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6.1 INDICATION: Actrn: O1'ITJS EXTIMA

U1ercy and -eety dIta wwe obWIlod tIom a RIIdomized, evaluator-btinded COIDpIrisoftaf
Ci....fteueift 0Iic Solution 0.1% to the otic sohdion Gontaininl Ntomycin Sulfate..
PoIyIftpia B Sulfate..H~ iJa the tRatntent of1CU114iffuIe otitis _ ... iJa
chilclreft, ..........adulea.

6.1.1 MetIIodI

TJw primary objec&ivc of.is... trial wu to cIIeamino·......... fJI'OPOI'Iion ofpafMnfs
with cIiJlicaI cute after 7 days oftwiee-dlUl)' wilh.~. otic so'" 0.2% WII

....inferior to .... proportion with cliftial an 7days of""o .......J)' treatmentwidl

....yc. sulfate..,olympiaB sulfate andh~·(JMI) _ solution .chi......
___• and acluks witJI..eli otitis....
1'IiI~objectives .... to ine whdMrthe propoJtiea of....... MlticYift."'of
.... followinl ondpoi_"7.ys oftwice-fW1y.....·widl cipIofloxacin ode so......
O~WlllIOft-idrierto .. JJIOIIOI'lion aa.r 7 de,.af~)'1ra&IMntwith PNH
otic IOJubon:

• CliDiaI eur. at Visit 3 (EOT);
• CliJticallmfm' at VISit 3 and at Visit" (Follow-up VIIit);
• Resolution of ·It Visit 3 and at Visit 4;
• Improvement in at Vilk3 and at V.a4;
• ClbaiAI +MIc~ c... at Visit 3_at Visit 4;_
• Clinical +~...... IiIIpftw..nt ItVisit 3 and .. Visit 4;_to....sar.y. ,....,..v.... ph)'SUa_~.......-COMpliance with

ciproftoXICiJt.,PNH .... thetp)'. '

Tk. ca.....is ancI criteria,. iMJusioD: Male....._ .... apd at I..2 yars wJtoW
.... diftbII otitiI (OI) oflas.. 3 wecb'durIIioft. CoRIIatfor pReiJlllioft. 1be
...was oIainId,.. or ....~f'or JDinors. Patia&s were .c if'"
....~ _ iIIcdicllttoM <iMIudint-- iImIti....1traIIMI-. ...
........,.OE. or ). .. iflMy Wa hiatoq etallY..nMIiGn to.y.....JI_........., dhlliaJl; in...di&iCIM(iIIcIudina· ........
.....~ 1JrIItfM uay ~JIl"'lid...... eli...... or
~); were or _ fit had.,..coadiIian thIt naitht
inta•• with .

lot
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6.1.2 GeMraI ......o, ...
The protocol fOr this study wu to tM lND _Ifti4rwed by Dr. Tom Smith. A
..led protocol_ be feuncltill 10 ofthis NYiew.

The primary dkaey......wore the propottiona orCfin_ Per-Protocol (CPP)..CJinicaI
Intent....Treat (Cm) patioJdswith CliDieaI C.... at Visit 4-

, TheHGOllduy eflicaey",were .... proportions olpllionta with:

- CIUticaI C_ at Visit J;
- Clinicallnlprovementat Visit 3_at Visit 4;
• Resolution of......Visit3.at Visit 4;
.lmpNv......... in ""atVisit 3..at Visit 4;
- ClifticaI + MicIetJioJosjGal:C. at Visit 3 ..at Visit 4; ..
• Cliak:al + MiGrohio",~tat Visit, and at Visit 4.

Safety wu usasecl·hy,..... CVCIItl(Alb) _ ..ysicaI ........ fiIldiJlp
(iftchKtina vital sips).

6.1.3 Stllcly....

Thiswaa ......"ev......~~lled,and~
.., complri..ci,.. sohRion 0.1% with PNIIotic solution in the ......
of_ute diffuM 0E ~.._1ts.
, ....cmol 630 pad.... Patients \WIW.....atan_so tIuIt ."..ximltely
... aumbenof 12 yean. oW or)'OUllpr (Met- racMd tMif ............y)
woukI .........witIt tat-'01QOIfII'.-r.
The safety~coatainerl62'''''''' 3.' who _eivtd ciprofloxMin"'309 who
..ived PNH. 01....patients, 27' (44%) wen 12 yarsoW or younpr and 352 (56%) WeN
0YIl' 12 yatl old. .

6JA Iftkaq I1adbap

M...,OJIIur" c.....:

1M..~Jlf'UM*d ill t/;b rrMIw--JMfoi-6y tMlIJIfIIktlnI· n. JMtlktIl 0JIfcer
.-fInwilli t.,.". Jlf'UM*d"''''--'

TIdr..StaclyI A E.,....8IiIMWc.a,.... oftllc 1JI'icacJ"SafeI, of
CiJ*tfloueiJl Otic SO OAwitIt Neamycie_~BSulfilta_~
Otic SoIutioII in... TN• .,.01Ai.. .DifI\wc OIitia....mChi"." A.........
AtWIs.

StMy: ClPROT JJJI OJ JA «2
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~ Forty-seven illVesdptors in the UnittcI StIteI (US)..s,.. ,..ipIItecl in this
study.

stiMly C....Patiata weN randoJlllized at 41 study...-s. 42 in ...US.. , ill Sptbt.

Study OI!IjeG&ives:

........., .J....e: To iaewhahcr the pIOpOdioa.or Widl Clinical Cure. Visit
4 after '''' oftwioc-cWly ciplofto soIudon 0.2%.. 1IOfto'.......
"pn,lIItioft with Cliftial Ca.."."0f~ widlnIOItIyciil_
".tym,.. Bsu"""~ (PNH) ode 10......diU., ...., IIIdIdulta
with.... eli...otitis....

s•.....,<*jecdt. To.....whither .... pIOpOdioaof,..... IChilYina achof.
r~...._ ...7'" oftwicc"CWlytnaa_ withd""". ode sol..0.2%·
wu .....infcriorto the~. after 7daysof"~1y ......with PNH•
...... ill chiJdIen. .........j ......with __....etitis • ..-:
CliiaiuI ewe .. Visit 3;
ctiniuI~__.. Visit 3 .. lit VISit 4;
...... 01.....Visit 3.11 Visit 4;
.....__ ill otalaia .. Visit)-.. It Visit 4;
CliDicaI + MiicJvbioJoaiul c.. at Visit3.- Visit.., ..
~.MicMioIoP....~ at Visit J __Visit 4;
......... safety. ,..,.Jiver"'..ysioiM~...........wittt
.......JiNH.tIIINpy.

..,...... .,.......
m., of"'" is _inT'" 6. Sa••hcI..,.. 'di K .
., IbIiI)' or..· ..
~ a.~ cIi4_ ,.. pj 3d ..tor ....
....aIiIis Study i ~IoM..., ,., in 1MUS_6 ia
S PlliIll1I wen IUd "' callis, a in..US..J • SJUt.
n. ...;-ity of ""01",,, ia 11 '..P; .'1. ' ..
....or,.i..wile willa., 1 JINPIItion...
....,....,.... · 1 of
.........CoMad was widwtlawn tty I ill .. ciplofloilMia .....,
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T......: ...,.,.,........ Dma.....

~.Jf(%).,.......

~ ,"8 T....

............ violllioM

'1...,..1•.•:Hall ......willa""
•••11.11

11 (213')

26(1.1)

••QU>

52(1.3)

U........lie...O.II__ .d.i ,. 29('.1) 11("1) 50(1.9)

Vilit3...,.VIiit 4CNISidI...... ., ('-3) 21('.4) 31 (1.9)

OW.........VIlit3 ...Vilit4' .4(4.4) 1'(4;2) 2'7(4.)

~oI"""OI'Clu"i....... 5(1.6) '(1.6) 10(U)

a... 0 2 (0.6> 2(U)

....... ill' .......wilii1 ..n...:....eftilij] .. lirVilithill••n.lAii..
•,. YI •• IIrVilit ...
·u..- CIiIYial,........V....

T1Mt_ of"iftc uaIysis pop...... in this study aN stiowa in Tlitle 5. A total 01630
,...WCN nadomizodt 311 to the oiplof1oucin..,.... 31210 die PNH poup. one pIItiaIt
........ the PNH Iftl'iIPt .....·105-020. did not sip ., (the
HtaIth ........ PortaItiJity and Acoouniability AQ [HJPM) toma. Cor JlIItieats
ill ... US) Md thus was illCludlcilin die Safety population Mat y 01 dIiacy
...,."......... OM~ r-.201.o19. was PNH~
but iJIIfMd lWOived oiprofloucill; .... 1his padent·is ia","'ucia..,
.1M Safety population but ia the PNH peup in the m 1II1!IWidoA.
2.....~ tG 1hI PNH JIOUPdW not nrceiY• ., study •••,IIion. nus. aM
Saftit)' ,.,.1atioIt ineluded 319..... in the oiptoftoucill...., _309 in .... PNH
1f"P. whiM the CIIT~ incJucie4 3.1 plli_.die~1ftNP'-
309 in1hl PNHpoup.~22%of,.. .. in , ...
aclucllcJhIa" err _MrPp Only "'''1dI fer ~
dire wwe .yailable were MITJ' and MPP popu.....

1-1
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" .......%).,.... ;Ii

CIpfdn" l'N1l (N-241t
(JlMif7)

~·ef"""
CIiIHIaIC...

S-••• CIIaiGIlOn

,.••••t,. CIIiIieII ClIN

.~·f~

241
214(16.')

J1O(8.•) .

"'(17.1}

»(1~.4)

243

I"(11.1)

140($1.')

57(23'"')

4'01.1)

,.,.. .
(fMI )

wlltfJ%CI

-5.' (-12.1,,0.9)"

Niiiiiot....
aw.-t·OJN

S.fni..CIiIaklnI On

St,It .......CIiiIiInI c..

~F"'"
·~...~gJjtf'

~(%)........
CIfrde .... ...11

(M!-Jtt). ~

111 •

2$9-(".4) 231 (76.7)

-(6$.4) 111 (".3)

51 (I".) 66 (21.4)

"(1"') 12(23.3)
14 (4.4) 11 (3.6)

.",.....411.....
(ftC )

"H%CI

....'~IU, l.l>-

• ......"o'lsllcritIIIria ............,.

.................... iadwCPPlllCicmpu,.........

Cti8icalC... II Visit 3

...... for1he ,• ......, ofCIiiIiIaI CUN" Visit] iaT .,....m .......__ iJlT 'f'cJr Cm M ...

......WCJialiGlll CUN II Visit 3 VitiC 4, 1M Ta&4C_YiIiL l'hIN.•••
_.-.i n oIpdi1l111widtCIinicaJ
C....Vilit 3 CPP ..PO'" the 70%,. .......
......61" PNH...,; ill ...enT,.. JIN ,7% _
.s",- ,... of....widI CIWoaI Fai PNH poup



a-..a.....
Nlli*J ..hfi••• lU).
NDAll-tJ'
a,.........0Iic SOIuIioa

....die e"lfNI1oucin ..,. In flUs -.Iy" ,..ien&s widl Cliaiallmpftw......wee_Iufled ill 1M....widl Cliakal Fai1uN;IlII6__ oftbe~ elusiWII C....
FaihftwaeCllnicallmpl'OVt.... III1Mempopulation,~Iy 3% 10 4% of..............................

l ••wet...... ·.·t·

¢IeW.c..........

...."').,........
24:1 ".,

1"(11.0) M'7(fU)

.,.00.0) "(J9.$)

. "(217) "(JU)

.....' ........: .n.1 (%)

...........
~a.

......h8In.......,...••
__II' .·Ht.

&e...-.... -~'''''€- ..~
..~.......

J-n " ,.
aM('1.) IG(J9.2)

*(J11) '.(40.1)

"(11.7) II ()U)

13(A.1).. ..'M

CIIIdIII.........at Vllit3",Vlllt4

................, _ofC ~_.. ViaitJ _cu.iaI

.,. III ViJil4 iItT l. '"1M CPP..,ufat.ioII-S..
tal*) I "'..em WJIliarit7 of'..·.ntl
I ..n." IIIWi Md CIiiIic8IIcapfoY (1ft1IUs...,,, ,dhu.. willi CJiaicaI
c.. WIN dw....,widt CIiDiIII ). Dr JllletlCffliaMoI,..illltS
..~ " thtc iIt PNH
......,~ ..,.,.., Visit 3..,,..... Visit ...
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NtIIIIIw<")..........
~ ,"8
~ (IMG)

Tr Itl .
(J'HII-cIpr.n vOl)

'-H%CI

fiiil3
Nw8Ire'......

CIiIIiulI...........

CIilIieIl'.....
Wit..,....,.,.....
CIWoIl .........

241

229(9:1.7)

11(1.3)

%41

221 (19.$)

26(10.')

W

215('1.5)

21 (IU)

243

_('U)

4-1 (16.9)

T.... U: CIIaIaIIJapreY...... at VIsit 3 _atVlidt41 ern ...........

....... (%)........

Of...I..... J!fQI(N-MJ)
(JlNll)

WI)
Nt8W...... 31. M

aw.Ilt., ...... 213(.") 26f(U.•)

CIiiakiII , ..... "(11.0) 4$(14.')

Id.lltn'••'1 13(4.1) 9(19).....
~....... n. ..
~I.'l."." • (aU) 2"'(19.')
QIIiMt.,... 49(1'.4) .6S (ft.t)......... 1.("'4) n (.1.6)

'hll......................)
....·~a

-'.6-(-n.1.0.4)

..............,..... YWt3...VIIIt·4

RI......of _iInpov VWtl V .....-.,
........ fa -..Cliftical 0IIII8 1,. Visit) ViIiI .. is
......iaT... 12 ....... CPPpe' •••••T ll,. cm............
....CPr ","Dft;,l7%of,.i-. .....c.u in..PNH......'II..........or.....ViliaJ,..""ia c ..
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97% ill the PNH...npott4Dd RIO.... 01' iBa)lnwcmcnt. DitfCNllGOS~ the
tfa..aal...,.MN very IIftalt (las thM 1......... point). At Vbit 4, ""of
,.... illdie eipIotlo....., _ 97% ill the PNH poup reported moJueioll of
........ almost all (91% itt the' e ..., _ 99% ill the PNH .....)
,.,....JeIOhdion or improv DiifereMa bctw.. treaUnen1p1». continIMd to

.be vwy -.I'_ ill favor ofPNH. Raults·jn the empopalatioe weN simiItr· to ....
iIl .... crP........

,.,..••1 .

(JN1J'4If•••ztdil)
wIIII~C1

\tWt)

NuMNrof......

R.he4...,.-
_h ...
Nat i..,lIt........
~ef""""
~....."..
1.......rolWe!lll

Nt!.I:!l!~~i~I' ...~.~

247

216 (11.4'

22(1.9)

2»(96.4)

9 (l.'>

241

231 (H.O)

5(10)

242(91.8)

'(~O)

243

214 (IIJ)

22(9.1)

D6(91.1)

1(2.9)

242

23' (97.1)

4(1.1)

m(9I.I)

3(1.2)

0.1 (-2.U;9)

0.1 (-U,3.0)
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T..... .,: CIIIdal Owtce..olOtldlla.t VIIIt 3 ....t Vlllt4:an..........

...... (%)..,....

CIpro8uMht J!NJI (lMOJ)
(N-.UI)

Tn_ ..
(fN )

.....""e.

....,.V~.........,....
Not.......i I .•vild

VWif~ .

~of""'"......
111"0.

...... iilt.ro...

Net~_~."'"

­271 (&6)

)t(U)

m(tu)

11(3;6)

30.

29+(91.4-)

6(10)

301('U)

5(1.6)

301

-(.....)
11(9.0)

21'7 (9U)

14(4."

­2"('1.3)

6(2.&)

2fJ('U)

'(1.1)

·U (,.f.2-, 2.t)

0.'(-11,2.1)

MkroMo .

TheIllOlt identified in"stucty aN shown in1",1••the
MPP~ _in 'table.S .....Mm In 1M Ml9pep.11tiott,
1, poup had J at Visit J. hI.dim....
........· fiom.lMjorityof (l1%in ......
..,....""iit tile PHH FOUP).~."..., wu iao 13%of
...... ift ~poup" 17%ill'"PNH paup.1a _MITT~....
&be 01"'" inf__widi P. .,.,."..and9. ..............
..ill the ....,.popglItioa. .




