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RANBAXY 
LABORATORIES LIMITED 

April 19, 1999 

Office of Generic Drugs 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD 20855-2773 

FEDER& EXPRESS 

. 

Reference: Cefuroxime Axetil Tablets 
125 mg, 230 mg and 500 mg 
Abbreviated sew Drug Application 

Dear Sir/hladam: 

Ranbaxy Laboratories Ltd. hereivith submits an abbreviated new drug application 
(AhDA) for Cefuroxime Axetil Tablets, pursuant to Section 505 (‘j) of the Federal Food, 
Drug, and Cosmetic Act. 

This AXD.4 refers to the Iisred drug Cefiin’ (Cefuroxime Axetil) tablets of Glaxo 
Wellcome Inc. Glaxo Wellcome Inc. is the holder of the approved application 
and is listed in the 1998 Approved Drug Products \vith Therapeutic Equi\.alence 
Evaluations, 18th Edition, page j-68. 

The manufacturer of the Cefuroxime rixetil drug substances used to produce the AXDA 
batches of the drug product is Ranbaxy Laboratories Limited, Mohali, Punjab, India. A 
sample of the bulk raw material is available and will be provided to the Agency upon 
request. 

The drug product manufacturer is Ranbaxy Laboratories Limited, Dewas. India. 
Cefuroxime Axetil Tablets will be manufactured and packaged at Ranbaxy Laboratories 
Limited’s manufacturing facility in accordance with 21 CFR 2 10 and 2 11. Ranbaxv 
Laboratories Limited in Dewas, India will also be responsible for.the bulk drug subStance 
release. The release and stability studies on the finished drug product are also camed out 
at the same location. 
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3. 

COMPARISOX BETIVEEN RANBAXY LABORATOFtIES LPIITED 
~E~oxI~~E AXET~L TABLETS AND GLAXO II’ELLCOME Isc. 

CEFIP.* TABLETS 
[21 CFR 314.9?(a)(4)-(6)] 

Condition of Use: 
[21 CFR 314.94(a)(4)] 

a. The conditions of use prescribed. recommended or suggested in the labeling 
proposed for Cefuroxime Axetil Tablets have been previously approved ior 
CEFIIN” Tablets. 

b. Refer to Ranbaxy Laboratories Ltd. annotated labeling and to the currently 
approved labeling for Ceftin’ Tablets provided in Section V of this appltcarion. 

Active Ingredient(s): 
[2 1 CFR 3 13.94(a)(5)] 

a. The active ingredient of Ranbaxy Laboratories Ltd. Cefuroxime Axeril Tablets 
is a mixture of cefuroxime axecil (amorphous) and cefuroxime axerii 
(crystalline), whereas. the active ingredient of Ceftin’ Tablets is amorphous 
cefuroxime axeti!. 

b. Refer to Ranbax? Laboratories Ltd. annotated labeling and to the currently 

approved labeling for Ceftin’ Tablets provided in Section V of this application. 

Route of Adminirtration, Dosage Form and Strength: 
[21 CFR 3 14.94(a)(6)] 

a. The route of administration. dosage form. and strength for Ranbax) 
Laboratories Ltd. Cefuroxi’me Axetil Tablets are the same as Ceftin Tablets. 

b. Refer to Ranbaxy Laboratories Ltd. annotated labeling and to the current 
approved labeling for Ceftin’ Tablets provided in Section V of this application. 
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.a. Side-b>-Side Comparison of information demonsrating that the proposed pruduct 

is the same as the listed product: 

Condition of use: 
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‘reposed Drug: 
Zefuroxime Axetil Tabiets 
3iilCATIONS Ah?) USAGE 
kfuroximc Axcril rablcti are indicated for 
he crcaanenf of paticnrs wick mild to 
noderarc infections caused by susceptible 
,rraim uf rile designated microorganisms in 
he cundirions listed below: 

Phary-&is/TonsiIlitis caused b) 
Srrcprococcus p.vogerieJ. 
NOTE: The usual drug of choice in 
the treatment and prevcnrion of 
srreprococcal infections. includin_r 
I.IIC prophylaxis uf rheumatic fever. 
is pcnicilliu given hy the 
iorramuscular roucc. Cefuroxime 
axeril tablets are generally effective 
in the eradication of streptococci 
from tic nasophar)nx: however. 
substantial data rsrablishing the 
efficacy of cefuroxinie in rhr 
subsequent prevenrion of rheumatic 
fever are WI available. Please alsu 
note diar in all clinical trials. ail 
isolates had IO he srnsiri\,c IO horh 
peuicilliri and cctirtrxinlz. Tkre 
are no dara from adequate and wcll- 
controllrd rnals 10 dcmoI&rrat: the 
effectiveness of cefuroxinle in the 
trcamienr of pellicillin-resisrallr 
srraios of Swcpwcu~.c~~5 pyogcnc~. 
Acute Bacterial Otitis hledia 
caused by Swcp~ocwws 
pneunwruar. Hucnruphiluc 
rnj7uenxe (including beca- 
lactamase-producing s-trains). 
Morareffa curarrhafis (including 
bera-lacramasr-producing strailbs), 
or SvcpIococcu pygencs. 
Acute Bacterial Maxillary 
Sinusitis caused by Srrcprococcus 
pncurnorwc or Haw~ophilus 
influcn27c (non-bera-lactamasr- 
producing strains only). (See 
CLINICAL STUDIES s&on.) 
NOTE: In view of the insufficient 
numbers of isolates of beta- 
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.‘kted Drug: 
Zeftin’ Tablets 
5iDlCATloSs Ah-D USxGE 
:EFTJN Tablets are indicared Ior the 
rarmcnr of patients with ni~ltl 111 nl<>derate 
1fec:ions caused by susicpr~hlc hlra!ln of 
ie designarrd rnicroorcalu\llk\ iti rl~c 
ondiriol~ listed hcli~u~ 

Phar~ngitis/Tonsillilis C~LI& b! 
Sireprococcu pu~guf~~. 

NOTE: Tile usuai drug ol’clioice in 
the rreamienl and prcvclllkul 01 
srreprococcal intecriclln. including 
dir propll) laxis elf rhcunl~nc fever. 
is penicillin ~IXII h) rhc 
intramuscular rourc. CEFIIN 
Tablets are _rcneraiIy cffccrive in 
the eradicarioll tjf srrcp[ocoici from 
dir nasophacnx: hclwcvcr. 
substantial data c<rahlishilig rl~c 
efficacy of cctkroxinir ~II the 
subsequrnr preverlrioll tlf rhcunialic 
fever are not a\,ailahle. Plc;tsc also 
note thar in all iiiikil rrials. all 
kulatrs had ho ht WI\;IIIVS IU hoti1 
perucillin ad cctur~lxnuc. There 
arc oo data troll1 adequutc aud wcll- 
coorrollcd trial\ rn dtnioii~lrate the 
effectivcuzss c)t ccfurclrlnlc in die 
Irea~enI of penicillin-rc\islanI 
stmios of Srrcprf~coccu\ pwpcn~5. 
Acute Bacterial Otitis hledia 
caused by .%rcprr~c~rux~ 

pneumonrac. Harrurtplrilr~s 
influcn:nc (including hela- 
lacramasc-producing srraills). 
Moruxrflo rararrholi.\ (i~&~dinp 
brra-lactanl~c-procluciii~ srrdins). 
or Srrcprococcu.t pv0~cw.v. 
Acute Bacterial hiaxillary 
Sinusitis caubcd hy .kc~~rc~‘r~crus 
pneumonlac ur H~~r~ro~~lrifus 
rnflucnxc (lion-hcra-lair;uliasr- 
producing s:rrallr< trtdy) t See 
CLINICAL STLlDIES \cition.) 
&on: ill VIKW (It IllC 1ll\UfficiCll[ 
number< of icolare5 ot hcra- 
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Proposed Drug: Listed Drug: . 

Cefuroxime Axetil Tablets Ceftin- Tablets 
laclaruasr-producing stm11S 01 I 

lactama5e-pr~khGn~ Y~~JIIL~ ,,I y 

$. 4. 

5. 5. 

6. 

8. 

Haerrrophilu~ qlucn:ae aud 
biorarello cafarrhulrs dial were 
obtained in clinical rnals with 
cctumxinle axrril rablsrs; for 
palicnts wirh acute hacrenal 
maxillary siuusiris. it was nOl 
possible to adequately evaluate die 
effectiveness of ccfuroximc axeril 
rahlers for sinus inrecrions hInull. 
suspected, or ~u51rlered porerlrially 
(0 be caused hy hera-lacramasc- 
producing HaertwphlIu\ ~nfluerwc 
or Mnrerelln curarrha!ls. 
Acute Bacterial Exacerbations of 
Chronic Bronchitis and 
Secondary Bacterial Infections of 
Acute Bronchitis caused by 
Srrepwcoccus pncumfwae. 
Haetrrophl1u.v ir@cnzae (beta- 
Lacramase negative stniiul. or 
Haemophilu.t pNratnj7uen.-ue I bera- 
lact;uuasr licgarive srraks). (See 
DOSAGE AKD 
ADMINISTRATION secti and 
CLINICAL STCDIES srcricmb 

Uncomplicated Skin and Skin- 
Structure Infections caused b! 
5raph~!ru-rwu.r~ wrwr I ii~cludi~~g 
hera-lact~uliaj:-prl~du~ill_r srraillsl 
or Srrcprocnccrr.~ p0pcne.r. 
Uncomplicated L:kinar> Tract 
Infections caused hg Ed?cnch/u 
co11 or Klcb3leiic7 pneumoniac. 
tincomplicated Gonorrhea. 
uretlual and cndoccWical. caused 
hy prlljcillirlasc-prc)duciIl~ alld imi- 

penjcilliilase-pmducill_r srrains of 
Neisscrla ganorrhoeae and 
uucomplicatrd gonorrhea. rccral. in 
females. caused by IICIII- 
peiucilliilasr-produciii~ srraills of 
Neissena gonnrrhneae. 
Early Lyme Disease (e+hema 
migrans) caubrd by Borreha 
Ourgdo fen. 

5. 

7. 7. 

8. 

Haemophk ~lflucri:i~- a11d 
MoraxeLLa cumrrhu1i.r tllar we*: 
obcancd iu clinical trials UIIII 
CEFlIS Tahicrs for parlctlls wI[I~ 
acute bactcnal maxilldn \11lusi(1,, 
it was not poisihle 10 aJcqu3rcly 
evaluate the effecti\ CIIC\> (11 
CEFTIh’ Tablcr~ for SIIIU\ 
iiifKcioi6 blown. ~spcirc~I. 01 
considered porenriall! 111 hr CJU\~~ 

hy beta-lacuniasc-prlrcu~l~l~ 
Haemophilus ir~lonr:w or 
Morarello cararrhulic. 
Acute Bacterial Exacerbations of 
Chronic Bronchitis and 
Secondary Bacterial infections of 
Acute Bronchitis cau4 hk 
Sfrrpmcfxcu.~ pnef~momlw. 
Huerrq~lrriw injLtr~~:tr~* (hcra- 
lactaniasr n=_rarivr siratlb). or 
Huemuphifu.s pnrulyf?wrrxc (beta- 
lacramase irr_rativc straiiL\I. (See 
DOSAGE AND 
ADMINISTRATJOh’ scctiorl arid 
CLINICAL STUDIES \,~CIIOII.) 

Uncomplicated Skin and Skin- 
Structure Infections cilwcd hy 
.Sruph~iococcu.\ wrvw tillcludiag 
hera-lacrania~e-prc,duiil~ strains) 
or Srrc,w7cr~ccu.t p\~~,frvw~. 
Uncomplicated U&nary Tract 
Infections caused hy Ewhrr~chia 
co/i or Kh’lcbsiellrr p~~c~mf~n~ue. 
Uncomplicated Gonorrhea. 
urethral and endocenkal. caused 
hy pelicillil~sc-produciil~ and uou 

penicilliilase-producin; strains of 
Neisseria pnnnrrhncw aud 
uncomplicated pn~w-rllca. rectal. ii 
females. caused hy mm- 

pcnicillinzue-producing btrains of 
Nelsserw ponorrhntw. 
Early Lyme Disease (erythema 
migrans) caused hy Elrrrdio 
burgdorfert . 

- 

Culture arid susceptibility tcsring should he 
p-erformrd wlieu appropriate to derenlliuc 
suscepribiliry of the Causative 
microor~anisni(s) co cefuroximr. Therap) 

Culture and susceprihility tesrillg 41c~ld be 
performed when appmpnarc 10 d+zrcnuiuc 
susceptibility of rtle causative 
mlcroorcanism~~~ rn cefurnxinle Therapy 

JA 276 F: 03770 

- 



Active Ingredient(s) 

Proposed Drug: Listed Drug: 
Cefuroxime Axetil Tablets Ceftin’ Tablets 
may bc started while awaiting the rcsulrs of inay be sLancd wll~lc auawng cle rcbulrs‘ OI 
this tcsring. Anriroicrobial rhcrapy should bc his resting. Anriniicrohal rhcrap) SIIOUIJ br 
appropriately adjusted according to die appropriately adjusted atxorrlln~ to rhc 
rcsulrs of such tcstine. results of such tcsrinc 

Cefuroxime axetil Cefuroxime axetil 

Dosage Form 1 Table= Table& 
Route of Oral Oral . 
Administration: 
Strenflhs: 135 me . 250 me and 500 me 175 mg . 250 mE and SO0 rnc 

, 

Ceftin” = Cefuroxime axeril. Glaxo Wellcome Inc. 

Bioequivalency Data: Refer to Section VI of this application for information required as 
evidence of in-vivo bioequivalence between the listed product and the 
proposed product. 

Labeling: Refer to Section V for copies of the current labeling for the listed 
drug, Ceftin”’ Tablets and labeling for the product proposed in this 
application. 
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Annotated Side- by- Side Labeltig &TJ~&o” (Cowi.) \ 

C. Similarities and Differences Between inserts (by insert section) 

I. PRODUCT h’AJIE 

II. 

A. Differences 
1. The innovator trade name is not used by Ranbaxy Laboratories 

Limited. 
7 -. The proposed labeling does not inclLde powder for oral 

suspension. 
3. The innovator’s statement on dispensing “Rx” has been replaced 

by ‘Rx only” in the proposed labeling. 

DESCRIPTIOS 
A. Differences 

1. 

7 -_ 

3. 

4. 

5. 

The innovator trade name is not used by Ranbaxy Laboratories 
Limited. 

All references to CEFTIN’ has been omitted from the proposed 
labeling. 

The following inactive ingredients in the urooosed labeling are 
not found in innovator labeling. .f 

L 

1 
The following inactive ingredients in the innovator iabeling under 
Ceftin Tablets are not found in proposed labeling: hydrogenated 
vegetable oil. hydroxypropyl methylcellulose. methyl paraben. 
propylene glycol. propyl paraben. sodium benzoare and titanium 
dioxide. 

AI1 references to powder for oral suspension, found in Innovator 
labeling are omitted in the proposed labeling. 

All other text is identical. 
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CONFIDENTIAL MATERIAL OMITTED -- MATERIAL SUBJECT TO PROTECTIVE ORDER 
ENTERED DECEMBER 11, 2000 IN CASE NO. 00-5172 (MLC) BEFORE THE U.S. DISTRICT COURT 
FOR THE DISTRICT OF NEW JERSEY 

DESCRIPTION OF MATERIAL OMITTED: TECHNICAL INFORMATION FROM RANBAXY‘S ANDA 


