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Fig. 1. Chemical structure of pazufloxacin mesilate.
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Enrolled subjects
27
FAS exclusion subject
0
FAS
27
PPS exclusion subjects
21
PPS Reasons for exclusion
6 Violation of inclusion criteria 19
Violation of exclusion criteria 9b)
Essential data missing or invalid 29
No causative organism in the blood 16

Fig. 2.

Subjects disposition.

) One inclusion criteria violation was overlapped with essential data missing or invalid and no causative organ-

ism in the blood.

b) One exclusion criteria violation was overlapped with essential data missing or invalid and no causative organ-

ism in the blood.

©) One essential data missing or invalid was overlapped with no causative organism in blood.
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MIC i E. coli<0.025~0.05 ug/mL, S. pneumoniae 2 ¥k &
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Table 1. Subjects summaries
. . PPS FAS
Classification Parameter
N=6 N =27
Male 2 12 (44.4)
Gender
Female 4 55 (55.6)
< 30 0 0 (0)
> 20-< 30 0 2(7.4)
> 30-< 40 0 0 (0)
> 40-< 50 0 2(7.4)
> 50-< 60 1 4 (14.8)
> 60-< 70 2 4 (14.8)
Age (year) > 170 3 15 (55.6)
< 65 3 10 (37.0)
> 65 3 17 (63.0)
<75 4 14 (51.9)
> 75 2 13 (48.1)
Mean £ SD 68.2+89 66.9*16.5
<40 1 3(1L1)
> 40-< 50 1 9 (33.3)
. > 50-< 60 2 6 (22.2)
Body weight (kg) > 60-< 70 1 7 (25.9)
> 170 1 2(7.4)
Mean = SD 53.6+13.8 519+124
Sepsis (Respiratory Tract Infection) 2 8(29.6)
Diagnosis (infection focus) Sepsis (Urinary Tract Infection) 3 13 (48.1)
Sepsis (Other) 1 6 (22.2)
Y 6 8 (29.6
Positive blood culture s (29.6)
No 0 19 (70.4)
Mild 0 0 (0)
Severity of infection Moderate 3 13 (48.1)
Severe 3 14 (51.9)
No 0 0 (0)
Yes 6 27 (100)
Underlying disease and/or
A Mild 0 1(3.7)
complication
Moderate 2 7 (25.9)
Severe 4 19 (70.4)
D i . hist No 6 26 (96.3)
rug allergy previous histor
& aflergy p Yol Yes 0 1(3.7)
Chemotherapy just before No 5 20 (74.1)
treatment Yes 1 7 (25.9)
Ni 0 1 (3.7
Concomitant drug © (3.7)
Yes 6 26 (96.3)
) No 2 9 (33.3)
Concomitant therapy
Yes 4 18 (66.7)

Subjects (%)

IR EARGE | & Hlr S, PPS 22 S B Sz,
3. A RPE O G

PPS 6 % (JEBI Nol-6) DEH L DR, R
B L OB HEOHER 2 Fig 3 1R L7z &5 T O
RAD AL, 5 3 BB X OH# 3 BITHRIEIL 6/6 HIT
HY, HEFED 95% FEHEX X 54.1~100% TH - 720
W OSER] b B G T BRI ERME E 7213 R )
R, KR M ERES X O BEEAEIR - FF R D
gL Tz, MIEENRITIROHEERTH Y, #
HSARBBEIEA SN Do 72 A AN O I AL,

66105 HL5FIAIFCLETHY, YB3 HEET
12 5 BIASEEALAET % 7k L 7= (Fig. 4) o AR L H A Bk
&, BHGANE 6 B0 ) B 3HA512,000/mm* L ETH -
720 Pe5-BAGG 3 H A OMATE T CIT AR I A A M ERE X
5B CITITIEFHAIL L7z (Fig. 5) o PPS6 i3 X TH5-Hi
\Z SIRS ZEHEIZEEHE LCB Y, #H5BIE 3 HRICIE 461,
7 HEB X OHGHTEIZIZ5 6125 SIRS DARFEE B L
720 1 PICTHEGHTRAICHRI B X O KA I i Bk 5L A
W E SIRS ZEHED S B L TWia o 72285, AIERNIZ
71 O FEAEEASE T, BT - EHEME Bk
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just after No da
treatment Y
WBC (/mm?) | 11,500 : — — 16000 — — — 5100 — — — — — — —
. CRP (me/di) ™| 1828 g 65 Bl Bl 13 S e
Sy};l;lcﬁttgglaﬁgﬁags Heart (/min) | 123 706 00T T8) 08 g s gy e
Respiration (/minj| 94 20 i 2 2 20 20 20 18 i — i — i -~
| Bacterialisolate | Ecoli i — | — | — i —  — (Eradicated) S S S N e
| Age/Gender W0 -
Underlying disease/
duration complication e ¥r end of infusions
.
............ 57/M .| Respiratory apparatus. §§ 38 \/\/\/K'
%02kg hypertension 25 3L
. =9
14 days gastritis 5 £
(27infus}i’ons) hepatopathy == %
N0'2 pneumoma 35 1 1 1 1 1 1 1 1 1 1 1 1 1 1 ]
(Chemotherap
just after No 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
treatment day
WBC (Jmmd) [ 11200 =1 TG00 T g T I 00 T
- CRP (mg/dL) 39.05 - 14020 — - 937 i — -~ - - S T L o
syﬁfgﬂ“;ﬁ;ﬁf;egs “Heart (/min) | 1130000 06 G TRG T TO9 Tee R O T e 00 80 T
i o N L 7 5 0 (O N N S 0 C O C N C T VO
Bacterial isolate | S.pneumoniae (Fradicated) (Eradicated) — i — i =i - (Eradicated)
| Age/Gender
Underlying disease/
duration complication 40 r
79/F Urinary tract S 9+ dofinfusi
735k diabetes =5 5 | end of infusions
hypertension 238 37+
(1719;}32’130“8) bilateral renal calculi 'ED E‘
No3 right knee joint pain =2 3
pyelonephrltis 35 1 1 1 1 1 1 1 1 1 1 1 1 1 1 ]
Chemotherapy| . 00 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15
just after ( tion of )
treatment _|(Prevention of recurrence day
WBC (/mm?®) | 14,300 : — :13500: — — — i — — 15900 — — — — i
- CRP (mg/dL) ™| 18 ==y e i bl
syggfgﬂf;gﬁ;gs “Heart (/min) | O80T TR TUTRY RS U RR e e
espiration (Jmin)| 361 AT YT g g JC I i il i
lisolate | Ecoli i — | — { — 1 — { — (Eradicated) — — i —
| Age/Gend
e Underlyix;g disease/ 40
duration complication —~ end of infusions
71/F , L& s L
330ke gastrointestinal 2 g v
inflammation g 3 r
11 days lumbago = Qé«
(20 infusions) insomnia =I5} 3 -
N0'4 pneumonla 35 1 1 1 1 1 1 1 1 1 1 1 1 1 1 ]
Chemotherapy 1 2 3 4 5 6 7 8 9 10 1 12 13 4 I5
just after No
treatment day
WBC (/mm?) | 26,900 — 17900 — 3900 0 — — 14,300 —
- 14.11 - — 4.3 - — — 106l i — — 018 : — — - -
Syénpttog‘aﬁmfl{‘gs TR S O OO 000 0 S OV o
acteriatisolate I I . S U 7 i Wit Mot W
| Bacterial isolate | S.p ] (Eradicated) — (Eradicated) (Eradicated) —

(Continued)

Fig. 3. Clinical results of PZFX in sepsis treatment (PPS).
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3BIB L OHEARABIT, HENEAWZRCAR  BREEG AR ENPIRIE OB G AL 161, ZAVE
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Underlying disease/
duration complication
Iliopsoas muscle/
E Lambar vertebra di 40
44kg gastritis o end of infusions
chronic costipation £
right lower limbinternal| & & 38
bleeding macule S %
insomnia Eb g 3
hyperlipemi
s | e | 22 %
No5 | (28 infusions) abnormal renal function 35 | | | | | | | | | | | | | .
rheumatoid arthritis
osteoporosis 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
lambar vertebra diskitis
iliopsoas muscle abscess day
(Chemotherapy| Sulbactam Sodium /
justafter | Cefoperazone Sodium
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Fig. 4. Body temperature.
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Fig. 5. White blood cell count.
Table 2. Clinical efficacy at the end of treatment (FAS)
Unable t Efice
Subjects Excellent Effective Failure e e‘ © eacy
determine rate (%)
27 11 9 3 4 87.0
Subject: FAS
Efficacy rate (%) = (No. of excellent + effective)/(No. of subject —unable to
determine) X 100
MPTR SR G- DU E T o 720 JEBI No9 13, BHEFHE Z1HBIUCREEREINID 1ITHo 72 B, REE

AHOWBUMAET, 5 HE (9 1) $eh5-%, ERAER, Bk
FROYEEDH ST, ERERE - SIHEICTADLAD
HHIEPHHLI20, BEHRELTAHEYTH S
CHIBT S, ARIER GRS T,

FAS 27 81?9 % 26 B TH5-Hi D IRFEAS SIRS it |2
YL Twiz, &E5HB3 HBICIETTIChIELTw
261 % B 25 Bl ) H 18 lid SIRS DIKEA L L TH
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HRTHEGHETRIZITHIE 4 Bl 2 B < 23 8109 % 21 Bi7s
SIRS % i L T\ 7z,
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i Cr EH-B X UBUN A& 5 8%B 0 1, 21l
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Table 31Z/R L7zo AEFGIL 25 H1IC 101 H%BIL, %
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222% (6/27%1), ALT L % 185% (5/27 1), y-GTP
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FIVER (& 27 BUFb 21 BULC 59 PF& S, FEBEIE 77.8%
(21/27 B1) TH o720 BEHNTIIEEIIHADL 2L, H
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FABKIMTHo720, ThOBTRT—#ETHY,
ZOt%, WMEEIZER L7, BB 5% M EoRIER-
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Fig. 6. Poor cases of PZFX in sepsis treatment (FAS).
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EHEZHRGTHIRETH D, ZTOL) RBE»S, W
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NTWBED, A ¥ 0 B-5 27 ¥~ —YRELR R &R
WALNTVWSLI LR, TUVWF—%2A958E8LDH5

JenERS, -7 7 5 LRI EIMEABFNRL )
¥y ZIHHTE AEHEORBILEINTVSY,
CDXSuhd, M= —F /U REL LTREE
@ PZFX JEHHE ® 1 [0 500 mg % 2 [0/ H $e 54, Wi
DL ZERIEF L T o 72085, EERBGICBWT, %
EMEAFHEE S A DRIEICH L CTARTH A ) L HEH
XNAHARIEL M 1,000 mgx 2 [1/H, §745bb MRS
DARIEKT T BEBENRZHO,ICL, FRE - $EATER
YSERWEO BRI 2 LT 5 2 Lok bR Twiz,
Za—% /0 v REOMKRIFILBEKGEETH D
AUC/MIC % 721% Cmax/MIC M L, #hF%2RT 72
DK —4 >y bMEid fAUC/MIC>30 % 72 1& fCmax/
MIC>10 & #HEENTWBY, 1 xS EZHET L
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Table 3. Incidence of adverses event and drug reactions
SOC, HLGT adverse event adverse drug reaction
‘ Preferred Term (PT) " Patients (%) Events Patients (%) Events
All 27 25 (92.6) 101 21 (77.8) 59
Infections and infestations 27 1 (3.7) 1 — (0) —
‘ Pyometra 27 1 (3.7) 1 — (0) —
Psychiatric disorders 27 3 (11.1) 4 2 (7.4) 2
Hallucination, auditory 27 1 (3.7) 1 1 (3.7) 1
CRestlessness | 7 | 5 gLy | 5 | 1 6n | 1
Respiratory, thoracic and mediastinal disorders 27 4 (14.8) 4 — (0) —
Asphyxia 27 1 (3.7) 1 — (0) —
CEpistais | 7 |1 67 | T o | -
Interstitial lung disease | 7 |1 6n | T o | -
Pharyngolaryngeal pain | 7 |1 6n | = o | -
Gastrointestinal disorders 27 7 (25.9) 8 4 (14.8) 5
Abdominal distension 27 1 (3.7) 1 1 (3.7) 1
Diarthoea | a7 | 2 a4 | s | PR 74 | s
Facces discoloured | 7 |1 6n | = © | -
Periproctiis | 7 |1 6n | T © | -
Stomach discomfort | 7 |1 67 | T 67 | 1
CStomatiis | 7 |1 6n | T 67 | 1
Vomitng | 7 |1 67 | = o | -
Skin and subcutaneous tissue disorders 27 2 (7.4) 2 1 (3.7) 1
Blister 27 1 (3.7) 1 — (0) —
Haemorrhage subcutaneous | 7 |1 @n | T @n | 1
Musculoskeletal and connective tissue disorders 27 3 (11.1) 4 1 (3.7) 2
Arthralgia 27 2 (7.4) 3 1 (3.7) 2
Painin extremity | w7 |1 @n | N o | -
Renal and urinary disorders 27 2 (7.4) 2 2 (7.4) 2
Dysuria 27 1 (3.7) 1 1 (3.7) 1
Urinary retention | 7 |1 67 | T 67 | 1
General disorders and administration site conditions 27 8 (29.6) 22 6 (22.2) 16
Feeling abnormal 27 1 (3.7) 1 1 (3.7) 1
Injection site erythema | 7 |1 6n | T o | -
Injection site pain | aw | 6 @2 | 8 | 5 (85 | 14
Injection site phlebitis | 7 |1 @n | T @n | 1
Injection site swelling | 7 |1 6n | L = © | -
MedDRA version 10.1 (Continued)

Incidence (%) = Patients/Subjects X 100

mL T Y, EERALZ 1,000 mg B 5EofEE LT
» AUC5280 ug - h/mL, Cmax 236 ug/mL, Z&H#EA
#307% % ZE T 5 &, 1HTAUC/MIC ix>469~
2923, f{Cmax/MIC £ >105~944 TW¥nhy ¥ —7 v b
fEZH-LTBY, ARkrEMT/BRIEONZS
Ll b,

WIIE & WS s, FldEnsgtbns BEt R
HICHEHRTHI LR ZOTHELRTL2ELERNFTH
%o IMLRRE AR %2 BRIA%, empirical therapy & L Tl
ROHHER G 2 IS 5755, TOREIIET T L

PR & BN ORI IZIRIA S AR TH B IRIBA X MV
DRREZ KR TRGTL0DP—RINTH LY. A
FEIXMRE VIR B0 L CTELZHREEEZ AL T
D, 20 111,000 mg, 1 H 2 4512 & L7256, I
IMAECx LT PK-PD OBlmiA 5, L) HEERRD
HiffcErLE2LNS,

— M2, BRE D FE RN - & U C i 2B R O
BT ONLH, FICHEE EEEL LRI W, E72,
S T D7 B B O JEGRE T & lE O JEUFE 3 &
%) RT . ZORIFERIIREEGED R S % <, i
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Table 3. (Continued)
SOC, HLGT adverse event adverse drug reaction
Preferred Term (PT) " Patients (%) Events Patients (%) Events
Investigations 27 17 (63.0) 54 14 (51.9) 31
Enzyme investigations NEC 27 6 (22.2) 6 5 (18.5) 5
Blood creatine phosphokinase increased 27 2 (7.4) 2 1 (3.7) 1
Blood lactate dehydrogenase increased 27 1 (3.7) 1 1 (3.7) 1
Blood alkaline phosphatase increased 27 3 (11.1) 3 3 (11.1) 3
Haematology investigations (incl blood groups) 27 5 (18.5) 11 3 (11.1) 3
Haematocrit decreased 27 1 (3.7) 1 — (0) —
' Haemoglobin decreased | a7 | 3 iy | s |1 @n | 1
Platelet count decreased | a7 | 3Ly | s |1 @n | 1
" Red blood cell count decreased | a7 | 2 74y | s | — o | - -
" White blood cell count decreased | 7 |1 67 | v | — o | - -
Platelet count increased | a7 |1 67 | T Gn | 1
Hepatobiliary investigations 27 11 (40.7) 19 10 (37.0) 18
Alanine aminotransferase increased 27 5 (18.5) 5 5 (18.5) 5
Aspartate aminotransferase increased 27 8 (29.6) 8 7 (25.9) 7
Bilirubin conjugated increased 26 1 (3.8) 1 1 (3.8) 1
" Blood bilirubin increased | a7 | 2 74y | s | 2 74 | '
' Gamma-glutamyltransferase increased | % | 3 (15 | 3 | 3 s | 3
Metabolic, nutritional and blood gas investigations 27 4 (14.8) 4 1 (3.7) 1
Blood glucose decreased 27 2 (7.4) 2 1 (3.7) 1
" Blood glucose increased | a7 | 2 74y | s | — o | - -
Renal and urinary tract investigations and urinalyses 27 6 (22.2) 9 1 (3.7) 2
Blood creatinine increased 27 1 (3.7) 1 1 (3.7) 1
Blood urea increased 27 1 (3.7) 1 1 (3.7) 1
Glucose urine present 27 1 (3.7) 1 — (0) —
Red blood cells urine positive 27 3 (11.1) 3 — (0) —
_ White blood cells urine positive | a7 | 2 4y | s | — o | - —
Protein urine present | : a7 |1 @en | o = o | - -
Water, electrolyte and mineral investigations 27 3 (11.1) 5 1 (3.7) 2
Blood chloride decreased 27 2 (7.4) 2 — (0) —
" Blood chloride increased | a7 |1 67 | T @n | 1
" Blood potassium decreased | a7 |1 67 | v | — o | - -
" Blood sodium increased | 07 |1 67 | T T Gn | 1

MedDRA version 10.1
Incidence (%) = Patients/Subjects X 100

R7p & O G R AE R I IHE IEAE 2 2 & BRE N e
HED RHETALN DY ARBRICHAAN SN2 FAS
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A clinical phase III study of pazufloxacin in patients with sepsis
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The clinical efficacy and safety of pazufloxacin(PZFX), an injectable fluoroqunolone antimicrobial, admin-
istered at a dose of 1,000 mg twice daily, were evaluated for 27 subjects with sepsis in an open uncontrolled
clinical study.

Of the 27, all of whom underwent full analysis set(FAS), 6 had positive blood culture (per protocol set,
PPS). Clinical efficacy rate at the end of treatment was 100% (6/6 subjects), as was eradication rate. The in-
fection focus in 3 of subjects was the urinary tract, in 2 the respiratory tract, and in 1 the iliopsoas muscle/
lumbar vertebla disk. Causative organisms were 3 Escherichia coli, 2 Streptococcus pneumoniae(PSSP), and 1
Staphylococcus epidermidis. Clinical efficacy was excellent in 11, moderate in 9, poor in 3, and unevaluable in 4.
Overall efficacy rate was 87.0% (20/23 subjects).

101 adverse events were seen in 25 of the 27 (92.6%). 59 adverse drug reactions were seen in 21 of the 27
(77.8%). Adverse drug reactions observed in over 5% of subjects included increased AST in 25.5% (7/27 sub-
jects), injection site pain in 18.5% (5/27 subjects), increased ALT in 18.5% (5/27 subjects), increased y-GTP in
11.5% (3/26 subjects), increased ALP in 11.1% (3/27 subjects), diarrhea in 7.4% (2/27 subjects), and increased
bilirubin in 7.4% (2/27 subjects). All adverse drug reactions were mild or moderate and previously known
adverse events for PZFX.

We concluded that at 1,000 mg twice daily is useful in those suffering from sepsis.



