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EXCENEL RTU Sterile Suspension (cefiiotir .hy$ochloxide) ) 

1. GENERAL INFORMATION: 

a. File Number: 

b . Sponsor: 

c. Established Name: 

d. Proprietary Name: 

e. Dosage Form: 

f. How Supplied: - 

g. How Dispensed: 

h. Amount of Active Ingredients: 

i. Route of Administration: 

j . Species/Class: 

k. Recommended Dosage: 

1. Pharmacological Category: 

m. Indications: 

n. Effect of Supplement: 

NADA 140-890 

Pharmacia & Upjohn Co. 
7000 Portage Road 
Kalamazoo, MI 49001-o 199 

Drug Labeler Code: 000009 

Ceftiofur hydrochloride 

EXCENEL RTU Sterile Suspension 

Sterile suspension for injection 

100 mL glass vial 

Rx 

50 mg ceftiomr equivalents (CE) per mL 

Intramuscular (IM) injection 

Swine 

IM injection of 3.0 to 5.0 mg CE/kg (1.36 to 2.27 mg 
GE/lb) body weight (1 .O mL sterile suspension per 
22 to 37 lb body weight). Treatment should be 
repeated at 24 h intervals ,for a- total of three -- _I 
consecutive days. 

Antimicrobial 

EXCENEL RTU Sterile Suspension is indicated for 
treatment/control of swine bacterial respiratory disease 
(swine bacterial pneumonia) associated with 
Actinobacillus (Haemophilus) pleuropneumoniae, 
Pasteurella multocida, Salmonella choleraesuis, and 
Streptococcus suis type 2. 

To establish a 4-day pre-slaughter withdrawal time for 
swine 

NADA 140-890 Page 1 



EXCENEL RTU Sterile Suspension (ceftiofbr hydrochloride) 

2. EFFECTIVENESS: 

This supplement to NADA 140-890 does not change the effectiveness data for this product. 

3. TARGETANIMAL SAFETY.- 

This supplement to NADA 140-890 does not change the target animal safety data for this 
product. 

4. HUMAN FOOD SAFETY: 

A. Toxicology 

Complete summaries of all pivotal toxicology studies of ceftiofur pertaining to human 
food safety are found in the original Human Safety Section of the Freedom of Information 
Summaries for NADA 140-338 (ceftiofur sodium; NAXCEL Sterile Powder) and 
NADA 141-235 (ceftiofur crystalline free acid, EXCEDE For Swine Sterile Suspension). 
As described in the Freedom of Information Summary for NADA 141-235, CVM 
interpreted the results of the Acute Single Dose Intake (ASDI) study summarized in 
NADA 140-338 to establish a safe concentration of 166 ppm for injection site muscle. 

B. Residue Chemistry 

The total residue depletion and metabolism in the target species and comparative 
metabolism in the toxicological species for cefiiofttr are summarized in the FOI 
Summaries under NADA 140-338 and NADA 140-890. The marker residue in edible 
tissues is the sum of ceftiofur and desfiuoylcefiiomr-related metabolites, measured by 
HPLC as the stable derivative~desftiroylceftiofur acetamide (DCA). The target tissue for 
residue monitoring is kidney and the tolerance is 0.25 ppm. The following pivotal study 
was conducted to determine the withdrawal period. 

1) Title: Decline of ceftiofur and desfuroylceftiofur-related residues in swine tissues 
after intramuscular administration of ceftiofitr hydrochloride (EX,CENEL RTU Sterile 
Suspension) to swine at a rate of 5 mg ceftiofur equivalents/kg body weight for three 
consecutive days (Study Report No. aO101208,12 March 2002). 

Principal Investigators: D.A. Merritt & M.J. Prough, Pharmacia Animal Health, 
Kalamazoo, MI. 

Animal Species: swine. 

Breed/Sex: Yorkshire mixed-breed/male and female in equal numbers. 

Number of Animals: 36. 

Health Status: clinically healthy. 

Route of Administration: intramuscular (l&4). 
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EXCENEL RTU Sterile Suspension (ceftiofk hydrqchloride) 

Dose Rate: 5  mg  of cefiiofur equivalents/kg body weight. 

Duration of Dosing: 1 treatment per day at approximately 24hour intervals for three 
consecutive days. 

Depletion of Residue: Kidney tissues were collected from six animals at each time  
point of 3,24,48,72,96, and 120 hours after the three-day treatment period and were 
assayed for desfuroylceftiofur-related residue by the HPLC-DCA regulatory assay. 
This provided kidney residue concentration information as summarized in the 
following table. 

Concentration of Desfuroylceftiofur-related Residue by the 
HPLC-DCA Assay in Swine Following 3  Days of IM Treatment 

of EXCENEL RTU at-5 mg  ceftiofur!/kg/day 

Slaughter 
Interval, 
(hours) 

1  C;centratio;;Ir (Mean’* SD) 1  

3 7.3 2 1.2 

24 1.2 I!I 0.2 

48 0.35 f 0.12 

72 0.15 z!z 0.06 
96 (CLOD-0.072) .- 

120 _  ̂  CLOD 

* LOQ = 0.10 pg/g, LQD = 0.050 clg/g. Values <LOQ but >LOD 
are listed in parentheses. 

2) W ithdrawal Period 

The data from the study above were analyzed by a statistical me thod which 
determines the statistical tolerance lim it for the 99th percentile of the population with 
a 95%. confidence. At 4 days, the upper 95 percent confidence lim it on the 9gth 
percentile for kidney residues was less than the kidney tolerance (0.25 ppm). These 
data support a 4-day preslaughter withdrawal period after intramuscular 
administration of EXCENEL RTU Sterile Suspension in swine when used according 
to label directions. - -’ - 

NADA 140-890 Page 3  



.  .  ,  

s  

E X C E N E L  R T U  S ter i le  S u s p e n s i o n  (ceft iofur hy@ roch lo r ide )  

C . M icrob ia l  F o o d  S a fe ty 

This  N A D A  s u p p l e m e n t es tab l ishes  a  4 -day  p re -s laugh te r  w i thdrawal  pe r iod  fo r  sw ine . 
B e c a u s e  th is  c h a n g e  to  N A D A  1 4 0 - 8 9 0  does  n o t c h a n g e  th e  p roduc t indicat ion,  dose , 
dose  du ra tio n , o r  o the r  cond i tions  o f use  b e y o n d  th e  add i tio n  o f a  w i thdrawal  pe r iod , a n  
eva lua tio n  o f M icrobia l  F o o d  S a fe ty was  d e te r m i n e d  n o t to  b e  necessary  a t th is  tim e  fo r  
th e  s u p p l e m e n ta l  approva l  to  th is  p roduc t. 

D . R e g u l a tory  M e th o d  fo r  Res idues  

T h e  regu la tory  m e th o d  fo r  d e te rm ina tio n  o f D C A  in  sw ine  k idney  a n d  musc le , a n d  bov ine  
k idney,  musc le , a n d  m ilk is th e  H P L C - D C A  assay  wh ich  successful ly  comp le te d  a  
sponso r -mon i to red  m u lt i - laboratory m e th o d  trial. T h e  m e th o d  is o n  fi le wi th th e  C e n te r  
fo r  V e ter inary  Med ic ine , -Food a n d  D rug  A d m inistrat ion, 7 5 0 0  S tand ish  P lace, Rockvi l le,  _ _ _ _ _  
M D  2 0 8 5 5 . 

5 . U S E R  S A F E T Y : 

S tud ies  to  eva lua te  th e  sa fe ty o f ce ftio fu r  to  users  a re  d iscussed in  d e tai l  in  th e  or ig ina l  F O I 
S u m m a r y  fo r  N A D A  1 4 0 - 3 3 8  ( N A X C E L  S ter i le  P o w d e r , ce ftio fu r  sod ium) . 

H u m a n  Warn ings  a re  p rov ided  o n  th e  p roduc t labe l ing  as  fo l lows:  

N o t fo r  h u m a n  use . K e e p  o u t o f reach  o f ch i ldren.  

Penic i l l ins  a n d  cepha lospor ins  can  cause  a l lerg ic  reac tions  in  sensi t ized indiv iduals.  Top ica l  
exposures  to  such  a n tim icrobials,  inc luding-cef i iofur ;m a y  elicit.m i ld to  severe  a l lerg ic  ” 
reac tions  in  s o m e  indiv iduals.  R e p e a te d  o r  p ro l onged  exposu re  m a y  l ead  to  sensi t izat ion. 
A vo id  direct  con tac t .o f th e  p roduc t wi th th e  skin;-eyes;m o u th - a n d  clothing.  

Pe rsons  wi th a  knownhypersens i tivity to  penic i l l in  o r  cepha lospor ins  shou ld  avo id  exposu re  
to  th is  p roduc t. 

In  case  o f acc iden ta l  eye  exposu re , flush  wi th w a te r  fo r  1 5  m inu tes . In  case  o f acc iden ta l  sk in 
exposu re , wash  wi th soap  a n d  w a te r . R e m o v e  con ta m ina te d  c lothing.  If a l lerg ic  reac tio n  
occurs  (e .g ., sk in rash , h ives,  diff icult b rea th ing) , seek  med ica l  a tte n tio n . 

T h e  m a ter ia l  sa fe ty d a ta  shee t con ta ins  m o r e  d e ta i led  occupa tiona l  sa fe ty inform a tio n . To  
repor t adverse  e ffec ts in  users,  to  o b ta in  m o r e  inform a tio n  o r  o b ta in  a  m a ter ia l  sa fe ty d a ta  
shee t, cal l  l - 800 -253 -8600 . 

6 . A G E N C Y  C O N C L U S IO N S : 

T h e  d a ta  subm i tte d  in  suppo r t o f th is  N A D A  sa tisfy th e  r equ i r emen ts o f sect ion 5  1 2  o f th e  
Federa l  F o o d , D rug , a n d  C o s m e tic A ct a n d  2 1  C F R  P a r t 5  1 4  o f th e  i m p l e m e n tin g  regu la tions . 
T h e  d a ta  d e m o n s trate th a t E X C E N E L  R T U  S ter i le  Suspens ion , w h e n  admin is te red  accord ing  
to  th e  labe l  d i rect ions,  is sa fe  a n d  e ffec tive fo r  th e  t reatment  a n d  con trol o f sw ine  bac ter ia l  
respi ratory  d isease  (sw ine  bac ter ia l  p n e u m o n i a )  assoc ia ted wi th A c tinobac i l l us  
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EXCENEL RTU Sterile Suspension (cefiiofbr hydrochloride) 

(Haemophilus) pleuropneumoniae, Pasteur&a multocida, SaImonelIa choleraesuis, and 
Streptococcus suis type 2. 

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 swine 
respiratory disease, (b) restricting this drug to use by or on order of a licensed veterinarian 
should help prevent indiscrim inate use which could result in violative tissue residues, and 
(c) the rate of emergence of ceftiofur-resistant organisms  m ay be reduced by the 
involvem ent of veterinarians in product use. 

This approval does not qualify for m arketing exclusivity under section 5 12(c)(2)(F)(iii) of the 
Federal Food, Drug, and Cosm etic Act. 

In accordance.with the CenterTs supplem ental .approval policy 2 1 -CFR 5 14.106(b)(2)(x); this. . 
is a Category II change which did not require a reevaluation of safety and effectiveness data 
in the parent application. 

No patents were subm itted with this application. 

7. ATTACHMENTS 

Facsim ile labeling is attached as indicated below. 

A . EXCENEL RTU S terile Suspension - 100 m L vial label 
B . EXCENEL RTU S terile Suspension - package insert 
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