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Table 1. Clinical response evaluation criteria

Evaluation item Response

No response Unassessable

Body temperature
Chest X-ray score

Decrease to < 37°C
Decrease to < 70% of baseline
WBC Decrease to < 9,000/mm?
CRP Decrease to < 30% of baseline

Not meeting

. Assessment not
the criterion .
possible
for response

A positive clinical response was established when clinical response evaluation criteria were met for

all 4 items or for 3 items if no progress was observed for the remaining item.
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Clinical indications not targeted in the study

Noncompliance with the method of administration

Insufficient study treatment duration

Protocol violation for concomitant medication

Reasons for exclusion

Clinical indications not targeted in the study

Meeting exclusion criteria

Insufficient study treatment duration

Protocol violation for concomitant medication
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Fig. 1.
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Table 2. Subject summaries
Treatment group LVEX CTRX
Characteristics P value
Evaluable number 108 92
Mild 20 (18.5) 15 (16.3)
Moderat 76 (70.4 66 (71.7
Severity of infection ¥ oderate (704) (71.7) 0.717
Severe 9 (8.3) 8 (8.7)
Unassessable 3(2.8) 3(3.3)
Mal 68 (63.0 51 (55.4
Gender ae ( ) (55.4) 0.280
Female 40 (37.0) 41 (44.6)
Age (at the time of informed consent) (years) Mean = SD 58.5*15.7 58.9*16.1 0.851
Body weight (kg) Mean = SD 55.3+10.5 555+ 14.1 0911
BMI Mean = SD 21.3+35 21.3+4.3 0.945
Cer » (mL/min) Mean = SD 82.6 +28.8 80.1 +28.6 0.552
N 23 (21.3 15 (16.3
Presence of underlying/concomitant disease (s) © (21.3) (163) 0.370
Yes 85 (78.7) 77 (83.7)
0 0 (0.0) 0 (0.0)
1 0 (0.0) 1(L1)
2 11 (10.2) 8 (8.7)
3 36 (33.3) 24 (26.1)
4 18 (16.7 19 (20.7
Chest X-ray score assessed by Evaluation Committee (16.7) (20.7)
, 5 11 (10.2) 16 (17.4) 0.578
(points) ©
6 20 (18.5) 14 (15.2)
7 4(3.7) 3(3.3)
8 4(3.7) 4(4.3)
9 0 (0.0) 0 (0.0)
10 0 (0.0) 0 (0.0)
Body temperature (°C) Mean + SD 38.25+0.85 38.27+0.82 0.868
WBC (/uL) Mean = SD 12,776.9 £4,899.3 13,264.2 £ 5,020.5 0.489
CRP (mg/dL) Mean = SD 14.02 =8.83 14.10 £9.52 0.950
Use of antimicrobial chemotherapy within 7 days before No 93 (86.1) 77 (83.7) 0.634
study treatment Yes 15 (13.9) 15 (16.3) ’
N 15 (13.9 9 (9.8
Concomitant pharmacological treatment (s) ° (139) (98) 0.373
Yes 93 (86.1) 83 (90.2)
N 36 (33.3 23 (25.0
Concomitant nonpharmacological treatment (s) N (33.3) (25.0) 0.198
Yes 72 (66.7) 69 (75.0)

Figures in parentheses are percentages.

@ Severity was assessed based on criteria in proposed Clinical Evaluation Methods for New Antimicrobial Agents to Treat Respiratory Infec-

tions? of the Japanese Society of Chemotherapy
b Cer was calculated using the Cockeroft-Gault formula

9 Excluding 4 assigned to LVFX and 3 assigned to CTRX groups, who had clinical indications not targeted in the study as assessed by Evalua-

tion Committee

& L7

9. WEHAMTIE

HNERENT O T 72 2 W RERNL, BRI TERT I 128
& L7548 (Per Protocol Set (PPS)) & L, FH:F
fiiHEH T it € R B SHEIZ L 5FEGHT - Rk
ROARMTE (BREZ R/ AR TR EER) 0%
(LVEX BEO BRI — CTRX BEOHRR) o pidf il %
R, IEBLEBUIEED < W 95% BHEIXH (95%CI) %
S L7z W 95%CL o FRREAS-10% DL EDEA,
LVFX #® CTRX B3 2 LA MGET E 72 b D
EHE L7z ed, PPS TIXERRZIED [HZEARRE] X
EREGROBOSRICRED Lh o7 F2, RBIKEFE

fliEHBEIZOWT S, WH5RHETEICHHEEMES X TZ0M
M 95%CI Ko, HMEMOEDNHEEMB X 2D
M 95%CI # K7z,

AV O T 72 53 EENIL, Bz 1 1S &5
INTVRV, &5 VIERRBEEGROT— BT o7
CHWBHAZBRILERE Lz, et ofshd
ICH ERREH 54 (MedDRA/J version 11.0) D FEAGE
(Preferred term) # i\, H#GHILICEEHLKLB IV
RIVEF SR Tl Z kD, EOMEDIER P
DLW 95%CL %Ko, GRMOZED FHEEHEB &
CZ Ol 95%CI % KD 72,
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Table 3. Organism susceptibility to LVFX and CTRX
MIC ® (i g/mL)
Causative Study Treatment
. Data Total
organism drug Group < 0.06 0.12 0.25 0.5 1 2 4 o
missing
LVFX 4 2 9 17 6 38
LVEFX
Gram-positive CTRX 1 1 3 23 1 2 31
bacteria LVFX 8 6 5 1 6 1 5 6 38
CTRX
CTRX 3 6 8 5 5 1 1 2 31
LVFX 29 4 33
LVFX
Gram-negative CTRX 19 1 20
bacteria LVFX 13 4 11 1 4 33
CTRX
CTRX 11 4 2 3 20
LVFX 29 4 2 9 17 10 71
LVFX
CTRX 19 2 1 3 23 1 2 51
Total
LVFX 21 10 16 2 6 1 5 10 71
CTRX
CTRX 14 10 10 8 5 1 1 2 51

» Based on CLSI methodology

Table 4. Clinical efficacy at the end of treatment assessed by Evaluation Committee

Treatment Efficacy (%) Intergroup difference
Responders Nonresponders Unevaluable Total . .
group [95% confidence interval] [95% confidence interval] ©
LVFX 92 (85.2) 12 (1L.1) 4(3.7) 108 (100) 88.5 [82.3,94.6] 03 [-93 87]
CTRX 79 (85.9) 10 (10.9) 3 (3.3) 92 (100) 88.8 [82.2,95.3] ' -

Figures in parentheses are percentages.

3 Number of responders per all included in the efficacy analysis set but excluding those unevaluable

b Rate in LVFX group minus rate in CTRX group
9 Confidence intervals were calculated using normal approximation

I & g

1. JEGIRERK

FHE TSN BFIX260 B THY, 209 b,
CTRX HE D 1 Bl % B\ 72 259 Bl ERFED P G- S v 7=,
mERES G s -2 BE (LVFX # © 136 fil, CTRX
T 123 ) 2T R LR & L7z (Fig. 1o EER
EHRPE G- D 1B, FEH OB Y AF 0 BT R B A il
(ALT, AST) 2SERAfHie ikl 2 2 A L 727
%, BRIEDOBG-H Ik S N7z HRIVERIT R LRI,
LVFEX #7108 %, CTRX #T 92 1 TdH - 720 ANERAIEE
HTHRLEZ - 72 HE (g E] T¢hY, LVFX
BT 184, CTRXHET226ITH o720 NEIREDH
b, MG D B G IEE RN RSB DI B BH A
LVFX #T76l, CTRXBETIOMERDE L, KRIHWE
TR 70> © DA R0 18 P WP B 28 ) R ik & Hl g S 7z
BEALVFX BT 10 61, CTRX BET8HBIE %0572,

2. BEBTRNAT

FRYGEEAERE, W, W X Mk, PR
HiEZ o NIRERHF B X OVF DMl FEHEE o F1E 2
TEHTRELZET R, MAFMICO AR L ETRDS
N do7: (Table2),

F 72, ARDVERAT SR 200 Bl D B, P BGEE
WENE GHlH e ZE A2 E) 2508 S - BEiE
106 BITH Y, 122 #2358 S 7z LVFX B & CTRX
B S HES N2 BMRD MIC A 2K E 2 EEIASR
%7572 (Table3).

3. AR ORI

1) EEEEHEEHE
AR E 2R H R X 35T - RO AR,

LVFX BT 885% (92/104 1, 95%CI : 823~946),
CTRX #:T 888% (79/89 5, 95%CI : 82.2~95.3), #:H
#13-0.3% (95%CI: —9.3~87) TH V), FMAED 95%
CIDOTRRAEA-10% % L5 72728, LVFX ® CTRX
xS B IELPEDHGE S 7z (Table 4)o %3, 2HIH &
RTHATIX, LVFX #T108 B 4 6, CTRX # T 92
Blrp 3 BIOERRZN AL, FEMIARECIHEARE]E L,

2)  EIKEEAG S H

¥ 5-piE 3 H AR %E, LVFX # T 45.2% (47/104
B, 95%CI : 35.6~54.8), CTRX #:T 33.7% (30/89 #,
95%CI : 239~435) TH Y, BM#AI1E115% (95%CI :
-22~252) THY, LVFXHDIFZI P EBVAENET
HoTzo
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Table 5. Individual causative organism eradication by MIC at the end of treatment
Causative Treatment MIC  (ug/mL) Total FEradicati-
K otal
organism group | <006 012 025 05 1 2 4 8 16 32 64 128 > 128 | Unknown on (%)
Gram-positive LVFX 4/4  2/2  9/9 16/17 5/6 36/38 94.7
bacteria CTRX 3/3 6/6 8/8 5/5 5/5 /1 1/1 2/2 31/31 100
LVFX 4/4 2/2 4/5 10/11 90.9
S. aureus
CTRX /1 1/1 2/2 4/4 100
LVFX 4/4 2/2 6/6 100
MSSA
CTRX /1 1/1 2/2 100
S.  pneumo- LVFX 9/9 16/17 1/1 26/27 96.3
niae CTRX 3/3 5/5 8/8 5/5 5/5 26/26 100
LVFX 1/1 1/1 100
PRSP ¢
CTRX 1/1 1/1 2/2 100
LVFX 3/3 4/4 7/7 100
PISP ©
CTRX 1/1 3/3 4/4 8/8 100
LVFX 6/6 11/12 17/18 94.4
PSSP ©
CTRX 3/3 5/5 7/7 1/1 16/16 100
Macrolide- | LVFX 6/6  13/14 19/20 95.0
resistant ¥ | CTRX 2/2 3/3 8/8 5/5 5/5 23/23 100
Macrolide | [ ypx 3/3  3/3 6/6 100
-suscepti-
ble 9 CTRX 1/1 2/2 3/3 100
B LVFX —
S. mitis
CTRX 1/1 1/1 100
Gram-negative LVEX | 29/29 4/4 33/33 100
bacteria CTRX 10/11 4/4 2/2 3/3 19/20 95.0
M. (B.) catar- | LVFX 3/3 3/3 100
rhalis CTRX 1/1 1/1 2/2 4/4 100
K. pneumo- | LVFX 1/1 2/2 3/3 100
niae CTRX 3/4 3/4 75.0
LVFX 1/1 1/1 100
K. oxytoca
CTRX —
LVFX —
E. cloacae
CTRX 1/1 1/1 100
H infl LVFX 24/24 2/2 26/26 100
. influenzae
CTRX 6/6 3/3 2/2 11/11 100
LVFX 11/11 11/11 100
BLNAR
CTRX 1/1 1/1 100
LVFX 12/12 12/12 100
BLNAS ©
CTRX 5/5 3/3 8/8 100
LVFX 1/1 1/1 100
BLPAR ©
CTRX 1/1 1/1 2/2 100
LVFX 29/29  4/4 2/2 9/9 16/17 9/10 69/71 97.2
Total
CTRX 13/14 10/10 10/10 8/8 5/5 /1 1/1 2/2 50/51 98.0

Figures in parentheses are percentages.

¥ Based on CLSI methodology

b Numbers of pathogens eradicated at evaluation per all isolated at admission from evaluable patients

9 Classified based on MIC of penicillin G as penicillin-susceptible (S; < 0.06 i g/mL), penicillin-intermediate (I; 0.12—1 ¢ g/mL), and penicillin-
resistant (R; > 2 {g/mlL)

9 Classified based on MIC of clarithromycin as macrolide-susceptible (S; < 0.25 1 g/mL) and macrolide-resistant (R; > 1 1 g/mL)

9 Classified based on MIC of ampicillin as ampicillin-susceptible (S; < 1 ¢ g/mL), ampicillin-intermediate (I; 2  g/mL) and ampicillin-resis-
tant (R; > 4 pg/mL)

HRBIERROAR)EIL, LVFX BT 88.9% (80,90 1,
95%CI : 824~954), CTRX #:T 83.8% (62/74 51, 95%
Cl: 754~922), BEMI#1% 5.1% (95%CI : —55~15.7) T

HY, WTNOBLHEGHKT - kB b +o %8R % M
BLTWw,
BT - pk R BHALERIE, LVFX # T 9.7%
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Table 6.

Incidence of adverse events and adverse drug reactions

Adverse events

Intergroup difference

Adverse drug reactions

Intergroup difference ¥

LVFX CTRX (95% confidence LVFX CTRX . B
. b) (95% confidence interval)
N = 136 N =123 interval) N = 136 N = 123

With events 99 (72.8) 88 (71.5) 12 ( —9.7,12.2) 73 (53.7) 70 (56.9) -32( —154, 8.9)
Injection site reactions 43 (31.6) 17 (13.8) 17.8 (7.9, 27.7) 35 (25.7) 9 (7.3) 18.4 (9.7, 27.1)
Events other than injec-

vents other thati mmjec 80 (58.8) 85 (69.1) ~103 ( —21.9, 1.3) 52 (38.2) 67 (54.5) —162 ( —28.2, —4.2)
tion site reactions
Serious events 7 (5.1) 4(3.3) — 0 (0.0) 0 (0.0) —
E ts leadi to treat-

vents feading Lo trea 7 (5.1) 2 (1.6) — 7 (5.1) 2 (16) —

ment discontinuation

Figures in parentheses are percentages.

4 Rate in LVFX group minus rate in CTRX group

b Confidence intervals were calculated using normal approximation
° Excluding serious events

(59/61 1, 95%CI : 92.3~100), CTRX #:T 97.8% (44/
45 B, 95%CI : 93.5~100), HERZIE —1.1% (95%CI :
-73~51) THY, BOBRHEBEEZRL

Pe G T - P IEBEO WS gL, LVFX # T 97.2%
(69/71 ¥, 95%CI : 93.3~100), CTRX #:T 98.0% (50/
51 ¥k, 95%CI : 94.2~100), #ERIZ1E—0.9% (95%CI :
~63~4.6) TH Y, WRZFEGED FE 2 F R L
THVERRAEZ /R L7z (Table5),

7B, BBRELEME 72 XEBHEE M 2 X 58
5T ko AR#EIE, LVFX #T 935% (101/108

B, 95%CI : 889~98.2), CTRX 7T 91.2% (83/91 #l,
95%CI : 854~97.0), #EM 212 23% (95%CI: —51~
98) THo7,
e e i
1) HHEHR

AERLEB X OCRIEMAEBFIE, LVFX #T728%
(99/136 %, 95%CI : 65.3~80.3) X U*53.7% (73/136
%, 95%CI : 45.3~62.1), CTRX #£T 71.5% (88/123 1,
95%CI : 63.6~79.5) 3 X U°569% (70/123 %1, 95%CI :
482~657)TH 1, FEMF1Z 1.2% (95%CI : —9.7~12.2)
BLU-32%(95%CI : —154~89) TdH - 72 (Table 6)

2) EELAERL

BTN W o 72 ETSR T, LVFX BETIE, Migkd2
BNCRRD B CEBIEERR, LT REE : %ol
WREDFEL, BIOMIZ), Wb inEEE & o R R
T Bz L] L WE S hizo CTRX BECIIIKEEER (IH
GEERNE (R L)), B X Ol By Y (iiRg) 25
Z1BNCRED BN, WL BRI L ORFERIE [
ML LHEshz,

%@1&0@ A EHRSLIE, LVFX BT 5 IR

. Bh/NHIRESE  ONARRRE), Mige (igs), Ml F

w“ CHilili 38w~ LB Hie) - A9 (s M bwi P b

BedE), MR Wi, o2 (5 2) 2% 1 H1C

FOON, WTFNH BB ORFBREE#E 2 L -
*U%éfm’:o CTRX #TIiX 2 BlICFED B, Hfﬁ;llé/l\%lﬂﬂa
#E GEHIRaiE), MiE (RiE) 234 1 BHCRRD
n, WENR G BB L OREMARI TR L HIJE

ahiz,

3) HEIEH

LVFX O EZRIEH GEBIZ 2% Ll 1) &, S
PEALBEAS 17.6%, TESHRALZ 9 FEREAS 11.0%, ALT 350
A311.0%, AST ¥4iN2581%, y-GTP HihNA®6.6%, THi
A3 5.9%, {EGHHALIERR, FERERESE IS 5.1%, ASHRAE,
i ALP B§ImAs% 44%, R, R 7 R B %
3.7%, B9, R &Rk 25 % 2.2% TdH - 72 (Table 7).

CTRX MO EZEIEH (G8BIZ 2% LI 1) &, T4,
ALT 3mA34% 12.2%, AST HINA% 10.6%, S BEEREHE M
A3 8.1%, THEEFERAIALBEDS 4.9%, I LDH 412 4.9%,
VI A 4.1%, ik CPK BN 2As 4.1%, 15+ 550 74 A
3.3%, ik, M ALP ¥in2s%& 3.3%, AR, HVEX,
A IER, R 7 o EREAE 24% TH o 72
(Table 7)o

B, A ROS O EFHL B X OEIEH JE B
&, LVFX BT 31.6% (43/136 1, 95%CI : 23.8~39.4)
BLU257% (35/136 B, 95%CI : 184~331), CTRX
T 138% (17/123 B, 95%CI : 7.7~19.9) B L 1*7.3%
(9/123 B, 95%CI : 27~119) TH h, FERH#1Z 17.8%
(95%CI : 7.9~27.7) 3 X 1 184% (95%CI : 9.7~27.1) T
o7 (Table6)o

nm. = =

Arlal, b AUE Ik B AR & B <RI o T H il
RAHTT A LVEX AN B 2 B R & X
, BRIToOHHBMEHEHROHRER " ©O—>ThH 2
CTRX {EHI#I Z 03 & LT, Atk B L oaets it
w7

LVFX JE§# & CTRX {E41#] 0 BH 044, o

i

PSS



a

40 H KR AL % #F 3 % & M Gk MAY 2011

Table 7. Adverse drug reaction incidence

Treatment group LVEX CTRX
Evaluable number 136 123
Number with events (%) 73 (53.7) 70 (56.9)
95% confidence interval @ (45.3, 62.1) (48.2, 65.7)
Intergroup difference (95% confidence interval) —32( —154,89)
System organ class ) Preferred term Subjects (%) Subjects (%)
Metabolism and nutrition disorders
Total 3(2.2) 0 (0.0)
Anorexia 1(0.7) 0 (0.0)
Diabetes mellitus 1(0.7) 0 (0.0)
Hyperkalaemia 1(0.7) 0 (0.0)
Psychiatric disorders
Total 7 (5.1) 4(33)
Delirium 1(0.7) 1(0.8)
Hallucination 1(0.7) 0 (0.0)
Insomnia 6 (4.4) 3(24)
Nervous system disorders
Total 5(3.7) 8 (6.5)
Dizziness 1(0.7) 2 (1.6)
Headache 3(2.2) 5(4.1)
Hypoaesthesia 0 (0.0) 1(0.8)
Paraesthesia 1(0.7) 0 (0.0)
Vascular disorders
Total 0 (0.0) 1(0.8)
Hot flush 0 (0.0) 1(0.8)
Respiratory, thoracic and mediastinal
Total 1(0.7) 2 (L.6)
Epistaxis 1(0.7) 1(0.8)
Pharyngolaryngeal pain 0 (0.0) 1(0.8)
Gastrointestinal disorders
Total 14 (10.3) 25 (20.3)
Abdominal pain 1(0.7) 0 (0.0)
Cheilitis 0 (0.0) 3 (24)
Constipation 5(3.7) 4 (3.3)
Diarrhoea 8 (5.9) 15 (12.2)
Nausea 2 (1.5) 1(0.8)
Stomach discomfort 0 (0.0) 2 (1.6)
Vomiting 2 (1.5) 0 (0.0)
Skin and subcutaneous tissue disorders
Total 4 (2.9) 4(3.3)
Drug eruption 0 (0.0) 1(0.8)
Eczema 2 (1.5) 1(0.8)
Erythema 0 (0.0) 1(0.8)
Pruritus 0 (0.0) 1(0.8)
Purpura 1(0.7) 0 (0.0)
Rash 1(0.7) 1(0.8)
Urticaria 0 (0.0) 1(0.8)

(Continued)
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Table 7. (Continued)

System organ class )

Preferred term

Subjects (%)

Subjects (%)

Musculoskeletal and connective tissue

Total 1(0.7) 0 (0.0)
Back pain 1(0.7) 0 (0.0)
Renal and urinary disorders
Total 1(0.7) 1(0.8)
Haematuria 1(0.7) 0 (0.0)
Pollakiuria 0 (0.0) 1(0.8)
General disorders
Total 1(0.7) 7 (5.7)
Chest discomfort 0 (0.0) 1(0.8)
Fatigue 0 (0.0) 1(0.8)
Hypothermia 0 (0.0) 1(0.8)
Malaise 0 (0.0) 1(0.8)
Oedema peripheral 0 (0.0) 1(0.8)
Pyrexia 0 (0.0) 2 (1.6)
Thirst 1(0.7) 0 (0.0)
Administration site conditions
Total 35 (25.7) 9 (7.3)
Injection site erythema 26 (19.1) 6 (4.9)
Injection site induration 1(0.7) 0 (0.0)
Injection site pain 2 (1.5) 4 (3.3)
Injection site pruritus 17 (12.5) 0 (0.0)
Injection site warmth 1(0.7) 0 (0.0)
Phlebitis 1(0.7) 0 (0.0)
Vasculitis 1(0.7) 0 (0.0)
Injection site swelling 7 (5.1) 3(2.4)
Injection site discomfort 1(0.7) 0 (0.0)
Administration site pain 0 (0.0) 1 (0.8)
Angiopathy 1(0.7) 0 (0.0)
Puncture site pain 1(0.7) 0 (0.0)
(Continued)

UCHE - HEOBECEOHMHICI Y, BHERERSBIY
HRVE, REMEOHI %17 5 RBEERM £ 72136580
FHEERHIZ RS L A OB 2 MEfR$ 2 2 & A3
THLIEDNS, A =T IXVERERE Lz, 72720,

BEBEIREEONA 7 A% BT 572012, EHOBIFIC
Hzo TIEHRERIC L B EIEALEN 1T 72 F 72,
HRPEEEAM D% Bl % =D % 72 PROBE % w5 2
L, AMiitlEZHAEHEL, ERTCHEEZIT-
720 PROBE i, (0 R I8 O R BUBLER IR BRI B
T, HiE & MRS —HERRBROREE LTEoH A
PREENTVEFHAL v Thb, TEEHINF
0 VRIS EOBR RS, ThEER X OCERE MR
fiti & % x4 & L 7= ciprofloxacin (CPFX) & ceftazidime
(CAZ) D IERER", M TEMJe3B & OBGTLIRIE % R 4
& L7z pazufloxacin (PZFX) & CAZ O LbHEER" 233
HINTWD, WTFNORERIZBWTH N, 7 X % |alik

G AHOIHADTRIZINTVSH, FHEHECE L
TIHEFIMRE & TIRBRE TR A F 72 3R BHEE R S
X BFMOFUMEMEFICE T Y, o N1 7 AR
WENRTWARY, £2T, RABRTITHEBRIETEN S 72
BB HE MR EIC X 2 ERF 2 RRIRFHIEE &
L, BRTCiili & N 7230l 2 Z B2 eI X 2 1%
Ha FEGHAEE & U7z GEBRTTER £ 721365
PR RGHI 2 & 2 AR5 &AMl e ZESHEIC X 2 6%
WAL DICEHETOTREER A O N/228, ZOJEKITEF
filih) 2 Z B 41T & & FRAGH) 2 3 2 B0 70 BRR RIS e Ak
(R, S X bR R, AIEREL, CRP) O AD
YEEFIRE L L7722 & B L OFHMIH e B X AHEA AR
WX ERRRIRE THEARRE] & L2BZOLRN, iE
SRR RN F 721310 B 1 R Rl A5 3% B O ERIR R R %
AR EHE LB EVPEBAAAE L2 L b7, &
B, HERIZ L IHEBRETEE E 72 3B HE RIS X 5
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Table 7. (Continued)

System organ class )

Preferred term

Subjects (%)

Subjects (%)

Investigations

Total 34 (25.0) 44 (35.8)
Alanine aminotransferase increased 5 (11.0) 5(12.2)
Aspartate aminotransferase increased 1(8.1) 3 (10.6)
Bilirubin conjugated increased 1(0.7) 0 (0.0)
Blood bilirubin increased 1(0.7) 0 (0.0)
Blood creatine phosphokinase increased 0 (0.0) 5 (4.1)
Blood creatinine increased 0 (0.0) 1(0.8)
Blood glucose increased 0 (0.0) 1(0.8)
Blood lactate dehydrogenase increased 2 (1.5) 6 (4.9)
Blood potassium decreased 1(0.7) 0 (0.0)
Blood potassium increased 1(0.7) 2 (1.6)
Blood urea increased 0 (0.0) 1(0.8)
Eosinophil count increased 7 (5.1) 10 (8.1)
Gamma-glutamyltransferase increased 9 (6.6) 2 (1.6)
Glucose urine present 5(3.7) 3 (2.4)
Haematocrit decreased 1(0.7) 0 (0.0)
Blood urine present 1(0.7) 2 (1.6)
Haemoglobin decreased 1(0.7) 0 (0.0)
Lymphocyte count decreased 0 (0.0) 1(0.8)
Monocyte count increased 0 (0.0) 1(0.8)
Neutrophil count decreased 1(0.7) 2 (1.6)
Neutrophil count increased 0 (0.0) 1(0.8)
Red blood cell count decreased 1(0.7) 0 (0.0)
White blood cell count decreased 2 (1.5) 2 (1.6)
White blood cell count increased 1(0.7) 2 (1.6)
Urine bilirubin increased 1(0.7) 0 (0.0)
Platelet count increased 1(0.7) 1(0.8)
Protein urine present 3(2.2) 0 (0.0)
Urobilin urine present 1(0.7) 0 (0.0)
Blood alkaline phosphatase increased 6 (4.4) 4(3.3)

An adverse drug reaction is an adverse event judged to be “definitely related,” “probably related,” or “possibly related” to study drugs.

4 Confidence intervals were calculated using normal approximation.

b MedDRA/J V.11.0

MR RHF &

St E R B & TOMEMNREO— i%%&é
&, LVEX % T 13 907% (98/108 #1),

CTRX B T

R AR L72o LVFX #ETIX, Staphylococcus aureus 3 &

91.3% (84/92 B) &V —FE I ED SN, E@Tf%
i S P2 EEIR 2 R B A T oM 2, RS To
EREZ HIM LR E 2 S,
FHEFMIEE T 5 PPS TOHREHKT - ko f
% %A, LVFX B T885% (92/104 %), CTRX # T
888% (79/89%1) TdH , M2 (LVFX # - CTRX
) 13-03% (95%CI: —93~87) TH» h, LVFX D
CTRX (259 2 IEHHEAMRGE S 7z,

B5-#7 - ko B LS E, LVFX BT 96.7%
(59/61 1), CTRX % T 97.8% (44/45 %), M 7 1%
-11% (95%CI : —7.3~5.1) TH Y, W& b EVERR

O S. pneumoniae 5B DB D 1 FITIHEHE L, VT NOIHER]
HEGAT - PIER ORI RIIER TH - 72 0iHE 1E
BURIREROBMAEZALTBY, BREIR - Fr RO
HEWRmOMRIPRL DEBTH -7z, BHIE, HERE
BICHESEORRFEZ AL THBY, BRERISLZLD
O, RHENLHITVWThd 2 af FEITHY, £l
BRHT 2 L I3WEEE Z 2 SNBRERTH - 72,

R BIEEED A RIHIE, LVFX #:T 88.9% (80,90 #1),
CTRX T 838% (62/74%1) TdHVy, HME1X51%
(95%CI : —55~157) TH o720 LVFX BETII iR EILE
B (BGHT - ik 7~14 HE) 35T - HikkEE
IZFABROARETH Y, FGETHED THERREH
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BLTWwBERbN, T72, #5533 HEROAME
X LVFX # T452% (47/104 %), CTRX % T 337%
(30/89 1), #EMIZ£1E 115% (95%CI : —22~25.2) TH
D, LVFX HDIT ) BECARHKTH o720 H5-BIE 3
H#%IZ BT 2 BRR) A A e o Zdk - pr o g s
(BRRED R e DB R 2 W7 LG a U L
$5%)% LVFX BX O CTRX D& BETHS &, K Tid
57.0% (61/107 B1), 52.2% (48/92 %), 11 Bk$k <&
79.1% (68/86 #91), 73.5% (61/83 1), CRP fETi& 29.9%
(32/107 f51), 30.4% (28/92 B1), My X #RRER2 I Tk
534% (55/103 %), 488% (42/86 %) T -7z, CRP
ZBRCHHIZBWT CTRX BEE H#E L, LVFX BE TR W
WEMIEB L R IEE R T ERETH - 72,

NS DERVECET 2 BH 05, S. pneumoniae & &
BT i 26128 LC, LVFX 500 mg 1 H 1 [ml#%
513 CTRX 1 g1 H 2 5 & FFREOH s HHET
XprLEZOLNI

LTI, BIERZEBEIZ LVFX BT 537% (73/
136 f51), CTRX #£T 56.9% (70/123 B, BER 1% - 3.2%
(95%CI: —154~89)TH Y, LVFX BORIEH EwIH
DI BT 2 1 5 & L 72— R SR BR O BIE A & 56
HEBIOHAEE HIIFIZRBEOENTH - 72,

LVFX #COHRENRGSETOELREMER I, [#%5
JEFTRRRE ] A% 25.7%, [HERHRKAS ] 25 25.0%, [ HHREE]
73103% TH Y, TOMOLERE BRSO RIEHFEHE
F10% RisCTh o720k /Oy ZERICBVWTEHESND
AR, GO R, EROBBUE, RO REED
FHRIVLeh o7,

AR OREIWER & LT d e S N7 RSO
B VE H Z8 1L, LVFX # T25.7% (35/136 %, 104
) CTRX BT 7.3% (9/123 %1, 191F) TH by, B
12 184% (95%CI : 9.7~27.1) & LVFX BETHEA 5 720
LVFX BECTOEAERE X 95.2% (99/104 1F) ASIETH Y,
875% (91/104 7F) FHBILMHICIHR L7z, FHHIRIC
BoloHGX 26 31F, WEILETH - 72HRIT 3
A VB TH o Tz MBEBOWNEIR, U NF — VB
1B 210 (WFRDFEFYHICRE), AEAEEERS LY
V) 5=T3 50 M55 161 1 F GEBF H I m5),
T2 = VAT 1 (BB 7 HICHE) THh o
720 —F, HTEHIEICW 5 ELIE, Wb kb h
IEAHELE TR R A M L 7zo LVFX JESH] O 13415
PERE, 13EALDOHEGHIRET—HETH D, HE
FIEDER E % 55, F/UNEETLI LR HGHT
FBIZHERPITHET 5 2 A5, BRMICEKRZMEIZ
LORVWEEZ D, B, EGEA RIS OEIRK = MG
I 5B T, 2 AR E I AER R ARl LT 5
Al RS B e hr o 72o CPRX EHHITIZ, XD
KWW B L7235 A ST OB 238 LI v
ZENHESINTE DY, RIFEHIT RO EEKIE

Z 5D GBI RUG % B 72 BIVEF 5B 1&, LVFX
HET 38.2% (52/136 B1), CTRX 7T 54.5% (67/123 1),
PEMI 7212 - 16.2% (95%CI : —282~-4.2)Td Y, CTRX
REE L, LVFX #E T2 5 72

NS ORGEA SH, LVFX {141 CTRX 41 & (13
(ERBR DA HERE S 7o

Dk Z &, LVFX {EFANS, ML igeic
A LT, 500mg1 H 1F#%45 T CTRX ESA & kIS
TO BN RPIFFTE, REMOEVEHTH S 2
EHMERR S NIz —T5, AMERTIL CTRX Zxfige & L
72720, FFEMMRDEENH D 2 BEIHGIVREATH
D EHIl TV WS, F — 7 U ERIRERTIX, M. pneu-
moniae, C.pneumoniae, L. pneumophila \Z & % IRt 5¢
WX LT LVFX RS O BUF 2 B R R HERR S
TBY, $7EEMEE % 5T\ 5 S. pneumoniae 33 £
H. influenzae ® B=7 7 ¥ LATERICKH L TH AR TH
B2 D5, AT RO ABEEZ IS L, =T EY
7B EZOREREBSG TO=— XT3 b5
BRI ) B EEZBNT

i

ARBROERGIZEEL, TS 7270 W72 PRk O 3K
EEMOEA T RE 2 L E T (b, SRBRIEHEY
BEDFTE) o

ANV — R (Rl B R 0 e o B S o e ), 005 75
(MEENMIGTERE > 7 — Gt —7 k), 35l
B CRAZATBORE NE SR BRI R v 5 —), =
A (AR +59ke), AHYE (R NEEXE
JZAERGIE) ARG TE (R BT N A X IR B B
Pemenys (P AMcikmibe), b3 (M EEA=K
HHERE), A (Bt B 7 8UERT H LG be)
R (R AL F B RS/ N A bE), BAER
CREERSLIREARRE), $aAREYS (ILHRREIL AT
Be), HARZT (BALATBod: N s BEp g O R &
y—), #EHG (MTHTTRME), KIS (BRAZATEC
EYNERVATAC A i St M X Eal e WA ES [N VS -
¥y —Fke), EATERY (RIR A% B HH e ES &
i RS S YN e T A AN SEYN R FRA N = )
B AR v 7 —), WINERE (IR,
B (B~ 7 ¥ ER RN - EAEN
B, B (<) 7 2 F ERRERBERR A HNED
TR (A SRS NS R A M B b ), B e sl
NG i3 372 BEAR e ), SR B BLRE CBridd iy B Be), P —
CaNB I guiRbe), 2 EATHE T AR ambe), &
J1E S CRRSZAT B N S Bt K milke),  SAniC ik
(B FEE AR T PR AL IR PU SR AR R 2 > 4 —), T
HH 4 (ISR A2 N SRR R R R A2 R BRI i be) .
By (b Sl A S AR A2 S e 5 e 2 el = 7 T
BE), NEYE CRZAT Bk N 7 Bebsehs 2k e PR &
Y& =), WA GREREE N B AR B AR5 & 40l B RS
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KkE), EA AR (AN R R k), B RIA
(T N A ER S PR B i i st ke ), REFIL
(s vl B bE ), Az (AR EE), Hhfd (fhsx
Fli: N ROt S S5 i MR Be ), B (R ik
NAL B SR IR be) 8 I e Gl il 37 R 0
vy =R RE), B R M2 AT Bosi N E L B
PR R > & —), METHE A r RS v
F—rh el B bE), Pt — (RIS Zs Rk, W
sk (M ETEAKE X A SHBFTREE), K E— (i
SEATBUE NESZI BERE AT BE) , TR W) (AR T
FHRE), MR TRR (TR BE 2 R B F s B ), oKl
3 (BRHE N ISR S 5 —wibt), 2ok (W
BN B k), P IESS CREE R Akt
KWWk, HAEZ ARSI T ), K
SCRE (M7 AT B N LS Be bkt = s bt ), L
(R - s an R bed S s >~ & —), L
Fetl (M7 AT Bod N ENL BERRE KR s e ), SR —
(eI LR 5 —), HHE— (R AN Bl
KFATIENIRE), T (RRABELFEHGEGS
WEOHHEE), mAREE (BHREAERE S W), T
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Clinical phase III comparative study of intravenous levofloxacin and ceftriaxone
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To evaluate the efficacy and safety of intravenous levofloxacin(LVFX) in adults with community-acquired
bacterial but not atypical organismic pneumonia, we conducted a multicenter randomized open-label non-
inferiority study using ceftriaxone(CTRX) as a comparator. Subjects were randomized through central reg-
istration to be administered LVFX 500 mg once daily or CTRX 1 g twice daily as an intravenous infusion for
7 to 14 days.

Clinical efficacy: At the end of treatment, clinical response was 88.5% (92/104) in LVFX-treated and 88.8%
(79/89) in CTRX-treated. The intergroup difference was —0.3% (95% confidence interval, —9.3 to 8.7) and
non-inferiority of LVFX versus CTRX was established.

Microbiologic efficacy: Eradication at the end of treatment was achieved in 96.7% (59/61) treated with
LVFX and 97.8% (44/45) treated with CTRX. The intergroup difference was —1.1% (95% confidence inter-
val, —7.3to5.1).

Safety: Adverse drug reactions were reported in 53.7% (73/136) treated with LVFX and 56.9% (70,/123)
treated with CTRX. The intergroup difference was —3.2% (95% confidence interval, —15.4 to 8.9).

Our results showed that intravenous LVFX 500 mg once daily is as effective and safe as CTRX 1 g twice
daily in treating community-acquired bacterial pneumonia.



