Suitability Petition: Generic Ceftiofur Hydrochloride Sterile Suspension

P&U submits this petition under Section 512 (n)(3) of the Federal Food Drug and Cosmetic
Act to request that the Commissioner of the FDA permit the filing of an ANADA for a generic
copy of ceftiofur hydrochloride sterile suspension for use in cattie and swine as approved
under NADA 140-890, EXCENEL® RTU brand of ceftiofur hydrochloride sterile suspension
for intramuscular and subcutaneous use in cattle and for intramuscular injection in swine.

Action Requested: P&U requests FDA’s permission to submit an ANADA for a generic
version of ceftiofur hydrochloride sterile suspension. The need for this petition arises from
P&U’s request for one change to the proposed label for this ANADA. The change proposed
by P&U is to limit the route of administration for cattle to only the subcutaneous route
instead of both subcutaneous and intramuscular as currently approved under NADA 140-
890. No other changes are proposed for the label for this proposed generic product.

Pioneer Product:

Trade Name: EXCENEL® RTU brand of ceftiofur hydrochloride sterile suspension (NADA
104-890) \

Active Ingredient: Ceftiofur Hydrochloride

Dosage Form and Strength: A ready-to-use sterile suspension of ceftiofur hydrochloride
containing 50 mg of ceftiofur equivalents per mL of suspension.

Sponsor: Pharmacia & Upjohn Company, A Division of Pfizer Inc.

Indications:
Swine: EXCENEL RTU Sterile Suspension is indicated for the treatment of swine
bacterial respiratory disease (swine bacterial pneumonia) associated with
Actinobacillus (Hemophilus) pleuropneumoniae, Pasteurelia multocida, Salmonella
choleraesuis, and Sterptococcus suis type 2.

Cattle: EXCENEL RTU Sterile suspension is indicated for the treatment of the
following bacterial diseases:

- Bovine respiratory disease (BRD, shipping fever, pneumonia) associated with
Mannheimia haemolytica, Pasteurella multocida and Hemophilus somnus.

- Acute bovine interdigital necrobacillosis (foot rot, pododermititis) associated with
Fusobacterium necrophorum and Bacteroides melaniongenicus.

- Acute metritis (0-14 days postpartum) associated with bacterial organism
susceptible to ceftiofur.
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Dosage and Administration:

Swine: Administer intramuscularly at a dosage of 1.36 to 2.27 mg ceftiofur
equivalents/lb (3.0 to 5.0 mg/kg) BW (1 mL of sterile suspension to 22-37 Ib BW),
Treatment should be repeated at 24 h intervals for three consecutive days.

Cattle:

- For bovine respiratory disease and acute bovine interdigital necrobacillosis:
administer by intramuscular or subcutaneous administration at a dosage of 0.5 to
1.0 mg ceftiofur equivalents/ib (1.1 to 2.2 mg/kg) BW (1 to 2 mi sterile suspension
per 100 Ib BW). Administer daily at 24 h intervals for a total of three consecutive
days. Additional treatment may be administered on days 4 and 5 for animals,
which do not show a satisfactory response (not recovered) after the initial three
treatments. In addition for BRD only, administer intramuscularly or
subcutaneously 1.0 mg ceftiofur equivalents (2.2 mg/kg) BW every other day on
days 1 and 3 (48 h interval). Do not inject more than 15 mL per injection site.

Selection of dosage levels (0.5 to 1.0 mg/ib) and regimen/duration (daily or every
other day for BRD only) should be based on an-assessment of the severity of
disease, pathogen susceptibility and clinical response.
- For acute postpartum metritis: administer by intramuscular or subcutaneous

administration at the dosage of 1.0 mg of ceftiofur equivalents/ib (2.2 mg/kg) BW
(2 mL sterile suspension per 100 Ib BW). Administer at 24-hour intervals for five
consecutive days; do not inject more that 15 mL perinjection site.

Proposed Drug Product

Trade Name: to be determined

Active ingredient: Ceftiofur Hydrochloride

Dosage Form and Strength: A ready to use sterile suspension of ceftiofur hydrochloride
containing 50 mg of ceftiofur equivalents per mL of suspension.

Sponsor: Pharmacia & Upjohn Company, A Division of Pfizer Inc.

Indications:
Swine: EXCENEL RTU Sterile Suspension is indicated for the treatment of swine
bacterial respiratory disease (swine bacterial pneumonia) associated with
Actinobacillus (Hemophilus) pleuropneumoniae, Pasteurella multocida, Salmonella
choleraesuis, and Sterptococcus suis type 2.

Cattle: EXCENEL RTU Sterile suspension is indicated for the treatment of the
following bacterial diseases:



- Bovine respiratory disease (BRD, shipping fever, pneumonia) associated with
Mannheimia haemolytica, Pasteurella multocida and Hemophilus somnus.

- Acute bovine interdigital necrobacillosis (foot rot, pododermititis) associated with
Fusobacterium necrophorum and Bacteroides melaniongenicus.

- Acute metritis (0-14 days postpartum) associated with bacterial organism
susceptible to ceftiofur.

Dosage and Administration:

Swine: Administer intramuscularly at a dosage of 1.36 to 2.27 mg ceftiofur
equivalents/Ib (3.0 to 5.0 mg/kg) BW (1 mL of sterile suspension to 22-37 b BW).
Treatment should be repeated at 24 h intervals for three consecutive days.

Cattle:

- For bovine respiratory disease and acute bovine interdigital necrobacillosis:
administer by subcutaneous administration at a dosage of 0.5 to 1.0 mg ceftiofur
equivalents/lb (1.1 to 2.2 mg/kg) BW (1 to 2 ml sterile suspension per 100 Ib BW).
Administer daily at 24 h intervals for a total of three consecutive days. Additional
treatment may be administered on days 4 and 5 for animais which do not show a
satisfactory response (not recovered) after the initial three treatments. In addition
for BRD only, administer subcutaneously 1.0 mg ceftiofur equivalents (2.2 mg/kg)
BW every other day on days 1 and 3 (48 h interval). Do not inject more than 15
mL per injection site.

Selection of dosage levels (0.5 to 1.0 mg/Ib) and regimen/duration (daily or every
other day for BRD only) should be based on an assessment of the severity of
disease, pathogen susceptibility and clinical response.

- For acute postpartum metritis: administer by subcutaneous administration at the
dosage of 1.0 mg of ceftiofur equivalents/ib (2.2 mg/kg) BW (2 mL sterile
suspension per 100 Ib BW). Administer at 24-hour intervals for five consecutive
days do not inject more that 15 mL per injection site.

Statement of Grounds: The proposed generic copy will utilize the same active as the
pioneer product in new sterile suspension. As previously noted except for the restriction to
the subcutaneous route of injection in cattle, the remainder of the label will be identical to
the pioneer product. The justification for this change is that the cattle industry has moved
away from intramuscular injection and for this reason, P&U is propasmg removal of the
intramuscular route from the proposed generic product.

Environmental Impact: P&U requests a categorical exclusion from the requirement to file
an environmental assessment for this ANADA as noted in 21 CFR 25.33 (a) (1). As noted in
21 CFR 25.21, we know of no extraordinary circumstances that exist for this proposed
ANADA.

Economic Impact: P&U will submit economic information if requested.by FDA.



Label Comparison: A copy of the approved EXCENEL RTU labeling is found in
Attachment 1. For the proposed ANADA, the word intramauscular will be removed from all
appropriate sections of the letter including: the product header, cattle portions of the
Dosage and Administration, Precaution sections of product labeling. The product name,
ANADA number, product number and suspension excipients will change but these should
be expected with an ANADA approval. ‘

Certification: P&U certifies that this suitability petition contains all information known to the
company that is unfavorable to the petition.

oy

ohn W. Hallberg, D.V.M., PhD.
Associate Director Regulatory Affairs.

Date: 70 “ m—e O
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