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to determine the MIC of ciprofloxacin for each isolate. These data were then used to
determine the MIC50 and MIC90 of ciprofloxacin for S. aureus and P. aeruginosa.

The MICso and MICy of ciprofloxacin are shown in Table 11. There were no differences
in MIC between isolates from patients in the ciprofloxacin group and isolates from
patients in the PNH group. For P. geruginosa, the MICs of ciprofloxacin was

0.12 pg/ml and the MICy, was 0.50 pug/mL. For S. aureus, the MICso was 0.25 pg/mL
and the MICqo was 1 jg/mL.

Table 11. Ciprofioxacin MICse and MICyq (jig/ml.) for P. acruginosa and S. aureuns -

MICS0 0.12 0.12 012

"WIC90 050 0.50 0.50

MICS50 025 0.25 025

W90 1.0 1.0 1.0
Swm:fdhl.mis.u.ﬁ p2v; ]
Statistical Taliles 4 1.1.1 and 4 1.2.1

mdimibuﬁonofMICsofcipmﬂominisslwwnbymm:tgmupial?igmc 1 for
isolates of P. aeruginosa and in Figure 2 for isolates of S. aureus. There were no
substantial differences in frequency distribution of the ciprofloxacin sensitivity between
isolates from patients in the different treatment groups. The MIC50 and MIC90 values of
ciprofloxacin for P. aeruginosa and S. aureus observed in this study were similar to those
previously reported in published studies involving pseudomonal and staphylococcal
isolates taken from a variety of other body sites [41].

Figure 1. MICs of Ciprofloxacin for Isolates of Psendomonas aeruginosa.
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Figure 2. MICs of Ciprofioxacin for Iselates of Staphylococcus anreus.
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Isolates from patients in the ciprofloxacin group and isolates from patients in the PNH
group were similar in terms of sensitivity to an array of antibiotics included in the

Vitek TM microtitre panel as scen in Table 12. Most isolates of P. aeruginosa were
sensitive to all antibiotics tested. Very few isolates were resistant to ciprofloxacin. The
standard awtomiated panel showed 2 (1%) isolates from patients in the ciprofloxacin group
and three (2%) from patients in the PNH group to be resistant to ciprofloxacin. The more
precise custom dilution series showed no resistant isolates from patients in the
ciprofloxacin group, although one isolate had intermediate sensitivity to ciprofloxacin,
and three (2%) isolates from patients in the PNH group to be resistant.

Statistice! Tabies 40.1.1 and 40.2.1

For §. awreus, resistance to methicillin‘oxacillin was reported for 6% of isolates; this is
Clinically relevant because ciprofloxacin is generally not active against methicilin
resistamt $. aureus [33]. The standard panel showed approximately 10% of isolates of S.
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aureus, three (9%) isolates from patients in the ciprofloxacin group, and four (11%)
isolates from patients in the PNH grouptobuesmwclpmﬂomm The more precise
custom panel revealed two (6%) isolates from patients in the ciprofloxacin group and
three (9%) isolates from patients in the PNH group to be resistant to ciprofloxacin. Of
these five ciprofloxacin-resistant isolates, three were also methicillin-resistant strains.

Bacteriologic Response ,
Bacteriologic response is summarized in Table 13. In the MPP population, at both the
End-of-Treatment (EOT) visit and the Test-of-Cure visit, which occurred about one week
after EOT, the bacteriologic response was Eradication or Presumed Eradication for the
great majority of patients in both treatment groups. At the EOT visit, 96% of patients in

: thce:pmﬂoxaemgmupmd%%mﬂn?NBgmphadEndmﬂxonoerumed
Eradication. At the Test-of-Cure visit, Eradication or Presumed Eradication was reported
for 90% of patients in the ciprofloxacin group and 87% in the PNH group. In the MITT
population, trends were generally similar to those in the MPP population, although
several patients (4% in the ciprofloxacin group and 2% in the PNH group) had responses
assessed as Indeterminate due primarily to lack of follow-up.

53(228%) | 56(25.6%
157 (67.7%) | 130 (84.1%)
210(90.5%) | 196 (89.9%)

1(0.6%) 3(13%) | 7(32%)
5(2.9%) 8 (48%) 8(35%) | 1161%
1(0.0%) ) 1(0.4%) 0

- - 10(43%) | 4(1.8%)

e | 2ozew | 210w | zrzew

Testof Eraclication 7 : _ ),
Cure | Presumed Erogication | 141(91%) | 130(747%) | 178(75.9%) | 138(71.4%)
Eradication or 157(90.2%) | 152(87.4%) | 197 (84.0%) | 182(83.9%)
| Persistonce 1(0.6%] 100%) 1(0.4%) 2(0.9%)
| Presumed Pergistence | 16(92%) | 21(12.1%) 24 (10.3%) 29(130%)
| Superinfection 9 ; .2 -2 2.
- - 3% 4(1.8%)
——’IJ Source: Talla 7.1, section 5.3.5.4.12, 2% Statetical T3 XX F A% 2 Riadm o

Similar bacterial responses could be seen when separating the eradication or presumed
eradication rates by the US and Spanish pogulations. In the MPP population in the US,
the rate was 95.3% for the ciprofloxacin group and 90.3% for the PNH group at the EOT
visit; in Spain, the rates were 97.9% and 98.0% for ciprofloxacin and PNH, respectively.
At the Test-of-Cure visit, the eradication or presumed cradication rates for ciprofloxacin
and PNH were 89.0% and 85.5% for the US group and 93.6% and 92.0% for the Spanish
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group, respectively. The rates for the MITT population analyzed by country were not
significantly different (Table 14).

Table 14. Bacterial Respouse by Country

Microblciogical per Microbiciogicat inent
| Protocel Population nmrm,_
Visit Cipro (N=174) | PNH (N=174) pro (N=232) | PNH (N=217)
127 124 167 156
19 (15%) 23 (18.5%) 25(18%) | 29(186%)
| 102(80.3%) | 89(71.8%) | 124(74.3%) | 108(80.2%)
121(95.3%) | 112(90.3%) | 149(29.2%) | 137 (87.8%)
0 5 (4%) 1 (0.8%) 7 (4.5%)
| 5(39%) 7 (5.6%) 8(48%) | 9(58%
1(0.8%) [ 1(06%) [
- - 8(48%) | 3(1.9%)
127 124 167 156
Test of 4(32%) __14(11.3% 5 (3%) 17 (10.9%) |
Cure 100(058%) | 92(742%) | 133(79.6%) | 112(71.8%)
113(80%) | 106(85.5%) | 138(826%) | 129(827%)
.0 0 0 1(0.6%)
14 (11 %) 18(1453%) | 21(126%) 23(14.7%)
0 0 0 [
=% ‘ - _8(40%) 3(19%)
| Visit Cipro (N=174) M (N=174) | Cipro (N=233) | PNM (N=217)
| ingeterminete = = _2Q31%) 1(1.8%)
: n a7 _s0 ) 8
Yoot of ). 12(25.5%) _ §(16%) 16 (24.0%) 10(16.4%)
Erad 44 (33.6%) 46(92%) 50 (90.8%) 53 (86.9%)
1(2.1%) 1(2%) 1(1.5%) 1(1.6%)
| Pregumed Persistence | 2(4.3%) | 3(0%) | 3(ee%) | 608N |
| Superinfection 9 8 e __ 8_
indeterminste = = 2Q1%) 1(1.6%)
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Source: Table 7.2, seclion 5.3.5.4.12, p24; Statistical Tables 21.1.1 and 21.22 -

The bacterial response rates were also determined by pathogen (Table 15). Once again
this data is depicted for the two predominant pathogens, P. aeruginosa and S. qureus
For P. aeruginosa in the MPP population, the bacterial eradication or presumed
eradication response rate was over 90% for both the ciprofloxacin (97.3%) and the PNH
(92.2%) groups at the End-of-Treatment visit. At the Test-of-Cure visit, the eradication
or presumed eradication rate for P. aeruginosa decreased slightly for the ciprofloxacin
patients (93.4%) while the response rate for the PNH group decreased to 87.7%. The
comparison of the MITT population response rates was similar to that of the MPP
population; however, the bacterial response rate for the P. aeruginesa group was lower
for both ciprofloxacin- and PNH-treated populations at the End-of-Treatment and Test
of- Cure visits.

For $. aureus in the MPP population, the bacterial eradication or presumed eradication
response rates for ciprofloxacin and PNH were 91.3% and 96.5% at the EOT visit and
81.8% and 86.2% at the Test-of-Cure visit, respectively. The eradication or presumed
eradication rate for the MITT population at EOT was noticeably different from the MPP:
bacterial response to ciprofloxacin was 79.4% while the bacterial response to PNH was
91.4%. The bacterial response rate at the Test-of-Cure visit for ciprofloxacin was 69.7%,
and the PNH group showed a response rate of 77.1%.

Data for the less predominant pathogens can be found in Statistical Tables 23.1.1 and
23. lJ(ﬂzssuhnmmn)for&eMPPandeﬂpopuhﬂons,mﬂvely
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Protocol Populstion | _ toTrsst Po
| Viskt ipro (N=174) | PNM (N=174) | Cipro (N=232)
P. seruginosa :
N 152 154 197 193
Endof . | Eradication 32(21.1%) 40 (28%) 43(21.8%) 50(25.9%)
Trestment | Presumed Eradiication 116 (76.3%) | 102(08.2%) | 139(70.6%) | 123(64.8%)
Eradication or 148 (97.4%) | 142(82.2%) | 182(92.4%) 175 (80.7%)
y 167% | scem | 10w | seew
| Presumed Persistence 3 (2%) 8(5.2%) 6(3%) "J..Z!zL__
| Superinfection 0 ) 0
Indeterminate - - 8(4.1%) ng
: n 152 _15s | 197 1;;
Testof | Eracication 14 (8.2%) 200(13%) | 18(91%) (41,
Cure Q RT8E ] - . 4. 7%
| Visht - Ne174) | Pht (Ne174) | Gioro (Ne203) | PN (ve217) |
$, aursus
n 23 2 34 38
End of | Eradicstion 8 (34.8%) 7(241%) | 9(285%) 11(31.4%)
: __13(56.5%) 21 (T24%) 18 (52.9%) 21 (80%)
21 (91.3%) 28(90.5%) 27 (79.4%) 32(91.4%)
[ 1(3.4%) 1(2.9%) 2(5.7%)
1(4.3%) - N 2(5.9%) 9
1.(4.3%) o 129%) o
o = 3(8.8%) 129%)
2 3 n ®
3(13.6%) 4(13.9%) 3(9.1%} 5(14.3%) |
| 15(68.2%) 21 (7124%) 20 (60.6%) 22(62.9%)
18 (81.8%) 25 (86.2%) 23 (00.7%) 7 (17.1%)
0 e 1 o o
40182%) | s@3ew 7(21.2%) 7.20%)
0 (/] . (] : ]
- 3(9.1%) 1(29%)
e RRY T RN BN (9.1%) | 1(29%) |

When analyzing the same pathogen-specific bacterial response data by country, the
eradication and presumed eradication rates were similar in the US and in Spain for P.
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aeruginosa and appear to higher in Spain for S. aureus but the number of specimens
available for comparison were small (Tables 16 and 17). Data for the less predominant
pathogens by country can be found in Statistical Tables 23.3.1 and 23.3.2 for the MPP

and MITT populations, respectively.
Table 16. Bacterial Response by Pathegen by Co JS). ,
Microblelogical Intent
: SoTreat Popuistion |
Cipro (N=127) | Cipro (N=167) | PNH (N=158)
110 12 142 142
16 (14.5%) 19(17%) 21(148%) | 25(17.6%)
_91(s2rw) | 82032%) oeesx) | 10171.1%) |-
3(27%) 7(6.3%) _6(42%) 9(83%)
[ [ ‘ ] 0
- - 8(4.2%) 2(1.4%)
110 12 142 142
3(2.T%) 12(10.7%} _4(28%) 14.(9.9%)
99 (90%) $5(759%) | 118(831%) | 108(739%)
[ ) [ 1(0.7%)
8(7.3%) 18 (13.4%) 14 (9.9%) 19 (13.4%)
0 e 0 [
- - 6.(4.2%) 321%)
Micrsbioiegical per Microbiologieal intent

, 18 17 38 2
| 5(7.8%) 3urew 8(21.4%) 6(27.3%)
Presumaed Eradication 11(61.6%) 13(765%) | 15(53.0%) 13(50.1%)
Presumed Persistence 1(5.6%) o 2% 0
| Superinfaction. 1(3.0%), 0 163.0%) 0
| Indeterminaty - — 3(10.7%)






