
SUPPLEMENTAL NEW ANIMAL DRUG .APPLICATION 

NADA 065506 

COMBI-PEN-48 
(Penicillin G Benzathine and Penicillin G Procaine Iqjectable Suspension) 

This supplement provides for a change in the trade name from 
COMBICILLIN-AG to COMBI-PEN-48 and the addition of the statements 

“A withdrawal period has not been established for this product in pre-ruminating 
calves. Do not use in calves to be processed for veal3o the warning section of 

the product labeling. 

Sponsored by: 

Cross Vetpharm Group Ltd. 
Broomhill Rd., Tallaght 

Dublin 24, Ireland 
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COMBI-PEN-48 (Penicillin G  Benzathine and Penicillin G  Procaine) NADA 065406 

1. GENERAL INFORMATION: 

a. F ile Number: 

b. Sponsor: 

C. Established Name: 

d. Proprietary Names: 

e. Dosage Form: 

f. How Supplied: 

g. How Dispensed: 

h. Atnount of Active Ingredients: 

i. Route of Administration: 

j- Species/Class: 

k. Recommended Dosage: 

1. Pharmacological Category: 

m . Indications: 

NADA 065-506 

Cross Vetpharm Group Ltd. 
Broomhill Rd., Tallaght 
Dublin 24, Ireland 
Drug Labeler Code: 06 1623 

Penicillin G  Benzathine and Penicillin G  Procaine 
COMBICILLIN-AG (OTC label) trade name change 
to COMBI-PEN-48; 

(COMBICILLIN (Rx label) trade name is not being 
changed; this product is not currently being 
marketed.) 

Injectable sterile aqueous suspension 

100,250, and 500 mL, mu lti-dose vials 

OTC 

150,000 units per mL of penicillin G  benzathine and 
150,000 units per rnL of penicillin G  procaine 

Subcutaneous (SC) 

Beef cattle 

2 mL per 150 lb body weight given subcutaneously 
only (2000 units penicillin G  procaine and 2000 units 
penicillin G  benzathine.per lb of body weight). 
Treatment should be repeated in 48 hours. 

Antimicrobial 

The product is indicated for the treatment of the 
following bacterial infections in beef cattle due to 
penicillin-susceptible m icroorganisms that are 
susceptible to the serum levels common to this 
particular dosage form, such as: 
1. Bacterial pneumonia (shipping fever complex) 

(Streptococcus spp,, Corynebacterium pyogenes,  
and Staphybcoccus aweus> 

2. Upper respiratory infections such as rhinitis or 
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I  

C O M B & P E N - 4 8  (Penic i l l in  G  B e n z a th i n e  a n d  Penic i l l in  G  P raca ine )  N A D A  0 6 5 - 5 0 6  

pharyng i tis (Corynebac te r ium p y o g e n e s )  

3 . B lack leg (Clostr id i t im edzauvoe i )  

n . E ffec t o f S u p p l e m e n t: Th is  s u p p l e m e n t p rov ides  fo r  a  c h a n g e  in  th e  
p ropr ie tary  n a m e  o n  th e  O T C  labe l  p roduc t from  
C O M B ICILLIN-AG to  C C IM B I-P E N - 4 8  a n d  th e  
add i tio n  o f th e  statements “A  wi thdrawal  pe r iod  has  
n o t b e e n  es tab l i shed  fo r  th is  p roduc t in  p re - rum ina tin g  
calves.  D o  n o t use  in  ca lves t-0 b e  p rocessed  fo r  veal .” 
to  th e  warn ing  sect ion o f th e  p roduc t label ing.  

2 . D R U G  E F F E C T IV E N E S S : 

N o  n e w  e ffec t iveness d a ta  we re  requ i red  fo r  th e  approva l  o f th is  s u p p l e m e n t. T h e  
p roduc t’s e ffec t iveness was  es tab l i shed  in  th e  or ig ina l  F r e e d o m  o f In fo r m a tio n  (FO I) 
S u m m a r y  d a te d  N o v e m b e r  8 , 1 9 9 3  (Fo lder  B ). 

3 . T A R G E T  A N IM A L  S A F E T Y : 

N o  n e w  ta rge t an ima l  sa fe ty d a ta  we re  requ i red  fo r  th e  approva l  o f th is  s u p p l e m e n t. T h e  
p roduc t’s ta rge t an ima l  sa fe ty was  es tab l i shed  in  th e  or ig ina l  F O I S u m m a r y  d a te d  
N o v e m b e r  8 ,1 9 9 3  (Fo lder  B ). 

4 . H U M A N  F O O D  S A F E T Y : 

N o  fu r the r  h u m a n  sa fe ty d a ta  we re  requ i red  from  th e  or ig ina l  approva l  as  d iscussed in  
th e  p a r e n t N A D A  6 5 - 5 0 6  F O I S u m m a r y  d a te d  N o v e m b e r  8 ,1 9 9 3 . The re  is a  30 -day  
wi thdrawal  pe r iod  fo r  s laugh te r  a n d  a  w i thdrawal  pe r iod  has  n o t b e e n  es tab l i shed  fo r  p re -  
r um ina tin g  calves.  

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

T h e  inform a tio n  submi tte d  in  suppo r t o f th is  s u p p l e m e n ta l  N A D A  sa tisfies 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  a n d  p rov ides  fo r  a  c h a n g e  in  th e  p ropr ie tary  
n a m e  fo r  th e  O T C  labe l  p roduc t. 

T h e  fo l low ing  has  b e e n  a d d e d  to  th e  res idue  inform a tio n  sect ion o f th e  label ing:  “A  
wi thdrawal  pe r iod  has  n o t b e e n  es tab l i shed  fo r  th is  p roduc t in  p re - rum ina tin g  calves.  D o  
n o t use  in  ca lves to  b e  p rocessed  fo r  vea l”. 

T h e  A g e n c y  has  conc luded  th a t th is  p roduc t m a y  re ta in  over - the-counter  m a r k e tin g  status 
because  a d e q u a te  d i rect ions fo r  use  have  b e e n  wri t ten fo r  th e  layperson  a n d  th e  
cond i tions  o f use  p rescr ibed  o n  th e  labe l  a re  l ikely to  b e  fo l l owed  in  p rac tice. 

In  acco rdance  with 2 1  C F R  5  1 4 .106(b)(2) ( ix ) ,  th is  is a  C a tego ry  II c h a n g e . T h e  approva l  
o f th is  c h a n g e  is n o t expec te d  to  have  any  adverse  e ffec t o n  th e  sa fe ty o r  e ffec t iveness o f 
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this new animal drug. Accordingly, this approval did not require a reevaluation of the 
safety and effectiveness data in the parent application. 

Under section 512(c)(2)(F)(iii) of the Federal Food, Drug, and Cosmetic Act, this 
approval for food-producing animals does not qualify for marketing exclusivity because 
the application does not contain substantial evidence of the effectiveness of the drugs 
involved, any studies of animal safety, or, in the case of faod-producing animals, human 
food safety studies (other than bioequivalence or residue studies) required for the 
approval of the application and conducted or sponsored by the applicant. 

No patents were submitted with this application. 

6.. ATTACHMENTS: 

Facsimile Labeling is attached as indicated below: 

Penicillin G Benzathine and Penicillin G Procaine Injectable Suspension product insert 
COMB&PEN-48 100 mL bottle label 
COMBI-PEN-48 250 mL bottle label 
COMBI-PEN-48 500 mL bottle label 
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PENICLLIN G BENZATHINE At40 
PENICILLIN G PROCAINE INJECTABLE SUSPENSION 

FOR ANIMAL USE ONLY 
FOR SUBCUTANEOUS USE ONLY - FOR USE IN BEEF CATTLE QNLY 

DESCRIPTION: Penrcdkn G Senzathute and Panrcdlin G Procame lnjectabfe Suspension rs 
avatlabb as an aqueous suspensron rn 199mL. 269rnL and SD-ml m~dtiptedoa vials 
Each mL contains 150,gOO unds penicdbn G benralbme. 159,flW unds penrcdlro G 
procame. 11 7 mg lecilbm. 1 75 mg sodium formaldehyde suffokylate. 1.29 mg 
melhylparaben. 0.14 mg pmpylparaben, 8.19 mg Twean 40. 11.3 mg Span 49. 393 mg 
sodrum crtrate (anhydrous). 20 mg procarae hydroehtoride. 1.04 mg sodium 
carboxymethylcellulo. Waterfor fntectran. q.s 
ACTtON: Penlcitlin G i$ an anttbiotlc which shows a marked bacterfcidal elfect agatnst 
Certain organrsms durrng their growth phase. It is reMtttefy specific rn its actron against 
gram-posdrve bacteria but rs usually ineffective against@am-nepattva organtsms. 
It IS normally recommended that any bxtena! hdecbon be traatert as early as possihlt and 
wdh a dosage that wdl give eifectrve bloml tevels. Although Be reixmatended dosage 

M 
- of thus product wdl give longer detectable penicdtin Mood iavets than penicdhn G 

procame alone, d IS recommended that a second dose be administered at 48 hours 

z 
- when treahng a penrcdlin-SusceplrbN bactenat rnfffctton 

The use of anbbmtlcs rn the management of drsease is based oa an accurate dragnosrs and 
_ L an adequate mursa 01 treabnent. When orooertv used in the treatment of diseases Mused 

by penicillinsusceptfbh organrsms. mdsl hnt&als treated with the product wdl show a 
noticeable rmprovement wdhrn 24 to 48 hours. If improvement does not cczur wdhin th16 
period 01 trme. the dragnosfs and course of treatment shordd be re-evaluated It is 
recommended that the diagnosis and treatment of animal dttsas be caned out by a 
vetermanan. Sfnca many diseases look alike but require ddferent typas 01 treatmenl the 
use of professtonal veterinary and Laboratory services can reduce treatmenttrme. costs and 
needless losses Good housrng. sandabon and nutrtitn are rmpmtant rn the marntenance 
of healthy animals and are essential in the treatment of disease 
WARNING: Beef cattle should be withheld from slaughter for food use lor 30 days 
lOllowing the last treatment Treatment rn beef cattte must be hmrled to two (2) doses. bv 
subcutaneous injecbononly Do not mjectintramuscuhrty 
A wtthdrawal perrod has not been estabbshed for this product in pm-ruminabng calves Do 
not us? m calves10 be processed for veal. 
INOICATtONS: Thrs product ts indicated for the treatment 01 the followtng bacterial 
rnfecbons rn beef cattle due to penrcilknsusceptrble nncroorgantsms that are susceptible 
lo the serum levels common to this particular dosage form, sush as 
1 

2 

Saclerral Pneumonia (shrpping feve; comptex) (- 

us rhuutrsorpharyrrgits (Corvnebacterurm 

PRECAUTIONS: ExceedtnQ the recommended doses and dosage levels may resrrn cn 
anhbidrc residues beyond the withdrawal bme Do not intecf thrs product intramusoulartv 

As wrth all antibiotic preparatrons. use of thts drug may result rn overgrowth of 
non-suscepbble orgarnsms. mcludrng fungi A lack of response by the treated ammal. or 
the development ol new srgns or symptoms suggests that an overgrowth of 
non-snsceptibln organrsmn has occurred In such instances, consult your veterrnarian 
Smce bacterral drugs may rnlarfere with the bacterrostalrc actttn of tetrac,&es, 71 is 
advtsable to avouf qrvrng penrcdhn in ConJunctcon wtth tetracychnes 
The product should be stored between 2*SdC (36”-46*F) Avoid lreerrng Warm lo room 
temperature. and shake well before usrng 
AOhlINtSTRATION: The recommended dosage for beef cattle shouki be admrnistered by 
subcutaneous, rnJecbon only Farlum to use the subcutaneous route d admrnraral~on may 
result rn anlrhrobc restdues in meat beyond the withdrawal hme 
DOSAGE 
Beef Cat118 2mL per 150 lb body weight grven subcutaneously onl 

e 
enrcrlhn G procame and 2OgO unns penrcilhn G benzathine per lb b 

(2090 unns 

realment should be repeated rn 48 hours 
ody werghti 

IMPORTANT Treatment m bee1 cattle should be lhmded lo two (2) doses grven by 
SubCutaneous iniechon only 
DIRECTIONS FOR USE A thoroughly cleaned. slerne needle and syringe should be 
used for each inJeCtDn (needles and syrmges may be sterrlued by boihng rn water l~)r 
15 mrniitenl 
&lore wdhdrawmg the so1ulron from the bottle. disinfect the rubber cap on the hottie 
with a snnabh? disnrfeclanl. such as 70 percfnt alcohol lhe rnfechon sne should be 
srmii~rly cleaned wnh the drsrnfeclnnt Needles ol 14 to 16 gange. and no! m?r? than 
1 Inch ionq <,o? ad@miate for mtsctrnns 

STORE BETWEEN 2”.S’C (36--46-F). AVOID FREEZING. 
SHAKE WELL BEFORE USING. FOR ANIMAL USEONLY. 
RESTRICTEO ORUS (UNDER CALIFORNIA LAW), IJSE ONLY AS OIRECFEfJ 


