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Fig. 1. Chemical structure of tosufloxacin tosilate hydrate.
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Table 1. Degree of clinical symptom and tympanic membrane
Item Criteria of clinical symptom and tympanic membrane
Otalgia — (None) + (Slight) 2 + (Moderate) 3 + (Severe)
Ear fullness — (None) + (Slight) 2 + (Moderate) 3 + (Severe)
Redness of tympanic membrane _ T (qi 4 4
(mucosa of tympanic cavity) (None) (Slight) 2 + (Moderate) 3 + (Severe)
Volume of middle ear effusion — (None) + (Small amount) 2 + (Moderate amount) 3 + (Large amount)
Bulging or swelling _ .
of tympanic membrane (None) + (Slight) 2 + (Moderate) 3 + (Severe)
Tympanic membrane perforation — (None) + (Small) 2 + (Moderate) 3 + (Large)
Loss of light cone/opacity — (None) + (Slight) 2 + (Severe)
Characteristic of middle ear effusion — (None) + (Serous or viscous) 2 + (Moderate) 3 + (Purulent)
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Table 2. Clinical symptom and tympanic membrane

Criteria of clinical symptom and tympanic membrane
Item X T i i
Score |  Degree Score | Degree Score | Degree Score | Degree
2 + (Moderate)
Otalgi 0 = (N 1 + (Slight 2
agla (None) (Stight) — 3 + (Severe)
2 + (Moderat:
Ear fullness 0 — (None) 1 + (Slight) 2 (Moderate)
— 3 + (Severe)
Redness of tympanic
membrane (mucosa 0 — (None) 1 + (Slight) 2 2 + (Moderate) 3 3 + (Severe)
of tympanic cavity)
Volume of middle + (Small 2 + (Moderate 3 + (Large
. 0 . — (None) 1 2 3
ear effusion ‘ amount) amount) amount)

Otalgia + Ear fullness +

Redness of tympanic membrane
(mucosa of tympanic cavity)

+ Volume of middle ear effusion

Number of symptoms and tympanic membrane scores

Fig. 2. Improvement calculation.

Table 3. Improvement

Degree of improvement Criteria of improvement
>4 Marked improvement 1
>3-<4 Improvement I
>1-<3 Slight improvement m
<1 No improvement v
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Table 4. Clinical efficacy

Degree of improvement at 3 days after administration

I I m v
Degree of improvement at ! Excellent
3 days after administration or 1 Good
7 days after administration or m Fair
end of treatment v Poor
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FH SN BEIT X BEM,

4)  MRAIVERAT O R 4

BB SN X B HER. 72720, R
O [ E RN B 72,

5) REVEMNT S ER

BB 1 MBS S, FoREgsfTbh B
I2& B4EH.

10. AEEHEHT

1) AREORHT

PPS M & LT, HH5HTHB X O IEREOERIR)
P &R E R R & AT L 720 BRRZDRITA DR E Z 0

95% EHAX 2 I L7z, S512, BHKNEB X R
TRIOEMEE, FRENNE LR S OG5 T 2 81
BOFREFEHEB L 72,

2)  SEWENRE O FEAT

Sy 17 ) 5 FI R I 0 R 0 AR BEIRIE A1 F T 480 ) B
O8I v ] oIS 7 — 5 12DV TC, i
BEZ Y i, BRI G- S ORGERE & X il & L 722§ X
AR L 720 MRIEREH, $RIMBEZ O FEEEDS 2 WA DI
EAERIIATRH & L7z,

3) MR EHT

MRPER 2 GEF I AR TV, fRARLT WV, 509,
KA, fRD B, HIEARRE) OMEEIGEZRERL
720

4)  wEVE O

ICH EIBEEESEAEEE H ARG (MedDRA/]) T
ATHERZOWENKGHE (SOC) B X AT (PT)
OB X OSBIE, BB, BBARERB L2,

I i S

1. JEBIRE K

AREROFEBIEIK % Fig. 3 1R o ML o 5 46
MiE, BERICHAANSNEF 17760 H 5, IRIEH
FE#E O 3 F13B X ORI RE LTAEYTH S
ZEDHIH L7 261 % Bt L 72 172 61, FAS &, IR
FEAT R G A 20 © A B 5% R 9 it 2 49 % B4} L 72 170
B, PPS i, FAS 2> S35 HIMIAE 4 41, Byl kit
2%, ARIEZH 80% A 1 B3 X OFF BAEAMH E Ak 1
B % B4k L 72 162 BT d - 720 Y B REFAT 1 G 45 1 IZ,
TR PR ST R S 3 70 S FR MR FEFE D 9 BB & U4 7 —
B AERG 1 60 % Bryh L 72 162 Bl CTdh - 72

2. BHEER

D AR

PPS T3 ERNIZ S 63.6% (103/162 1), ¢ 364% (59/
162 B1), 4EhE O3 + FEHEF 21X 41 =28 7T, 2 7% DL I
5% LA FA354.9% (89/162 Bl) L e b % o 720 KEDF
¥+ BEHEREIL 174+ 86 kg T, 10 kg Ph Lk 20 kg KiiliAs
66.7% (108/162 B) Tdh > 720 F72, TNTHKEHT,
HE 2O EREEE I SSES L OHEREE $1250% (81/162
Bl) THotzo £HRED Y OEFHIL648% (105/162
Bl) ThHy, HEEEEE - GOHEX [H Y ] A784% (127/
162 B1) T, FICAMERSPESE, SR RGEOREL G
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Tl

Enrolled subjects

Excluded from

compliance analysis set
5
Reason for exclusion
-Withdrawal of 3
consent before
compliance
-Not eligible before 92
compliance

Compliance analysis set

Excluded from
pharmacokinetic analysis set
10

Reason for exclusion
- No blood collection 9
- Data exceeding 1
detection limits
missing

Excluded from
full analysis set (FAS)
2
Reason for exclusion
-Observation data 2
missing

Pharmacokinetic
analysis set
162

FAS
170

Excluded from
per protocol set (PPS)
8

Reason for exclusion

- Shortage of treatment 4
period

- Violation of exclusion 2
criteria

-Compliance < 80% 1

- Essential data missing 1

PPS
162

Fig. 3. Analyzed population.

LTWwieo E72, #% 1R o2 B RORLEIL &
D1 A3494% (80/162 #1) T -7z (Table5)o

2)  JRHEEZHS % MIC S 55

HE WA 5 B RO BRI S, £ DR
\&, H.influenzae 43 ¥k, S. pneumoniae 39 ¥k, M.(B.) ca-
tarrhalis 9 ¥k, S. pyogenes 5 ¥k, S. aureus 1 ¥k, Pseudomonas
aeruginosa 1 B T - 720 KW 98 ¥k 12397 %5 TFLX
D MICwtd 0.12 ug/mL, Z @ fit ® & #l © MICy 1% 0.5
pg/mL PLETH Y, SHIHGE %17 > 72 NFLX, LVFX,
CDTR, CFPN, CVA/AMPC(1:2), CVA/AMPC( :
14) B X OAZM & i L T TFLX @ MICw 2% # b
o7z (Table 6)o

T 7z, BB BERE NS 5 KPURHE D MIC B A6
(Tables 7~9)#*5 &, TFLX I3MBOHLRFE & T, X
DRESZHMICY 7 M LT,

3) S.pneumoniae 3 & U H. influenzae O ¥t i 3 & =
B X OFEA P R

S. pneumoniae 39 ¥k @ 9  PBP #{n T4 EHkIZ 35
(89.7%) TH Y, 71T A FithBE T2 R 36
Pk (923%) T & - 7z (Tables 10, 11)o S. pneumoniae
2R3 % TFLX @ MICy i 012 ug/mL Td - 7z (Ta-
ble 7)o

H. influenzae 43 ¥k ® 9 % PBP # {n ¥ 2 5 4k 1% 30 #&
(69.8%) Td - 7= (Table 12), H. influenzae \Z X3 %
TFLX ® MICw 13 =<0.06 ug/mL Td -7 (Table 8),

3. ARtk

1) FRRADR

BGRETRE 23 PIEROFRF I AT, 969%
(157/162B1) T & U, 4mg/kgx2[/H % 5 # T 1%
97.7% (125/128 $1), 6 mg/kg x 2 [/ H# Tid 94.1% (32/
34#l) THo7: (Table13),
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Table 5. Subject summaries

Number (%)
Item
FAS PPS
Number analyzed 170 162
Male 107 (62.9) 103 (63.6)
Gender
Female 63 (37.1) 59 (36.4)
1 38 (22.4) 34 (21.0)
>92-<5 92 (54.1) 89 (54.9)
Age (yr) >6-<11 35 (20.6) 34 (21.0)
> 12 5 (2.9) 5 (3.1)
Mean = SD 4.0+28 41%+28
Body height (cm) Mean = SD 101.2+19.6 101.5+19.6
<10 17 (10.0) 14 (8.6)
>10-< 20 112 (65.9) 108 (66.7)
Body weight (kg) > 20-< 30 30 (17.6) 29 (17.9)
> 30 11 (6.5) 11 (6.8)
Mean % SD 17.3%85 174 %86
Category Outpatient 170 (100) 162 (100)
Preschool [No 28 (16.5) 26 (16.0)
Group nursing [Yes 110 (64.7) 105 (64.8)
School 32 (18.8) 31 (19.1)
. . . Moderate 83 (48.8) 81 (50.0)
Severity of infection
Severe 87 (51.2) 81 (50.0)
N 38 (22.4 35 (21.6
Underlying disease and/or complication © (22:4) (2L6)
Yes 132 (77.6) 127 (78.4)
Ni 86 (50.6 82 (50.6
History of acute otitis media (AOM) within one year ° (506) (506)
Yes 84 (49.4) 80 (49.4)
) L No 107 (62.9) 104 (64.2)
Previous antimicrobial treatment
Yes 63 (37.1) 58 (35.8)
<37 71 (41.8) 68 (42.0)
Body temperature (C) >37-< 38 65 (38.2) 62 (38.3)
> 38 34 (20.0) 32 (19.8)
- 34 (20.0) 33 (20.4)
, + 61 (35.9) 56 (34.6)
Otalgia
2+ 54 (31.8) 53 (32.7)
3+ 21 (12.4) 20 (12.3)
- 30 (17.6) 30 (18.5)
+ 60 (35.3) 56 (34.6)
Ear fullness
2+ 65 (38.2) 62 (38.3)
3+ 15 (8.8) 14 (8.6)
- 6 (3.5) 6 (3.7)
+ 24 (14.1 22 (13.6
Redness of tympanic membrane (14.1) (13.6)
2+ 84 (49.4) 80 (49.4)
3+ 56 (32.9) 54 (33.3)
- 00 0
+ 30 (17.6 29 (17.9
Volume of middle ear effusion (17.6) (17.9)
2+ 65 (38.2) 64 (39.5)
3+ 75 (44.1) 69 (42.6)

2) IR BB A R

BN S S, TRBRFE AT E A L7
ERI % AR, RN A %)% BT L7z (Table 14) .
S. pyogenes (TFLX MIC : 0.5 ug/mL) & 4 i 3 1 4,
S. pneumoniae (PSSP) (TFLX MIC : <0.06 ug/mL) 8 &
" H. influenzae (BLNAS) (TFLX MIC : <006 pug/

mL) DBEBEEGEE 1 H 0 2602 R X, BEDRIEE
MEZZERTHY, 986% (71/7241) TH-72

3) HEHT 2 EMBOERR

PG TR DR R ZF R £ 7 3HE RO BHE %4
L, BT 2BMEH $GRT +7~+21 HEE) OF
% - BRI SN BE 1426109 HFES - kY
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Table 6. Susceptibility for antimicrobial agents of the bacteria isolated in this trial
Acent No. of MIC ( ug/mL) MICoo
en .
s strains <006 012 025 05 1 2 4 8 >16 | (ug/mL)
TELX frequency 98 67 26 1 3 1 0.12
cumulative (%) 68.4 94.9 95.9 99.0 99.0 100 100 100 100
NFLX frequency 98 42 7 3 15 15 12 4 8
cumulative (%) 429 50.0 53.1 53.1 53.1 68.4 83.7 959 100
LVEX frequency 98 52 1 19 22 3 1 1
cumulative (%) 53.1 53.1 54.1 73.5 95.9 99.0 99.0 99.0 100
CDTR frequency 98 34 16 23 22 2 1 0.5
cumulative (%) 34.7 51.0 74.5 96.9 99.0 99.0 99.0 99.0 100
CFPN frequency 98 28 8 7 16 17 14 7 1 2
cumulative (%) 28.6 36.7 439 60.2 77.6 91.8  99.0 99.0 100
CVA/AMPC  frequency 98 24 5 15 13 16 9 6 4 6 8
1:2) cumulative (%) 24.5 29.6 44.9 58.2 74.5 83.7 89.8 93.9 100
CVA/AMPC  frequency 98 24 5 13 14 16 10 6 3 7 8
(1:14) cumulative (%) 24.5 29.6 429 57.1 735 83.7 89.8 929 100
AZM frequency 98 12 5 2 9 20 11 7 3 29 > 16
cumulative (%) 12.2 17.3 19.4 28.6 49.0 60.2 67.3 70.4 100
TFLX: tosufloxacin, NFLX: norfloxacin, LVFX: levofloxacin, CDTR: cefditoren, CFPN: cefcapene, CVA/AMPC: -clavulanic
acid/amoxicillin, AZM: azithromycin
Blank: data not available
Table 7. Susceptibility for antimicrobial agents of S. pneumoniae isolated in this trial
No. of MIC ( ug/mL) MICso
Agent .
strains <006 012 025 05 1 2 4 8 >16 | (ug/mL)
TFLX frequency 39 14 24 1 0.12
cumulative (%) 359 97.4 100 100 100 100 100 100 100
frequency 39 12 15 11 1 8
NFLX )
cumulative (%) 30.8 69.2 97.4 100
frequency 39 18 21 1
LVFX .
cumulative (%) 46.2 100 100 100 100 100
CDTR frequency 39 7 9 8 13 2 0.5
cumulative (%) 179 41.0 61.5 94.9 100 100 100 100 100
CEPN frequency 39 6 6 6 11 9 1 1
cumulative (%) 15.4 30.8 46.2 74.4 974 100 100 100 100
CVA/AMPC  frequency 39 18 2 5 3 9 2 1
1:2) cumulative (%) 46.2 51.3 641 718 949 100 100 100 100
CVA/AMPC  frequency 39 18 2 5 3 9 2 1
(1:14) cumulative (%) 46.2 51.3 64.1 71.8 949 100 100 100 100
AZM frequency 39 2 1 1 4 3 28 > 16
cumulative (%) 5.1 7.7 7.7 10.3 10.3 20.5 282 100
TFLX: tosufloxacin, NFLX: norfloxacin, LVFX: levofloxacin, CDTR: cefditoren, CFPN: cefcapene, CVA/AMPC: -clavulanic

acid/amoxicillin, AZM: azithromycin
Blank: data not available

B EHE SN BEIL 0 BT, BFHERIZE 7.0% (10/142
) Tdh -7z (Table 15), FFELHIE S N7z 3 HIOBH
Mo, FIEROMEFERA B\ T H. influenzae % 1
L7z,

4)  BARIEROHER

BRARAER 3P 5- 3 HIRICIZIZ & A LR L, 5%
TR KRS L OSEHERSY PLAE 85% Ll b AT Ik AL

L7

5) #bsrEH OME

WM TR E 2213HIER OB SR FIAE R, £
RE B L ORI G- AT OPRIER G- O &, EYWE
FREFE IS Db 63, HRIFIZIZIZFEEETH > 72 (Table
16). F7:, WEEEGEROINERS [H Y ] 0BH
T, LSEHEBIIH L THRG SNIPIRIENER T 2 13H
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Table 8. Susceptibility for antimicrobial agents of H. influenzae isolated in this trial
No. of MIC (ug/mL) MICso
Agent .
strains < 006 012 025 05 1 2 4 8 >16 | (ug/mL)
TFLX frequency 43 43 < 0.06
cumulative (%) 100 100 100 100 100 100 100 100 100
NFLX frequency 43 42 1 < 0.06
cumulative (%) 97.7 100 100 100 100 100 100 100 100
LVFX frequency 43 43 < 0.06
cumulative (%) 100 100 100 100 100 100 100 100 100
CDTR frequency 43 20 7 14 2 0.25
cumulative (%) 46.5 62.8 95.3 100 100 100 100 100 100
CFPN frequency 43 16 2 1 4 13 7 4
cumulative (%) 372 41.9 41.9 42.2 53.5 83.7 100 100 100
CVA/AMPC  frequency 43 5 9 7 7 6 4 5 > 16
(1:2) cumulative (%) 116 326 488 651 791 884 100
CVA/AMPC  frequency 43 1 3 10 6 8 6 3 6 > 16
(1:14) cumulative (%) 2.3 9.3 32.6 46.5 65.1 79.1 86.0 100
AZM frequency 43 1 1 9 19 10 3 2
cumulative (%) 2.3 2.3 4.7 25.6 69.8 93.0 100 100 100
TFLX: tosufloxacin, NFLX: norfloxacin, LVFX: levofloxacin, CDTR: cefditoren, CFPN: cefcapene, CVA/AMPC: clavulanic
acid/amoxicillin, AZM: azithromycin
Blank: data not available
Table 9. Susceptibility for antimicrobial agents of M. (B.) catarrhalis isolated in this trial
No. of MIC (ug/mL) MICoo
Agent .
strains < 006 012 025 05 1 2 4 8 >16 | (ug/ml)
TFLX frequency 9 9 < 0.06
cumulative (%) 100 100 100 100 100 100 100 100 100
frequency 9 6 3 0.25
NFLX ’
cumulative (%) 66.7 100 100 100 100 100 100 100
LVEX frequency 9 9 < 0.06
cumulative (%) 100 100 100 100 100 100 100 100 100
frequency 9 2 1 6 0.5
CDTR ’
cumulative (%) 22.2 22.2 33.3 100 100 100 100 100 100
fi 1 1 4 1
CFPN requenc.y 9 3
cumulative (%) 11.1 11.1 22.2 66.7 100 100 100 100 100
CVA/AMPC  frequency 9 1 3 5 0.25
(1:2) cumulative (%) 1.1 444 100 100 100 100 100 100 100
CVA/AMPC  frequency 9 1 2 5 1 0.5
(1:14) cumulative (%) 11.1 33.3 889 100 100 100 100 100 100
AZM frequency 9 9 < 0.06
cumulative (%) 100 100 100 100 100 100 100 100 100
TFLX: tosufloxacin, NFLX: norfloxacin, LVFX: levofloxacin, CDTR: cefditoren, CFPN: cefcapene, CVA/AMPC: -clavulanic
acid/amoxicillin, AZM: azithromycin
Blank: data not available
Table 10. Susceptibility vs. number of PBP resistance genes in S. pneumoniae
PBP gene type TFLX
Causative organisms Total
— 2x la+2x | 2x+2b 2b la + 2x + 2b MICoo
S. pneumoniae 4(10.3) 9 (23.1) 3(7.7) 6 (15.4) 2 (5.1) 15 (38.5) 39 0.12
PSSP 4 9 1 2 16 0.12
PISP 2 6 11 19 0.12
PRSP 4 4 0.12




60 H KR AL % #F 3 % & M Gk OCT. 2010

Table 11. Susceptibility vs. number of macrolide resistance genes in S. prneumoniae

Macrolide resistance gene type TFLX
Causative organisms Total
— mefA ermB mefA + ermB MICso
S. pneumoniae 3(7.7) 9 (23.1) 19 (48.7) 8 (20.5) 39 0.12
PSSP 3 2 11 16 0.12
PISP 6 6 7 19 0.12
PRSP 1 2 4 0.12

Table 12. Susceptibility vs. number of PBP resistance genes in H. influenzae

PBP gene type TFLX

Causative organisms Total
— 3-1 3-2 3-12 MICoo
H. influenzae 13 (30.2) 7 (16.3) 0(0) 23 (53.5) 43 < 0.06
BLNAS 12 7 15 34 < 0.06
BLNAR 6 6 < 0.06
BLPAR 1 < 0.06
BLPACR 2 2 < 0.06

Table 13. Clinical efficacy at end of treatment

. Clinical efficacy Excellent Efficacy 95% confidence
Daily dose Total .
Excellent Good Fair Poor (%) (%) interval
4 mg/kg bid 128 98 27 3 0 76.6 97.7 93.3-99.5
6 mg/kg bid 34 26 6 2 0 76.5 94.1 80.3—99.3
Total 162 124 33 5 0 76.5 96.9 92.9-99.0

Excellent (%) = Excellent/Total X 100
Efficacy (%) = Excellent + Good/Total X 100

Table 14. Clinical efficacy by causative organism at end of treatment

Causative organism Total Excellent Good Fair Poor Efficacy (%)
Monomicrobial infection 72 58 13 1 0 98.6
Aerobic Gram-positive bacteria 34 26 7 1 0 97.1

S. pyogenes 3 1 1 1 0 [2/3]
8. pneumoniae 31 25 6 0 0 100
PSSP 13 11 2 0 0 100
PISP 15 12 3 0 0 100
PRSP 3 2 1 0 0 [3/3]
Aerobic Gram-negative bacteria 38 32 6 0 0 100
M. (B.) catarrhalis 3 1 2 0 0 [3/3]
H. influenzae 34 30 4 0 0 100
BLNAS 25 21 4 0 0 100
BLNAR 6 6 0 0 0 100
BLPAR 1 1 0 0 0 [1/1]
BLPACR 2 2 0 0 0 [2/2]
P. aeruginosa 1 0 0 0 [1/1]
Polymicrobial infection 13 8 4 1 0 92.3
MSSA + S. pyogenes 1 0 1 0 0 [1/1]
S. pyogenes + M. (B.) catarrhalis 1 1 0 0 0 [1/1]
PSSP + BLNAS 3 1 1 1 0 [2/3]
PISP + M. (B.) catarrhalis 2 2 0 0 0 [2/2]
PISP + BLNAS 2 1 1 0 0 [2/2]
PRSP + BLNAS 1 1 0 0 0 [1/1]
M. (B.) catarrhalis + BLNAS 3 2 1 0 0 [3/3]

Efficacy (%) = Excellent + Good/Total X 100
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Table 15. Recurrence within 2 weeks after treatment completion
No Recurrence or new infection o
95%
N P R
Daily dose Total (_) . recurrence New Unable ecurrence confidence
determination nor new Recurrence to (%) :
; . infection interval
infection determine
4 mg/kg bid 125 12 106 2 0 5 6.2 25-12.3
6 mg/kg bid 32 3 26 1 0 2 10.3 22-274
Total 157 15 132 3 0 7 7.0 3.4-12.6
Population: PPS that clinical efficacy were judged “Excellent” or “Good” at end of treatment
No determination: Observation data missing within 7 to 21 days after treatment completion
Recurrence (%) = (Recurrence + New infection + Unable to determine)/(“Total” — “No determination”) X 100
Table 16. Clinical efficacy by subject summery at end of treatment
Clinical efficacy
Item Total Efficacy (%)
Excellent Good Fair Poor
1 34 23 10 1 0 97.1
Age (yr) >2-<5 89 73 15 1 0 98.9
e
ge T >6-<11 34 25 6 3 0 91.2
> 12 5 3 2 0 0 [5/5]
<10 14 10 3 1 0 92.9
>10-< 20 108 83 24 1 0 99.1
Bod ight (k
ody weight (ke) > 20-< 30 29 23 3 3 0 89.7
> 30 11 8 3 0 0 100
Category Outpatient 162 124 33 5 0 96.9
Preschool [No 26 19 6 1 0 96.2
Group nursing [Yes 105 84 19 2 0 98.1
School 31 21 8 2 0 93.5
. . . Moderate 81 64 16 1 0 98.8
Severity of infection
Severe 81 60 17 4 0 95.1
N 35 28 6 1 0 97.1
Underlying disease and/or complication ©
Yes 127 96 27 4 0 96.9
) o No 82 64 16 2 0 97.6
History of AOM within one year
Yes 80 60 17 3 0 96.3
) o No 104 78 23 3 0 97.1
Previous antimicrobial treatment
Yes 58 46 10 2 0 96.6
. R No 77 58 16 3 0 96.1
Causative organisms
Yes 85 66 17 2 0 97.6
Efficacy (%) = Excellent + Good/Total X 100
HTho BB T 2AREOH)EIZ 946% (35/37 W] 9141 (529%), [ERARLT ] 77 B (448%) T, 1T

Bl) THY, 2FEH LOFRHEE G SN BEI1T
BlE b Lol

6) IR FIRY R

PG T E 723k B o MR E R B, %k
98.8% (84/85 %) THV, 4mg/kg B, 6 mg/kg FEMH T
FIZIFFA%TH o 72 (Tablel17). WHEFKIT KT
99.0% (97/98 #k) TH Y, S.pyogenes D 1 bk&x B < X
TOWMPHEE L2 7T LR ORMERIL, 97.8%
(44/45 1) TH Y, 7T ABEERIX 100% (53/53 k) T
& -7z (Table 18), 7z, 15 3 H#IZIL, 2K T 96.8%
(60/62 1) LEVHIHEELZRLZ,

4. R

RAPEASHIE SN2 1726810 9 B, [FERICERART

EAEDEED [IFICHRART V] BIO [#ART
W] THho7 (Table19),

5. FYyEhiE

1) L v g 3 30 5 i o A X

S B REMRHNT 0 S 42 F1 162 B > TFLX o Ifil % H i i
BEMEIE, XD ZIEKRE VD ODEFERA DA
BEMERSY LB L Tz (Fig.4).

6. L&t

LEVERRNT R S 172 BT TIE R L, BEELAE
FLRH 3B 3 (FFRRER R, S8 3 & B X OiLAE
WERH AR BHL, WINDLEEEE O REERIE
R L] THorzs

AEFGUZ 102 61 165 FF5BLL, F8BI=1E 59.3% (102/
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Table 17. Bacteriological efficacy at end of treatment
Decrease or o
. L . . Unable to Eradication
Daily dose Total Eradication partially Persistence .
. determine (%)
persistence
4 mg/kg bid 128 64 0 0 64 100
6 mg/kg bid 34 20 0 1 13 95.2
Total 162 84 0 1 77 98.8

Eradication (%) = Eradication/(Eradication + Decrease or partially persistence + Persistence) X 100

Table 18. Bacteriological eradication by treatment duration

Eradication (%)
Causative organism 3d ft 7 d ft
.ayé ’ e.r .ay.s & ér End of treatment
administration administration
Total 60/62 (96.8) 85/88 (96.6) 97/98 (99.0)
Gram-positive bacteria 25/27 (92.6) 40/43 (93.0) 44/45 (97.8)
S. aureus — 0/1 1/1
MSSA - 0/1 1/1
S. pyogenes 1/2 3/5 4/5
S. pneumoniae 24/25 (96.0) 37/37 (100) 39/39 (100)
PSSP 9/9 (100) 15/15 (100) 16/16 (100)
PISP 13/14 (92.9) 18/18 (100) 19/19 (100)
PRSP 2/2 4/4 4/4
Gram-negative bacteria 35/35 (100) 45/45 (100) 53/53 (100)
M. (B.) catarrhalis 5/5 8/8 (100) 9/9 (100)
H. influenzae 29/29 (100) 36/36 (100) 43/43 (100)
BLNAS 23/23 (100) 29/29 (100) 34/34 (100)
BLNAR 4/4 5/5 6/6 (100)
BLPAR - 1/1 1/1
BLPACR 2/2 1/1 2/2
P. aeruginosa 1/1 1/1 1/1
Eradication (%) = Eradication/(Eradication + Persistence) X 100
Table 19. Compliance
Subjects (%)
Total
Very easy to take Easy to take Common Hard to take Unable to take
172 91 (52.9) 77 (44.8) 2 (1.2) 1(0.6) 1(0.6)
Population: Compliance analysis set
4 ° * 4mg/kg
= 7 © 6 mg/kg
E
R 37 © ©
1 i
L
g=
o
= 27
]
=] _
9]
Q
<
=
7 [ X
%e
¢0 o°* 0
0 T T T * T : T T LA T . = .l
0 6 12 18 24

Time (h)

Fig. 4. Plasma TFLX concentration in pediatric acute bacterial otitis media.
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17260 CTH Y, BIVEMIE 34 61 48 ¢, RITEMSEEERZ
19.8% (34/172 1) Td o 720 FHEIE o 72 HEFHLR
&, FHIRL% (14/17241) B X ORI 64% (11/172
%) T&H -7z (Table 20),

BISC B A28 EH5E 3631 (BIfg 2B &
OB 1), #5FHIkOBH L o 72 HEHLIL 667
(G892 1k, R, BRIk <4377 A<k
Mige, BVERIERERD X O £ 11, REOFE
HEp2p 2 B2 ThHoT.

AERGEBIR L AEHRBIRIL, FRETICHERS
< BRI %2 7R~ L7z

AR BV TR G- SN TR TOEET,
HNREEBRPEECTELVHEEIICHEET 2 HEREL L
<, MMP-3 CTIZWEE % 2EENI e h o 720

BT 1 4E 2 F TR A L2 EC M 5 4 &5
L DOFBIFIL 89% (15/168 ) THh - 7278, L55#EH) <
AoNb X9 EEEEE R, TRTOBHETHEM
R S iz,

m. % =

HEERELL o/ B LR HE X2 L E L,
TFLX £ LTl 4mg/kg 721X 6mg/kg # 1 H 2 [
w14 O (28 ) RO 5 L7z AL, =7
T NIV Lk L RRE T, REOFRMEDL L 0L etkE
MRET L 720

Sl OFERTHE 5 MR HEE oML EA B X O b
i, IhEFToONMNBREPEROFEHEEDS & R
BIXOMWHEEFHEICET ARG LIZIZT—%L
72l R M SR Tl PSSP %° BLNAS 1243 &
NTWZHETY, 12U EOEEET28 L TwaEk
PEHEEICRL SN TE Y, FEIERE I kb
A=Y (A

BWHGHTHRHEZIIPLEREOERFEITEMETI6.9%
(157/162 B1) T& v, 4mg/kgx2[l/H £ 5 # T &
97.7% (125/128 1), 6 mg/kg x 2 [nl/H # Tl 94.1% (32/
3460 &, 4mg/kg BB L 6 mg/kg HEOERIFED 95%
BEXMPEL 722 &0, WS HEOFRZIFES
EEZ LNz Amg/kgTHETH, AW CE A 1M
BRI 2 MR L T2 e s, BNBAMETRE
BHICH LT TFLX4mg/kg®# 1 H2H¥x5+52 &
XD, BOBRASIFFTE S EEZ LN,

F 72, KRB E Wl — O g I EE TrET S BTl
ZWHOD NEEMERERBENA T4 VOTHRES
MTwa CVA/AMPC (1 : 14 #5#))' o Sk B 4120t
TEEMELURD L, HERTOAERZEI35% (72/77
) 123k L CAREDOHRIEIE 96.9% (157/162 Bl) L1
DR TDH o 720 S. pneumoniae, H. influenzae 3 &
O M. (B.) catarrhalis \ZR$ B HERFIZOWTD, A3
100% (91/91 #k), CVA/AMPC (1 : 14 #%#])100% (50/
50 1) LSRR TH o7z HGHKT 2HMBETOH

FE%1x, CVA/AMPC (1 : 14 #5#]) OFIEHK 14.2% (21/
148 ) & HXT, KRIHET70% (10/1426)) THY, FHE
FIIEA > 7272, CVA/AMPC (1 : 14 #H)) 12T
L DEBITEVIRBIC R > T b EEZON L,

BEERNOBRIZOWTHE 21T 572, PHED
AT FEASEAE O B I3 5 A% 95.1% (77/81 #1)
THY, FEREDEZITHT 2 AR L FRICEMEZ R
L7zo BEHIHS-PURSE MR EH 1204 2 A 8051 94.6%
(35/37 ), HERIRE YR L Cid 98.1% (103/105 #1),
Lig L B PLT oK F o B3 L Tl 984%
(121/123 Bll) L VAR E IR LIz SHHED T L b,
HAEL L OCEAIR GREEREE, 2o TICHELD
WHEILD Y R 2 77 7 5 —ThHERREFR, BEEHOD
BEN L TORERIE R RSFFTE L L%
Z bz,

Be G TREF 7213 L BF O W TE 313 24K T 99.0%
(97/98 #) <Td 1, PRSP4 #k PISP 19 #%, BLNARG
BB X O B-lactamase FEAE M. (B.) catarrhalis 9 #RIZX 9
AHHEEFIR, wInd 100% THO, NEEEFHE %
THE L 2> TV BIHER I L TRV REZ R
L7zo 72, #45-3 HZIZBWT, S. pneumoniae 1 BB X
O°S. pyogenes L Mk Z BR < X TORAHELTH D,
96.8% (60/62 1k) & m\VHEFEZRL, R oYM
RO b Tz,

AR TR EN2FTRTOFEKEE I $ % TFLX
D MICw1Z 012 ug/mL T, FELRFNETIX, S. pneu-
moniae 0.12 ug/mL B & OH. influenzae <0.06 ug/mL T
Holze £72, S. pneumoniae D PCG M PEFRS & O H. in-
fluenzae > ABPC IPERRIZX LT, TFLX EZhTh
DEZPRRE M E MICHZR L7z A% =2 —F /1
VRETHDH I ENS, PCG B LU ABPC &3z Lt
PERERWD, ENEFNOEZMEM L F U MIC i %
MLz EZONTZ, BORHRELEMNTLHRE
TholzbtEzZoNhbh,

RRE TR SN2 T RTOBFNE ISR L TAREE,
B-F 75 AFRHEBIVP~ 0T 4 FRIELE L THRW
R ZR L. T2, AREIGBE 1FEHOBERE %
OREMEUC L 5T, FMWARFEZR L7z (Table 21),
INSORERIE, AEI=—2—-F/nrRETHY, =
NECTPUCHH SN TELREOPIHIE & 1372 515
HEFZR Lo ELORL,

PURSERIC L D AP E RS ZABRBEL T,
ZOBRPHEREZRYEL, REMPERELBIET 5 EH
PEEIN TV D, KEWEHHRD) A 7775 —%
LT, HEHERBE, £HRE, BREOWMMLE V)
TRDE 2 5NTW 57 AR E IR0 5 A8
ORNFEHE)V A2 7 77 & — T &2 retrospective THRE
AT o 720 ARV B KO FAE ORI ITO6HEEES " ©
Rl 2 v CTleEd L7z (Table 22) . FOF5E, %4
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Table 20. Incidence of adverse events
Event Relationship?®
SOC, HLGT Subjects 1-4 1-3
i (Total)

PT Subjects Events Incidence® Subjects Events Incidence®
Total 172 102 165 59.3 34 48 19.8
Eye disorders 172 2 2 1.2 0 0 0

Eyelid oedema 172 1 1 0.6 0 0 0

Conjunctival hyperaemia 172 1 1 0.6 0 0 0
Gastrointestinal disorders 172 28 38 16.3 13 16 7.6

Diarrhoea 172 14 15 8.1 6 6 3.5

Vomiting 172 11 12 6.4 4 4 2.3

Nausea 172 3 3 1.7 1 1 0.6

Abdominal pain 172 2 2 12 2 2 12

Stomatitis 172 2 2 1.2 0 0 0

Constipation 172 1 1 0.6 1 1 0.6

Abdominal distension 172 1 1 0.6 1 1 0.6

Faeces discoloured 172 1 1 0.6 0 0 0

Lip blister 172 1 1 0.6 1 1 0.6
General disorders and 172 11 12 6.4 9 9 52
administration site conditions

Pyrexia 172 7 7 4.1 5 5 2.9

Thirst 172 5 5 2.9 4 4 2.3
Hepatobiliary disorders 172 1 1 0.6 0 0 0

Hepatic function abnormal 172 1 1 0.6 0 0 0
Infections and infestations 172 42 46 24.4 0 0 0

Nasopharyngitis 172 10 10 5.8 0 0 0

Otitis media acute 172 5 6 2.9 0 0 0

Acute sinusitis 172 4 4 2.3 0 0 0

Otitis externa 172 3 3 1.7 0 0 0

Otitis media 172 3 3 1.7 0 0 0

Acute tonsillitis 172 2 2 1.2 0 0 0

Bronchitis 172 2 2 12 0 0 0

Pharyngitis 172 2 2 12 0 0 0

Laryngopharyngitis 172 2 2 1.2 0 0 0

Herpangina 172 2 2 12 0 0 0

Bronchopneumonia 172 1 1 0.6 0 0 0

Gastroenteritis 172 1 1 0.6 0 0 0

Paronychia 172 1 1 0.6 0 0 0

Rhinitis 172 1 1 0.6 0 0 0

Sepsis 172 1 1 0.6 0 0 0

Pneumonia mycoplasmal 172 1 1 0.6 0 0 0

Exanthema subitum 172 1 1 0.6 0 0 0

Molluscum contagiosum 172 1 1 0.6 0 0 0

Mumps 172 1 1 0.6 0 0 0

Viral pharyngitis 172 1 1 0.6 0 0 0
Injury, poisoning and 172 5 5 2.9 0 0 0
procedural complications

Arthropod sting 172 4 4 2.3 0 0 0

Contusion 172 1 1 0.6 0 0 0
Metabolism and nutrition 172 6 6 35 5 5 2.9
disorders

Anorexia 172 6 6 3.5 5 5 2.9
Musculoskeletal and connective 172 2 2 1.2 0 0
tissue disorders

Arthralgia 172 2 2 12 0 0 0
Nervous system disorders 172 6 6 35 4 4 2.3

Somnolence 172 5 5 2.9 4 4 2.3

Headache 172 1 1 0.6 0 0 0

(continued)
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Table 20. (continued)
Event Relationship®
Subjects
SOC, HLGT 1-4 1-3
(Total)

PT Subjects Events Incidence® Subjects Events Incidence®
Renal and urinary disorders 172 2 2 1.2 1 1 0.6
Dysuria 172 1 1 0.6 0 0 0

Enuresis 172 1 1 0.6 1 1 0.6
Respiratory, thoracic and 172 6 8 3.5 0 0 0
mediastinal disorders

Epistaxis 172 3 3 1.7 0 0 0

Rhinorrhoea 172 2 2 1.2 0 0 0

Cough 172 1 1 0.6 0 0 0

Dyspnoea 172 1 1 0.6 0 0 0

Upper respiratory tract 172 1 1 0.6 0 0 0

inflammation
Skin and subcutaneous tissue 172 11 11 6.4 4 4 2.3
disorders

Rash 172 3 3 1.7 3 3 1.7

Eczema 172 2 2 1.2 0 0 0

Erythema 172 2 2 1.2 1 1 0.6

Heat rash 172 2 2 12 0 0 0

Dermatitis contact 172 1 1 0.6 0 0 0

Dry skin 172 1 1 0.6 0 0 0
Vascular disorders 172 2 2 1.2 1 1 0.6

Pallor 172 2 2 1.2 1 1 0.6
Investigations 164 21 24 12.8 7 8 4.3
Enzyme investigations NEC 163 1 1 0.6 1 1 0.6

Blood creatine 163 1 1 0.6 1 1 0.6

phosphokinase increased
Haematology investigations 162 11 12 6.8 3 3 1.9
(incl blood groups)

Eosinophil count increased 159 6 6 3.8 1 1 0.6

Platelet count increased 158 3 3 1.9 0 0 0

Lymphocyte count increased 159 1 1 0.6 0 0 0

Monocyte count increased 159 1 1 0.6 1 1 0.6

White blood cell count 159 1 1 0.6 1 1 0.6

decreased
Metabolic, nutritional and 85 2 2 2.4 0 0 0
blood gas investigations

Blood glucose decreased 85 2 2 2.4 0 0 0
Renal and urinary tract 163 1 2 0.6 1 2 0.6
investigations and urinalyses

Blood urine present 61 1 1 1.6 1 1 1.6

Red blood cells urine positive 61 1 1 1.6 1 1 1.6
Water, electrolyte and mineral 161 6 7 3.7 2 2 1.2
investigations

Blood chloride decreased 161 5 5 3.1 2 2 12

Blood sodium decreased 161 2 2 1.2 0 0 0

4 1: Certain, 2: Probable, 3: Possible, 4: Unrelated

b Incidence (%) = Subjects (Relationship 1—4 or 1-3)/Subjects (Total) X 100

BERIVZN DD, VAT 7775 —DFEIZ»D
HOF, MOARED X SO GHRNB X OhHER
FOFGMETH o722 s, REOKSG XY 2k
FaoEERI DI wEEbh s,

TEEICHE LT, AEHELITEEKT 102 B 165 75
BLL, FEBIE1359.3% (102/172 B1) TH Y, FIFEMHIZ 34
B, 48 fFC, FIEHIZEBIERIE 19.8% (34/172 1) TH -

72 HHBNE Lo AEHLL, FTHBLIOELOE
BREEICHET A HEL TH o720 L L, MK &2
&, REBO TMORERZREBE 35% (6/172 61) 1,
CDTR-PI"® 3.7% (17/456 B) L K& { £ b B3, CVA/
AMPC (1: 14 B#) " 355% (38/107 f) 12T
K<, WK EMEE 22 HRTIRVEE R RED
e O EIVE SR 23% (4/172 1) TH Y, CVA/
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Table 21. Clinical efficacy by history of AOM within one year
History of AOM . Efficacy
Total Excellent Good Fair Poor

(frequency) (%)
0 90 71 17 2 0 97.8
1 37 26 10 1 0 97.3
2 19 14 3 2 0 89.5

3 9 8 1 0 0 100
4 1 1 0 0 0 [1/1]
5 1 1 0 0 0 [1/1]
6 1 1 0 0 0 [1/1]
7 2 2 0 0 0 [2/2]
10 1 0 1 0 0 [1/1]
11 1 0 1 0 0 [1/1]

Efficacy (%) = Excellent + Good/Total X 100

Table 22. Duration of reduction of pyramid of light by risk factor

Loss of light cone/opacity
Duration of Duration of
Risk factor Total Efficacy®(%) administration® No. of loss of light
(day) subjects cone/opacity®)
(day)
) <4 155 96.8 8.7 136 9.9
1) History of AOM >4 7 100 8.7 4 83
WILHIN ONE Year 7777777777 m o s oo oSSl o oo oSoofSSToooooosooiooioos
Total 162 96.9 8.7 140 9.8
No 26 96.2 8.6 20 10.5
2) Group nursing Yes 105 98.1 8.7 94 9.9
Total 131 97.7 8.7 114 10.0
PSSP 16 93.8 8.9 15 9.9
S.pneumoniae PISP + PRSP 23 100 9 21 10.2
Total 39 97.4 9 36 10.1
3) Drug-resistant BLNAS 34 97.1 9.1 29 8.8
strain BLNAR +
H.influenzae BLPAR +

BLPACR 9 100 9.1 8 10.1
Total 43 97.7 9.1 37 9.1

¥ Efficacy (%) = Excellent + Good/Total X 100
b Average duration of administration
9 Average duration from ">+ 1" to ="

AMPC (1: 14 #5#1)2.8% (3/107 ) L K& ZEDbL R
Holze WHIZERETHLPHETHALNLEIRT
HY, PHELOMBOBETELWHELTH D, Kif
BRCHI L 239 RTEET, WEL L ThRELT
BY, BREMEEZ2HLTERVEE T,
IEAD =2 —F ) a v REOKRG TREIN S M
FEEIZDWT, ARBBCIIBIMICBES 2 A EHRI3H
i 2 1F B L O 1 SR BLL 720 Wb iBERIE L
ORPBRIEI RN NS, ARIEIC X 2 R ED
P &R L F72, BIERT 1R E TIIRE
L7 BB 2 FHERR ORI 89% (15/168
Bl) THor2h, DEWHWTHLND X & HEENE
B, TRCOBHETREBRAGE SNz, L L
Za—F /0 VREIC L D MEREED BB S

of loss of light cone/opacity

o TwinwZ &, METO/REEFSRE LzERR
BRCIZ CPFX BXU'LVFX & b ICHHFEEICE L TY
ATIBHBLZEIPRBENT WS Z ENBH? KEDH
RN B 72 o TIIBIEREE ISR L Ch| & fi ERE Z A
IVEDNDHDLER D,

ANEHORIOEL, TOFNEL 52 L5056, Ik
B TI5A TV ALEHNEFMST %9 2T, FEFICHE
YT 778 —Thb. REORMMEL, TFEFITHAR
TV BIUTHARLTVID397.7% (168/172 H1) TH -
720 ANRFEBTHW ST W5 cefdinir fl:, cefcapene
pivoxil fI¥:, cefteram pivoxil M, azithromycin Mk
B & U tebipenem pivoxil MR OBRAME ([FEE ISR AR
TV BIOTHARTV] EHEINZEZEOHEE) 12
DOWT, FNFN822% (60/73 B1), 66.7% (32/48 #),
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70.7% (183/259 1), 59.8% (359/600 ) & 1¥93.1%
(201/216 $) B S TWBHZ®, KL tebipenem
pivoxil MLk & XTSI EZ R L, ZOMmoIEH
WCHARTRIF 2 IR Z 7R U 7zo ANSRI A 20 51 R0 it
PR D BN BIEBNI K L CHHAE S NS Z & h
5, RIFZ MBI 5 2RI X 2Tk E o 3k
RO %Y, BRI R 2 IR 2 72D b BLHE
ThbEEZT,

DL EofE R o TFLX MRLE, #AE0HE W % & & EH
WERLRE, WbV R 77 77— AT A/NBD
AUTHROEHEOENEE LTHHTH L EE X
720

R

RABOERICHEL, THIM772v 7z Vil ok
ERFACE M O A7 CES W72 L3 AR, HobRng,
BERERRE DTS ) o

N7 AT B N B ST 05 Bt B ADG A e SR AL« AR
Bk, PR AL B\ i H R IEERL © RS,
PR N S CH SIMERF R B © B 8poeds, PRt AAEH
R 2 G TR H SIRMERL R BE © (% Hidd, BRI AL
MRS H A2 BB SRR R Be © IS, R AL
WS BINER S e - B S, TR C & b H S
WEh © APEPET,  PRHREE ARG /A B SRR} R
B AMAMER, AR REESZ ) =y 2 0%
KT, MAHRINGERL 2 U = 7 MAMEST, RHE
AL FNER A2 L H SIEMERL © A2 B, PRk At
MO X ZaimF Sh/AERHE BIREE 7 ) = v 7 @ iFE
B, KIEH GURMERHR B © KIFMEES],  AH H SIREER 7
V= oo REEME, ESREEEE Y-S MB
W H BMERL - RIFHAE, AL EH BIEER 2 ) = v
7 AR, AT B N ST e AR AR R e B
SIRMERE @ LA, R TR HRIEER 2 ) =y 7 0 4
WERER, ¥ 2=y iR BEESE, SR
Jeggbe - ALNFIA, E#EE AR EE SV A 2 9 FHE
e ANEURHBL, PR AL RIS R 20 5 B SRR G
FERRRE - KRBT, R AR RN E SIREERL 7
Y=y o RREDEEE, BEHEEATREKBYDH BIEE
B NIEM, HFREERE 2 )=y 2 c LBy, [
SEREEE N BRI A R B - N2, R
NFEBHHRIEGEE 7 ) = 7 8950, EVRFEA
IR 22 PR AF SRR I e« 1L F ], A7 AT Bk AT
R R P ER L v 7 — ¢ WELGE, B BIEER L &
TR EARBIE, EREATARZOLILZY =
7 ¢ HIEW, AEE RIEGERERE © AHZE—, RHE
N7 725 BREREERE - ArHfI R, EBEASEIH
SIRMERIZE BE © Pemrha], PRFREE N B 4% Bk B S
BHERRE © KRR, BEHREE N KCH N E SRR Al
W, BN RS AR B KA R AR - ok R b I
beRE At > & — H SRR - SHSERAVEL © BB —
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An uncontrolled, open label study of tosufloxacin granules 10%
in pediatric acute otitis media (AOM)

Kenji Suzuki”, Yukiko Iino”, Fumiyo Kudo®,
Hidenobu Taiji” and Keisuke Sunakawa”

Y Department of Otolaryngology, Second Hospital, Fujita Health University, School of Medicine, 3-6—-10 Otobashi,
Nakagawa-ku, Nagoya, Aichi, Japan

? Department of Otolaryngology, Jichi Medical University Saitama Medical Center

¥ Department of Nutrition, Faculty of Health Care Science, Chiba Prefecture University of Health Science

Y Department of Otolaryngology, National Center for Child Health and Development

¥ Department of Research Project Studies, Kitasato Institute for Life Sciences, Kitasato University

We evaluated the efficacy, safety, and compliance of tosufloxacin(TFLX), a new quinolone antibacterial
agent, 4 mg/kg or 6 mg/kg twice daily in the treatment of pediatric acute bacterial otitis media. The plasma
concentration of TFLX was also measured.

Clinical efficacy posttreatment was 97.7% (125/128) in the 4 mg/kg b. i. d. group and 94.1% (32/34) in the 6
mg/kg b.i.d. group. Overall clinical efficacy was 96.9% (157/162). Despite risk factors such as group nursing
or severity of infection or previous antimicrobial treatment, clinical efficacy was high.

Streptococcus pneumoniae and Haemophilus influenzae were mainly detected as the causative bacteria. Overall
bacteriological eradication including resistant strains, such as Penicillin intermediately resistant S. pneumo-
niae(PISP), Penicillin resistant S. pneumonine(PRSP) and f-lactamase non-producing ampicillin resistant H. in-
fluenzae(BLNAR), posttreatment was 99.0% (97/98). Recurrence within 2 weeks after treatment completion
was 7.0% (10/142). The proportion of subjects finding medication “very easy to take” or “easy to take” was
97.7% (168/172).

The 165 adverse events were observed in 102 subjects and the incidence was 59.3% (102/172). The 48
drug-related adverse events were observed in 34 subjects and the incidence was 19.8% (34/172). Main ad-
verse events were diarrhea (14/172 ; 81%), and vomiting (11/172 : 6.4%). Although 3 adverse events of ar-
throsis (2 arthralgia and 1 contusion) were observed in 3 subjects, there was no relation to TFLX.

These results suggest that TFLX granules can be used to treat resistant-strain acute bacterial otitis media
in pediatric subjects.

2009; 57 (S-1):



