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NDA 50-694 -

Mr. George D. Alicknavitch
Manager, Drug Registration

Drug Regulatory Affairs Department
Zeneca Pharmaceuticals Group Jir 30 1993
A Business Unit of Zeneca, Inc.

P.0O. Box 751

Wilmington, Delaware 19897

Dear Mr. Alicknavitch:

Reference is made to your New Drug Application (NDaA) dated March
30, 1992, submitted pursuanht to Section 507 of the Federal Food,
Drug, and Cosmetic Act for Cefotan® (cefotetan disodium s
injection).

We also reference our "approvable" letter dated December 16,
1992, and your amendments dated April 9, June 7, and July 30,
1993.

We also reference the telephone conversation held July 29, 1993,
between Mr. Harold Silver of this Divison and Mr. Steven Thomas
of Zeneca Inc. in which the following Impurity Limits were
agreed:

Impurity = NMT £ w/w
Impurity = NMT % w/w
Impurity = NMT $ w/w
Impurity = NMT % W/w
Impurity = NMT % wW/w
Total Impurities = NMT % w/w

In addition, it was agreed that if any individual Impurity Limit
was exceeded, ZENECA would contact the FDA to discuss these
results.

We have completed our review of this application, as amended, and
have concluded that adequate data have been submitted to
demonstrate the safety and effectiveness of this drug product
when used as recommended in the draft labeling submitted July 30,
1993. Therefore, NDA 50-694 is approved effective as of the
date of this letter.

Vi
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The final printed labeling (FPL) must be identical to the
enclosed July 30, 1993 draft labeling. Please submit twelve
copies of FPL, identical to the enclosed draft labeling, as soon
as it is available. Seven copies of the final printed 1labeling
and should be individually mounted on heavy-weight paper or’
similar material. The submission should be designated for
administrative purposes as "FPL for approved NDA 50-694."
Approval of that submission by the FDA is not required before the
labeling may be used. Should additional information relating to
the safety and effectiveness of this drug product become
available, further revision of the labeling may be required.

We request that you submit, in duplicate, the advertising copy
which you intend to use in your proposed introductory promofional
and/or advertising campaign. Please submit one advertising copy
to the Division of Anti-Infective Drug Products and two copies to
the Division of Drug Marketing, Advertising, and Communications,
HFD-240, 5600 Fishers Lane, Rockville, Maryland, 20857. Please
submit all proposed materials in draft or mock-up form, not in
final print. Also, please do not use form FDA 2253 for this
submission; that form is for routine use, not proposed materials.

Please note that any advertising or promotional labeling for
Cefotan® will be considered false and misleading under

Section 502 of the Act if it utilizes in vitro microbiologic data
to imply clinical efficacy or to imply clinical superiority over
other drug products if such indications or clinical superiority
have not been established in adequate and well-controlled
clinical trials. In vitro microbiologic data establish in vitro
microbiologic activity. Appropriate use of such data in
advertising and promotional labeling requires a balanced
presentation of how such data should be interpreted in view of
the human pharmacokinetic properties of and the established
clinical efficacy of these drug products.

In addition, any advertising or promotional labeling for Cefotan®
will be considered false and misleading under Section 502 of the
Act if it attempts to minimize, by print size or presentation
emphasis, the fact that clinical data from adequate and well-
controlled trials are not available establishing efficacy of this
drug product in treating disease due to the organisms contained
in the "not clinically supported" (i.e., the second) grouping of
organisms in the Microbiology section of the drug products
labeling. '

M :“?“ *
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This guidance constitutes notice of activities that may be
considered to be violations of the Act. Failure to comply with
this guidance may result in regulatory action without further
notice.

Should further information regarding the safety or effectiveness
of this drug product become available, further revision to the
labeling may be necessary.

Please submit one market package of this drug product when
available.

We remind you that you must comply with the requirements set
forth under 21 CFR 314.80 and 314.81 for an approved NDA.

If you have any questions concerning this NDA, please contact Mr.
Carmen DeBellas, Project Management Staff, at 301-443-6797.

Sincerely yours,

- ?/(30 /Qj

Murray M. Lumpkin, M.D.

Director

Division of Anti-Infective Drug Products
Office of Drug Evaluation II

Center for Drug Evaluation and Research

"
Al |



CC: Orig NDA -
District Office
HFC-130

HFD-82

HFD-240

HFD-500

HFD-683

HFD-520/DirDiv/Lumpkin

Concurrence:
HFD-520/SMO/Albrecht
HFD-520/SCSO/Bona
HFD-520/SMicro/Sheldon

HFD-520/MO/Leissa %L 1[3=[93

HFD-520/Micro/Silver

HFD-502/CS0/DeBellas o> 1\%o\un
HFD-520/1label file/DeSantis

APPROVAL
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NDA 50-694

Mr. George D. Alicknavitch
Registration Manager
ICI Pharmaceuticals Group

Concord Pike and New Murphy Road DEC 16 i

|
D
(]

Wilmington, Delaware 19897

Dear Mr. Alicknavitch:

Reference is made to your New Drug Application (NDA) submitted
dated March 30, 1992, pursuant to Section 507 of the Federal
Food, Drug, and Cosmetic Act for Cefotan® (cefotetan disodium

injection)

We also reference your amendments dated September 14, 21, and 24
and October 8 and 20, 1992.

We have completed our review of this application, as amended, and
it is approvable. However, before this application may be
approved, the following information must be submitted in support
of this application and reviewed:

l'

With

a.

respect to the RAW MATERIALS CONTROLS:

Please clarify whether the "Related Substances:
Impurities and Other Impurities"™ are really
"impurities" or "degradation products'" in the
cefotetan (free acid) antibiotic bulk drug
specifications.

Please provide a pH specification on the cefotetan
(free acid) antibiotic bulk drug.

respect to the LABORATORY CONTROLS:

Please clarify whether the "Impurities (Impurities

" are really "impurities" or "degradation
products".

Please explain whether the "Related Substances:
Impurities and Other Impurities" found in
the antibiotic bulk drug are the same chemical
entities as the "Impurities (Impurities "
found in the drug product.

"
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C.

- Please explain or characterize "Impurity " as it

does not appear in the cefotetan free acid
antibiotic bulk drug specifications.

Your proposed "Impurity (Impurities " limits
in the drug product are not supported by the
reported stability data. Therefore, we recommend
the following "Impurity Limits" for the drug
product:

Impurity NMT $ w/w
Impurity NMT $ w/w
Impurity NMT % w/w
Impurity NMT % W/w
Impurity NMT % wW/w

Please be aware that before the "approval" of NDA
50-694, the limits for both the "Impurities "
and the "Dextrose" on each drug product strength
should be finalized.

Please clarify the discrepancy noted in the
analytical results for Impurities ~ in NDA
50-694 between what is shown in Chemistry Addendum
6, Baxter: 2.0 CEFOTAN? (CEFOTETAN DISODIUM) INJ.,
IN S50ML, ISO-0SMOTIC), STUDY NO. & BATCH NO. PRA~-
91-0580, DATA TRANSMITTAL REPORT, 9/16/91, TITLE:
IMPURITY DATA, ZERO TIME [%, (w/Vv)], Test Date:
7/9/91, page 1 of 1 and those results shown in
Chemistry Addendum 8, "Long~-Term Frozen Stability
Data....", LOT NUMBER: 910580, STABILITY STUDY NO:
26032, PREPARED: 11/25/91, page 1.

With respect to the STABILITY:

Please provide a commitment to perform the following
"Post-Approval Stability Testing" on production lots of
the commercial drug product:

Drug Product -- CEFOTAN® (cefotetan disodium injection)
in Plastic Container, PL 2040:

T,
1 't:’ﬁ"! *



Redacted.qJZL‘__

pages of trade
secret and/or
confidential
commercial

- information



NDA 50-694

Page 5

4.

5‘

With respect to the CONTAINERS AND CLOSURES:

a.

Antibiotic Bulk Drug (cefotetan free acid):

(1)

(ii)

(iii)

(iv)

Please provide a physical, chemical, and
dimensional profile on the bags and bulk
containers and closures used to store and/or
transport the cefotetan free acid antibiotic
bulk drug.

Please provide the procedures to be followed
to ensure that the shipped or transported
cefotetan free acid bulk drug is maintained
at the proposed storage temperatures.

Please submit your best estimate of the
expected maximum length [time] of shipment
from Japan to the USA.

Please provide revised draft label(s) for the
proposed container and closure used to store

and/or transport the cefotetan free acid bulk
drug.

With respect to the ENVIRONMENTAL ASSESSMENT:

a.

Please provide information on whether the
manufacturing facility has developed and
implemented the submitted environmental plan.
Please also provide the date of implementation and
location of the full document.

Please provide information and data to demonstrate
that there is actually "no adverse impact on
animals, plants, humans, or other organisms and
ecosystems as a result of use of this drug
product.", as stated in Item 3.I.V.: pages 3-27,
#8, Environmental effects of released substances".

VY
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6. With respect to the LABELING AND LABELS:

a. Please submit draft labeling that incorporates the
enclosed draft labeling recommendations prepared
by the Division of Anti-Infective Drug Products
into the draft labeling you submitted on March 30,
1992. (See Enclosure.)

b. Please change the following labeling statement:
should

be revised to read:

B

Please also note the following conclusions regarding final
expiration dating periods and storage conditions for the drug
- product - Cefotan® (cefotetan disodium injection) in Galaxy®
Plastic Container, (PL 2040):

At this time, the submitted stability information and data
support the proposed expiration dating periods and storage
conditions, and therefore, the following is recommended for
this drug product in its proposed container and closure:

6 months when stored frozen at or below -20°C (-4°F);

21 days for the thawed solution when stored under
refrigeration 5°C (41°F);

48 hours (2 days) for the thawed solution when
stored at room temperature 25°C (77°F).

Please also submit in duplicate, the advertising copy you intend
to use in your proposed introductory promotional and/or
advertising campaign. Submit one copy to the Division of Anti-
Infective Drug Products and the second copy to the Division of
Drug Advertising and Labeling, HFD-240, 5600 Fishers Lane,
Rockville, Maryland 20857. Please submit all proposed materials
in draft or mock-up form, not in final print. Do not use form
FDA-2253 for this submission; that form is for routine use, not
proposed materials.

This drug product may not be legally marketed until you have been
notified in writing that the application is approved.

Ve
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Within 10 days after the date of this letter, you are required to
amend the application, notify us of your intent to file an
amendment, or follow one of the other alternatives under 21 CFR
314.110. In the absence of such action the Food and Drug
Administration (FDA) may take action to withdraw the application.

If you have any questions concerning this NDA, please contact Mr.
Carmen DeBellas, Project Management Staff, at 301-443-6797.

Sincerely yours,

IS’ 2o fa

Murray M. Lumpkin, M.D.

Director

Division of Anti-Infective Drug Products
Office of Drug Evaluation II

Center for Drug Evaluation and Research

Enclosure:

CC: Orig NDA 50-694 Concurrence:

HFC-130 HFD-520/SMicro/Sheldon

HFD-82 HFD-520/SCSO/Bona
HFD-473

HFD-735
HFD-500
HFD~638

HFD-520/DivDir/Lumpkin
HFD-520/SMO/Albrecht
HFD-520/MO/Lessia
HFD-520/Micro/Silver
HFD-520/CSO/DeBellas
APPROVABLE
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CEFOTAN®

sterile cefotetan disodium

For Intravenous or Intramuscular Use
CEFOTAN®

cefotetan disodium injection

In Galaxy® Plastic Container (PL 2040)
For intravenous Use Only

DESCRIPTION

CEFOTAN (sterile cefoletan disodium) and CEFOTAN (celotetan disodium injection Galaxy® * plastic
containes (PL (z«oym wnu)u\mu(onh bmJ-:'wwun
lﬁﬂ-( l7 {ll ’ '

2“36-)-1 Mz-yl)nl - “mn«umy&
W%!M ic acid. s molecutar
cnﬂ.,nm.s.ma'mnmumm 2000ctZ-ane- .
Structurs! Fermuia:

HoNOC S N
ST CHOONH —’—'/ N— N
Na0OC s | N

04 N N/
|
COONa CH3
AN (sterile ceb i Nied in visls .5 of sodium
muhamnmmmmmwm %&mz
CEFUTAN and intramuscitar adeninistration.
from coloriess to mmmmmmummmwnmnm

Wm4.§b6§
GEFOTANmnnADD-v:uoe Vialt : is intended for intravenous wse only after dilution with the appropriate volume

of ADD-
wi E-;Mifm‘nn vial containg.
m MW ) mmwuw
WOTM(MMM W;ﬁmm PL nﬁm.wnwn,
noNPYTogenic premimed 50 mL mew ww

NNMU mOsmolkg 19gand 1. hl-illd
mmmmm u:J 2 J.muﬂuhm
mm-us.s-mm and may have been -ﬁnﬂ Mndlnric CEFOTAN

isodiurm injaction) in the plastic container contains 80 of sodiem of
activity. &-i’l:b foom temperature, umhm"upmm’ m&"m

components of the plastic in very small
dating perind. The suitability of the plasiic s bean Confiraned in fests in animals
uhmmauunl—-wm

USP has been

CLINCAL PHARMACOLOGY
High plesms lovels of cofotetan 3re attained asfier iitravenous and intramuscular administration of single doses to
normelvehmieers.

PLASMA CONCENTRATIONS AFTER 1.0 GRAM v OR NDOSE

Hsan Pisema Concontration (upial]
Time After injoction
Rowte 15 mim 30 min 1h ] L] 8h i
v ® 158 103 2 42 % -9
M 56 71 68 47 20 9
330 mirestn ivsion
PLASMA CONCENTRATIONS AFTER 2.9 GRAM IV® OR IM DOSE
oon Plasma Concontralion (jp/mt )
Time After injection
Route S min 10min 1h 3h 5h oh 12h
w 7 b 135 74 48 n 1
™ - 20 75 91 69 <] 19
2 injacted over 3 minuies
b, ons et " e
The plasma ol oolt-fide of is 310 4.6 hours after either ori
Repested administration of CEFGTAN does not result in accumulation of the drug in normal subjects.
Celotetan is 88% plasena protein bound.

o active metabolites of cetoletan have been mmmm(me)UMMM

mmmumhtmmmmmmmmm
mmsmun%ummmuﬂﬂm:mmmwwmmm

maummmm igh and urinary
sgmmmmnnmmmnwmm rucnmumﬁmsolaomnuuﬂy

mm——sumwm the plasma haif-life of cefotetan is prolonged. The mean terminal hait-fe

of cefotetan is The meen tenminal half-ie increases with deciining renal function, from approximately 4
howrs im volunteers mwmmmmmwm-mmmmm impairment. Thereis a
linear corvelation stween the systemic of and When renal function is

Mammmwmmmmumummsmemo
WMGMu‘mmmmmmMn\cmm

skin

muscle w

fat maxillary sinus mucasa
aryomatrivm tonsil

engdometrivm bite

cervix peritoneal flyid

ovary umbikical cord serum
» sotic fuid

Microbielogy
mwmammwommmuum Cefotetan has in wifro activity again;

ammdmwamm—mrve r W 'lmnmmyqvwgo;nnmﬂm
position provides Cefotetan with a high degree Mun
penicillinases and cephalosporinases of m—mmma

mmumloaomqmpmmu witre aad in clinical

Cefotetan has been shown to be active
TIONS AND

NOTE: Approwirsiely one-half of the usuatly clinically sm-:nmsd Enterobacter spocies (e.
Emmzwmnmmom a2enin folia
species are resistant to cefotetan
Gnll Pesilive Aerobes

inciud icitinase: icikinase-p ing strains)
wmm

% ((FMB

10 cephalospocies. Some straines 6 Saphykococcus epidermids
s, (! 1y Stre is) are to

NOTE: Most strains of C. gifficile are resistant (see WARNINGS).

Peptococcys niger

PaptostreplotoCCUs species

NTE Many strains of B. distasonis, B. ovatus svd B. thetaiotsomicron are resistant fo cefotetan in witro. However,
Wm o' these cannot be accurately predicted on the basis of m witro

mmnmmmmwwmmmﬂsum Cefotetan has been shown to be
active in witro 303INSt MOSt straing of the followring orpanisms:




7-19-1-580
SIC 63835-02

'Species (including C. div d C. froundii )

Bacteroides.
Clostridium difficile
NOTE: Many strairss of C. difficile are resistant (see WARNINGS).
Propionibacteriom species
Veiloneka species
SUSCEPTIBILITY TESTS
Technigue: Qmmmmmmdmm: the most precise
of the susceptibility of bacteria to antimicrobial agents. One such gw
usemdulumnn dwnmwaﬂwm ion iwoives the
comelation of the diameter obtained in the disk test with the minimum mm IC} for m

Ropoﬂs Mdmw test with 3
hbomuyom& single-disk susceptibitity 30-120 cefotatan disk
Zmuml) interpeetation

216 Susceptible
13-15 Moderately Susceptible
<12 Resistant
Anp:'nol g be inhibied by ly achi . A
report he be [ #
idection i A oo MMMM” ) dosage it wsed of i the
mwmmmmum,mmwmu

mmummmww The 30-y0 cefotetan disk should give the

foliowing zone diameters:
Zmn-mm) Qrganism
8- E. coli ATCG 25822
s S.armus ATCC 25923
Ditwtion T : Use a standardized microdiution or agar dikution method” (broth, icrodiktion
equivalent with ﬂlm« mucmmw wm l:)r:m:
MIC (ug/ml)
<16 Susceptible
RN Moderately Susceptible
264 Resistant
As with diftysion method require the use of laboratory control orgsnisms,
mmmmnmuwm Sandard
MIC (ughol) Qcpanisey
06025 E.coli ATCC 25922
4-16 S. aursus ATCC 29213

mwmmmuanwmmwmmM(m microdilution)
mmcmmmuwum
MIC (uoinl)

Iniermistatioo
Susceptible
264 Resistant
As with susceptibility methodology for asrobic bacteria, the dilution methods for anaerobic becteria must be
monitored using laboratory controt organisrs.

INDICATIONS AND USAGE

mmwmmm
Mtu—hmnmmw(mxm Proteus mirabikis and Proteus

CEFOTAN is 1or the ot the &

w(mqw?u OTQRNIEITS ROW w&@ummmmmwx
sains | by wm&é)

L v :
e ity K poouemonty Eoot, Fromus b i Saraas raressce

sirains), i species
Escherichis cok, Kisbsiels presenonise, Py niger®, »

L by (Mnmmwmm
sirains), SH ¥ spacies { Straptococcys Jgaactise, E. coli,
Mmmmmwtma ma ma thetsiotsomicron).

c . and gram posilive anaerobic coct {including "

Cefotetan, S other cephalosporing, has MW”L i s Th when pori
mu-nt-mdunh.mm':q and C. trachomatis is one of the [

MWMQEMWRW(MK ae, Stres SPeCK
Bmw Clostridimnspecies” .

Sont and Joint ilections caused by Staphylococcus aureus.
Eﬁmhhmnmmmmwmmmmm

Or suspectod Oram-positive o gram-negative Sepsis of in patients with other serious infections
mmnmwmmwuﬂnsmmmmmwm-n
L wmﬁnm mmnmwcnmm
maty and aiso some giher he dosage recommended in the labeding of
both antibiotics may be given and depends on dmmmmwmm:w\dhm
mmmmmmmmmﬂmmmm H CEFOTAN and an
Wmmmmﬁhmmw“ because nep ity may be

PROHMABS
The preoperative adminisiration of CEROTAN may reduce the inch olemain ive i ions in patients
mmmmunmam ° (g

y Nmymumry MWW)
nm-mm "m mmmummmum

it eyt may be initiated.
CONTIWIDICATIONS
CEFOTAN is contraindicated in pationts with known aliergy 10 the cephaioSpOTin Qrous of antibiotics.

WARNINGS
BEFORE THERAPY WITH CEFOTAN 1S INSTITUTED, CAREFUL INQUIRY SHOULD BE MADE T0 DETERMINE
WHETHER THE PATIENT HAS HAD PREVIOUS HYPERSENSITIVITY REACTIONS TO CEFOTETAN DISODIUM,
CEPHALOSPORINS. PENICILLINS, OR OTHER DRUGS. IF THIS PRODUCT 1S TO BE GIVENTO
SHOULD BE EXERCISED BECAUSE CROSS-HYPERSENSITIVITY AMONG
Y DOCUMENTED AND IMYOCC(HNI.PTOWSGPATENTS
TO CEFOTAN ocunsmsommmt

WITH EPINEPHRINE AND
VENOUS ANTIHISTAMINES,

 AS CLINICALLY INDICA

has boon ruparted with asarly all satib: sgenis, ad
Oneet of caltliis l-hunl-“

nuwuwm“umm

mummuumm umﬂmmdm
2 o procuced by ok dficke i 3 peveary cause Causo o antbotc-grsociaied COMS.

Studies indicate that 2 foxin

mmm m been established, therapsutic maasures should be intiated.
dm "y uulymp:g ﬁu::mmma mmm‘:’m

aus, be given 1o sanagemnant with fluids and electrolytes, 3

mmumcmmmmm {See REACTIONS).

In common with many other antibiotics, CEFOTAN may be associated with a fal in prothrombin

activity possibly, subssquent at increased risk include patients with renal or hepatobiliary

impairent O POOr Mastritional state, the and patients with cancer. P t be g
vitamin K administered as




PRECAUTIONS
Generat nwmmmw-um&mmnm
nonsusceptible Careful observation of the is essontial. i
ofpanisms. ok ob patient supesiniechion does occur during therapy,
WMMNMWMMWVMIMNMMMW
wwnmmmm disulfiram-files reaction characierted by fushing,
sna:x occur when sicohol . wine, m)-wmnmm
be cavtioned about lm scoholic beverages following the

in sorum mmmmm-mm If CEFUTAN and an
wsod renal kmction bacase nepheotoxicity may be

The admisistration of CEFOTAN in 2 talse positive reaction for
mthhmmw WSMUWS% lh‘mﬁdtﬂmm
on enzymalic Qlucose oxidass be wsed
As with other cophalosporing, mmummmmmummm
creatining levels by Jatfe” resction and produce talse increases in the levels of crestinine reported.
mmmdm mmmhmmmm

perior found in Y

(m"smh““m“ 5-35“*” M
ondays t0de
reir ) Im

o iate huuu)m*d w

n wuwm mww 2-4

mmmm;mwmm“mwnm § weas el e
Simitar lesions have besn m':'

antibiotics and impaived fertility s Mg offects were observed

n 7-woek-old rals treaied with wp 10 1000 n ’

Loy et mm -ﬂs.or n:nm(anusw)mmm

wmw*hnbmrmmhmﬂ
frevesied no evidence ired fertility
muum Th-lm.!mmm ﬂ-eurnhu ‘wm ’w
m studies are not always pradictive of human response, this dreg be used during pregrancy
I-n-zcumnm

mk s in human milk in very low concentrations. Caution should be exercised when
PudisiicUss: Salety and effectiveness in children have not boen established.
ADVERSE REACTIONS
n chinical shudies, the adverse

plesmfen following Mnnmmwnmmm Those appearing in
00, Mwmtsﬁummmmmmuhmm’:ﬁaom

psondamenmbranous colitis. Onset of during or ntibotic
trestment or surpical proplyiwds. {Sea Wi : "

leboratory abnorrnalities - Mm mm positive
"mu(lmm)umm( 300); a0 oo & s
M elevations occurred 1 m
and mcluded
o enzyme (WM)MLMM) arisein ALT (SGPT) (1 in 150), AST (S60T) (1
PARCHONS n1.2%o0f

Hypersonsitivily caon were reported in 1.2% of petients and included rash (1 in 150) and itching (1 in 700);

?.mwnhMI“dmwMMih*GWUnmw
anmmmmmmm
Uregenlial: Asphrolauicily has arely been reporied.
Miscollsmsens: Fover
mmuummwmmmmmmmwmmm

m antibiotics:

mmmmmmmm hepatic dy
mmmmnm

FEEeTne e s s

with drug Svecapy ocowr, the dreg dcontineed. mm-um!mw

LA

&

OVERDOSAGE

Mum-ﬁ-mm-mmaum M overdosage should occur, it should be
treshed dislysis particularly i renal fanclion i Compromised.
nosmsmommusnumu =

Trestment
w—wwum‘wwunhmqum
mmhumwu-wummmm aher dilution with the appropriate volume

Tlundﬁl s1u2md05mAN(Mm ) administered FTtravenously o
intramuscularly of &am injection) in the Mmmzw)um
nmﬂymﬂm Slowd:ya vaerdnsaon and route of d by the
condition of the patient, severity mummm

wwumuuﬂmﬂ
Yype of infaciion Dally dese aod Rosts
Urmnary Tract 1-4 grams 500 mg every 12 hours IV or IM

1 01 2 g every 24 hours IV or M
10r2 g every 12 hours [V or IM

Skin & Siin Structure
Mild - Moderate?

2grams 29 every 24 hours IV
1 g every 12 hours IV or IM
Severe 4 grams 29 every 12howrs V
Other Sites Z‘Agﬂms 102 g every 12 hours IV or IM
s_ene . 4 grams ‘ 29 every 12 hours §V

Lite-Threatening 6 grams® 39 every 12 hours IV

W mmmmcmmwummmzmmum
o

“Mwmﬁywmumawdhm

Mmm‘n&nfammwﬁ%w

PMMNS

To prevent postoperative infection in clean contarninated or mymmdammaduns.m

mmuwmuwzgumrmmm once, intravenously, 30 10 60 minutes prior to surgery. in
‘cesarean section, the dose should be adminisiered a3 500N a5 the umbical cord i camped

le::m is impaired, a reduced dosage must be emp The i) dosage g
aay
mmnmmmmnm
Crestinine Clearance
ml/min Dose
>30 Usual Recommended Dosage * Every 12 hours
10-30 Usual Recommended Dosage Every 24 hours
<0 .

~Dose Gebermined by the type snd severity of infection, and susceplibiity of the causative organism.
mem MMmaymmmmmzmmmls but the dose reduced 10 one-half the usuat

recommended dose for patients with ammcunmoﬂo-som/mm and one-quarter the usual recommended
mwmmammammw
When only serum creatinine levels are are available, may be from the tollowing formula_

The serum Creatining levet Mwmammmmm

nxwwnmme(mwmu
Females: 0.9 X vaiue for males

Cafotetan is dislyzable and it is recommended that for patients intermittent hemiodialysis. one-quarier of
mmwmmm«mztmunmmm and one-half the usuai recommended
dose on the day of dilysis.

STERILE CEFOTETAN DISODIUM

Proparstion of Selution From Sterite Colotetan Disedium
For intravonsus Use: Reconstiute with Sterile Water for injection. Shake 1 diszolve and ket stang untif clear.
Approximate

Amount of Approncmate Average
Diluent Withdrawable _ Concentration
Vil Size Added {ml) Vol (mi)  Hmgml)
1 grm 10 105 95
2gnm 10-20 1.0-210 18295

'n_watauuwmumummsomooua Dextrose Injection 5% or Sodiusm Chioride

NOTE: ADD-VANTAGE VIALS ARE NOT TO BE USED IN THIS MANNER

For Vials: Add-Vantage Vials of CEFOTAN are 1 be reconstitled only with Sodium Chioride

injection 0.9% or ms%mnsummuwzsommumww CEFOTAN

supplied in single-use ADD-Vantage Vials should be MuMnmmmw,
For iniramuscutar Use: Reconstitits with Sierile Water for injecion; Bacteriostatic Water o1 inecion; Sodium

Chioride injection 0.9%, USP; osxmmnammmm smummummm

e



Approodmate
Amount of Approximate Avarage
Dizent Withdrawable Concentration
Vial Sze Added (ml) Vol (mL} (mg/ml)
1gram 2 25 400
2gram 3 40 500
INTRAVENOUS ADMINISTRATION

W vesiaing Sfochint of o B wh ey D Poa PSS BaChiSe O wered e recui
o may be poor
Wummm.m.mmum,
presentor 3
intermittont intrevenous adminisiration, 8 m1mwzcmdmlmumm
disodium) in Slerie Water for injeciion can be injected over minviss. Using an infusion

system, the solution may also be given over 2 longer mmmmwmnm
may be receiving other intravenous solutions. 8 vein-type noedies m
infusion. However, Mdumm M(mmmun),n to
discontinue tsmporarily Mumm:mamm

NOTE Solutions of CEFOTAN must not be admixed with ides. W CEFOTAN and
aminogivcosides are 40 be administered 10 the mmmmuwm-nwuam
Intramuscular Administration

nm-mwmm (swrile cafotetan disodium) should be injected well within the body
ofa outer of the buttock (i.e., gluteus maximus); aspiration is
wnmmwmamw
CEFOTETAN DISODIUM INJECTION

_ DIRECTIONS FOR USE OF CEFOTAN (cefotetan disedium,injection) IN GALAXY® PLASTIC

CONTAINER (PL 2648 )
memw)mmmmmmmumm

wwhamde|mmd-m‘NF -
A PAADUATION |

of Plastic Container: Thaw frozen container at room Wﬁf
(5" V41 F). (DO NOT FORCE THAW SY IMMERTION IN WATER BATHS OR
Mbrumﬁsbymmﬁmﬁy ¥ lsaks are detected, discard solution as sterility may be
" n the frozen state and wilt

support.
2. Remove protector from ouliet port at botlom of containes.
3. Attach administration set. Refes to
Castion: Do not use piastic containers in series connections. sm@wwmnmu-mmmnm
2ir being drawn from the prirary container bafore administration of the fiuid from the secondary container is complete.

Intravenous Administration
fouke is for patients with septicemia, or othes severe of life
Mm«mmmmnmvmmam@:-mu:n
mm i UMMMMMWUWMIMS
or
Using 2 inkusion
mm::mnao
sokslions.

infysion of the
MW(PLM) it & advisable to
m.hm
COMPATIBILITY AID STMMYOFI:EFO‘I’ANHWDUCTS
Frozen sampies should be thawed at room tempersiure before sse. Afer the periods mantionsd balow, any unused
sokutions or frozen materials should be discarded. 00 NOT REFREEZE. ‘ A o

NOTE: mummmmwum rowrierin i i)
) administered Same MM 25 3 mined
SUPPLEMENTARY MEDICA wl

CEFOTAN (sterile cofobstan disodium) reconstituled as described above (PREPARATION sou.rnonauﬁus

: hours at mw(swnmmmmmw 1°F), and
ﬂ‘ Afer reconstitution and subsequent storage in disposable glass or

m;ammumammmsmam

for at least 1 wesk ZIMMI!.I
phastic syringes, CEFOT)

fefrigecation.
ADD-Vastage Vials
Ordinarily, ADD-Vantage vials showld
drug. However, ADD-Vantage vials of CEFOTAN reconstitwied as described in
vummymwmmumm
(DO NOT REFRIGERATE OR FREEZE CEFOTAN N ADD-VANTAGE VIALS).

NWWMIBWM~NBMEMM
for ADD-Vantage

".;;_w .

CEFOTAN fstests crfoetan dsodlum) s ry. mummmwm&m-g‘:m

01 gand2 vials

M-:F -vnm.n above 27C umummw
190 ADD-Vastage Vil {MDC0038-0376-31)
29 ADD-Vantaps Vil (NDC0038-0377-32)
19 va (NOC0033-0376-10)
29 Vel (NDC0038-0377-20)
1g  PiggybackViel (NDC0038-0376-11)
29 Pigoyback Vial {NDC0038-0377-21}
CEFOTAN s aine svallable 252 109 bulk package.
10g mm-u- (NDC 0038-0375-10)

AN sw;:mh&mmuﬁmnm dose
Gm e mmmﬂ)u g

in 50 sl plasiic container (Nucmoan—st) Py
29 i 50 . pinstic container {(NDC0038-0379-51)
Store contaimers at or below - DIRECTIONS FOR USE OF CEFOTAN (coletotan disedium
wmnmmuamﬂlr efection) N

1 S, LaFrock ot al. Cefotetan n Voluniners with Various Degrees of Renal Function.  Astimicrobial Agents

Pharmacekinetics
and Chometherapy. T9(5): §87-890, Moy 1986,

2
M-lm muwummvmm asts Against Cefotetan-Resistant
Diagn. Microbiol. infect. Dis. 15: 595-600,

:ggouc & Determining Clinicai and Bacteriological Efficacies.
 National Comsmities for Clinical Laboratory Standards.

4th Edition, Vol. 10 (7): M2-M, th.l’kmi 1990.
mmmmmm Tentative Standard:
- cleria That Geow Asrobicaify mmv«wm 7-A2Vih|m. A,Aarl,l

wmmm Sh'uhtd
MEMI,VOI 10(15)M11 wummm1m
'Glnxy uathaD&:rhmfwm \
Abbott Inc.

M SIMWGMDM Miles Laboratories, inc.

..

CEFOTANG (cafotetan injection) in for Stuart
Whmﬂdlﬂ({lm Dehm1m97|}SA)bylnhr

CEFOTAN® (starils ) is M by:
SmithiGine for




e

CEFOTAN 1,

‘CefOtetan dlSOdlUm Iﬂﬁ(’ﬂOﬂl eguivalent to

o= s=====9

|
1
'
i
i
[}
1
1

1gcefotetan |

Galaxy® 50 mL 0038-0378-51
Single Dose Iso-osmotic Code 263561
Container Sterile, Nenpyrogenic

Each 50 mL contains: 1%3htmn(lsubmdmdun with approximately
wwmwmuky ium content is 80 mg
(3.5 mEq) per g of cefotatan. pH adj with sodium bicarbonate and mhmbmadmted

Dosage: Forifmmouswamly Asdiuandwlmywm See Package insert.
Cautions: DO NOT ADD SUPPLEMENTARY MEDICATION. Must not be used in series
conneclions. Check for minute leaks and solution clarity. Federal (USA) law prohibits dispensing

&matorbdow-!ﬂ’cm . Thaw at room temperature (25° C/77° F) or under
Mrmﬁ'()/ﬂ . DO NOT FORCE THAW BY IMMERSION IN WATER BATHS OR
8Y TION. Mmhmmmsdnmhmzwm

nder refrigeration or 48 hours at room temperature. DO
usmuouwnsm‘mm PL 2040 Ptastic
Galnxy®is ww Baxder Indernational inc.
Manutactured 10r STUART PHARMACEUTICALS | A business unit of ZENECA Inc.
inghon, Detawars 19897 USA 30817-02
SToAnT by Baxter Healiecare Corporation, Deetield, IL. 60015 USA 7-34-1-189

7-34-1-189

FOR HIBC BARCODE PLACEMENT ONLY
38

S

&



Thaw at room lempecatre (25" C/77° F) or ender refrigeration (5°C/417F). DO NOT FORCE THAW BY IMMERSION N
WATER BATHS OR BY SCREWAVE IRRADIATION. Thawed sohution remains chemically stable for 21 days under refrigeration
or 48 hours at room tompesatere. DO MOT REFREEZE.
Galaxy® is a registersd tademerk of Baxter ilemational inc.
Manutactured for STUART PRARMACEUTICALS | A business unit of ZENECA Inc., Wilmington, Delaware 19897 USA
by Baxier Heslibcare Cospasalion, Dearfield, IL 80015 USA USSR
7-41-219
PL 2040 Plastic 7-41-219

B NOC 0038-0378-51  Galaxy® Container

CEFOTAN 1¢
[cefotetan disodium inection)

12 - 50 mL Single Dose Containers Iso-osmotic equivalent
Store at or below -20°C/<4'F. Do not refreeze. 1 g cefotet

Sterile, Nonpyrogenic

STORRT Each 50 mL contains: 1 g cefotetan {as cefotetan disodium) with approximately 1.9 g Dextrose Hydrous, USP
code 263561 added to adjust osmolality. Sodium content is 80 mg (3.5 mEq) per g of cefotetan. pH adjusted with sodium bicar-
bonate and may have been adjusted with hydrochioric acid. pH 4.010 6.5.
. Dosage: For intravenous use only. As directed by a physician. See Package Insert.
FOR HIBC BAR CODE POSITION ONLY
Cautions: DO NOT ADD SUPPLEMENTARY MEDICATION. Must not be used in series connections. Check for minute
leaks by squeezing thawed container firmly. If leaks are found, discard container as sterility may be impaired. Do not
“+H16062G35612E* use unless solution is clear. Federal (USA) law prohibits dispensing without prescription.




CEFOTAN 2,

{C@fOtetan dsodum InJeCUOn, equivalent to

t
1
|
I
i
I
i
|

. 2 g cefotetan |
Galaxy® 50 mL KOC 0038-0379-51
Singie Dose Iso-osmatic Code 263562
Contaimer Sterile, Nenpyrogenic

EadlSﬂmLeonﬁArls 2gubmn(smtmmdm:ln)mhapprwdmw
(S.SmE Hoyfmp mrnmmm burbm:\o wh'cgbm
m usted
hydmwlo?mu pﬂwto my “
Dosage: For intravenous use only. As directed by a physician. See Package Insert.
Cautions: DO HOT ADD SUPPLEMENTARY MEIMCATION. Must not be used in series
connections. Chack for minute leaks and solution clarity. Federal (USA) law prohibits dispensing

Store at or below -20° &/-4" F. Thaw at room wmperature (25° C/77" F) or under refrigeration (5
C/41°F). DO NOT FORCE THAW BY MMMERSION I WATER BATHS OR BY MICROWAVE
IRRADIATION. Thawed solution remaing stable for 21 under nof 48
hours at room temperature. DO NOT REFREEZE. m s refrgeratia
U.S. Pat. Nos. 4,886,125; 4,779,997 PL 2040 Plastic
Galaxy® is a registered trademark of Baxter Intemational inc.
Manufactured for STUART PHARMACEUTICALS | A business unit of ZENECA inc.
Wilmington, Detaware 19897 USA 30820-02

ST by Baxter Healthcare Corperatisn, Deerfield, IL 80015 USA 7-34-1-190
7-34-1-190
| et -/
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Thaw at room temperature (25° C/77° F) of under refrigeration (5°C/41F). 00 NOT FORCE THAW BY MEMERSION N ® 2
:mn: ’:n w mu; m:.agnnd solution remains chemically stable for 21 days under refrigeration CE FOTAN g
Galaxy® is a registered trademark of Buer intematioral Inc. ' (cefotetan dsodium inection) equivalent o
lb‘ylﬂ.l::.ﬁﬂd hmnmrlﬂ.lt I;I:?ﬁ unit of ZENECA Inc., Wilmington, Deiaware 19897 USA &'52'“\; w Pz'ﬁ:ﬁ%m“;fm nm"‘“‘ 2 g cefotetan
PL 2040 Plastc . Tavao

B NDC 8038-0379-51 Galaxy ® container Sterile Nonpyrogenic
Code 263562 Each 50 mL comains: 2 g cefotetan {as cefotetan disodium) with approximately 1.1 g Dextrose Hydrous, USP

added to adjust osmolality. Sodium content is 80 mg (3.5 mEq) per g of cefotetan. pH adjusted with sodium bicar-
bonate and may have been adjusted with hydrochioric acid. pH 4.010 6.5.
Dasage: For intravenous use only. As directed by a physician. See Package insert.
Cautions: DO MOT ADD SUPPLEMENTARY MEDICATION. Must not be used in series connections. Check for minute
leaks by squeezing thawed container firmly. If leaks are found, discard container as sterility may be impaired. Do not
“+yH16082635622F:~* use unless solution is clear. Federal (USA) law prohibits dispensing without prescription.

STUART

*FOR HIBC BAR CODE POSITION ONLY
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APPLICATION NUMBER:NDA 50-694

MEDICA



MEDICAL OFFICER’S LABELING REVIEW OF
. NDA 50-69%4

. DEC 3 g0

APPLICANT: ICI Pharmaceuticals Group,

a Division of ICI Americas Inc.
DATE OF SUBMISSION: April 20, 1992
TRADE DRUG NAME: CEFOTAN®
GENERIC DRUG NAME: Cefotetan disodium injection
DRUG CLASS: "Second-generation" cephalosporin
RELATED DRUG: Sterile cefotetan disodium for IV or IM use

(NDA 50-588)
DOSAGE FORM: 1 ¢g/50 mL & 2 g/50 mL in a 50 mL Galaxy™ single-dose
plastic container

DATE REVIEW COMPLETED: November 30, 1992

MATERIALS
REVIEWED: 1) Draft 1labeling submitted with +this NDA (dated
December 1991),
2) "Current" NDA 50-588 labeling as of this
application (dated January 1991),
3) Most recently approved labeling for NDA 50-588
(dated June 1992), pertaining to S-019. An approval
letter for S-019 was sent to the applicant on
September 29, 1992), and
4) Microbiologist’s review of NDA: November 19, 1992.

The applicant is requesting approval of a premixed IV formulation
of cefotetan. No clinical studies have been submitted and none are
required for this NDA. All clinical data are referenced to NDA
50-588. (See above.) The draft package insert is combined for both
the sterile powder and the premixed IV solution.

On October 14, 1992, the Division sent a "Request for Supplemental
NDA" letter to the applicant pertaining to NDA 50-588. Significant
modifications will be required of most sections of the label (e.g.,
the Microbiology subsection of the CLINICAL PHARMACOLOGY section).
However, at this time, the proposed combined label is adequate
pending a response to the Division’s "Request for Supplemental NDA"
letter.

The labeling recomméndations made by the reviewing microbiologist
are in accordance with divisional labeling. This NDA is_ggprovéﬁi —

ot

103 [
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NDA 50-683 -2- Medical Officer‘’s Review

Combined FPL for both formulations, once submitted, will need to
reflect the approved labeling for numerous changes to NDA 50-588
since the submission of the proposed December 1991 combined
labeling and the "current" January 1991 labeling. These include
the following FDA-approved labeling and their corresponding
supplemental applications and approval letters for NDA 50-588:

September 1991: S5-002, S-004, S-014, and S-016 - approval
letter: November 25, 1991; corresponding FPL
approval letter: August 13, 1992.

January 1992: S5-018 - approval letter: May 18 1992.
June 1992: 5-019 - approval letter: September 29, 1992.
NOTE: S$-018 and S-019 were both submitted under 21 CFR §314.70

(c¢) (2): Special Supplement - Changes Being Effected.

£

CS0: The applicant should be reminded that submitted combined FPL
for both formulations should reflect the supplements and the
corresponding Divisional approval letters as noted above. (The
applicant also should be referred to the Division’s "Request
for Supplemental Application" letter of October 14, 1992)

o
~

/S/

I" Brad Leissa, M.D.
Medical Officer / HFD-520

Concurrence Only:
HFD~520/DivDir/Lumpkin L
HFD—520/SMO/Albrecht\$j§€

cc: Orig. NDA 50-694

HFD-520/DepDir/Gavrilovich
HFD-520/MO/Leissa
HFD-520/CS0O/DeBellas
WP51\FILES\CEFOTAN\NDA\50694 . MOR
11/30/92

NJ/
){b
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A. NDA 50-~694 Date Completed: November 19, 1992
Applicant: ICI Americas Inc.
ICI Pharmaceuticals Group
Stuart Pharmaceuticals/ICI Pharma
Concord Pike and New Murphy Road
Wilmington, Delaware 19897
Contact Person(s):
William J. Kennedy, Ph.D.
Vice President,
Drug Regulatory Affairs
Tel: (302) -- 886-2132
and/or
Robert Castor
Manager
Technical Regulatory Affairs and Compliance
Tel: (302) -- 886-2594
Product Name(s):
Proprietary: CEFOTAN" In Plastic Container, PL 2040
Non-Proprietary: Cefotetan disodium
USAN/USP: Cefotetan disodium
Code Name and/or Number:
ICI 156,834
Dosage Form: Injection -- (in 50-ml Galaxym single-dose

Strength/Potency:

DIVISION OF ANTI-INFECTIVE DRUG PRODUCTS

ZMicrobiology and Drug Control Review #1

container (SVP) composed of a multilayer plastic
designated PL 2040]. The drug product is stored

frozen in its proposed plastic container.

Cefotetan per 50-mL plastic container.

Route of Administration: IV (intravenous)

Pharmacological Category: Antibiotic (cephalosporin)

Cefotetan disodium equivalent to 1 g and 2 g



NDA 50~694 CEFOTETAN DISODIUM INJECTION IN

GALAXY" CONTAINER (PL 2040 PLASTIC)

S8tructural Formula and Chemical Name(s) (USAN 1992/USP XXII):

“\N

oo H S

T

cefotetan disodium

=

F Cy7H;sN;Na,04S,
M.W. 617.57

o

Chemical Name(s):

1. Cefotetan Disodium:

(6R,78)-4-[[2-Carboxy-7-methoxy-3~[{ (1-methyl-1H-tetrazol-5-
yl)thlo]methyl]—8-oxo—s-thla-l—azablcyclo[4 2.0)}oct~-2-ene-7-~
yl)carbamoyl]}-1,3-dithietane-a >*-malonamic acid, disodium
salt.

2. Cefotetan (free acid):

(6R,7S)-4-[[2~Carboxy~7-methoxy~-3-~[[ (1-methyl-1H-tetrazol-5-
yl)thiojmethyl]-8-oxo-5 -thla-l-azablcyclo[4 2.0)oct-2-ene~7~
yl]-carbamoyl]-1,3~-dithietane-a “*_malonamic acid.

M.F. = C17H17N70884
M.W. = 575.60

\’f;w *



NDA 50-694 CEFO%ETAN DISODIUM INJECTION IN
G

3.

CONTAINER (PL 2040 PLASTIC)

Initial Submission: 3/30/92
Submissions Reviewed:
Amendment:

1) 10/08/92, 2) 10/20/92 (FAX), 3) 9/14/92,
4) 9/21/92, 5) 9/24/92;

Received by HFD-520:

1) 10/92, 2) 10/20/92, 3) 9/16/92,
4) 9/24/92, 5) 9/28/92;

Received by Reviewer:

1) 10/92, 2) 10/20/92, 3) 9/29/92,
2) 9/29/92, 5) 9/30/92;

Reviews Initiated: 10/10/92
Submissions Provide For:

1) to 5): Chemistry/Manufacturing/Controls
information and data.

Supporting Applications and Submissions:

a) ICI Pharmaceuticals Group (Stuart Pharmaceuticals)
CEFOTAN" (sterile cefotetan disodium)
NDA 50-588 (Approved: 12/27/85)

b)
DMF

c)

DMF

d) Baxter Healthcare Corporation
NALLPEN (nafcillin sodium injection) in Plastic
Container, PL 2040
NDA 50-655 (Approved: 10/31/89)

‘Letter of Authorization to cross-reference provided.

-3-

Al ‘:E;w *



NDA 50-694 CEF;}BTAN DISODIUM INJECTION IN
G

Remarks:

CONTAINER (PL 2040 PLASTIC)

The a;sglicant is requesting to market a new dosage form,
CEFOT (cefotetan disodium injection) in a S0-mL single-dose
Galaxaﬁ' Container (PL 2040 Plastic). The drug product is
stored frozen.

CONCLUSIONS and RECOMMENDATIONS for NDA 50-694:

ccC:

ICI Pharmaceuticals Group should be notified that the
CHEMISTRY/MANUFACTURING/CONTROLS and LABELING AND LABELS for
NDA 50-694 are "approvable'" provided that the requested
information and data, questions, commitments, and other NDaA
regquirements are answered and resolved (see pp. 50-67).

g/
> ke

Harold V. Silver
Review Microbiologist
DAIDP/HFD-520

Orig. NDA 50-694

HFD-473

HFD-638

HFD~-502

HFD-520
HFD-520/Micro/HVSilver:11/06/92;11/16/92
HFD~-520/MO/LiSinaeman Pleisse.
HFD-520/Pharm/KMainigi
HFD-520/CS0O/CDeBellas ,-

R/D init. by: A.T.Sheldon:11/09/92;11/18/92;
APPROVABLE e, Mialga

LI

. '}: t“? ’ .



A. NDA 50-694

Applicant:

(o

£

JuL IS

DIVISION OF ANTI-INFECTIVE DRUG PRODUCTS

Microbiology and Drug Control Review #2

Date Completed: July 8, 1993

ZENECA Inc. .
ZENECA Pharmaceuticals Group
Cconcord Pike and New Murphy Road
Wilmington, Delaware 19897

Formerly known_ as:

ICI Americas Inc.’ o

ICI Pharmaceuticals Group
Concord Pike and New Murphy Road
Wilmington, Delaware 19897

Contact Person(s):

William J. Kennedy, Ph.D.
Vice President,

Drug Regulatory Affairs
Tel: (302) -- 886-2132

and/or

Robert Castor

Manager

Technical Regulatory Affairs and Compliance
Tel: (302) -- 886-2594

Product Name(s):

Proprietary:

CEFOTAN® (cefotetan disodium injection) 1In
Plastic Container, PL 2040

Non-Proprietary: cefotetan disodium injection
USAN/USP: Cefotetan Disodium

Code Name and/or Number: ICI 156,834

Dosage Form:

Injection =-- [in 50 mL Galaxy® single-dose
container (SVP) composed of a multilayer plastic
designated PL 2040]. The drug product is stored
frozen in its proposed plastic container.

-

5:
~
L e



NDA 50-694 CEFOTAN®
(cefotetan disodium injection)
in GALAXY® Plastic Container (PL 2040)
strength/Potency:

Each 50 mL single dose Galaxy® plastic container (PL 20400)
contains:

- cefotetan disodium equivalent to 1 gram cefotetan per
50 mL Galaxy® plastic container,

(= 20 mg cefotetan per mL); and

-- cefotetan disodium equivalent to 2 grams
cefotetan per 50 mL Galaxy® plastic container,

(= 40 mg cefotetan per mLlL).
Route of Administration: IV (intravenous)
Pharmacological Category: Antibiotic (cephalosporin)

Structural Formula and Chemical Name(s) (USAN 1993/USP XXII):

COONa Ny . .

; o _Aners < 1 cefotetan disodium
N ) conn---g\ /N/

~qooc/c <S>- cHyO H s CHy

C,sH,sN;Na;04S,
617.57

=X
-y |

Chemical Name(s):
1. Cefotetan Disodium:

(6R,7S)-4-([[2-Carboxy-7-methoxy~-3-[[ (1-methyl-1H-tetrazol-5-
yl)thiolmethyl]-8-oxo-5-thia-l-azabicyclo[4.2.0]oct-2-ene-7-

yl]carbamoyl]—1,3—dithietane-az‘—malonamic acid, disodium
salt.
2. Cefotetan (free acid):

(6R,7S)-4~[[2-Carboxy-7-methoxy~3-[[ (1l-methyl-1H-tetrazol-5-
yl)thio]methyl]-8—oxo-s—thia-l-?zabicyclo[4.2.0]oct-2—ene-7-
yl]-carbamoyl]-1,3-dithietane-a““~-malonamic acid.

M.F. = C17H17N7OBSI.
M.W. = 575.60

.
[}
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NDA 50-694 CEFOTAN®
(cefotetan disodium injection)
in GALAXY® Plastic Container (PL 2040)

B. 1. Initial Submission: 3/30/92
2. Submissions Reviewed:
Amendments:
1) FAX: 10/08/92, 2) FAX: 10/20/92, 3) 1/21/93,
4) 2/05/93, 5) 4/06/93, 6) FAX: 6/28/93, 7) FAX: 6/30/93

Received by HFD-520:
3) 1/27/93, 4) 2/17/93, 5) 4/09/93,

Received by Reviewer:

1) 10/08/92, 2) 10/20/92,

3) 4/15/93, 4) 4/15/93, 5) 4/15/93,
6) 6/28/93, 7) 6/30/93

Review(s) Initiated: 6/10/93

Submissions Provide For:

1) & 2) = Impurity limits,

2) & 3) = Name change only (not ownership),

4) & 5) = Applicant's response to Agency's
"approvable" letter dated 12/16/92,

6) = Monograph

3. Supporting Applications and Submissjons:

a) ICI Pharmaceuticals Group (Stuart Pharmaceuticals)
CEFOTAN® (sterile cefotetan disodium)
NDA 50-588 (Approved: 12/27/85)

b)
DMF

c)

DMF

d) Baxter Healthcare Corporation
NALLPEN® (nafcillin sodium injection) in Plastic
Container, PL 2040
NDA 50-655 (Approved: 10/31/89)

Letter of Authorization to cross-reference provided (see
original submission dated 3/30/92).

-3-
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NDA 50-694 - CEFOTAN®
(cefotetan disodium injection)
in GALAXY® Plastic Container (PL 2040)

CONCLUSIONS and RECOMMENDATIONS for NDA 50-694:

ZENECA Pharmaceuticals Group (a business unit of Zeneca, Inc.)
should be notified that the CHEMISTRY/MANUFACTURING/CONTROLS
and LABELING AND LABELS for NDA 50-694 are "approvable".
However, the following questions, recommendations,
commitments, and other NDA requirements are to be addressed
and resolved (see pp. 37-49).

R

[S’ ] {7/%5)
Harold V. sSilver
Review Microbiologist

DAIDP/HFD-520

cc: Orig. NDA 50-694
HFD~-473
HFD-638
HFD-502
HFD-520
HFD-520/SMO/RAlbrecht
HFD-520/MO/BLeissa
HFD-520/SPharm/ROsterberg
HFD-520/CSO/CDeBellas
HFD-520/Micro/HVSilver: 7/02/93
R/D init. by: A.T.Sheldon: 7/07/93,%<lg>

APPROVABLE y /é’ 7//4 7'9:

Yy .
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NDA 50-694

William J. Kennedy, Ph.D. =
Vice President

Zeneca Pharmaceutical Group

Drug Regqulatory Affairs

P.O. Box 751

Wilmington, DE 19897 MAY 2 7 1993

Dear Dr. Kennedy:

Reference is made to your (supplemental) New Drug Application
(NDA) and to your amendment dated April 6, 1993, received by the
Food and Drug Administration (FDA) on April 9, 1993, for Cefotan®
(cefotetan disodium injection) in Galaxy® Plastic Container

(PL 2040). .

We consider your submission a major amendment under 21 CFR 314.60
and have determined that 90 additional days will be required for
its review.

The new due date is July 8, 1993.

If questions arise concerning this NDA, please contact
Mr. Carmen DeBellas, of the Project Management Staff at
301-443-6797.

Sincerely yours,

ISS’ S7l:r{??

Murray M. Lumpkin, M.D.

Director -
Division of Anti-Infective Drug Products
Office of Drug Evaluation II

Center for Drug Evaluation and Research

ccC:

ORIG. NDA 50-694

HFD-520

HFD-520/SMO/RAlbrecht ,
HFD-520/MO/BLeissa/RD ini¥/5/17/93
HFD-520/MICRO/HSilver/RDinit/5/18/93
HFD-521/PMS/CDeBellas
KKonkolewski/$5/12/93

F/T:

S



NDA 50-588/S-022
NDA 50-694

William A. Best

Manager, Marketed Products Group -
Drug Regulatory Affairs Department

Zeneca Pharmaceuticals Group SEP I 1.1995
1800 Concord Pike

Wilmington, DE 19897

Dear Mr. Best:

Reference is made to your new drug application (NDA) dated March
30, 1992 for Cefotan® (cefotetan disodium injection) in Galaxy
Plastic Container (PL 2040), NDA 50-694, and to your supplemental
new drug application (NDA) dated July 30, 1993 for Cefotan®
(sterile cefotetan disodium), NDA 50-588/S-022, submitted *?
pursuant to section 507 of the Federal Food, Drug, and Cosmetic
Act. :

We acknowledge your submissions dated October 27, 1993, providing
for final printed labeling (FPL) in response to our approval
letters dated July 30, 1993.

We have completed our review of these submissions and find the
labelings acceptable.

However, we request that at the time of the next printing you
correct the minor grammatical errors in the labeling.

If you have any questions regarding this NDA, please contact Mr.
Carmen DeBellas, Project Manager, at 301-443-6797.

Sincérelv.
I3l )

L
Mary Fanéing, M.D., Ph.ﬁ., FACP
Director
Division of Anti-Infective Drug Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

Vi



CcC:
Orig NDA _ Concurrence:
50-588 .
50-694
HF-2 HFD—520/SCSO/Bona(:f>9/%/9,,
HFD-80 HFD-520/Dir/Fanning R
HFD-100
HFD-230
HFD-240
HFD-500
HFD-638 P
HFD-730 7Ng hO
HFD-520 wl
HFD-520/SMO/Albrecht Y( e
HFD-520/M0O/Rakowsky ~7% (!
HFD-520/CS0/DeBellasCil Als|gs

HFD-520/LabelFile/
ACKNOWLEDGE AND RETAIN

¢
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NDA 50-588/S-022
NDA 50-694 -

[TVl ud
1IooE
T

SEP

REVIEW OF FINAL PRINTED LABELING (FPL)

APPLICANT:

DATE OF

SUBMISSIONS:

DATE OF
REVIEW:

NAME OF DRUG:

GENERIC NAME:

SUBMISSION HISTORY:

July 30, 1993:

October 27, 1993:

COMMENTS :

The applicant has incorporated all the labeling changes requested
1993 approval letter.

in the July 30,

Zeneca Pharmaceuticals Group
1800 Concord Pike

Wilmington, Delaware 19897
October 27, 1993
June 28, 1995

Cefotan® (sterile cefotetan disodium) for
Intravenous and Intramuscular Use

Cefotan® (cefotetan disodium injection) in
Galaxy® Plastic Container (PL 2040) for
Intravenous Use Only

See above

The Agency issued approval letters to NDA 50-

694
022.

and supplemental application 50-588/S-

The applicant submitted final printed
labeling to both NDA's.

The proposed draft

labeling is aceptable; however, minor grammatical errors need to

be corrected.

RECOMMENDATIONS:

An acknowledge and retain letter g

i

’ uld be issued.
DeBeSlras , PMS

Alexander Rakowsky,

W a\(i\%é

Carmen L.

M.Db.



ccC:
Orig NDA - concurrence:

50-588

50-694 ‘
HF-2 HFD-520/SCS0/Bona qu/%[%éf
HFD-80 HFD-520/Dir/Fanning YT '
HFD-100
HFD-230
HFD-240
HFD-500
HFD-638 P
HFD-730 asS
HFD-520 cw’\\

«n

HFD-520/SMO/Albrecht T~ '\
HFD-520/MO/Rakowsky K ©f3]«T
HFD-520/CSO/DeBellas
HFD-520/LabelFile/
DRAFT FPL REVIEW

Ty,
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