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RED ML SEY IR ERPICINE 5 2 EAHERTE, WAL FABOBERMREIYFTCEXIHEREEZON
720
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tosufloxacin (TFLX) tosilate hydrate (Fig.1) (& &1L{L%
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Fig. 1. Chemical structure of tosufloxacin tosilate hydrate.
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ARHEFMOBE 2 O REGETE Y — FIZH LT T
TFLX A3 5 87z 8%, MoPiRic X v k)
Lood 5 BE, FNREZ SN L TEZEOm D S
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W ~_720 H. influenzae D54, PCR T PBP Z % E{E T
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438% (21/48 ) T o 720 REAIE FAE B L, BIREDS
250% (12/48 i) B X O EAEDS 75.0% (36/48 i) T
HY, FEOBKIZVRD 72, F5-BIARE O bf H 3 H]
B HY] OBEFEIZIT9% (47/4861), BrHFHEL [H
D] DOBFIZT708% (34/48 B) Td -7z, HERIESGH
B ORI GA [H D ] OBHIE 375% (18/48 ) T
Ho7z (Tablel)s

2)  JEHEWICHK T % MIC $HEE 5

PPS THR I & 72 iU A T 56 #k 2 % 37 % TFLX @
MIC 13=<0.06~0.25 ug/mL T & - 72 TFLX ® MICq
1% 012 ug/mL, norfloxacin (NFLX) (% 4 ug/mL,
levofloxacin (LVFX) i3 1pug/mL, cefditoren (CDTR)
1% 05 ug/mL, cefcapene (CFPN) iZ 2 ug/mL, Clavu-
lanic acid/amoxicillin (CVA/AMPC) (1:2) x8 ug/
mL, azithromycin(AZM)13¥=16 ug/mL T3 9, TFLX
D MICy 258z b A 72 (Table 2),

3) S. pneumoniae 3 X U H. influenzae @ ¥ 1 3 & %
Pk & OHEAI 1 8 n T

S. pneumoniae 22 ¥k 95 %, PBP #15 ¥ (pbpla, pbp2x,
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Enrolled patients

65 Compliance analysis set excluded
2
Exclusion for
Compliance analysis set Agreement withdrawal 9
63 before compliance
Safety analysis set
excluded
0 Safety analysis set Full analysis set excluded
63 8
Exclusion for
Pharmacokinetic Nonapplicable disease 8
analysis set excluded
3 Pharmacokinetic
Exclusion reason analysis set
Blood not 3 60
collected Per protocol set excluded
FAS : Full analysis set 7
55 Exclusion for
Violation of usage or dosage 4
Violation of exclusion criteria 1
Administering shortage 1

PPS: Per protocol set

48

Deviating at nonexecution of
observation and inspection item 1

and execution time

Fig. 2. Validity, medication, safety, compliance and analysis set.

pbp2b) @ 375 Ftkix 10 # (PISP 6 #&, PRSP 4 #%), 2
ZEHARIZ 6 ¥k (PISP 5 #k, PRSP 1), 1ZRikIT 44k
(PSSP 3 #k, PISP1#k) THV, Fo7z{ BRI %ho
7eDik 28k (PSSP2#K) Thotzo Tz, ¥27uF4F
iy 1B AR - mefA +ermB @ 1) 1% 2 ¥ (PISP), mefA & 9 13
7 (PSSP 1#k, PISP3#k, PRSP3#k), ermB & ) i%
11 ¥ (PSSP 3 #%, PISP 6 ¥, PRSP2#k), ~2u oA F
i P f5 T 7 L i 1 % (PSSP) ® & T3 - 7z (Table 3)

TFLX ® MIC 1 3 A 1 &R T o F #IZ R 7% <
<0.06~0.25 ug/mL TH - 72,

¥ 72 H. influenzae 28 "R 9, PBP A& (pbp3-1,
pbp3-2) D2ZEFMRIZ108 [B-lactamase-nonproducing
amoxicillin-susceptible H. influenzae (BLNAS) 4 #k,
B-lactamase-nonproducing amoxicillin-resistant H. in-
fluenzae (BLNAR)6 #k], 1 Z85E#ki3 6 ¥k (BLNAS 4 #k,
BLNAR2#) THY, Fo72L ERNFLDo720I1F12
B (BLNAS) Tdh -7 (Tabled),

TFLX @ MIC i PBP &1z 11242 7% <, =0.06~0.25
ug/mL TH -7z,

3. HEME

1) ERREhH

Fe 5T R E R IR O BRIR B S 0 A & 1 100%
(48/48 f51), #E%h % 12 625% (30/48 %) TH - 720 4
mg/kg D FERZ1L533% (16/30 B1), 6 mg/kg B
778% (14/18 1) TH o7z (Table5)s

2) JE R TR B R AR AT SR

KT A 37 B (RN &G« 22 9, #IBOR & 0 15
Bl) TRt S, FeGRT R RO R A R

S, MR Ay, BB G L D12 100% TdH - 72 (Ta-
ble 6) o

3) BT BIERIR R R

e 54 TR G H ORI O BRIR RN R X R K T2 b
59, TRTOBETENXIIHERTH 72 (Table7)s

4) T ETECG-HUR R R ) R

BB G E T QBB 7 BHAN) ICHUA
LA G- S N7z B ORI IR R R L PU N ZE 0 R b
L UEREIZ 22 5T, BRI RITTRTERNUIH
% TdH 72 (Table8)s

BB G ECH S SNPREO SRR (HHA) <
wBbHEo7-DiE~w a4 FRTHY, 186 11 41
() EANE S EE RS (G

5) MIWFHRYR

K A U 72 37 Bl o3 5.8 T IRE & vk g o
WA RO RN LFIZ, 639% (23/3661) THDY, 4
mg/kg $5-Tix 739% (17/23 B), 6 mg/kg #%5- Tl
462% (6/13%1) TH o7z (Table9)s

F 7z, BGHT R AT ERE o B - BIHO8 KAL) O
W2 & O RAITHME G T 81.0% (17/21 #k), #E
WIEGT 64.7% (22/34#%) TH o7 (Table 10),
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MR A 2 S - BE 63 Bl 9 B, [kA LT WL
FLeHEINLBEIZEED 96.8% (61/63 Bl) & EHET
-7z (Table11),
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Table 1. Subject summaries
Classification Parameter FAS PPS
55(%) 48(%)
Gender Male 31 (56.4) 28 (58.3)
Female (43 6) 20 (41.7)
Age (yr) <1 7 (30.9) 15 (31.3)
2-5 33 (60.0) 28 (58.3)
6-11 5(9.1) 5 (10.4)
12< 0 (0) 0 (0)
Mean = SD 3.1%*19 32%+19
Median 3.0 3.0
Min —Max 1-8 1-8
Height (cm) Mean = SD 95.0+15.3 95.3+159
Median 96.3 97.3
Min —Max 71.9-133.2 71.9-133.2
Weight (kg) <10 10 (18.2) 10 (20.8)
= 10-< 20 38 (69.1) 31 (64.6)
= 20-< 30 6 (10.9) 6 (12.5)
=30 1(1.8) 1(2.1)
Mean = SD 145£5.0 146 +5.3
Median 13.8 14.1
Min —Max 7.2—-33.0 7.2—33.0
Inpatient or outpatient Inpatient 30 (54.5) 27 (56.3)
Outpatient 25 (45.5) 21 (43.8)
Severity of infection Mild 4 (25.5) 12 (25.0)
Moderate 40 (72.7) 36 (75.0)
Severe 1(1.8) 0 (0)
Underlying disease and/ No 23 (41.8) 18 (37.5)
or complication Yes 32 (58.2) 30 (62.5)
Concomitant drug No 1(1.8) 1(2.1)
Yes 54 (98.2) 47 (97.9)
Previous antimicrobial No 32 (58.2) 30 (62.5)
treatment Yes 23 (41.8) 18 (37.5)
Maximum body <37 3 (5.5) 3(6.3)
temperature (C) = 37-< 38 10 (18.2) 9 (18.8)
=38 42 (76.4) 36 (75.0)
WBC (/mm®) < 10,000 12 (21.8) 11 (22.9)
= 10,000-< 15,000 27 (49.1) 23 (47.9)
= 15,000—< 20,000 12 (21.8) 11 (22.9)
= 20,000 4(7.3) 3(6.3)
CRP (mg/dL) <2 12 (21.8) 11 (22.9)
=2-<5 27 (49.1) 23 (47.9)
=5-<10 14 (25.5) 13 (27.1)
=10 2 (3.6) 1(2.1)
Table 2. Causative-organism drug susceptibility
Dru No.of MIC (ug/mL) MICso
& strains <0.06 0.12 025 05 1 2 4 =16 | (ug/mL)
TFLX 56 40 14 2 0.12
NFLX 56 26 3 3 1 7 12 1 4
LVFX 56 31 1 2 9 13 1
CDTR 56 22 6 10 15 3 0.5
CFPN 56 18 4 4 11 10 5 4 2
CVA/AMPC (1 : 2) 56 7 3 12 15 5 5 1 1 8
AZM 56 5 7 11 12 4 15 =16
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Table 3. Antimicrobial susceptibility and drug resistance gene of S. pneumoniae
MIC (¢g/mL) PBP genetic mutation tolelY[r Zilgeligzne
Causa_tive ID No. CVa/
oreamsm TFLX | NFLX | LVFX | CDTR | CFPN | AMPC | AZM | pbpla | pbp2x | pbp2b | mefA | ermB
(1:2)
PSSP 1660402 | = 0.06 4 0.5 0.25 0.25 =006 | >16 - + - -
PSSP 1660602 | 0.12 4 1 =006 | =006 | =006 | >16 - - - -
PSSP 1660901 0.12 8 1 =0.06 | =006 | =0.06 2 - - - - -
PSSP 1661005 | 0.12 8 1 0.12 0.25 =006 | >16 - + - - +
PSSP 1661201 | 0.25 16 1 0.25 0.5 = 0.06 8 - + - + -
PISP 1660401 | = 0.06 2 0.5 0.5 0.5 0.5 > 16 + + + -
PISP 1661001 | = 0.06 2 0.5 0.25 0.5 0.25 > 16 - + + -
PISP 1661003 | = 0.06 2 0.5 = 0.06 0.12 0.12 4 + + + =
PISP 1661006 | = 0.06 2 0.5 0.12 0.12 0.25 4 - + + -
PISP 1661007 | = 0.06 4 0.5 0.5 1 0.25 > 16 + + +
PISP 1662002 | = 0.06 2 0.5 0.5 0.5 0.5 > 16 + + - +
PISP 1662003 | = 0.06 2 0.5 0.25 0.5 0.5 > 16 - + + - +
PISP 1660202 0.12 4 1 0.12 0.25 0.12 > 16 - + - - +
PISP 1662001 | 0.12 4 1 0.25 0.5 0.25 > 16 - + + - +
PISP 1662501 | 0.12 4 0.5 0.5 1 0.25 > 16 + + + +
PISP 1662603 | 0.12 4 1 0.5 0.5 =006 | >16 + + - - +
PISP 1662813 | 0.12 8 1 0.5 0.5 0.5 8 + + -
PRSP 1660101 0.12 4 1 1 1 1 2 + + -
PRSP 1660202 0.12 4 1 0.5 1 1 > 16 + + - -
PRSP 1660302 0.12 4 1 0.5 1 1 > 16 + + -
PRSP 1660603 | 0.12 4 1 0.5 0.5 0.5 4 + + -
PRSP 1661002 | 0.12 4 1 0.5 1 1 1 + + -
EME, ESOXAKE VD OOMHERADMIETIE 103 fH7HL L 720 HIFEI I 63 Fr 28 IO #4145

RO L FL LT/ (Fig. 3)o

6. watk

LAEVERRAT X G AL 63 BIZIETIE Ao 7228, i 72
HEFGES 1 (LRBEORE @ AL FBH L7z, R
FAEEMIEH - B0z, REMRZ M
e L] LHEL. BEICHEESTIFEERERELTS
B 51 (RIS 2 7k, SHEE, MR B L OER &1
) HBIL7225, HEHRPICIVERGHIEE oo B
o 7o BERETEERGIESEERE, DB B & UK
& 1 FORERRZTERZ L], B 2 oK
B TERHBELL LNV LHE L, KRR
HETE R VEERAARBE L 260 MMP-3 1%, W
NLFLGAT L R L THRGHTEMEEZRT I Lid e ho
726

HERELIZ63HFH 45112109 3B L, BRI
714% (45/63 Bl) Tdh - 720 FEHED Do A ERHR
(X 22.2% (14/63 B) 35 X ORI 20.6% (13/63 1) T
Holzo BEOHEREL IR, THEEOHEHELII6
BN 6 1F R 2k, MEM, 5%k, 845 REICX
K05 BLORES L], BEOHEFLIL 45 612

BL, FEBIIL 44.4% (28/63 B) T - 720 FEHHEIE
Mo ZEIERE LTid, FHI111% (7/63 #1) B X OV
H95% (6/63%1) THo7zo HEEORITEMIE 1M1
f (CFH#), BEEORIVERIZ 28 6112 40 HFBLL 72 (Ta-
bles 12, 13),

FRETICoWTIE, Mo EESREHRRIIBHET
72.2% (26/36 Bl), kT 704% (19/27 %) THYH, K
X o7 AERM O EHS BT, 1iRUT
TIX 750% (15/20 1) TH V), MOERIX 5 & I IFFER
Th ol KREHOFAERLIEIZRIL, 10 kg KTl
50.0% (5/10 1) TH b, MORE X 5 & AT - 720
MR OAERERIEHRIL, 4mg/kg x5 TId 658%
(25/38 1), 6 mg/kg $5-Tld 80.0% (20/25 1) T 1,
6 mg/kg %5 O EFHLHIEIE 4 mg/kg $ 512~
TE»> 72,

F7-, RN OREREIEE, 1%L T Tl 35.0%
(7720 B1) TH b, MOERIX G & AT o 720 KE
OB ZEBZFIL, 10 kg Kiili Tl 20.0% (2/10 $1) T
HY, MOREXGOLGFUT TH o7z HEHBIOR
TERFBIZE, 4mg/kg %5 Tlx 36.8% (14/38 #1), 6
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Table 4. Antimicrobial susceptibility and drug resistance gene of H. influenzae
MIC (ug/mL) genetif ]ranlzltation
Causat_ive ID No. oy
oreamsm TFLX NFLX LVFX CDTR CFPN AMPC AZM pbp3-1 | pbp3-2
(1:2)
BLNAS 1660201 | =0.06 | =006 | =006 | =006 | =006 0.5 2 - -
BLNAS 1660202 | =006 | =006 | =006 | =006 | =006 0.5 2 - -
BLNAS 1660301 | =006 | =006 | =006 | =006 | =006 0.5 1 - -
BLNAS 1660302 | =0.06 | =006 | = 0.06 0.12 2 2 0.5
BLNAS 1660303 | =0.06 | =0.06 | = 0.06 0.12 0.5 0.25 0.5
BLNAS 1660304 | =006 | =006 | =006 | =006 | =006 0.5 0.5 = -
BLNAS 1660402 | =006 | =006 | =006 | =006 | =006 0.5 1 = =
BLNAS 1660501 | = 0.06 = 0.06 = 0.06 0.5 4 8 1 + +
BLNAS 1660901 | = 0.06 = 0.06 = 0.06 = 0.06 = 0.06 0.25 1 - -
BLNAS 1660903 | = 0.06 = 0.06 = 0.06 = 0.06 = 0.06 0.5 2 + -
BLNAS 1661005 | =006 | =006 | =006 | =006 | =006 0.25 1 - -
BLNAS 1661007 | =006 | =006 | =006 | =006 | =006 0.5 2 - -
BLNAS 1661102 | =006 | =006 | =006 | =006 | =006 0.5 1 - -
BLNAS 1661103 | =0.06 | =0.06 | =006 | =006 | =006 2 1 + -
BLNAS 1661601 | =0.06 | =0.06 | =006 | = 0.06 0.25 4 2 - +
BLNAS 1662501 | =006 | =0.06 | =006 | = 0.06 0.12 2 1 + -
BLNAS 1662603 | =006 | =006 | =006 | =006 | =006 0.25 0.5 = =
BLNAS 1662804 | = 0.06 = 0.06 = 0.06 = 0.06 = 0.06 1 0.5 - -
BLNAS 1662811 | = 0.06 = 0.06 = 0.06 = 0.06 = 0.06 0.5 1 - -
BLNAS 1662003 0.12 0.25 0.12 0.12 2 8 2 + +
BLNAR 1660404 | = 0.06 | =006 | = 0.06 0.25 2 8 1 + +
BLNAR 1661001 | = 0.06 | =006 | = 0.06 0.5 4 8 2 + +
BLNAR 1661002 | = 0.06 | =006 | = 0.06 0.25 4 8 0.5 + +
BLNAR 1662001 | = 0.06 | =0.06 | = 0.06 0.25 2 8 + +
BLNAR 1662502 | = 0.06 | =0.06 | = 0.06 0.25 2 16 4 + +
BLNAR 1662803 | = 0.06 | =006 | = 0.06 0.25 4 8 2 + +
BLPAR 1662806 | =006 | =006 | =006 | =006 | =006 2 0.5 + -
BLPAR 1662805 0.25 2 0.25 = 0.06 = 0.06 2 16 + -
Table 5. Clinical efficacy
(n?go /Slfg) sill;)j.ez{s Excellent Good Fair Poor ?:::*l l(e(;; ; Efﬁ(%/'g)c v
4 30 16 14 0 0 53.3 100
6 18 14 4 0 0 77.8 100
Total 48 30 18 0 0 62.5 100

" Excellent rate = No. of Excellent/No. of subjects X 100
“Efficacy = No. of “Excellent and Good” /No. of subjects X 100

mg/kg % 5 T1£560% (14/25%1) TH Y, 6 mg/kg
B5OREMNEHEIZ4me/ kg X5 ICHNTE» - 72
(Table 14) .
m. £ =
BAE, bAETEESN TV LIEED 2 PIIETA
LEINBORE - HROGRE» R, NERHEOFTE
DB EHHEE DL % 2R VEHDTL V. DL %l

IMER OWE I, DNROFERME, REMEOERDE
BEND72CONBURT D 5o HUREEIE K B O FH &
SZVETEBATEROE LRI L 2 5 OT, KRHERO
BTG WDIFE IS E R b,

P i EASE (/N BRI O H 2R ICB VT b —
R R TH Y, JEAETF @A P 17 S RF R AR T
9D 5 B BT ABBH TH - 720
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Table 6. Clinical efficacy classified by causative organism
Causative organism NO.' of Excellent Good Fair Poor Efficacy
subjects (%)
Monomicrobial infection 22 9 13 0 0 100
Gram-positive bacteria 6 3 3 0 0 100
S. pneumoniae 6 3 3 0 0 100
PSSP 2 1 1 0 0 [2/2]
PISP 3 1 2 0 0 [3/3]
PRSP 1 1 0 0 0 [1/1]
Gram-negative bacteria 16 6 10 0 0 100
H. influenzae 16 6 10 0 0 100
BLNAS 11 3 8 0 0 100
BLNAR 3 3 0 0 0 (3/3]
BLPAR 2 0 2 0 0 [2/2]
Polymicrobial infection 15 12 3 0 0 100
PSSP + BLNAS 2 0 2 0 0 [2/2]
PISP + M. (B) catarrhalis 1 1 0 0 0 [1/1]
PISP + BLNAS 4 3 1 0 0 [4/4]
PISP + BLNAR 1 1 0 0 0 [1/1]
PRSP + M. (B) catarrhalis 1 1 0 0 0 [1/1]
PRSP + BLNAS 1 1 0 0 0 [1/1]
PRSP + BLNAR 1 1 0 0 0 [1/1]
MSSA + PISP + M. (B) catarrhalis 1 1 0 0 0 [1/1]
PSSP + M. (B) catarrhalis £ BLNAS 1 1 0 0 0 [1/1]
PISP + PRSP = BLNAS 1 1 0 0 0 [1/1]
PISP + M. (B) catarrhalis = BLNAR 1 1 0 0 0 [1/1]

“Efficacy = No. of “Excellent and Good” /No. of subjects X 100

INB DM FATIER DB AN AEAT T B 7200 BB 22 TG DS
PHEESINDL =TT, WA TH GO TEHRIHEIAE
HENBLAET b —F 70 v REDVNETIREIGIC
%o TR,

F7:, FEENEO S. pneumoniae Ti& PRSP, PISP,
H. influenzae TIIBLNAR, B-lactamase-producing amox-
icillin/clavulanic acid-resistant H. influenzae (BLPCR)
DIFEHED;E L o THED, FIZ2RUATOEREL2S
O PRSP 35 X U PISP O 73 BB 23 AT A 5> & 2]
Il oTWw5Y,

NS DMHER A S NHERITIES L DA, A
BElZ & VRSO GALEE 2 ) BHEOAHIKE
b7z, Bz ORPAKO 50, HARNE
Fepa B SCHANREIYEA R D 5 F /1 Y SRED/N
RADBIEAEE E NI

NROMIZXITE A LD HHPAIZTH Y, Filil Lo
THHEE DD 5 L Vb Twb7, 5B T id
A W AW g PAV T H. influenzae, S. pneumoniae 12 X %
igrLnesh, 6B ETEIYfaTIA<RE
FEERIHEARIC L DI RA LV E SR T VD Ldio
/NP EGHE BT A T 4 2T FRBAEDA
IR 0D /N YR T HR il S A0 S BT 3R TR R DAL RGBS B v
TlE24 A~5i% )2 TIiZ CVA/AMPC, AMPC X &
SBTPC #1425, &2V dIEEitE 7 = 2 0fOHS:
ARSI, 6B ETIE~2 a5 4 FHbHwidT b

SHA4 70y (FHI8 ML) ofROHFS AR INT
W57,

G DR R 5 b S, pneumoniae X3 H. influen-
zae BEHRW & LTI SNEMTTRTT7RIELT
THIC1RIBTI5BlA BN T2, M. (B)catarrhalis
6 IEF A S S 72232 N 513X T S. pneumo-
niae X3 H. influenzae & DIRABGW & LT hiz
FEBIT 7L T O BIRIXI3 & A &S, preumoniae X 1%
H. influenzae 3B5- L 72zt L SR %0 L723> T, 4l
DR RBREFE L 6 U TOMRICHLTB IF27 % 4
N L BIEBEHERE T B /N EIPRESRRGSRE S WA A N T
A VR ENTERELHFETHHDOTH o7z (Ta-
ble 15),

RIEOHFRMEZ, 35T IR IR OBRIRRR D
AR 100% (48/48 1) TH H, PRSP 1 & U° BLNAR
T & OG22 B % &6, BIE R X U SE O M
PERG 2T LT, BV ERRSIR 2R L7z,

L OFRERTIZBRA & 7225, TFLX 1, Mycoplasma
spp., Chlamydophila spp\Zxf L CHEZEZRT I LA
5, MUIHFPUAAG R A 2 A8 (Table 16) T34 277 X
<M 3B, v 47T ABREGREGE2H6, 2F53IVT
Bige 2 B & HE SNIZEFIIBVTE S5 BNERTH
D, ~7uI4 FEFHO~ AL 377 AMRICBVTH
B ThHo7 (Tablel7).

=i, BGHETRSUEHIERE O RIE R 70.9% (39/
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Table 7. Overall clinical efficacy by subject summary

Clinical efficac: .
Classification Parameter Subjects Y Efﬁ;acy
Excellent Good Fair Poor (%)
Age (yr) =1 15 9 6 0 0 100
2-5 28 17 11 0 0 100
6—11 5 4 1 0 0 [5/5]
12 = 0 0 0 0 0 —
Weight (kg) <10 10 6 4 0 0 100
=10-< 20 31 18 13 0 0 100
= 20-< 30 6 5 1 0 0 100
=30 1 1 0 0 0 [1/1]
Inpatient or outpatient Inpatient 27 19 8 0 0 100
Outpatient 21 11 10 0 0 100
Severity of infection Mild 12 7 5 0 0 100
Moderate 36 23 13 0 0 100
Severe 0 0 0 0 0 —
Underlying disease and / No 18 13 5 0 0 100
or complication Yes 30 17 13 0 0 100
Level of influence on Slightly 17 10 7 0 0 100
infectious disease Moderate 12 6 6 0 0 100
Serious 1 1 0 0 0 [1/1]
Previous history No 31 21 10 0 0 100
Yes 17 9 8 0 0 100
Concomitant drug No 1 0 1 0 0 [1/1]
Yes 47 30 17 0 0 100
Previous antimicrobial No 30 18 12 0 0 100
treatment Yes 18 12 6 0 0 100
Medication compliance 100 42 26 16 0 0 100
(%) = 80-< 100 6 4 2 0 0 100
= 50-< 80 0 0 0 0 0 —
< 50 0 0 0 0 0 —
Bacteria detection No 11 9 2 0 0 100
Yes 37 21 16 0 0 100

‘Efficacy = “Excellent and Good” /Subjects X 100

Table 8. Clinical efficacy by invalid previous antimicrobial

Group Nq_ of Clinical efficacy Efficacy’ (%)
subjects Excellent Good Fair Poor
Penicillin 1 1 0 0 0 [1/1]
Cephem 2 2 0 0 0 [2/2]
Macrolide 11 6 5 0 0 100
Others™ 2 2 0 0 0 [2/2]
Two or more 2 1 1 0 0 [2/2]

‘Efficacy = “Excellent and Good” /Subiects X 100
“Excluding penicillin, cephem, macrolide, carbapenem, amino glycoside, tetracycline, and quinolone

Table 9. Bacteriological effect by dosage

Dose No. of Eradication Decrease/Partial Persistence Unknown Eradication”
(mg/kg) subjects eradication (%)
4 30 17 4 2 7 73.9
6 18 6 5 2 5 46.2
Total 48 23 9 4 12 63.9

* Eradication = “Eradication” / “Eradication, Decrease/Partially eradication and Persistence” X 100
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Table 10. Bacteriological efficacy

Causative organism Strains Eradication Persistence Unknown Erad(l(%tlon
Monomicrobial infection 22 17 4 1 81.0
Gram-positive bacteria 6 3 3 0 50.0

S. pneumoniae 6 3 3 0 50.0
PSSP 2 0 2 0 [0/2]
PISP 3 2 1 0 [2/3]
PRSP 1 1 0 0 [1/1]

Gram-negative bacteria 16 14 1 1 93.3

H. influenzae 16 14 1 1 93.3
BLNAS 11 10 0 1 100
BLNAR 3 2 1 0 [2/3]
BLPAR 2 2 0 0 [2/2]

Polymicrobial infection 34 22 12 0 64.7
Gram-positive bacteria 17 8 9 0 471

S. aureus 1 1 0 1] [1/1]
MSSA 1 1 0 0 [1/1]

S. pneumoniae 16 7 9 0 43.8
PSSP 3 3 0 0 [3/3]
PISP 9 2 7 0 22.2
PRSP 4 2 2 0 [2/4]

Gram-negative bacteria 17 14 3 0 82.4

M. (B) catarrhalis 5 5 0 0 [5/5]

H. influenzae 12 9 3 0 75.0
BLNAS 9 6 3 0 66.7
BLNAR 3 3 0 0 [3/3]

“Eradication (%) = “Eradication” / “Eradication and Persistence” X 100
Table 11. Ease in taking

Subjects Very easy to take Easy to take Neither Hard to take Unable to take

63 18 (28.6%) 43 (68.3%) 1 (1.6%) 0 1 (1.6%)

(%) = number of “Very easy to take,”  “Easy to take,” “Neither," or ~“Unable to take” / Subjects X 100

o
4 o 4mg/kg
g o 6 mg/kg
ED [e)
X 3 7 o
g °
E B o
£, ®
3 ° °
g e0g © o
S °e0_ 8 °
< '00 8 oo o
£ 1 - L 3 % 00
s ° o9
A M e ° . °o
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Fig. 3. Plasma tosufloxacin concentration versus time profile.
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Table 12. Incidence of adverse events (1)

Event Relationship®
SOC, HLGT S(‘}tgf;t)s 1-4 1-3
‘ PT Subjects Events Incidence® Subjects Events Incidence®
Total 63 45 109 71.4 28 41 44.4
Ear and labyrinth disorders 63 1 1 1.6 0 0 0
‘ Ear pain 63 1 1 1.6 0 0 0
Gastrointestinal disorders 63 27 40 429 16 18 25.4
Diarrhoea 63 14 15 22.2 7 7 11.1
Vomitng | 6 | 1 | 15 | 206 | 6 | 6 | 05
Abdominal pain | 6 | s | 5 | 63 | 2 | 2 | 52
Nausea | 6 | 2 | 2 | 52 | | 1 e
CAnal fissure | 6 | | o . | o | o | o
Constipation | 6 | | ol . | | 1 e
 Abdominal pain upper | 6 | s v e | s 1 e
ministration st conditons 03 : 5 03 0 0 0
Infusion site swelling 63 2 2 3.2 0 0 0
CPyrexia | 6 | s > | 16 | o | o | o
Cpan | 6 | s o e | o | o | o
Infections and infestations 63 11 11 175 0 0 0
Bronchitis 63 4 4 6.3 0 0 0
Streptococcal infection 63 1 1 1.6 0 0 0
Gastroenteritis 63 1 1 1.6 0 0 0
Nasopharyngitis 63 1 1 1.6 0 0 0
CSinusitis | 6 | | 1l . | o | o | o
Tonsills | 6 | | 1ol . | o | o | o
 Hand-foot-and-mouth disease | 6 | | ol . | o | o | o
Herpangina | 6 | | o . | o | o | o
procedural complicatons 03 2 2 32 0 0 0
Arthropod sting 63 1 1 1.6 0 0 0

Thermal burn 63 1 1 1 0 0 0

Musculoskeletal and connective

tissue disorders 63 4 4 6.3 2 2 3.2
Arthralgia 63 2 2 32 2 2 3.2
Neck pain 63 1 1 1.6 0 0 0

Painin extremity | s | v v e | o | o | o

Nervous system disorders 63 1 1 1.6 1 1 1.6

‘ Somnolence 63 1 1 1.6 1 1 1.6
Psychiatric disorders 63 1 1 1.6 1 1 1.6
‘ Delirium 63 1 1 1.6 1 1 1.6
giesp())rr(:i((l;l;:tive system and breast 63 1 1 16 1 1 16
‘ Balanoposthitis 63 1 1 1.6 1 1 1.6
) 1: Certain, 2: Probable, 3: Possible, 4: Unrelated 1/2

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

720 WEE T RAMEL L L 723G ORI RS 100% (7/7 SRR & AL & L7235 B I PR SR 2 D
) & BRRBEIE SN THELZOIH L, SRS EREISEOEER & LTRAET 2R 05,

WO A ORI RFEIL 66.7% (32/48 #k) TH -7z (Ta-  /NEOMBHEN %0 EEIEK W TdH 5 S. pneumoniae
ble 18) - X OV H. influenzae \3/NJE L 5GE D FAEM B % 2 T %
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Table 13. Incidence of adverse events (2)
Event Relationship®
Subjects _ _
SOC, HLGT (Total) 1-4 1-3
PT Subjects Events Incidence ) Subjects Events Incidence ¥
Resp.lrat.ory, thoracw and 63 3 3 127 0 0 0
mediastinal disorders
Upper resplratory tract 63 6 6 95 0 0 0
inflammation
Asthma 63 1 1 1.6 0 0 0
Rhinorrhoea 63 1 1 1.6 0 0 0
Sl.ﬂn and subcutaneous tissue 63 10 1 15.9 5 5 79
disorders
Dermatitis contact 63 2 2 3.2 0 0 0
Eczema 63 2 2 3.2 1 1 1.6
Erythema 63 2 2 3.2 2 2 3.2
Heat rash 63 2 2 3.2 0 0 0
Pruritus 63 1 1 1.6 1 1 1.6
Rash 63 1 1 1.6 1 1 1.6
Photodermatosis 63 1 1 1.6 0 0 0
Vascular disorders 63 2 3 3.2 2 2 3.2
Pallor 63 1 2 1.6 1 1 1.6
Flushing 63 1 1 1.6 1 1 1.6
Investigations 61 18 21 29.5 9 11 14.8
Enzyme investigations NEC 61 1 1 1.6 1 1 1.6
Blood creatine
phosphokinase increased 6l ! ! 16 ! ! 16
Haematology investigations 61 11 11 18.0 5 5 89
(incl blood groups)
Eosinophil count increased 61 6 6 9.8 3 3 4.9
White blood cell count 60 3 3 5.0 9 9 33
decreased
Platelet count increased 59 2 2 3.4 0 0 0
Hepatobiliary investigations 61 1 2 1.6 1 2 1.6
Alanlne aminotransferase 61 1 1 16 1 1 16
increased
f‘\spartate aminotransferase 61 1 1 16 1 1 1.6
increased
Renal and urinary tract 61 2 2 33 2 2 33
investigations and urinalyses
Urinary casts 34 2 2 59 2 2 59
Water: elgctrolyte and mineral 61 5 5 3.2 1 1 16
investigations
Blood sodium increased 61 2 2 3.3 0 0 0
Blood chloride increased 61 1 1 1.6 1 1 1.6
Blood potassium decreased 61 1 1 1.6 0 0 0
Blood sodium decreased 61 1 1 1.6 0 0 0
¥ 1: Certain, 2: Probable, 3: Possible, 4: Unrelated 2/2

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

HWRETHH 22 L0 5, RIGHT b BIHEHR Wil 2 iR
EMEE L7BIS, CORZEERT HLEDNDH Lo Mo
ANRHPLREE O RRARRERIZ BV TH WIHER L FRED
TeHEASA 5N BB % <, T RGEIEGIE I L CTHRR
WMARABD LTS, EMHTHR O B O B 35 sz

s

HERRBEICPPDOLTELTEZVERESATY
610)0

T72, RBHRTHHR - BIRERGHD ) OLEOR
THIE1E 333% (5/15 k) TH D, &b Lo 850%
(34/40 ¥k) IZHARTRDr o722 20 d, FitLm%E
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Table 14. Harmful event and side effects by extraneous factor

Classification Parameter Adverse event rate Side effect rate
(Relationship'1 —4) (relationship1 —3)
Total 71.4% (45/63) 44.4% (28/63)
Gender Male 72.2% (26/36) 41.7% (15/36)
Female 70.4% (19/27) 48.1% (13/27)
Age (yr) <1 75.0% (15/20) 35.0% (7/20)
2-5 68.6% (24/35) 48.6% (17/35)
6-11 85.7% (6/7) 57.1% (4/7)
2= (0/1) (0/1)
Weight (kg) <10 50.0% (5/10) 20.0% (2/10)
= 10-< 20 79.1% (34/43) 51.2% (22/43)
= 20-< 30 66.7% (4/6) 50.0% (3/6)
= 30 (2/4) (1/4)
Severity of infection Mild 66.7% (12/18) 44.4% (8/18)
Moderate 75.0% (33/44) 45.5% (20/44)
Severe (0/1) (0/1)
Underlying disease and / or No 67.9% (19/28) 50.0% (14/28)
complication Yes 74.3% (26/35) 40.0% (14/35)
Previous history No 70.5% (31/44) 45.5% (20/44)
Yes 73.7% (14/19) 42.1% (8/19)
Medicine allergy No 72.6% (45/62) 45.2% (28/62)
Yes (0/1) (0/1)
Allergies other than medicine No 80.0% (32/40) 42.5% (17/40)
Yes 56.5% (13/23) 47.8% (11/23)
Concomitant drug No (1/1) (1/1)
Yes 71.0% (44/62) 43.5% (27/62)
Concurrent therapy with other No 66.7% (8/12) 33.3% (4/12)
agent Yes 72.5% (37/51) 47.1% (24/51)
Dose 4 mg/kg 65.8% (25/38) 36.8% (14/38)
6 mg/kg 80.0% (20/25) 56.0% (14/25)

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

(/): Patients / Subjects

Table 15. Bacteria and clinical effectiveness by age

Age

Causative organism e ! 2 3 4 5 6 7 8~
_ Unknown VU |22 | 83 | 22 | 22 | | | 11
_H influenzae W7 | |22 |\ 56 22 | |
S pneumoniae ] ] LZR T U VA R LR U VA N 4 S U 74 S B
__ 8. pneumoniae + H. influenzae | 33 | V1 | 2/2 | | vr ooy
__ 8. pneumoniae + M. (B) catarrhalis | 22 | | |\ | | |
S aureus + S. pneumoniae + M. (B) catarrhalis | | | | L4 S KO U DU RO
8. pneumoniae + M. (B) catarrhalis + H. influenzae | 1/1 | | | Vi

S. pneumoniae + S. pneumoniae + H. influenzae 1/1

‘I: “Excellent+Good” /Subjects

Table 16. Serum antibody inspection standard

Antibody Method Single serum Paired serum
Mycoplasma CF 64 times over 4 times over
PA 320 times over 4 times over
Chlamydia pneumoniae ELISA IgG Rise of ID 1.35 or more
ELISA IgA Rise of ID 1.00 or more
ELISA IgM ID 2.00 =

CF: Complement fixation test, PA: Particle agglutination, ELISA: Enzyme-linked immunosorbent assay
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T BAEREE 2 T2

L7zhoT, TYEY vy 75— E 2 5/080E
DR TIE, LD VoZ ) WiERMmEREZFEmL, K
W OIEANEZ G2 EST 5 2 & T, AR LT
WHESSICHMHEHAT A2 EPMEICR S LE X
%o

BAEVEIZOWT, HHEREREIIEITEAERT 714% 45/
63 B1), 4mg/kg # 5 Tlx 658% (25/38 1), 6 mg/kg
$ 5T 80.0% (20/25 1) TH Y, 6mg/kg x5 DIEH
PHEREGRBRPE NS OO0, BEOFEFLIIRL,
6 mg/kg ¥ 5-HAEHTREE £ 2 720

T, F/u RETHEIN TV AIMBEREICEL
T, MEE R0 o720 T2, NEANOF /1O
VREOMATHRE SN MR EICHEET 24 EER
& LT, PUEIE 2 fF, S, MUBOGW B X OVEE& L1
B BNTze 2D LI 2 Fl2owTiE, AL
DHREMBRERET B LN TE LD o278 214hL
BETHY, BBBHISHEL, MRIMELEEL721
BICREITRIZRD 2 h otz B v~ F BE L&
DFREBEFZ TERT B 2 LM SN TV S HHERED
I, g S 77~ D, gL 3%HE, ALP TS &
URP A IBHEL, /0y RERSICLIVERT S
ERHLRE RS TWRWZ LY, KAETlZon
5 DR DA R S B v~ FBE T LAY
BT ERMSNT VS 2YMMP-3 % MfifED R L L
THIE L7z ARIEE ORBEBIRZ G E T S 2B =
L 72 2 B TP 5n & ik LT 54T MMP-3 1%
EEERET, BHBEE I Lo bDEEZ T, T2,
BEEED G SN2 T T O EE DO MMP-3 i THE &
B BEMI Do 720 KRB TOMMICEME Y 24 EH
L OEBLFIZTI% 5/636]) THVY, HETH D

Table 18. Overall bacteriological efficacy by material

Material Sputum

100% (7/7)

Nasopharynx
66.7% (32/48)

Eradication

“ Eradication= “Eradication” / “Eradication and Persistence”
X100

ciprofloxacin (CPFX) DA} EToOH5-BlikT% 6 A £ T
DFEBFE 93% (31/33561) LIFIFFM L THo71" F/
O 2RI X B IR EO BT IEH L Ik > T
HTnZl, AETONR RIS E L7 CPFX D RRIREER
TIZBMBEEICE L TY R 2 055 5 2 LAVRBRERTW»
LI EDNS, REOMMIZH 2o TIIBMREEICT] &k
EEBIUELEZ D,

— A ERLRE LTI THRDE L, FEREL
FBIFIT 222% (14/63 #1), BIMEHAEBFRIZZhEN
111% (7/63 1) T - 7225, M 3EH] o B PR 30 B F
CVA/AMPC (1:14) 355% (38/107 #51)", tebhipenem
pivoxil (TBPM-PI) 34.8% (23/66 )2 THw 3%
DTH o2 AERTHEILZTRHIIEED D DIF %L,
Wik L E 22 b0 TERVWEE R T2,

T2, RIZEDP-DRIEETH Y, FEHRBHR
1 20.6% (13/63 #1), EITEHIZEHHIE 95% (6/63 #1) T
H Y, ABEEH] OERIAR R CVA/AMPC(1 : 14) 2.8%
(3/107 #51), TBPM-PI0% (0/66) \ZH~_T i o 7225,
AREFRCTHRBLUZEHEEHEO D OE 2L, §_TUE
L THEL,

MR OFERTEE L 7 R TIE, FEFEITHR AR
TV BXO [#ARTV] LHE SN EBHEEEO
96.8% (61/6361) Td 1, M/ NEHPIRSE & LT,
RIEDONAMEIZ RV EE 272 (Table 19)0

ARFEVE T G X B Jicxt LT KBl 2 < e
BRI R Z R L, ML T RIF AR SO
7oo REMICELTIE, R LEMEE 22 HEHRITE
BLZdo728%, AREADOF ) 0 v REOHKLG THRES
N5 EHREEICH L TIE, SHIEEILELEZ D,

Db XY, TFLX MK 10% 13705 V2 o 5l v 1 fili 7% 58 %
W25 B IEFEIEOBIL 237D I ERIERITH
5 LEZ DN, NRHEBICH L CGEAZINS L AES b
Y—F/uarviEThbo, F/0ritEz BBl
WO DEIEHAz M EINLEATHY, 5%
Z OERRIGALE DI IZ oW TR L TRE LT
Bib b,

Table 19. Comparison of antimicrobial agent compliance in pediatric
Compliance 13262 10% CFPN-PI'" CDTR-PI'® FRPM™ TBPM-PI'®)
Granules

Very easy to take 18 (28.6) 5(0.9) 5(1.1) 70 (11.6) 16 (24.4)
Easy to take 43 (68.3) 125 (21.7) 60 (13.1) 267 (44.4) 43 (65.2)
Common 1 (1.6) 399 (69.2) 351 (76.6) 237 (39.4) 7 (10.6)
Hard to take 0 32 (5.5) 39 (8.5) 4(0.7) 0
Unable to take 1(1.6) 6 (1.0) 1(0.2) 0 0
Unknown 0(0) 10 (1.7) 2 (0.4) 24 (4.0) 0

Total 63 577 458 602 66

(): Composition ratio
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An uncontrolled, open label study of 10% tosufloxacin granules in pediatric pneumonia

Satoshi Iwata”, Naoichi Iwai”, Kazunobu Ouchi’,
Hiroshi Sakata” and Keisuke Sunakawa”

U Infection Control Center, Keio University School of Medicine, 35 Shinanomachi, Shinjuku-ku, Tokyo, Japan
? Formerly: Department of Pediatrics, Meitetsu Hospital

¥ Department of Pediatrics, Kawasaki Medical School

” Department of Pediatrics, Asahikawa-Kosei General Hospital

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

Tosufloxacin(TFLX) granules, a fluoroquinolone antibiotic agent, was administered at 4 mg/kg or 6 mg/
kg twice daily in children with bacterial pneumonia to evaluate its ease of administration, efficacy, safety
and plasma concentration. The efficacy at dosing completion or discontinuation was 100% (48 of 48 cases),
eradication was 70.9% (39 of 55 strains) and 23 (63.9%) of 36 patients showed bacteria eradication. In admini-
stration, 28.6% (18 of 63) of patients reported it “very easy to take” and 68.3% (43/63) “easy to take.” Adverse
events reported by 45 patients numbered 109 and occurrence was 71.4% (45 of 63) . The most frequently re-
ported adverse reactions were diarrhea (22.2%, 14 of 63 patients) and vomiting (20.6%, 13 of 63 patients). No
severe adverse events were reported and 6 adverse events moderate in severity were reported by 6 patients
(2 cases of diarrhea and 1 case each of vomiting, bronchitis, thermal burns and rhinorrhoea). Mild adverse
events reported by 45 patients numbered 103. Of 63 patients, 28 reported 41 adverse reactions at an occur-
rence of 44.4%. Frequently reported adverse reactions were diarrhea (11.1%, 7 of 63 patients) and vomiting
(9.5%, 6 of 63 patients). One moderate adverse reaction was reported by a patient (diarrhea) and 40 cases of
mild adverse reactions were reported by 28. Five cases of joint-related adverse reactions in the use of qui-
nolone antibiotics were reported by as many children (2 cases of arthralgia and 1 case each of neck pain, pain
in extremity, and pain). Neck pain, pain in extremity, and pain were deemed unrelated to the study drug and
two cases of arthralgia were deemed possibly related. MMP-3 collected from 2 patients with arthralgia was
not elevated from values measured before dosing and arthralgia resolved within a short time and was not
clinically significant. No clear correlation was observed between subject background factors and adverse
event occurrence. Adverse event occurrence by dose regimen was 65.8% (25 of 38 patients) in the 4 mg/kg
group and 80.0% (20 of 25 patients) in the 6 mg/kg group, meaning that adverse events occurred more fre-
quently in the higher dosage group. Plasma drug concentration in children with bacterial pneumonia dosed
at4 mg/kg or 6 mg/kg fell within the range of plasma concentrations in adults dosed at 102 mg and 204 mg
(approved dosage), suggesting the same level of efficacy in both. TFLX administration at 4 mg/kg or 6 mg/
kg twice daily in children with bacterial pneumonia is thus expected to be clinically highly beneficial.



