H A& AL % # & &

"
ﬁ
Bul
5

[[RE - ERK]

I 25 IS GE L 2 0) - 5 levofloxacin 500 mg 1 H 1 [Bl13%5- 0 [ R xh 5

LS S 7 B 7S < K 1 R S - N i F IR
HEHT RERS - B said” - BCR O WERY - 3 BRiR
PSS

P ALK A i = < 72 e DL I i 5l S 0F 72 F 1
U FrE AL S HEE T SR R R BE N R

Y RIS 1% 27 il PR S e 27 il I

¥ RIT KPR TRAS A N2 55 Gl e
O BRRERK 78 27 0 e e T ) 2 ol
7RG R S AR A

¥ BAL R AR BE R 22 R ZERE BRI 8 27l PR S e - ARSI 2700 B
Y BB R R R R AR S P R

CERZ 20 4512 A 17 HA20 - PR 21 46 3 A 23 H %30

i~

i~

H A N 25 B iE F 3 152 B % 5412 levofloxacin (LVFX)500 mg 2 1 H 1[0 7 HE#%5-L, H%b
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%7 CLVFX &, penicillin-resistant S. pneumoniae (PRSP),
penicillin-intermediate S. pneumoniae (PISP) 3 & U"macrolide-
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. Secondary infection
Community- ¢ : Acute
acquired pneumonia Ofchro(rllilscegessepélratory bronchitis Total
Enrolled patients 107 31 14 152

Reason for exclusion Total

Other than target disease 3

Violation of exclusion criteria

(pretreatment with prohibited 1

antimicrobial agent)

Shortage of treatment period 1 4

Use of prohibited concomitant )

medication Secondary infection

. . ity- Acuts

{other anibactorial dent) acquired peuswonia| O hronic respiratory e Total

Violation of inclusion criteria 1 4 P diseases

Use of prohibited concomitant Safety analysis set 107 31 14 152

medication (corticosteroid)
Total 8

o Secondary infection | 5.t
ac qéi;)égr;::;% onia |©f chronic respiratory bror?clhei!tis Total Reason for exclusion Total
diseases Essential data missing or invalid 1
Efficacy
analysis set 102 28 14 144
Y
: Secondary infection
Community- ) - Acute
acquired pneumonia ofchro(rililscel;e;séglratory bronchitis Total
PK-PD (safety) 106 31 14 | 151
analysis set

Reason for exclusion Total <

Essential data missing or invalid 1

. Secondary infection
Community- ) - Acute
acquired pneumonia of Chro;lge;esizlr atory| b onchitis Total
PK-PD (efficacy) 101 28 14| 143
analysis set
Fig. 1. Patient disposition.

160, HEIR - pr RIEMEER 1 61, B X OT PSSk S8k
11 B® 8 Bl & B\ 72 144 B % AR TR AT *T R LR &
L7zo %8B, ARUEBIIEERMD S B, H5&T -
1EREB X OB 58T - Wik 7 A OB G AR TR
Lol BEMNH, 5T - Ik 7 HEOH R
AR & o I BEN 20 H o 12720, FHHT -
HORIRF ORI G B EUE 143 B, F5#7T - k7 H
BOBHT N L BELT 141 BITH o 720 HRERENT XS
HHDH 5B, WAEYFRRR (B HE2TRETH -
TERNE 45 B, 4 S 72 RN 56 BRib 6 BRi, &5
T - PIERRCMRIRDTIRIN T E B h o 22 EH S HH/RO
HEZHEARRE LTI T, MAwFEhE R
13 50 #RZ A E L7z,

%7, PK-PD HTat il (eath) &, AHEFL%
BUZ X 0 =Y RN EH ORMASERTE %oz 161
K< 151 BITH Y, PK-PD N R&ER &) &
143 BITH - 7=,

2. BEERNT

HRIERHT S REMOBEZE % Table1 ISR T, F
7z, HINBE OPERZ Table 2 2R d o il 102 41,
PRPEMFIRZHRZE O R &G L 28 B, BMESAF L %IE 14
BT o7z HhhlizgDH H, IRz~ 377

ABRAILB, 75 IV TMig G 29) 25141,
— MR &~ A T T T A OREGEPDABITH - 72,
RYGEEAERE (X, TG4 CRRAE 33 B (324%), FREE
69 B (67.6%), Pk ERIRZE O — YIRS TRAE 7 11
(250%), "hEE 21 61 (75.0%), k54 Xk CRIE 5
Bl (35.7%), HEEE 8B (57.1%), HhE 14 (7.1%) T
Botzo Ml CPIMHE = BEHER ) &, W% T 520+
17.2 3%, 12 VEMPIREFRZE D IR IEG T 64.2 £17.8 1%, 2k
SR TH99:149 K Th o 720 KWL, H. influen-
zae H¥ 23 ¥k (16.0%), S. pneumoniae 75 20 ¥k (13.9%),
Moraxella (Branhamella) catarrhalis % 8 ¥ (56% ), S.
aureus B3 3 ¥k (21%), Escherichia coli 3 & U Klebsiella
pneumoniae BZNZFN1H (07%) Tdh o7z,

3. ERIRAIAR

5T - HIERROERAIR % Table 313”3, A%
#13 95.1% (136/143 B, 95% 1SHEX M : 91.6~98.6%) T
B ol BN OAEREIL, TidhMi%ds 93.1% (94/101
Bil), PRVENFIR SR 2SO R Gs & A SR AE L R IT VT
b 100% (28/28 i, 14/14B1) TH o720 %P, —iHH
& OWRATERG % &I B % 16 B D ERIRRIR L,
WINBHMTH - 72,

¥e5-B46 3 HE O A RIFIE 67.1% (96/143 B, 95% 18
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Table 1. Patient profiles
. Secondary
Community- . i
X infection of Acute
acquired K K . Total
. chronic respiratory bronchitis
pneumonia .
diseases
N 102 28 14 144
Gender Male 50 (49.0) 14 (50.0) 10 (71.4) 74 (51.4)
Female 52 (51.0) 14 (50.0) 4 (28.6) 70 (48.6)
Age (yr) < 65 74 (72.5) 9 (32.1) 9 (64.3) 92 (63.9)
(at informed consent) 65 < -<75 17 (16.7) 10 (35.7) 3 (21.4) 30 (20.8)
75 < - < 80 5 (4.9) 5 (17.9) 0 (0.0) 10 (6.9)
< 80 6 (5.9) 4(14.3) 2 (14.3) 12 (8.3)
Mean £+ SD 52.0+17.2 642+17.8 59.9+14.9 55.1+17.7
Body weight (kg) Mean £+ SD 54.7+10.7 57.1+129 59.3+9.9 55.6+11.1
Diagnosis Community-acquired 102 (100.0) 102 (70.8)
pneumonia
Bacterial 86 (84.3) 86 (59.7)
Mycoplasmal 11 (10.8) 11 (7.6)
Chlamydial 1 (1.0) 1(0.7)
Bacterial + 4 (3.9) 4 (2.8)
Mycoplasmal
Secondary infection of 28 (100.0) 28 (19.4)
chronic respiratory diseases
Chronic bronchitis 6 (21.4) 6 (4.2)
Bronchiectasis 7 (25.0) 7 (4.9)
Pulmonary emphysema 5(17.9) 5(3.5)
Bronchial asthma 8 (28.6) 8 (5.6)
0ld inactive pulmonary 1(3.6) 1(0.7)
tuberculosis
Chronic obstructive 1(3.6) 1(0.7)
pulmonary disease
Acute bronchitis 14 (100.0) 14 (9.7)
Severity of infection Mild 33 (32.4) 7 (25.0) 5 (35.7) 45 (31.3)
Moderate 69 (67.6) 21 (75.0) 8 (57.1) 98 (68.1)
Severe 0 (0.0) 0 (0.0) 1(7.1) 1(0.7)
Underlying disease No 43 (42.2) 0 (0.0) 3(21.4) 46 (31.9)
and/or complication Yes 59 (57.8) 28 (100.0) 11 (78.6) 98 (68.1)
Mild 45 (44.1) 18 (64.3) 10 (71.4) 73 (50.7)
Moderate 14 (13.7) 10 (35.7) 1(7.1) 25 (17.4)
Severe 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Seriousness of Mild 29 (28.4) 6 (21.4) 4 (28.6) 39 (27.1)
patient’s condition Moderate 73 (71.6) 22 (78.6) 9 (64.3) 104 (72.2)
Serious 0 (0.0) 0 (0.0) 1(7.1) 1(0.7)
Body temperature (°C) Mean * SD 379+ 1.0 37.4%0.7 37.7+0.6 37.8+0.9
WBC (/u L) Mean = SD 10,473.1+3,681.7 10,011.4+2,547.1 9,728.6 £3,291.1 10,311.0 +£3,442.8
CRP (mg/dL) Mean * SD 92%6.3 57%5.1 50%24 81%6.0
Pretreatment of No 83 (81.4) 25 (89.3) 11 (78.6) 119 (82.6)
antimicrobial agents
(within 7 days before Yes 19 (18.6) 3(10.7) 3(21.4) 25 (17.4)
dosage)
Concomitant drugs No 13 (12.7) 1(3.6) 0 (0.0) 14 (9.7)
Yes 89 (87.3) 27 (96.4) 14 (100.0) 130 (90.3)

(): %

FHX R : 594~748%) TH o720

BT - Ik 7 HR O AR 89.3% (125/140 1,
95% fFHAX I : 84.2~944%) TH Y, H&G# T - btk

bR R DR STz,

R GRYESINPYES

$OGAET - kR O ER IR (B okat
L3132 100% (45/45 1) Th o7z &b, Wizl
Bl RO LN o7z,
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Table 2. Causative organisms before treatment
Secondary
Community- infection of
Diagnosis acquired chronic Acute Total
s 4 . . bronchitis
pneumonia respiratory
diseases
Patients 102 28 14 144
Gram-positive bacteria 16 (15.7) 5(17.9) 2 (14.3) 23 (16.0)
Staphylococcus aureus 0 (0.0) 2(7.1) 1(7.1) 3(2.1)
methicillin-resistant (MRSA) 0 (0.0) 1(3.6) 0 (0.0) 1(0.7)
methicillin-susceptible (MSSA) 0 (0.0) 1(3.6) 1(7.1) 2 (1.4)
Streptococcus pneumoniae 16 (15.7) 3 (10.7) 1(7.1) 20 (13.9)
penicillin-resistant (PRSP) 2 (2.0) 0 (0.0) 0 (0.0) 2 (1.4)
penicillin-intermediate resistant (PISP) 9 (8.8) 2(7.1) 1(7.1) 12 (8.3)
penicillin-susceptible (PSSP) 5(4.9) 1(3.6) 0 (0.0) 6 (4.2)
macrolide-resistant 15 (14.7) 3 (10.7) 1(7.1) 19 (13.2)
macrolide-susceptible 1(1.0) 0 (0.0) 0 (0.0) 1(0.7)
Gram-negative bacteria 20 (19.6) 8 (28.6) 5(35.7) 33 (22.9)
Moraxella (Branhamella) catarrhalis 5(4.9) 2(7.1) 1(7.1) 8 (5.6)
Escherichia coli 0 (0.0) 1(3.6) 0 (0.0) 1(0.7)
Klebsiella pneumoniae 1(1.0) 0 (0.0) 0 (0.0) 1(0.7)
Haemophilus influenzae 14 (13.7) 5(17.9) 4 (28.6) 23 (16.0)
[ -lactamase-negative ampicillin-resistant
(BLNAR) 4 (3.9) 0 (0.0) 1(7.1) 5(3.5)
[ -lactamase-negative ampicillin-susceptible
(BLNAS) 10 (9.8) 5 (17.9) 3 (21.4) 18 (12.5)
():%
Table 3. Clinical efficacy at treatment end
Efficac Effi %)
Diagnosis Y Total o icacy ( 0)_
Effective Not effective Unknown (95% confidence interval)
Community-acquired pneumonia 94 (93.1) 7 (6.9) 0 (0.0) 101 (100.0) 93.1 (88.1, 98.0)
Secondary infection of
chronic respiratory diseases 28 (100.0) 0 (0.0) 0 (0.0) 28 (100.0) 100.0 (100.0, 100.0)
Acute bronchitis 14 (100.0) 0 (0.0) 0 (0.0) 14 (100.0) 100.0 (100.0, 100.0)
Total 136 (95.1) 7 (4.9) 0 (0.0) 143 (100.0) 95.1 (91.6, 98.6)

D “effective”/“total” cases X 100

JEC R B 31 > MIC JIRF k38 % Table 4 (2R o AEY
MRhE GHIR) HEDSIRETH - 72 KK 50 BRICK 3%
LVFX ® MIC 1%, 006 ug/mL L F2* 5 1 ug/mL {24
i L7z0 S. pneumoniae 19 # (PRSP, PISP, macrolide-
resistant S. pneumoniae % &Tr), H. influenzae 21 #k
(BLNAR#% &%r), M. (B.) catarrhalis T ¥k, S. aureus 2 ¥ B
X UK. pneumoniae 1 BRIE, WFNHHGHT - kI
HEL, BHRFIZ100% (50/50 #k) T o 720 AR
THrHE S N7z S, pneumoniae (213 2 1 2 iR 1 P B I
WCERITBD N o7z,

5. Atk

ARBRICBWTHEELZAERL L L TOFREEN
LVFX 500 mg % 4 HHARM L7z 1 Bt iz Ui
FEBITIE, ME VIV E VRS REBIFED b ko
725 ®®, AST(GOT)%%50 #*5 801U/L, ALT(GPT)
322 706 771IU/L, ALP %8564 2°5 1,183 IU/L, y-GTP

3238 A5 437 TU/LWC B L7z LVEX #5411, A
Behmige CllfE L7z LVFX $25-8i 7% & BT IHE R B 25 1
FAEEICH D, BEHERLKIEORED E 2 N2,
LVFX #5Hici 5 72 HRTHH 2 L5 LVFX &
ORFEERIT THED 220 Lk w] LHEShz,
MR ERFERE, LVFX OGS IRICW2o 28
EHG L LT, ko 160ICIE, B X OER
(HEEBENTIL[Z5HED D ), BURELLD
1 BCIEmE B KOG (RTINS [HED 5 H
b LNV AEDENTH, Wiy LVEX #4541k
B ME AR S 7z,

G VERRAT A G 4R 152 BICHHBL L 22 EF % L BIE
Ho—E% Table5 IR T, AEHLEEBEIZ, 59.2%
(90/152 B, 95% 1ZHEIXH : 514~67.0%) TH o720 £
RAERS GEBIE5% Db, TR &Z2oiix
&, BFEREREE AN 105%, B 9.2%, FEIE 6.6%, THIB



VOL.57 S-2 Levofloxacin 500 mg O—# R (P02 &S 27
Table 4. Bacteriological response by MIC
LVFX MICY ( 1 g/mL)
Causative organisms before treatment < 0.06 0.12 0.25 0.5 1 >2 Total
Gram-positive bacteria 1/1 13/13 7/7 21/21
Staphylococcus aureus 1/1 1/1 2/2
methicillin-susceptible (MSSA) 1/1 1/1 2/2
Streptococcus pneumoniae 12/12 7/7 19/19
penicillin-resistant (PRSP) 2/2 2/2
penicillin-intermediate (PISP) 9/9 3/3 12/12
penicillin-susceptible (PSSP) 1/1 4/4 5/5
macrolide-resistant 11/11 7/7 18/18
macrolide-susceptible 1/1 11
Gram-negative bacteria 29/29 29/29
Moraxella (Branhamella) catarrhalis 7/7 7/7
Klebsiella pneumoniae 1/1 1/1
Haemophilus influenzae 21/21 21/21
[ -lactamase-negative ampicillin-resistant (BLNAR) 5/5 5/5
[ -lactamase-negative ampicillin-susceptible (BLNAS) 16/16 16/16
Total 29/29 1/1 13/13 7/7 50/50
Eradication (%) 100.0 100.0 100.0 100.0 100.0

DBased on CLSI methodology

2“Eradicated” / “Eradicated” + “Persisted” X 100. All eradication was 100%.

X MM A3 Z 2N 59%, ALT #153% Th - 720

HIVEZEBIERIL, 395% (60/152 B, 95% 1SHEXH :
31.7~472%) TH o720 FERBIEH L Z05BFEIL, &
n79%, GFEEEREEIN 7.2%, G, THIB & OMEHATZ
NZN53% Tho 720

B EHESNEWER I 20572 EEEHES
N7-EIVERE 152 Bk 6 B (3.9%) 127, K& HE
SEN7-EIMEH I 152 BiH 56 51 (36.8%) 12 89 FH383L L
720 HEEE ORWER O FIEIEH:AS 2 61 2 15, AIRAE,
T, B, B, FFEESZEREN 1B L TH -
7zo [HRSREEE |ORITEH S8, NSAIDs O %
LA%94% (12/128 B1), DD D A383% (2/24 #l) TdH
D, PFHOAEICL S [HRREE] ORBIRICEITR
{, BREEIRILT HIER - BT LRD SN h o7,

6. PK-PD f#hr

1) MBI/ ST X — & OB

BHET LR LRI ST X — 5 0Bk R
% Table 6 \27” 3. PK-PD NI REN (Lat) 2B
\J % Coe i3 6.35£2.04 ug/mL CEIME + EEHE(RZE, LITF
[ #), Conid 105095 ug/mL, B £ T AUCeemld
75.85*3356 ug - h/mL TH - 720 KiBWis DI B
NTA—=F HIZIFFEBAERTH Y, S5 THEY
BYENT A —FICKEBREIEIAON R 572,

2) YRS X — ¥ LAEEHS - BIVEHOBR

BETLEDOEYEHEST A —F (Come Con, BE
AUCon) ERIVEH O FEBL/IEFEBLO LR % Fig. 2 1R
T o ARRERTOMBEPIYIREOHP T, LVFX OB
TR ORI FIEH O BFE O EFEIEED Sh
otz AEFZLTHRALTCHHBETHY, S5IT,

FHEDPE Do B HERLE ZEIEH IO VT, /BH
HEA (R, Hhms, FIHERREE, LR
HALRRREIR, AFERERESG I, oo, B, T, MR
L) T FBICHET L7275, LVFX OB ORIk
) A ERR L 72RO FEBR O FAEI IR S h
B0l

3) PK-PD /85 A —% L HiHERD MR

A AR (HS) HIEATTRE T - 724 50 ko
WH RN 100% TH 72720, Cou/MIC & WIH R,
B %\ E AUChon/MIC & HH LR DM 2 B3 %12
Wb ol B, WAEWFNRR GHK) HED
X & L7z S. pneumoniae % & T4z 50 AR D 5L K 1 2355t
EN7-BED AUCO—24h/MIC IET RT3 ETH o7,

m % =

il g, PR PRSI ZE O RIS B L ORISR
TRENGHEB L L CLVFX500mg1 H 107 HH#
HoHME, wetB X OEYEEL E L,

LVFX #5477 - mILRROBKR RO RFIE, &8
HT95.1%, ZWHHTI31~100% TH Y, 7, EE
B9 D 16 Bl WFN S FRTH o 72858 T - ik
7T HRDEERROFANHRS, SEHT83% LHWVAa
REHHEFE S T W7z,

AR T HE S 2R INRIL, H. influenzae, S. pneu-
moniae, M. (B.) catarrhalis, S.aureus, E.coli X UK.
pneumoniae Td V), < D9 H PRSP 2 #k, PISP %% 12
Pk, macrolide-resistant S. pneumoniae % 19 #, BLNAR
A5 STz BT - IR OB FRIR) R
DREEALRE L OCREFERFITWINRS 100% TH D,
LVFX 500 mg 1 H 1 5O & WA xR S iz,
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Table 5. Adverse event and adverse drug reaction incidence

Adverse event

Adverse drug reaction

Patients evaluated for safety 152 152
Patients with adverse event/drug reaction (%) 90 (59.2) 60 (39.5)
95% confidence interval (51.4, 67.0) (31.7,47.2)
Events 155 96
System organ class and Preferred term" Patients (%) Events Patients (%) Events
Infections and infestations 5(3.3) 5 0 0
Bronchitis 1(0.7) 1 0 0
Herpes simplex 1(0.7) 1 0 0
Nasopharyngitis 2 (1.3) 2 0 0
Tonsillitis 1(0.7) 1 0 0
Metabolism and nutrition disorders 1(0.7) 1 0 0
Anorexia 1(0.7) 1 0 0
Psychiatric disorders 6 (3.9) 6 3 (2.0) 3
Dysphoria 1(0.7) 1 0 0
Insomnia 3 (2.0) 3 2 (1.3) 2
Sleep disorder 1(0.7) 1 0 0
Affect lability 1(0.7) 1 1(0.7) 1
Nervous system disorders 21 (13.8) 22 14 (9.2) 15
Dizziness 4 (2.6) 4 3 (2.0) 3
Dizziness postural 1(0.7) 1 0 0
Dysgeusia 3 (2.0) 3 2 (1.3) 2
Headache 10 (6.6) 10 8 (5.3) 8
Hypoaesthesia 1(0.7) 1 1 (0.7) 1
Somnolence 1(0.7) 1 0 0
Tremor 2 (1.3) 2 1(0.7) 1
Ear and labyrinth disorders 1(0.7) 1 1(0.7) 1
Ear discomfort 1(0.7) 1 1(0.7) 1
Cardiac disorders 2 (1.3) 2 1(0.7) 1
Palpitations 2 (1.3) 2 1(0.7) 1
Vascular disorders 1(0.7) 1 0 0
Hot flush 1(0.7) 1 0 0
Respiratory, thoracic and mediastinal disorders 4 (2.6) 4 0 0
Asthma 1(0.7) 1 0 0
Epistaxis 1(0.7) 1 0 0
Rhinorrhoea 1(0.7) 1 0 0
Upper respiratory tract inflammation 1(0.7) 1 0 0
Gastrointestinal disorders 30 (19.7) 46 23 (15.1) 36
Abdominal distension 2 (1.3) 2 1(0.7) 1
Abdominal pain 1(0.7) 1 1(0.7) 1
Abdominal pain upper 2 (1.3) 2 2 (1.3) 2
Constipation 2 (1.3) 2 0 0
Diarrhoea 9 (5.9) 9 8(5.3) 8
Dyspepsia 2 (1.3) 2 0 0
Nausea 14 (9.2) 14 12 (7.9) 12
Stomach discomfort 5(3.3) 5 4 (2.6) 4
Vomiting 9 (5.9) 9 8 (5.3) 8
Hepatobiliary disorders 1(0.7) 1 1(0.7) 1
Liver disorder 1(0.7) 1 1(0.7) 1
Skin and subcutaneous tissue disorders 5(3.3) 5 4 (2.6) 4
Erythema 1(0.7) 1 1(0.7) 1
Pruritus 1(0.7) 1 0 0
Rash 3 (2.0) 3 3 (2.0) 3
Musculoskeletal and connective tissue disorders 2 (1.3) 2 0 0
Muscle spasms 1(0.7) 1 0 0
Muscular weakness 1(0.7) 1 0 0
Renal and urinary disorders 1(0.7) 1 1(0.7) 1
Pollakiuria 1(0.7) 1 1(0.7) 1
General disorders and administration site conditions 5(3.3) 5 3 (2.0) 3
Chest discomfort 1(0.7) 1 1(0.7) 1
Chills 2(1.3) 2 1(0.7) 1

(Continued)
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Table 5. (Continued)

System organ class and Preferred term" Patients (%) Events Patients (%) Events
Feeling abnormal 1(0.7) 1 1(0.7) 1
Thirst 1(0.7) 1 0 0

Investigations 41 (27.0) 51 23 (15.1) 31
Alanine aminotransferase increased 8 (5.3) 8 4 (2.6) 4
Aspartate aminotransferase increased 7 (4.6) 7 3(2.0) 3
Blood bilirubin increased 2 (1.3) 2 2 (1.3) 2
Blood creatine phosphokinase increased 1(0.7) 1 1(0.7) 1
Blood glucose decreased 1(0.7) 1 1(0.7) 1
Blood potassium increased 2 (1.3) 2 2 (1.3) 2
Eosinophil count increased 16 (10.5) 16 11 (7.2) 11
Gamma-glutamyltransferase increased 4 (2.6) 4 3(2.0) 3
Blood urine present 2 (1.3) 2 1(0.7) 1
Neutrophil count decreased 1(0.7) 1 1(0.7) 1
White blood cell count decreased 4 (2.6) 4 1(0.7) 1
White blood cell count increased 1(0.7) 1 0 0
Platelet count increased 1(0.7) 1 0 0
Blood alkaline phosphatase increased 1(0.7) 1 1(0.7) 1

Injury, poisoning and procedural complications 2 (1.3) 2 0 0
Arthropod sting 1(0.7) 1 0 0
Joint sprain 1(0.7) 1 0 0

UMedDRA version 9.1

mB, &GHT - PR ORRRR R AR & W E S iz
THORZD DS, KR E S N7z S. pneumoniae
(penicillin-intermediate resistant #* > macrolide-resist-
ant) & BLNASO# &G 161 (ifi il 9 £.3%), BLNAS
DOHFFEG 1 6] (THRi%EE) X, WInbHOH
KAPFERENTEBY, T/, HERT - duk 7 OBOE
RN A R & He Sz,

A AR R E DS RE T dH o 7 R 50 #koo %
H#T - LR ORI REDI100% TH-o 72720, Kk
BT UE AUCo2/MIC & 5 W 13 Coa/MIC & B 2L 56 &
DB Z MG 512\ 5 Bdr o720 % B, S. pneumoniae
R LTE u r RUEES T R ERRE 5720
1213 AUC/MIC 830 L EETH B & O DH %
B, KRB THRAEWZNR R EN TR TH > 72 S.
pneumoniae 19 #2358 & 172 BH D AUCo20/MIC 15
RXRT3OUETHY, PKPDXFT A =% L L TD
AUCO—24h/MIC @ﬁ}zﬁ‘l\i%i:}#j—é %ﬁ%f&) 272,

7, RBEEWAT LT, HETH LVFX500mg1
Hl1R&ES5oFMB X OCZEEIRFT IR TS
(YY.Zhang et al., personal communication). % ® ik
2BV T MPIREHRGHE IS T 2358 T - HILROE
RENRDAHRNRAT 97.3% (747/768 ) & BT A w12
MERINTEBY, 2R IYEICH LT LVFX 500 mg
O1H1MFESIE, BCROALZLTHEAAEZELT VT
NI LT T2 a3MEE2 8 LA HE - HETH
5 Z DRI NI,

AABTIILVFX500mg # 1 H 1S5 L, 5612
MAERSERE 2 ET 52 LT, THEREBIIBT S
HTEDOEYEENRS A —F 2L RIS THIB L

A5, Cuax & 6.35£2.04 ug/mL (CFIHMH + fEME{R ) &, i
B AZH2I12500megl H1M7 HE&ES L-ED
Cowx 632 ng/mL & ZIZFBERMEIE SNz T2, AR
BRIIEEMIERT IEAER & L72AS, fEkoHE - HETH
5100mgl H3MERELZ500megl H 1R OAHM
\&, S. pneumoniae XX RIZLIZE Y THNVE Y I 2L —
va YTREENTWwAEY, £2Tlk, PKPD /¥ X —
% CT&H % AUCoon/MIC %530 DL ETH HE A1, 100 mg
1H3EES0mgl HIFOWEFNDOHE - HETDH
KELEIFD LN o2 b DD, AN O 1B
EFMHILZZEEZ5N5 Co/MIC 2S5 L EDEI G
1, 100mg1l H 3mA$314% THH DXL, 500 mg
1 H1MA935% THhoteaT bbb, EROME - HE
TH%100mgl H3ME Db, 500mgl H 1D Cpa/
MIC 755 <, PK-PD B2 Tl DI AL 0 7
Wi %% 2 72354, 500mg 1 H 1 B OAHHEIRE Sh
T, PLRERIC L o TFER O HBLLE#T 5 2 L5 T
ELRVIEETHL O, FENHOBRZMEOEEEZ LT
Rz AT, BHESICBWTREEZZONLHE - B
#% PK-PD OBIE» SO LIET Z &1E, BEh7iE
BERX b THHLTW ) A TRFEOHLZ L
LEbND,

EEZBEEH EHGPIEICWo ZEMERIZTXT
LVEX # 59 ERIC I U7z S8BL L 22 R E NI £
2R3 EETHH, Wy LVFX 100 mg 1 H 3 \l#k5-
TROLNTVLEWEH TH o720 LVFX ZxHIRIEE L
THW, # GCP F T%ljii 3 117z sitafloxacin (STFX),
moxifloxacin (MFLX), garenoxacin (GRNX) ®# III
ML B 9% A CTH D E, LVFX100meg1 H 3 [Al$%
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Fig. 2. Adverse drug reaction probability versus pharmacokinetic parameters.
N = 151
Vertical scale

1: patients with adverse drug reaction 0: patients without adverse drug reaction
Each line shows the estimated adverse drug reaction probability with a logistic re-
gression model.
Circles represent observed responses (0 no event; 1 event occurrence).

HRoH ERLEBIFIT 333~703%, BIEHIEHEIE e 592%, 395% THH, LVFX100mg 1 H 3 [l#x
11.1~27.1% OHPAIZH > 720 LVFX500mg1 H 1R 5 &N, @HEHREHERCREVWERDNL 00,
HCHEM L2 ARRBROA HFHR B L OCRIEHEHARIEL Bl Lz B0l SRR O 20l HER, KA
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Table 6. Pharmacokinetic parameters
Diacnosis Crnax Caan AUCo-24n
i it n
8 (1 g/mL) (ug/ml)  (ugh/mL)
mean = SD 6.35£2.04 1.05*0.95 75.85 *33.56
Total 151 median 6.07 0.73 65.12
min, max 2.44, 12.50 0.12, 5.75 35.01, 216.48
. X mean £ SD 6.35+1.93 0.95*0.79 73.51£30.34
Community-acquired .
i 106 median 6.01 0.70 63.73
pneumonia .
min, max 244, 11.78 0.12, 5.71 35.01, 216.48
. . . mean * SD 6.66 £2.15 1.22+1.01 82.56 * 34.86
Secondary infection of chronic .
. . 31 median 6.40 1.01 76.77
respiratory diseases .
min, max 2.81, 12.50 0.43, 5.75 38.74, 216.27
mean * SD 5.60 =2.53 144+ 1.66 78.66 = 50.94
Acute bronchitis 14 median 5.29 0.67 54.50
min, max 2.76, 12.05 0.35, 5.58 41.31, 214.28

DHEZEIBD LN o7z, BIEHO D ik d BBHE
DBEP 2 T2DIXELDT79% TH Y, W CTUEREREE
m72%, B, THB L OELSZNREN53% TH-o
720 061, REBRTOMEPIEYREOHPITIX, 3
WEEE/SNT 2 —F (Coaey Come B L AUCoom) DHEINNC
PO B EEL F 72 IERIEH O FEBIER o B IME N30 &
N9, LVFEX O - = % 100mg 1 H 3 [ % & 500
mgl H1EBIZZEEST S & TEREMED ) 2 7 A
rRFTLEZEEEVwERbN,

UEotBy, LVFX500mg 1 H 1 [ 7 HEEOHRYS
1, AW SE, 1BUEIPIREFRZE D ZIRI&Y:, 72
BEAMFE LRI LT, 100me 1 A 3 S5 & AL
LT EEENPFFTE L L LB, BeMlicE
RKEeMEIRDODON D572, 5102, 100mgl H 3
[ XD HE Coo/MIC 235N 5728, PK-PD OB
2O RAMER O S 5 72 5 M2 WHl5 5 2 & 25 S
b, RONTZBERTOMETH L7720, 5HILR
LIRS MAER, FlE3ELEMEZMET LT L
VENDHDEEZDDOD, 5140 LVFX O - F&E
ELTH500mg 1 H 1 mIAAHRE, SEHH%:H o WL % Bl
ET28ErobFHAE - HRETHEEEZLN
720

.

AKBRBOERIBEL, TBMAZn Tl DR
R OMEFIEHH LT GRFmE) o

IRy g ORRAZAT BOEE N B 790 B b be ), Kol
% (EHEE AR S KENFL - IR 7 ) = v
7)), Y (EHEAEEmbe), REEH e
Ak N B B BT AR 2 L G AR e ), it EE A8y (B [ 3
NZRESRBE), A5 RS (7 AT Bk A L7 95 Be ki 2
WGBS, FAFE (HRAHHILFEHEEGREOM
wibe), EEE (E#EARASSIND HHERA Y S
V), RS (Bowry=vr), /NHWEE (NH
U R 2 U = ), IIAHE R CRERTEE N B AR B R

FRLEBIRFE B, AR R Q15 & 23R 80 311
WEFS B ), R L 0% (I e AL RIS RO 23 A5 1) 65— ) ,
EER (B AERSEBRE Wk, NIVEIER e
Rk NfRE e lRbE), FREBEGFRBSL )=y
7)), wARE (ORI BREER Y > ¥ —), =St (F
JIEL A7 R gugbe), WA EEE (RARBEI IR T S BE)
I SC (Z &R AR, BIHEST (KR53 ARG R
FRFH - SRR BE), b — (R OR B AR
Gibe), s EHE (H AR R FUR SRR )
WG % (R Re), Al (7 A7 Bk A LS9 Be
WRER R v & —), WEK (B RS AR
PR EARE), KILZ— (EHE AR FHF /MR b)
P e EB R A E SRR, FEENEZ UF
EEBREANRESD IR )= )
GABRFEE L IFOFTBIZ L %)
X 18
1) HEOE=, KW & AR, fFH— AES,
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Clinical response of levofloxacin 500 mg qd to respiratory tract infection
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We evaluated the efficacy and safety of LVFX 500 mg qd administered for 7 days to 152 Japanese patients
with respiratory tract infection in an open uncontrolled clinical study. We also studied the possible correla-
tion of the incidence of adverse event and adverse drug reactions(ADRs) with individual pharmacokinetic
(PK) parameters estimated by the Bayesian method.

Clinical efficacy was 95.1% (136/143 patients), and bacteriological efficacy 100% (45/45 patients). All
causative organisms (50 strains), including those commonly separated, i.e., Streptococcus pneumoniae, Haemo-
philus influenzae, Moraxella (Branhamella) catarrhalis, Staphylococcus aureus, and Klebsiella pneumoniae, were eradi-
cated with treatment in patients eligible for bacteriological efficacy assessment.

ADRs were reported in 60 patients at an incidence of 39.5%. A liver disorder was reported as a serious ad-
verse drug reaction in a patient administered LVFX. The patient discontinued taking LVFX and recovered
through hospitalization and medical treatment. No ADRs were severe and all had already been reported as
LVFX ADRs.

Neither the incidence of adverse events nor ADRs was exposure-dependent in the LVFX plasma concen-
tration range observed in this study.

In conclusion, LVFX 500 mg qd appears to have efficacy comparable or superior to that of the current
standard dosage and presents no significant safety problem.



