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9.5 Co....... to Appllcaat

The ~NcelllmcncIations .... 'Y the cliftiGal m1cwcr sholl... .,. sent to1he sponsor in •
1dter:

Cipotloueill Otie Solution 0.2% is incIio.... Cor.......... ofacute otitis.... in adult
and pe4iaeric ".,...., ORO year and older. due to ...,eihle strains of1'''''""", tImlgbto.JtI
and~tnIof 1IIftIII;
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N..-MIiI",MD.
NDAJl-9U
C........O.1t' 0IiI SohIIioIl

18 APnNDICJ:S

~.Cftor B11831A 02

rltle: "A Jtandonaized. Evahlator..BIinde4 CoInpuisoIl ofthe Eflicaey..Safcey of
CipIot1ouciR Ode Sohatioa 0.2% with N...,.....Pol)'m)'xin B SUIfaIn·andH~ne
[PNM) Otic Selutiea ill the T.....ofAcute Dim. Otitis ex.... in ChiIdnm, A4oIescenU,
andAdukI"

PrincipII _ ....er: MIrpret DrehoW, M.D., $G.Clime. SaRD~ CA

l..oGI&ioaofS~: Up te 50 U.S. sites..4 to 6 sites ill Spain

Ohjeetiva ofStudy

Primary ()ijeGSiv.

To lJIOPOIdon of,...with cl.... an after'.of~
u with c"'uain ode~ 0.2% is....iaferior to ....~widl e....
an after 7 claysolctlNMimes-cWly "'MlLLIIIt with PNH otic soIutien ill~..........,
.......·........otitis ......

To w lJIOPOIdonof.......adtinint...of_foIlewiIIa.........,
7 clap of ty with~ _ solution f).z% is IIGIIWtrier10"
~..7.ysof~ withPNH_.......1iiIcfta,
_ \VittI .......

• Clw-t..at Visit J;
• a iI8prov...at VititJ at Visit 4;· of_'" at Vilit J VISit 4;
• __ ia atVitit' Visi&4;
• e +1IIicmlrio Visit) ...Vilit 4;
• CIiIIieaI + lIIiaobioIoIitaift,m_ ••VISiI ) Vilit 4;

_1O ..,,'r·.'........,.,..IICi wiCIt
c PNH.....,

se.I1 Daip:. a••'I......,................"' WirIdI4 ............mullin....,. .
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NIUI ~ ·t.MD.
NDA2141.
a,.oI..... 001% 0Iic sehI&ion

P.O_who Me ditlpoted with AOE will be 1'aIMIDntizod. nccive eicMr ciprofloxaciR otic
IOIuIion~ I vial (0.25 mL) bid for '.ys, or PNtIoeic solution, 3 to 4...tid far 7 days.
1Dv.......will pIIf... bueliric cliaicalllld·JIl~cvalulltions and follew..up clinical
....ltions 011 days 3 t8 4, It the end 01 ', tiltofcure vilit. They wiD perfonn
repeat CUIUa ill padeats who have ear , follow..visit. 'Be priIMry dIicacy
cmdpoilllia the pIOpOI'tioR of,.....·wich clinical an It the tat of...vilit.

Patient Popu....

Pediatrie and ,...with AOE lIRcliliblt ... this atueIy. 11lc spanaor""" to CftIOll 630
,...,with~Iy 50% aaa 2 to 12 years MdlJlPlOximateIy '0%ova. 12 years.

InchlaionC'"

,..· 2 yean oW _ WAOE" Jess .... J wecb, wida a total
SJIIIJ*Rt of ' in at -.1 'he synape. SCiON is the..0'''' for otaJsia,
ecIaiIa, De millintuRt SJIIIJ*Rt SGON Dault .lIChicYedu follows:

• .,.....: 8& ....2 (mocIInIta or leY",);

• 14.....· at _2(~orMY..->;
• 0I0nIwa: ..... I (mil4 .......Of ,. with suftic_......, to euIbn.

FOI" ·widt W••.a AOE, till ..with symptom ICON will be IU.
If the ....... the _ wiit .. chotcft randcHnIy. 1'ht wiII .
the ......

Noell ttl)' -_.....:..... -.". •_.......-...--...
1. U.el."_....topiuI.,........ Aw.....MDt ofAOEOf"otitis

.....wiIIIiII ,..36'"
2. U.ofay within 30 da)I;
3. u..of., 01'''''' a Ii '.ys(.................of..- fer IlGM};
4. Qt, or UlOId II(cb--~....);
,. S..: -..I;
6. K...-,..,."... oft}WI,. lie or.........widIia 6 months;
7. TJIIIf.u._)'... ia ,__~.. ,...Jmo ;
I. ICntIiwa a..,...;a;
9. a....id 11111. or ."Did_ .., widaiit·1MJIll 611lO11ths;
lo.lCaowaUl!llc .11 di..............
JI.......t.o iIKy._tu.i..AIDS,or..o'--....,,,....or....
chl".'~"'''''
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NIIiIa Iu, MD.
NDA11-flt
Cipie.s....a .....

ThI ,....., efIIeaey awJpoint will N .... propoJtioII ofclinical ,... proIOGGl,...with
cliDial GUN It Visit 4.

'l'hl1IClO••'" cftliCllcy ......wiD be the JIftlP8RionI ofpaticncs with:
• Clinical.- ItVisit 3;
• CliitieaJiInpfovement ItVisit :I_.Vilit 4;
• ofotaIlia at Visit:l..at Visit 4;
• v__ in otaIp at Vilia3 _atVisit 4;
• C 1IticIoWo....ewe. visit:l ..... at Vim 4;
• CIiIaicel +microhio" impIov..-_Visit:l _ItVISit 4.

CliJricIIln....~

l. Clillieal C_: .aiA, molvcd (Symp.... 1CON of0).

2. cr l1Ilp1evemeat: ......, imptoWIIISflllPCOlllIlGOie of 1
iljfwY \WI 2 or3}."no~iaI""""GIbIr...·1&Udy
......... it nJqUiNcl

3. CIiaieaI FaiIuN: ,.., • ....,or~.do not IMotIhe tldUiDDI ofCliaicai
.,ran.'M; 01'."..... of 01 sympIomI of3• of"" wiItt ndco(IO% with
...."i y odltf stucIJ lIlarl.1lion is NqUin4

8M1aia1 will _ 01)+ 104+,,., , ......( ·.if _Ic). To ' i .
........·lneI 2+ or-, ,.... level of 1+ 01' V..·).Visit 4 if
~ ,..,11I••Pa .

Dc 101 0 lib., : , .......""...,
&til ., ~CMf(Jfidlw, ....,.. --->t..<innt .....iY•
...... ·IMIiIIi(e.a.. ,~ .,.Iia).

..
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. Nasi.- Mol M.D.

NDA21-9J.
C'~O.2!KOIic s.-..

The followinl-.............Iyco~ _wiII__ eatepbeclu"'opas=...,...
hemolytic .....,~i. 6tJdllu species,COl)'M~.....~.,..,and
~.,... funli lDdy...wilMlt.,...dI.. u ......

BactorioIoIic .......Visits 3 and .. wiD ..dusiW - .

• IRdicatioft if.. euItuN docs not _w powth ofIlly pIIdIo.-;

• ......'-liation if is no llllllrial to cuItwc ...the 0._1Clinical
0utGcHne· is CliniallnIpRw CIiniGal C..;

• Pm.... ifaay .................. Visit 1 is stin proMIIt;

.• suptriaf__ ifa...... not ".s••Visit I is DOW....t·(pIaence ofa
~ orpIIism wiD not" GOIIIkIawcISupcriitfatioII); or

• ............ ifnone of""'" ddiai&ic.waN'" _1M.....
........be~

IfOverall Clift_ Outcotne at Visit 3 is 0 .... , ..... (whIdw or not .... pItieat diIcoIt&inues
..........1)') _no bMccriaI cu1tuN is petfoIwMd at Visit 3...~ a•••Visit 3
willbe~. lfOvertiI Clinical 0utcl0JM. Visit .. is Clinical Fal .....
cukuN is,...,......Visit 4. the~ ,,1pOi_ at VISit 4 will be lad .

. Study.Drvt~

Study Dnae ........

CipMfloqein.. solutiM 0.2"., 1 vial (&.15 mI.; O.S IftI) iIIdIIed into......_ bi4 for 7
days

CompIratef -Dosap.

PNH otic IOIu&ian (....yeia 3.S 1ft,......polylayxia. 10.000 UIIittInIL.k~
1%13 -"<f. pIItitJItt ~12 yean) or 4..<for ......>12 yan) inleilW ...dw......
..tid for 7 da)'l

.......__81.... ·

At VISit I win .."'17_ ...... I:I ~~ _ of.
-...we voiee ~·WiIl" tMIIIy iIIIo 2 CS12,..
_ >ll)'CMS) 10 IJIIUN a"'icntMIIII'" 01 ·iIl :1fVUP. A WI ~·wiII
,.,.. cIiIIieal·••fl._'" The thIt"1_ in _ 01_
study dRIp,.....,...• caNPcr , .
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~~iations

The UII offtOJlltUdyilrvatipOoeal or~...or _ tratmIiltSis pNhiltW....
the study. TIio ~ll'OGCllIDBlCftd~"'...,. for ............ is also
penaiald.

Visit I (SaWftinWStudY!nay; Day 1)

• History
• Ph,...euntinatioII
• OW ...

o ( :O- ,=sn..)
(;) ,..(~, 0- 3-18ftN)
o 0tGa....(.poiat..:0= 3·MYeN)·

• Colle••efcuIaure' IpICimen
• DispaJ"'i9aoflCufly druland~of"'"
• DiseriINtienefdilly'"

VISit 2 (Ph0fte Visit; Day M)
• T............... witII clinic follow..if. i....v........

Visit 3 (En4ofT......-t; Dty 1-10 or withm 2 days ofearly~)
• 010 ..

o ,...
0 ......·

o~

(;) Ov_"diaiuloutcome
•. Col.....ofc............·if ·"..nt• Co."'"of""'" _1IICI4ication.....

Vitit4 (PeIt-T....Jlit; Day IS-I7)

• OtoJItic--­o .,,..
e .......·
e 0kJnhta
o 0\ttqIl cIiiIW outooIM

• C. if_.............

Wtlye- .....

"
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Adverse Events

A4vasc CY.~ will be collected at .... visit. PIoccdurcs for~ .......
NpOdina" foIlowiq up... eveMs, ineludiqsctioul...CYaM; .. ieGWoci in 1111
pnItOGOl. - -

Statistical~·htposed

-----==---~

---
ThI spoftIOf .,............ size caleulatioft OIl foItGwinIlIIUIIIpCions: two-sided- tats
witJa a= 6.05. pew. 010.10, noninf'aiority 010.10, pIOpOItion cUNd 0.10,'-
pI'QpOI1ion COllI' saucIy 0.80. ,..... is 630 jNIticnts, which is ......10,.vide 1J'IIIOld 1y 252 clinically ev per JlNeocol.... in ada t,,__ IJ8'IP.

w.ty aMlysea will all pGicnts. wile y study dNa-

11.1 ....' .........StIady .......

TIlt.RVicwof"'yuclsafay" an .,. found .. seC1ienI6111d 7. sm.~ was oaly OM

cliniGal trial ......hy .... spon.1$Ol', dto data. sections6"7pracnt .... ..mew of....
individual".

1• .2 1JJaHJ..u.Labella. Rmew

A liM.tJy 1_ was not ,., .., the eliJaiql NYn.. a-a-"JlIDflllltdby
all NYiewcn '~ iaeo apJII\W rer..~ 1111 Ie ....
wu with the ........ on April 6, 2006. 1M..., will iIioft is ftc
ROW S11PPLDD 011~ of NDA" rn kePl for
dUiplOdua.

"

b(4)



7 Page(s) Withheld

__ Trade Secret / Confidential (b4)

V' Draft Labeling (b4)

__ Draft Labeling (b5)

__ Deliberative Process (b5)

Withheld Track Number: Medical- 3



;" '. b

11118 n of an aIgnecI ., and
tit .

:

/./
---_._-------~~--~---
...i. MGledina
4/1/2001 02:0':45 PM
MDtCAL or'XCD
! Mve flv- a CGPY ef the review to Jaaice
PiR.l NOR fer cipre otie 801uttion 0.2'

Jolla Ai_Mer
4/7/2$01 11:43:31 AM
MlDlCAI. OIJ'ICD



f.
.
,

•..•
I.

..
-I

f
i·

.
'.

~
l

t·
.I

:!
c.

t~
.,.S

a

f.
L

I
•

....
.,.

.
•..

...
...

'.
-

....•.
.'

..
..

~
a
l
r

.~

_
·i

l'
·1

.
II

.
..

rl.
..

a
-
-
:r

·
-
..

J
J
l

..11
.'.
"
.

~~
~~

~~
..

..
·!

n
U
!
l
H
U
i
-
l
~
i
i
j
U

'I,
'•.1'

'I
i

Ii
JI.

n:i
l~l

l·i
i

lil
·I~

!f~
lll

~~I
-·

I
I·

"
."

."
...

_
I

J!
i1

1J
11;

l~
i

ls.
If.

fti
.'J

pf
E

C
l!l

I
.

,
~

f
I

~.'.'......
~....fg.•.·

.d
.<

II
II

I·
il.

It
··1

-Ii
..I·!

~...fU
I:I1

1I.u
~1.

1..·
if

iJ
lI

a.
~

'I'a
.·

1
1

,
t"

'
f

s·
w

l·
l§

"



,

i;
nl
~1

tfll
tUJ

'i
....

HH
i

..!
n..I.:

~I.1
11

_
11

'&
;"rJ

''
I

I
I
tIf

"
.

-,I
I§

,
,~k

fl"
,··IU

'·1
A

<A
.

11
1 ..

0
.
.

'
•

•
.•

..
h!I

:i. ':
ria

Ii:
II

I
la

".'..'
'.·
~

..'-'f.
"I
~

'"
:~

n
rl·t

I·
.

II
_....

11
A

.
•

'
"

.....1
,.

"
.

,
'

'.
_
.
•

""'
~

I.
os

I
,

_
•
1

1
,

,
.

.
"l

ie
'

.

0
'

.
'.

'
'

i
~
!
I
I
;
';

'
.

alJ
.lll

.....
.-

.
=-

N
,
'
-
,
w

-
I).

'.,"
'S.'~

.·
;
;
~

."
II,

iI
.
*r

"
~
i
~

~
.

I::
1,1

t·
.
.
.

.
'
"

,
'
.

j

fit
'

f~
;:
i:
:

~;
:

5
'__

.
1'1

·.t·
'
,
I

...
'

~.'
l·

t~
J

a.
I
'

,
1
1
~

tt
'

S
'-

;
'.,

-
:

I"
r'

I
.

1
.
;
.
,

.
f

-a
._

'
.
.

'
'
:

.
-

Jl
tl

-r
[;

it
~

Ir.·
ill:

;I.
=~."

:...•.
~'.'.•.'.-

..'..
=t

I
i

=~
s

I
,'.

..•
1-

n
'"fr

l:
a

I~
;!

.•..'
...

.
'i

(I
.



111
!lif
11 tJ

lflt
11

tff1
jli

lt·I
li!

UU
III

fi
ll

lli
lil

ttl
't

ili
~li

tn'
l

lft
nl.

:l
lu

tll
lh

·)

t,
trl

"tl
lt

(")"
..5

·t'"
J.

I.·
J.

(.
t!ll

···.1
.iI

f
.t("

)..··
.I'

atn
if;

1J
'

~
(,.1

.
II

r
.

I·
r

·tl
.~
.

~r
I

.
or·

..
t

I'
,

I
,.

..



. .. . . _. _ J.. . . _.... . . I .... .

...... dt : etH:nlllIIy""

................&1 ., ..
• • i • • I·

. /a/

J.. A1.....r
4/;/~oo, 04:51:01 ~
_lew. 0"'1_




