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1. GENERAL INFORJUATION: 

a. 
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e. 

f. 
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1. 
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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: 

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 lb 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 approv’al. 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 tilm icosin 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 tilm icosin for the labeled indication in sheep. 

3. TARGETANIMAL 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 Iof 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. Elxercise 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 I-800-722-0987 or 1-3 17-276-2000. 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 M ICOTIL-induced 
tachycardia and negative inotropy (decreased contractility). Dobutamine partially offset 
the negative inotropic effects induced by M ICOTIL in dogs. fi-adrenergic antagonists, 
such as propranolol, exacerbated the negative inotropy of M ICOTIL in dogs. Epinephrine 
potentiated lethality of M ICOTIL 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 5 12 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 developing 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 5 12(c)(2)(F)(iii) 
of the Federal Food, Drug,, and Cosmetic Act. 

In accordance with 2 1 CFR 5 14.106(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. A TTA CHMENTS: 

Facsimile labeling is attached as indicated below. 

a. MICOTIL 300 - 50 mL vial label and insert 

b. MICOTIL 300 - 50 mL carton 
c. MICOTIL 300 - 100 mL vial label and insert 
d. MICOTIL 300 - 100 mL carton 
e. MICOTIL 300 - 250 mL vial label and insert 
f. Client Information Sheet (English) 
g. Client Information Sheet (Spanish) 
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NADA 140-929, Approved by FDA 

MicotiP300 Injection 
Tllmlcosln InJrcllon, USP 
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REVERSE SIC??& W=ONT LABEL 

I ADVERTENClAS PARA EL SER HUMANO:  Esie pmducio no ee per@ ueo humsno. La lnywcidn 
de este medicamsnto al 8er humane se ha asocledo wn rnuertes. Mantenga Ware de1 alcance 
de 10s nliios. No use en jerlngas opwadas eutomYkamen6. Procoda &I extnms cwteta 
pbra evltar la autoinyeccldn accidental. En cwJ ds lnyeccldn a un ser humane, consulte a un 
mddlco Rmedlatamenta y spllque hklo 0 uns bole1 de hlelo sobn el sitlo de ta Inyacclbn, 
evltando el contacto directo con la plel. Los nrimamr da teldfono par@ emergenclw mddlcas 
so” 1-800-722-0937 6 1.317-2762000. Evite el contwto con 10s ojos. 
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PRECAUTIONS: Read accompanying lllsrature fully before use. Do Not Admlnlster tc Swine. 
InjectIon In Swine Ha11 Been Shown lo be Fatal. Intramuscular Injection will cause a local 
reaction which may result In trim loos.The affects of tllmlcosln on bovine and ovine rsprcducttve 
Performance, pregnancy and lactation have not been determined. The safety of tllmlcosln haa 
not been established for sheep with e body weight ct lass than 15 kg. 
How Supplied: M~cct~l IS suppled In 50 mL. 100 mL and 250 mL multldcse amber glass bcttkw 
Storage: Store at or below 86°F (30°C) Protea from direct sunlighf 

Conservar a 86-F (30°C) Protqer de la directa luz solar. 
%wa’B. M~cotlkB and the diagonal color bar are trademarks of EII Lilly and Company 
Revised OCTOBER 2005 
Manufactured for Elancc Animal Health 
A Dlvlslon of Eli Lilly and Company 
lndlanapcbs. IN 46285. USA 
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AH0230 NADA 140-929, Approved by FDA 

MicotiP300 Injection 
Tilmicosin Injection. USP 

CAUTION: Federal (USA) law restricts this drug to “se by or on the order of a licensed 
veterlnallan 

HUMAN WARNINGS: Not for human use. Injection 01 this drug In humans has been 
associated with fatalltlw. Keep cut of reach of chlldnn. Do not use In wtomatlcallv 
powered syringes. Exemise extreme caution to avold accidental self-ln)ectlon. In case of 
human Injection, consult a physiclsn immedlateiy and apply ice or cold pack to Injection 
site while avoiding direct contact with the skin. Emergency medlcal telephone numbers are 
l-800-722-0987 or l-317-276-2000. Avold contact with eye.. 

1 
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NOTETOTHE PHYSICIAN:The c.rdiov.scul.r system is the target 01 tcwcity and should 
be monitored closely. C.rdiovascul.r toxicity msy be due to calcium channel blockade. 
In dogs, administration of intravenous c.kium offset Micotil-induced tachycardi. and 
negative motropy (decreased contrsctikty). Dobutamlne partially offset the negative 
motropic effects fnduced by Yicotil m  dogs. II-adrenergic antagonists, such 8. 
propranolol. exacerbated the negative inotropy of Micotil in dogs. Epinephrine 
potentiated lethality of Micotil in plgs.Thi. antibiotic persists in tissues for several days. 

AOVERTENCIAS PARA EL SER HUMANO:  Eote pmducto no es para “80 humano. La 
1nyeccl6n de est. medlcamento .I ..r hum.no . . h. arocisdo con muerIe.. Msntenga fuera 
del alcance de lo. nlfios. No use en jeringss aperadas autom4tlcamente. Proceda con 
extrema cautela par. evitar I. autolnyeccl6n accidental. En cil.0 de inyeccldn . “n se, 
humane, conwlte B un m6dico lnmediatsmente y spllque hi.10 0 un. bola. de hlelo sobre el 
sitlo de la inyeccidn. evltando 01 contacto dlrecto con la piel. Lo. mimer-X de tel6fono par. 
.mergenci.s m6dic.r son 1-900-722-09916 l-317-276-2000. Evite el contact0 con IOS OIOS. 
- 

2 

DirectIon. -Inject Subcutm.ourly In Csttl. and Sheep Only. Admnistsr a s~ngl. ~iib~iitanews d;se 01 
10 ma/kc of body weight (1 mLl30 kg or 1 5 mL per lo0 Ibs) 
Do not inject more than 15 mL per ~njectwn sot. 
Do not us. I” lambs lees than 15 kg body weight. 
II no mprovement IS noted ~8th”~ 48 hours, the d,agnosis should be reevaluated 
For cattle and sheep, lnlectlon under the sbn in th. neck IS suggested. If not access~bl., in(.ct under the skin 
bahmd the shoulders and over the rbs -- - .-.. - - _. -. 
Not.: Swlllng at the s”ba,t.“.o”s at. of ,“,.ct,o” may be observed but IS transient and usually m,,d. 
CONTRAINDICATIONS: Do not us. In rutom.tically pawed syrlng.8. Do not sdminlster IntravenousI to 
ca”le 0, sh..p. lntnvenous lnj.ctlon In c.ttl. 0, shaep will b. ‘rtal. Do not .dmlnlrt.r to .nlm.b .thw 4 ,n 
cattl. or shesp. Injection of thlr antibiotic h.r bwn shown to be l8t.l In rwln. and nonhuman prlm.t.s, 
.nd it m.y be 1.1.1 In hon.. and goat.. 

RESIDUE WARNINGS: Animal. Intended for hum.n con.umptlon mu.1 not b. slaughtered 
wlthln 28 day. of the l..t tr..tmwt. D O  not u.. In lem.l. d.l 

7 
Cattle 20 month. Of  .g. or 

older. lJ.e of tllmlcorln In thl. cl..s 01 c.ffle m.y c.u.. m Ik n.lduer. Do not u.e In 
lactating ewe. If th. milk I. lntw?d.d for human conwmptlon. 

7 
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Results of genatoc loxlcology studies were all negatw Results of teratology and reprodurbon studw ,n rats 
were negatwe The no ellect level m dogs after dally oral doses for up to one year IS 4 mgikg of body weght 
In ca”le. subcutaneous doses of 10, 30 and 50 mdkg o, body wagh,. each ,n,ected 3 ,,mes a, 72.hour 
intervals did not cause any deaths As expected. edema a, the s,,e ot ,n,ection was noted The only lesmn 
observed a, necr~psy was mm~mal myocardial nacrws in some ammals in the 50 @kg group 
Subculaneous doses of 150 mgkg injected at 72.hour intervals resulted m deaths Edema was marked at the 
safe 01 ~npct~on Mmlmal myocardlal necrows was the only lesson observed a, necropsy Deaths 01 cenle have 
been observed wth a angle ~ntra~eno~~ dose 01 5 mgfkg 01 body wlght 
In sheep. smgle subcutaneous injections of 10 m!$xg dose did no, cawa any deaths and no adverse effects 
a, l,lm,cos~” we,s observed on blood pressure. heart rate, or respiratory rate 
pharmacology: A angle subcutaneous ~n~ectlon of MlcotIWOO a, 10 mg/kg of body welgh, dose In cattle 
resulted m peak t~lm~cosm levels when one how and detectable levels (0 07 pplmL) m ?.er~m beyond 3 days. 
HOWBYBI. lung ~on~entratm~ of blmmsm remamed above Ihe blmlcosm MIC 95% of 3 12 !@mL for 
Mannhwms (Pasleur&) haemol@a for a, leas, 3 days followng the single ln~ection. Serum tilmlcosin levels 
are a poor lndneor of total body t~lnucosm The lung/serum tllmlcosln ratio m lavor of lung tissue appeared 
lo eq”,,,b,a,e by 3 days post ,“,ecbon a, approximately 80. In a study with radioactive tllm~COSIn. 24% and 68% 
a, fhe dose was recovered ,rom wne and feces respectwely owr 2, days 

5 

canales de calcio. En los pwor, la adminlstracldn Intrrwnosa de calcio compensa la 
taquicardla y lot BlectW inotr6plcos negatlvor (reduccibn de la contractllidad) lnducldos 
por Micotll. La dobutamina compensa parcialmente ias efectos Inotrdplcor nrgatlvor 
lnducidos par Mlcotll en perrw. LOI l ntqonlrtar S-adrw&giccN. cwno proprwwiol, 
exscorbsron el lnotropiemo negatlvo de Micotll m 10s perroa. La l plnefrln8 potencib Ie 

For SubcU1anaous Uss In Cattle and Shee Only. Do Not Use In Atiom~tioMy Powwed Syringes. 
Solo Pars Use Subcutaneo en Sovlnos y 8 vlnos. No Admlnhtrar con Jtingu Accionadu 
Automitlcamsntr. 
Indications: M1co,1,@300 15 ,nd,cated for the treatment of bovine respiratory disease (BRD) and owne 
resp!ra,ory dwase (ORD) assocated with Mannhemla (Pasteur&) haemolyflca Mico11KB300 IS mdlcated 
for the control of respiratory dwaso m cattle a, high rusk of developing BRD associated wth Mannhe!ma 
(Pasteurel/a) haemdyka 

3 
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Description: M1co111@300 IS a sofubon of the antlbiot~c tllmlcosln Each mL contains 300 mg of li lmlcosm. USP 
as llimlcosin phosphate 1” 25% propylene glycol, phosphoric aad as needed to adjust pH and waler for 
infection. Q  S Tllmwsln. USP IS produced semi-synthebcally and 1s in the macrokde claw of anbbacs 

M bow&r 0 048 
“The clm~cal slgnlfacance of this !n-wfro data m cattle and sheep has not been demonstrated 

4 
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Toxicology: The heart is the farget of toxicity in laboratory and domestic animals gwen Mlcotl~~3oo by ora! 
Or  parenteral routes The primary cardiac ef?ectS are increased heart rate (tacf,ycard,a) and decreased 
contractllily (negabvs inotropy) Cardiovascular taxicily may be due to c&urn channel blockade 
Upon lnfecbon wbcutaneously, the acute m&an lethal dose of tllmlcofln in mue IS 97 m&g. and ,n rats 8s 
165 mgikg of body weight Given orally, the median lethal dose 1s 800 mg/kg and 2250 mgikg In fast$d and 
nonfasted rats. respecbvely. No ccmpound-related les,ons were found a, necropsy 
In dogs. mlravenous cakum offset Mlwbl-induced lachycardia and ne 
pressure Dobulamme parbelly offset the negabve inotroplc effects m B 

abve inotrcpy, restoring erterlal pulse 
wed by Mlcolil m  dogs O-sdrenerglc 

antagonats. such as propranok,i. exacerbated the “egat,w inotropy of MIcobl I” doge. 
In monkeys. a sfngle ~ntramuscalar dose of 10 mglkg caused no signs of toxlclty. A smgle dose of 20 mg/kg 
caused vomlbng and 30 ma/kg caused the death of the only monkey tested 
In swme. ~“tramwcular ,n,echo” of 10 mqkg caused Increased resp~rabon. emens. and a conv”ls,on. 
20 ma/kg resulted I” mortality m 3 of 4 pigs, and 30 mg/kg caused the death of all 4 pigs tested ln~ection of 
4 5 and 5.6 mgikg ~ntrawnously followed by epmephnne. 1 ml (1 1000) ~nlrawnously 2 lo 6 times, resulted 
in death of all pags rnfecled Pigs given 4.5 mg/kg and 5 6 mpng InlravenwsIy with no epinephrlne elf 
surwed These results suggest ,ntraven~“s epmephrlne may be ccntralndwz.aled. 
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To rejxrt adverw, efkcts. access medkal 
Intcvnlalii, or OLltah acldtfonal pmduct 
informatk.n. call 1-ws428-4441, 

Manufactured for: 
Elanco Animal He&h 
A Division of Eli Lilly and Company 
Indianapolis, IN 46285,  USA 

Approved by: 

Base Spec.: SHG050 

Date: Q.C. approved by: Date: 
-- 

Process colour reproduction may not match PANTONE-ldent&=rt sni~rl -+ ,. :!:r-j:.?- “;:,, ‘_ _.,i,(- ,, ;; ig~,A~~ 

Do Not Use in Automatically 
Powered syringes. 
NO Admlnistrar con Jeringas 
Accionadas Automhticamente. 
CAUTION: Federal (USA) law restriat 
thlsdn&!tousebywontheoidarola 
rk8nsed vetelinarian. 
An anlibiotic ln)ectkn for subananaous use 
in cattle end sheep. For tfw treatment of 
bovine respiratory disease (BFtD) or ovine 
respiratory disease (ORD) associated with 
Mimnhehnfa (Pastmella) haemfyfks 
For the control of mplratory disease in 
cattle at high risk of devebpbg BRD 
assodaled with Mannheimia (Pastmm/k) 
f=mdvbkk 

NADA 140429 
Approved by FDA 100 mL 
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Manufactured for’ 
Elanco Animal Health 

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

Revised OCTOBER XXX 
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NADA 140-929, Approved by FDA 

Micotil@300 
ltlmicoeln Injection, USP 

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

HUMAN WARNINGS: Not for human use. Injection of this drug in humans has been assocrated with 
fatalities. Keep out of reach of children. Do not use in automatically powered syringes. Exercise 
extreme caution to avoid accidental self-iniection. In case of human iniection. consult a nhvsician 
immediately and apply ice or cold pack to hfection site while avoiding direct contact with’ the skin. 
Emergency medical telephone numbers are 1-860-722-0987 or 1-317-276-2000. Avoid contact with eyes. 

NOTE TO THE PHYSICIAN: The cardiovascular system is the target uf 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 inotmpy (decreased contractility). 
Dobutamine partially offset the negative inobopic effects induced by Micotil in dogs. 6-adrenergic 
antagonists, such as pmpranofol, exacerbated the negative inotropy of Micotil in dogs. Epinephrine 
potentiated lethality of Micotil in pigsThis antibiotic persists in tissues for several days. 
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ADVERTENCIAS PARA EL SER HUMANO: Este product0 no es para use humano. La inyeccion de este 
medicamento al ser human0 se ha asociado con muertes. Mantenga fuera del alcance de 10s nirios. No 
use en jeringas operadas automaticamente. Proceda con extrema cautela para evitar la autoinyeccion 
accidental. En case de inyeccion a un ser humano, consulte a un medico inmediatamente y aplique 
hfelo o una balsa de hielo sobre el sitlo de la inyecw%, evitando el contact0 directo con la prel. Los 
ntimeros de telefono para emergencias medrcas son 1-866-722-0987 6 1-317-276-2699. Evite el contacto _- 
CO” 10s ojos. 

NDTA PAAA EL MEDICO: El sistema cardiovascular es el blanco de la toxicidad y debe vigilarse 
estrechamente. La toxicidad cardiovascular puede deberse al bloqueo de 10s canales de calcio. En 10s 
perros, la administration intravenosa de calcio compensa la taquicardla y loa efectos inotrdpicos 
negativos (reduction de la contractilidad) inducidos por Micotil. La dobutamina compensa 
parcialmente 10s efectos inotropicos negativos inducidos por Micotil en perros. Los antagonistas 
D-adrenergicos, coma propranolol, exacerbaron el inotropismo negativo de Micotil en 10s perros. La 
eoinefrina potencio la letalidad de Micotil en cerdos. Este antibiotic0 persrste en 10s tejidos por varios 
d’ias. I 

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

2 
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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. 

1 

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 milk residues. Do not use in 
lactating ewes If the milk Is intended for human consumption. 

I 
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 tilmlcosin 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. 

BOW Supplied: Mlcotil IS supplled in 50 mL, 100 mL and 250 mL multidose amber glass bottles 
Storage: Store at or below 86°F (30-C). Protect from direct sunltght. 

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

- -v 



YLOO64MOCKUP-P3 10/11/05 3 12 PM Page 7 

PAGE 6 

Pharmacology: A smgle subcutaneous mjectlon of MICO~IWOO at 10  mg/kg of body weight dose I” cattle 
resulted in peak ttlmlcosm levels wlthm one hour and detectable levels (0.07 pg/mL) m  serum beyond 3  days. 
However, lung concentrations of tllmicostn remamed above the tl lmlcosm MIC 95% of 3.12 &mL for 
Mannheimia (Pasteurella) haemo/yt,ca for at least 3  days fol lowmg the single mfectlon. Serum tl lmicosm 
levels are a  poor indicator of total body tl lmtcosm The lung/serum tl lmlcosm ratlo In favor of lung tissue 
appeared to equil ibrate by 3  days post InjectIon at approximately 60  In a  study with radtoactlve ttlmlcoscn, 
24% and 68% of the dose was recovered from urine and feces respectively over 21  days 
Directions - Inject Subcutaneously in Cattle and Sheep Only. Admrmster a  smgle subcutaneous dose 
of 10  mg/kg of body weight (1 mU30 kg or 1.5 mL  per 100 Ibs) 
Do not Inject more than 15 mL  per InfectIon site 
Do not use m  lambs less than 15 kg body weight. 
If no  improvement 1s noted within 48 hours, the dlagnosls should be reevaluated 
For cattle and sheep, mjectlon under the skm m  the neck IS suggested. If not accessible, Inject under the skm 
behmd the shoulders and over the ribs. 
Note: Swel lmg 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 administer 
intravenously to cattle or sheep. Intravenous injection in cattle or sheep will be  fatal. 
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Indications: MlcotlMOO IS indicated for the treatment of bovine respiratory disease (BRD) and ovme 
respiratory disease (ORD) associated with Mannhefm/a (Pasteurella) haemolybca Micot11~300 IS Indicated 
for the control of respiratory disease in cattle at high risk of developing BAD associated with Mannhetmfa 
(Pasteurella) haemolyka. 

Description: Mlcotlb300 IS a solution of the antlbiotlc tl lmlcosm. Each mL  contains 300 mg  of tllmlcosln, 
USP as tl lmlcosm phosphate in 25% propylene glycoi, phosphoric acid as needed to adlust pH and water 
for InjectIon. Q S Ttlmtcosm, USP IS produced semi-synthetlcally and IS I” the macrol lde class of antlbtotlcs 

Actions: Actlvlty - Ttlmlcostn has an ~n-WroO” ant~bactenal spectrum that IS predommantly gram-posltlve 
with achwty agamst certain gram-negative mlcroorganlsms. Actlvlty agatnst several mycoplasma species 
has also been detected. 
Nmety-f!ve percent of the Mannhe~mla (Pasteurella) haemolyka Isolates were InhibIted by 3  12 VglmL or 
less 



,0064MOCK”‘_P3 
I . .  ,^_ 

I”,IL,U> 3 i 2 Pi4 Pacj.5 : 

PAGE 4 Y 

Microorganism MC” (pg/mL) 

Mannhemra (Pasteurella) haemolyffca 3.12 
Pasteurella mu/foods 6.25 
H/stophr/us somn, 6.25 
Mycoplasma dispar 0.097 
M bowrhmis 0.024 
M. bovoculi 0.048 

**The clmlcal slgntflcance of thts m-wtro data m cattle and sheep has not been demonstrated. 
Toxicology: The heart IS the target of toxicity m laboratory and domestlc animals given Mlcottls300 by oral 
or parenteral routes. The primary cardiac effects are increased heart rate (tachycardla) and decreased 
contractlllty (negative motropy). Cardiovascular toxicity may be due to calctum channel blockade 
Upon rnlection subcutaneously, the acute median lethal dose of tllmicosln In mice IS 97 mg/kg, and In rats IS 
185 mglkg of body weight. Given orally, the median lethal dose IS 800 mglkg and 2250 mg/kg In fasted and 
nonfasted rats, respecttvely. No compound-related lesions were found at necropsy 
In dogs, Intravenous calcium offset Mlcotll-Induced tachycardla and negative motropy, restoring artenal pulse 
lressure. Dobutamme partially offset the negative motroplc effects Induced by Mlcotll In dogs O-adrenerglc 
mtagomsts. such as propranolol, exacerbated the negative motropy of Mlcotll In dogs 
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In monkeys, a smgle Intramuscular dose of 10 mg/kg caused no signs of toxicity A smgle dose of 20 mgikg 
caused vomltmg and 30 mg/kg caused the death of the only monkey tested. 
In swme. Intramuscular qection of 10 mg/kg caused Increased respiration, emesls. and a convulsion. 
20 mg/kg resulted in mortality In 3 of 4 pigs. and 30 mg/kg caused the death of all 4 pigs tested InjectIon of 
4 5 and 5.6 mglkg Intravenously followed by eplnephnne, Iml (1 1000) intravenously 2 to 6 times, resulted 
In death of all pigs Injected. P!gs given 4.5 mg/kg and 5.6 mglkg tntravenously with no eplnephnne all 
survived These results suggest intravenous epmephnne may be contramdlcated. 
Results of genetlc toxicology studies were all negative Results of teratology and reproduction studies m rats 
were negative The no effect level in dogs after dally oral doses for up to one year IS 4 mglkg of body weight 
In cattle, subcutaneous doses of IO. 30 and 50 mglkg of body weight, each Injected 3 times at 72 hour 
Intervals did not cause any deaths. AS expected, edema at the site of mjection was noted. The only leston 
observed at necropsy was minimal myocardlal necrosis in some animals In the 50 mglkg group. 
Subcutaneous doses of 150 mg/kg Injected at 72-hour Intervals resulted m deaths. Edema was marked at 
the site of Injection. Minimal myocardlal necrosis was the only lesion observed at necropsy. Deaths of cattle 
have been observed with a single intravenous dose of 5 mg/kg of body wetght. 
In sheep, single subcutaneous qections of IO mg/kg dose did not cause any deaths and no adverse effects 
of tllmlcosln were observed on blood pressure, heart rate, or respiratory rate. 
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PRACTICES WHEN 
USING 

MICOTIL” 300 
TILMICOSIN 

INJECTION, USP 
Please read this informatlon before 
you start using Micotrl. This 
Information is a summary and is 
not intended to take the place of 
discussions with your veterinarian. 

j Micotil can only be prescribed by a 
1 lrcensed veterfnarian who has 
! informatlon specific to your 
; operation. You should dlsctiss with 

your vetennanan how to use 
: Mlcotil. human warnings 
i associated with the product and 
i recommended safe handling and 

use practices. For emergency 
medlcal mformatron call 
I-800-722-0987 or l-317-276-2000 
If you have any questlons about 
Mlcobl, talk with your vetennanan 
or call Elanco at l-800-428-4441. 
To report an adverse drug event 
contact Eianco at l-800-4 28-4441. 
1. WHAT ARETHE POSS!!&E 

EFFECTS OF ACCIDEBBL 
HUMAN INJECTION? 
Human injections of M~cotll have 
been associated wtth fatalities 
Cllnlcal signs from hurnan 
exposure Include off taste In the 
mouth, nausea, headache. 
dlzzmess, rapid heart rate, chest 
paIn, anxiety or 
kghtheadedness. Local reactions 
such as mjection site Darn, 
bleedmg, swellmg or 
lnflammatlon have been 
reported 

2. WHAT SHOULD I DCIN 
CASE OF ACCIDENT& 
HUMAN$Z 

* lmmedlately seek medical 
attention 

l Apply ice or cold pack to 
Inlechon site, while ax,oldmg 
direct contact wtth the skin, and 
transport Immedlatelv to a 
hospital. 

l Call l-800-722-0987 
or l-317-276-2000 for further 
emergency mformatlm3n 

3. WHAT SHOULD MY 
PHYSICIAN KNOW IN 
CASE OF ACClDENlTAL 
HUMAN INJECTIOBB 

l The cardtovascular system IS 
the target of toxicity and should 
be monltored closely 

. Cardiovascular tox~clty may be 
due to calcium channel 
blockade 

--..- - - i 

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

. Dobutamine improved some of 
the cardiac function In dogs 
given Micotil. 

l Epinephrine increased the 
toxicity of Mkzotil in pigs, 
resulbng in death. 

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

l The active ingredient m  Micotil 
is tilmicosin phosphate and 
perststs in tissue for several 
days. 

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

4. WHAT 
WAYS TO HANDLE AND 
STORE 

l Store at or below 86°F (30°C). 
out of direct sunlight, In a safe 
locatlon, not easily accessrble to 
the general public. 

. Read, understand and follow all 
label use directions. 

l Keep the needle capped until 
ready to use. 

* Never carry a loaded syringe 
wtth an attached needle in 
pocket or clothmg. 

l Wash hands thoroughly with 
soap and water after handling 

5. WHAT ARETHE PROPER 
METHODS FOR 
ADMINISTERING~ 1 

* Properly restram animals prior 
to admimstration. 

i 
1 

*Work m  a team, or if alone, 
advise someone of your location] 
and how long you plan to be j 
there 

l For subcutaneous use. Do not 
use in automatlcally powered 
syringes. 

l Use a i/2-Inch to 5/8-inch. 
18- to 16-gauge needle 

l With a single hand on the 
syrmge. insert the needle 
subcutaneously, at a top-down ; 
angle, whtle avoidtng 
penetration of underlying 
muscle. 

* For cattle and sheep, injection 
under the skm in the neck is 
suggested. If not accessible. 
mlect under the skin behind the 
shoulders and over the ribs. 

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. 

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

l Ensure proper disposal of sharp 
needles and syringes. 

l Wash hands thoroughly with 
soap and water after 
admmistration. 

l Do not administer intravenously 
(IV) as IV administration WIII be 
fatal. 

l Intramuscular injection will 
cause a local reaction, which 

1 

may resuft in trim loss. / 

’ l Do not inlect more than 15 mL 
per Injection site. / 

l Do not use m  lambs less than 
I 

15 kg body weight. 
i 
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Elanco Animal Health 
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ElancuB and MicotiD are 

trademarks of Eli Ltlly and Company. 
/ 

Copyright 0 2003, 
j 

Elanco Antmal Health. I 
PA9082MOCKUP DR-V-OCT-05 ~ 

1 
cl 
ii 
2 

8 
u 
m  I 

t---------- ---r" 



I 
I  

Height 46mm He,gh: - 46mm 
I 

Height - 48mm 
-- _____ c 

PRACTICAS DE YANEJO 3- l Para usa subcuttineo. No ubfrce i 
SEG”RO ~lA.W.Ph #?I? 

,UnIwJLr 3K 
UTILIZA 

MICOTIL” 300 
TILMICOSINA 
INY ECTABLE, 

USP 

i!N jeringas operadas / 
autom&ficamente. INYFCCl6N ACCIDEMIAL 

AL SER HUMANO? - Utilice una aguja de 
I 

l El sistema cardiovascular es ei 112pulgada a 5Bpulgada. del 1 

Por favor lea esta i&&n antes 
de comenzar a u&ar Miil. Esta 
informa&n es un resumen y no 
pretende sustituir que lo dirtia con 
su vetennano. MicoM solamente 
puede ser presctito por un rn&ico 
Veterinario autorizado que tenga la 
informaa6n espac&ca de w 
opera&n. Usted debeti ckwtir con 
su veterinario corn0 usar Mlcotil. bs 
advertencias pare humanmi 
asocladas con este producto y et 
mane10 seguro y pticticas de US0 
que se recom~endan. Pam 
emergewas de informadn 
m&&a llame al WOO-722.0987 
o I-317-276-2ooO. Si tiene alguna 
pregunta acerca de Micotil hable 
con su vetennano 0 llame a Elanco 
al telefono 1-8OO-42W441. Para 
reportar algtin evento advwso con el 
medlcamento p&gase en contact0 
con Elanco al l -800-428-4441. 

1. ,$tJALES SON LOS F!!XG3&S 
EFECTOS DE UNA lNY!ZG!QN 
ACCIDENTAL EN EL 333 
HUMANO? 
Las myecclones de Mitmtll al ser 
human0 se asoclaron (coon 
fallecmwntos. Los slgrlos 
climcos de la exposlcion humana 
In&yen sabor desagr,3dable en 
la boca, n&useas. dolclr de 
cabeza, mareos, labdos r&pldos, 
dolor en el p&w, ansiedad o 
atontamiento Se han 
comumcado reaccionf!s locales 
coma dolor, sangrado 
tumefaccibn 0 Inflamacdn en el 
sitlo de la myecci6n 

2. iQtJi DEB0 HACEFEN 
CASO DE UNA INYECCldN 
ACCIDENTAL A UN S!5B 
HUMANO? 

l Busque atencl6n m&jica 
mmediatamente 

- Apllque hteio o una balsa de 
htelo al sItlo de la myeccl6n. 
ewtando et contact0 direct0 con 
la plel, y transporte al paclente 
mmedlatamente a un hospital. 

* Llame al l-800-722-0987 
o al l-317-276-2000 para 
obtener m&s mformacl6n de 
emergencla 

blanco de la toxicidad y debe 
vigilarse estrechamente. 

l La toxicidad cardiovascular 
puede deberse a Moqueo de 10s 
canales de caicio. 

l La admimstraa6n inhavenosa 
de calcio revirtid fcs efecfos 
cardlovasculares de Micotil en 
10s perros y puede ofrecer 
baneflcios a 10s padentes que 
presentan preslbn arterial baja 
(hipotensl6n) o latidos rtipidos 
(taquicarcka) 

l La dobutamina mejor6 
parcialmente la funci6n cardiaca 
en 10s perros que recibieron 
Micotll. 

l La epinefrina aumenti, la 
toxicidad de Micottl en 10s 
cerdos, causando muertes. 

l Propranolol (un antagonista 
B-adren&glco) disminuy6 alin 
m& la func& cardiaca en 
perros tratados con Mlcotll. 

l El ingrediente active de Micobl 
es el fosfato de tllmicosina. que 
persiste en 10s tejldos por vanes 
dias 

l Llame al I-800-722-0987 
o al l-317-276-2000 para 
obtener m8s informacibn de 
emergencla. 

4. &JALES SON LAS FORMAS 
ADECUADASDEMANEJO 
Y ALMACENAMIENTO PARA 
kmonL? 

l Almacene a temperatura de 
86 “F (30 “C) o menor, fuera de 
la luz solar directa, en un sitio 
seguro que no este f&lmente 
acceslble al pliblico en general. 

l Lea, enttenda y cumpla con 
todas las mstrucciones para el 
uso incluldas en la etiqueta. 

l Mantenga la agufa tapada hasta 
que este llsto para usarla. 

l Nunca lleve en el bolslllo o la 
ropa una feringuilla cargada con 
una agufa montada. 

l Ltivese las manos 
mmuciosamente con agua y 
jabbn despues de la 
mampulacl6n. 

5. iWALE SON LOS MeTOOOS 
ADECUADOS PARA LA 
ADMINISTRACli)N DE 
MICOTIL? 

- Sufete a 10s ammales en forma 
aproplada antes de la 
admmQracl6n 

l Trabate con un equlpo o bien, si 
esta solo, awse a algulen d6nde 
estara y por cusnto bempo 
es&r& alli 

calrbre 18 a 16. 
l Sujete adecuadamente a 10s 

animales antes de su 
i 

admimstracibn. 
I 

l Con una sola man0 en la I 
jeringa, ins&e la aguja 
subcutineamente, en un dngulo 1 
de arriba hacia abajo. evitando j 
penetrar el mljsculo subyacentej 

l Para bownos y ovinos se 
recomienda la myecci6n 
s&c&mea en la regi6n del 
cuello. 8 no fuese accesible. 

I 
’ 

inyecte debajo de la piel detr& 
de 10s hombros y sobre las 
costillas. 

/ 

- Administre una sola dosls 
, 
j 

subcutinea de 1,5 ml de Micobl/ 
porcada : 
454 kg de / 
peso, en 
cualqulera j 
de las dos 3 
Areas / 
marcadas 
en el dtbufo 
anexo. ’ 

- Para bovinos de came, 
Seguridad de la Calldad de la 
Carne recomienda la inyeccdn 

i 

en el sitto 1, a menos de que 
este sItlo estb inacceslble para 

/ 

el operador o lo ponga en una ; 
sduacldn potenclalmente 1 
pellgrosa. 

- Asegtirese de desechar , 
1 

adecuadamente las agufas : 
fllosas y las feringulllas 

l LBvese las manes 
minuclosamente con agua y I 
]ab6n despu& de la 
administracl6n. 

- No admmlstre por via 
intravenosa (IV) ya que la I 
admmWacl6n IV causari la i 
muerte. 

- La inyecci6n Intramuscular i 
causar& una reaccl6n local que / 
puede resultar en p&didas par , 
recorte. 

- No inyecten m6s de 15 ml por 1 
sitlo de inyeccl6n 

l No use en corderos de menos i 
de 15 kg de peso. 
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