreased comtractility). Dobulamine pariially ofisel m
negative inolropic m llhu‘ iy Micotil in lus
8-adrensrgic antagow

the megative hornpv of meoﬁl : Mu nlmm“
fothatity d Wicoll) ia pigs. This ml‘lloﬂt persisis in b
for several days,

ADVERTENCIAS PARA EL SER HUMAMNO: Esie noes
para uso humano. L inysccién de osts medicamento al ser
humano se ka asociado cos muerles. mm-n fusra del
sicance de los aifios. No use en jeringas
sutomjticaments. Proceda con extreme umla pln witar
a uhhmlu sccidenial. En cazo de inysccién 3
humaso, Consulte & wa médico lamediatamente y apllqln
hlolo ° un bolsa de kislo sobre o! sitio de la inysccita,
evitando el cotacto direclo con ia piel. Los mimeros dc
teleféno para smergencias médicas som 1-808-722-9837 6
1-317-276-2000. Evite ol contacio ton 1os ojos.

NOTA PARA EL MEDICO. £1 sistems cardiovascular os sl
blanco de Is loxicldad y deba vigilarse esirochaments. La
loxicidad cardiovascular pusde deberse af "

nnlu de calcio, Ea los parros, Is ldnlllslulél

calcio ¥
l-wulu: aegativos (reduccitn de s culnnmlu)

associated with Mannh (P }

haemolytica.
100 mL

NADA 140-929
Approved by FDA

S SR

por mcol . La unumm compense

por

Micotll s mm l.u aniagoaistas B-adrenbrgicos, como

ranolol, exacerbaron ef inotropismo negativo de Micolil

an los pervos. La epinefrina polencié la m:luu de MicotH

ld: cerdos. Este antibtico persiste e los tefidos por varios
as.
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£ach mL contams 300 mg of tkmicosn, LUSP as micosin
n25% glycol, acd as needed
to adjust pH, and water for mpection, Q@ S

It no mprovement 1s noted within 48 hours, the diagnosss should
be reevaluated

For cattie and sheep, injection under the skm in the neck I1s
suggested if not accessible, inject under the skin behind the
shoukders and over the ribs

Note: Swefing at the subcutaneous site of mjecton may be
observed but 1s transient and usually mikd

human primates, and it may be fatal in horses and goats
stwewmum Animats inended for human ‘

not be within 28 days of
hummmmhmm cattle 20
mnnlhldlworoids Use of timicosin in this class of
cattie may mik residues. Do not use in lactating
ewellﬁiemllklsmdadbr

ElANco* AR0230-38W ’
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BAS

Do Not Use in Automatleally
Powered S
No Admmistm con Jerlngas

CAUTION: Federal (USA) Iaw festncts this drug to
use by or on the order of a iicensed veterinanan

An b y for sub use in cattle
and sheep For the treatment of bavine respiratory
disease (BRD) or ovme resplratory disease (ORD)

PRECAUTIONS: Read accompartying terature futty before use.

Do Not Administer to Swine. injection in Swine Has Been Shown

to be Fatal Itramuscuiar injection will cause a jocal reaction

mummmmmmumu«nmmm
and ovine

and lactation
have not been determined. ﬂumydﬂnmhnmbun
estabiished for sheep with & body weight of less than 15 kg.
Storage. Store at o baiow 86°F (30°C) Protect from dneci sunhght
Conservar a 86°F (30°C} Protepar de la directa luz solar

CKY

0064

“Etanco®

with A
haemolytica For the control of raspiratory disease
n canle at high nsk of developmg BRD associated
with &

Shes s el i
0214
250 mi

lhe disgonal color bar

are lrldemumsMEHLmyde«npan

Torepoﬂadvmsesﬂems access medical miom\auon or obtain
addtional product iformanon, call 1-800-425 444

HOTE 1O T“E PHYSICIAN: The wduwisultu system is the target

of toxicity ane toxicity may

be due to mk:um blockade in dogs, sdministration o

miravenous ealcium Mhet nwonmeuead tachiycardia snd negative

inotropy partially of1set the

negative inotropsc effects induced by Micotl in dogs. B-adrenergic
such as

tive inatropy of
Micotl in dogs. Epmephy &umm.myammhmsms
antibjotic I&"lhmm'ﬂl“mﬂlys

ADVERTENCIAS PARA EL $ER HUMANO: Esh pfodudo noes para
uta humena. Ls. de acte medicamen humane se ha

 sav
asociada con muories umpnm«uamaemmu Nouse
automiticaments.

Los numercs de teléfono para emergen:
1-300-722-0987 6 1-317-276-2000 Evite el contacto cor lct ojos.

uon Mlu EL MEDICO: E1 sistema cardiovascular ex ol banco de
oxicidad

mmum«mm«mo €n los penrcs, la

calcio e y los

por Micotil La dobulemins compensa parciaimente los sfectos

s Sploos negetivas inducidos por Micot n perroe Los antagonistas

de Micatl en los perros La po&nehlll.hlidaddt"lcoﬂlen
cerdos Este antibidtioo peraiste en low tefides por varios dias
Manufactred o Elanco Animal Honith

A Division of Ei Lilly and Company, hﬂl-upois.
u.rumhvmmumanm ¥ R ts missiag call 1-840-
Ls Meralura pars este prodocts dobe enconrarse anes nlamnma!mwm‘

IN 46”5 usa
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FRONT LABEL

Each mlL contains 300 mg of timicosin USP as timicosin

mn25% giycol acd as
needed to ad]ust pH. and water for njection, Q S
Inpct in Cattle and Sheep Only.

Administer a smgle subcutaneous dose of 10 mg/kg body weight
(1 mt/30 kg or 15 mb per 100 bbs) Do not inject more than 15 mL
per injection site Do not use in lambs less than 15 kg body weight
If no improvement 1s noted within 48 hours, the diagnosis should
be reevaluated
For cattle and sheep, injection under the skin in the neck is
suggested It not accessible inject under the skin behind the
shoulders and over the ribs
Note: Sweling at the subcutaneous site of mjection may be
observed but 15 transient and usually mid
CON’TRAINDICATIONS Do not use in automltk:ally powered
Do not sheep.
Intravenous injection in cattie or sheep wIII be 'ml Do not
administer to anlmals other than cattie or sheep. Injection of
this antibiotic has been shown to be fatal in swine and non-
human primates, and t may be fatal in horses and goats

N Animals for human
within 28 days of
the last treatment. Do not use n female dairy cattie
20 months of age or older Use of tilmicosin in this class
of cattle may cause mitk residues. Do not use in lactating
ewes if the milk is intended for human consumphion.

PRECAUTIONS. Read accompanying Iterature fully before
use Do Not Administer to Swine Injection in Swine Has Been
Shown to be Fatal. Intramuscular injection will cause a local
reaction which may result in tnm loss. The effects of
tilmicosin on bovine and ovine reproductive performance,
pregnancy and lactation have not been determined The
safety of tiimicosin has not been established for sheep with a
body weight of less than 15 kg
Storage Store at or below 86°F (30°C) Protect from direct sunlight
Conservar a 86°F (30°C} Protejar de la direcia Juz solar

ELANco * AHO230-38W

Do Not Use in Automatically
Powered Syringes.

No Administrar con Jeringas
Acci dae Automats -

Emargency medical teleph:
numbers are 1-800-722-0987 or 1-317-276-2000. Avold contact with oy

[WOTE TO THE PHYSICIANE The cardiovascutar system is the target
of toxicity and shouid be monkoned closely. Cardiovascuiar toxicity may
be due to calclum :hamnl Hockldt n dogs, mhlﬂ’tﬂoﬂ of

and negative
Ny offsel the
n.gmv. inctrapic effects Inducad by Micot lndoy. Sadienergic

such as negative inotropy of
Micotil in dogs.

the Degative
antibiotic persiets in tissues for several days. v ot i pige. This

Mmﬂlms PARA EL SER HUMANO: Este producto no es.
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5, CAUTION: Federal (USA) law resticts this drug to bolaa de hiclo oo hyeecmwhndn e contacto directo

G use by or on the order of a licensed vetennarian f""m ubm;szm E“h ., “nhdo con h‘m

? An antibiotic injection for subcutaneous use n cattle s o
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; disease (Bltvtl)l)hor ovine resplr(atory dlsease {ORD) puede cabersa al bloquec a. s malﬁ de calcio En los pe"oc,k:

& haemolytica For the contiol of respiratory d n W‘;’km" Pheosn gutiv. de riraciibdad Yidos
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< Mannhemia (Pasteurelia) haemolytica & %o pswaiclopl o 'nmx

@ de Micotil en los. os. La na potencié la de Micotil

£ NADA 140-929, Approved by FDA e e B rna polancis lotalidad de Micotil en
UPC 7 2780420214 9 {_cerdos Fxte antiblotico perssls en los twjidos porvarios dias |

*Elanco® Micotik® and the diagonal m. bar

are irademarks of Eh Lilly and Compan; 250 '

To report adverse effects, access Fredical information. or obtaim
addstional product information, call 1-800-428 444 {
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AH0230 NADA 140-929, Approved by FDA

Micotil°300
Tilmicosin injection, USP
CAUTION: Federal (USA) law restricts this drug to use by or on the order of a licensed veterinanan

HUMAN WARNINGS: Not for human use. lnjection of this drug in humans has been associated with
fatalities. Keep aut of reach of children. Do not use in automatically powered syringes. Exercise
extreme caution to avoid accidental seif-injection. in case of human injection, consuit a physician
immediately and apply ice or cold pack to injection site while avoiding direct contact with the skin.
Emergency medical telephone numbers are 1-800-722-0987 or 1-317-276-2000. Avoid contact with eyes.

NOTE TO THE PHYSICIAN: The cardiovascular system is the target of toxicity and should be monitored
closely. Cardiovascular toxicity may be due to calcium channel blockade. in dogs, administration of
intravenous calcium offset Micotit-induced tachycardia and negative inotropy {(decreased contractility).
Dobutamine partially offset the negative inotropic effects induced by Micotil in dogs. 8-adrenergic
antagonists, such as propranolol, exacerbated the negative inotropy of Micotil in dogs. Epinephrine
potentiated lethality of Micotil in pigs. This antibiotic persists in tissues for several days.
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ADVERTENCIAS PARA EL SER HUMANO: Este producto no es para uso humano. La inyeccién de este
medicamento al ser humano se ha asociado con muertes. Mantenga fuera det alcapce de los ninos. .r’lo
use en jeringas operadas automaticamente. Proceda con exirema cautela para evitar la autoinyeccion
accidental. £n caso de inyeccién a un ser humano, consulte a un médico inmediatamente y aplique
hielo o una boisa de hielo sabre el sitto de 1a inyecctan, evitando eli contacto directo con la piel. Los
nameros de teiéfono para emergencias médicas son 1-800-722-0987 6 1-317-276-2000. Evite el contacto

con los 0jos.

NOTA PARA EL MEDICO: El sistema cardiovascular es el blanco de la toxicidad y debe vigilarse
estrechamente. La toxicidad cardiovascular puede deberse at bloqueo de los canales de ca}c«o. gq los
perros, la administracion intravenosa de calcio compensa la taq_mcgrdla y los efect'os inotrépicos
negativos (reduccion de la contractilidad) in.dumd'os por MI'CO(I'L La dobutamina compensa
parcialmente los efectos inotropicos negativos inducidos por Micotil en perros. Los antagonistas
B-adrenérgicos, como propranolol, exacerbaron el motr0p|st_nq’n_egat|vo de Micotil en los perros. _la
epinetrina potencié Ia fetalidad de Micotil en cerdos. Este antibidtico persiste en los tejidos por varios
dias.

‘or Subcutaneous Use in Catile and Sheep Only. Do Not Use in Automatically Powered Syringes.
;olo Para Uso Subcutaneo en Bovinos y Ovinos. No Administrar con Jeringas Accionadas

\utomaticamente. ,

-
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Do not administer to animals other than cattle or sheep. Injection of this antibiotic has been shown
to be fatal in swine and non-human primates, and it may be fatal in horses and goats.

RESIDUE WARNINGS: Animals intended for human consumption must not be slaughtered
within 28 days of the last treatment. Do not use in female dairy cattle 20 months of age or
older. Use of tilmicosin in this class of cattle may cause mitk residues. Do not use in
lactating ewes if the milk is intended for human consumption.

PRECAUTIONS: Read accompanying literature fully before use. Do Not Administer to Swine.
Injection in Swine Has Been Shown to be Fatal. Intramuscular injection wili cause a local reaction
which may result in trim loss. The effects of tilmicosin on bovine and ovine reproductive
performance, pregnancy and lactation have not been determined. The safety of tilmicosin has not
been established for sheep with a body weight of less than 15 kg.

How Supplied: Micoti 1s supplied in 50 mL, 100 mL and 250 mL muttidose amber glass bottles

Storage: Store at or below 86°F (30°C). Protect from direct sunlight.
Conservar a 86°F (30°C). Protejar de la directa tuz solar

7
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Pharmacolagy: A single subcutaneous njection of Micotit®300 at 10 mg/kg of body weight dose In cattle
resulted in peak timicosin levels within one hour and detectable levels (0.07 pHg/mL) in ierum beyond 3 days.
However, fung concentrations of timicosin remained above the tilmicosin MIC 95% of 3.12 pg/mL for
Mannheimia (Pasteurella) haemolytica for at least 3 days following the single injection. Serum timicosin
levels are a poor indicator of total body timicosin The lung/serum tiimicosin ratio in favor of lung tissue
appeared to equilibrate by 3 days post injection at approximately 60 In a study with radioactive timicosn,
24% and 68% of the dose was recovered from urine and feces respectively over 21 days

Directions - Inject Subcutaneously in Cattle and Sheep Only. Administer a single subcutaneous dose
of 10 mg/kg of body weight (1 mL/30 kg or 1.5 mL per 100 lbs)

Do not inject more than 15 mL per injection site

Do not use in lambs less than 15 kg body weight.

if no improvement 1s noted within 48 hours, the diagnosis should be reevaluated

For cattle and sheep, wyjection under the skin in the neck is suggested. If not accessible, inject under the skin
behind the shoulders and over the rbs.

Note: Sweliing at the subcutaneous site of Injection may be observed but s transient and usually mild

CONTRAINDICATIONS: Do not use in automatically powered syringes. Do not administer
intravenously to cattle or sheep. Intravenous injection in cattle or sheep will be fatal.
6
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Indications: Micotl®300 1s indicated for the treatment of bovine respiratory disease (BRD) and ovine
respiratory disease (ORD) associated with Mannheimia (Pasteurella) haemolytica Micotil®300 1s indicated

for the controi of respiratory disease in cattle at tugh nsk of developing BRD associated with Mannhenmia
(Pasteurella) haemolytica.

Description: Micoti®300 1s a solution of the antibiotic timicosin. Each mL contains 300 mg of tilmicosin,
USP as tiimicosin phosphate in 25% propyiene glycol, phosphoric acid as needed to adjust pH and water
for injection, G S Tilmicosin, USP 1s produced semi-synthetically and 1s in the macrofide class of antibiotics

Actions: Activity — Timicosin has an m-witro™* antibacterial spectrum that is predominantly gram-positive
with activity against certain gram-negative microorganisms. Activity agamst several mycoplasma species
has also been detected.

Ninety-five percent of the Mannheirmia (Pasteurella) haemolytica 1solates were inhibited by 3 12 pg/mL or
less
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Microorganism MIC** (pg/mL)
Mannheimia (Pasteurella) haemolytica 3.12
Pasteurella multocida 6.25
Histophilus somnt 6.25
Mycoplasma dispar 0.097

M bowvirtunis 0.024

M. bovoculi 0.048

**The clinical significance of this in-vitro data in cattle and sheep has not been demonstrated.

Toxicology: The heart s the target of toxicity in laboratory and domestic animals given Micotik®300 by oral
or parenteral routes. The primary cardiac effects are increased heart rate (tachycardia) and decreased
contractility (negative inotropy). Cardiovascular toxicity may be due to calcum channel blockade

Upon injection subcutaneously, the acute median lethal dose of tiimicosin in mice IS 97 mg/kg, and in rats 1s
185 mg/kg of body weight. Given orally, the median lethai dose s 800 mg/kg and 2250 mg/kg in fasted and
nonfasted rats, respectively. No compound-refated lesions were found at necropsy

’n dogs, Intravenous calcium offset Micotil-induced tachycardia and negative inotropy, restoring artenial puise
syressure. Dobutamine partially offset the negative inotropic effects induced by Micotil In dogs B3-adrenergic
\ntagonists, such as propranolol, exacerbated the negative inotropy of Micotil in dogs

4
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n monkeys, a single intramuscular dose of 10 mg/kg caused no signs of toxicity A single dose of 20 mg/kg
caused vomiting and 30 mg/kg caused the death of the only monkey tested.

In swine, intramuscular injection of 10 mg/kg caused increased respiration, emesis, and a convulsion,
20 mg/kg resulted in mortalty in 3 of 4 pigs, and 30 mg/kg caused the death of all 4 pigs tested Injection of
4 5 and 5.6 mg/kg intravenously followed by epinephrine, 1mi (1 1000) intravenously 2 to 6 times, resulted
in death of all pigs injected. Pigs given 4.5 mg/kg and 5.6 mg/kg intravenously with no epinephrine all
survived These results suggest intravenous epinephrine may be contraindicated.

Results of genetic toxicology studies were all negative Results of teratotogy and reproduction studies in rats
were negative The no effect level in dogs after daily oral doses for up to one year 1s 4 mg/kg of body weight

In cattle, subcutaneous doses of 10, 30 and 50 mg/kg of body weight, each injected 3 times at 72 hour
intervals did not cause any deaths. As expected, edema at the site of injection was noted. The only lesion
observed at necropsy was minimal myocardial necrosis in some animals in the 50 mg/kg group.
Subcutaneous doses of 150 mg/kg Injected at 72-hour intervals resulted in deaths. Edema was marked at
the site of injection. Minimal myocardial necrosis was the only lesion abserved at necropsy. Deaths of cattle
have been observed with a single intravenous dose of 5 mg/kg of body weight.

In sheep, single subcutaneous injections of 10 mg/kg dose did not cause any deaths and no adverse effects
of titmicosin were observed on blood pressure, heart rate, or respiratory rate.

5
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PRACTICES WHEN
USING

MICOTIL® 300
TILMICOSIN
INJECTION, USP

Please read this information before
you start using Micotll. This
information is a summary and is
not intended to take the place of
discussions with your veterinarian.
Micotil can only be prescribed by a
hcensed veterinarian who has
information specific to your
operation. You should discuss with
your vetermanan how to use

- Micotil, human warnings

associated with the product and
recommended safe handling and
use practices. For emergency
medical information call
1-800-722-0987 or 1-317-276-2000
If you have any questions about
Micotil, talk with your veterinanan
or call Elanco at 1-800-428-4441.
To report an adverse drug event
contact Eianco at 1-800-428-4441.

1. WHAT ARE THE POSSIBLE
EFFECTS OF ACCIDENTAL
HUMAN INJECTION?

Human injections of Micotl have
been associated with fatalities
Chnical signs from hurman
exposure include off taste in the
mouth, nausea, headeache,
dizziness, rapid heart rate, chest
pam, anxiety or
hghtheadedness. Local reactions
such as injection site dain,
bieeding, swelling or
inflammation have been
reported

2. WHAT SHOULD | DO INTHE
CASE OF ACCIDENTAL
HUMAN INJECTION?

* Immediately seek medical
attention

s Apply ice or cold pack to
injection site, while avoiding
direct contact with the skin, and
transport iImmediately to a
hospital.

» Cail 1-800-722-0987
or 1-317-276-2000 for further
emergency information

3. WHAT SHOULD MY
PHYSICIAN KNOW INTHE
CASE OF ACCIDENTAL
HUMAN INJECTION?

* The cardiovascular system 1s
the target of toxicity and should
be monitored closely

» Cardiovascular toxicity may be
due to calcium channe!
blockade

7 ¥Tintravénous calcium

administration reversed the
cardiovascular effects of Micotil
n dogs and may provide benefit
in patients exhibiting low blood
pressure (hypotension) or rapid
heart rate (tachycardia).

= Dobutamine improved some of
the cardiac function in dogs
given Micotil.

» Epinephrine increased the
toxicity of Micotil in pigs,
resulting in death.

« Propranolol (a beta-adrenergic
antagonist), further decreased
cardiac function in dogs given
Micotil.

* The active ingredient in Micotit
is tilmicosin phosphate and
persists in tissue for several
days.

« Call 1-800-722-0987
or 1-317-276-2000 for further
emergency information.

4. WHAT ARE THE PROPER
WAYS T
STORE MICOTIL?

* Store at or below 86°F (30°C),
out of direct sunlight, in a safe
location, not easily accessible to
the general public.

» Read, understand and follow all
label use directions.

*» Keep the needle capped until
ready to use.

« Never carry a loaded syringe
with an attached needie in
pocket or clothing.

* Wash hands thoroughly with
soap and water after handiing

5. WHAT ARE THE PROPER
METHODS FOR
ADMI ICOTIL?

H

N o

* Properly restrain animals prior ;
!

;

to administration.

« Work in a team, or if alone, !
advise someone of your location)
and how long you plantobe
there

* For subcutaneous use. Do not
use in automnatically powered
syringes.

* Use a 1/2-inch to 5/8-inch,

18- to 16-gauge needle

* With a single hand on the '
syringe, insert the needle
subcutaneously, at a top-down |
angle, while avoiding ;
penetration of underlying
muscle.

« For cattle and sheep, injection
under the skin in the neck is
suggested. If not accessible,
inject under the skin behind the
shoulders and over the nibs.

sAdministera single |

subcutaneous dose of 1.5 mL of

Micotil per
100 Ibs of
body
weight, in
either of the
two areas
noted in the
adjacent

drawing.

* For beef cattle, Beef Quality
Assurance recommends
injection site 1, unless this site
is inaccessible or places the
operator in a potentially
dangerous situation.

» Ensure proper disposal of sharp
needles and syringes.

» Wash hands thoroughly with
soap and water after
admunistration.

» Do not administer intravenously
(1V) as IV administration will be
fatal.

« Intramuscular injection will
cause a local reaction, which
may result in trim loss.

« Do not inject more than 15 mL
per injection site.

* Do not use n lambs less than
15 kg body weight.

Issued October, 2005
Efanco Animal Health
A Division of
Eli Lilly and Company,
Indianapolis, IN 46285, USA
Elanco® and Micotik® are
tradernarks of Eli Lilly and Company.
Copyright © 2003,
Elanco Ammal Health.
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PRACTICAS DE MANEJO
SEGURO CUANDO SE
UTILIZA

MICOTIL® 300

TILMICOSINA

INYECTABLE,
usp

Por favor lea esta informacién antes
de comenzar a utilizar Micotil. Esta
informacion es un resumen y nNo
pretende sustituir que lo discuta con
su vetennario. Micotit solamente
puede ser prescrito por un médico
veterinario autorizado que tenga la
informacion especifica de su
operacion. Usted debera discutir con
su veterinario como usar Micotil, las
advertencias para humanos
asociadas con este producio y el
manejo seguro y practicas Jde uso
que se recomiendan. Para
emergencias de informacion
médica liame al 1-800-722-0987

o 1-317-276-2000. Si tiene alguna
pregunta acerca de Micotil, hable
con su vetennano o llame a Elanco
al teléfono 1-800-428-4441. Para
reportar algun evento adverso con el
medicamento péngase en contacto
con Elanco al 1-800-428-4441.

1. ¢CUALES SON LOS POSIBLES
EFECTOS DE UNA INYECCION
ACCIDENTAL EN EL SER
HUMANQ?

Las nyecciones de Micobi al ser
humano se asociaron con
fallecmientos. Los signos
climicos de la exposicion humana
incluyen sabor desagradable en
la boca, nauseas, dolor de
cabeza, mareos, latidos rapidos,
dolor en el pecho, ansiedad o
atontamiento Se han
comunicado reacciones locales
como dolor, sangrado
tumefaccion o inflamacién en el
sitio de la inyeccion

2. :QUE DEBO HACER EN

CASQ DE UNA INYECCION
ACCIDENTAL A UN SER
HUMANO?

» Busque atencion médica
inmediatamente

= Aphique hteio o una bolsa de
hielo al sio de la inyeccidn,
evitando el contacto directo con
la piel, y transporte al paciente
inmediatamente a un hospital.

« Llame al 1-800-722-0987
o al 1-317-276-2000 para
obtener mas informacién de
emergencia

3. (QUE DEBE SABER M!
MEDICO EN CASO DE UN
INYECCION ACCIDENTAL
AL SER HUMANO?

» El sistema cardiovascular es el
blanco de la toxicidad y debe
vigilarse estrechamente.

» L a toxicidad cardiovascular
puede deberse a bloqueo de los
canales de calcio.

» La administracion intravenosa
de calcio revirtio ios efectos
cardiovasculares de Micotil en
los perros y puede ofrecer
beneficios a los pacientes que
presentan presion arterial baja
(hipotension) o latidos rapidos
(taquicardia)

» La dobutamina mejoré
parcialmente la funcion cardiaca
en los perros que recibieron
Micotil.

« La epinefrina aumento la
toxicidad de Micotil en los
cerdos, causando muertes.

« Propranolol (un antagonista
B-adrenérgico) disminuyé aun
mas la funcidn cardiaca en
perros tratados con Micotil.

+ El ingrediente activo de Micoti
es el fosfato de himicosina, que
persiste en los tejidos por vanos
dias

« L lame al 1-800-722-0987
o al 1-317-276-2000 para
obtener mas informacion de
emergencia.

4, ;CUALES SON LAS FORMAS
ADECUADAS DE MANEJO
Y ALMACENAMIENTO PARA
MICOTIL?

* Almacene a temperatura de
86 °F (30 °C) o menor, fuera de
la tuz solar directa, en un sitio
sequro que no esté facimente
accesible al publico en general.

*Lea, entienda y cumpla con
todas las instrucciones para el
uso incluidas en la etiqueta.

» Mantenga la aguja tapada hasta
que esté listo para usarla.

« Nunca lleve en el bolsitio o la
ropa una jeringuilla cargada con
una aguja montada.

* Lavese las manos
minuciosamente con agua y
jabon después de la
manipulacion.

5. zCUALE SON LOS METODOS
ADECUADOS PARA LA
ADMINISTRACION DE
MICOTIL?

» Sujete a los animales en forma
apropiada antes de la
administracion

» Trabaje con un equipo o bien, si
esta solo, avise a alguien dénde
estara y por cuanto hempo
estara alli

» Para uso subcutaneo. No utiice
jevingas operadas
automaticamente.

« Utilice una aguja de
1/2-puigada a 5/8-puigada, del
calibre 18 a 16.

« Sujete adecuadamente alos |
animales antes de su ;
administracion. |

* Con una sola mano en ia ;
jeringa, inserte la aguja
subcutaneamente, en un angulo
de arriba hacia abajo, evitando :
penetrar el musculo subyacente.|

» Para bovinos y ovinos se i
recomienda la inyeccion
subcutanea en la region del
cuello. S1 no fuese accesible, |

inyecte debajo de la piel detras \

H
H
i
|
H

|
i
H
i
1
!

de los hombros y sobre las
costillas.

= Administre una sola dosis
subcutanea de 1,5 ml de Micotil

por cada

45,4 kg de

peso, en

cualquera |
de las dos -
areas :

marcadas .

en el dibujo

anexo.

« Para bovinos de carne,
Seguridad de la Cahdad de la
Carne recomienda la inyeccion
en el sitto 1, a menos de que |
este sitio esté inaccesible para '
el operador o lo pongaenuna |
situacion potenciaimente i
peligrosa. ‘

« Asegurese de desechar 1
adecuadamente las agujas :
filosas y las jeringuillas :

« Lavese las manos '
minuciosamente con agua y
jabon después de la
administracion.

» No administre por via
intravenosa (IV) ya que la
adminstracion [V causara la
muerte.

« La inyeccion intramuscular
causara una reaccion local que
puede resultar en pérdidas por
recorte.

« No inyecten mas de 15 ml por
sitio de inyeccion

» No use en corderos de menos
de 15 kg de peso. '

Editado en Octubre, 2005

Elanco Animal Health
Una Divisién de
Eli Lilly y Compaiia,
indianapolis, IN 46285, USA
Elanco® y Micoti® son marcas registradas
de Eh Lty y Compafua.
Derechos © 2003, Elanco Ammal Health
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