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Table 1. Incidence of joint-related adverse effects in the treatment with antibacterial agents
TFLX-treated Non-Quinolones-treated
Outcome in each background Number of Number of Incidence Number of Number of Incidence
subjects with subjects (%) subjects with subjects (%)
joint-related AEs insured ° joint-related AEs insured ’

Overall incidence 22,339 214,338 10.42 156,846 1,484,567 10.57
First onset after | <3 14,162 214,338 6.61 103,034 1,484,567" 6.94
the initial dose >3to <5 5,000 108,646 4.60 30,508 673,1729 4.53
(years) >5 3177 51,0239 6.23 23,304 332,318 7.01

<2 3,248 53,717 6.05 16,725 336,230 4.97
Ageat the >2t0 <6 9,356 94,214 9.93 31,478 346,193 9.09
initial dose

>6to <12 7,570 50,264 15.06 64,280 433,693 14.82
(years)

>12to <18 2,165 16,143 13.41 44,363 368,451 12.04
No. of 1 13,961 129,966 10.74 N.D. N.D. N.D.
administrations 2to3 5,904 58,380 10.11 N.D. N.D. N.D.
(times) >4 2,474 25,992 9.52 N.D. N.D. N.D.

Data: Calculated from the Japanese health insurance claims database provided by JMDC Inc.

Data period: January 1, 2010, to December 31, 2019
N.D.: Not determined; AEs: Adverse effects

TFLX-treated: group that received treatment with TFLX (Ozex® Tablets 75, 150, Ozex” Fine granules 15% for pediatric, Ozex™ Tablets 60
mg for pediatric); Non-Quinolones-treated: group that received treatment with non-quinolone systemic antibacterial agents
¥ncidence (%) = (Number of subjects with joint-related AEs/Number of subjects insured) X 100

) Total number of patients enrolled in each group

9 Number of subjects = Number of patients that could be followed up for 3 years or more — numbers of patients in whom the onset were

< 3years and >5 years

9 Number of subjects = Number of patients that could be followed up for 5 years or more — number of patients in whom the onset was

< 5years

FEHL L 7] E TOMTT IR, AT 5 5B
] & T O %2 A EEHT L T Zewvegs, [ Uk
TEFM L 72 Non-Quinolones #: & [ D MEH|M T H -
726

WAL IREAE 7S, 2 e A, 2 L 1 6 oA,
6 i LB 12 i, 12 e Ph b 18 Al C o RAHi s
ESEBHE L TFLX #ETE N E N 6.05%, 9.93%,
15.06%, 1341% # X U" Non-Quinolones #: T % 112
1 4.97%, 9.09%, 14.82%, 12.04% T&H - 72, T kf
b, WHROFEDE R DHIZoN, BRI ESE
U OB IMEAI AR Btz FFmIEIZ BT 51
HECOMEREEDOFBMHEICRE ZEVIIRZO 5N
o712,

TFLX FEO LT R O B b S 58 B R 1, AL
J7 1%L 1 I8l T 10.74%, A7 [ % 2~3 [T 10.11%,
LT [E 4 e PL E T 952% T d - 72 (Table 1),
TELX O RIEZ 22 nd 597, B s 2 58 B AR
FEEFAREET, A5 EEOHHNC & ) Bk EFE B
B DOBEIMI A S N Do 72

KPR R O B S O SEBMHE 2, 5k

PRBE & Bkt G ORISR % M 228 L 72 N4E
B TEH L7, TFLX # 3B X Uf Non-Quinolones

O GHORIRE BB 3 A ARBIEIIM I T e,

8516,225 1 HB £ 1858382695 1 H T -7z, 14F
11,000 A& 7z v @ BAH e 5 o FEBLHH & 1d TFLX
#£C 31.48, Non-Quinolones #: T 3224 T& - 7z (Ta-
ble 2)» Non-Quinolones # 12 %f 3 % TFLX #f & #H
1) A 713 098 (95% FFIEXH 1 0.96~099) TH -
726
n. ==

INFE T, biubiui, TFLX/NEHMIK B X
OVNEHISEALT I X B/NBEE BT 5 BEi~O%
BB L L C & 720 TFLX /NG A oo /NI
MR 2E - i E g8 2 o R & L 72 R R 5 I AH 38
BROC TBEETAEIR] A5 & & 7= BIAE H & 2/235
(0.85%), [PBHEIREIR] % B REHEEHE & L 72K
FEAT TIE, 759 B THREH THRIZIEA SN Lo
72o RO BIEHE 12 & 2 BIVE GO BRI
ENIBWTY, 20194 10 H £ TIZLF & sz/h
Wi e BEHH 1079 T AD ) b, MEERE
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Table 2. Incidence of joint-related adverse events during treatment with antibacterial agents

assessed by person-years method

Outcome TFLX-treated Non-Quinolones-treated
Number of total subjects insured (people) 214,338 1,484,567
Number of subjects with joint-related AEs 22,339 156,846
Total observation period (month) 8,516,225 58,382,695
Incidence (1,000 person-years)® 31.48 32.24

Relative risk
(vs Non-Quinolones)

0.98
[95%CI: 0.96-0.99]

Data: Calculated from the Japanese health insurance claims database provided by JMDC Inc.
Data period: January 1, 2010, to December 31, 2019

CI: Confidence interval; AEs: Adverse effects

TFLX-treated: group that received treatment with TFLX (Ozex® Tablets 75, 150, Ozex® Fine
granules 15% for pediatric, Ozex® Tablets 60 mg for pediatric); Non-Quinolones-treated: group

that received treatment with non-quinolone systemic antibacterial agents
¥1ncidence = [Number of subjects with joint-related AEs/ (total observation period/12)] X 1,000

ELERE36HFIT, 13&AEDEET, HEL
Twh, AEZBED D, [EE] LBHsnil
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HHTH Y, BIRIER SN TWDLREF DS  H3
WLIE TR - B L Tz,

Alnl, R A OWIREE L T T =8 %
fEMTL, 20104F 1 H 1 H~20194 12 A 31 H®» 10
ERICFERIZ TFLX AMLT5 & 7z 18 IR o B
\2B1T % BRI 5 B EFROFEBHE, W3
FEHIRFI B 35 & UM a1 AL 7 45w 1) oD BA B s 5 S B
J& % Non-Quinolones #f & & 1274 L, TFLX @
RLT5 1155050 o0 B8 i e S S BB RE  Bf & TR AR L 72,
E 512, FAEMMICBT A NEETOREICRES
58 ERHLOFEHHE % 5 UM Non-Quinolones #f
E DAY A7 QIRFE L 720

10 £ o TFLX #OBEIIZBES 5 FEHRD
SEBMHEL 1042% TH o720 SRIOFATIX, I
# & DORFEBELRIZ2 DD 5T, fluoroquinolone &
PR SRS\ 3 2 W REME 2 2 BAET ISR 5
TRTCORBEWROICHEERERONRE L7270,
ZORBUEE, FEHL LAZEEFESLE LT
LHEINBH IR, BRENbDEE R
720 —7J7C, Non-Quinolones # T & [f#f 0 it ¢
AL CTHY, TFLX HTOREERRIEIHAE L,
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5 WIS 5 & DRIFEFEBRR OV o
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Using the Japanese health insurance claims database provided by the JMDC Inc., we assessed the inci-
dence of joint-related adverse effects (AEs) in patients under the age of 18 years treated with tosufloxacin
(TFLX) between January 1, 2010, and December 31, 2019. The results were as follows:

1) The incidence of joint-related AEs in patients under the age of 18 years treated with TFLX was
10.42%, similar to that in the patient group treated with non-fluoroquinolone systemic antibacterial agents
(Non-Quinolones group), which was 10.57%. In addition, the incidences classified by the interval between
the initial dose and the first onset and by the age at the initial dose were similar between the TFLX-
group and the Non-Quinolones group.

2) The incidence of joint-related AEs classified by the number of administrations was in the range of
9.52-10.74%, almost regardless of the number of administrations in the TFLX group.

3) The incidence of joint-related AEs in the TFLX group as assessed by the person-years method, which
takes into consideration the observation period in each insured subject, was 3148 (1,000 person-years),
similar to that in the Non-Quinolones group (32.24; 1,000 person-years) and the relative risk against the
Non-Quinolones group was 0.98 (95% Confidence interval: 0.96-0.99).

This is the first long-term assessment of the incidence of joint-related AEs in patients under the age of
18 years treated with TFLX using medical receipt data. The results revealed no clinically detectable dif-
ferences in the incidence of joint-related AEs between patients under 18 years of age treated with TFLX
or Non-Quinolones.

Although the incidence of joint-related AEs in patients under the age of 18 years treated with TFLX or
Non-Quinolones appears to be similar, it is necessary to continue to collect its safety information, including
on joint symptoms, to promote safe and effective use of TFLX as a treatment option for pneumonia and
otitis media in children.
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