Here 1o help your cattle RESPIRmycin
|]|'ﬂal|]ﬂ gasiep (tulathromycin injection)

Veterinarians and producers know just how devastating bovine respiratory disease (BRD) can be.
It compromises the productivity of an animal and overall profitability of an operation.

RESPIRmycin™ (tulathromycin injection) is here to help.

This ready-to-use, trusted injectable solution contains 100 mg of tulathromycin/mL. FDA-approved,
RESPIRmycin is equivalent to Draxxin” in:

- Active ingredient and inactive ingredients (carriers and excipients)
- Strength, dosage form and route of administration

Manufactured in Parnell's FDA-approved facility, you can count on RESPIRmycin to meet all quality and safety
standards. In other words, it's the product you can count on to help your cattle breathe easier.

Beef and Non-Lactating Dairy Cattle

BRD - RESPIRmycin Injectable Solution is indicated

for the treatment of bovine respiratory disease (BRD)
associated with Mannheimia haemolytica, Pasteurella
multocida, Histophilus somni and Mycoplasma bovis; and
for the control of respiratory disease in cattle at high risk
of developing BRD associated with M. haemolytica,

P multocida, H. somni and M. bovis.

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

Foot Rot — RESPIRmycin Injectable Solution is indicated
for the treatment of bovine foot rot (interdigital
necrobacillosis) associated with Fusobacterium
necrophorum and Porphyromonas levii.
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Suckling Calves, Dairy Calves, and Veal Calves

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

PARNELL

Swine

RESPIRmycin Injectable Solution is indicated for the
treatment of swine respiratory disease (SRD) associated
with Actinobacillus pleuropneumoniae, Pasteurella
Available in 50 mL vials and 100 mL vials multocida, Bordetella bronchiseptica, Haemophilus
parasuis and Mycoplasma hyopneumoniae; and for the
control of SRD associated with A. pleuropneumoniae,

P multocida and M. hyopneumoniae in groups of pigs
where SRD has been diagnosed.

Parnell's commitment to your Success.

RESPIRmycin serves as just another example of our ongoing commitment to helping veterinarians and
producers every way we can. Each product and technology in our portfolio offers customers the same quality
and convenience they've come to expect from estroPLAN" and GONAbreed". Count on it.

To learn more about RESPIRmycin or other Parnell offerings, contact your Parnell representative.
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The label contains complete use information, including cautions and warnings. Always read, understand and follow the label and use directions. nEsnnmvcin
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RESPIRmycin

(tulathromycin injection)

Injectable Solution
Antibiotic

100 mg of tulathromycm/ml.

) veal
alves andswine.Not o e n female a.wy attle 20 months of age o older,

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

DESCRIPTION
RESPRycin injcable Scuon s 3 teadylose sl parentnl pregaraton ontining
ofthe subdlass chml olRESPIRmy(m

contains 100 mg of tulathromycin, 500 mg propylene glycol, 19.2 mg citric acid and 5
monothioglycerol. Sodium hydroside or hydrochloic acid may be added to ad]usl pH. R[SPIKmy(m

isomers are shown below.
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INDICATIONS
Beef and Non-Lactating Dairy Cattle
BRD — RESPIRmycin In]ectahle Solution is indicated for the treatment of bovine respiratory disease
(BRD) associated with Mannheimia haemolytica, Pasteurella multocida, Histophilus somni, and
Mycoplasma bovis; and for the control of respiratory disease in cattle at high risk of developing BRD
associated with Mannheimia haemolytica, Pasteurella multocida, H;xlﬂphllux somnj, and Mycoplasma
bovis.

IBK — RESPIRmycin Injectable Solution is indicated for the treatment of infectious bovine

Foot Rot — RESPIRmycin Injectable Solution is indicated for the treatment of bovine foot rot

Suckling Calves, Dairy Calves, and Veal Calves
BRD — RESPIRmycin Injectable Solution is indicated for the treatment of BRD associated with
M. haemolytica, P multocida, H.somm, and M. bovi,

Swine

RESPIRmycin Injectable Solution is indicated for the treatment of swine respiratory disease (SRD)
associated with Actinobacillus pleuropneumoniae, Pasteurella multocida, Bordetella bronchiseptica,
‘Haemaphilus parastis, and Mycoplasma hyopneumoniae; and for the control of SRD associated with
Actinobacillus pleuropneumoniae, Pasteurella multocida, and Mycoplasma hyopneumoniae in groups of
pigs where SRD has been diagnosed.

DOSAGE AND ADMINISTRATION
Cattle
Inject subcutaneously as a single dose in the neck at a dosage of 2.5 mg/kg (1.1mL/100 b) body weight
(BW). Do not inject more than 10 mL per injection site.
Table 1. RESPIRmycin Cattle Dosing Guide

Animal Weight (Pounds) Dose Volume (mL)
100 5
200
300
400
500 .
600 8
700 .0
800 91
900 102
1000 14

Swine
inject intramuscularly as @ single dose in the neck at a dosage of 2.5 my/kg (0.25 mL/22 Ib) 8M,
Donotinject more than 2. mi. pr njecton site.

‘Table 2. RESPIRmycin Swine Dosing Guide

Animal Weight (Pounds)

Dose Vol )

29

CONTRAINDICATIONS
The use of RESPIRmycn I i i in ani jously found to be
hypersensitive to the drug.

WARNINGS
FOR USE IN ANIMALS ONLY.
NOT FOR HUMAN USE.
KEEP OUT OF REACH OF CHILDREN.
NOT FOR USE IN CHICKENS OR TURKEYS.
RESIDUE WARNINGS
(atﬁe

Iveatmenr This qu is not approved for use in female dairy cattle 20 months of age or ollder,
incalves

hortothese cows.

Swine
Swine intended for human consumption must not be slaughtered within 5 days from the last
treatment.

PRECAUTIONS

Cattle

The effects of RESPIRmycin on bovine reproductive performance, pregnancy, and lactation have not
been determined. Subcutaneous injection can cause a transient loca tssue reaction that may resultin
trim loss of edible tissue at slaughter.

Swine

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

ADVERSE REACTIONS

Cattle

I one BRD fild study, two calves treated with tulathromycin injection at 2.5 mo/kg BW exhibited
transient hypersalivtion. One of these calves also exhibited transient dyspnez, which may have been
related to pneumonia.

Swine
in one field study, one out of 40 pgs teated with tulathromycin njection at 2.5 mg/ky BW exhibited
mild salivation that resolved in less than four hours.

POST APPROVAL EXPERIENCE
The following adverse events are based on post approval adverse drug experience reporting. Not all
adverse events ar reported to the FDA CUM I i not aways possile o rellably estimate the adverse
event frequency or establish a causalrelatonship to product exposure using these . The fullowing

anaphylaxls/anaphylanmd veamons Fov a mmplete Immg of adverse reactions for tulathromycin
injection inject

CLINICAL PHARMACOLOGY

in hydrophilic
(han hydmphoblc media. This solubilty profile s consistent with the extracellular pathogen activity

EFFECTIVENESS

Gattle
BRD — In a multi-location field study, 314 calves with naturally occuring BRD were treated with
tulathromycininjection. Responses to treatment were compared to salne-treated controls, A mre was
04F on

Day 14. The cure rat higher (P < 0.05) d '
compared to saline-treated calves [zA%i Theve were two BRI) rela(ed deaths in the mlathmmy(m
)

Fifty-twe d calves and 27 salir d calves from the multi-l
fild BRD tresiment smdy had Mycoplasma_bovis identified incultures fiom _pre-treatment
bs. Of d calves, 37 (71.2%) calves were
categorized as cures znd 15 [zs a%) calves were categorized as teatment failures. Of the 27
saline-treated calves, 4 (14.8%) calves were categorized as cures and 23 (85.2%) calves were treatment

A Bayesian meta-analysis was conducted to compare the BRD treatment success rate in young calves
h ompare the BRD ; ung caly
lessand fed primarily
o the successrate n older calves (clves weighing more than 250 Ibs and fed primariy a roughage and
grai-based die) teted with wthromych nfecon, The anls's induced it fom four BRD
ind nine

in young calves was at least s good as the BRD treatment succes rate in older les A a el
for the treatment . haemolytica, P
o, som, an .o suing s day caes, and el s

In another multi-location ield study with 399 calves at high risk of developing BRD, administration of
tolathromycin injection resulted in a signficantly reduced incidence of BRD (11%) compared to
saline-trated calves (59%). Effectiveness evaluation was based on scored linical signs of normal
atitude/actvity, normal respiration, and a rectal temperature of < 104°F on Day 14. There were no
BRD e ol "

the saline-treated calves. Fifty saline-treated calves classified as non-responders in this study had

the lungs as compared to the plasma. The extent to which lung concentrations represent free (active)
drug was not examined. Therefore, the dinical relevance of these elevated lung concentrations is
undetermined.

dthe ics ofits antimicrobial h

Atoughthe

Tung tse.

Two induced infection model studies were conducted to confirm the effectiveness of tulathromycin
T is. Atotal of

with either ulathromycn injection (2.5 mo/kg BW) subutancously o a equivalent voume of sln.
b

aga\m some pa(hngens‘ They also tend to exhibit concentration Independen( killing; the rate of

Inth st meanlungesonecertages wee sl Sgnfcanly e theathomyc
and 15.0% vs.

inhibitory concentration G af the targeted pathogen. Under these mmmam the time that serum
concentrations remain above the MIC becomes the major determinant of antimicobial activity.
Macrolides also exhibit a post-anibioic effect (PAE), the duration of which tends to be bath drug and
pathogen dependent. In geneal, by increasing the macrolide concentration and the exposure time, the

ger " S

concentration be th i tion of PAE.

Tulath

P unchanged via biliary

"Carbon, C. 1998. Pharmacodynamics of Macrolides, Azalides, and Streptogramins: Effect on Extracellular
Pathogens. Clin. Infect. Dis., 27:28-32.

“Nightingae, (. 1997.
1, 16:438-443.

. Pediatr. Infect. Dis.

Cattle

Following subcutaneous administration into the neck of feeder calves at a dosage of 2.5 mg/kg BW,

tulathromycin s rapidly and nearly completely absorbed. Peak plasma concentrations generally occur

within 15 minutes after dosing and product relative bioavailability exceeds 90%. Total systemic

dearnce isapprovimately 170 /g, Tlathromycin dlstnbutes etensively into body isues, as
This

307% P <0.0001).

1BK — Two field studies were conducted evaluating tulathromyin injection for the treatment of IBK

associated with Moraxella bovis in 200 naturally-infected calves. The primary cinical endpoint of these
i d Ifwith no clinical signs of IBK. ulcer,

59,13, 17,6 21 e to mproveren deined s thefist oy on wh|d| aalfhadnodinalsgnsof

in both studies i \r<o.us;
for tulathromycin mlmmweated alves compared 10 saline-treated calves. Additionally, time to
improvement was significantly less (P < 0.0001) in both studies for tulathromycin injection-treated
Galves compared to saline-treated calves.

Foo injection for the treatment o

in 170 (ame in two field studies. Cattle diagnosed with bovine foot rot were enrolled and treated with a

single subcutaneous dose of tulathromycin injection (2.5 mg/kg BW) or an equivalent volume of aline.

Cattle were dinically evaluated 7 days after treatment for treatment su«ess, whlch was based on defined
welling,

tatstclly sgnificantly highe in tulathromycin jectontreated calves compared with salne-feaed

calves (60%vs. 8%, P < 0.0001 and 83.3% vs. 50%, P = 0.0088).

evidenced by Swine
If-life Ina multi y of ly occurring SRD, 266 pig:
{approximately 2.75 days in the plasma (based on quantifiable terminal plasma drug with i necion.Responses o reatment pared to sali d controls, Success
versus 8.75 days for total lung concentrations (based on data from healthy animals)]. Linear defined i i <104 on Day
7.The treatm ter (P < 0.05) treated pi

1.27mg/kg BW to5.0mg/kgBW.
No dnetic differen bserved Ives.

Cearance and i i isons of 2.5 mg/kg
ether subcutaneous or intravenous njecton.

Swine
Follwing intramuscuaradmiistation o eeder pigs at a dosage of 2.5 kg BW,tlthromyci s
completely and rapidly absorbed (T, ~0.25 hour). Subsecuently,the drug

(70.5%) mmpared to saline-treated pigs (46 1%} M. hyopneumonige “was isolated from 106
saline-treated and non-treated sentinel pigs in this study. Two induced infection model studies were
conducted to confirm the effectiveness of tulathromycin injection against . hyopreumoniae. Ten days
after inoculation intranasally and th a field strain of M. 144 pigs were
treated vith either tulathromycin injection (2.5 mg/kg BW) intramuscularly or an equivalent volume of
saline. Pigs were euthanized and necropsied 10 days post-treatment. The mean percentage of gross
preumonic lung lesons vas staistially sgnfanty lover (P < 0.0001) for tulathomyin

i
isues, acpeing » volumeof disto exceeding 15 kg Th fre rug  apidl e fomthe
systemicirculation (L= 187 mL/hr/kg). However ithas along terminal elimination hlf-ife (60to
90 hours) owing to 1ts extensive volume of distrbution. Although pulmonary. tulathromycin
concentrations are substantialy higher than concentrations observed in the plasma, the cinical

4 pigs than for d pigs in both studies (8.529%6 vs. 23,620 and 11.31% vs.
2642%).

The effectiveness of tulathromycin injection for the control of SRD was evaluated in a multi-location
natural lllfe(llnn ﬁeld study. When at least 15% of the sludy Gndldates showed clinical signs of SRD, all

significance of these indings is undetermined. There are no gender diferences in swine

pharmacokinetics.

MICROBIOLOGY
Cattle

Histophilus somn, and Mymp/asma bouis four pathogens assodiated with BRD; against Moraella bovis
associated with IBK; and against necrophorum and Jevi associated with
bovine footrot,

The G of tltronycnaginstndicated 800 and 1K patiogens e deterined uing mths

26 pigs) or saline (227 pigs). Responses to
reatment were evaluated on Day 7. Success was deﬁned as a pig with normal atttude, norm:
respiration, and rectal temperature of < 104°F. The treatment success rate was significantly greater (P <
0.05) i injecti d i %vs. 41.2%).

ANIMAL SAFETY
Cattle
Safety studi ducted in feeder calves receivi dose of 25 mg/kg BW, or
3 weekly subcutaneous doses of 2.5, 7.5, or 12.5 mg/kg BW. In all groups, transient indications of pain
after jecon wee sen, inducing head shaking and paving at the ground. njctio st sweling,
change

LSI 1M1 1+ Aé) AII MICvalues were
determined using the 9:1 isomer ratio of this compound.

BRD - he s f oy ver deteinedfr R0 ol bined o s el
therapeticand a-isk the US.

m pi swabs from ly
d calvesthat died, I the at-risk studies,isol

5, and fmm Iung  swabs or lung tissue of

ofslin-teated noespondes, and o ung swas oflung fssue of salin-reated v that e,
The results are shown in Table 3.

IBK - The MICs of tulathromycin were determined for Moraxella bovis isolates obtained from calves
enrolled in IBK field studies in the U.S. in 2004. Isolates were obtained from pretreatment zm\]undwal

were seen in animalsin al dosage groups. These lesions showed signs ofreslving aver time. No ofher
v s showed
g

ducted i feeder calves i dose of 10, 12.5, or
15 my/kg B, Macoscopialy, o lesions were bserved. Micoscopicaly, minimal to mild myocrdil
degeneration was seen in one of six calves administered 12.5 mg/kg BW and two of six calves
administered 15 mg/kg BW.

A safety study was conducted in preruminant calve 1310 27 days of age receiving 2.5 mg/ky BW or 7.5
myfkg BW ance subcutaneausly. Wit the exception of minimal to mild inecion site reacions, no
g other

Swine

swabs of calves with dlinica signs of IBK enrolled n the tulathromycin ijection and sali
groups. The results are shown n Table 3.

Foot Rot - The MIB of mlathmmy(m were demmmed for Fumbﬂzrenum necrophorum  and

obtained ot 5. and Canada in 2007.
Isolates were otaine from pre-teatment mlevdlgl[al bmpsles St swabsof e it dirica sins of
foot ot eolldin Table3,

Table 3. Tulathromycin minimum inhibitory can(enmlmn (MIC) values* for indicated palhagens
isolated from

(anada.
i " - - HiCronge
Indatedpatiogen | Ditelubted | Nofistes | MO Gyl | Moy | Hion
iz 7 0506
199 2 05 025108
istophius o 1999 4 Tod
cplsnators i) 3 PITEN]
Vorarel bovs 2004 05 0. [
2007 116 2 o <025t0> 128
Porphyamons i 07 0 B i3 050> 18
N lation b it i d clini iveness is unknown.
**The lowest MIC t 50% and 90% of respectively.
Swine
In'vitro ativity of in has been against Actinobacills

The MICs of tulathromycin against indicated SRD pathogens were determined using methods
recmmended by the Cnical and abortorySancars st (15, M31-4and H31-43). MG for
terinay
hours a351037°Cn Centhed aimcsher Al I s
btained in 2000 and 2002
plgs and non-treated semmel g emolled nTiatment of D il stude n o US, and (anada
Isolates obtained in 2 2008 were from lung samples fiom saline-teated and tulathromycin
injection-treated pigs el nthe Conol af SR fed sy in th . and Garada, To el re
shownin Table .

using the 1 |samer

Table 4. Tulathromycin minimum inhibitory concentration (MIC) values* for indicated pathogens
isolated from field studies evaluating SRD inthe U.5. and Canada.

Inditedpathogen Datelsoted | No.ofisotes | MC(ugml) | MIC (ugiml) lew e
Adinobacilus 2000202 35 16 2 61032
plewspneumonise 200008 £ 1 1 [y

FETE) fl i p 0506

100207 5 1 7 15056
Puterdam oy 10120 ) 1 2 S0B02
Bovdetel bronchiseptica 2000-2002 a2 ) 8 o8
“The correlation b

is unl .
“The lowest MICto encompass 50% and 30% of the most susn:epnble isolates, vespe(twely
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dose of 25 mo/kg BW, or 3 weekly
intramuscular doses of 2.5, 7.5, or 12.5 mg/kg B In all groups, trznsient indicatons of pain after
injection were seen, inclucing restlessness and excessive vocalzaton. Tremors occurted briefly n one
animal receiving 7.5 mg/kg BW. Discoloration and edema of injection ste tissues and corresponding
histopathologic changes were seen in animals at all dosages and resolved over time. No other
h | dosage

g

STORAGE CONDITIONS
Store below 25°C (77°F), with excursions up to 40°C (104°F). Use this product within 45 days of the first
puncture and puncture a maximum of 20 times, If more than 20 punctures are anticipated, the use of
automatic injection equipment of a repeater syringe is recommended. When using a draw-off spke or
nghedle with bora diameter larger than 16 gauge, discard any product remaining in the vial immediately
after use.

To report suspected adverse drug events, for technical assistance or to obtain a copy of the Safety Data
Sheet, contact Paell at 1-800-887-2763. For additional information about adverse drug experience
teporting for animal drugs, contact FDA at 1-888-FDA-VETS or http://wwwwfda gov/reportanimalae.

HOW SUPPLIED
injection) ion I

S0ml vial

100 mL vial

Approved by FDA under ANADA # 200-730

Manufactured by:
PARNELL TECHNOLOGIES PTY, LTD.
4/476 Gardeners Road

Alexandria NSW 2015 Australia

Distributed by:
PARNELLU.S. 1, Inc.
7015 College Boulevard, Level 6,
Overland Park, S, 66211
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