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January 17, 2002

Dockets Management Branch
Food and Drug Administration

Room 1-23
12420 Parklawn Dr.
Rockville, MD 20857
Citizen Petition
Piperacillin for Injection, USP
Dear Sir:

Attached are four (4) copies of a Citizen Petition requesting the addition of Pipracil® (40g
base/vial), Lederle, to the Approved Drug Products with Therapeutic Equivalence
Evaluations, 20™ Edition (the Orange Book). Additionally, since this particular drug product
dosage is no longer marketed, this Citizen’s Petition seeks the determination whether the
listed drug, Pipracil® (40g base/vial), was withdrawn by Lederle for safety or effectiveness
reasons.

If you have any questions, please contact the undersigned at (312) 733-9456.

Unit 2W
Chicago, IL 60622
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CITIZEN PETITION

The undersigned submits this petition under 21 CFR 10.30 and 314.122 to request the
Commissioner of Food and Drugs to grant the Petitioner permission to file an
Abbreviated New Drug Application (ANDA) for Piperacillin for Injection, USP (40g
base/vial, Pharmacy Bulk Package), which refers to a listed drug which has been
voluntarily withdrawn from sale in the United States.

ACTION REQUESTED

This petition requests the addition of Pipracil® (40g base/vial), Lederle, to the
Approved Drug Products with Therapeutic Equivalence Evaluations, 20™ Edition (the
Orange Book). Additionally, since this particular drug product dosage is no longer
marketed, this Citizen’s Petition seeks the determination whether the listed drug,
Pipracil® (40g base/vial), was withdrawn by Lederle for safety or effectiveness
reasons.

STATEMENT OF GROUNDS

The reference product, Pipracil® (40g base/vial), is not listed in any part of the
Approved Drug Products with Therapeutic Equivalence Evaluations, 20™ Edition (the
“Orange Book™).

I intend to submit an Abbreviated New Drug Application (ANDA) for Piperacillin for

Injection, USP. The proposed drug product will be marketed as Piperacillin for
Injection, USP (40g base/vial), which is identical to the previously marketed Lederle
product, Pipracil® (40g base/vial). A Side-by-Side comparison of the previously
marketed drug and the proposed drug is included in the following table.

Name Pipracil® Piperacillin for Injection, US

Conditions of Use | Indicated for the treatment of serious | Indicated for the treatment of serious

(Indications)" infections caused by susceptible infections caused by susceptible
strains of designated organisms in the | strains of designated organisms in the
conditions listed in the package conditions listed in the package
insert. Piperacillin is also indicated insert. Piperacillin is also indicated
for prophylactic use for surgery for prophylactic use for surgery
indicated in the package insert. indicated in the package insert.

Active Ingredient Piperacillin Sodium, USP Piperacillin Sodium, USP

Dosage Form Sterile Powder Sterile Powder

Route of Intravenous or Intramuscular Intravenous or Intramuscular

Administration

Strength 40g base/vial 40g base /vial

Due to the length of the Indications and Usage section for Piperacillin for Injection, USP, this is only a

summary of the indications. For a complete listing of the indications, please refer to Lederle’s Package Insert
provided in Attachment 1.




ENVIRONMENTAL IMPACT

Action on an ANDA is categorically excluded from the requirements of an
environmental assessment or impact statement under 21 CFR 25.31 (a).
ECONOMIC IMPACT

Not Applicable

CERTIFICATION

The undersigned certifies that to the best knowledge and belief of the undersigned,
this petition includes all the information and views on which the petition relies, and
that it included representative data and information known to the petitioner, which are
unfavorable to the petition.

Mi%?xaeéusjak //)
934'West Fry Street__-

Unit 2W,
Chicago, IL 60622
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— 3 PIPRACIL (piperacillio sodium) is a semisynthetic broad-spec- PIPRACIL is a white to off-while solid having the characteristic appearance of products pre-
precesmmmmr—d trum penicillin for parenteral use derived from o(-)-a-aminoben- pared by lreeze-drying. Freely soluble in water and in aicohol, The pH of the aqueous solution
E————— zylpeniciflin. The c Aame ol piperacitlin sodium is 4-Thia- 18 5.5 t0 7.5. One g contains 1.85 mEq (42.5 mg) of sodivm (Na*),
T———-— 1-azamcycio(:l.zﬂlheptane—?-carboxyhc acid, 6~J(11(4«emyf-2.3- -
dioxo-1-piperaziayl) yllaminojahenyl etyéamino{-&.av Ciinicat Pharmacafogy . )
dimethyl-7-0x0-, monosadium sall, [25-{2a 5a.68(S")]). its intravenous Adminisiration, In heafthy adult volunteers, mean serum levels immediately after
structural formula is: a twa o three minute intravenous injection of 2, 4 or 6 g were 305, 412, and 775 megimi.,
Serum fevels lack dose proportionality.
PIPERACIHLLIN SERUM LEVELS IN ADULTS (meg/mL} After a two - three minule iV INJECTION
pose 6 10 min 20 min 30 min in 2h 3n 4h 6h 8h
2 305 202 156 67 40 24 20 8 3 2 -
{159-615) (164-225) {52-165) {41-88) {25-57) (18-31} (14-24) {3-11) (2-4) (<0.6-3}
4 412 344 295 "7 93 60 36 20 8 4 09
(389-484)  (315-379) (269-330} (98-138) (78-110) (50-67} (26-51) {17-24) (7-11} 3741 (071
6 775 609 563 325 208 138 90 38 33 8 3.2
{695-849) (530-670) (492-630) {292-363) {180-239) {115-175) {71113} (29-53) (25-44) {3-19) {<2-6)
PIPERACILLIN SERUM LEVELS IN ADULYS {mcg/mL) Atter 2 30-minute IV INFUSION
DOSE @ 5 min 10 min 15 min 38 min 48 min 1h 1L5h 2h 4h 6h 15h
4 244 215 186 177 141 146 106 72 83 15 4 2
(155-298) {169-247) {140-209) (142-213) {122-158) {110-265) {85-133} (53-105) {36-69) (6-24) {1-9) (0.5-3)
6 353 298 298 272 229 180 149 104 73 2 16 -
(324-371)  (242-339) (232-331} {219-314) {185-249) (144-209) (117-171})  (89-113) (66-94) {12-39) (5-49) —_

A 30-minute infusion of 6 g every 6 h gave, on the fourth day, a mean peak serum concentration of 420 meg/ml.

Intramuscular Administration. PIPRACIL is rapidly absorbed after intramuscular injection. in
healthy volunteers, the mean peak serum concentration accurs approximately 3¢ minutes
afler a single dose of 2 g and is about 36 mcg/mi. The oral admunisiration of 1 g probenecid
belore injection produces an increase in piperacillin peak serum tevet of about 30%. The area
under the curve (AUC) i increased by approximately 60%.

GENERAL

PIPRACIL is not absorbed when given orally. Peak serum concenteations are attained approxi-
rnately 30 minutes after intramuscular injections and immedialely after completion of intra-
venous injection or infusion, The serum hai(-tife in healthy volunteers ranges from 36 minutes
{0 one haur and 12 nunutes. The mean elimination halt-life of PIPRAGIL in healthy adult voi-
unteers is 54 mi following administration of 2 g and 83 minutes following 6 ¢. As with
other peaiciling, PIPRACIL is eliminated primanly by glomerular fiftration and tubular secre-
tion; it is excreted rapidly as unchanged drug in high concentrations in the urine. Approx-
unately 60% ta 80% of the administered dose is excreted in the urine in the first 24 hours.
Pigecacillin urine concentrations, determined by mictobicassay, were-as high as

14,100 meg/ml following a 6 g intravenous dose and 8,500 mcg/mi following a 4 ¢ intra-
venous dose. These urine drug concentrations remained well above 1,000 meg/mt through-
oul the dosing interval. The elirmination hatf-tife is increased twofold in mild to moderate renal
impairment and fivelold to sixfold in Severe impairment.

PIPRAGIL binding to human serum proteins is 16%. The drug is widely distributed in human
tissues and body fiuids, ncluding bone, prostate, and hean and reaches high concentrations
in bite. Atter a 4 g bolus. maximum biliary concentrations averaged 3,205 mog/ml. It pene- )
trates into the cerebrospinat fuid in the presence of inflamed meninges. Because PIPRACIL is
excreted by the biliary route as welt as by the renal route, it can be used salely in appropriate

dosage (see Dosage aad Admini ) in patients with severely restricted kidney function,
anit can be used effectively in treatment of hepatobiliary infections.
MICROBIOLOGY

PIPRAGIL is an antibiotic which exerts its hactericidal activity by inhibiting both septum and
celt wall synthesis. it is active against a variety of gram-positive and gram-negative aerobic
and anaerobic bacteda. /n vitro, piperacitin is active against most strains of clinical isolates of
the foltowing microorgasisms:
Aecobic and facultatively dnagrobic organisms
Gram-negative baclera
Eschaticing Cok

against anaerohes and enterocacei.

In vitro tests show piperacittin to act synergistically with aminoglycoside antibiotics against
most isolates of £ aeruginosa.

SUSCEPTIBILITY TESTING )

The use of 3 100 meg piperacillin antibiotic disk with susceptibility test methods which'mea-
sure zone diameter gives an accurate estimation of plibility of organi to PIPRACHL.
The foliowing standard proceduret has been recommended for use with disks for testing
antimicrobials.

INCCLS Approved Standacd; M2-A2 (Formerty ASM-2) Performance Standards for
Aatimicrobic Disk Susceptibility Tests, Second Edition, available from the National Commitice
of Clinical Laboratory Standards.

With this type of procedure, a report of “susceptible” from the laboratory indicates that the
infecting org is fikely to respond to therapy. A report o “intermediate susceptibitity”
suggests that the organism would be susceptible if high dosage is used or if the infection is
confined 1o tissue and fluids (eg, urine) in which high antibiotic levels are obtained. A report
of “resistant” indicates that the infecting organism is not likely 1o respond to therapy. Witt the
pipecacillin disk. a zone of 18 mm or greater indicates susceptibility, zone sizes of 14 mm or
fess indicate resistance, and zone sizes of 15 to 17 mm indicate intermediate susceptibitity.
H, hifus and Nei pecies which give zones of 2 29 mm are susceptible; resistant
slrains give zones of < 28 mm. The above interpretive criteria are based on the use of the stan-
dacdized procedure. Antibiotic susceptibility testing requires carefully prescribed procedures.
Susceptibility tests are biased to a considerable degree when different methods are used.

The standardized procedure requires the use of control organisms. The 100 mcg piperaciliin
disk should give 20ne diameters between 24 and 30 mm for £ cofi ATGC No. 25922 and
between 25 and 33 mm for Psevdomonas aeruginosa ATCC No. 27853.

Dilution methods such as those described in the International Collaborative study? have been
used to determine susceptibitity of organisms o PIPRACIL.

VActa Pathol Microbiol Scand [B} 1971; suppt 217,

Enterobacieriaceae, Pseudomonas species and Acinetobagler sp are considered susceptidle if
the minimal inhibitory co ioft (MIC} of piperacillin is ne greater than 64 meg/mi and
are considered resistant if the MIC is greater than 128 meg/mL

Haemophitus angd Neigsseria species are idered susceptible i the MIC of piperacillin is <10
1 megfmt.




Proteus mirabilis
Proteus wilgaris
Morganetla morganii (feemesty Proteus morgani)
Providencia retigeri {formerly Proteus retlgeri)
Sertatia species meluding S marcescens and S hiquefaciens
Kiebsiella pneumoniae
Klebstella species
Enterobacter species including £ aerogenes and £ cloacae
Citrobacter species including C freundii and € diversus
Saimonetla species*
Stugelta species®
Pseudomenas aetuginosa
Pseud species including P cepacia, * P maltophilia, * P fivorescens
Acmnetobacter species (formerly Mima-Hersliea)
Haempphitus miluepzae (non-B-lactamase-producing steains)
Neissena gonorrhoeae
Ngisseng meningitidis*
Muoraxelfa species’
Yersinia species® (formerly Pasteurelia)
Gram-positive bacteria
Group D streptococct including
Enterococct (Streptecoccys fascalis, S laecivm)
Non -enterococct”
3-hemolylic streptococci inclyding
Group A Streplocorcus (S pyogenes)
Group 8 Streptococcus (S agalactiae)
Streptococcus pneumoniae
Streptococeus vikdans
Staphylococcus agreus (non-penicitfinase-producing)”
Staphytococcus epidermigis {(non-penicillinase-producing)
Anaerobic bactera
Actinomyces species®
Bacteroides species including
8 lfraghs group {8 fragdis, B vulgatus)
Non- B fragilis group {8 melaninogenicus)
8 asaccharolyticus*
Clostridium species including C perfringens and C difficile *
Eubactenum species
Fysopacterivm species including F nucleatum and F necrophorum
Peptococeus species
Peptostreptococeus species
Veillonetta species

“Hiperacithn has been shown Lo be aclive m vilro against these organisms,; however, cinical
efircacy has not yet been established.

In vitro, PIPRACIL is inactivated by
staphylococcal p-factamases and -
laclamases produced by gram-negative
bactsria. However, it is active agamst
B-lactarmase-producing gonococc.
Many strains of gram-negalive prgan-
isms resistant to certain antibiotics
have been found to be susceptible to
PIPRACIL.

PIPRACIL has excetlent activity aganst
gram-positive organisms, including
enterncocci (8 faecalfs). 1t is actwe
agamst obhgate anaerobes such as
Bacterondes species and also against C
difficile {which hvas been associated
with pseudomembranous colitis)
Pipecacitlin is active against many
gram-negative bacteria including
Enterobactenaceas, Klebsiella, Serratia.
Pseudmnonas, £ ool Protgus and
Citrobacter, and, i addition it active

When anaerobic organisms are isotated from infection sites, it is recommended that other
tests such as the moditied Broth-Disk Method’ be used to determine the antibiotic suscepti-
niity ot these stowly growing organisms. -

Switkias TD and Thiel T. Antimicrob Agents Chemother 1873; 3:350-356.

indications and Usage

Therapeutic. PIPRACIL is indicated for the treatment of serious infections caused by suscepti-

ble strains of the designated organisms in the conditions as listed below.

Intra-Abdominat Infections including hepatobiliary and surgical infections caused by £ coli,

g?emgimsa. enterococci, Clostridium sp, anaerobic coc, and Bacteroides sp, including
raglis.

Urinary Tract Infections taused by £ cofi, Klebsiella sp, P aeruginosa, Proteus sp, including

P nirabilis, and enmterococci.

Gynecologic Infeclions including endometritis, petvic inflammatory disease. petvic cellutitis

caused by Bacteroides sp including 8 trageis, anaerobic cocci, Nessserz gonorrhoeae, and

enteraeocct {5 faccalisy.

Septicepa, including bacteremia caused by £ cofi, Kigbsiella sp, Enterobacter sp, Serratia sp.

P mirabilis, § pneumoniae, enterococei, P aeruginosa, Bacteroides sp and anaerobic cocci.

Lower Respiratory Tract infections caused by F coli, Klebsiella sp, Enterobacter sp,

Pseudomonas aeruginosa, Serratia sp, H influenzae, Bacteroides sp, and anaerobic cocgi.

Alihough improvement hias been noted in patients with cystic ibrosis, lasting bacterial eradi-

catipn may not necessarily be achieved.

Skin and Skin Structure Infections caused by E coli, Klebsiella sp, Serratia sp, Acinetobacter

sp. Enterobacter sp, Pseudpmonas agruginosa, indofe-positive Proteus sp. Proteus mirabilis,

Bacteroides sp, including 8 fragilis, anaerobic ¢occi, and enterococci.

Bone and Joint Infections caused by P aerugingsa, enterococei, Bacteroides sp, and anaerghic

cocci

Gonacoceal Infections. PIPRACIL has been affective in the treatment of uncomplicated gono-

coceal urethritis.

PIPRACIL has also been shown to be clinically effective for the treatment of infections at vari-

ous sites caused by Streptococcus species including Group A B-hemolytic Streptococcys and

S preumoniae; however, infeclions caused by these organisms are ordinarily trested with

more narrow spectrum penicilling. Because of #ts broad spectrum of bactericidal activity

against gram-positive and gram-negative aerobic and anaerobic bacteria. PIPRACIL is particu-

larly usetul for the treatment of mixed infections and presumptive therapy prior o the identifi-

cation of the causative organisms,

Also, PIPRACIL may be administered as single drug therapy in some situations whete normal-

ly two antibiotics might be employed.

Piperacillin has been successtully used with aminoglycosides, especially in patients with

impaired host defenses. Both drugs shoutd be used in full therapeutic doses.

Appropriate cultures should be made for susceptibility testing before initiating therapy and

therapy adjusted, if appropriate, once the resulls are known,

Prophylaxis. PIPRACIL is indicated for prophytactic use in surgery including intra-abdominal

(gastraintestinal and biliary) procedures, vaginal hysterectomy, abdominal hysterectomy, anc

cesgrean section, Eftective prophylactic use depends on the lime of administration and

PIPRACHL shouid be given one-half to one hour before the operation so that etfeclive tevels

can be achieved in the site prior to the procedure.

The prophylactic use of piperacitlin should be stopped within 24 hours, singe continuing

administration of any antidiotic increases the possibility of adverse reactions, but in the

maijority of surgical procedures, does not reduce the ingi e of subseq fections. i

there are signs of infection, specimens for culture should be obtained tor identification of the

causative organism so that appropaate therapy can be instituted.

Contraindications
A histary of allergic reactions to any of the penicillins and/or cephalosporing

Warnings

Serious ang oc Hy fatal hyper itivity {anaphylactic) reactions have been reported in
patients receiving therapy with penicitling. These reacfions are more apt ta occur in persons
with 3 history of sensitivity to mulliple allergens.

There have been reports of patients with a history of peniciffin hypersensitivity who have
experienced severe hypersensitivity reactions when treated with a cephalosporin. Before initi-
ating therapy with PIPRACIL, caretul inquiry should be made concerning previous hypersensi-
ity reactions to penicifiing, cephatosporing, and other allergens, I an allergic reaction
occurs during therapy with PIPRACIL, the antibiotic should be discontinued. The usual agents
{artitistamines, Pressor wmines, and cortcostercids) shoutd be reacdy avaitable. SERIQUS




ANAPHYLACTOID REACTIONS REQUIRE IMMEDIATE EMERGENCY TREATMENT WITH EPI-
NEPHRINE. OXYGEN AND INTRAVENOUS CORTICOSTEROIDS AND AIRWAY MANAGEMENT
INCLUDING INTUBATION SHOULD ALSO BE ADMINISTERED AS NECESSARY.

Precautions

GENERAL

White piperacitiin possesses the charactenstic low loxicity of the penicillin group of antibi-
atics, periodic assessment of organ system functions including reaat, hepatic, and hematop

Prophylaxis .

When possibte, PIPRACH. should be administered as a 20-30
minute intusion just prior to anaesthesia. Administration while
the patient is awake will facilitate identification of possible
adverse reactions during drug infusion.

etic during projunged therapy is advisable.

Bieeding manifestations have occurred in some patients receiving B-factam antibiotics, includ-

ing piperacilin. These reactions hiave sometimes been associated with abnormalities of coag-
ulation tests such as clatting time, platelet aggregation and prothrombin time and are more
likely 10 0Ccur i patiests with renal tatlure.

1 bleeting manitestations occur, the antibiotic should be discontinued aad approgriate thera-
py instituted.

The possibiity of the ernergence of resistant organisms which might cause superinfections
should be kept in mind, particularly during prolonged treatment. H this oceurs, appropriate
measures should be taken

As with oiher penicitling, patients may experience neuromusculas excilability or convulsions if
higher than recommended doses are given intravenoustly,

PIPRACIL 15 a d sait containing 1.85 mEq of Na* per g This should be consid-
ered when treating patients requiring restricted salt wtake. Pertodic electiolyte determinations
should be made n patients wath low potassium reserves, and the possibility of hypokatemia
shottd te kept in mund with patients who have polentially low potassium reserves and who
are receving cytntoxic therapy or diurchics

Antinsicrobials used i high doses for short penods to treat gonorrhea may mask or delay the
syimptoms of incubating syphilis, Therefore, poior to treatment, patients with gonorrhea
should also be evaluated for syphilis. Specimens for darklield examination should be oblained
from patients with any suspected primary lesion, and serologic tests shoutd bie performed. in
atl cases where concomitant syphifis is suspected, monthly serological tests should be made
tor a mitimum of 4 months.

As with other semisynthetic peniciting, PIPRACIL therapy has been associated with an
increased incidence of fever and rash in cyshe hibrosis patients

Drug tnteractions

fhe awxng of piperacdlin with an aminoglycoside in vitro can result in substantial inactivation
of the aminoglycosides.

Piperaciitin when used concomitantly with vecuronium has been impficated in the prolonga-
tion of the neurormuscular blockage of vecurcaium. Due to thew similar mechanism of action,
it is expected that the neuromuscutar blockade produced by any of the non-depolarizing mus-
cle rel s could be prolonged in the presence of piperacillin. (See package insent for
vecuronium bromide )

Pregnancy - Pregnancy Calegory B

Although reproduction studies in mice and rats performed at doses up 1o 4 times the human
dose have shown no evidence of impaired lertility or hasm to the fetus, safely of PIPRAGIL
use i pregnant women has not been determined by adequate and well Hed stugies.
Because animal reproduction studies are not always predictive of human response, this drug
should be used during pregnancy only i clearly needed. it has been found 1o cross the pla-
cema in ats.

Nursing Mothers

Caution should be exercised whea PIPRACIL is admitustered to oursing mothers. it is excret-
ed i fow concenlrations i milk.

Pediatric tse

Dosages for children under the age of 12 have not been established. The safety of PIPRACIL
in neonates is not known. I dog neonates dilated renal tubules and peritubuiar hyalinization
occurred following administration of PIPRACIL.

Adverse Elfects

PIPRAGHL 15 generally well tolerated. The most common adverse reactions have heer} facal in
nature, following intravenous of imramuscidar imection. The following adverse reactions may
occur.

Local Reactions. In chinical trals thrombophilebilis was aoled in 4% of patients. Pain, erythe-
ma, andfor induration al the injection site octurred i 2% of patients. Less lrequent reactions
wcluding ecchymosis, deep vew thrombosis and hematomas have also octucred.
Gastrointestinal. Diarrhea and loose stoels were noted in 2% of patients. Other iess frequent
reactions included vomiling. nausea, increases in fiver enzymes, (LOH, SGOT, SGPT), hyper-
bilwubinemia, cholestatic hepatitis, bioody diardhiea and, rarely, pseudomembranaus colitis
Hypersensitity Reactions. Araphylactoid Reactions, see Warnings

INDICATION 15t Dose 2ad Dose 3rd Dose
Intra-abdominat | 2 g IV just | 2 g during 2 g every
Surgery prior 1o surgery &t Post-Op
surgery for no more
than 24 h
Vaginat 2giVijust {2g6h 2¢g12h
Hysterectomy 1§ prior {0 alter 1st after st
surgery dose dose
Cesarean 2giv 2gé4h 2¢8h
Section afier cord after 15t atter 1st
is clamped | dose dose
Abdominal 2giViust | 2gonreturn § 2 gatter
Hysterectomy | prior to to recovery 6h
SUrgery £00m

Infants and Children. Dosages i infants and chitdren under 12
years of age have not been established.
PRODUCT RECONSTITUTION/DOSAGE PREPARATION

Conventional Vials:

Dilgents tor Reconstitution

Sodium Chioride injection
Bacteriostaticy Sodium Chioride Injection
Dexirose 5% in Water

Dextrose 5% and 0.9% Sadium Chloride
#Lidocaine HCI 0.5-1% (without epinephring)

#For Intramuscular Use Only, Lidocaine is contraindicated in patients with a known histary of
hyperseasitivity to local anesthetics of the amide type.

Conventional Viais:

Sterile Water for Injection
Bacteriostatich Water for Injection
fEither Parabens or Benzyt Alcchot

{ntravenous Solutions {ntravenous Admixtures
Dextrose 5% in Water Normai Safine {+ KCI 40 mEq]
0.9% Sodium Chioride 5% Dextrose in Water {+ KCI 40 mEq]

Dextrose 5% and 0.9% Sodium Chioride

Lactated Ringer's Injectiontt ) Ringer's Injection [+ KCI 40 mE%]

Dextran 6% in 0.9% Sodium Chioride Lactated Ringer's Injection {« KCi 40 mEqjtt
HWhen PIPRACIL® is further diluted with Lactated Ringer's injection, the dituted sofution
must be administered within 2 hours.

ADD-Vantage* * Vials:
ADD-Vantage System Admixtures

Dextrose 5% in Water (50 or 100 mib)
0.9% Sodium Chioride {50 or 100 mt)
* “{ADD-Vantage is the registered trademark of Abbott Laboratories)

tntravenaus Administeation
J2? tution 7 o

5% Dextrose/Normat Satine [+ KCl 40 mEq]

t Vials: Reconstitute each gram of PIPRACIL with at
least 5 ml. of a suitable diluent (excep! Lidacaine HCI 0.5%-1% without epinephrine) listed
above, Shake well until dissoived. Reconstituted solution may be further diluted 10 the desired
volyme {eg, 50 or 100 ml.) in the ahove listed int us solutions and admixtures.
Reconstitution Directions for ADD-Vantage Viats: See Instruction Sheet provided in box
Reconstitution Directions for PHARMACY BULK VIAL: Reconstitute the 40 g viat with 172 mL
of a suitable diluent (except Lidocaine HCH 0.5%-1% without epinephrine) #isted above to
achieve a concentration of 1 g per 5 mb..

DIRECTIONS FOR ADKUINISTRATION

tntermittent W Intusion

Infuse dituted solution over period of about 30 minutes. During infusion # is desirable to dis-




Rash was noted int 1% of patients. Other tess trequent findings included pruritus, vesicular
eruptions, positive Coombs tests.

Other dermatologic manifestations, such as erythema multiforme and Stevens-Johnson syn-
drome have been reported rarely

Renal Elevatians of creatining or BUN, and rarely. interstitiat nephrilis.

Central Nervous System. Headache, dizziness. tatigue.

Heave and Lymp Reversible ¢ o neutropema. thrombocytopenia and/or
eosinopidia have been reported. As with other (i-lactam antibiotics, reversibie leukopenia
{nentropenia) 1s more apt 10 occur @ patients receiving prolonged therapy at high dosages o
i association vath drugs knowa o cause s reaction

Serum Efectiotytes. tndividuals wath liver disease of widiiduals recewing cytoloxic therapy or
dreetics were reported rarely to demonstrate a decrease # Serum polassivm concentrations
with high goses of piperacitin,

Skeletal. Rarely, prolonged mustle relaxation.

Otirer. Superintection, including candidiasis. Hermorrhagic manifestations.

Giesage and Adminisiration

PIPRACIL may be administered by the intiamuscular roule {see NOTE} of intravenously or
given i a three 10 hve mmute ntravenous injecton. The usual dosage of PIPRACIL for sen-
wug nfections 1S 3- 10 4+g given every four to six hours as a 20- to 30-minute infusion. For
senous milections, the intravenous route shoutd be used.

PIPRACIL shoutd not be mixed with an aminoglycoside in a syninge or infusion bottle since
this can result v inactivation of the aminoglycoside

The maximum daily gose lor adults is usually 24 g/day. alihough higher doses have been used.
intiamuscular ieclions (See NOTE) should be timiled 10 2 g per injection site, This route of
admansiration has been used primarity i the reatment of patients with yncomplicated gonor-
hnd and urinary tracl mfections

NOTE: THE ADD-VANTAGE VIAL IS NOT FOR IM USE

DOSAGE BECOMMENDATIONS

Usual Total Daily Dose

12 - 18 g/d IV (200 - 300 myrkg/d)
i divided doses every 4106 h

Type of Infection

Serious wdectons such as
Seplcemia. noseconiat
preumonia, ntra-abdominal
wiections. gerobic and
amaerobic gynecologic
wiections. and skin and
soft tissue nfections

Comphicated urinary tract
spriechions

Uncomphcated vrinary
tract infections and most
commumty-acquired
pReEmonia

Uncomplcated gonorrhea
iitections

One g of probenecid given orally one-half hour prior 10 injection

The average duration of PIPRACIL treatment is from seven 1o t2n days. except in the treat-
miett of gynecologic infections, in which it is from three 1o ten days; the duration should be
guided by the patient's climcal and bacteriological progress. For most acute infections, treat-
ment should be conbinued for at least 48 Lo 72 hours after the patent becomes asymplomatic
Antitiotic therany for Group A fi-hemolytic streptococeat infechions shouald be maintained for
at least ten days to reduce the risk of rheurmatic fever or glomerngonephritis.

When PIPRACIL 1s given concurrenlly with aminoglycosides. hoth drugs should be used in
fult therapeutic doses.

Renal impairtnent

8 - 16 g/d 1V (125 - 200 mg/kg/d)
in divided doses every 610 8 b

6 - B gid IM or iV (100 -
125 mg/kg/d) in divided doses
every 610 12 h

2 g 1% as a one-time dose

Dosage in Renal impairment

Creatining Urinary Tract Urinary Tract Serious
Cleatance tntection infection Systemic
mlnn {uncampticated) (comphcated) Infection
>40 No dosage adjustment necessary
20-40 No dosaye adjust- 9 g/day 12 giday
ment necessary Jgevery8h dgevery8h
<20 6 giday 6 g/day 8 grday
Jgevery 12h Jgevery 12h 4gevery 12 h

For patients on hemodialysis the maximum daily dose 1S 6 g/day (2 g svery § hours). In add-
tof, because hemodiatysis remaoves 30%-50% of piperacdin i 4 hours, 1'g additional dose
should be adimimstered foltowing each diatyses penad

For patients vath renat Lature 2nd i sasutticency megiarement of senum lovels ¢f
PIPRACHL will provide additonat guidaios for wdustty gosage

conlinue the pricary intravenous solution

Intravenous Injection (Bolus,

Reconstituted Solution stmu{o be injected stowly over a 3- to S-minute period 10 help avoid
vein irrtation.

s, P

Admi
{Conventional Vials Only)
Reconstitution Directions. Reconstitite each gram of PIPRACIL with 2 mL of a suitable dity-
ent listed above to achieve a concentration of 1 g per 2.5 ml.. Shake well untit dissolved.
DIRECTIONS FOR ADMINISTRATION )

When indicated by clinical and bacteriological findi gs, i utar administration of 6 to
8 g daly of PIPRACIL. in divided doses, may be utilized for mitiation of therapy. in addition,
nir, ular ad ration ot the drug may be considered for maintenance therapy atter
climcal and bacteriologic improvement has been obtained with int pipecacitiin sodi
treatment. tatramuscular administration should not exceed 2 g per injection at any one site,
The preferted site is the upper outer quadrant of the buttock {ie, gitrteus maximus).

The deltoid area should be used only if well-developed, and then only with caution to avoid
fadiat nerve injury. Intramuscutar ingections should not be made into the lower or mid-tl wrd of
the upper arm.

Stabitily of PIPRACIL Following Reconstitution

PIPRACIL is stable in bolh glass and plastic comainers when reconstituted with recomement-
ed diluents and when diluted with the intraveaous solutions and mtra dmi indi-
cated above

Extensive statlity studies have demonstrated chemical stability (potency, pH, and clarity)
through 24 hours 3l room temperature, up 10 one week retngerated, and up to one month
frozen {-10° 10 -20°C). (Note: The 40 g Pharmacy Bulk Vial should not be frozen after fecon-
stitution } Appropriate consideration of aseptic techmigue and individual hospitat policy, how-
ever. miay recommend discarding unused porvons atter storage for 48 hours under tefrigera-
tion and discarding after 24 hours storage at room temperature,

ADD-VANTAGE SYSTEM

Stability studies with the ad-mixed ADD-Vantags system have demonstrated chemical stability
(potency. pH and clarity) through 24 hours at (oom temperature. {Note: The ad-mixed ADD-
Vamage should not be refrigerated or frozen alter reconstitution )

Additronat stability data available upon request

How Suppiied
PIPRACIL (piperaciflin sodiumy is available o vials containi g lreeze-dried piperacitiin sodi-
um powder equivatent to two, three, tour and 40 g of piperaciftin. One g of piperacillin {as a
monosodium salt) contains 1.85 mEq (42.5 mg) of sodium.
Product Numbers

2 gram/Vial - 10 per box - NOC 0206-3879-16

3 gramiVial - 10 per box - NDC 0206-3882-55

4 gram/Vial - 10 per box - NDC 0206-3880-25

3 gram intusion Bottte - 10 per box - NDC 0206-3882-65

4 gram infusion Bottle - 10 per box - NDC 0206-3880-66

2 gram ADD-Vantage Vial - 10 per box - NDC 0206-3879-27

3 gram ADD-Vantage Viat - 10 per box - NDC 0206-3882-28

4 gram ADD-Vantage Vial - 10 per box - NOC 0206-3880-29

40 gram Pharmacy Bulk Vial - NDC 0206-3877-60
Stote at controlled room temperature 15-36°C {59-86°F).

Caution: Federal faw prohibits dispensing witnout prescription.

LEDERLE
PIPERACILLIN, INC.
Carolina, Puerto Rico 00987

CH4579-2  Raevised January 18, 1999
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January 17, 2002

Dockets Management Branch
Food and Drug Administration

Room 1-23
12420 Parklawn Dr.
Rockville, MD 20857
Citizen Petition
Piperacillin for Injection, USP
Dear Sir:

Attached are four (4) copies of a Citizen Petition requesting the addition of Pipracil® (40g
base/vial), Lederle, to the Approved Drug Products with Therapeutic Equivalence
Evaluations, 20" Edition (the Orange Book). Additionally, since this particular drug product
dosage is no longer marketed, this Citizen’s Petition seeks the determination whether the
listed drug, Pipracil® (40g base/vial), was withdrawn by Lederle for safety or effectiveness

reasons.

If you have any questions, please contact the undersigned at (312) 733-9456.
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934 V@(ﬁs{ Fry Street
Unit 2W
Chicago, IL 60622
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CITIZEN PETITION

The undersigned submits this petition under 21 CFR 10.30 and 314.122 to request the
Commissioner of Food and Drugs to grant the Petitioner permission to file an
Abbreviated New Drug Application (ANDA) for Piperacillin for Injection, USP (40g
base/vial, Pharmacy Bulk Package), which refers to a listed drug which has been
voluntarily withdrawn from sale in the United States.

ACTION REQUESTED

This petition requests the addition of Pipracil® (40g base/vial), Lederle, to the
Approved Drug Products with Therapeutic Equivalence Evaluations, 20™ Edition (the
Orange Book). Additionally, since this particular drug product dosage is no longer
marketed, this Citizen’s Petition seeks the determination whether the listed drug,
Pipracil® (40g base/vial), was withdrawn by Lederle for safety or effectiveness
reasons.

STATEMENT OF GROUNDS

The reference product, Pipracil® (40g base/vial), is not listed in any part of the
Approved Drug Products with Therapeutic Equivalence Evaluations, 20™ Edition (the
“Orange Book™).

I intend to submit an Abbreviated New Drug Application (ANDA) for Piperacillin for
Injection, USP. The proposed drug product will be marketed as Piperacillin for
Injection, USP (40g base/vial), which is identical to the previously marketed Lederle
product, Pipracil® (40g base/vial). A Side-by-Side comparison of the previously
marketed drug and the proposed drug is included in the following table.

. ﬁ A 'I

Name Pipracil Piperacillin for Injection, USP

Conditions of Use | Indicated for the treatment of serious | Indicated for the treatment of serious

(Indications)’ infections caused by susceptible infections caused by susceptible
strains of designated organisms in the | strains of designated organisms in the
conditions listed in the package conditions listed in the package
insert. Piperacillin is also indicated insert. Piperacillin is also indicated
for prophylactic use for surgery for prophylactic use for surgery
indicated in the package insert. indicated in the package insert.

Active Ingredient Piperacillin Sodium, USP Piperacillin Sodium, USP

Dosage Form Sterile Powder Sterile Powder

Route of Intravenous or Intramuscular Intravenous or Intramuscular

Administration

Strength 40g base/vial 40g base /vial

' Due to the length of the Indications and Usage section for Piperacillin for Injection, USP, this is only a

summary of the indications. For a complete listing of the indications, please refer to Lederle’s Package Insert
provided in Attachment 1.




ENVIRONMENTAL IMPACT

Action on an ANDA is categorically excluded from the requirements of an
environmental assessment or impact statement under 21 CFR 25.31 (a).

ECONOMIC IMPACT

Not Applicable

CERTIFICATION

The undersigned certifies that to the best knowledge and belief of the undersigned,
this petition includes all the information and views on which the petition relies, and
that it included representative data and information known to the petitioner, which are
unfavorable to the petition.
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Mi(%mel Lisak 7 )
934'West Fry Street .-~
Unit 2W,

Chicago, IL 60622




