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MelhIl0fllolrl~T........a.w..
W"..... M.·....MJ).
HIM 11-911 AZ.
£e!!!(en-.~fl.m

AU fIei1i_ w_ iMldaec"'" for NDA 21·918 by Com,t..,iII lIS II.....at the
_ ..... CMC m'iews'" April" 2006, MIlCh 26,2009, _Aprit 21, 2009: .

4. NoncU..icll PbannaeoloD'lroDcolol1

, aeIolY!foxicoJoay Rniew'"F~ 13,2006:

De hal ,....tMt tile Division rely OIl its t'infiIiRp ofsafety for pNVi0usJy
approvocl ode .t1oJuIGin produetste tile cummt NDA, uclllcribod in Section
SOJ(tt)(2)of.'''' food; Drut. eos.n.tic Act. 'I'her. ..2 appRWtCl_ products
....... eiprof1oxAlein thIt in .... U.S. They lie Cifl'l tIC Ode S..,..ioR
(O.~c in.. 1%hy~ lfJII'OVecI for __ otitis~ .Ciprodex
OdeS __ (tU% eiprof'te_in _0.1"~ approved fer..otitis
___..__ etitisIMdiawidl~y tubes).

SALVAT "11Io ....itted anllllftOlltld SUIIIJIIIrY ofci~toxicity and
.............. tiom _I ...,.cs hat...ofsiatillf, but not identical,
ode~ the spoMOI' in Europe. .

• shott, is not~ foUowina topioaI otic or~ic...., and
none or_ topical eiprofloqein products is a priIMry init.m. AdditienaHy, cipiotloxMin
..........eassidaedpo..~

"..is........19...",0."ofdUs~DA Oft "lIOftClifticIl·~
...........................DiV...'s ot.,.,..........in......

5. Cliblcal PbannacolOlJlBiopbarmace.tia

, Cliltic8l ........ -.view..April " 2086:

1lIe COIIdud.)' clillieal stucfies to ........ systemic......0' UOWiial oteipfofloueilt otic sehadon '.2".. As .
.........., d&eir ••••II or gf~

..............of solutieftto In

.... stu i O.2%,

..............3%,ci O.w., O.lW

.........1.1" 1'hc _1IId.........1' A studies ..

...............1 itw........., 1-211a,.. ..whoa ...
sIUItY•.-.,..studiIs .,......was'''''' ......

,



MIIIeIl ~o.s.DiIciJI-T-.LaIW...
w-.M. 8oJ4; M.D.
NOA 21-911 AZ.
_(.k§:tt-.*~O-~

not. sin'" sUjIet hIId ...... ' .....~ ofciplotloxMill (ollow.. _ .......~.

6. SterilityAss"rue.

The"""" is ...................."...~QuaIiIy ~lCIOhieJo&Y Rev...
in • rev_ Aprill'. 2009.

1'ho applicltioft C8fttIiD for iIL 11ledNa product
is ...ltdtd to M to die eat· __ .JIRICK*I .

7. ClilllcallStadstical- Bftlcaq

for ........._ ofauuc.a StutIr ClPROr III O31A 02, !1M..Mellie" 0ffi0lIr Review
...April? 2006.

NDA 21.911..sulllnitlld by for .., SOJ ~)(2) of
thI'DaC Aca. As • ., ~)(2)If isNlyiftt fDA·s ,"wiolll
ftIIcIiIpofUly r.C'"He Ode (cipRJ ~and
~ i.)..c- ~O.l% ...
0.1") SWiIe·OIi¢ 5",'••10 ,,"ide iaalJr .....

.."., Iower_.n i...,~· ia ........., ~ -JlRI e JICOetc(c~" hycINoIttoriclt

.....................>..C (c iaO NPO
0.1") SIedtI Ode S 11w cIiaicII J1RW~

ev.....,.....,· orC of..otitiI .....
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MeiIiaIIaat.te....._ .... T.... t.-a.1lcYiew
Wim-twt..,.. MD.
MM.1l-9l. AZ.
£t!!t!(!liIJ.'••-.~)()~

c Study CIPJlOT III 03 IA 02 was.......cvaIuatoHliftcWCOIIlP_lthc INdy
chsi Uo GOD" die hypothesis ...oipreftoxMiIl oUc solUlioft 0.2% wu........
e~etl'eetivc uthe .ave COIIlpIfIItor.The~. Ncaa)'. S.w...
PeIym,.. B S14fito IIlCl HyetrocortisoM Ode Solutioll (PNH) hid dficaey
...........01...dift\lso otitis.... iIlebildNn, ..

A...01630 ,.....were rucIomize4, 311 te the oiplotloxM....,..312 to" PNH
..... Woty...... inelud. 31' ..... in .... ciproftoueia p*p" 309 in the PNH
..."while tho eIifticII inteRt to trat (erro popu"- iIlcluded 311,.. in 1bI0.....,....._309 in the PNJIpoup. APPfOxilnateiy 22%af,... ill...
........1fO'iP weN excluded the clinical __ to treM (CPr) Ift4IlftiaobioloJieal per
PfO--(MPP) Only few whom....miGNlMo..........
av ill the Mm..MPP pepuIIItions.

~of~I t(I)-cu.-aC..

Cliltioal-Ctnwu.fiaod " ....e'... sips: ........._~
....(symptoIIl..orO) at Visit. (Day lS-11).

..... fer ....." efticaey......shown in tile tUIIs below fer. CPr f'OPUIation

.._ em In'"CPP ,..11Ciae; 214 (16."'),..... ill the ciprofbleia

..._191{II.I"> in tho PNH...WOia_ CUR at Visit 4. Tho eli ....

.....iI..... in pIOpOItioIt orplltillltl.itha....Cunt (i.... die PNH

..._,.... for ciprof1ouein) WM ·'.6% (9m CI-12.1%, 0.9%). The upper limit of

..,mct, 0."" \VII ............. die.....,rlliatit of10%;...~ia..non­
idricwte PNHiat .... Cpp~

CIIIaIaIe..at VIIIt 4: en.........
....C%)......... TN•••••......

'ct."'Iull JIfQJ (JII-JG) CfIUI .....'•••••
~. ..,.a

~.,....
~.e-

S"'.,I•••aw.to.
Qi(lJ"",......

_ W

%)4(&6) 191(11.1) .J.'(••2.l.o.~

.10(-.., 140(11.6)

"01;1.) 11(D.')

»SM 40"')

7



MedIal~DiIcipIineT_lMldIrkMw
W-..... M. 8oJ4 MD.
NDA 21.,.1 A:1.
c.-t~.~)Q~,

1'4..... ;»Pii.iiti
ClinioIIQn

~ CIiIIioII Cure

CHaiIaI'....
(~,fIM_

CUDIcaI C..at VIIIt 4: em......
N..a-(%)......... T'.II ..

C.......~I.1a I'NB (I!Il'QI;4Ifr.~

<N-J1I) ~. wi*H%CI
iiI fA

159(11.4) U1(76.1) ....7{-11.l.1.'~

%01(0.4) 171 (".3)

'1 (16.t) " (2"')

59 (IU) n(2U).4 (4.4) ~l()~f)

AItIIouP C Cute WIt etefiJled......rail clinical sips (peia;..... _
otorrhea (symptonIKOnI 010) 1& Visit 4), Visit 4 ,. approxu.uwty 9 days
.fter.7., of~. The of......ctiaposis(16 days>'- questions
about it is possible t8 disti inf'erior'" prochtct at.is poiJat ill .....

A I1IC)JW usefUllVaIuItion is the~ efCIWcaI CUR .. Visit] (Enct of
. Tra&IlC8t; Day 16 or within 2 claysof_,~).n.. ...
di....-. 110. ill~of""widl C C.. It Visit 3. In
the CPP~ the pIOpOI'tioIIs weN 10% fer the ciplofloxaeia pup"6.%for the _
PNH.-,; ill the em popuIIdoIt, the~...67%..""-
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