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1. &XJ:Cl111VJ: SUMMARY

PlreMllfttanItionaI, the US A.-for~ SALVAT, S.A.,~ a New Draa AppJieaeiat
• (NDA) fer eiproftoucin otic seItdioII 8.2% u a $M(b)(2) NDA Cipm nc- (eiprofJoxloin

hycINehDkk" hydtocortisene >0.2" ref IJstcd...(RLD). In eontrut
te 1he RLD, the JIIOPOSed ,......, ., active ciprefloxMm hydlochl'"
devoid of8II,Y corticostereid In,..,.of_NDA S\IbmissiGn, thI...use4 ,...1..
ciplot1oucin .......... to tIM 1.... oIS11c1y"" eftIuq oIeiprofteJ,.in, an4,.,.....
pivotal JIhue 3 clinical trill to suppon1hl saftIy..efIicaGy ofeiploftoxMia _ solution 0.2%

. COIIIJIII"d to neomycin sulfite,po~. B tly4roc:ortiscmt(PNH) otic sotuQon inchi'"
adoIacInts, ..... 1duks witb.....otiIis .....

1.1 UCOMMDDAnONS:
The Oftice ofCIiniaI ,.......~ ofCIiftiaI PhIrnIMoJoay .. hat NViewcd NDA 21-911
..it is~ from.ClifticMII~ &ive. '

The IabeJinI COIUMDb oudined iA" lliaa••ellDel be COIM)'. to tile spensor.

1.2 PIIAS& IV COMMITMUI'$:
No JIhue IV commitments1Ie~.

1.3 St1MMARY OJ' CLINICAL PHAJtM4COLOGY ANa BIOPB.dMAC&tJ11CS J'lNDINGS

'Be sponsor cIW not conduct.y cIiAieII .............. studies te dnlnnine the systemic absorptioa of
cipreflouein foIlowina ldMinistnlioaofciPJell.,.in.. iGIuIioAO~ ASM alttrnldve, the...'*"tbeir .........ofthe sy.......eteipfvftoxacin feJIewi• .,..inistnllion·of
ei......in '* solution to patieMI Oft .. puI)IISW studies. In ............ eipreftoxaciJl was
............ ciJlfOf'lexaem Olio soIuIieA Go1%, ei,.oftoxMin otic so""-O.W.. ciproftoxacin otic
_ ....O.S%, or ciproflolucin 003%1 0.1" otic.,....to_ ar boch infected em.TIle_ -doIinc~ v AJcIlouPIlCIC all _
tinte tbI Wood WIIO....... itW• ....,.uy 1·2 _,..... when in
tItt 1lUd)'. Amona five stUdits in wIIich the-lower I of~DIl_""·' or to ftI'ML, not a
....·subject)lld ..........· ofeipleftouc. loIIowitaallWltiJ.....
~

......study, ~of ,..." ........

.......of S..of~.~ O'l" ..ic was
I.S' .... (towtr limit of ' ,.. reported in
this SIudy is the low. JiIIIit0' ill _it willi... f'indhIp.
'Be 1bis iadll~(~.
O.~lb.DMO.1")_.., ~ (SD),.. .....
~of~IeltcMiaI••islillillllef of~iIt (1IIaI ...
:: oal.L, O ia) 39(&.., (U.., .. 1.4$ Pal__G_.a.." were ·wiIbift J' "ID2hrs,. ..,a.IIi.. 11IuI,...,...
.ofPd....~loItowiatIa..iJII••ofc~ illiMW_.....
.............1fIIici........",._.1111/."of...loItowiatI of
'........<_..- ..
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1. QtJU'lION;-MSD UVIIW

SinN· this ...iukm was a SOS(bX2) NDA with. dinkal phItrIMGo... studia, .., C1w reJewnt
qua&iGns from QBR format have beIil.tdrased ·tJeIft.

2.1.JWIIat fJftlle .., ....,.... efdae...
.................,.. ., , ....,,... • 11 ...
b.............nwIIw?

Ciproftoucia. solution 0.2% contaiJII till~ antibiotic, QpioftoX8CiA. nw meIocullr
f......fc~inHCI is CI,HttFNJOJ.HCI~O _themoI._w.... is 315.12. ne
sInIdurIlIlIrMuIa is shown Wow.

"'1 Y .
~NJ;Qy.N • HCI • HIJI .. I OM

F A

o 0

CUlmfIeudilGdc sohJtion 0.2% is a sterile. .........d solution~ IIId )MICkapclvia
- tedt8oIo&Y. The""" is pack'._ in alowoclensit7~-.......dis, iaI unit with ••Jiv....vol_ ofO.15 mL. The qu.&itative CClIIIpOIiticMt of
cipreftexaoilt otic solution 0.2% is shown iat TIMe 1.

T...... C........ .,...,..............U"...,............

b(4)

b(4)

nw....,. _icJftofc or "....... 1I
(DNA - IV wltiG Iot DNA...,.iuli_
1rDMCIi ,.,.;.. ...i.. C..dk.d ic .mt.Y........,...of .0nIa, 0•• _jiIIiw ClIpIIi....

TIw pRI,n lIIIit iDdiclllli. efdpcdl u.........0.1% is .......11 of.......... 'I'." ,Ai••, _.,.,_elder. due _.elJlli of
h ..".""...~....~

.. .



1'h8~""" route ofadmiftistntion for childnm(. I yr and older) is the
co.....0,.......... dispensing unit(cW~ volume 0.%' mL) iJlStilled _ ur(s)
twict _11 for seven days. CiprofloxMin ode soIu&ioD 0.2% is supplied as.~ units.
laeh dis,_...dlli\WS 0.25 mL.

2.1.1 .....
..........1

De..... relieclon ,.mIiIhid studies to support the IIIiItiIMl absorption ofci~fonowing
admiftistntion ofoiprctftoxleill otic soIutiaI to pili•• with otorrhea, chronic supputCiVe otitis media,
difI'uM ociti.extilrM, or prier to pI oftpJllllOStemy tuba. In lddilioQ, ......... ,...conned •
........... 3....1riaI (Study CIPROT 111103 IA (2) to _the ufaty.....,of
c~inelk soIuIiGft 0.2% compaNd to IlIeIBycia sulfIIe, poIymiUt B....,._.~
(PNH) otic 101... ift chi.... adoIaceRII. _adults wi1h..dim. 0IiIiI ..... ,... ift the
cipIoftoUGia _ of. study adminisWNd the C08IIn1a.ofone disp.nrinl _(O.u JIlL) twice dlily to
1M......)f« sewn days. PItients in .... PNH..ofthe study~4"""1imes
dIiI)' (>12 YI'I of.> or3"daily CSl2 yrsof.)10...........) _ ...days.

1UWW........,.' ,., <""'''''.''''''.''''.11)_
...........n<ceII•..., .........,.....IfDD ...,..............,..,......., ,
TbI""""" Ift"oi.in..., CIPROT 11110) IA 02 was .... ev....1cIinicalOllle.III•••tilt ofCUR
visit (study 4Iays·1J-11). The clbUal..__ WII call••iad. dbticaI GUN <.....~ IIld
oIoRIwa ...wlll),dinical improvelMllt(.....~ Iftd otGnha _anil_~

therw edMr ....stucIy IDIdicIIion was ,...,.). cliaial ........ ( .,. _ did
net .... tIII~ ofclinical iJIIpN......... Of' ." •..-.of.., sips., .,..,. .
....... efJdeys ofstudy ). or~ (discominued. lela Ie toll .

1;2.5.3 ., '

The..oId"""'m absorptiOJl w.... II. in.pubHsW RisIndion
of~.sohJtien G.2%, ciproflo".__0.3%, cipIoftIMIinOlic 0.'" or
c.........O.J'(a+............... 0.1% _ SUIpIIIIioIIIO GIll or WI Dt·iacIhiduIiI sIulIy,.,...CIft""" ill SIctioJl4.2 PuWiIhed StudJ ....... A init..jedMil dosilll
~ \Wied...... studies, nos'*:jeGla ill Iw at_six tIM 1 .....
CGM..MiD.of~(Iowtrrllftitof ,......' lt )WIowiftl
nRII1i,l.d iili...... In fbi sixIh""( 1J), ..0- ••au Lilli. of
ci ·foIIewiRI 01 ' ..ofUproftIII•••~.one0.''' _.. in WIll." 11Ie __ ......C••IId.III.i•• ,ap" ill this
..is __._it 01'1'1 _the., is c••,.... 1WhiUMif 1incIiRp. 1ft
............ tom sixth study ..~ whh findiRp." CIPItOOEX·
< O.lW 0.1%:) pI'Cl'V ($1),..
........ IOI1B oIciplofloueill i. 014 .,~ itt...... .
(.........-0.21 0.......ci~WIIl3t(O;IIO)'"_ O~SUIO)...,
..... Pat__~ions.........witIIiIt)' .. tol11n Ii~....
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......IfPi'OVed...forC~(eipl'efloXMiit~) 1M HIUIIl

COIlCIIMi'" ofoiJRftoxaein is 1.2 ..JIlL ..2.4 pPtL foIlowilll si i.i of
ci......." .....and $00 ma tablets to MIldlyv~ rcspcctiwly. Thus, plasma
conceaIIUOII • ciJnftoxKin foUowina~ ofdpoftoxacift otic seIUIioft 0.2% is"iJ*ed
to Mias 0.1% of.sinsl.... adIftiIIi.......fc~inSOO ... oral ....... Clinieally
retev.t aaociatcdwith dlt systeMic aposure ofciprofloxaciA ..netlll1ici,....s
(ollowilla-..mitlrl&klft ofcipofloxMiII • 101...0.2%. PJasem.f.e 1M .........oJo&ytroxicity
review for Iocel toxicilia.

1.3 IatJIIIItI W....

Not." .

U n

Not .........

Uo.na...............
Not 1lpfIiultIe.

2.'~"'"

The"*"••11II ofciploftox-ill in ......Of...w. dItennined in puWishId studia \lima a
validMedHPtC assay. Tbt Iowa'limit of~tldonWI'.~S or 10 ill ftve studies. The
Iowtt litakel.......wu ftOtrepclltild in 1M..study but nsuhs lest thin S 19'1IIL weN reported.
his ....... _11M lower Ii_of......lIRiathia study is tess .... sJItt'ML.

~rrfARs THIS WAY
@t( aR1G.INAL

,



3.D&TAILID LABBJNG UCOMM&NDATIONS

See ApptIItk 4.1. PJepoJe4 Pac... IRHI't
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.uPIIItIiIIuMI Stu4y ........

4.2.1 ., ,. ..
0.2%for.,..,.......
C1ar6s p. SabIter F. ClIIGs A Jr•• CIIr6s A.~ofp" ciprofto_in levels in dtit4Nn
tJ:ated widl topical ciprofloxacift 0.2% for tyJDpaItic .......Acta. OtorriftDlarinaol. Esp.
2000;51(2):142·144.

M&11IODS:
'I'IQ study cvalUI&ed the safety.....,. oftopiGal ciJqot1oxacin in 30 pllill'ltS .-ct.0 to 12 yrs with
otorrhoea.... trInItympIftic...or otoIrhoea sccondIry to .. i_feetioJa or..middle ear~
to.~pIDic perforadoIt, • simple ctnniG otitis, or.superiItf'ecIlI~ycavity. T........
widt topicai ciprofioxaciA 0.1% wa administered II the ftequoncy ofOM .".......nWi twelve his f«
7.10 days. Tea days after......of.....snond visit took ,... aMI S mL ofblood was"lIId
to dttenIlint plasma COftG4IIIIfttio efti~i.........GOMe ofciproftoxaeift were
......__••mp~Hquklc~(LLOQisS ).

ItISIJI,TS:
Of 30 c1DldI'eIli~" iAthe stucIy. acun: (....ofOCOfdlotaIl*' C*dIOl visit) was eblen_in
2$ (13.3%). Of_ S CaHI eeasi4ered a thenpcNtic failures, .........ofotorrhoea pmisIed
intfnee-. (10%) lIIMf phIopeic sips ofthe ear in two..(6.7%). None ofthe )0 subjects had
......COIlCtIltnItion ofcipNfloxaein in p..... 10 days 1ftfr1hlS1lrtof"........

AUTJIOA'S CONCLUSlON:
C~WIS not.....thrvu8h the IIIUWSa of.... mid4te_. it ..be u.clin .........
populatioll without the risk of~ systemie adverso eveJIfI.

COMM&NTS:
1. 11'11""'"ofei~in'"administered in _~ of tra&ed arc Jl8l
....·i" puWisbc4 SIUdy. Tbus, Cbe miewer is _ to c the from 1his SIUdy to
oeher the ............oftopical~O.•is~ . 0

2.11 .." ••_ eMcJ 7·10 days oftGpiul cipe&xaeiltO••.....", a MoecI
...... _ 10 days aftcrthe ....of........... Since_..1M was otaiMd in
,... _ ..(or last..) ofciproftoxaein is 1MJt ..... i1 is,..... days may bave
......,.ablood ""pIe..~. AItiKluP the ....-flfe may be
.......1his study..not SlIJIIIGr1 the stItalen1 ciptuft..iIlO.a is_""s.
1111 coM"'''' ofciprGaox.in may be less thaJt tower1_01, ~.



uac ..., " ......
.....tI..of~O.1% oI,.., B,...,...,....., .
MiN N and the $pMish INT Study Group. Controlled mulde......., Oft dIronic suppuRIIive otitis
............ with topical applieIdona ofGipfofloxuin 0.1% IOIudoft iII.i....... cOll&liners or
COIHiMtion ofpolpn_ ., MDIIl)'cin, and hydrocortisone ........ 0t0IIfyna0J. HadN.ks-..
2000;12J(S):6I'.Q3.

M&TJJ()DS:
This study was aprospediw,~..label, cem,-aciwt~ clinical trial ofpltients
",14to 11 yrs with..ie IUppln&ive eticis media (CSOM). PItiads wae tIftdodIly .......... to
NCtiVe ciproftoucin ...MdplalfYllive-fnIe 0.2% solution (CIP) 0.5 JIlL twice dilly for 10 days or
pelylHUn B sulfate, ftIeIRycin, _hydrocortisone suspenaioA (PNH) O. IS IftL four times cllily fot 10_I.
To....the potentW~ of1Opically applitdciprefloXIC" NUUcMrs iII_..
drew. IG-ntl blood swapIe 1..2 hrsafterthe fint dose. .......~ of
cipooIOXICiJI w.......y avtUartd~1iqukI.~IMthod. The
low., JiIftit ofqUlldiWioft WIS to .

RUtJLTSl
....... hundred and twtnlY........were tnrOIIId .U22,....WeN randomly ......10 stu4y
.......... In""",,,,,,,,,,,,,,,,, 101 ofI19(91%) in CIP8fO\IP 1Ild9loflJ3
(11%) pIIIients in 1MPNtJ·...,·....cUNd at visit 2. The,"" of (includina .........
.......) WIS 19% in the ClPpoupand'6% in the PNH..,. 'he~ outccne \VII

classified IS ind......... inJl"'" (20 in the CIP lPO'I' and II Ht the PNH afoup). The
~ ofciproflox.inin"'"w," Mlow thelilDitof~ IIIIOJII the 14 S\Ibjects ('
CIP, S PNH) front whom ltIeocI WIll dnrwn 1..2 hn "'- .... fkst dole.

COMM&N1'S:
I. PMieus studies Mv............. ,... co......ofcipmlloxacin foI1owina otoI8pieaI
....sbllic:n typically 0G0Ur wi1Irin IS JIlin ..2 brafoIIowhll~ Thus. the__ofthe
Woo4.....Me.......~ the ahsclqIdon ofciprofloxaein. The ahsclqIdon ofciprolteucin
foItewiIta·topiCaI~ ofO.S BtL ciprcJfloMcin 0.2t\ twice~ is mini_.ince ,.....
".Ui.....,were las.....·...Ikd of.......(10.....).

17



...2.3StMy .,..,.,... ...................... .,..........
0.3%.,,,, fa cIIiIdnII wldt ...

~,...Eo Sebater F. Study to dltennine pI__ leve.s ofdJllOftoxaein after the adminisntioll of
ciprefJ&xaein 0.3% ear drops ia ehi1dr!m with diftUse oems ...... Pedimia Rural Y ExttahospitaIarL
19t1;21(249):3-I.

M&TIIODS:
This wu a PRJSI*live,..label study ef 12 male and ..... chiIdMn (6 male, 6 female) apd 3 to II
yn with eli"'- otitise""to...._ the ,....... concen&IItions ofciprefloucin after the
ad.......... eftopic:al eiprofloXIGiIt 0.3%..4rops. EacJt subject received (we", ofeiprotloxalin
0.3% IYOI'Y lin for 8 days ill the iftf'ec:lld ...... ear caMI (not SJ*ified whIthIr Idntilli.... to OlIO
or both tin). At the end of Yitit Oft day .. a blood SIIIIpIe (6JIIL) wu..... from ..h
s'-'. cIItmniM the,...._ aIioa efeiprofloucin. PIaIma~were .....iIle4
usiftllkpIW cIHontatopaphy widllIuo,aeence 4etccti... The lower limit of,,-lli...was 5 nWIIIL.

UstJL1'S:
In the 12 chi.... studi«t, ........Qti1is e"'"wa elinkaUy and hi all CIIIS (100% CUM rD). All
pI...~w..Nlow tht IbRit ofquMtitalioft (S ....L).

AtrI'IIOR'S CONCLUSION:
Tht~ oftopic:al dJllOftoxaein ill die ........ of....0Iitit ......children topther with
the"..... "111Ift oflldvaM~ an4 dlc~oftlledIua'''e it1he"ofchoice in
the..........ofotitis ..... in dIiWfeR.

COMMlN1'S:
The .......ofeiplofloueift Usarbt4 in .is stud)'appean to be 1Itin'-I. Since the Ii_ ill whidt Mood
..,..we.- in Je."- to'" lIdmiaistrationof~ WIt ...1tIIltd, dprotloucin
COIIGe1iIII !MY bave ......... if....wi1hin 2 hrs after .....~

11



UAT..............,............ .,." •••...., ..............

F-. RW, HIlt Me, PIumIMr SA, 'ewell DA, NMIta Me. TopiqI dpIot1oxMia'" otonha after
tyJIIpMostOIDy tube pl...... ArdI.~.Had Neck SUJI.. 199$;121(1:):_ .....

M&11IODS:
11tis..a ....randoJDiad. ...... study of 10 chi... (II infteted GIS) apd 3 to. yrs with
ehreaic~ve otitis media to IVaIuIte thellfcly, efficacy, and~__peion ofciproftoacia
foItowinI tIw~ ofoto1Opieal ciprof1oMCin 0.3%. Elich SUbject......... drops
(~0,,060mL) ofeipIoftoXMift 0.3% times daily for 14 clays. 011 My 7,. blood IIIftplt
(-I JIlL)..obIaiMd fft)I8 sulIjMjust I hr after1he dose walldlninistaed........
~ w..daenBi_ ~liquid~ywith ftuoNscence
dIae&tkHt. The lower limit of wu $ ..,.t.
UStJL'J'S:
or. 11~.., (in 10 ......>. 10(ill" pIticnts) weN'"or iJnphwtd at 1 days. Ten Gf) I
..... camplellly CUNd .. 2 wteks. B to dettrntirMI tM 1rOUaJl eiproftoxaeiR
cenU bLPJna...1Mli..... few ....·01. t' Peakciprol1oucin~WIRl

IMliIIIlIe fer seven of1lll 10""~".COMcAIIIioA ofci~WII tJIIow the low. limit of
.-dllli. for all of.......,.•.

A1TJ!IIOJl'S CONCLUSION:
~..MN..........of.... 18 children (10 0111 in,.......). None ol1he
chi1..... ...,...tvene""'lIIIriINcelItotowKal cipioftoucift"1M,..... CClMlllllllion of
~ '"" below tht lower liMit et...... in the ,......,....

.,



.u.s ....., .......
dpro .......................
SablMrF, MlriItMy M, MalIa· J, Viltlr!. T...... J. Pruspec:tiVe~_ Wind s&udy of..
effeC&iy..._tolerance oftofial eipoAoxacin versus topical 1M ofsimple
~ ..."..-v. otitis lllediaand eliffuse GCkis.xcema. Acta. 0I0JriII0I 1sp. 1996;47(3):21'.
220.

M&'I'IIODS:
This .......,.div..~ i2Jed stu4y~ with...QiprotIoucin at a
eoaeelltnltioft ofSmrlmL (0.'''). offi~ drops three times • day (Group A) and topiaI
.........~ of3 mw'mL (0.3%) at. dose of... lima. day (GIOUp B). ElICh
tleldllMntwas adIaiftisterwd for I days.

OM""'" i.1udId 41 witIi ehroIIic sUfJPQl'ldive otitis T..., pItiuts w... tratod
with ei ia and 'J/7 with A..,. subpoup i j4 withdi'" otitis
....._ oopic signs ofMitis OItbe 54 ,.aients, lO were _ 1fGUp ttated
with ciproft"iJlllld 24 whh~ 1ft the subpoup 01 lJy otitis media,
blood flve ·widI~illwere ~to tbe plasma
~of 1he lti..ofcipJof1o_m_etItIrnIifted hi...~
1iqui4~y.(LLOQ ROt S1IIId).

RlSVLTS:
Seth were dTective ..........ofc....iG otitis Thlpen'IIlI1",of~cures
(c 1Iitap, of~)w.1O% with cipro 14% widt _ Tbe flRII
ov ofth. eftiucy of1he was 95" \Yidlc 96.3% with
....... lIItMlfOUPof,.... with diftUH otitis ofsuccess
watl1% willi d......._19%whh iciA. III flve pili tile· widl danic otitis
............ dr-floxMia.1be~ ofciprofloxecift ill WII Wow the
ktwW·1inU1 of" ..IlIifICioIl.

Al1TBOJl'S CONCLVSION:
F.wiJta nistra1ioftofGi iJt otic ear dNps, tieftO~
thIouP whie ·tJte dNIan be used ill 1est )R of••

20'



U6N ...,............... r-topIaI ...................=.....,...............,.......
Conroy PJ. New quinoloncJstaokl coml!ri-"for'" .....of_ .... GIitis: Early- and late......
stu4y NIUIts. Ell Nose 1'hroIIt J. 2003;12(1 Suppl2):2-4.

M&1'JIC)J)S:
1ft •~ controlled, douIJ....ltHnd, ,... 1/2 study. ciplo"'" O.3WdaImetbasone o.}% otic
SUIJI_jCllt w. administend to II patients"- I to 12 yrs who Went uncItrtoinIs~ incision fGr
the pf..-t oft)'JDpanostomy tubes. Padencs received a sinaJe dose of4 • , drops in each ear
illUlMdillltJy followina 10M ins..... Sena eenwiilMiuns ofciprot'loMein..cIex.MMdtasone Went
m....... tima aver a..., period (lima ftOt SJ*ified). .

RliSVLTS:
MaaciMum stnII'Il CGIKlCntJ'ations ofeiprotklXMia_~ w.... I.SSn~ and 0.86 nWmL.
NSJlIHtively. The respective half-life of....... \¥IS 2.9.2.1 Ius.

COMMJNTs:
The Iintit· ofea-ntitation of1he·cipfoftoxacin InIIytieaf metbods wu not stateId in the study. However,
the results from tbis study are coasistertt with these "fJOf1ed in the Ciprodex (eiproIIoxKin
O.3%I.~O.I%)........ 1IPPftWed laW.
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