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Pazufloxacin {EGHE D5 EHIMN D 720 O FFR S T AHER

OO -
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CPRE 2246 A 1 H2 A - P 224E 8 H 2 H )

Pazufloxacin (PZFX) {:4HE OG- RO 720 ORRSE THREBREZ £ L 72 $4bBH, OPZFX
1% 3H)CHREBERL % 3512 1,500 mg B & 08 2,000 mg P57 5 N2 1,000 mg x 2 [[/H, 5 AKX
BE, @05% WH TREER A Z5R12 1,000 mgx2 [5/H, 6 HEKERS, @ 05% M Toing %
42 1,000 mgx 2 [1/H, 6 HERERS-OEWEES L L2 G L7z, #5HEEwihd 60
SRR L Lz,

1. HEyshie

1% #HIT» 1,000 mg, 1,500 mg B & 0¥ 2,000 mg H$% 5T, Cmax &5 L ORI A S
N7=A%, AUC TIIMEIZA SN 9o 72,

0.5% #H1To 1,000 mg 60 75 M S HEHER O 5-54H O AUC &, R TlE 5942 pg-hr/mL,
FElii#E Tl 7318 pg-hr/mL TdH - 72 W#iE D Cer DK TIZAUC 2 KRELTH-HEEZ N F
72, 1,000 mg x 2 [6l/ B A5 0 ML T 3P i B RO A B £ S E T RS- FHBEE RIS
WIRBIEL, 6 HMHEG ToOERMRAON L o720

2. w&EM

1% BHN X % 1,500 mg B G- THEHFFERA OB L OKLHEZ &£, 2,000 mg H 5 THBEZ X %
Hik 1 4% S OEFEMOER B L ORI 2 EoB EFREAIBL L 72, 1,000 mg KAEES- THEBEL L O
HRBICL A 14, AIBEIC X APk 14, %5 Il 6 B BICTENTV O EFRE &M
POFEREPRI L 272085201k Lz EERAEFRIASN R o725, EEIPHIEI N
TofER & HIRECTH D 05% HANCEH L, EERIRET L L E L

0.5% BHFNZ L % 1,000 mg SUAEE G- TR 8 A TIXEBIC L 21k 2 2 & 4 44 5 HRICERE,
FHAR, JRSEAALE R L ORIEIERE O ERHLSREIL, B 10 A TRNERICLS2HIET £4%
L 54 16 RSB %, SR, T B X OEFIAOL (FIR2%E, s, B, FBEB L2 H
) ORERZEPRBH L0, WTNRLBEF 3PS TR ERE LMEE 2 FEHLIIRBHL

2010

&%})O f:o

PLEXD, 05% 8A D 1,000 mgx 2 [1/H, 6 HIE ARG R OB AL X O Eins O o iR

Iz,

Key words: pazufloxacin, high dose, pharmacokinetics

AR, ZRIMERE B X G BAEE L olmassa b h,
methicillin-resistant ~ Staphylococcus aureus ( MRSA ) %
methicillin-resistant Staphylococcus epidermidis (MRSE) 72 &
D =77 5 LRI T IO AR ST, 7T LR
TWERAI T B-F 7 5 —EEAIT X B T NV NA APk
B, & %\ id extended-spectrum -5 7 ¥ ¥ —+ (ESBL)
FEAEZ X 217 = A EBNMR 2 & B-F 7 7 A RIITH
T RHMYER OB LY, T - HEGVED EAE DRI A
LRTWA™, Z07w, FICHEIE - BEATEO BRI L
T, -7 7 % 2RI EAEIBEIED R % BIEHFR O FENE £

ncwnre,

NZX7aFH T v XV VEBERSHE (PZFX 5N (Fig.
D, EH =2 —F 7 0 R3EE LT 2002 45 4 HITKRS
M, 20054F 2 HIZiZL Y 2 RIS B IS E 8L 72,
PZFX {EUHIIS LR RL, WRERL, SVRF - B AR 2 Lok
WRGCTILHH I NEINB L URETIHREINTS
0D, EHH B-7 7 5 LARELRETTHoLMENREON VR
&, HHERE - AOHER AT AW - WRTHERUERE L &
WHDMHESN TS, LA L, 500 mgx2 [/ H¥%5-F%kRT
W&, BUE 7 & OFAE - HEIETEIKGYE B & OHAE - HG A

*HCLCRR A DX HT 8-1
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KOBFEHRE & 4D 9 5 M RERE O @IS ORI IZ Wz 5
TBLT, TS OHEE - BEAMRIGE G TR, L)
ELMRER 27200 HIRD SN Tz,

PK-PD OBIEA S F /0 v RO EFR 1L AUC/
MIC & HiF 22 R eAMohTB Y, RS EO8M
BEMEZED L EEZ LN TWEY KEFNIZEELE, &
iE - BER YT 2 S TR 20 JHEFNCAE S h, et i
BINTV 5, HARLFHEFERD 5 1F, AEHNIESRE - #06
HEGEICH LTOMIBTE AN LMEOT L L DE 2 H
5, REVEIHEMRTE % #PH CHUMIE % & © 72 T - HEH N
JEHRETKT L, & D REE AR EZ MR, mHEL
T&% L9 DEHHEA 2005 4£ 7 H 12 IE 58 K s
iz 7z,

2T, B - HRMEEEICH LT, S SICHEICHERE
RD 0BG, $ab5, 1,000 mgx2 [/ HikS
OHEHEZBIMT A L&FE Lz, 2hF T, PZFX
TSI 500 mg % 2 [/ H 2 5 CIEARSEHN KA O =K 2 @R
MEBHLTBL T, ReMIHMRAShZEELTVE, I
SOZ Enn, PZFX HEHHO% G 2RO 720 DK E 1
MRBrE ML, EWHES L ORete it L.

\\\\\C H;
0 .
H

H,N +CH;3;SO;H

COOH

Fig. 1. Chemical structure of pazufloxacin mesilate.

b, RABIIEHEZROGEREEAZ B S (IRB) DKGEE 14
%L ez, [EERNOBRRBOEGOIEE (GCP)JCEH
9ESH2T HEEASH 285) #H8TLCERI N,

L R & FHE

1. ARERFE iR

1% BHICoEHREEN B X OKERBIIERE 2 )
=y 7T, 05% A TORmMAEERBSE X SRR
W ERBRI BT R 2 ) =y 7 TEML 2.

2. WiERH

ARRBRDFEREIZ D, BB 12 GCP TED 5 NEIC
DWTHMCHHL, AHERICX 20RO Ex
RS LE T 2o ZOHK, FHRRAE CARRERI#%
TH5HEHW SN WEREEZ G E Lz,

3. WS, b, 5B X UG

1) REREE

PZFX 1% ##i%, 148 (100 mL) HIZPZFX & LT
1,000 mg VS X 7 aF4 3 v X T IVEER 13019 mg) &
T HEFHEZ V2. 05% BANE, 148 (100 mL) HiZ
PZFX & LT500mg OSX 70 ¥4 v X ¥ Vi
651.0 mg) &H 9 HHHHE 248 (200 mL) % 72,

2) Pha, 5 HEB XU HIH

(1) 1% BHI <o m AR H B X O RAE R

RN % X402 60 43 RUTE FHE T @ 1,500 mg HL[E$
51316 44, 2,000 mg HL.E$ 5 1% 8 44, 1,000 mg x 2 [A]/
H, 5 HHRER 513 8 4 CHEMiL 72,

(2) 0.5% BLH]T o s HI 2 SRR

RN % K402 60 53 R fHE T 9 1,000 mg X 2 6]/
H, 6 HREKEHS1310 4 (PZFX 8%, 771K 24)
TEML7Z. %8, S5MHHEB IS 6 HHIZW 1

Table 1. Subjects summaries for population pharmacokinetic analysis

high multiple hich Ltipl
1 multiple
high single and multiple doses in non-elderly dose in g . P
dose in elderly
non-elderly
Classification single multiple multiple multiple
dose (mg) 1,500 2,000 1,000 1,000 1,000
n 7 7 8 10
A mean * SD 22.1*+33 24.3*3.6 22.6*3.2 23.3%3.7 69.7*+3.5
e
( g) Median 200 21.0 22.0 695
T
¥ min, max 20, 27 21, 31 20, 29 20, 30 65, 75
Height mean + SD 173.4+3.2 169.4 4.4 169.9+6.3 169.9+4.2 165.5*5.0
ei,
( g) median 1734 1723 1695 165.1
on min, max 168.9, 179.4 1647, 175.9 1574, 1754 163.1,176.8 159.9, 175.0
i mean * SD 64.7+7.8 59.7+6.2 62.8*+8.8 61.4%*7.1 61.2%+6.8
Weight .
(ke) median 64.8 61.3 59.7 58.7
J min, max 54.6, 79.2 52.5, 70.6 53.4, 76.6 53.0, 72.5 52.4,70.0
BMI mean = SD 214=*19 209=*25 21.7%£2.2 21.2*1.7 22.3*23
(kg/m?) median 21.7 21.6 21.5 22.3
m
& min, max 19.1, 24.6 18.4, 24.8 19.5, 24.9 19.1, 23.7 19.1, 26.1
C mean * SD 1384204 1249 £18.7 147.4+31.7 1176 £17.2 104.1£19.5
cr
. median 136.0 126.0 157.0 1149 102.7
(mL/min) .
min, max 106, 174 99, 144 105, 183 102, 154 75, 139
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Table 2. Schedule of single dose study
. Screening Follow-up
Time -1 1 2
Day —28to —2 8+1
Informed consent ([ (
Subject background ([ (
Hospitalization o
Drug administration ([ J
Investigator examination ( ([ ([ J [ J ([ ]
Vital signs (blood pressure, pulse rate, respiratory,
gns ( p P P y ™Y ™Y Y Y ™Y
temperature)
12-lead electrocardiogram ( ( ([ J o o
Immunological test ([
Clinical laboratory test H.ematolf)gy, blO?d 4 ° ° P °
biochemistry, urinalysis
Pharmacokinetic Serum L L
monitoring Urine d hd
Crystalluria ([ ]
Adverse events 4>
Discharge o
-60 | 0 30 60 65 75 90 2 3 4 6 8 11 12 24
(min) | (min) | (min) | (min) | (min) | (min) | (min)| (hr) | (hr) | (hr) | (hr) | (hr) | (hr) | (hr) | (hr)
Drug administration < >
Investigator examination ([ o ([ [ ]
12-lead electrocardiogram ([ o o ([ ]
Clinical laboratory test (]
Vital signs (blood pressure, pulse rate,
| signs (blood pressure. p ° ° ° o
respiratory, temperature)
Serum o e & &6 o6 o o o o o o o [ ]
Pharmacokinetic monitoring
Urine <4+—r<¢ >« L I mEn g >4
Crystalluria <+>< >« O I o B g
M, #%5-2~5 HHIE 1 H 2 (12 R 5 & Lze MERORMOFE, MEETOBRBOEEEHAL .
(3) 0.5% HLH]T o 5k e i DO 3R 2) RS X OBlgE

= i % 0 G2 60 43 2T #HE T 0 1,000 mg X 2 1]/
H. 6 HHREHG 3124 (PZFX 10 4, 77 €K 24)
THER L7z, &b, HSMBHBLUHEG 6 HEIZH 1
W, ¥:5-2~5 HHIZ 1 H 2 [\ (12 R ) $85- & L7z,

FEhiL 7R R L ok bR, HEER, i BE,
1K ¥, Body massindex (BMI) B X 8 Ccr % Tablel
R L7,

4. FAEA B L R

1% #HIcoBmMAREN B L O RIERE, 05% WA T
O EHAEAERER B X OE &S FAE RO M 7
SONIBIE L ED A V2 — V% Table 2 B X OF Table
RN N A

) #EEREoOFARA

RS GFRMGETICMER, A4 H R, oK - RE, B
ERE, 7V X—BEARE, AEE - GHEB I UED
BN GHET 7 HUA O

1% #AIcomMARER B L O RIERE, 05% #H T
O E R AEREE X O RS s SRR om 2%
5 UNCHEIZZIHHE % Table 4 IR L 72,

BEDRINCEEE, HEER, 125F80EMN, HRBK
& (MEEMmRA, Mg bEma, JRRAE, IMmEsn
PERENRRAS), NA Z VA L (IE - BRIAEL - IR
K OMKIR) B X RS BIR 21T 5 720

3) T R

(1) MARDEREL

) 1% #HToFMHRYN S L O RUERER

ME ORI, B 5 CldB5-FEH B X 0855
Wk 12 R4~ FOFH13 KA ¥ P TH3mL & L7 (Ta-
ble 2)o G CTIIH5 1 H B3 5-BiAwT B L 0%
SR 12 814~ it 13 KA v b, 2~4 H B35
BALATT B & U G-Fa‘EDOE 284 » &, 5 HEIZIEH
G-BMATT B L O G-BIak 12 K4~ POFHI3 AL U b
T%3mL & L72 (Table3).
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Table 3. Schedule of multiple dose study
. Follow-up
. Screening .
Time -1 1 2 3 4 5 6 7 12£1%
Day —28 to —2
1319
Informed consent [ ([
Subject background [ J ([ ]
Hospitalization ([ J
Drug administration e &6 & o o o
Investigator examination [ J ([ J [ J ( o ( o ([ o o
Vital signs (blood pressure, pulse rate, respiratory,
gns (blood p P piratory ° o o 0o 0o 0 0 0 0 o
temperature)
12-lead electrocardiogram o e o o © ([ J
Immunological test ]
Clinical laboratory test Hematology, blood
e oo 0% ° ° ° o o o
biochemistry, urinalysis
Serum o o ([ o ([ J [ J ([
Pharmacokinetic monitoring
Urine o o [ o ([ J [ J ([
Crystalluria o ([
Discharge b
Adverse events < >
“high multiple dose in non-elderly with 1% PZFX
Yhigh multiple dose in non-elderly and elderly with 0.5% PZFX
(Continued)

FROPRIUZ, BNz 5- L35 Baah 1~0 Fef, &5
BHBGEtR 0~2, 2~4, 4~6, 6~8, 8~12, 12~24 FFfH,
PAEH - TP 5-BA%E B (38 5-FRLAHT 1~0 K, 3255
It 0~2, 2~4, 4~6, 6~8, 8~12, 12~24 FFRjiZ,
$5-2~5 H HiZ# 5:-Bia# 0~2, 2~12, 12~24 RIS,
56 H B3 G5-BiAE 0~2, 2~4, 4~6, 6~8, 8~12,
12~24 BERC 4% 7mL & L7z (Table 2 3 X UF Table 3)o

i) 0.5% 1T o & R RE B X OV A i e
HSUE AR

M OB, Be5-1 0 Hix85-5Ew, %5-Bnh%k
11 R A Y FOiEF12 R A » b, 5 2~4 H B35 MG
o, ¥5BEHRO 284~ b, %55 HEIZI3%S5-BA
i, G5B’ 1L KL Y FOFF12KR A Y P TH/3mL
& L7 (Table3)o

FROBRIUZ, $25-Bis H I x 3 5-Baann, $5-Wiatk 0~
2, 2~4, 4~6, 6~8, 8~12, 12~24 K[z, &5 2~
5 H B 3350 0~2, 2~12, 12~24 BRIC, &5
6 H B3 5-Baatk 0~2, 2~4, 4~6, 6~8, 8~12, 12~
24 B2 5mL & L7z (Table3)s

(2) Wik

FREL L 72 M3 1393020k (3,000 rpm., 4C, 15 470) L
TIiE%Z AL, —20C DUFICBRRIE Lz $72, R
WL 72pR1E —40C DT ISR RAE L 720 PZFX DOFRZHML
oG B L OIRAPSEYRE 2 kst v 7 TR3E
Wikr7au~< 27574 — (HPLCH) (2L DilllE L7z

4) AEHRZOHAE

AIBEEE L ORPBRICh D ST, BEREER5-HLG
i O HEMA F TITIRBREEA G- S N7 1SR T
T RTCOFFELL R, FREERILZVWERE ON4
YA v B LR REESE), LEXOER
MICIHE E 2 2 w058, iEIR T 7213 2 B EHEFLR
& L7z BEED HREEME T S EFIIRELTE L
Bholze Tl AEHGOTHEFHL LIRS ETHE
P ZAT 5 720

HEHRIIOWTIE, HBREORRE, &0 A
3, PRHSE, ERIRG ERILE ORFERZ &0 5
B L OWRREERE THO2CHEED D L, [£58%
By, THRHLLD LGV BXO [EFREL] @
4 BeBECHIE L7z, B L o REMRDS, THS I
B0, [Z5BRDY ] T3 [BERDE2E LR
WIEHESINZZDOEZEWER & LT ko7ze 72,
HERGOREIE PRI X 2EBERNIC BT % EIfE
. BRARMRAAE SR oY e 2 e |V 2 23812 TIREE], [
FEE 203 TEE] o3EBTHE L. B, A%
43 ICH BRI SEH R4 H A7 (MedDRA/J ver.
10.1) 1230 & FEARGE (Preferred Term ; PT) (ZEtA R
Z, FEBUEHEZHER L7,

5. fEHT

1) SRV EhREMFHT

(1) YT ST X — 5

ETIVATHAE L 2 Wi 2 llvC, Cmax, AUC, #
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Table 3. (continued)
(1) High single and multiple doses in non-elderly with 1% PZFX
Day 1
—60 0 30 60 65 75 90 2 3 4 6 8 11 12 13 24
(min) | (min) | (min) | (min) | (min) | (min) | (min) | (hr) | (hr) | (hr) | (hr) | (hr) | (hr) | (hr) | (hr) | (hr)
Drug administration < > <+
Investigator examination o ([ ([ ([ J
e e e o o o
12-lead electrocardiogram o o ([ (
Pharmacokinetic Serum [ e 6 &6 o6 o o o o o o o [ ]
monitoring Urine | <P B < P4 b b B < =
Crystalluria <4+r < > < 2 mn 2 mEn 2
Day 2—4
—60 0 30 60 65 75 90 2 3 4 6 8 11 12 13 24
(min) | (min) | (min) | (min) | (min) | (min) | (min) | (hr) | (hr) | (hr) | (hr) | (hr) | (hr) | (hr) | (hr) | (hr)
Drug administration < > <>
Investigator examination ([ (]
Vital signs (blood pressure, pulse °® PY
rate, respiratory, temperature)
12-lead electrocardiogram ([
Clinical laboratory test® o
Pharmacokinetic Serum ® L
monitoring Urine < > < > < >
“Day 3 only
Day 5
—60 0 30 60 65 75 90 2 3 4 6 8 11 12 13 24
(min) | (min) | (min) | (min) | (min) | (min) | (min) | (hr) | (hr) | (hr) | (hr) | (hr) | (hr) | (hr) | (hr) | (hr)
Drug administration < >
Investigator examination ([ ( (] o
s o e o o o
12-lead electrocardiogram [ o o [ J
Clinical laboratory test [ J
Pharmacokinetic Serum L J e &6 &6 6 o o o o o o o [ J
monitoring Urine < > < S e By > < >
Crystalluria < > < >4 4>
(Continued)

I SRR B E R (Tmax), T1/2, REfLED
e (UR), €82V 75 v A(CL), B2V 7 5
v A (CLr), ‘F¥wsl (MRT), 5 A5EME (Vd) %
B U720 72721, Cmax, Tmax (LTS B 521
fiE% F 7z,

(2) Cmax B X 0 AUC % W 7= 3EW B RE O MIEE O
Ky

Cmax, AUC Z HIZHK (Y), &H5-=H %2 JHE R
(X) & LN EFNOERENEER L -E%2 VLT
DI THEEH 21T > 720

Log (Y) =0+ BLog (X)+¢

B DIEEMOBE 2175 L L BT, B D 95% 1EHEIX [
M1 EETEAC, RIS LREED ) &HE L7z,
%72, Cmax, AUC # BMI B X OMKE THIIE L, 5%
P L 72 MEIC oW CTRIBRISHRGET L 726

(3) MiHHhEEYREHER Y I 2L —Y 3 VICK A NE
P 5 o 2 IR O Meat

BRI G- O I MG RS IR R 2 WA s b
HEZED, 1H2RERGDOY I 2V —va r&2fr
Wy, SRS  E HIRTE IS BT Bt v LG P i
(Css,max) B & OFALIME F3EYRE (Css, min) %
2L, FEHME & ORI X ) @ HIRERE H & Rk L 72,
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Table 3.

(continued)

(2) High multiple dose in non-elderly and elderly with 0.5% PZFX

Day 1
P 0 30 60 65 75 90 2 3 4 6 8 12 24
r
¢ (min) | (min) | (min) | (min) | (min) | (min) | (hr) | (hr) | (hr) | (hr) | (hr) | (hr) | (hr)
Drug administration < >
Investigator examination ([ [ o
Vital signs (blood pressure, pulse
gns ( p p °® P P

rate, respiratory, temperature)
12-lead electrocardiogram ([ ( @ @
Pharmacokinetic Serum [ ] [ ] [ ] o (] o ] o o ([ J o o
monitoring Urine o | <« > < R N S Bn S i g
Crystalluria® o < >
“high multiple dose in elderly with 0.5% PZFX only
Yhigh multiple dose in non-elderly with 0.5% PZFX only
Day 2-5

—60 0 30 60 2 12 13 24

(min) | (min) | (min) | (min) | (hr) | (hr) | (hr) | (hr)
Drug administration < > <>
Investigator examination ([ o o
Vital signs (blood pressure, pulse

gns (blood pressure. pulse | g o o

rate, respiratory, temperature)
12-lead electrocardiogram® ([ (] [
Clinical laboratory test” o
Pharmacokinetic Serum @ L4
monitoring Urine < > <4< >

“high multiple dose in elderly with 0.5% PZFX only

®Day 4 only
Day 6
—60 0 30 60 65 75 90 2 3 4 6 8 12 24
(min) | (min) | (min) | (min) | (min) | (min) | (min) | (hr) | (hr) | (hr) | (hr) | (hr) | (hr) | (hr)
Drug administration < >
Investigator examination ([ ( ( [
Vital signs (blood pressure, pulse
rate, refpira(tory, te}r)nperatur}:) ¢ o o o
12-lead electrocardiogram ([ ([ J e O o
Clinical laboratory test o
Pharmacokinetic Serum o ® & o o6 o o o o o o o o
monitoring Urine < > < RN R
Crystalluria® < >
@high multiple dose in elderly with 0.5% PZFX only
Yhigh multiple dose in non-elderly with 0.5% PZFX only
2) LEMNE 501 msec L |

12 FELER 2 5048 (HR), RR B, PR HE,
QRS [ikE, QT ks, QT #HiEME (QTc) B LU AQTc
(¥ 5-BETT A 5 O QTe DEILE) OERMETE L H
L7 £72, Qe H NN 13 Bazett ® i B L O
Fridericia ® %2 HW72. QTe BE U AQTc 2L T D
IHHEL, SEEBREREERI L7,

QTec : 450 msec LLT, 451~480 msec, 481 ~500 msec,

AQTc : 30 msec PL'F, 31~60 msec, 61 msec 2Lk

3) R,

v LR SO AR S & ON s R B AR T G- B A
Tl 2> 5 ¥ 5-flG R O BLUE DI 2 & DPHRIZDOWT,
HIREISE B X R CORFBE M OH MO EZ L5 L
726
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Table 4. Examination
Classification Items
Investigator examination Auscultation, percussion, palpation, inspection, medical interview
Physical examination Height, weight, temperature, respiratory rate, blood pressure, pulse rate
Electrocardiogram 12-lead electrocardiogram
Hematol RBC counts, hemoglobin, hematocrit, platelet counts, WBC counts,
ematolo,
& WBC differential
Blood biochemistry Albur'ni.n, to.tal protein, total cholesterol, triglyc?ride', blood sugar,
creatinine kinase, electrolytes (Na, K, Cl, Ca, P), uric acid
. . AST, ALT, AlP, total bilirubin, direct bilirubin, lactate dehydrogenase
Liver functional test .
(LDH), y-glutamyl transpeptidase (y-GTP)
Renal functional test BUN, s-Cr, Cer®
Urinalysis Specific gravity, protein, glucose, urobilinogen, sediment (RBC, WBC,
Casts), occult blood, ketone body
Immunoserological test” HIV, HBV, HCYV, syphilis
¥elderly multiple dose only
Yscreening test only
Total number of subjects
study group (mg) n
1,500 single .
high single and multiple doses |---------------- S L PZEX:16
innon-elderly ~  |___..._. 2,000single | _____. PZEX: 8 .
1,000 multiple PZFX: 8
high multiple dose . PZFX: 8
in non-elderly 1.000 multiple placebo: 2
high.multiple dose 1,000 multiple PZFX:10
in elderly placebo: 2
Number of subjects excluded for pharmacokinetics
study group (mg) n
sll’jol(l PZFX:9
high singleand ~  [------7 5 Ogo S I
multiple doses in N PZFX:1
single
non-elderly ~ f----- T000me T
o me PZFX: 1
multiple
Number of subjects evaluated for pharmacokinetics Number of subjects evaluated for safety
study group (mg) n study group (mg) n
Sll,jol(l PZFX: 7 Sll’jol(()e PZFX:16
high singleand ~  [------- 5 0%6 --------------------- high single and Y 0%0- -------------------
multiple doses in N PZFX: 7 multiple doses in N PZFX: 8
single single
non-elderly ~ f------- Y S non-elderly ~ f------- oo T
e PZFX: 7 e PZFX: 8
multiple multiple
high multiple dose 1,000 high multiple dose 1,000 PZFX: 8
> : PZFX: 8 >
in non-elderly multiple in non-elderly multiple placebo: 2
high multiple dose 1,000 high multiple dose 1,000 PZFX:10
. . PZFX:10 . .
in elderly multiple in elderly multiple placebo: 2
Fig. 2. Number of subjects evaluated.
IL ES WZHG IR L7z ARSI BRARED 1% Lo 7z

PZFX 1% %5 % H v THREEE A T 9 1,000 mg X
2l/H, 5 HIEBEES (EH RHL N B & OB EER) 2
FEM L7278, IESEOA FEREROEBBIED R,
Br Qi oo ERRIFEB L 1272045 3 HE

ZEWEALOEHMIL, LIRS o T IR A
(500 mg 30 73 I EHE) L FRETH 5 05% HH %2 H
WA FTo 1,000 mgx 2 [6/H, 6 HFMERK
5 (BHEXERR), S To 1,000mgx2m/H, 6
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100 7
—A— 2,000 mg (n=7)
10 A —6— 1,500 mg (n=7)
E —e— 1,000 mg (n=7)
e
= mean+SD
=]
k=
=
o1
=]
5]
Q
=]
=]
Q
£
=
3 0.1 1
v
0.01 T T T 1
0 6 12 18 24
Time after start of infusion (hr)
Fig. 3. Serum concentration in non-elderly subjects after single dose of 1% PZFX.
Table 5. Pharmacokinetic parameters of 1% PZFX in non-elderly subjects after single dose
Cmax Tmax AUC AUCo-12 T1/29 CL CLr MRT vd URY
n
(ug/mi) | (br) | (ug'hr/ml) | (ugehe/mi) | () | @/mn) | (/) | () (L) (%)
23.60 1.0 52.80 52.19 1.8 19.66 15.42 22 50.49 79.5
1,000 mg? 7
+4.32 +0.0 +10.93 +10.62 +0.2 +4.21 +3.75 +0.3 +9.01 +3.4
1.500 7 29.71 1.0 84.36 83.43 1.8 18.24 15.13 2.4 47.97 82.9
,500 m
o +3.46 +0.0 +14.11 +13.91 +0.1 +3.34 +3.07 +0.2 +6.46 +6.4
2,000 7 49.73 1.0 152.86 149.86 2.0 13.24 11.03 2.7 38.06 83.2
A my
J +3.74 +0.0 +17.99 +16.51 +0.3 *1.52 +1.28 +0.3 +2.70 +25
mean * SD

“pharmacokinetic parameters of first administration

Yexcluded subjects discontinued

“calculated by serum concentration of 0— 12 after administration
dcalculated by urinary excretion of 0= 12 after administration

H [ o [eAs#5- - (e i i SOBERRBR) 2 940 L 720
0.5% BT 1,000 mg 60 7 A EHEE, HEROTHIE
AN G EB X URGHRZ 2L L0 TH
%o

L AT AR
HRBROEYBED L O VRN R 4EH & Fig. 2
V2R L 720 v R B A SCBERRER @ 1,500 mg Hilml#%5- T
PR BE I FBRAA R IR 8 44 B L O G- RAR 1 44D
At 944, 2,000 mg HEHS TldixG AR - fF SRR
D 14, 1,000 mg BUEHG- TRIBGEANLD 1 72 Fh
BYREMAT X R S BRI L 720

2. M{EPEREWREHER B L CEYHE T X —5
1 1% BFHITomA RN B X O TR

TR AT T % 54212 1,500 mg B & U 2,000 mg D H
Bl 7 & TN 1,000 mg SR 5- 0 ) [l 45 45- 15 D 1L i
YR EOHER & Fig. 312, EYWEHEAST XA -5 %

Table 5 IZ78 L 72.PZFX 1,000 mg, 1,500 mg & X T 2,000
mg HiA$ 50D Cmax CEMH = BEHER ) 2 2heh
23.60*4.32,29.71 £3.46 B X 11 49.73+3.74 ug/mL, AUC
CF¥E + MR E) 122252801093, 84.36=
1411 B X1V 15286+1799 ug - h/mL TH - 7z, CLr CF
W AR E) X F N F N 15642+375, 1513+3.07
BLU11.03+128L/hr TH 1, 1,000 mg B & U 1,500
mg SR TIIFBETH o 7248, 2,000 mg % 5-FF Tl3K
fEZRL72. Vd b FEEIC 2,000 mg 3% 5-BF TIEEME 2 R
L7z

Cmax B & OY AUC Ox 5Zsifii 2 H WA R(Y), 5
ORI % FHE R (X) & U CTHBYGEHT 2175
7+ Cmax 3 X 08 AUC © B OHE5EMEIE 2 M2 10604
BLU15270 TH o720 B D 95% EFHX M X Cmax T
13 0.7899~1.3308 & 1 2 &A&, 5= & OBITHIZMELS
AL N7A, AUC Tix 1.2320~18220 £ 1 =& £ 7,
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(A) Cmax (B) AUC
or 2407
Y=e2X# 290} Y=eaXF
60} 200}
M ~ 180}
—~ —
= 50
£ ¢ £ 160/
B =
3 40 4 o 140+
" 3120
S 30} s § 100}
t 80}
201 (3 *
$ 60|
40[
104 201
0 ) ) ) ) 0 N N N N
0 500 1,000 1,500 2,000 0 500 1,000 1,500 2,000
Dose (mg) Dose (mg)

Fig. 4. PZFX pharmacokinetic parameters and dose after single dose.
(X = dose, Y = parameter)

40

Serum concentration (4 g/mL)

< <€ k3

1,000 mg BID, 60-min infusion (Day 1 and 6: 1,000 mg QD)

@ non-elderly

[0-49 h (n=8), 71-144 h (n=69)]
< elderly

[0-49 h (n=10), 71-144 h (n=99)]

3 excluded subjects discontinued

<

0 24 48 72

96 120 144

Time after start of infusion (hr)

Fig. 5.

1,000 mg, 1,500 mg B & O 2,000 mg TOH5= L DI
WM EASN o7 (Fig.d), 72, Cmax BX
AUC Z{fHE B L O BMI THIIE L TRIT L7236 S, #l
1EHT & BRI Cmax T3 & O MDA 5
N7=A%, AUC TIIAEEIZA LN 9o T2,

7B, 1,000 mg KEHEG- T, TXTOBERE 25
POFERHREHFEHL, 5HH 5 3 HH) O5Hic
BHGEPIELAZ s, EFREEZHEETE LD o7

2)  05% BT E R RE A

TR AT T % 5502 1,000 mg x 2 [|/H, 6 HMXHE
15K DG SRR B OHERE & Fig. 512, FEWHhRE <
T A —% % Table 6 IZ/x L7,

HHMGEHBLOHEG 6 HHEOKZ X 2 =5 (FB

Serum concentration in non-elderly and elderly subjects after twice daily dosing (mean = SD).

fili + BEHEAR 75) (X, Cmax A%1845+149 B K 18 23.38+
391 ug/mL, AUC 35942+443 3 X 1°59.86+795 ug-
hr/mL Td - 720 7z, $e5-Blh 24 Rl i% £ TG+
SEYPIRE 2 T L7z T1/2 CP39ME = iR ) 1%,
GBI UG 6 HHTENRZEN 3003 B LT
29+ 04 B TH o720 BB, E5-HIH 12 RHEETO
I S R EE 2 W TR L7 T1/2 GRS E + LR
E) IR SFBHT2001 M TH Y, 500 mgx2 A/
H¥% 550 5.5E 12 BB TTEIN L2 TL/2
LKeTH o7 (Table6),

KA 5K 0 FEHME (Cmax B £ O°Cmin) & FHll{E
(Css, max B & U Css, min) & DLk % Table 7 1278 L 720
Be5-B%E H @ Cmax 13 1823 ug/mL, Css, max & 1849
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Table 6. Pharmacokinetic parameters of 0.5% PZFX in non-elderly subjects after multiple dose
D Cmax Tmax AUC AUCo-12 T1/2 CL CLr MRT vd UR
a n
Y (ug/mL) | () | (ughe/mi) | (ugehe/mi) | ) | @) | @b | () W (%)
2.0%
. o 18.45 L1 59.42 5710 | 01 | 1691 14.89 2.8 72.75 88.1
+1.49 *0.0 +4.43 +4.20 3.09 *+1.25 +1.02 +0.2 +12.50 +3.1
+0.3
6 ) 23.38 1.0 59.86 57.81 2.99 17.57 16.46 2.6 74.25 97.2
+391 *0.0 *+7.95 +7.82 +0.4 *+2.39 +2.02 +0.2 +15.53 +3.0
mean * SD
9calculated by serum concentration of 0—12 after administration
Yexcluded subjects discontinued
9calculated by serum concentration of 0—24 after administration
Table 7. Comparison of estimated Css,max and Css,min with actual 0.5% PZFX in non-elderly subjects
n Day 1 2 3 4 5 6
mean 18.23 21.57 22.78 22.37 21.08 23.38 Css,max®)
Cmax SD +1.19 *+1.79 +2.35 +2.73 +4.18 +3.91 (estimate)
(actual) fluctuation
. 6.5 8.3 10.3 12.2 19.8 16.7 18.49
) coefficient
63
mean 0.33 0.81 0.83 0.87 0.67 0.28 Css,min®
Crin® SD +0.06 *0.18 *0.22 £0.23 £0.12 +0.06 (estimate)
(actual) fluctuation
. 18.6 22.1 26.2 26.8 174 21.1 0.37
coefficient
Yexcluded subjects discontinued (ug/mL)
YDay 1 and 6: 12 hr after administration, Day 2~ 5: 11 hr after administration
9calculated by parameters of Day 1
Table 8. Pharmacokinetic parameters of 0.5% PZFX in elderly subjects
D Cmax Tmax AUC AUCo-12 T1/2Y CL CLr MRT vd UR
a n
Y (ug/ml) | () | (ugrhe/ml) | (ugrhe/ml) | (0) | Wby | @b | () ) (%)
1 10 25.74 1.0 73.18 69.21 3.0 14.21 12.89 3.0 59.68 90.48
*5.61 *0.0 +15.10 +12.95 04 *3.02 +2.86 *0.5 +7.98 +2.07
6 g0 25.44 1.0 75.95 71.33 3.6 13.52 12.87 3.2 69.63 94.83
+3.45 +0.0 +12.44 +10.77 +0.3 *+2.44 +2.67 +0.4 +15.27 +6.91
mean * SD
Yexcluded subjects discontinued
Pcalculated by serum concentration of 0—24 after administration
pg/mL CToh Y, #5 2 HEUEE, FREL )RR EDOD 72

21.08~23.38 ug/mL O#PATHR L7, 72, H5HIA
H® Cmin (% 0.33 ug/mL, Css, min i 037 ug/mL T3
D, #%45 2 HHLEE, Cmin i 028~0.87 ug/mL O#ipH
TR L, 5 2H0H25%5 6 HH® Cmax B LU
Cmin 7 J F—=IELTWAZERS, 1 H2MES5H
HIIXEHEIRBIZET 2 b0 e L7,
FERMEIZOWTE, HE5HBHO AUCIZH§ 585
6 HH® AUCr: DILIX 097 TH o 720 %52 0 HLLEE
® Cmax/Css, max [t &£ OF Cmin/Css, min Liz—%E 2
WL, 2hEN113~126 5 X UN0.76~237 D#HiPHT
HolzZ o6 HEGToOERRMEIALON -

3)  0.5% BH]T B =B DO AR

PRSI RIC 1,000 mgx 2 [|/H, 6 H R RKERE
HREOIMLE IR IREOHERS & Fig. 512, FEYWHE/ T
A —% % Table 8 |2/~ L7z,

BOGHMBEHBLOHEG6 HHDOK XT A =% (Pl
filf + EEHEMR 72) 1, Cmax A¥25.74+561 8 & 1N 2544 +
345 ug/mL, AUC237318+1510 8 X 1N75.95+1244
pg-hr/mL Tdh o7z T 72, B5:-Fh 24 Kl % T ol
HEHEYREZHOCTHER L T1/2 CEFSH + 2R
2N, BGHRBEBLUHRS 6 HETENREN 3004
BLU36+03KHTHD, HERBHBIUKS 6 H
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Table 9. Comparison of estimated Css,max and Css,min with actual 0.5% PZFX in elderly subjects

n Day 1 2 3 4 5 6
mean 25.81 21.78 22.54 22.50 22.51 25.44 Css,max®
Cmax SD +594 +4.11 £1.92 £249 +£233 +345 (estimate)
(actual) fluctuation
. 23.0 189 8.5 11.1 10.3 13.6 25.16
) coefficient
9€l
mean 0.52 0.79 0.85 1.02 0.91 0.62 Css,min®
Cmin® SD £0.19 £0.28 £0.29 £0.37 £0.36 +£0.22 (estimate)
(actual) fluctuation
. 36.5 35.5 34.3 35.7 39.5 36.4 0.81
coefficient
(ug/mL)

Yexcluded subjects discontinued

YDay 1 and 6: 12 hr after administration, Day 2 — 5: 11 hr after administration

9calculated by parameters of Day 1

C— 1,000 mg (n=69)
Urinary concentration:—— 1,500 mg (n=7)
2,000 mg (n=7)
—8— 1,000 mg (n=6v)
Urinary excretion: _g 500 mg (n=7)
6T —&— 2,000 mg (n=7) - 100
%n i 7 90
3 B i
s _ 80 =
S, L 170 £
x4 1w £
g 3 50 5
I
: 140 &
Q 2 - =
= 1 30 E
S =
> i
St 20
5 r—i_. I
. . . . D I
0—2 2—4 4-6 6—8 8-12 1224

Time after start of infusion (hr)

Fig. 6. Urinary concentration and excretion in non-elderly subjects after single dose of

1% PZFX.
 excluded subjects discontinued

HOK/$5 X —Z I3 L Tz,

PARP G- O FE Pl & THE & D % Table 9 1R
L7z #%5 B4 A @ Cmax 1 2581 ug/mL, Css, max
(£ 2516 ug/mL TH Y, ¥5-B1EH D Cmin 13 052 ug/
mL, Css, min (Z08l ug/mL THo7z 5 2HHNS
$¢5.6 HH® Cmax B X OF Cmin %, 121 Css, max
B LU Css,min LIZIZFRFRICHER L2050, 1H2
WP 58 HIEFRBIET 20 LHE L7

FRMEICOWTIE, &ERBH O AUC 123§ 285
6 HH®D AUCh DX 103 TH - 70 #5-2 HHLLRE
® Cmax/Css, max It 3 & U8 Cmin/Css, min i3 —
EBIZHER L, Z1E1087~1.01 B X ¥ 0.76~1.26 D i
FATH-722EHh0 6 HEEG TOFRMEIIALNE
o7z

3. R SEYIREHERS

D 1% #HICTom MRS X O E R

RN T % 1512 1,500 mg B £ O 2,000 mg D HL
4% 57 & N2 1,000 mg SCAE$: 5- O F A3 51 0 JR v
WYRED X ORER PR OHER % Fig. 6 1IZR L
720 WY EE X, 1500 mg, 2,000 mg B X UF 1,000
mg SRR G RO VTN b5 W% 0~2 K Tk b
F < EHEEIEER R 3,680, 5200 3B & U8 4,880 ug/mL
Tholzo BREEPIEERIZ, 1,500 mg, 2,000 mg B &
U 1,000 mg AR G- T ¥ 5- B ia % 12 R #% £ T
829, 832BLUT795% Z/RL 7o

2)  05% BT B R E A

TR N F % 5212 1,000 mg*x 2 [[/H, 6 HEXE
50 BRERPPEEROHRE % Fig. 7 IR Lz, &5
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Non-elderly

1 1 1 1 - 1 1 1 - 1 1 1 - 1 1 1 - 1 1 1 - 1 1 1 1 1 1 - ]
T O > T S S B AP S R S A SR S NS I L
I L o o o o o] T N
S a4 ¥ O W ~ O A ~ O &4 ~ O &4 ~ © & =~ O & ¥ © w0 ~
Day 1 Day 2 Day 3 Day 4 Day 5 Day 6
Time (hr)
1,000 mg BID, 60-min infusion (Day 1 and 6: 1,000 mg QD)
Day 1; 0 h—Day 3; 12 h (n==8), Day 3; 12 h—Day 6; 24 h (n=6%)
Urinary excretion (%) = (Total of urinary excretion) / (Total of dose) x 100
4 excluded subjects discontinued
Elderly
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

0—2

Trrr LRl Tl iviivree Tod
N < o e} — (=] N — (=] N — (=] N — (=] N — (=) N < O o) —
Day 1 Day 2 Day 3 Day 4 Day 5 Day 6
Time (hr)

1,000 mg BID, 60-min infusion (Day 1 and 6: 1,000 mg QD)
Day 1; 0 h—Day 3; 12 h (n=10), Day 3; 12 h-Day 6; 24 h (n=99)
Urinary excretion (%) = (Total of urinary excretion) / (Total of dose) x 100

@excluded subjects discontinued

Fig. 7. Urinary excretion in non-elderly or elderly subjects after twice daily dosing.

6 HH Z TORBIRTIEERIL78% Th o7z KK  Thol,
PR ORSEIE, #5954 HH RS &KG HOHS 3)  0.5% BHIT o e H i i SO R
0~2 R 2 2 H N, T3 13 1,660~3,630 1 g/mL Bk e 2 40 1,000 mgx 2 [0/ H, 6 H [ AR
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Table 10. All adverse events

adverse events and incidence (%)

high single and multiple doses in non-elderly

high multiple dose | high multiple dose

in non-elderly in elderly
1,500 mg 2,000 mg 1,000 mg 1,000 mg 1,000 mg
single single multiple multiple multiple
(n=16) (n=28) (n=28) (n=28) (n =10)
Adverse Adverse Adverse Adverse Adverse
System Organ Class (SOC) and Adverse Adverse Adverse Adverse Adverse
drug drug drug drug drug
Preferred Term (PT) event . event : event : event , event ;
reaction reaction reaction reaction reaction
Nervous system | Headache 1(6.3)
disorders Dizziness 1(6.3) | 1(6.3)
Cardi
.dr 1ac Palpitations 1(12.5)| 1(12.5)
disorders
Vi 1
asewar Pallor 1(125)| 1(12.5)
disorders
Ab 1
norma 1(125) | 1(125) | 19 (100) | 1 (10.0)
faeces
Diarrhoea 1(6.3) 1(6.3) 1(10.0) | 1(10.0)
Gastrointestinal
.as rointestinal I”
disorders . 1(6.3)
discomfort
Abdominal pain | 1 (6.3) 1(6.3)
Nausea 2(125) | 1(63) | 1(125)| 1(125)
Cold sweat 1(6.3) 1(6.3)
Skin  and Urticaria 2(250)| 2(25.0)| 1(125) | 1(12.5)
subcutaneous Erythema 2(25.0) | 2(25.0) | 2" (25.0) | 27 (25.0)
tissue disorders | ppypitys 1(125) | 1(125)

Drug eruption

2(25.0) | 2(25.0)

Injection  site
anaesthesia

39 (37.5) | 39(37.5)

Injection site

a) (¢
erythema 3(188) | 3(18.8) | 2 (25.0)

29 (25.0) | 22 (25.0) | 22 (25.0) | 1(125) | 1 (125) | 1(10.0)| 1 (10.0)

Injection it
TECHOR S 9 (12.5) | 29 (12.5) | 2 (25.0)
pain

2 (25.0) | 59 (62.5) | 59 (62.5) 19 (10.0) | 19 (10.0)

Injection  site
phlebitis

General
disorders and

1(10.0)| 1 (10.0)

administration Injection site
site conditions pruritus

1(125) | 1(125) 1(10.0)| 1(10.0)

Injection site
urticaria

2(20.0)| 2 (20.0)

Injection site

2 (25.0) | 2 (25.0)

swelling
Chills 1(6.3)
Malaise 1(6.3)

MedDRA version 10.1

(Continued)

92 events in 1 subject, "3 events in 1 subject, 94 events in 1 subject, 2 events in 2 subjects, 97 events in 1 subjects

Lo BRR P PR RO % Fig 7 1SR L7z, %56
HHZ TCORBRBPERRIZ 912% Th - 720 R
R OR SIS Hok b 0~2 R #%ICE s, F
R IX 1,050~2,150 pg/mL TH - 72,

4. LAak

1) AEHEL

WINORBRTH, EELAAERHRIIEIAL 2h o7z,

HRBCTHRIAL-AEFRB X OFEITER % Table 10 12
w7z

(1) 1% BHITow R 3B X O R IERER

1,500 mg Hilnl ¥z 58 THEFHLIL 16 %4+ 8 44 24 1F
B, FONFRUTEGHIMSAS4 4 6 fF GRLBEAS 3
% 30k, FIA 2431, Mh 7 LT F YR ARFF—
BHIAS2 4 2 fF (1 #3385 BiGEaT 130 IU/L 22 5 4% 5
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Table 10. (Continued)
adverse events and incidence (%)
high multiple d high multiple d
high single and multiple doses in non-elderly lg multiple cose '8 m ple dose
in non-elderly in elderly
1,500 mg 2,000 mg 1,000 mg 1,000 mg 1,000 mg
single single multiple multiple multiple
(n=16) (n=28) (n=28) (n=28) (n =10)
Adverse Adverse Adverse Adverse Adverse
System Organ Class (SOC) and Adverse Adverse Adverse Adverse Adverse
drug drug drug drug drug
Preferred Term (PT) event : event , event 4 event : event :
reaction reaction reaction reaction reaction
Investigations
Enzyme Blood creatine
investigations | phosphokinase 2 (12.5)
NEC increased
Haematocrit 1(63)
decreased ’
Haemoglobin 1(63)
Haematology decreased ’
investigations
(incd blood Red blood cell 1(63)
count decreased
groups)
White blood
cell count 1(6.3) 1(6.3)
decreased
. Alanine
Hepatobiliary .
. . aminotransferase | 1 (6.3) 1(6.3)
investigations | .
increased
Renal and
Prinar.y t.ract Urir.lary 1(12.5)
investigations sediment present
and urinalyses
Water,
arer Blood
electrolyte and .
. potassium 1(6.3) 1(6.3)
mineral .
. Lo increased
investigations
Physical Body
examination temperature 1(125)| 1(12.5)
topics increased
Total adverse events / related (%) | 8 (50.0) | 6 (37.5) | 4(50.0)| 4(50.0)| 8(100) | 7(87.5)| 4 (50.0) | 3(37.5) | 5(50.0)| 5 (50.0)
Total number of events 24 14 13 13 28 26 5 4 16 16

MedDRA version 10.1

7H#%220TU/LZ#¥m L, #4541 H# 186 IU/L i In]
Ao 1 7R3 P5-BIsGRET 119 TU/L 20 5457 H# 623
TU/LCHEmL, $45 14 H% 135 TU/L \Chlf) % & CTH
D, TRTBETHo0 INOOFEFLDIH L, T
WL UE D 4 4 6 1% &rte 6 44 14 7R1%, HEBR T
SN ho 2. FIVERZBUHEL 6/16 44 (37.5%) T
Btz PHHIEBNZ R A > 720

2000 mg R G5 THERGIL X4 44 13115
BL, TONRIZPEEOAREA 14 11, BEOES
LSO AS 4 44 5 1 GRLBEAS 2 44 3 1, S0 2 44 2 1),
HERRBF 24202 LTHY, WIRD RREBRIZEE
KN otz HEERE DRI G-I IR RIS
FBHLLboT, FH5EmEsh, FHEBRIEIGESH
Ldrotze AWERFEBBIEIX 484 TH 72,

1,000 mg G 5 CH HHLIT 8 A 8 44 28 5%
BLL, SRR BUGAY 6 % 21 1F KA 4 44 9 1, FIBE
A3 %51, MEN R 3 4 40, RS2 44 21, 9
FERRATL 4 1 1F), RS2 44 41, SRREDS 1 44 1 h
ETH o 7z A GROR L 24T, 1 BIEHEEZED
KB L OHRE T, I 5 RS o 4 sk
BLOLWEEE PRI L 22 720dik Lz, bk
WHR L2 22 5 REBRIEBE SN R D 572, o
1 R DOKLEE 3 14C, AP w5 A%, Ak
BB L O MBER R R FBL L 727201k L7z,
K AR BRI E L2 O REMBRREE SR
o tze WIEEGRICH EFHEORB L ) HH5HIEL
7224 % B Mo 6 4413 4 M H%S F CRESFTTOA
FEHL OKE, ALBE, AIEEER, MR &) AEBLIL .
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LT RTOWRE M S DHEEREIRIL 727
o, 5MHE %53 HH) o5k b2 hik S hiz,
BIVE RSB IR 7/8 5 CTh o 720

(2) 0.5% BT o fas H 2 AR R

PZFX %5 BOHEERL I8 A4 T 44 54T, 20N
FUSHEEOREN 2 44 218, BEOREM, FEHEEM
FEB X ORIEERERZ 14 1 TH o7,

EIBENAR LN EHEEH 22095 1403, #520H
WM THER L OF 5 3 H RIS ISR, %53
HH® 5 EHUEORSG S HIESh, #ULECTHHE 7
X4 HBICHEE L, o 1 4135 3 HBICHE 418
WCHRHBL, %5 3 HH® 5 HUEOHRS D IR SR,
HERLE TR H L L. WThoEE S REERIEE
EINLolz, BEOREMITRS 4 HREICHEIL,
PG I3k S, 3 HIRICALE 72 <THR L, RREBRIEE
SN o lze BEOFGHBAALBE IS5 HHD 1
B EHASTHICHEBL, WE R EG5 Mk S, #9540
SRICHEL, REERIEE SN ho . BIEHS
BUHIEIX 3/8 4 TH o 720

(3) 0.5% BT 0> vy H 2 v i S A8 3B

PZFX %5 B0 ERHLIT 10454 16 44T, 2D
WERIZP R oM % EIRE L TR, Bk, EBhs,
JEdE, M) 2514 1, BEE OESHRAERRE 05 2
%21k, REOESEAERA 1 4 7 1F, BREO R
A1 4 30, BEO TR, 1RGPS X OTEHEL
ZOERDLE 141 THY, wiIhd WERERIIEE
ENA o 720 BIVERIZEBUNE X 5/10 4 (50.0%) T -
725

HEEE M I, %5 3 HHICHHL, UWRED
AEHRR L UTREBMICHBELR SN0 FERO
BEAA LN W EASHE-3 HH® 5 B HUEDH
Gk sz, Bk, KEFMICT7VLE 7
7 x Y BHEZ 2 [ L, —EoRERIE 3 B BICIENE
L7201 ZVCHREE O S AL 2SR BR3P 512 7 ]
By R U L7228, $5-O/KBHITEETH - 720

1% #H T 1,000 mg KEHGHTlIE S %k
1k U720 1,000 mg BAEPES-BECREBHEE IS B L 721348
MOHERROINZHat Lz, HANRE 1% &
EBrolzZ EIGERT A Z ENHE S N7, itk
HIHCRLA] & R T dH B 05% BHA) % v T UL o iR
RERZ L 720 05% BAITREE EMT 5I1CH720,
WEECER - rilzslgysie L, ¥ 248%
CIME R 1 B2V TIEED 72021 L 72.05% HH
THRALLAERRL, BB 24BI0MER 4% K
WTIRWTNDEREET, Wi Gk TH Y, 1% B
AN HARTRBIBE B X ORI & L ICHR LK & /S
b0 TIREo 7,

2) LEX

1% #HNN X 5 1500 mg $%5-# T, QTc 2450 msec

% 0] % 9B S Bazett 3 C 1 %4 1 #, Fridericia i#:C
1% 3MFICA LN, WINHEE CHUR LR S 1
ENedoize 72, 05% HAITIE, BKLMELE RS
RETTREASN Do,

3) R

1% BHNZ X 5 1,500 mg $5-# T 0~2 FEH I 2 44,
4~6 FEIZ 1 44, 2,000 mg #25-5 T 0~2 REfHEI2 1 44,
2~4 I 2 44, 1,000 mg SUEH 50T 0~2, 2~4 R [H]
2% 14, PHREBRICHERAA SNz, 056% AT X
% PZFX 5B CHE-BIEH O 0~6 REIC 1 4, SR
TRPFERPBIE SN2, L2L, WINOBBRETYH
PERIGOEME R &0 BRERIEZ R {, BEEICHES
LIEEFEMEMEORED AN a0l IThDOWEH
X, FHRE T CHICRTRALN R o7,

m. % =

R D 05% BH T FENE L 72 500 mg x 2 [/ H % 5B
FERFICIZ 1,264 AN HLA N S I, BV SEELE1E 34%
(43/1264 %) ©, EHEWERIE TR, 5895, BB L
B Th o 7o BEWGEHRMNAR 4,032 2 O RIVEH B
(% 8.33% (336/4,032 44) T, F IR IZITH AT,
RS, EREReRE S, TR, FE5, 395, AST Hihn, ALT
Bnze ETh o 720 MERE F 72 EH AL ORITER I,
FENEFNL264 %14 (01%) B X 074,032 % w20
Z(050%) ICHHLIzDATH 572 TNHDT END,
PERD 05% AT, RMIEARBREEC IR L, 5
TSR IN - DEEZ SN0, BENZHRT
ELHPATHAREZHAR TS Z & 2aHH L7

F 0 v RETIEAUC/MIC 2SRRI H & i b AHE
HOBNEYHE T A —FTHY, fAUC/MIC>30
TREVWANREFYEFINRDL 2 LB SN TW B,
PZFX 1,000 mg ¢ 5-T® AUC {ZfEHE R A\ T 5942 ug-
h/mL C, &HMEAE30.7% 2 L7z 1 H fAUC 134
82 ug-hr/mLT»H %, fAUC/MICD % — % v b fii 30
723 MIC 138 275 ug/mL LI E N D 2 L b,
JE K @ MIC %% 2.75 ng/mL LLF O J& 3 126 L C H
VRS cE b EZ LN D,

F 7z, TPERBEBP OBl S0, ik kR
(mutant prevention concentration ; MPC) < it % i 5
PO I (mutant selection window ; MSW) DR 254%
WENTEY, MPC %8 2 %R0 E il CHERE L, MSW
2L TG HY, ThabbEHE, EHIMES-A
WGSBS LEZ HNTW 5", ARIEH] 1,000
mg $%5:-1% 500 mg ¥ 5- 12X T Cmax 258 <, T 7243
o T1/2 25%) 2 W] & W WFEE ARG A3 2 & T, itk
WHEBR 2P 2 etk S iz,

Z 2T, PZFX HHB OG- REMD 720 DERIRE 1
MERERE EiE L, BYWERED X ORetoi %17 - 72,

AW D 05% #H T D 1,000 mg KEHK G B X 7500
mg % 2 [a]/ [ $5-BA 5k 0 500 mg KAE 55 0 S Bl g
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Table 11. Pharmacokinetic parameters of 1,000 and 500 mg multiple doses
dose AUC Cmax T1/2
rou
group (mg) (ug*hr/mL) (ug/mL) (hr)
500%) 21.7 11.0 1.88¢)
non-elderly ~  [rorttrrmoomoosmome g oo oo oio oo
1,000 59.42 18.45 2.09
elderly 1,000 73.18 25.74 3.09
3Jpn. J. Chemother., 1999; 47 (S-1): 141-75.
Ppharmacokinetic parameters of first administration
“calculated by serum concentration of 0~ 12 after administration
dcalculated by serum concentration of 0—24 after administration
Table 12. Pharmacokinetic parameters of injectable fluoroquinolones
d X d AUC AUC/day Cmax T1/2
ru; region osage
J & g (ug*hr/mL) (ug*hr/mL) (ug/mL) (hr)
PZFX Japan 1,000 mg BID 59.42 118.84 18.45 2.0
Japan 200 mg BID? 6.66 13.32¢) 2.53 3.5
Japan 300 mg BIDY 7.49 14.989 3.33 2.6M
CPFX
Overseas 400 mg BIDY 12.7 25.4¢) 4.56 —
Overseas 400 mg TIDY 10.97 32.99 4.07 —
Overseas 500 mg QDY 48.3 48.39 6.2 64
LVFX
Overseas 750 mg QDY 110 1109 115 7.5

@KISO TO RINSHO, 1997; 31, 2433-66
YKISO TO RINSHO, 1997; 31, 2701-25

9Physicians’ Desk Reference 2009 63™ed.: Thomson Reuters, New York, NY. 2008; 2810-23
DPhysicians” Desk Reference 2009 63'%ed.: Thomson Reuters, New York, NY. 2008; 2416-26

9AUC/day = AUC X 2
IAUC/day =AUC X 3
9AUC/day =AUC X 1
nT1/28

8T X =5 Q% Table 11 \Z/R L7z, KA T
500 mg JAEHE 512 X T 1,000 mg K EH 5 @ AUC &
#2745, Cmax (38 L7RFICHIML 72, 2B, 4D
1,000 mg $% 5-BF & 500 mg x 2 [/ H ¢ 5- B 58 B§ o 1,000
mg 5RO BRE/ N T X — &0 LIZRP L Tz,

ARFEA] 1,000 mg 2 5- & EWATHH SN TW Ao
EFH* 0 Y REOEYFE T A — 5L DK
% Table 12 1278 L 72, AFEH] 1,000 mg x 2 [a]/ H # 5-12
%51 HAUCB LU Cmax 2 # N1 £1 11884 ug-hr/
mL B X '1845 ug/mL TdH - 72. EAH D levofloxacin
(LVFX)750 mg1 H 1 4% 5-® 1 H AUC B & 0¥ Cmax
Z 110 pg-hr/mL B X '115ug/mL TdH h, AHH
1,000 mgx2 Ial/H¥%5-Tix, 1 H AUC XA TH - 72
7%, Cmax 13 1.6 f5Efliz /R L7z 72, EIN® ciproflox-
acin (CPFX)300mgl H2M % 5 ®1H AUCE L O
Cmax 13 1498 ug-hr/mL B X 18333 ug/mL TH Y, &K
F#) 1,000 mg x 2 [/ H¥e 5138 7.9 f5 B £ U4 5.5 55
o7,

05% BH 2 HWTHRIALAEHL I TS A
DYDTH o720 TV OAEFLIL, BERAZ
G b U7z A G- TSR AL AL BE DS 8 4 1 4412

1fF, E5lE ik 10 %40 5 4400 12 fF (A 25, 145807
HIKE, TESHAON, TESHRAALEE S X RS Z
IFERK) ASN7T, L L, MRSV T2
B (F5Hk%, KEIMICT7VLE a7 o KR
2 [FALAE) T L, i U ORI Vb BREE
THEALE T2 L7z,

MBOFEFHF 7 0 v RIEORRE T AR TILEE -
VAR, (ESHEBALOFRAR - M, TR, BEEAPURS
DOFBPMEENTWBEY 72, F /0 RBIZL 548
HOEKRAERGE LT, LERX QT HEOEE, i
EMESLH, FPRERESLE, AKARREEE, St EUE ST
WG EN TV, 1% BATHRBLL 7245 HR L Table
10 1R & B EFTMOAEERSETHY, /0
YRIEIHAOERLEERGIIFEIHL Lh oz S
B DA EH GBI BL L 22 2 5N & L TR
WRIEN 1% EEh-o 22 ENEN SN0, ko
B & [ BE > 0.5% BH) % v TG ER - Pt
RAeBlgd2 2 L CHRRBREBH L. ToffE
PZFX 05% BATHRI L FEFLITR L BMD
LOTHY, MOFTHHAF /0y RELHNTHERES
OB L UORBPFICKRELETIAON P07 F
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7o, BELREERGWRIA L b o2 b, 550
R Z DB IZH72 ), BEMIIIKE RIBET R
Wwek#Fz 72,

PLE, PZFX 05% ##IT? 1,000 mg KEHRGIZ X 5
ZEESHR I N, 500 mgx 2 b/ H P55 58K D 500
mg KAEHK G XTAUC IEH 2.7 %, Cmax 135 1.7
B2 & X0, S5%5BIRNARESHEFCT
EhHLEZT, $72, AFEHF 1,000 mg KAEH G- 13 Cmax
DWE L, T2 2982 & X )i PER S 2 Bk 3 % g
PERE N &R S N7,

O

KBBOBITIBEL, TRV EREE AR
BREBIRI S V) =y 7 OFEHELLEED X UEHREA
HHEERIN&ESE 2 ) = v 7 OHEEM A SN 72
LEd.
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Phase I clinical study of high dose pazufloxacin in the healthy
non-elderly and elderly subjects

Kyoichi Totsuka
Department of Infectious Diseases, Tokyo Women’s Medical University, 8-1 Kawadacho, Shinjuku-ku, Tokyo, Japan

High dose pazufloxacin(PZFX), an injectable fluoroquinolone antimicrobial, was administered to healthy
non-elderly and elderly subjects to evaluate pharmacokinetics, safety, and tolerability in a single or multiple
doses for a 60-minute drip infusion.

With 1% PZFX, single dose of 1,500 and 2,000 mg, and multiple doses of 1,000 mg twice daily for 5 days
were performed. With already marketed 0.5% drug product, multiple doses of 1,000 mg twice daily for 6 days
were evaluated in non-elderly and elderly subjects.

In single doses of 1,000, 1,500 and 2,000 mg, linearity was shown between pharmacokinetic parameter
Cmax and dose, but was not between AUC and dose.

With intravenous 1,000 mg drip for 60 minute, AUC of the initial day were 5942 ug-hr/mL in the healthy
non-elderly subjects and 73.18 pg-hr/mL in those 65 years or older. Pharmacokinetic parameters reached
the steady state on the day following administration, and accumulation was not observed.

During administration of 1,000 mg of 1% PZFX twice daily, adverse events frequency at the injection site
was high, and some adverse events occurred in all subjects, so administering was discontinued two days af-
ter start. No serious adverse events were observed, but 1% PZFX was changed to 0.5% PZFX because all
subjects discontinued.

When 1,000 mg of 0.5% PZFX was administered twice daily for 6 days, 5 adverse events (drug eruption,
abnormal faeces, injection site erythema, and urinary sediment present) were observed in 4 of 8 non-elderly
subjects. In elderly subjects, 16 adverse events (abnormal faeces, diarrhoea, injection site erythema, injection
site pain, injection site phlebitis, injection site pruritus, and injection site urticaria) were observed in 5 of 10
subjects, but were mild or moderate and not clinically significant, indicating that PZFX was safe and well
tolerated.

Above all findings, the safety of 1,000 mg of 0.5% PZFX twice daily for 6 days in non-elderly and elderly
subjects was indicated.



