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REMIZEIMOMBESIIA N Lo/, TRSDOEHD S
FEOBERNARES TR IN-DOT, TTEAVEROE
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TCAZ°1H2000mg (47 2) 58D 3HIIBITLENES
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L, HOoMEKGSE L LTI, TR oL B
(722 2%, BBEOMWIRDEIET, CRPA'2 (+) LL I

THhAHZENLET L) L. T/, RBOREREEIZ
JFAIE LCHEEL L7,

EEdEIE LT20 L E 80k T, MR
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Lo2dH bIiE.

4 PZFX{ESt¥E F 721X CAZDPFDERBE I L,
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FoEHED: (10°CFU/mL)° 12 L72A%> THEM L 7.
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Table 1.  Schedule of laboratory tests
Item Before Day 3 Day 7 Day 14
. PaO. O O @] O
Arterial blo.od PaCo, o o o o
gas analysis pH o o o o
RBC ® @) ([ J o
Hb { O [ L ]
Ht ® O ( J [
Blood studies reticulocytes O O O O
platelets [ ] O ([ ([ J
WBC { [ J o (]
differential leukocyte count o o o [
ESR (1hvalue) o { ] (] o
CRP [ o ([ J (]
mycoplasmal antibody (CF or IHA) o [
cold hemagglutination [ ] ]
chlamydial antibody [ o
coombs test (direct, indirect) C @]
blood sugar @ < O O
GOT o O o [ ]
GPT [ { O ( J ( J
AL-P [ O [ J  J
bilirubin (total, direct) ( O [  J
LDH @) @) C @
+GTP < < @) O
Blood chemistry LAP O O O O
BUN ) O o ([ J
creatinine [ ] O ® (]
creatinine clearance < < O )
Na o S ([ J [
K ( O ([ J [
Cl e O o [ J
protein | [ ] 9] [ ] [ ]
' sugar e < ° )
Urinalysis urobilinogen ; [ ] ~ [ ] [ ]
% pH | o 9] 0 0
‘ sedimentation | o < @) C
Chest X-Ray | @ ([ [ ] [ ]
Bacteriology e ° ° ®

@: indispensable.

"z should be performed as often as possible
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BEOHERXRE "2 ZIZ0L T, MEERORE 21
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@ ZFRETH L. B OENEH R MR
DVED SN HE
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O EARREIZHIE L7z
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%WM%%@¢#%§@M%5Z(J%fﬁ
. SRSCHE, BIERRGE, KELHERED) X0 R BAER
ci%fﬂ“fxl e Lz iicd L owT, fiEflo
R EDGH, FAEE, BARME, MEF 5%,
BITER, BRRMUEAEIVE, BSR4 S AL
EORBMERG Lize BB, MRS & BIE
ME 72K ERE ZMEL, —EDkL#E (Table
2) WZL72A o THIE L7z, SO T Y K

Lz Eh, MESGEODL &EIZHEZRH Lz, 72
<A 377 AP CFiET64 1L E, & Dwvid
IHA 5T 320 5Ll L& /R L724EH, & L <IZA 7 ML
TARBULD LA EZZDIERNIEIT A 37T X< hi%
ELMRIVEE L U TR R0 S I 72.

%B, NEEEFOIIRIE [EERAEBRO AT (12
5254 K54 20 TIZH#ERL T, UAEK,
ik, GBLYE, AMEE, SME/NKFDOEDOD
SEIZX 5 L7

9. BB L OF— 5@

Ay hu—7—IINEREE RO LER L DR
BRIERNZLB LD TH D I L FHERBIIEERNOF—
Y OEERAITV, keycode % BI#E L 72 FIBZ DB
2oy bhu—7—0FEN L L12, BEIMbF TEKRKE
FIZBOWTE_BL, FELT/ Y852 ) v 7iERH
w7z, 1‘?‘3%77"2* 13 8 # T Kruskal-Wallis ® H i 7€ ¥
T P REEIT V., BEEDNAONIE I L
% Scheffé¢ DL EILIIZ L DT 720 HEKiE lix}]%’i’
W 5%, BEEFREZWMME 15% & Lz, $24812C
ﬁm%ﬁ&#ﬁmﬁﬁuowf$g%wﬁ%ﬁ&6:&
L7

B

I
xt GAEBI D PIER
AE B L 120 1 (L #F 40 50, H B 39 i,
) T, BRAMEGIZ 29 61 b,
1%, L& 33, HH# 28 %,
Hot (Fig. 1)
H%@@m@fﬁ%%ﬂ
AT A~ 5@ 1 6,
BEAE 41,

A OB O B
1.
4 C# 41
B8 R %) SR O AT X RAE
CH30BImEF91HIT

i o158 18 19, %)
PRAVIEHEZ L - TAMA LB, HiEE
EAAEIRA I 1 B, (GBI RLE R 1 6)),

774 v MeL7t%, FiEfF s 5 L7, Bidk 160 (B%E) BIXOWBEK 26 (AFa4( K
Table 2. Criteria for judgement of usefulness
Adverse effects and abnormal Clinical efficacy
laboratory values excellent good fair poor unevaluable
No # * x -
mild + + * - >
Yes moderate * + - -
severe - - _

# lvery useful, + ‘useful, +: slightly useful,

—: useless, 7: undecided
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No. of patients evaluated
L : 33
H: 28
Clinical efficacy C : 30
Total 91
No. of patients excluded
L : 7
H : 11
C : 11
Total 29
No. of patients evaluated
L : 37
H : 35
Adverse effects C : 38
Total 110
No. of patients excluded
- L : 3
Total no. of patients H : 4
L : 40 - c: 3
H : 39 Total 10
C : 41
Total 120 No. of patients evaluated
L : 35
H : 31
Laboratory test C : 35
Total 101
No. of patients excluded
L : 5
H : 8
C : 6
Total 19
No. of patients evaluated
L : 31
H : 26
Usefulness C : 30
Total 87
No. of patients excluded
L : 9
L : pazufloxacin 600 mg/day H : 13
H: pazufloxacin 1,000 mg/day C : 11
C: ceftazidime 1,200 mg/day Total 33
Fig. 1. Case distribution.
Table 3. Reasons for exclusion from evaluation of clinical efficacy
Category Reason PZFX-600 PZFX-1000 CAZ
Ineligible disease
Mycoplasma pneumonia 1 1 1
Organizing pneumonia 1 0 0
Radiation pneumonitis 0 1 0
Allergic pneumonitis 0 1 0
Pyothorax phlmonary suppuration 0 1 1
| Chronic respiratory tract infection 0 0 2
Ineligibilit | Lung cancer + Infection 1 1 0
neligibili |
cher Y | Pulmonary tuberculosis 0 0 3
| Pulmonary infarct + Endocarditis 0 0 1
Lung cancer 0 2 0
| Serious damage to alveoli and airway 0 1 0
| Violation of exclusion criteria (epilepsy’ 1 0 0
! Serious underlying disease 1 2 1
No definite sign of infection 1 0 0
Violation of testing period 1 0 0
Dropout Incidental disease 0 1 0
Treatment violation | Concomitant use of steroid drugs 0 0 2
Total 7 11 11

PZFX: pazufloxacin mesilate, CAZ: ceftazidime
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#H) TdH -7 (Table3),

BRUEEND 1HIZowTIE, REBIDOHREBRERK
S5®EHIE L, $XTOLE - BITICEOZNZEEL
A

BVERIERE SN EERI O ) bEMIKBERE, ¥
FMAE, BRIMEEER - TADA, falU(uEﬁEHﬁﬁl%
R ERBEIEG 76, BRECZLLIBELIBL LV
A7aA FHFRIC X HALEER 2 61, 110 Bl % Bpot L

TL# 376, HE 3561, CH# 38 @ &t 110 B % #
Ftg e Lize BRRMREMER L, BIVE R WRAT X SE 61

7o S HIZIERREAREMBIS 2 I3RER 3 O%EH]
Ft19Bl = B4 L T LE 3561, H# 3161, C# 3514
DEt 101 Bl 2 AT R E L7z BREER KIS RIEH,

BRARREMERE I E SNIER 2 BT R & L

WmNF% belkdsad L7z

1) %, Fis, hE

FEHBIOKEIZOVWTIEIIHEHMIZRY EA LN L
Motz BHOBEILIZBOTHEOILE) L # 66.7
% (22/33) . H B 82.1% (23/28). C # 86.7% (26/30)
E®m<, F-3HMICEY (p=0.131) A& 57> (Table
4),

2) IRBAEEFERE, B, SUHEOA R

Eﬁ%&ﬁ@iﬂﬁtir@%rﬁ L8¥79% (26/33), H#
79% (22/28), CE 70% (21/30) & %<, HEEEE -
HEHIEIED ) OREFI AL # 76% (25/33), H # 68%
(19/28), C#83% (25/30) L% h o7 LA LLH
L 3B THEIEAEEMRIIA OGN H -7 (Table4).

3) HBEHONNILFREORE, HHEOEE

Too HRAERMATN SBIE L #3161, HE 266, CH BROMEER 5% LoOEB P LET76% (25/
30 BIDEt 87 BITH - 72, 33), H# 79% (22/28), C # 87% (26/30) & % H»
2. BEHERHET o7, Fro, BFHEIHBEIZIH ) OIEFMNE (71% (20
ERIR D RIEAT X RAEB 91 B DWW T KIZGHOBEE /28 11RY) (p=0.088) 75A SN/ (Table4).
Table 4. Background of the patients for clinical efficacy
Characteristics PZFX-600 | PZFX-1000 CAZ Statistial analysis
No. of patients 33 28 30 (x*~test)
Se male 22 23 26 0,131+
x female 11 5 4 p=o
~19 0 0 0
20~29 0 2 2
30~39 5 1 3
40~49 1 1 3
(yr) =0.
Age (yr 50~59 4 5 1 p=0.603
60~69 13 8 11
70~179 8 9 9
80~89 2 2 1
~39 5 1 2
40~49 12 7 11
50~59 7 8 7
Body weight (kg) 60~69 7 9 6 p=0.521
70~79 1 1 4
80~ 0 1 0
unknown 1 1 0
mild 7 6 9
Severity moderate 26 22 21 p=0.661
severe 0 0 0
Underlying d-isea'se absent 8 9 5 p=0.388
and/or complication present 25 19 25
. th absent 25 22 26
Pnortreézr‘ne.nt wit present 5 f 3 p=0.826
antibiotics unknown 1 1 \ 1
i
. d absent 16 8 | 17 —0.088 +
Concomitant drugs present 17 20 ! 13 L
~3 0 1
) ) 4~7 2 5 6 0.5
Duration (days 8~13 10 6 p=0.594
14 21 16 17

PZFX: pazufloxacin mesilate, CAZ: ceftazidime
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4) x5HH

FrED 14 HERSWITbh/ERA» N LE 216, H
BH1efl, CEL17HIT, SEMIURY IZAON o7

(Table 4) o
5)

FRAERT D BRIRAEIR, BRIRIRZME

PRI OKE, MW, WBikE, BRMR, PREE,
Mo, MEEZE, BAKREIR, 77/ —¥, AR, &K

L, CRP 2 LUIRYIED BT B L 2 HER - TRz L
WZDOWT 3EMIZEY IEA SN h o7 (Table5),
6) REAEP L OEFKZHE
FRER S REAT X RO 91 B, WD DERE A58
ENEFNZ33F (LB, HEET7H, CE114)
T, BOHZIL363% ThHolzo TNHDEFIIL S
BEsh7-35% (LEE15% HESK CEI2K o

Table 5. Background of the patients : initial symptoms, signs, and laboratory parameters
Items PZFX-600 PZFX-1000 CAZ Statistial analysis
No. of patients evaluated 33 28 30 (x*-test)
<37 3 6 7
Body temperature 37=~<38 16 14 10 0.224
(T) 38<~<39 1 3 10 '
39=~ 3 3
2 1 1
Cough + 16 18 19 0.719
+ 15 9 10
+ (<10 mL) 17 16 12
# (10~50 mL) 11 8 11
Vol f sput 0.165
Oume OLSPUIUM 4 (50~100 mL) 3 1
M 3 3 3
PM 15 11 9
P rty of t 0.272
roperty ol sputum 14 13 12
- 1 1 6
- 24 22 19
Dyspnea + 7 5 10 0.656
# 2 1 1
- 27 21 24
Chest pai 0. 800
est pain . 6 7 6
- 12 4 10
Rales 14 19 16 0.256
7 5 4
- 28 25 23
Dehydrati .
ehydration . 5 3 7 0.419
- 32 28 28
C i .
yanosis . 1 0 9 0.362
<8 6 4 6
8=~<12 16 12 12
WBC (10°/mm’) 12=~<20 8 10 8 0.831
20= 2 1 4
unknown 1 0
<20 4 2 1
20=~<40 5 3 4
ESR(mm/h) 40=~<60 5 6 3 0.843
60= 16 15 20
unknown 3 2 2
< 2.0 2 2 2
2.0~ < 1. !
CRP(mg dL) 7.0 8 5 5
L 7.0=~ <12.0 9 10 10 0.976
quantitative
12.0= 13 10 13
unknown 1 1 0

PZFX: pazufloxacin mesilate, CAZ: ceftazidime
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Wi, 777 L5 1ER A% 19 ¥ (L BF 11 8k, H# 3 #,
CHSH), Y7ol EA» 168k (LEE4Kk HES
B, CH#ET7Fk)Tdh-7:(Table6)s HIENIZIZS. pneu-
moniae 7% 18 ¥k (L & 10 4k, HEF 3k, CHE5HR) &
Lot b%<, KR\T, Haemophilus influenzae 9
B (LBEL1KE HE 3%, CHEBHKR) Thoso 3HM
DT LEHEBLU Y T ABREROBRHBEEIZIIRY
A OLNGZro7,

IS D 35 b PZFX B & UF CAZ @ MIC I E H34T
bhr-21%k (LB 8K, HBE6/, CHTH OKZ
54 TiX, PZFX @ MIC 1£<0.025~6.25 ug/mL (2
404 LT MICy 1d 3.13 ug/mL, CAZ @ MIC 13<0.025
~6.25 ug/mL 12534 L T MICy 1& 1.56 ug/mL T -
7z (Table 7). F7z, SR ELFIIHT S PIFX B &
' CAZ DIEZM I ABERmD XA SN2 h o7,

3. ERIRZNH

1) BEExhE

L33 6. Zxhe B, A%h27 6, X 4%)0H,
m5h 0 BIT, FERELATE G- A% L 100% (33
/33 61), HE 28 6k, FHxh2 b, Hish24apl, LK
%06, #%h2FITHEFEIX92.9% (26/28), C B 30
B, %561, FHih23 B, LRLAXO B, 2 H
THEIL93.3% (28/30 %) T, SEHMIZAEEITA
bNeh o7 (Table 8),

BIEERERR AR IZB T, BEFMNTOAREIZL
BET7/70, HE6/66), CH /IR TEBILRLU LD
WHTH -7z TEIEB TOARIHIL L # 100% (26/
26 ), H# 90.9%, (20/22 %), C & 90.5% (19/21
Bl) T, IR IPMICHEEIAON D572,

ZOMER), BEBRE - EOAER, BXUHH
BORENOBERDBEIIBOTIHMIIAZEZIIADS
Nhoiz,

Table 6. Background of the patients : causative organisms
. . Treatment Statistial analysis
Causative organisms )
PZFX-600 PZFX-1000 CAZ (" test)
Total no. of patients 33 28 30
no 17 19 | 19
Isolation of causative
. yes 15 7 11 P=0.316
organisms
unknown 1 2 0
S. aureus 1 0 | 0
GPC |
S. pneumoniae 10 3 5
E. coli 1 0 1
Causative organisms C freundii 0 0 1 P=0.316
GNB K pneumoniae 2 1 0
H. influenzae 1 3 5
M. catarrhalis 0 1 0

PZFX: pazufloxacin mesilate, CAZ: ceftazidime

Table 7.  Sensitivity distribution of causative organisms
MIC (ug/mL) 10° CFU/mL Statistical
Treatment | No. of .
Drug X analysis
group | strans | g o5l 0 05| 0.10 | 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 [ 12.5| 25 | 50 | 100 | >100| (H—test")
PZFX-600 8 1 1 3 2 1
PZFX-1000| 6 2 1 1 2 P=0.382
PZFX
CAZ 7 3 2 2
total 21 6 4 4 6 1 {
PZFX-600 8 1 3 2 1]
PZFX-1000 6 1 1 3 1 ‘ P=0.423
CAZ
CAZ 7 1 2 3 1
total 21 1 1 5 7 3 1 2

*Kruskal-Wallis test
PZFX: pazufloxacin mesilate, CAZ: ceftazidime
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2 M

2) R B R AR kR

FRIRZD RIEAT K R D 91 Blb, BREEIFHSHh & o
FRHRE B X OB 0 R BIET 33 FlOERAD R & R
L7 (Table 9) . L # 100% (15/15 %) . H & 7/7 %1,
CH# 100% (11/11 %)) OEXET, 3HMICHEEZIL
AN rolz,

B RES, BEEBREACTID ZEEE LA
FOBETH -7 HEHEBEDEND 572 S, pneumoniae
TTHREEBIC BT B ERIREN R L BT 10 Bl &b 2 61,
586, HET2HB TR THI2H], CE4BIHER
26, BH2BITHo7,

3) HMEFEHZNE

REREPHS 2 E %572 33EFNZ DOV TOMBEFHY
%R (Table 10) %, F7z#%H 35 KkDIEE (Table 11)
EENENME L7, BRI RIE, L#93.3% (14/
15 61), HE 7/76l, CH# 100% (11/11%1) T, B
KFRIILE 93.3% (14/154%), HE 8/8 ¥, C & 100
% (12/12%) THYH, wiIhd SEMIIAEEIAS
N7 h o7, S pneumoniae \& L B T 10 ¥k 9 #,

H# 3% 34k, CHB5HBP5HMEEL,

4. et

1) EiIeH

BIVE RN R D 110 FHC BT ABIER O R B =
ZORNRER LT (Table 12), BIfEHREHIZ 2 Bz A
b, LEE0% (0/37 ), H# TOUEE & IS5k
161 (1/35 %1, 2.9%), CETO 2 16 (1/38 f,
2.6%) T, WFNLINLDEKIZTRTEET, #%
Krehbd 5 e EHHEMAS51HBLU5HEI
HELIZZ EAMER SN, SEHMICBIERERED Y
THEEEIAON -T2,

2) BARBREERELDH

FRIR A AT R R D 101 Bl BT A e R A E B %
LEFEREL ZOWNRER L7 (Table 13) . FHE=E &
L #f 14.3%(5/35 f51), H # 22.6% (7/31 %), C & 31.4
% (11/35 %) T, 3HMIZAEEZIZA SN LD 57,
F-BRMEERE LB ONFILIFRIRkOYEE, 5
AT IF—E¥DOLEADVET, I XTEETH-7,

BRRREERELHRAMN 23605 5, —@ED F

Table 8. Clinical efficacy
Item Treatment No. of Clinical efficacy Efficacy Statistical
e . T . .
group patients | oycollent good [ fair poor rate* (%) analysis
PZFX-600 33 6 27 0 0  [33/33(100) . P=0.303
Total PZFX-1000 28 2 24 0 2 26/28(92.9) ’}‘I: P_0'256
CcAZ 30 5 23 0 2 [28/30(93.3) ‘ ’
PZFX-600 22 4 18 0 0 |ezeza0or |
man PZFX-1000 23 2 19 0 2 [21/23(91.3) I’flj P-0.328
CAZ 26 3 21 0 2 24/26(92.3) ’ ’
Sex
PZFX-600 11 2 9 0 0 11/11(100) . P=100
woman | PZFX-1000 5 0 5 0 0 5/ 5(100) I"{: -0 188
CAZ 4 2 2 0 0 4/ 4(100) : :
PZFX-600 7 1 6 0 0 7/ 7(100) . P=1.00
mild PZFX-1000 6 0 6 0 0 6/ 6(100) :1: P:0‘343
CAZ 9 0 9 0 0 9/ 9(100) SR
Severity
PZFX-600 26 21 0 0 |26/26(100) . P0.276
moderate | PZFX-1000 22 18 0 2 20/22(90.9) | % P: 0' 261
CAZ 21 5 14 0 2 19/21(90.5) | & PO
PZFX~600 8 1 7 0 0 8/ 8(100) . P=1.00
Underlying | absent | PZFX-1000 9 8 0 0 9/ 9(100) f{: b0 087
disease CAZ 5 3 0 0 5/ 5(100) ’ :
ané/or‘ PZFX-600 25 5 20 0 0 |25/25(100) Y o
complication | present | PZFX-1000 19 1 16 0 2 |17/19089.5)| X 70281
CAZ 25 2 21 0 2 |23/25(92.0)| ' F70-09
PZFX-600 16 4 12 0 0 16/16(100) Y
absent PZFX-1000 8 0 8 0 8/ 8(100) :{ g— 1. 0(1)6
:P=0.3
concomitant CAZ 17 3 14 0 17/17(100)
drugs PZFX-600 17 2 15 0 0 17/17(100) "o
present | PZFX-1000 20 2 16 0 2 |18/20(90) | X FP=0.279
J CAZ 13 2 9 0 2 |11/13(84.6) | 1 FP=0.69%

* (excellent + good) /no. of patients
PZFX: pazufloxacin mesilate, CAZ: ceftazidime
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Table 9. Clinical efficacy in bacteriologically documented cases
Bacteriological response Efficacy Statistical
. . Treatment No. of . i
Causative organisms rate analysis
group cases excellent good fair poor (%) (H-test)
PZFX-600 1 0 1 0 0 100.0
S. aureus PZFX-1000 0 0 0 0 0 0.0 -
CAZ 0 0 0 0 0 0.0
PZFX-600 10 2 8 0 0 100.0
S. pneumoniae| PZFX-1000 2 0 2 0 0 100.0 P=0.368
CAZ 4 2 2 0 0 100.0
PZFX-600 1 0 1 0 0 100.0
E. coli PZFX-1000 0 0 0 0 0 0.0 =
Monomicro- CAZ 1 0 1 0 0 100.0
bial infection PZFX-600 0 0 0 0 0 0.0
C. freundii PZFX-1000 0 0 0 0 0 0.0 -
CAZ 1 0 1 0 0 100.0
PZFX-600 2 1 1 0 0 100.0
K pneumoniae| PZFX-1000 1 0 1 0 0 100.0
CAZ 0 0 0 0 0 0.0
PZFX-600 1 0 1 0 0 100.0
H influenzae | PZFX-1000 3 1 2 0 0 100.0 P=0.435
CAZ 4 0 4 0 0 100.0
Polvmicrobial infecti PZFX-600 0 0 0 0 0 0.0
o mzlcmt: fnlection 1 pzrx-1000 1 0 1 0 0 100.0 -
pathogens CAZ 1 0 1 0 0 100.0
PZFX-600 15 3 12 0 0 100.0
Total PZFX-1000 7 1 6 0 100.0 P=0.950
CAZ 11 2 9 0 0 100.0

* (excellent + good) /no. of cases
PZFX: pazufloxacin mesilate, CAZ: ceftazidime

F, b LCIBHRAAEIZE D, &5AME, b L IZER

BV fE L 72 EBE 14 BITH - 72 hFREEKYE %m4m
OB1FEFEERILVEETH Y, HHGP IS5
m, yS AT IF—¥LEAH5FIID wfiﬁFT
Y, BHBEAEIL Shhh o705, FICEKREBICE
WTRIBEIRA SN H o 7

3) ek

BIVEH 72 SRR AR LB 2 RIE L THEL

oW TOREERL
(Table 14), %4 Tdh 5 LHE SN LFIZ, LE85.7
% (30/35 %), H & 74.2% (23/31f1), C i 65.7%
(28/35 Bl) T, 3EEMICHEEEIALON LY -T2

TV A %R 0 101 61

5. HH%
RN R & et & W% L CHE Lo A E DR R &

R“L7 (Table15), b THMEAHEEDLELA
%12 L # 100% (31/31 i), H # 92.3%(24/26 1),
CH93.3% (28/30 ) T3HMIZH EE (p=0.027)
A RSY (AN
1. * =
Za—% /0 REEEL, RLRCREARZ bLE
MOWREERB L UERCHERBITEOSS2 S, £

FEHIHDHE SN ENEFNEBRIROY CIEREIEGHHEIZACS
NTwb, FRIZBWTEHEhTws= 1—#/D>
FHRE I T XTREOETH ) FIREH S F5IE O EYE
BIDEHRIZ, HDVITHAERIEDOIRERICHCS
NTwab,

R TLEERROB A S, WIRAFERER, 4FICE
FEBIH B I EEH B L, \_ﬂbﬂfv*ffi’i’ﬁ?"é—l——
F 0 CREFEOMBFMFEIN TV, LA LA
b, INHLZa—F /0 REFEOHBIZIZE, »h5b
TUTANDORTBERMFEL I 2ns, et
DETDEENH 72 LIEDHRVEETHL, Ak
BRIZAL L 72 PZFX (F5HE I RTEE R OB D &, ed:M,
FRRREIER R L, fEkox o RMEEICRL, &
EVICHEDSH L LD EHEE SN, BRDEIZLE XD
ZEMEZ, IVEvlfErdaboL LTAIRSAZY
DTH5b.

% 1R REBRAE R TOASE 1A 300 mg B &£ U500 mg
BEHORSMTIEEIZAZFNH 9B LU 11 ug/mL

THH", MRFEFIED FEHMRETH S S. pneumo-
niae (MICso: 6.25 ug/mL), P. aeruginosa (MICs: 3.13
ug/mL) B X U'H. influenzae (MICo: =0.025 ug/
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Table 10. Bacteriological efficacy
Bacteriological response
T Elimination | Statistical
t t . .
Causative organisms reatment | No. of cases decreased rate analysis
group eliminated |or partially| uncharged | unknown (%) (H-tast)
eliminated
PZFX-600 1 1 0 0 0 100.0
S. aureus PZFX-1000 0 0 0 0 0 0.0 -
CAZ 0 0 0 0 0 0.0
PZFX-600 10 9 0 1 0 90.0
S. pneumoniae, PZFX-1000 2 2 0 0 0 100.0 P=0.741
CAZ 4 4 0 0 0 100.0
PZFX-600 1 1 0 0 0 100.0
E. coli PZFX-1000 0 0 0 0 0 0.0 -
Monomicro- cAZ 1 1 0 0 0 100.0
bial infection PZFX-600 0 0 0 0 0 0.0
C. freundii PZFX-1000 0 0 0 0 0 0.0 -
CAZ 1 1 0 0 0 100.0
PZFX-600 2 2 0 0 0 100.0
K pneumoniae| PZFX-1000 1 1 0 0 0 100.0 -
CAZ 0 0 0 0 0 0.0
PZFX-600 | 1 1 0 0 0 100.0
H influenzae | PZFX-1000 | 3 3 0 0 0 100.0 P=1.000
CAZ | 4 4 0 0 0 100.0
Polymicrobial infecti PZFX-600 ‘ 0 0 0 0 0 0.0
oy m;c"’t: Ieeon 1 pzFx-1000 1 1 0 0 0 100.0 -
pathogens CAZ 1 1 0 0 0 100.0
PZFX-600 15 14 0 1 0 93.3
Total PZFX-1000 7 7 0 0 0 100.0 P=0.549
CAZ 11 11 0 0 0 100.0

“No. of eliminated/ (no. of strains —unknown)
PZFX: pazufloxacin mesilate, CAZ: ceftazidime

mL) 2 L THDBREFBONL LIEESND I &
D, AL OB R & @ 7o IPIR R B AE 2
BWHBENESHFTEL L EZ OGN

ARG IR 45 1T MR B T U, PSS LB X U8 ET
DBEYAEIZX LT, 11 300mg B £ 500mg 1 H 2
i 5AER S N7z, ZOMR, IFRBFEIELETO
Axh% 1L, 11 300 mg %5 T 67.8%(19/28). 1 18] 500
mg %5 T91.7% (11/12) THhh, MEEMETHE
#F L, 1 300mg %5 T 72.2% (13/18), 111500
mg %5 T 88.9% (8/9) O FELN . —TF, &l
EHIETHLIBIOEM TS Y EHFE 13% (1/17) L4
l, FRBRREEHEREXTBHRELZOIT 27 3
F—¥LERARZE 102D 5N, 3HHEIL 13.3% (10/
75) TH D, REOBIKRMAERESRE SN
MAEEOAKDVER AN BERIEDRRMENTH .
MRELTHRREIIGT LERADAHIBIEE HED
(MIC) THBETHILAUETHD, MAZ TEDHE
Ih, MAEOBKHAREZHEET LI ENTESL. K
HE % AP L U7 H et s BRIZ B\ TR B Y 7 4 1f] A
5, BARTH HAIlBRMREF GOSN HEALET
HULENSHD. ), MBI IHANEN»Honb L

DEBEEFMEIZLY, ARTHILENELLILLHS
B, TOGELENEHPRBR L 2 L2 HRTHLE
MdHb.

INHE2 L LIBRETCOREERE*BHELEE
HeomEZ, AHERFRBO EREE V7,
FRRERA SEARIZ 1 300mg # 1 A 20, HH
w(E10500mg % 1020, F-AREOHMEZHIEI
ThHIOBEEEL £Z 55 CAZ (118 1,000 mg, 1
H2m|) 2xBEL L T3HMEEL - WHEEE
ZhH7:oTiE, ENTEERLShZFESFEF /7 0rk
MHENPFHELLEVI ENSE T2 LR THDCAZY
EIEN Tz CAZ SHIREEM & % & & W0 85 1 YA |20
LERIR LA HE D @A) T, MRSEGED FERR
HIZH L TN TV ADENTHENZAE LTSS
& 2LILEBKRABICBIIAHNBEL L TOEHLSD
HI LT AR E L GERL:. ARBIZRTETH
ABTHREHERI DS h o 7-MtEm 2 it e L, B%F
DEFEXFHZ 57O L L ThEFEOERE LT -
ERELTI2000BEDVEEHIN, 205 LM%
WEBEZSUAERIED S %< 914 (LE33%), H
B 286, CHE30%51) A%, BEIKANF @5t REHF T
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Table 11. Bacteriological efficacy classified by causative organisms
. . Treatment Bacteriological response imination Statlstlcfal
Causative organisms rate’ analysis
group eliminated presisted unknown (%) (y'~test)
PZFX-600 0 0 100.0
S. aureus PZFX-1000 0 0 | 0 0.0 -
CAZ 0 0 } 0 0.0
PZFX-600 1 0 90.0
GPC S. pneumoniae PZFX-1000 3 0 0 100.0 -
CAZ 5 0 0 100.0
PZFX-600 10 1 0 90.9
subtotal PZFX-1000 3 0 0 100.0 P=0.681
CAZ 5 0 0 100.0
PZFX-600 0 0 100.0
E. coli PZFX-1000 0 0 0 0.0 -
CAZ 1 0 0 100.0
PZFX-600 0 0 0 0.0
C. freundii PZFX-1000 0 0 0 0.0 -
CAZ 1 0 0 100.0
PZFX-600 2 0 0 100.0
K pneumoniae PZFX-1000 1 0 0 100.0 -
CAZ 0 0 0 0.0
GNR
PZFX-600 1 0 0 100.0
H. influenzae PZFX-1000 3 0 0 100.0
CAZ 5 0 0 100.0
PZFX-600 0 0 0 0.0
M. (B.) catarrhalisy PZFX-1000 1 0 0 100.0 -
CAZ 0 0 0 0.0
PZFX-600 4 0 0 100.0
subtotal PZFX-1000 5 0 0 100.0 -
CAZ 7 0 0 100.0
PZFX-600 14 1 0 93.3
Total PZFX-1000 8 0 0 100.0 P=0.503
CAZ 12 0 0 100.0
“No. of eliminated/no. of cases—unknown
PZFX: pazufloxacin mesilate, CAZ: ceftazidime
Table 12. Adverse effects
It Treatment group Statistial analysis
em )
PZFX-600 PZFX-1000 cAzZ (x*~test)
No. of patients evaluated 37 35 38
No. of patients with adverse effects 0 1 1 P=0.595
(incidence) (0.0) (2.9) (2.6)
S dsi fever 0 0 _
ymptoms and signs Headach - Angular stomatitis 0 1
PZFX: pazufloxacin mesilate, CAZ: ceftazidime
Hot. 91 BB HEEKRMFEIL L B2 100%, H a7z,

7929%, CEA93.3% Th ol 5EIODCAZDH
K 93.3% i%, CPFX {E4TIE D FLBGRERIE (25 1T % #
BRGS0 5 HAIE 84.0% LKL T, &V ET
BHoth, CAZOAMELZRELLTEITAHDLL,

PZFX {E 443 1 H 600 mg & % 13 1,000 mg % 5 D »
FThIZBWTh, BRBZDEE BN D LR

WAL LIEIERN, 91 6% 33 61 (36.2%)
e T, MEERNREED SRR MR T AL
LB, L2L, Lido 914ER 2 5B
SN 7-35% . S. pneumoniae 18 #, H. influenzae
9 HRE MR TR RIZ B B R KR AN Z B
Nz 70, BRERBOIIBIT2HE L HEN
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Table 13. Abnormal laboratory parameters
Item Treatment group Statistial analysis
PZFX-600 | PZFX-1000 CAZ (x'~test)
No. of patients evaluated 35 31 35
. . P=0.232
No.of patients with abnormal laboratory 5 7 11
parameters incidence (%) (14.3) (22.6) (31.4)
Eost 3 4 4
GPTt 0 2 2
Parameters GOT*t - GPT? 2 1 3 -
GOT 1t -GPTt -v-GTP t 0 0 1
K1t 0 0 1
PZFX: pazufloxacin mesilate, CAZ: ceftazidime
Table 14. Overall safety
Treatment Safety rate® Statistical
reatmen No. of patients Safe Virtually safe Less safe Unsafe ately rate s 1cja
group (%) analysis
PZFX-600 35 30 5 0 0 85.7
H: P=0.154
PZFX-1000 31 23 8 0 0 74.2 ; 0-15
' P=0.151
CAZ 35 23 12 0 0 65.7
*No. safe/No. of patients
PZFX: pazufloxacin mesilate, CAZ: ceftazidime
Table 15. Usefulness
j Very
Treatment No. of Y Slightl | Useful
reatmen ? o ey Useful ety Useless | Undecided | usefulness s¢ u eSS Statistical analysis
group patients useful useful rate* (%)
rate(%)
PZFX-600 31 6 25 0 0 0 19.4 100.0 H: P=0.027"
PZFX-1000 26 0 24 0 2 0 0.0 92.3 TUREYL vs H
P=0.021"
CAZ 30 3 25 0 2 0 10.0 93.3 x: P=0.308

* (Very useful + useful) / (No. of patients—No. undecided)
PZFX: pazufloxacin mesilate, CAZ: ceftazidime

bR EIZ, 13EA L3775, PZFX {43 600 mg
5B TLIEB DA, S. pneumoniae DFHAAD H
N7, ZoO¥OMICIE, 3.13ug/mLTHh O, EHEE
B AEL RS AHELZBERHEILSHTH S, B, =
D 1B, M X AR, MERRLE L OBRERS
YELZZEPOAMEHES R,

AREIZ TS hoRBREED ) L, CAZ DIFHEIC
Wit & LT Moraxella catarrhalis 1 #fA%H BEIZHith &
N7=7%, S. pneumoniae &£ DHERHERIH TH 1, »
ThIBRESh, AHBITH -7

BIERIE, LEBEOBI, HEIXHE - BEHBiE&o1
7, CEIZZEED 1H TRIFIIB VT3 HMHIZER
BLOTNOBICLEELER TRIR AL,
72 LA L, $TICPZFX O MR RNDHHE L
BWIENHRINT VS LTV, PZFX (E4HED
B, MbBE»sE, —a—F /0 REEDBIK
fHH b9 % O PR RIERISIFIEEPLETH
DY B EERIH LS BRULEEEZEZ SN, il

IRABRIZB VT, REIAFEIHHEL, LT LIV F-HK
EAHAOLNTV R W ELBEZFD 1L SN,
Fark 4 T MR ER & ARERIZ BV T L ARUE D RBIE
ANz 7z,

R AR, L# 14.3% (5/35 %), H B 22.6
% (1/31 %)), C# 31.4% (11/35%1) O REHE T
ThOLHELBETH 72, BEREBOREHIER
L7236, SF@EEko% 231161 (47.8%) &% H
S72h, TOhMIE, BUREOREEBIIALND
WEPBRALTWD I EMHESN, SOHICRFAVLE
LEZOHND,

BER 2L, K2 TH5H A LB 85.7%, H B 74.2
Y It CEE65.7% L ) BV EA RS,

RN L MITREEH, SHE L AMEIL, LE
100% (31/31), H # 92.3% (24/26), C # 93.3% (28
/30) Thotze Thid, LEIZIEZ %D o - EEHBIA,
HBEBIUOCHEHIZZENEFN 2872 L 2 KBLE
borhot, BRMPIIBTLEDHIL, LE6H,
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H#26, CEHSBITHY, ZHH)BbHED2H), C 175}71‘_}999 . b | ,
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Dose—finding studies of pazufloxacin mesilate on bacterial pneumonia

Kaoru Shimada'®, Yohmei Hiraga®, Mitsuhide Ohmichi®, Toshihiro Nukiwa®’,
Akira Watanabe®’, Ken-ichi Takeuchi®, Kazuo Sato®, Toshio Nakamura®,
Yasuyuki Sano', Chuhei Ogawa’, Hiroyuki Kobayashi®, Shin Kawai®,
Masaru Koyama®, Shigeki Odagiri”, Kaneo Suzuki’, Fumio Matsumoto®,
Iwao Sakurai®, Takeo Imai*, Shoichiro Irimajiri®, Yasuo Matsuoka®,
Norihiko Koido®, Atsuhiko Sato'’, Kingo Chida'”, Yasunobu Noda'"',
Osamu Sekine'”, Yasutoshi Suzuki'”, Masafumi Matsuda'', Nobuki Aoki*,
Masaaki Arakawa't’, Koichi Wada'', Hiroki Tsukada', Shigeyuki Hoshino"
Akira Iwashima'*', Fumihide Iwata"', Saburo Izumi®®, Nobuhiro Narita'®,
Masayoshi Sawaki'®’, Keiichi Mikasa', Fumio Miki'", Takao Sasaki',
Rinzo Soejima'’, Yoshihito Niki*', Toshiharu Matsushima®™', Niro Okimoto® ,
Makoto Kimura®', Shin Kawahara®', Masaharu Kinoshita*,
Kohei Hara*', Shigeru Kohno™', Hironobu Koga*', Yuichi Inoue*,

Koh Abe*', Masanori Yatsugi®', Kazuhiro Okuno*', Kiyoyasu Fukushima®,

Kotaro Oizumi®*,

Tsuyoshi Nagatake®', Hozumi Yamada®', Shinichiro Hayashi®, Masayuki Ando*,

Moritaka Suga®, Toshinori Doi*, Yasutsugu Fukuda®, Katsumasa Tokunaga®
Mitsuyoshi Nakashima®" and Koichi Deguchi®

"Department of Internal Medicine. Tokyo Senbai Hospital,

1-4-3 Mita, Minato—ku, Tokyo 108-0073, Japan



432 H A At % # i % & M &% JUNE 2000

* Department of Respiratory Disease, Sapporo Hospital of Hokkaido Railway Company

*Department of Respiratory Medicine, Institute of Development, Aging and Cancer, Tohoku University
and Affiliated Hospitals

' Department of Allergy and Respiratory Disease, Doai Memorial Hospital

* First Department of Internal Medicine, Kyorin University, School of Medicine

* Department of Internal Medicine, Tokyo Kyosai Hospital

"Department of Respiratory Disease, Kanagawa Prefectural Cardiovascular and Respiratory Disease Center

“Department of Internal Medicine, Kanagawa Prefecture Midwives and Nurses Training School Hospital -

’ Department of Internal Medicine, Kawasaki Municipal Hospital

""Second Department of Internal Medicine, Hamamatsu University, School of Medicine

" Department of Respiratory Disease, Toyohashi Municipal Hospital

" Department of Internal Medicine, Suibarago Hospital

" Department of Internal Medicine, Shinrakuen Hospital

"'Second Department of Internal Medicine, Niigata University School of Medicine and Affiliated Hospitals

" Department of Internal Medicine, Toyama Prefectural Central Hospital

"Second Department of Internal Medicine, Nara Medical University

""Department of Internal Medicine, Tane General Hospital

" The Third Department of Internal Medicine, School of Medicine, Tottori University

" Division of Respiratory Diseases, Department of Medicine, Kawasaki Medical School

*Second Department of Internal Medicine, Kawasaki Medical School Kawasaki Hospital

* Third Department of Internal Medicine, National Sanatorium Minami Okayama Hospital

* First Department of Internal Medicine, Kurume University School of Medicine

*The Second Department of Internal Medicine, Nagasaki University School of Medicine and Affiliated Hospitals

*Department of Internal Medicine, Institute of Tropical Medicine, Nagasaki University

* Department of Internal Medicine, Saga Medical School

*First Department of Internal Medicine, Medical School, Kumamoto University and Affiliated Hospital

*"Department of Pharmacology, Hamamatsu University School of Medicine

*Section of Studies, Tokyo Clinical Research Center

Dose—finding studies of a novel new quinolone for injection, pazufloxacin mesilate (PZFX mesilate) were
undertaken for bacterial pneumonia. The three-arm comparative trials were conducted in a random
manner with ceftazidime (CAZ) as a control agent. The dose regimen of PZFX mesilate (PZFX-600 or
PZFX-1000 arm) was 600 mg or 1,000 mg twice a day for 14 days and that of CAZ (CAZ arm) was 2,000
mg twice a day for 14 days.

1) Subjects for analysis: A total of 120 cases were studied, consisting of 40 patients given PZFX-600,
39 given PZFX-1000, and 41 given CAZ. Among them, 91 cases were selected for analysis of clinical effect
(PZFX-600: 33, PZFX-1000: 28, CAZ: 30 cases), 110 cases for analysis of adverse effects (PZFX-600: 37,
PZFX-1000: 35, CAZ: 38 cases), 101 cases for abnormal laboratory values (PZFX-600: 35, PZFX-1000:

31, CAZ: 35 cases), and 87 cases for usefulness (PZFX-600: 31, PZFX-1000: 26, CAZ: 30 cases).

2) Clinical effect: Clinical efficacy rates were 100% (33 33) for PZFX-600, 92.9% for PZFX-1000 (26
28), and 93.3% (28 30) for CAZ.

3) Bacteriological effect: Bacteriological eradication rates were 93.3% (14 15) for PZFX-600, 100%
(7 7) for PZFX~1000, and 100% (11 11) for CAZ. Streptococcus pneumoniae persisted in one PZFX-600
case.

4) Safety: The occurrence of adverse effects was 0% (0 37) for PZFX-600, 2.9% (1 35) for PZFX-1000,
and 2.67 (1 38) for CAZ. None of the events were serious. The rate of laboratory abnormal valuse was 14.3
% (5 35) for PZFX-600, 22.6% (7 31) for PZFX-1000, and 31.4% (11 35) for CAZ. Transaminase elevation
and eosinophilia were the major incidents, although they were all mild.

5) Usefulness: The usefulness rate was 100% (31 31) for PZFX-600, 92.3% (24 26) for PZFX-1000,
and 93.3% (28 30) for CAZ.

There were no statistically significant differences among the three groups in the above studies, including
in regrad to clinical efficacy, bacteriological analysis, or safety. Based on the above results, we concluded

that the optimal clinical dose for PZFX mesilate is 600 mg or 1,000 mg twice a day for the indication of
bacterial pneumonia.



