
January 17,2002 

Dockets Management Branch 
Food and Drug Administration 
Room l-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@ (4Qg 
base/vial), Lederle, to the Approved Drug Products with Therapeutic Equivalence 
Evaluations, 20t” 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listed drug, Pipracil@ (4Og base/vial), was withdrawn by Lederle for safety or effectiveness 
reasons. 

If you have any questions, please contact the undersigned at (3 12) 733-9456. 

Unit 2W 
Chicago, IL 60622 



The undersigned submits this petition under 2 1 CFR 10.30 and 3 14.122 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 (409 
base/vial, Pharmacy Bulk Package), which refers to a listed drug which has been 
voluntarily withdrawn from sale in the United States. 

A. ACTION REQUESTED 

This petition requests the addition of Pipracil@ (4Og 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Pipracil@ (4Og base/vial), was withdrawn by Lederle for safety or effectiveness 
reasons. 

8. STATEMENT OF GROUNDS 

The reference product, Pipracil@ (4Og base/vial), is not listed in any part of the 
Approved Drug Products with Therapeutic Equivalence Evaluations, 2Uth 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 (4Og base/vial), which is identical to the previously marketed Lederle 
product, Pipracil@ f4Og base/vial). A Side-by-Side comparison of the previously 
marketed drug and the proposed drug is included in the following table. 

strains of designated organisms in the 
cunditions listed in the package 
insert. Piperacillin is also indicated 
for prophylactic use for surgery 

Route of 
Administration 

Intravenous or Intramuscular 
t 

40n base/vial 

Piperacillin for Injection, USP 
Indicated for the treatment of serious 
infections caused by susceptible 
strains of designated organisms in the 
conditions listed in the package 
insert. Piperacilfin is also indicated 
for prophylactic use for surgery 
indicated in the package insert. 
Piperacillin Sodium. USP 
Sterile Powder 
Intravenous or Intramuscular 

Due to the length of the Indications and Usage section fur Piperacillin for Injection, USP, this is only a 
summary of the indications. For a complete Iisting of the indications, please refer to Lederle’s Package Insert 
provided in Attachment I- 



c. ENVIRONMENTAL IMPACT 

Action on an ANDA is categorically excluded from the requirements of an 
environmental assessment or impact statement under 21 CFR 25.3 1 (a). 

D. ECONOMIC IMPACT 

Not Applicable 

E. 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. 

/-= --_ *- 2,. f i;; 

Unit 2Wi 
Chicago, IL 60622 
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ltuorescens 

been showrt ICI be awe ~1 v&u against these organisms; however. Clintcal 
efitcacy has no1 yet been establrshed. 

In vrfru, PIPRACEL is inactwated by 
5taphylococcaf p-tactamases and fi- 
lac!am;tses produced by gram-negative 
bacterta However, rt is acttve agdtnst 
P-lactarnase-producing gorrococct 
Many stram 01 grani~negafne organ- 
isms restslant ta ceflain antrbiotrcs 
hm been iound to be st.Jsceptible to 
PiPHACfL. 

PIPRACIL has also been shown to be dinicatty elfeWe for the treatment of mfactions at vart- 
ous ~ftes caused by StrePtuCmcus species ~nci~d~~g Group A p-hemolyltic Streptocor~us and 
S prleumofftzr; however. irrfectio~s caused by these orgaoisms are ordinartly treateti with 
mare narrow spectrum peniciltas. 8ecause of its broad spectrum of bacterrcrdai acttvrly 
agatnst grampoSitive and gram-negative aesobrc arrd anaetobic baderta. PIPRAW is particu- 
larly useful f5r the treatment of mixed infections and presunptrve therapy prtor to the identtft- 
catron of fhe Causative organisms. 
Also, PtFRACtL may be administered as slffgle drug tt~erapy tn some situatcans where normal* 
ly two anlibtuttcs might be emplayed. 
Ptperacifltn has been successfulfy used with aminogly~~sides, especially irk pattents with 
uWaif& host defenses. Both drugs shot&f be used 417 full therapeutic doses. 
Apprqriate cultures should be made for s~scep~bjffty testing before trtrtrattng therapy and 
therapy adlusted, tf appropriate, once the fesuits are knawn. 
Pfaphykvds. PIPAAC4L is indicated far ~fa~b~ia~~c use in stxrgery incfuding ln~(~~~b~arn~~af 
[~as~rui~testi~l and bifiaq) procedures, vagcnat hysterectomy, abdommaf hysterectomy, and 
cesarean section. Eftectfve prophytactic use depends sn the time at adrnt~i~t~at~~ and 
PlPRAClL should be gkn oneshalf lo one hour betore the aperatton so that etfecttve levels 
can be achieved in thte sate prmr to the procedure. 
The proph~iacf~c use of prpenciftin should be stopped within 24 hours, since continuing 
a~mlnistration of any anttbiotic tncfea5es the passibitity of adverse teaceons. but UI the 
maiority af surgtcaf procedures. does not reduce the rnGidence at subsequent tntedions. il 
mere are signs Of mfechrtn, specimens for culture shoufd be obtained for ~denldicat~0n of the 
causative organism so that app<Opfiafe therapy can be Instrtuled. 
&ont~ai~dicat~on$ 
A halory of allergic reactions to any of the penictifins and/or cephafosporrns 
Warnings 
Sertous and OccaStonafly fatai hypersensWity fanaphylacttc) reactions have been reported tn 
palrents recetvtttg therapy with pentctttins These reacnons are mote apt to occur rn persons 
with a history of sensrtivity to mufftpie ailergefis 
There have been reports of patients wfih a h&tory Of pentciffin hypersenslttvdy who have 
experienced ~evefe tt 
atq therapy wifh Pf B 

p~r~~~s~f~vtfy teacllons wtten treated wrth a cepbalosp~rt~. Before mitt- 
RACIL. car&l inqway should be made Conc,arning previous hypersensi- 



Precautions 
GENERAL 
Whtle ptperac& possesses fhe ChafactercstK iow foxcity al the penrctllrn group af anhbt. 
ohcs, perlodtc assessrnenl of organ system h~nchsris ~nciurhng renal, hepafic, and hematopot- 
efc duiq prolunged therapy 15 advisable 
Bfeedrng mafufestatmns hdve occurred in same patient5 recewing p-factam antibtatics. inctud- 
tng p~~~efacillin These reactions tiave somelrmes been associated yJtth abnormafthes of coag- 
utatton test!? such as ctothng trrn@, pfalefei aQQfeQatrOn and prothrombin hmc and are fROrQ 
likely to occur W odtients wtth renal fdihlft?. 
I4 bleedin mdmteslattons OCCUR. the anPbmtrc shouid be d~sconttnucd and appropriate thera- 
py instrtuted. 
The possibrtrty 01 the ernefgence of reastanl afgaotsms whrch miQht cause supenrtfections 
shatrld b& kept in tn~r~d. pJfttculafiy durmg proiortged treatment. tl this OccurS, appfopnate 
measures should be &ken 
As wtth other penrctitcns. pahents may expercence neuromuscutar ercrtabrltty of convulsions il 
higher than fecotniW%d@d doses are 9iUfN lft2favejlauSly. 
PtPRACil  IS a monasodrum safi contarning 1 85 mEq of Nat per g Thts should be consrd- 
ered wtken treatmg patients feqwrtng reslrided satt rntake Pertodtc electrotyte detefm~flat~~~s 
shotifd be made tn pattencs wtrh tow patassrum reserves. and the passrbttrty of bypa~tem~ 
shcwtid be kept 111 mind vrrth paftenfs wha have potenti&’ few polasstuctt reserves and who 
art: rl!CeJtrlr,cJ GyfntoxlC ltlefally or dlttfctrr;s 
Anlinricfobcals used 111 ktgh d&ies for short pertads lo treat g~r~~rh~?a may mask of delay the 
symptoms of incubating by~hifrs Therefare. @itor lo treatment, pahents with gonorrhea 
shouid also be evluated for syphihs. Specrmens tar da&Reid examrnatlan shoufd be Obtained 
from pattents wtth any suspected primary lesion. and serotogtc tests shautd be performed. In 
all cases where cancomGmt syphls t$ suspecied. monthly serafogical tests should be made 
for a mimmum of 1 months 
As with other semisynrhetic penicitlmq, PlPRACIt therapy has been associated with art 
mcreased tncrdence of fever and rash tn c$sfic fibrosis paftents 
Drug M9racltons 
The mtxmg of prperactthn wrth an arn~~logfy~~slde m wtru can resutl ifl substantial Inactivation 
Of the dlTllnoQ~ycosldes 
Piperacrfttn when used concomitantly with vecuromum has been implicated in the prolonga- 
bon ot the neorornuscutar blockage of vecuronrum Due to their slmtlar mechantsm of a~tton, 
it 1s expected that the neuromuseufar blockade produced by any of the nonBdepatariring mus- 
de relaxants could be prolonged tn the presence of prperacrftin @ee package insert for 
vecurontum bromide ) 
Pfegnancy - Pregfiancy Category B 
Although reproductton studies in mtce and rats perlorrned at doses up lo 4 l imes tk~ human 
dose have shawn no evidence of impaired fetitlity of hafm IQ the fetus, safety of PiPRACfk 
else in pregnanf women has not been determrned by adequate and well-contrutled studies. 
&cause animal reproducitan studies are not always pfedtctive of human response, this drug 
should be used durtn~ pregnancy on& rf cfearfy needed It has been found 10 cross the pfa- 
rwm In rats 
Nursmg Mothers 
Caution shorrld he exerciserI when PtPRACfC IS admmrsteted to nursing mothers. It is excret- 
ed tn law c~ncentraltons in milk. 
PeLlrtatfrc Use 
Dosages for chrldten under the age of 12 have not been ectabiished The safety of PtPRAClt 
1r-1 neonates IS nut knourn. In dog neonates dtlated renal tubules and pentubular hyatintzatton 
occurred foHoarng admm!slraiion of PIPRACK 
Adverse fllects 
PIPRACK Is generally well lolefafed The m@.t common adverse reactions have been local IR 
nature, tollnwrflg ioiravenous ar ~ntramwular inpxdon. The following adverse reactions may 
OCCUf 
tocal R~cltons In clrntcaf t&s !~r~rnb~phtebifIs was noted in 4% of patients Pain, erythe- 
MJ, and/or lnduratron at the rntectlon sate occurred m 2”‘a of pahenls Less lrequent reactions 
mcitid~ng ecchymosrs, deep v&n thrornbosrs and hematontas have also occurred. 

When possible, PiPRACit should be administered as a 20-30 
mtnutt: &tsran fust prior to anae$tftesia Admintslration whtte 
the patrent is awake wiff factCtate ide~~ff~~atr~n of pOsstbte 
adverse reactions durmg drug Infusmn. 
lNQ~EATl5N ISl Uase 2nd Dose 3rd &se 

Sierite Water for injectibn 
BacteriastaticI Water for injection 
UEither Parabens 01 Benzyt Alcohol 

Sodium Chtoride infection 
a~~ter~~~t~&f~ Sodrum Chtoride injection 
Oexirosa !$*A tn Water 
Qexmse 5% and 0 9% Sodium Chloride 
+‘L~&carne NCf 0 !GI% (wtthout epinephrinef 

#For totramuscufar Use Onfy. Lidocaine is contfair?dicated in pafients with a kMwvn history of 
hypersensrtiv+ ta local anesthetics of the amtde type. 
GonuQntiooel Vi&: 

lnlrtvonous Satutionr introvenova lldmirtures 
Oextrase 5% in Wale{ 
0.9% Sadism Woride 

Nurmal Saline f + ICI 40 mEQf 

Dextrose 5% and 0.9% Sodium Chkride 
5% Dextrose in Water 1 t KC1 40 mEq] 

Lactated Ringer’s tnjectiontt 
5% ~e~rose/~ormal Satine I4 KCi 40 mEsf 

Detifm 6% in 0.9% Sodium Chloride 
Rtnger’s Injection it KCC 40 mE 
Lactated Ringer’s tnjectmn [t KC 9 

] 
40 mEq]tt 

?tWhen PIPRACIL* is further diluted with Lactated Rmger’S Injection, the d&ted satuhon 
must be admtastered witkin 2 hours 
AQa.ven~oQe’* Vials 
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CITIZEN PETITION 

The u~ders~~~d submits this petition under 2 f CFR IO.30 and 3 14.122 to request the 
C~~~issiongr of Food and Drugs TV grant the Petiticrner permission to file an 
Abbreviated New Dmg Application (ANDA) for P~p~ra~il~i~ for Injection, USP (4Og 
base/vial, Pharmacy Bulk Package), which refers to a fisted drug which has been 
voluntarily withdraws from safe in the United States. 

A. ACTION REQUESTED 

This petition requests the addition of Pipracil* (4Og base/vial), Lederle, to the 
Approved Drug Products with Therapeutic Equivalence Ewaluatims, 20th Edition (the 
Orange Book). Add~t~~~a~ly, since this particular drug pxoduct dosage is no longer 
marketed, this Citizen’s Petition seeks the determination whether the listed drug, 
Pipracil@ (4Og base/vial), was withdrawn by Lederle far safety or effectiveness 
reasons. 

* STATEMENT OF ~~~~N~~ 

The reference product, P~pra~~~~ (40g bas~/v~a~), is not listed in any part of the 
mducts with ~h~rape~t~~ ~q~~val~n~e ~va~uat~Q~s~ 20th Edition (the 

it an Abbreviated New Drug Appl~~ati~~ (ANDA) for P~p~ra~i~~~~ for 
The proposed drug product will be marketed as Pipgrac~l~in far 
Og base/v~a~), which is ~de~t~~al to the previously marketed Lederle 

product, P~p~a~~~~ (4Qg bas~~v~al). A Side-by-Side comparison of the previously 
marketed drug and the proposed drug is included in the following table. 

infections caused by susceptible 
strains of designated organisms in the 
cmditions listed in the package 
insmt. Piperaciflin is also indicated 
fur ProphyIa~~i~ use for surgery 
indicated in the package insert. 

USP 
Sterile Powder 
Intravenous or I~~a~~s~ular 

Piperacillin for Injectian, USP 
Indicated for the treament of serious 
infections caused by susceptible 
strains of designated paganisms in the 
conditions listed in the paekage 
insert. Piperacillin is alsct indicated 
for pr~ph~la~~~~ use for surgery 
indicated in the mckaae insert. 
Piperacillin Sodium, USP 
Sterile Powder 
Intravenous or I~~a~usc~la~ 

40~ base /vial 



IL 

Action on an ANIDA is categorically excluded from the requirements of an 
~~vi~~~~e~ta~ assessment or impact statement under 2 I CFR 25.3 1 (a). 

Not Applicable 

The ~nd~~s~~ed certejfies that to the best knowledge and belief of the undersigned, 
this petition includes aZ1 the infQ~at~~~ and views on which the petition relies, and 
that it included representative data and inf~~ati~n known to the petitioner, which are 
unfavorable to the petition. 

~?4~~~st Fry Qreet 1, 
Unit 2V& 
Chicago. IL 60622 


