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Fig. 1. Content of questionnaire executed one year later.
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Table 1. Subject summaries for safety evaluation

Parameters Level/Statistics Bacterial pneumonia (%) Acute otitis media (%) Overall (%)
Males 36 (57.1) 109 (63.4) 145 (61.7)
Gender
Females 27 (42.9) 63 (36.6) 90 (38.3)
1<-<2 20 (31.7) 39 (22.7) 59 (25.1)
2<-<6 35 (55.6) 93 (54.1) 128 (54.5)
6<-< 12 7 (11.1) 35 (20.3) 42 (17.9)
Age (yr) > 12 1 (1.6) 5 (2.9) 6 (2.6)
Mean 34 4.0 3.8
SD 2.5 2.8 2.7
. Mean 96.9 101.1 100.0
Height (cm)
SD 18.7 19.5 19.3
<10 10 (15.9) 17 (9.9) 7 (1L.5)
10 <-< 20 43 (68.3) 114 (66.3) 157 (66.8)
_ 20 <-< 30 6 (9.5) 30 (17.4) 36 (15.3)
Weight (kg) > 30 4 (6.3) 11 (6.4) 5 (6.4)
Mean 15.6 17.2 16.8
SD 7.6 8.5 8.3
Inpatient 34 (54.0 0 (0 34 (14.5
In/Outpatient pa 1?n S ( ) © ( )
Outpatients 29 (46.0) 172 (100) 201 (85.5)
Mild 18 (28.6) — 8 (7.7)
Severity of infection Moderate 44 (69.8) 83 (48.3) 127 (54.0)
Severe 1(1.6) 89 (51.7) 90 (38.3)
Underlying disease No 28 (44.4) 39 (22.7) 67 (28.5)
and/or complication Yes 35 (55.6) 133 (77.3) 168 (71.5)
N . heatt Mild 20 (31.7) 50 (29.1) 70 (29.8)
Influence of complication Moderate 14 (22.2) 73 (42.4) 87 (37.0)
on infection
Severe 1(1.6) 10 (5.8) 11 (4.7)
N 44 (69.8 155 (90.1 199 (84.7
Medical history © (698) (%0.1) ( )
Yes 19 (30.2) 17 (9.9) 36 (15.3)
N 62 (98.4 169 (98.3 231 (98.3
Allergic history (drug) © (98.4) (98.3) (98.3)
Yes 1(1.6) 3 (1.7) 4 (1.7)
N 40 (63.5 132 (76.7 172 (73.2
Allergic history (other) © (63.5) (76.7) (73.2)
Yes 23 (36.5) 40 (23.3) 63 (26.8)
i No 2 (3.2) 89 (51.7) (38.7)
Concomitant drug
Yes 61 (96.8) 83 (48.3) 144 (61 3)
) o No 20 (31.7) 171 (99.4) 191 (81.3)
Concomitant medication
Yes 43 (68.3) 1 (0.6) 44 (18.7)
Antimicrobial agent just No 37 (58.7) 108 (62.8) 145 (61.7)
before study Yes 26 (41.3) 64 (37.2) 0 (38.3)
Total 63 172 235
(%): Subject’s composition ratio
Table 2. Number of tosufloxacin administrations in pediatric subjects with bacterial pneumonia or acute otitis media
Dose Number of Total number of doses (%)
Treated for X bi
(mg/kg) subjects 0-4 5-9 10-14 15-19 20-28
4 38 0 (0) 9 (23.7) 21 (55.3) 6 (15.8) 2 (5.3)
Bacterial pneumonia
6 25 2 (8.0) 0 (0) 11 (44.0) 1 (44.0) 1 (4.0)
4 134 4 (3.0) 6 (4.5) 61 (45.5) 2 (23.9) 31 (23.1)
Acute otitis media
6 38 4 (10.5) 4 (10.5) 17 (44.7) 7 (18.4) 6 (15.8)
4 172 4 (2.3) 15 (8.7) 82 (47.7) 38 (22.1) 33 (19.2)
Overall
6 63 6 (9.5) 4 (6.3) 28 (44.4) 18 (28.6) 7 (1L1)

Values represent numbers of subjects (percentage in parenthesis).
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Table 3. Expression frequency according to severity of symptoms of adverse drug reaction and adverse event ( > 1%)

Adverse event Adverse drug reaction
Number of (Relationship® 1—4) (Relationship® 1—3)
subjects Severity Severity
System Organ Class, High Level Group Term - -
Mild Moderate Severe Total Mild Moderate Severe Total

MedDRA preferred 235 142 21 5 147 (62.6) 59 5 2 62 (26.4)
Gastrointestinal disorders

Diarrhoea 235 25 3 28 (11.9) 11 2 13 (5.5)

Vomiting 235 23 1 24 (10.2) 10 10 (4.3)

Abdominal pain 235 6 6 (2.6) 4 4 (1.7)

Nausea 235 4 1 5 (2.1) 1 1 2 (0.9)
General disorders and administration site conditions

Pyrexia 235 5 3 8 (34) 3 2 5 (2.1)

Thirst 235 5 5 (2.1) 4 4 (1.7)
Infections and infestations

Nasopharyngitis 235 9 2 11 (4.7)

Bronchitis 235 4 2 6 (2.6)

Otitis media acute 235 4 2 5 (2.1)

Acute sinusitis 235 3 1 4 (1.7)

Otitis externa 235 3 3 (1.3)

Otitis media 235 2 1 3 (1.3)

Herpangina 235 3 3 (1.3)

Injury, poisoning and procedural complications

‘ Arthropod sting ‘ 235 ‘ 5 ‘ ‘ ‘ 5 (2.1) ‘ ‘ ‘ ‘

Metabolism and nutrition disorders

626 | 4 | 1 \ EED)

ol
o
—_

‘ Anorexia ‘ 23

Musculoskeletal and connective tissue disorders

\ Arthralgia \ 235 \ 4 \ \ \ 4 (17) \ 2 \ \ \ 2 (0.9)

Nervous system disorders

‘ Somnolence ‘ 235 ‘ 6 ‘ ‘ ‘ 6 (2.6) ‘ 5 ‘ ‘ ‘ 5(21)
Respiratory, thoracics and mediastinal disorders
Upper respiratory tract inflammation 235 7 7 (3.0)
Rhinorrhoea 235 2 1 3 (1.3)
Epistaxis 235 3 3 (1.3)
Skin and subcutaneous tissue disorders
Eczema 235 4 4 (1.7) 1 1(04)
Erythema 235 4 4 (1.7) 3 3 (1.3)
Rash 235 2 2 4 (1.7) 2 2 4 (1.7)
Heat rash 235 4 4 (1.7)
Dermatitis contact 235 3 3 (1.3)
Vascular disorders
Pallor 235 | 3 | | 303 [ 2 | | 2(09)
Investigation
Haematology (incl blood groups)
Eosinophil count increased 220 12 12 (5.5) 4 4 (1.8)
Platelet count increase 217 5 5 (2.3)
White blood cell count decrease 219 4 4 (1.8) 3 3 (1.4)
Metabolic, nutritional and blood gas
‘ Blood glucose decrease 113 ‘ 2 ‘ ‘ 2 (1.8) ‘ ‘ ‘
Renal and urinary tract and urinalysis
Urinary cast 95 2 2 (2.1) 2 2 (21)
Blood urine present 95 1 1 (1.1) 1 1(L.1)
Red blood cells urine positive 95 1 1(1.1) 1 1 (1.1)
Water, electrolyte, and mineral
Blood chloride decrease 222 5 5 (2.3) 2 2 (0.9)
Blood sodium decrease 222 3 3 (14)

¥ 1 Definite, 2 Probable, 3 Possible, 4 Unrelated
Incidence (%) = Number of subjects of adverse event occurrence/Number of subjects X 100
The investigation denominator was the number of subjects with assessment at each visit.
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Table 4. Adverse event and adverse drug reaction by background
Adverse event (Relationship®? 1—4) Adverse drug reaction (Relationship® 1-3)
Item Bacterial Acute otitis Bacterial Acute otitis
pneumonia . . Overall pneumonia . . Overall
. media patient . media patient
patient patient
Total 714% (45/63) | 59.3% (102/172) | 62.6% (147/235) | 44.4% (28/63) | 19.8% (34/172) | 26.4% (62/235)
Gender
Males 72.2% (26/36) | 56.0% (61/109) | 60.0% (87/145) | 41.7% (15/36) | 20.2% (22/109) | 25.5% (37/145)
Females 70.4% (19/27) | 65.1% (41/63) 66.7% (60/90) 48.1% (13/27) | 19.0% (12/63) | 27.8% (25/90)
Age (yr)
1<-<2 75.0% (15/20) | 64.1% (25/39) 67.8% (40/59) 35.0% (7/20) | 15.4% (6/39) 22.0% (13/59)
2<-<6 68.6% (24/35) | 54.8% (51/93) 58.6% (75/128) | 48.6% (17/35) | 22.6% (21/93) | 29.7% (38/128)
6<-<12 85.7% (6/7) 62.9% (22/35) 66.7% (28/42) 57.1% (4/7) 17.1% (6/35) 23.8% (10/42)
> 12 — (0/1) — (4/5) 66.7% (4/6) —(0/1) — (1/5) 16.7% (1/6)
Weight (kg)
<10 50.0% (5/10) | 58.8% (10/17) 55.6% (15/27) 20.0% (2/10) | 17.6% (3/17) 18.5% (5/27)
10 <-< 20 79.1% (34/43) | 60.5% (69/114) | 65.6% (103/157) | 51.2% (22/43) | 21.9% (25/114) | 29.9% (47/157)
20 <-< 30 66.7% (4/6) 46.7% (14/30) 50.0% (18/36) 50.0% (3/6) 10.0% (3/30) 16.7% (6/36)
> 30 — (2/4) 81.8% (9/11) 73.3% (11/15) — (1/4) 27.3% (3/11) 26.7% (4/15)
Dose
4 mg/kg 65.8% (25/38) | 58.2% (78/134) | 59.9% (103/172) | 36.8% (14/38) | 17.9% (24/134) | 22.1% (38/172)
6 mg/kg 80.0% (20/25) | 63.2% (24/38) 69.8% (44/63) 56.0% (14/25) | 26.3% (10/38) 38.1% (24/63)
Total number of doses
0-4 — (2/2) 75.0% (6/8) 80.0% (8/10) — (1/2) 37.5% (3/8) 40.0% (4/10)
5-9 66.7% (6/9) 60.0% (6/10) 63.2% (12/19) 33.3% (3/9) 20.0% (2/10) 26.3% (5/19)
10- 14 68.8% (22/32) | 61.5% (48/78) 63.6% (70/110) | 43.8% (14/32) | 19.2% (15/78) | 26.4% (29/110)
15-19 76.5% (13/17) | 59.0% (23/39) 64.3% (36/56) 52.9% (9/17) | 17.9% (7/39) 28.6% (16/56)
20-28 — (2/3) 51.4% (19/37) 52.5% (21/40) — (1/3) 18.9% (7/37) | 20.0% (8/40)
Concomitant drug
No — (/1) 60.0% (42/70) 60.6% (43/71) — (1/1) 25.7% (18/70) 26.8% (19/71)
Yes 71.0% (44/62) | 58.8% (60/102) | 63.4% (104/164) | 435% (27/62) | 15.7% (16/102) | 26.2% (43/164)

a): 1 Definite, 2 Probable, 3 Possible, 4 Unrelated

2. HEHRL - AEHORBLRN

TFLX Mk % %5 S 72 235 Bl BT 5 5 EFHL T
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7zo BMERNTIREELAERRIE, FEHF 2601, FFHE
Be L, AAE SN2 X OMUIEEDS & 1 BISFEHL L 726
BIVE OFEHIR T 264% (62/235) TH V), Hm & <
AOLNTZEIER GEHZE 3% Lb) 13, TFH#i55% (13/
235), M 4.3% (10/235) THh o720 FERTIIREE R
BITEREZE s 2 B2, DEZEORMEH I THB L U'%
B3 200, BElB L OEMRAIRD S 1 ANHBIL 72
(Table 3), FREDOHSE, MMBALT I, AR TILFAD S
Nholz,

3. BRETHOAEHRIEBIRDN

EREFI DA ERRIEHIRIT 62.6% (47/235), BIVEMZE
BIEIZ 26.4% (62/235) Tdr o 720 BB TIIMi%RERT
DA ERZDOFBIERIZ 714% (45/63), BIVEH OFHLHRIZ
444% (28/63) TH Y, WHERRBRTOHEHFL ORI
1% 59.3% (102/172), EIVEH O3B 19.8% (34/172)
THo72,

HERGOMAFEHREIZ, HHRREERE DS OG
FEHLTIE 0~4 HIEDFBLIEDS 36.2% (85/235) & i <,
BIVER Tl 17.0% (40/235) Td - 720 BRERAME R O
HEHLTIE, 5~8HEB LU 0~4 HEDOREBENE
, FNZFN81% (17/209) B L U71% (16/225) TH
D, BIERITIZ, ZhZ2h27% (6/220) B X U°22%
(5/225) CTdH - 720 T72, 9 HRLIBEO BRI E R
UMD EHEG TIE 29% (4/140), EIEHTIX 1.1%
(2/190), FESRMAMERE OAHEFLTIE 1.6% (3/192),
RITEHCTIX 14% (3/214) Th -7z,

PR O ERHE BT T 60.0% (87/145) B L U%
7 66.7% (60/90) THo7zo F72, ‘EWXSHITIE, A
LRGP 586%~678% THY, 0 HLEIWEM
FHHRIL 167%~297% TH o720 BB B X C4HERIX
SENCBWT, HEHSES X OCRIEREBRICKX 2
EA BN A 572 (Tabled),

REXSHTIE, AEFLBEHFET10ke KifT
556% (15/27), 10kg Bh I 20 kg 5k i T 65.6% (103/
157), 20 kg bh k30 kg AKiii € 50.0% (18/36) ¥ & U8 30
kg LET733% (11/15) Th o720 F72, BEIEHZEBIR
1216.7%~299% TH Y, HFRHTRE 2Tk <, K&
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Table 5. Adverse arthrosis event
Adverse event
Subject Gender Age | Dose Underlying Onset Duration | Relation- | Diagnostic
number MedDRA Recorded by (yr) | (mg/kg) disease (days) ship imaging
preferred term investigator
01 Neck pain Cervicodynia Female | 7 Bacterlal. Day 12 of Within 4 4 X-P
pneumonia | posttreatment
02 Pain in Right lower | g te | 4 Bacterial Day 6 Within 4 4 None
extremity limb pain pneumonia
03 Pain Pain n Male 4 Bacterlal. Day 5 0 4 None
acrotarsium pneumonia
Joint pain in .
04 Arthralgia right external | Female 4 Bacterlal' Day 3 of Within 1 3 None
pneumonia | posttreatment
malleolus
05 Arthralgia | Faininboth 1y |6 Bacterial | Day 13 of |y, g 3 MRI
shoulders pneumonia | posttreatment
06 Arthralgia | ‘eninright | g | 6 Acute otitis Day 6 Within 7 4 MRI
ankle media
07 Contusion | Hightelbow 10 | 3 Acute otitis Day 5 Within 7 4 X-P
bruise media
. Pain in both Acute otitis Day 1 of Within
08 Arthralgia knees Female ! media posttreatment 14 4 None

Relationship: 1 Definite, 2 Probable, 3 Possible, 4 Unrelated
Severity: Mild in all cases
Outcome: Resolved in all cases

Table 6. Pediatric matrix metalloprotease-3

Treated for Day 0 (ng/mL)

Day 3 (ng/mL)

Day 7 (ng/mL) Day 14 (ng/mL)

Bacterial pneumonia 30.55+14.28 (n = 63)

18.72%+9.97 (n = 10)

16.77+6.52 (n = 38) — (n=0)

Acute otitis media 18.67£10.59 (n = 171)

18.09+9.00 (n = 8)

18.58+10.35 (n = 98) 2053%9.95 (n = 14)

Mean = SD

Reference range: Adult male 36.9—~121.0 ng/mL, Adult female 17.3—59.7 ng/mL

Values in parentheses are numbers of subjects.

FEOBRZEIEEHI L AbhbZ i o7z (Ta-

ble 4),

HEGENOFERELZOFHEIT] B 4 mg/kg %55
T599% (103/172), 6 mg/kg ¥%5-T 69.8% (44/63) T
B oo FIEHZEBIRTIZ, 4mg/kg 58 T221%
(38/172), 6 mg/kg 58T 381% (24/63) Tdh - 7o
EVEHEBIRIE, BETIEH 5%, 6 mg/kg HGHETH
WEAASHED S 7z (Table 4)

4. MO ET S

1) TFLX fR$5-BgA A HH5-#T 2 Al#% E T

MBSO ERE L LT, BEHAT 45, S,
VU, 0, BB AR 1 FICHEBL L, Z OFEBIIE 34%
(8/235) TH o720 ZD 9 HLIHA L ONREBIRATE T
&9, BIE I3 N-BEifmiE 26T BHHEIZX
09% (2/235) Td -7 (Table5)o F72, %A
72 2 1T MRI BRAEASE G S 7225, BEEAD SR L
Do 720 MMP-3 DHERS I, M Je sk <135 Bkl & 1
N, L3 A, 57 ARG TEIICH - 72,
BRI RGR L E2 B0 5N 0o 7z (Ta-
ble 6)o

2) TFLX Mk 5T 2B %2 5% 58T 14
#ECT

7 v — b oRIEIT 97.9% (230/235), 1 %O KR
13 81.3% (191/235) TH -7,
BEBE DA ERHGORIIEIL 96% (22/230) TH-
720 22 BNZ 34 OB B O ERHRDRIL, 20N
L, B RLL 16624 TH Y, Zofizm
JBcRaAT 2 1) 3 1k, BEHIKAS 2 B 2 7, SR, $REE, B
WiF, A ATREE R L OVF AL 1B 1 RS s,
ZO)BEREMBROBETE L WHTHEOFERS
($H 24 [ i o> P S B AR AT AN HT) A% 1 BN 3EBI L, BUSH
o (EAORE) BLOWER (ERBEE, 4T
WD 57z (Table 7)o

5. AERRLEMEE T X — 5 OBENE

AUC BE U Coww E A EFHL B, RIEHIEBIZRL
DR % Table8IZ/R L 720 AUCO® D & W IX 4
(2960 pg - h/mL) B XU Coox DI D FEV X5 (=1.222
pg/mL) CTRIWEHFEHEIN R ETF0 iz,
AUC B LU Cowx & B ORIERZHZ L O BLRIZD
W, BYRT 4 v 7RG ET», RELBED p
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Table 7. Adverse arthrosis events in one year

Subject MedDRA Recorded by Age Gender Underlying | Onset | Duration | Relation- | Dose Length of
number referred term Parents (yr) disease | (months) | (days) shi (mg/kg) | treatment (days)
p Y Y P 8/kg !
01 Neck pain Pain in left neck 4 | Male Bacterla,l‘ Within 1 7 Unrelated 6 6
pneumonia
02 Arthralgia Right coxalgia 4 |Female Bactenal. 4 later 1 Unrelated 4 8
pneumonia
Arthralgia Pain in shin and ankle 2 later | Unknown | Unrelated
03 Arthralgia Pain in shin and ankle| 4 |Female Bacterxal. 8 later 3 Unrelated 6 8
pneumonia
Arthralgia Pain in left ankle 12 later 1 Unrelated
Arthralgia Pain in right ankle 6 later 3 Unknown
Arthralgia Pain in left ankle Bacterial 6 later 3 Unknown
04 4 | Male . 4 6
Pain in extremity Left meralgia pneumonia | g Jater 3 Unknown
Pain in extremity | Right lower limb pain 6 later 3 Unknown
05 Arthralgia SW“‘“‘Tlg and pain in 2 |Female Bacterlal. 9 later 30 Unrelated 4 9
right ankle. pneumonia
06 Arthralgia Pain in li”lllght ankle 5 | Male Bactenal. 10 later 3 Unrelated 6 8
ee pneumonia
07 Pain in extremity Pain in left leg 5 | Female Bactenal. 9 later 7 Unrelated 4 9
pneumonia
08 Arthralgia Pain in back of knee 3 |Female Ac?ﬁz(ﬁgtls 1 later | Unknown | Unrelated 4 10
09 Arthralgia Pain in left knee 4 | Female Acﬁz(ﬁgtls 6 later 1 Unrelated 4 6
10 Arthralgia Pain l?ul:rlfzgw}len 4 | Male Acﬁzggtls 6 later 7 Unrelated 4 8
11 Contusion Bruise on right knee | 12 |Female Acﬁz(ﬁgtls 11 later 7 Unrelated 4 11
12 Gait disorder Vg;fg:fl &Zligng 1 | Male Acﬁz(ﬁgtls Within 1 1 Unrelated 6 8
13 Arthralgia Pain in knee 3 | Male ACI::Z(ESUS 2 later 10 Unrelated 6 8
Arthralgia Pain in both knees Within 1 120 Unrelated
Arthralgia Pain in both knees ' Acute otitis | 9 later 1 Unrelated
14 4 | Male . 4 8
Arthralgia Pain in both knees media 10 later 1 Unrelated
Arthralgia Pain in right knee 11 later 1 Unrelated
15 Arthralgia Pain in thigh and 4 | Male Acute OULS | g Jater 5 Unrelated 4 11
knee media
. Malaise of neck and
Feeling abnormal it 2 later 14 Unrelated
both hands Acute otitis
16 8 | Male media 4 10
Arthralgia Pain in left knee 11 later 14 Unrelated
Joint dislocation Luxatio ' Acute otitis | 10 later | Unknown | Unrelated
17 2 | Male . 4 6
Arthralgia Pain in joints media 11 later 2 Unrelated
Arthralgia Left hip joint ! Acute otitis | 6 later 3 Unrelated
18 4 | Male . 6 6
Arthralgia Left hip joint media 10 later 1 Unrelated
Arthralgia Pain in left leg knee ' Acute otitis | © later 1 Unrelated
19 4 | Male . 4 8
Arthralgia Pain in left leg knee media 10 later 1 Unrelated
20 Bone crack Shell bone crack in 3 |Female Acute OUlS | g Jater 30 Unrelated 4 6
left leg media
21 Arthralgia Pain in left hand 2 | Male Acute OUtS | 5 Jater 4 Unrelated 4 6
elbow media
22 Feeling abnormal Malaise of hand or 1 | Female Acute OUS | 10 Jater 2 Unrelated 6 1
elbow media

Outcomes were all resolved.

fli% Table 9 IZ/R L 720 AUC L OB TR E®B L IR RSB T ZEIEH O p ilA3<0.05 TH - 720
FIFE, Con & DBIFRTIEEL, i, RIS X OEHCAR O Y274y 7 GH T p<0.05 DEIEHIZ O W
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Table 8. Incidence of adverse events and PK parameters (AUC and Cmax)
AUC (¢ g * h/mL) Cinax (1 g/mL)
> 641 > 7.72 > 0811 > 0.984
< 6.41 P — > 9.60 < 0.811 P P > 1.222
< 7.72 < 9.60 < 0.984 < 1.222
48.2% 74.5% 62.5% 63.6% 57.1% 60.0% 65.5% 66.1%
Adverse event
27/56 41/55 35/56 35/55 32/56 33/55 36/55 37/56
Adverse drug 12.5% 29.1% 28.6% 32.7% 19.6% 18.2% 29.1% 35.7%
reaction 7/56 16/55 16/56 18/55 11/56 10/55 16/55 20/56

Incidence (%) = Number of subjects of adverse event occurrence/Number of subjects X 100

Table 9. Logistic regression analysis of adverse drug reactions vs. pharmacokinetic

parameters
Event Number of AUC Crnax
occurrences p value p value
Abdominal pain 4 0.752 0.784
Constipaton | 2 | o318 | « 0075
Diarrhoea 13 0.442 0.675
Nausea 2 0.194 0.049 *
Vomiting 7 0.967 0.500
Pyrexia 4 0.536 0.358
CThist a4 | oo* | oo5*
* Blood chloride decrease | 2 | 0835 | 0595
* Blood creatine phosphokinase increase | 2 | 0366 | 0478
 Fosinophil count increase | 4 | 0832 | 0933
Urinarycast |2 | o003* | oow0*
* White blood cell count decrease | 3 | 0779 | 0737
Anorexia 5 0.361 0.026 *
Arthralgia 2 0.929 0.975
Somnolence 5 0.438 0.365
Erythema |2 | 0260 | 0363
CRah L esss |« 0719
Cpallor |2 oser |« 08400
*p < 0.05

T, Coux & HHIER L OBIRE Fig. 2 1R L72 S MO
BhLEESNLITI AT 4 v 7 IR OHEIX, wIh
DEIWERH D Coa 235045 2 HFAN TI3MRA > 720

m £ =

TFLX MiAr D /NBIRBFE IR I BT 5 B4tk % WmET
L7z TFLX fkiix, 7vtoax/ arRk#ETHY, %
BLrllEAEBOMEELZZA TS, i, 7t u
FouryREO/NRBICBITHEEMEICHT 2 HHRIT
NFLX # k&, MR#EEZHE L2V, 3LAELW
LE-THMETIE LV, 22T, ML, ZEMICH
CEBEZHVLDS, ABRZED,

4 D% A VEFRAT R 5 235 Bl v, A EHLREBET
62.6% (147/235), EIMEHZEIZEIZ 264% (62 ) TH -
7oo ERAWEHIZ, T (BKMEZ &) 55% (13/235),
it 4.3% (10/235) TH Y, HALZROEIVEH OFEBEH
DEo 120

OB E UCORESNIRIO A VSRR LRI
tebipenem pivoxil TiZ, THI O EIVEH I F1E195%
(86/440), War-DEIVEHFEBIEZ 6.1% (27/440) TH -
72%, F 72, clavulanic acid/amoxicillin (14 : 1) ®/KE
BT 5 THRIOFEHZRIE 355% (38/107), WEH:DFEH=HR
1X 2.8% (3/107) TH - 72" WMEBILE AT 5RO
H & e, IR OSBRI FEAE, RO
WhDEEZ bz,

S, F/uryREOERLEIWEHE LT s
T\ B FAERLARIMBE X FRD SN e h o 720

CDIEHh, ARBRPICEEZAERHIROONT, §
RTCOFEFRZIIHFR I T 23K THICHER» I8
PR L7

il gtk s & O HRAERICB VT, MfiMEOHE
gL, BUEIRE 460, SHERAE, PUBOW, R, 551
BlaFEDTBY, BHFEIL34% (8/235) THolze ZD
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Nausea Thirst
- odds ratio: 7.00, 95% CI: 1.00—48.82 - odds ratio: 6.06, 95% CI: 1.41-25.94
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Fig. 2. Probability of TFLX-induced adverse drug reaction, as estimated by logistic regression analysis.

I LEWEH L, BFFO 2 61T, Z0%BIEIZ09% (2/
235) THo7zo WHNTHAEERLLE LTEBS LIz
CPFX OfikiABE (Jhiilhs) <ix, CPFX B CoBHi
B O A HERGRBE (B5-Mia» 5 6 A% T) X
9.3% (31/335), *IH&3% (cephalosporin) Tl% 6.0% (21/
349) THho72" L L, CPFX X 5 BHHiBE#DAE
HPIBI LR 7+ 0—7 v 7HAETIE, BEHEED
HERGIZAEONHENRDOTH Y, BIELERLKAN
ZHOTRZVEHREINRTWASY, 72, levofloxacin
(LVFX) bifpfh /234 & L7z BRakBRo i S
THY, LVFX HETOMEBEEOAEHFL ORI (&
S5BE»S5 1 7B T T) 31.7% (23/1,340), *tHE3E
(non-fluoroquinolone) T 08% (7/893) TH v, #al
FRICHEBEDPED LN MEINRTWSY, B
WO ERLNL, Z ORIl R 5 I A5 7 5 720,
HHIMCTORBEFRLHMICH TS 2 L3 L. T 7,
WA CENE S L7 LVFX B X OF CPFX O i K i Bk C
1, TEEH] & B xHESE (nonfluoroquinolone) & O BB
BOHERROBBENE P22 EIRINTEY,
TNFaFuyREEL HEHHEOFEER L OMENE
ZIRET B E o T b,

Sl O ERRRER AP IZ T L - BB o A E G0,
TRCBECHPIMCRELTEY, MMP3OEH) b
BOONLh o7, 2512, MRIMAEZIT-o 72 2 B2 H
RIS bk o7z FERRAETIX, HHEXT

TFLX #5120 9 BEE O i E RO 5N Tn 257,
Lo L, SEOERRETIIREDBEKD 2 6% 2D
72DARTH Y, REROFGHTITHEREIICHE LT
Who IS DRSS TFLX 12 X 5 ik E A1
Bl EFRBELLZELTIBMAEIDOEEZ BN,
R XT X — & LRWEH OFBLOF M2 e L7z
22, AUC B & Con \AESFE U CRIVE FE B R 31
4 225D S0, 4 ORIVERIEBLO A
LHEMBAG A —F DO T AT 4 v 7 IR AT
Vv, Con &L, T, RAMESL X TAESA K, AUC
ERMEE ORERREIIAHRE L BN S N225, ERK
Whhnizw, SHEORLMEVPLEEEZ b,
UEXD, SHOBKRRBICBWTIE, TFLX Mkt
REMICKEZBEM RO N ol LA L,
RRBTIIEMZRE L TW5B I & REARI DS
EREICEY, BIEHOBRIICIZRAESD Y, KEHO
AL T, SHILEMICE TR L ClHT
LUEND L, BB, BUE, HHEBTICBT2H%M
REEWNB L OREHT 1 £ £ TORMEEORBLIR
P &2 BER BRI TR L T 5,
X ik
D) HH 6% BHE—, BRNE, RKE E BIIEA
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Safety profile of pediatric tosufloxacin
Seiji Hori", Shoichiro Irimajiri™, Norihiko Koido” and Keisuke Sunakawa"

Y Department of Pharmacology, Jikei University School of Medicine, 3-25-8 Nishi-Shinbashi, Minato-ku, Tokyo, Japan
(Present: Department of Infectious Diseases and Infection Control, Jikei University School of Medicine)

? Formerly: Kawasaki Municipal Hospital (tDeceased)

¥ Kawasaki RA&IM Clinic

Y Department of Research Project Studies, Kitasato Institute for Life Sciences

A safety profile was evaluated in 235 pediatric subjects — 63 with pneumonia and 172 with otitis media —
included in the safety analyses in the two Phase III clinical studies of tosufloxacin(TFLX) granules.

Adverse events were reported by 62.6% (147 of 235) and adverse drug reactions by 26.4% (62 of 235) of the
subjects. Vomiting (4.3%, 10 of 235), diarrhea (3.4%, 8 of 235), and loose stools (2.1%, 5 of 235) were the most
frequently reported adverse drug reactions. Two cases of arthralgia, a joint-related adverse drug reaction
concerned in the use of quinolone antibiotics in pediatric subjects, were reported to be mild and resolved
rapidly. The one-year follow-up for the occurrence of joint disorders showed joint-related adverse events re-
ported by 9.6% (22 of 230) of subjects. All these cases were estimated unrelated to TFLX administration ex-
cept for one relationship, that was unknown. No serious adverse drug reactions were reported and all ad-
verse events rapidly disappeared or resolved after discontinuation or completion of dosing. No convulsions
or hypoglycaemia were reported.

The correlation evaluated between pharmacokinetic parameters—AUC and C...—and adverse drug reac-
tions showed the adverse drug reaction’s incidence to be increased with higher AUC and C.... No clear rela-
tionships were observed between pharmacokinetic parameters and vomiting, diarrhea (including loose
stool), or arthralgia, but thirst and anorexia were possibly correlated with Cuax.

Although two mild arthralgia were reported, no clinically significant adverse drug reactions were ob-
served and the pediatric use of TFLX granule does not raise any serious safety concerns. However, TFLX
granule is the first fluoroquinolone antibiotics indicated for pneumonia and otitis media in pediatric patients
in Japan, so it should be carefully used balancing risks and benefits in clinical practice.

four specific musculoskeletal disorders. Pediatr In-



