
NDA Ne.1i·'11
C OIic
L..e WwI

IoU)
CIWcIl......am.w

P..", 'l"M rason for this is __• but may possibly be.. fA) the low number
of"'" in Spmish arm.

for Mm paailnts wiCh P. aerugiIwH NpI'dIcss ofGC!Rlldry of00.... 1M raws ofc&akal
fai_ well low. for pIlionts treated with ¢ipIofJoueia than patialts trated with PNH.
ForMin plficnts with S. IlUTflIU 18....1.. ofCOUftU)' oforiain, tht rates ofclinical
faihn WM similar for peticnts tratad widl eiplOftoucin than pBicnts trateeI with
PNlI.

Simit....... to me Pivotal study Wile.. in the study by Pistorius ct aI. (38).
~ SUGGtsI (eradication or..........cndioIltion ItEOT) ocaarncI in 92%of
patients HI the cipm1loucin aroup, 95% ia eM o~fIoucin plus HD pou" _17% in
the I'NH 1fOUP. In study CIFLOT 111/00-01, the pIOpadioRs ofpatients wi1h lAdiatiolt
or .......... mdicltion werebe~ 11%'",.,.... depcnclina on the population and
treatmIiIt.., and were slightly", lot CetrauI Plus 1han tor cipmftouein O.3%.
In • ,... Itudy GQlftjMrina ciploftouein 0.2% and oxytctrMycliMIpolymyxin 8IHC
[6}, ~ ofpatients hid with ciproftoucin diu with the
~ MftraI open-label, W pultlishM studies [2. 4, '} over 90% of
"....,.....aMication of otic 1Natmont with ciprofto...
0.3%.

The raults.,..... clinical microtJioJoay __ thAt .......... with
C~ia Otic Solution 0.2% is ""'.e itt s. tIIII'eIif andP~~
.usociatM OE. The .... oftime over wtUda cipetloUl;ift has dcmonstnUcI
cffectiv.....apiIIIt JIMhoFns COIIIJIIGIlIy lIIGCiMN with OE sugaIS JoeaIite4
topieaI~ ofantibiOOcs may help1O.Y8i4 the dlYelOJllftlld of S-
a",."..P.~tl. In..........a.-in~",,"'toMat
.........&I PNlI in the treat.meIlt • OIL
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Clinical MkMiBIoO....

Men proposed t.bat DNA I)TUO is probably IMIe ..... tG .... eell1han inhiWUoa of
topoisomctUllV. Thus. far clinical bKteriel itoIata..DNA &YJ'UC is often..
commonly ..... iA nsiscance mutants.

A sumr.-y ofNYicwl..... andiAf~ ..........pNSCribinlin~ of
~profIoxacinis pIOYided in this MCtion (Cipid lie 0Cic PIaGri-a Infotnlalioft; Talt
4.3.2.~ 4. VoluMe 2, this submission; Cipm'l, Talt 4.3.3. Modul. 4, Vo.... 1;
Mosby Drva CoesWt [19]).

Ciprotlox"..Men shown to be aaive most strains ofdle followint
mieroorpnilall, bocII ill YiInIIftd in clift_ .....A............................ .
~1 (ftWI)' strains are 0Idy .........1.....>. StflJ'ltyl«oMl6
awn.J ( ~.. strains only),~CIU~ (nscthicilfill.
susccpliWe omy),$ttJpIrylococcu~. StTepI««aIIJRU!'I--
(JIniciIlia SUIO.pei~1e s&RiM only).~".-a.

Aa'eIJIc GraaooN.....Mtcno.....
o-py~jf/.WIi.C~ diNnta..C"".,.,/tNttlii.~et~

~CfIlI.~"iIIJllWItZ«.~~ n"..
~;~,.e.,.,.1Itl1u.M~""", N....,.go.",.....
".,.~.~ YrIlpU. htwidtMdtJ ......,;. ho~iGnutII1ii,
~.~~14,""",."...lMI'C.... SItipIltI ....
~...,.,.• ...,}Ia1tm;~ JMINi.

CipIofloucill_ shown to be 1IIfI1ftci6 bolla ill Yilro"'"...0'.,.. .
The foUOW YitnJ availattlc, II .......
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CiprofloueiR exhibits i1l Vitro JPinimum iJlbi&»tolyG~ (MIeslof 1 t&IImlor
less apinat most~ 90%) straiIls ofthc foUowiJlam~ howevor, the safety
and elf_v...ofQiprefto_ja iJl1RatiDt Qlinieal iftfeGtioRs due to these
mieroorpnisms have not hea .-bIishcd in adequate end wclkontrollcd clinical trials.

A.....G.........tiv.~
StapltylocOCClU~.St4p1tylocOCClU Itombtu. Strept«occusJIMIUIIfJItItIe
(pcnicillift... str8iIls only).

A....Gnat-N tiv. MI........._
Aci~ lwojJJ. ANt»rIOIfQS hydropltilt4~.1tIrd4. E1Ite1'tJb«ter
~ JQe1mel14 oqt«tI.Lep»tellQJRI~.PtJ8ternlla 1IIl1lttJcii14
Ssb1tonella~ rlbrio cWerw. VibrioJHI"~. Yibrio Wlhtijiau.
Yeniltill enteI'«tJIUIeII.

Most strains of1ltIrMd__c.-ill and some ....0{StMotrop1tonttRJal1lfQ/topIiilitl
arc resistant to ciproftoxuin IS .... JI'IOIt~ '-tori, illCWnl Bacteroida
frtJPu and ChI..,."" di,JJlci/e.

SusceptiDilityof~.....v....... tosevertI1~has also ban evaluated
Oxtensivcly via tM SENTJ.y Antimicrobial SurftiUIncc· PJoaram from 1991·2001 when
• total of41,440~_e isolates WCftr eel..COJISCCUtivcly froIft )MlticIlIs
hospitali%ed m,..i....hospitals in four : AsiIo-P.ific, Europe, Laain
AIncIiGa, ..North·America [20}. These ito __~ rcfenmcc lwo1tl
"'.mclilulioll ...............most cOllUllOftly ...-iGfOhial apnts, iacludina
ciplOf1oxacilt. Of_ pathopIIS isolMcd, E. ctJ1j WIII"- ...............y isolated
(46.1%), fotlowedltyXleli.tWospp. (%I.3%),_E~.,. (12.2%). Of....
..Ql.- of.....rotNaIapnts tasted, the fluoNctui dcmorastratal Fed
suacqeibility _iIat to the fJ;-...... Table 2 i activity ofciproftoxMift
.......i........4.,440~eMisD :

11lc SENTKY "..,..naluattdthc"-RllCt_~s~
patIIntI oI..~o.n-JICI8tM _Uti (NfB)'" 1991..2001 vila ...
nil...01 II,S69NF••latnhtn _indicated....12J}. or...;P.
~_"JIIOIt""""y _, (64'.5%). foIJowe4by

.~.". (II."') _&.1IIIIIIopIiiIi4 (1._). TatM 3......... aclivity of
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eipNtlox.in teItiId apiJlSt die 11,968 strains ofP.~Q isolated in the SENTRY
proaram worldwide:

Similar to the SENTRY database used to evaluate the EiWrOlitIcterltleeoe an4 NiB
orpnisms, a study \VIS porfom'lld to determine the SUSGeptibiJity IIIIOftI commonly
isolated O....ncptive _Wi to tluoroquinolona~ JIIIUIr)' I Md May 31, 2000
usina the TRUS1_ TSN (TRUST- Tnckin. RosistaMe in 1M United States
Today; TSN .. n. Surv.i Network) [22). The TRUST surveillance cia'"
oriainally imoJve4 27 hospital mierobiolOlY .....tories in" US forwardilll clinical
iIoJata to a~ Iabora&ory fot suseeptibiJity to'" In this ,...., study 26
hospital I hm .... US"'ipa&ocI ofwhiek 23 were in the oriainal TRUST
surv.illanc The TSN, elCablished in 1994, is a dati... that .teeuo....1y
assimilates daily_~ susceptibility'" an4'--demo""ic data fiom .
the US, Fnnc:e; ClonMny, Italy, ... Spain. As tluoJoqwinoleMs have hecn used
~...iv.ly IS ......speetnam apnts for infectiens, especially those caused by Gram
neptive b1cUJi for the past two decades, this stueiy was illlportant to detcnninc the
suscqtibiJity IIId monit«.y i..... in resistance. A total of2,519E~
ancI S80 NFB i.1aWs hm TRUST WCR evaluate" with a much .... number evahtIted
fiem tile elCCUOftic TSN Table 4 depicts the ill viIm activity ofciproftoxacin
apinst E. coli, P. miTtiIbilu, P. tlmlgiJIo.rQ.

Susceptibility for all orpaisms lISOCiatcd with a ..... ofskin an4 soft tiasue infect..
(SSTl) ill hospitalized.....ts were stu4ied usina..eon"" witIaia TSN (at noteet
.ve) [23]. The -fOPOItC4to TSN l)y~ al__ faIJoratafia fer
1M SST) cv...iota were·.....durin. 2001. 11iia aMIysis ...am ....
ofspecies and their IIISGCptihility to --icnJWIIl.-~ in eJillical

-1aborIIorics ......... the,.me _Win._ UIC 01ciproftox••.
DuriRl1he year SUldiM (2GOI); $. ,~11mI$ spp.,E..ctIIi,..P. .........
..the most~......-. suscep6ility testI'4 (iftcludiJll20,24I
snins in the U.s. from 20 sitn; 1,.41 Spain from 21 sites). Table S........



,g,
•

~,.~
,II

~~
r,

"
j··I

·i,JI
f

I,
'Ii

~,"
_i

1',
1,'
~i

J.~
,i,

:.~
l

'""I
I

i
ili

1-:
f

i"
n,,

'
~~

e
'.
[t

.
It

,,
··

~I
JI

'-
;

f
i'

.
i!"

I:
I.

~

lh
n

tl
tl

I
I

ti
~f

tI
U~

b_
LL

.
i

1
-'

I·
1'

.1
''''

"
u

a
n

z

'
i

J:
!~
I!
II
I!

:1
[
'
-
'
0

-

tt-
lrl

;II,
.P

..
.

r~1
!{:

1i-
<1

...
...

."
Ii

·
.
.
·
l

II
.

...p
v

v
v

,
r

'
ii'!

I~
~
r

I.
'.

.
~

-.
I:r

~Ir
I;,

1tf
l·

......I
I"

l
t·· l

t~I
,

•
~I,f

l
.."

::.
,

f
1~!

J!
1·

I
'1,

,'
'.

'1
,r

,',
'

I:(I
~,
r

u
.

•
'
f
a

l
.'

:
3

'
8

U
11

1"
-
~r
!

,
-

P
lj

I
fl
"i
)h
:~
:J
"

tF
FF
F~
1
I

•.
..f

_I
-_

.
Al

l
i!

.
L!l

a
5

it
I

I+
-I-

+I
-l

_
I




