
NDA Ne.1J·'11
CI)lllOftoueia 0Iie
~s.ma

49e1S'1
CJiaiaI MiaoWoJoar Jtmew

19. CipRlflouein My..hloride (0823). Mom,'l Drw, Cmurdt. Mosby. 1M•• 2005
edition. Aceasod at 'http://www~G0IftOR 19 April 200S.
20. Sader US.~h DJ. Jones RN. 2003. Gw.I pdemS ofsuseoplibility for 21
commonly utilizod Mtiiniembial apnts taIIet apiRst 41,440 ElIIerobact...-in the
SENTRY~robiaI SurveillarK:c Pro.- (1997-2001). Diaa MicmbiollafeGt Dis.
41: 361-4.
21. JOlla RN. Sader MS. Beach ML. 2003. CaIltIIftpONI'y ill vitro spectrum olKtivity
summary for llitimicrobial ....ts tested apinIt 11.'69 strains non-fmMlt"ve Qnm..
neptive beeilliiselatM in the SENTRY AntimicrolJiaI Surveillance Pro..... (1997
2001).Int.anatlJ Antimicrob Apnts. 22: "1-6.
22. Karlowsky JA. Kelly U. ThomsboJr)' C. Jones ME, Evanaclista AT. CritGhIoy IA.
Sahm. DF. 2002. SUlCCptibility to fluoroquiMkmu "ftI commonly ise....Gram
neptivc bacini in 2000: TRUST and TSN ... for the United States. 1ntenuId· J
Antimicrob ApntI. 19: 21-31.
23. Jona ME, K.rIowsky JA, Drapi DC. Domsherry C. SaIun Dr. Natl\wani D. 2003.
EpidanioJoaY and antibiOOl ~"ility ofbKteria autina skin and soft tissue
infections in the USA an4·Ewo,.: a ...to""""antimicrobial....".~
J Antimicmb A.... 22:406-19.
24. Rennie J.P. J0fttI RN. Mutnick AH. S!NTRY PropIm Study Group (Nordl
America). 2003. Oceummcc _Mtimiclolri"-~lity,.....of""'"
isolated ftom skift.. soft tissucr iafeetio..:·..,ort·hili 11M SENTltY AntiJniclolNal
SurveU.... rroar-. (UnW States aM CanIda. 2000). Diaa MicrolJiol Wect Dis. 4$:
211·93.
25. Van _"". Michel JoOM. Van EkIae J. T...... PM. Quinoloncs ia 20M: ..

.u..... Clift MicIohiaIIaftet 2005; 11:U640.
26. Li n 200'.~IoneNSistanc:c ift~ ......is Oft plumid-mc4iUId
mcchuisms~ bit JAn&imicJol) A..... 2': 4$3-63.
27. MaItiaa..~ L. rueual A. J..." GA. 1991~ Quinolorte rcsistlnu from.
tnnsferablc plasmid. LuIc:ct 351:197·9.
28. ARM Pro......WWW~.GOIDt·1lGCaied 011 07 Jul OS.
29. HwM.JoOH. Chu CoOK. Liu T-C. 200~ ChIn.. in IJactcrioIotY of......... can.
J I..aryRpI 0101. 116:616-9.
30. Oil'*' ON. KohQlIpp SJ. SJIma KA.~_ O. Lewis O. Dwerkiit JU.
Sa..SE-lAIIOft JI. 2001. PIlcnotypic.~ ofStIIpIIyI«t1«U.....
seleclecl~.andP8 .,."..,.,aftcr I • ...........iIt
l1Uro cxpGIUNI to cipnt8oucin, levollouein;1JId.~.~A....
Cbanother. 4':10-92.
31. Via, M, Linkin D. Mallow IN. Stiaitz DO. Canaft LS-, Bilker WB, L•••a.dt E.
-.. L . d· ---.a.. • • :-L.:-'·1M1iIi Ion.vv~. -oa.... Jft 1IItinI....--....~AUM:I'OSS .;S .......
facilities: EMtrpMc offtueluquinolGM "'.laRce. JaIwt Cant Hosp~..t. 26:$6
62.
32.C~ infonnIticla ID••1JIfIIIh; COIKJIllldium 0'..........

CliniQl0. 19H.~~.1M. New YOlk. "1-63.
33.C~H,.DC"" (OlD). ModJr's~e-It, Mosby••.• • S.
KCcuc4 at ...J{myw........._19 Apf.il200S.



NDA No.2t.,••
C~OIie

1AIlionUioi !WvII

stotn
CIiMaI Miu.'il..tr....

34. Bqpt-SjoNck D, Lundman L, NiiSSOfteoEhie I. 1992. Ciproftoxaein _tile inner
car-morphotoaical and round window ........ ,."...wlity study. on J
OtorhinolwynlOl R.lat Spce $-9.
35. Roland PS, Stroman ow. 2002. Microbio" ofAcua. oems Extana.
LarynIQlC0PC. 1]2: 1166-11.
36. Comoy P. 2003. New 'luinolonalstaoW-cernbiMtion for topical ......... of....
otitis: Early- and late- phase study results. ENT-Ear. Nose & Throat Joumd. I2(Suppl
2)~-4. .
37. DoharJ~ Alper CM, Rose BAM, Doyle WJ, Cassellwlndt ML. 81...... CD.
1991. Tratmont of~)nnicsupportive otitis modia witlt topical Gipmftoxacin. A.- Otol
Rhinol Larynaol. 101:165-11.
38. Piatorhis B. Wcscbary K. Drehobl M. et al. 1999. PnJspectiYc, randontized.
compuative1rial ofciprotlouein otic~ wither wiChout hydroeortisone, VI.

polymyxu. JHeomyc:iIHlyckocortisone~ suspensioa in the treatment of.... difIUH
otitis atanL Infect Dis Clin Pract. 8:317-95.
39. US Food and Drus Admihistration, Center for Drua Evaluation and Resoan:h and
Cater for Biololia Evaluation and Raarelt-. 1991. GuidInec for Industry: Deve....
anliInicrolrial-' pMraI QOftSiduations for cliilical1rials.
40. US Food and Drul AMainistration, Center for Drut EvaIuIItioft and lteleanh...
Center for Bioloaia Evaluation and It.-h. 2001. au for JndusIry: E 10
Chok:e ofcon1IOlpoup and relQld issues in clinical .
4]. Wolfson JS.~ 'DC. 1985. 1'he t'hIorequinolOftU: struetutcs. meehMillftSof
.oon.. resistMcc; and spectra ofactivity in vitro. AatiIIIieIob Apnts ChcmodIor.
21:581~.
42. Campos MA, AriIa A. Rodriauez C. et a1. I99S.1aieIoD and thmIpy ofchnlnic
suppurative otitis. J ChcmoCher (Italy). 7(S):427-31.
43. Bauikhi MH, Anintar 51. 2004. Otitis exttma infection ill~: Cl.......
microbioloPa1 fatwes. Saudi Med J.1'(9): 1199- 1203.
44. QueudaP, 1.0.... J, Arjona F, et ale 1999.~multiMntro de
farntaCOvililaaoia de eiprotloxacino otieo topico 1ft JlllCittIta afcotos de otitis....
difusa. [Mukic-- dNlsurveillance study OIl topiGalodc ciprefkJxKin in ..
aft'eeted with diffuse otitis .....] SaIud rural. 7(2): 119-29.
4S. Queseda P, LoNIIte J, Arjona F. et al.•991. [MuhiGenter ..... surveil.... study en
topical oticc~in U% in chi...........with eli..otids cxteina.] Ito
&pin Pediaar. 54(3): 195-202.
46. Go D, Golz A. Netzer A, .JoKItiJRs HZ. 2002. The ...ofode powder • tile
&rIa oIaeute ....... otitis. Am J 0t01alYa101. 23(3): 142-7.
47. Ames Eo Dibb WL. 199). Otitis ......: cliftical...,.nson ofloal cipndloUGin
venus IGcaI ox~ycliM,poJymyxiaB. h~~_ ...... CUII'
Mal Ita Opin. 13:112-6.
41. Ca.-ltIaIad P, Slllctaa~ia F, Iloclripcz LatA. G6JMZ Victa J, LIIna
Dominao S. 2GOG. Estudio clinico ,...cvahIIr Ia cfectiyWlCil*ciplofloxacino otiGO .1
0.)% fill ninoa COlt otitis etifua let "'y010.3%
ciprofloucin indtiw.- widt j AcIa· £spa '1(6): 3$10.62.
49.~P. TonaobIiun K. ChocMipplnidlagn 1.. a.ona-Ionc A.
Sanwt Y. I99S. The nt ofchIHie oems with



NDANo.2MHI
Ciprofto-__ 0Iiia
Lahcnterios WvllIt

nelSI
CIiIIicaI MieN~ioICl"'"

0.3 per cent ottoueillotiG solution: a clinicomicrolHolo'" study. J Mcd Asioe TML
18(1): 18-21.
50. Dibh WL• •911. ExtorMl otitis in divers: .101)' and in vitro aetivity of
ciprofloxaein and local apnts. Chemiotcrapia -Jnt J McMfitenancan Soc Chcmodtcr
(Italy). 6(2 SuppI): )31-40. .

MICROBIOLOGY SlcnON OJ' TO PACKAGE INSERT

Clulllgar~by 'Ats~er are ilrdkllletl (Ufollows: addUi9lll qrc-.,iMd._..._......~
MICROBIOLOGY

-"''''''''_.........

*./,.-

**'

/~'/''''

//

//

/,/
£.---

,...CcMtIfN. JlILD•............""
Cc: 0riIiMINDA No. 21"'.'
~Jtn)-$20

File ....:)Qlti• .fIN

,.. ..,...11 L • tlIIIy:

~J"MIn"""D.FlN4I..-,JM

b(5)

b(4)



. ..' . '., .... .' I .. " .' . .. '. . .

........... NOOId _ -=.., ........................................................
1.1
---------------~-----
~.Z' Cedene
411/2GO' 09:24:0' AM
MldlOa%OLOQ~,ft

hederic Mantk
4/5/200' 10:5':10 All
M1':CROaIOLOCJ%S'J:' .



NDA:

Produet Quality M1erobiolol)' Review

14April..,

21..,t8/NOOOAZ

Draa Pnduct N....
ProprIetary:
No..,"""""":

RevlewN....r:

CETRAXAL~Otic Solution
Ciprotloxacin otic solution, 0.20"

1

•••f 9ItUC...gdu !lBM.....
. ·····31 ··· '. oJl!&········ ••.

29-JAN-2009 (DC) 3O-JAN..1OOt NA
3O-MAIl·2009 (81) 31..wl·2009 NA

.. 12ta·.(ItQ· .. 1tHI~•.. I .. ,. . NA ..

S.b.....tory (for ....dIII.ts 0RIy) .... N/A

:,!il~MP
NA
NA
}\fA

Appllcut/Spollsor
N...:
Addna:

Rep :
T :

Labonttorios SALVAT, S.A.
ClGaJI 30-36
019$0 EspIupa de UoInpt

""--.S"-
John F. W..-zaIta.(U.s. Ap>
(311) S69-9500 at 10$

Denise MiDer

Approve



Product QuaUty Microbiology Data Sheet

A. 1. TYn OJ'StJBMISSION: a.....ission ofOriliMl Application

2. S11BMISSJON PROVIDD lOR: Nft ...........

3. MANt1fAC'I'tJIUNGsm:
HoIopMk Corpondon
Caroline PIrk
I TIdtaoIoIY CiIc..
ColuIabia, SC 29203

4. DOSAGK PORM, ROun OJ' ADMINISTRATION AND
S'I'RI:NGTIIIfO:

• O.2lmL solution in sealecl LOPE vials
• Topical.
• 0.2% Ciploflou:in b(4)

5. M&1'JJOl)(S) OJ' S'J'DJUZADON:./~"'=

6. I'IlAIWACOLOGICAL CADOORV: Adiotic

B. StJPllOJl1'lNGlULATD DOCtJMIlln'S:
Orip ........ofNDA021·91I1NOOOof l ... 'onIy(09-JUN-
200:S) with MoctuIe 3 suhIIliUld in aBe Oft lI-DEC·2007

C. JtDIARI(S:
• nus is. pIPIfI....mix iuiaaofNUA 21·911lNOOO

JlNvicW ift CTD format in A CD-ROM desk eopy
.......sr.bility dID w ,..vi4ed- 11aia issioD consiitocI
of .....
......... 1'hIR was no"",- Of leV_of"
oripI8I ,....islioll.

• An (IR) WII_ to ChI....• 12-JAN-2009. b'4"TbI· __pIlDYW...__...ee-h.. t'.,
e ity.filttrv :...._ .. _d •• _aaui''''
~ val i firfllOdulll~
.............. ftll _ _ of..
.....'iq 1adIity. A Be _ ••••IIt i 011 29-JAN.1OO9.

• On~·2009••nq ellrifyw...
fDliatliM woulcl :'''1111.u..MAIl- 2G09 flll
.iIt ...... wcNkI· 11. __ Ill 26-MAIl·2G09 fur
.........&111_ - ••, itIIclOliJO.
MAR·2009.

....201t'



NDA 021-9181NOOGAZ

• Oft 09-APJl-2009, a third~ was HIlt10'"sponsor to c*itY twG
~~·thc lBIdia fiU ....... A DC anwt4mcnt was .
suhnitlNon lQ.APk·2009.

.....: N02191INOOORl.doc

APPEARS THIS WAY
ON ORIGiNAL

• • .!

""3 ofI'
• !



NDA 021·9181NOOOAZ

L R..............

A. .............o. Approyallllt)'. Reoonunond to approve
front • quality microbiolol)' srandpoiIIt.

B. -.......... o........ Co.......... aadJor
~tI,IIApproyaMe- N1A

A. BrlllDeMrIpdo. of...Maaafactluiat rroc•••• tIlat relate te
~QuIlty MIcroIIIoIou- Sterile topical pIuInnaccutical
pftJduct wh.h is - _ _ b(4)

B. ""Dacripdoa 01MtcroIt....DeftcieacIIs· None

C. AaeII o!RisII DIM to MJeroldololJ Dt8.cIeJIdes-N/A

IlL A .

B.

c.

Iteriew.'s .......~~~~~~ _
00niS4t Mill.,.M~lIt.............

-::Brya~... -··""::IS~~·Uoy~.:•. -.~...Mti~.-~-

CC-'k
N/A

....ofl'



/3 Page(s) Withheld

/
__ Trade Secret / Confidential (b4)

__ Draft Labeling (b4)

__ Draft Labeling (b5)

__ Deliberative Process (b5)

Withheld Track Number: Microbiology_L__



..,.. ...,.. of cIftNIIc NCCIId .........,and

....,. 11011 .....

/a/.--_ - -.
Dellia. Mill.r
./15/200' 11:5':.' AM
MICAOalOLeCJIST

aryaa lil.y
./15/200' 11:5J:3' AM
MICJtoaIOLOCIIft
I CGJ'KNJI'.




