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I. GENERAL INFORMATION: 

A. File Number: 

B. Sponsor: 

C. Proprietary Name(s): 

D. Established Name(s): 

E. Pharmacological Category: 

F. Dosage Form(s): 

G. Amount of Active 
Ingredient(s): 

H. How Supplied: 

I. How Dispensed: 

J. Dosage(s): 

K. Route(s) of Administration: 
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NADA 14 1 -244 

Pfizer, Inc. 
235 East 42d St. 
NewYork,NY 10017 

Drug Labeler Code: 000069 

DRAXXIN Injectable Solution 

Tulathromycin 

Antimicrobial 

Sterile injectable solution 

50 mL, 100 mL, 250 mL, and 500 mL glass vials 

2.5 mglkg body weight (BW), administered once 

Subcutaneous (cattle) or intramuscular (swine) 
injection in the neck 

Beef and non-lactating dairy cattle, and swine 

Cattle: DRAXXIN Injectable Solution is 
indicated for the treatment of bovine respiratory 
disease (BRD) associated with Mannheimia 
haemolytica, Pasteurella multocida, Histophilus 
somni (Haemophilus somnus), and Mycoplasma 
bovis; and for the control of respiratory disease 
in cattle at high risk of developing BRD 
associated with Mannheimia haemolytica, 
Pasteurella multocida, Histophilus somni, and 
Mycoplasma bovis. 

Swine: DRAXXIN Injectable Solution is 
indicated for the treatment of swine respiratory 



N. Effect(s) of Supplement: 

Freedom of Information Summary 
NADA 14 1-244 

Page 2 

disease (SRD) associated with Actinobacillus 
pleuropneumoniae, Pasteurella multocida, 
Bordetella bronchiseptica, and Haemophilus 
parasuis. 

This supplement provides for the addition of 
Mycoplasma bovis to the list of target pathogens 
for the BRD control "at high risk" indication. 

11. EFFECTIVENESS: 

A. Dosage Characterization: 

This supplemental approval does not change the previously approved dosage. The 
FOI Summary for the original approval of N A D A  141-244 dated May 24,2005, 
contains dosage characterization information for cattle. 

B. Substantial Evidence: 

Effectiveness of tulathromycin for the treatment of bovine respiratory disease (BRD) 
associated with Mannheimia haemolytica, Pasteurella multocida, and Histophilus 
somni (Haemophilus somnus); and for the control of respiratory disease in cattle at 
high risk of developing BRD associated with Mannheimia haemolytica, Pasteurella 
multocida, and Histophilus somni was previously demonstrated in the original 
approval, and is summarized in the FOI Summary for DRAXXIlV Injectable Solution 
(NADA 141 -244) dated May 24,2005. 

Effectiveness of tulathromycin for the treatment of BRD associated with Mycoplasma 
bovis was demonstrated using two experimentally-induced infection model studies 
and examining M. bovis data from cattle used in the BRD treatment studies conducted 
for the original approval of DRAXXIN Injectable Solution. These data are 
summarized in the FOI Summary for DRAXXIN Injectable Solution 
(NADA 141 -244) dated August 18,2006. 

Effectiveness of tulathromycin for the control of respiratory disease in cattle at high 
risk of developing BRD associated with M. bovis was further demonstrated by 
examining M. bovis data from cattle used in the BRD control studies conducted for 
the original approval of DRAXXIN Injectable Solution. 

1. Identification of Mycoplasnza bovis in Cattle Enrolled in BRD Control 
Studies 

The presence of M. bovis in calves enrolled in the BRD control studies 
( 1  133C-60-99-3 10, 1 133C-60-99-3 1 1, and 1 133C-60-99-3 12) summarized in the 
FOI Summary for DRAXXIN Injectable Solution (NADA 14 1 -244) 
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dated May 24,2005, was examined. None of the isolates obtained from the Texas 
site (1 13 1 C-60-99-309) survived transport to the laboratory. 

M bovis was identified by fluorescent antibody (FA) test from samples which 
were cultured from nasopharyngeal swabs of saline-treated non-responders and 
from lung swabs or lung tissue of saline-treated calves that died during the 
studies. A total of 50 FA-positive isolates were identified, as shown in Table 1 

2. Determination of Minimum Inhibitory Concentrations (MICs) 

Table 1. Number of isolates from cattle with naturally-occurring BRD which 
were positive for M. bovis by FA test. 

The MICs of tulathromycin were determined for M. bovis isolates obtained from 
calves enrolled in BRD treatment and control field studies in the U.S. in 1999. In 
the treatment studies, isolates were obtained from pre-treatment nasopharyngeal 
swabs from all study calves and from lung swabs or lung tissue of saline-treated 
calves that died. In the control studies, isolates were obtained from 
nasopharyngeal swabs of saline-treated non-responders and from lung swabs or 
lung tissue of saline-treated calves that died. MICs were determined using 
methods recommended by the Clinical and Laboratory Standards Institute 
(M3 1 -A2). The results are shown in Table 2. 

r- 
Study Number and Location 

1 133C-60-99-3 10 Idaho 

1 133C-60-99-3 I 1 Nebraska 

No. of Isolates Positive for 
M. bovis by FA 

1 1  

4 

is unknown. 
* *  The MIC to encompass 50% and 90% of the isolates, respectively. 

1 133C-60-99-3 12 California 

Total 

Table 2. Tulathromycin minimum inhibitory concentration (MIC) values* 
for M. bovis isolated from field studies evaluating BRD in the U.S. 

Indicated pathogen 

Mycoplasma bovis 
I 

* The correlation between in vitro susceptibility data and clinical effectiveness 

Date 
isolated 

1999 

MICrange 

(pg/mL) 
5 0.063 to 

> 64 

No.of 
isolates 

43 

MICSO** 

(pg/mL) 

0.125 

** 
MICW 
(pg/mL) 

1 



Freedom of Information Summary 
NADA 14 1-244 

Page 4 

111. TARGET ANIMAL SAFETY: 

CVM did not require target animal safety studies for this supplemental approval. The 
FOI Summary for the original approval of NADA 141 -244 dated May 24, 2005, contains 
a summary of target animal safety studies for cattle. 

IV. HUMAN FOOD SAFETY: 

A. Toxicology: 

CVM did not require toxicology studies for this supplemental approval. The FOI 
Summary for the original approval of NADA 141-244 dated May 24,2005, contains a 
summary of all toxicology studies. 

B. Residue Chemistry: 

CVM did not require residue chemistry studies for this supplemental approval. The 
FOI Summary for the original approval of NADA 141 -244 dated May 24,2005, 
contains a summary of residue chemistry studies for cattle. 

C. Microbial Food Safety: 

The impact of the proposed change in the control indication for tulathromycin in 
cattle from "For the control of respiratory disease in cattle at high risk of developing 
BRD associated with Mannheimia haemolytica, Pasteurella multocida, and 
Histophilus somni (Haemophilus somnus)" to "For the control of respiratory disease 
in cattle at high risk of developing BRD associated with Mannheimia haemolytica, 
Pasteurella multocida, Histophilus somni, and Mycoplasma bovis" on microbial food 
safety was carefully considered by the Agency. The Agency determined that this 
change should not significantly impact public health, and therefore an evaluation of 
microbial food safety regarding this change was not necessary at this time. 

D. Analytical Method for Residues: 

The FOI Summary for the original approval of NADA 141-244 dated May 24, 2005, 
contains the analytical method summaries for tulathromycin in cattle. 

V. USER SAFETY: 

The product labeling contains the following information regarding safety to humans 
handling, administering, or exposed to DRAXXIN Injectable Solution: 

For use in animals only. Not for human use. Keep out of reach of children. 

To request a materiaksafety data sheet, call 1-800-733-5500. 
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VI. 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 5 14. The data demonstrate 
that DRAXXIN Injectable Solution, when used according to the label, is safe and 
effective for the control of respiratory disease in cattle at high risk of developing BRD 
associated with Mycoplasma bovis. Additionally, data demonstrate that residues in food 
products derived from cattle treated with DRAXXIN Injectable Solution will not 
represent a public health concern when the product is used according to the label. 

A. Marketing Status: 

Labeling restricts 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 lay persons to appropriately diagnose and subsequently use this 
product to treat BRD, and (b) restricting this drug to use by or on order of a licensed 
veterinarian should help prevent indiscriminate use which could result in violative 
tissue residues. 

B. Exclusivity: 

Under section 5 12(c)(2)(F)(iii) of the Federal Food, Drug, and Cosmetic Act, this 
approval qualifies for THREE years of marketing exclusivity beginning on the date of 
the approval. The three years of marketing exclusivity applies only to the control of 
respiratory disease in cattle at high risk of developing BRD associated with 
Mycoplasma bovis for which this supplement is approved. 

C. Supplemental Applications: 

This supplemental NADA did not require a reevaluation of the safety or effectiveness 
data in the original NADA (2 1 CFR $51 4.106(b)(2)). 

D. Patent Information: 

Tulathromycin is under the following U.S. patent numbers: 

U.S. Patent Number Date of Expiration 
6,329,345 November 1 8 ,20  1 9 

6,420,536 May 29,20 18 

6,514,945 January 24,2021 

6,583,274 May 2,2020 

6,777,393 May 29,20 18 
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VII. ATTACHMENTS: 

Facsimile Labeling: 

a. DRAXXIN Injectable Solution - 50 mL vial label and insert 

b. DRAXXIN Injectable Solution - 50 mL carton 

c. DRAXXIN Injectable Solution - 50 mL shipper label 

d. DRAXXIN Injectable Solution - 100 mL vial label and insert 

e. DRAXXIN Injectable Solution - 100 mL carton 

f. DRAXXIN Injectable Solution - 100 mL shipper label 

g. DRAXXIN Injectable Solution - 250 mL vial label and insert 
h. DRAXXIN Injectable Solution - 250 mL carton 

i. DRAXXIN Injectable Solution - 250 mL shipper label 

j. DKAXXIN Injectable Solution - 500 mL vial label and insert 
k. DRAXXIN Injectable Solution - 500 mL carton 

1. DRAXXIN Injectable Solution - 500 mL shipper label 
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250 mL Vial 
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STORAGE CONDITIONS 
Store at or below25"C In'F) 

HOW SUPPLIED 
DRAWN Inlectable SoluQon ~savallable Inthefol lw~ng packageslzes. 

SOmLv~al 
lOOmLnal 
2WmLv1al 
500mLvlal 

U S Patents See US 6329,345, US 6.420536. US 6,514,945. US 6,583,274. 
US 6.m.343 

NADA14I-244,Approved by FDA 
~ -- ..~.. - 

Pfizer Animal t1cdth 
D1v.ofPfiz8r 1nc.W NYlWl7 

To repon a suspected adverse reaction c a 1 1 1 0 0 D 3 6 C ~  
To request a material safetydata sheet call 1-BmTB5Pm 

For addNonal DRAXXIN pmductlnformabon call. 
1-ORAXUN or go to ~ . O t l U X W . c o m  

Made in France 

- 

79-9948-MX2 
July 2W7 

MOCK1206 

[ i 3 , 4 ~ - m d e o ~ - i l d ~ e t h ~ a m 1 n o ) - ~ ~ - ~ l o - ) ; e 4 -  
azacyclopentadecan-15-one and (2S3S.6RBR.9R.lOS.l lS.12RI-lI-IIL6-d1deoxv- 

( INDICATIONS 
W e  
ORAXXIN lnlectable Solution is lndlcatedfor thetreatment ofbwlne respiratory 
disease (BAD1 associated with Mannhermia haemolybca, Pasrsuralla multocida, 
HrStOZiIussomniIHaemophilursomnus), and Mvcodasrna b&:and for the 

1 conml of r e ~ o l r a t o ~ d l ~ e a ~ e  m calide at hlah nsk of develoolna BRD assoc~ated 
with ~annheimia haemolpca. ~asteurella-~nultocida, ~isr&h>ussomi, and 
Mycoplasma bove. 
S.4". "-..." 
DRPXXIN Injectable Solmion ~s~nd~catedforthetreatmem of smne respiratory 
dlsease ISROI assoc~ated wlth AcbnobacrUuspleur~neumrnrae, Pasfeurella 
multocrda, Borderella bronchrsepbca, and Haemophrlusparasurs 

~n~ectsubcmneously as a s~ngle dose ~n the neck at a dosage of 2 5 m@g 
( I  1 mUlWIb) bodywe~ght IBWI Oonot~nlectmorelhan 10 mLper Inlemon sne 

Tnbl.1. DRAXXIN Cafie Doslng Gu~de 

I An~mal We~ghtlPoundsl I OoseVolume lmU 

lnlect lmramuscularty as a slngle dose In the neck at a dosage of2 5 mgkg I ID 25 mU22 ~ o l  BW Do not inject more than 2 5 mL per lnlecnon s~te 

Table2 DRPXXIN Swine Dosing Guide 

t Animal Weight IPounds) I Dose Volume ImU 
15 0.2 

COIITRAINOICATIONS 
The use of DRRYXlN Injectable Solunon is contraindicated In animals previously 
foundto be hypersensluvetothe drug. 

WARWINGS 
FOR USE IN A N I W  ONLY. NOl FOR HUMAN USE. 
KEEPOUT OFREICH OF CHILDREN. 
NOTMR USE IN CHIUENS MI TURKEYS 

RESIDUE WARNINGS I w e  
Cattle lmendedlor human consumphon must not be slaughtered wrthin 18 days 
fmm the lasttreabnent Do not use in female dairy cattle XI momhs of age or 
older.Awrthdrawal Denod has not been estaMished forthis productin ore- 
ruminating calves. do not use in calvesto be processed for veal. I Svina 

1 lactanon have nm been de(&n!ned litramuscular lnlemon can ciuae a ' 
transtent local tissue reacnonthat may resun~nmm lossof edlblenswe at I slaughter. 

AOVIRSE REACTIONS 

In onefield study, two calves treatedwith DRPXXIN at 2.5 mglkg BW arh~b~ted 
translenthypersal~ation. One of these calves alsoexhibrted transient dyspnea. 
which may have been relatedto pneumonia. - I -  

.iineimended for human ConsumpDon must not be slaughtered wrthin 5days 
from the lasttreabnent 

Theeffects of DRAXXIN on bovine reproduOve peltormance, pregnancy, and 
lactation have not been determined. Subcutaneous iniection can cause a 
transient localtissue reaction that may resuk ~ n m m  loss of edibleussue at 
slaughter. 
Swine 
The effects of DRPXXIN on oorclne reoroductive oerlormance. oreanancv. and 

Swine 
Inoneheld study, one om of 40 pgstreatedmth O W I N  at 2 5 mglkg BW 
exhlbned mild salwation that resolved in less than four hours. 

I WNIULPHARNAWLOCY 
At physdoglcal pH.tulalhmmyc~n la weak basel ~sapproomately Wumes more 
solubleIn hvdroohlllc than hvdroohobc me la  Ths solublltv orohle lsconsaent 
~ t h ~ e e ~ a c e l l u l a r ~ a l h o ~ n  i m n t y  cyplcally assoc~ated.htha macrol~desl 
Martedly h~gher Nlathromycln concenuanons are observed in thelungsas 

I comoared tothe olasma. Theerremto whichluna concenlranms represent lree I (ac<ve~ drug was notexamlned ~heretore,the cknlcal relevance ofiheae 
elevatad lung concenumonsls undeterm~ned 
~lthou~hthe~relanonshi~ benveentulathromycin and the characterimcsof 11s 
antlmlcrob~al eftects has n a  been charactenzed,asa class,macmlidestendto 
be pnmanly bactenoaabc, bm may be bactenc~dal agaonnwrne pathogens 2 / They alsotend to exh~bnconcemranon lndependentkalllng. the rate of bactena~ 

I erad~catlon does not chanae once serum drua concemrationsreachZo3 tlmes 
the MIC ofthe targeted pahogen. under these conditionsthe timethat serum 
concemrauons remainabove the MIC becomesthe malor demnninantof 
ammicrobial a c W  Macrnlidesalso exhibit a ooa-ambioficeffect (PAEI.the 

I duranon of wh~ch tendsto be both drug and pamogen dependem In general. by 
lncreaslngthe macrol~de concernanon and the exposure nme, me PAEmll 
increase tosome maximal duration. M thetwovariables. concemrmon and 
exposureDme,drug concentration tendsto be the most prmeiful demnninamof 
the duranon of PAE. 
Tulathmmycin is eliminated from the body pnmariiy unchanged via bihary 
excrenon 

I I Cahn ,  C 1998 Pharmacohmam~cs of Macrolides. Azalides, and 
Sveprogrannns: ~ f f e c t o n  Exkace~ular ~athogsns Dn. Infect Dis., n:B-32 
2 Nightingale, C.J. 1997. PharmacokineticsandPharmacod~am~cs of Newer 
Macrolrdes. Pediab: Infect Dis. J., lL42.9443. 

Catlk I Fo l lw~na subcutaneous adrnlnlnranon lntothe neck of feeder calvesat a 
dosage o( 2 5 m@g BW,tulathromyc~n IS rapdly and neaiiy canpletely 
absorbed Peak plasma concentranons genarally occurmthln 15 mlnmea after 
doslng and pmduct relawe b~wva~lablny exceeds%% Total systsmlc 
clearance ~sappmx~mately 170 ml/hr/kg Tulathromycin d~stnbuces%rtens~ely 
into body ussues, as ev~denced bymlume of dlmbubon values d appoumatetv 
11 VL;a an heahhvrumonauna calves ~Th~sextensrvevdumeol dlslnbubon IS 

- 
largeG responsible forthelong elimination haw-life ofthis compound 
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500 mL Vial 



BASE LABEL 
COPY AREA 

3.1 25" HEIGHT x 4.031 25" WIDTH 



Net Contents: 500 mL 

FRONT COVER 
COPY AREA 

3.125" HEIGHT x 4.1 875" WIDTH 
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Injectable S&~tion 

tulathromycin/mL 
in beef andnon-bmhg dsirycmleend inuarnu~cular inidonin awiwanty. 

N : F e Q r d ( U S A l l s w f l ~ t h i s h g m ~ ~ a o n h a ~ d a E c a M e d ~ v i a n .  

The chem~cal namesof heisomus ae IZR3SY1SRBR.IORllR.l~.I3S. l lRklS1W~3C4~-W 
m ~ r e L C l ~ p m ~ o l n ~ k - L ~ - ~ ~ 3 . C 1 ( M i h v l t a x y - 3 5 B 4 1 ~ . I Z l ~  

/ I d a  1. DRAXXIN ~atUa k i n g ~ u i d e  

Animal Weight (Pounds) I Dose V o l m  (mL) 

i n h  neckma dmaga of25 m a  I O a  rnlR2 lb) BW. Do notinject 

Animal WagM(Pounds) I Dose Volume (mL) 

Ke-%ema d DRAXXIN an porcne qnoducLre pmtonnanca egnaney and lacmban hauenm been 
detenned ~ - u r c u l ~ ~ c W n ~ n c ~ L g e a w - ~ a : f - ~ ~ b o n d u f s y r m h ~ n h n ~ m d  

~ r , ~ f i d d ~ d y . o n e M d W  ppslreacsdwthDPACUN s25m#fkg BW &mdmlld rskabm ha 
yeMked m brr than (cur houn 

L=mn= , ' * ' **-w* vvr 1 riFFiZn 

STARTS HERE 
3.1 25" X 12.406" 



okm~ . ~ . . -  ~ ~ 

I 

CJ. 1W. P h s m ~ a n d P h s r m ~ ) c ~ m i c s d N ~ M ~ ~ c ~ .  Pod&. Infsct Dis JJ 
I=- i 
dm%gaubaibnearr&nisirmim into* neckoffeedercakes ata &aged25 
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Ruwedmumimdusing *ereca~lended by 
A I M I C ~ s m m ~ u m g l h e 9 1 i $ o m ~  
smpleshom d n e & e d  pior ad nmf mated 
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LEAFLET COPY AREA 
CONTINUES HERE 

3.1 25" x 12.31 2" 
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