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(£)-6-fluoro-1-methyl-7- [4—(5-methyl—2—oxo-1, 3-dioxolen-
4-yl) methyl-1-piperazinyl]-4-oxo-4H -1, 3]thiazeto
(3, 2-a]quinoline-3-carboxylic acid

(£)-6-fluoro-1-methyl-4-oxo-7-(1-piperazinyl)-4 H -
(1, 3]thiazeto[3, 2-a]quinoline-3-carboxylic acid

Fig. 1. Chemical structures of prulifloxacin and UFX
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BERRATRET IR, WRER, AR, ERAR, HER, BEABWR, ERE, &F - OpEsRls L U
R4 O 9 EBTERS N, 2092 Bl 5 & h, BRMEOBTNRIES] 1795 BIOERE L 85.6%
T o tze EBFIEGHRIR I, PRI 85.1%, BRHERSA 07.9%, RESEIIE 82.6%, RAETE
R ER 94.0%, SFRHMESRILE 86.3%, ABERYUE 91.7%, WARHEERRIE 91.9%, H B mRMzE
SRR 77.0%, IRRHESRIE 88.9%, Wikl ORESRHESBIE 74.6% DERHE TH > T (Table
Do

SEEEO MRS S h iz 1556 B 51 2 HPBEOMAER, 7 7 ABHETIE 86.1%, 77 LBI1E
BT 91.5%, HSME T 97.5%T, £FTIX89.3%TH -7 (Table 2)o i&ﬁﬁﬁ%ﬂﬂ@?ﬁ#@
13, Staphylococcus aureus 83.2%, Staphylococcus epidermidis 95.2%, Streptococcus pneumoniae
83.3%, Moraxella catarrhalis 100%, Escherichia coli 97.8%, Klebsiella pneumoniae 95.7%, P.
aeruginosa 60.5%, Haemophilus influenzae 97.0%, Shigella spp. 100%, Salmonella spp. 75.0%,
Vibrio cholerae 01 6/6 72 £ TH o7z,

EI1E R D WA RIED 2024 BID > 5 EWERREBUERIZ 71 BT, R 3.5%ThH ol TDHR
&, WIS 43 B (2.1%), 7 V¥ —fEReS 1341 (0.6%), #EERHS 1261 (0.6%), % Oftl
»38 (0.1%) Thbh, EEZEWEREIED Shkh o7z (Table 3),

Table 1. Clinical effects of prulifloxacin

DI . No. of Clinical effect Efficacy
18gnosis cases excellent good fair poor rate* (%)
Respiratory tract infections
upper RTI 150 35 96 11 8 131/150 (87.3)
chronic bronchitis 90 14 62 7 7 76/90  (84.4)
bronchiectasis 58 4 40 6 8 44/58  (75.9)
secondary infection of 78 13 54 1 10 67/78  (85.9)
chronic respiratory tract infection
diffuse panbronchiolitis 4 2 2 2/4
pneumonia 136 35 85 8 8 120/136 (88.2)
others 9 7 1 1 7/9
sub total 525 101 346 36 42 447/525 (85.1)
Infectious enteritis 47 17 29 0 1 46/47  (97.9)
Urinary tract infections
pyelonephritis 63 22 21 2 18 43/63  (68.3)
cystitis 358 212 90 56 302/358 (84.4)
urethritis 47 21 21 5 42/47  (89.4)
prostatitis 23 4 15 4 19/23  (82.6)
epididymitis 10 3 5 2 8/10  (80.0)
sub total 501 262 152 4 83 414/501 (82.6)
Skin and skin structure infections 232 97 121 6 8 218/232 (94.0)
Surgical infections 80 32 37 8 3 69/80 (86.3)
Biliary tract infections 12 4 7 0 1 11712 (91.7)
Gynecological infections 99 8 83 0 8 91/99 (91.9)
Otorhinolaryngological infections
otitis media 60 22 20 13 5 42/60  (70.0)
sinusitis 67 27 29 8 3 56/67  (83.6)
others 12 6 3 2 1 9/12  (75.0)
sub total 139 55 52 23 9 107/139  (77.0)
Ophthalmological infections 99 30 58 5 6 88/99  (88.9)
Oral/dental infections 59 13 31 0 15 44/59  (74.6)
Others 2 1 1 0 0 2/2
Total 1,795 620 917 82 176 1,537/1,795(85.6)

* excellent +good/no. of cases
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Table 2. Bacteriological response to prulifloxacin
Isolated organism gf&iiﬁi Era?‘:/s ?ted Persisted
Staphylococcus aureus 167 139 (83.2) 28
Staphylococcus epidermidis 104 99 (95.2) 5
CNS 83 69 (83.1) 14
Staphylococcus spp. 4 4
Streptococcus pyogenes 26 22 (84.6) 4
Gram-positive Streptococcus agalactiae 30 27 (90.0) 3
bacteria Streptococcus pneumoniae 60 50 (83.3) 10
Streptococcus spp. 60 57 (95.0) 3
Enterococcus faecalis 82 63 (76.8) 19
Enterococcus spp. 12 11 (91.7) 1
Corynebacterium spp. 31 26 (83.9) 5
others 9 8 1
sub total 668 575 (86.1) 93
Neisseria gonorrhoeae 47 41 (87.2) 6
Neisseria spp. 5 5
Moraxella catarrhalis 12 12 (100 )
Escherichia coli 274 268 (97.8) 6
Citrobacter spp. 16 16 (100 )
Salmonella spp. 12 9 (75.0) 3
Shigella spp. 30 30 (100 )
Klebsiella prneumoniae 46 44 (95.7) 2
Klebsiella spp. 10 10 (100 )
Enterobacter cloacae 29 27 (93.1) 2
Enterobacter spp. 9 8 1
Serratia marcescens 20 18 (90.0) 2
Proteus mirabilis 15 15 (100 )
Proteus spp. 2 2
Gram-negative Morganella morganii 9 8 1
bacteria Providencia rettgeri 4 2 2
Vibrio cholerae 01 6 6
Vibrio parahaemolyticus 1 1
Vibrio cholerae non 01 3 3
Pseudomonas aeruginosa 76 46 (60.5) 30
Pseudomonas spp. 16 14 (87.5) 2
Stenotrophomonas maltophilia 12 11 (91.7) 1
Haemophilus influenzae 67 65 (97.0) 2
Haemophilus spp. 17 17 (100 )
Acinetobacter calcoaceticus 11 10 (90.9) 1
Alcaligenes spp. 11 9 (81.8) 2
Aeromonas spp. 3 3
Plesiomonas spp. 3 3
GNF-GNR 23 20 (87.0) 3
others 11 9 (81.8) 2
sub total 800 732 (91.5) 68
Peptostreptococcus spp. 39 37 (94.9) 2
Propionibacterium acnes 7 7
Bacteroides fragilis 5 5
Anaerobe Bacteroides spp. 8 8
Prevotella spp. 14 14 (100 )
Lothers 8 8
sub total 81 79 (97.5) 2
Chlamydia trachomatis 4 3 1
Others Chlamydia spp. 2 0 2
Candida sp. 1 1
sub total 7 4 3
Total 1,556 1,390 (89.3) 166

CNS: coagulase negative Staphylococcus

GNF-GNR: glucose non-fermenting gram-negative rods
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72 1 AR5 RBEIERAREMASIL, 100mg 2 EHR 56BN SRR 647 Fith 19 #1(2.9%), 200
mg 2 E#EFT 1179 Bt 37 1 (3.1%), 300mg 2 EHESHIT 63 Bt 2 B (3.2%) TH -7z (Table
K)

BEPRM AL O R B ORI RAEFI 1726 B0 5 b BEFRMEE O RE L EBHSHERI 81 1T, FJ
R 4.7%ThH > Iz, BRREBREELEHO T2 b DI, GPT LR 34 #£(2.1%), GOT L7526 fF
(1.6%), #FEEERIES 5321 f4 (1.4%) Th -7 (Table 4), %72, 1 ARERFEKRREBERELSHR
AL, 100mg 2 [ERESHIT 24 B (4.6%), 200mg 2 EHEESHIT 47 B (4.5%), 300mg 2 EE5H
T78 (12.1%) TH-7- (Table 5),

2) ERKAEREIAER (Table 6)

B SERRME 2R £ L, PUFX 400mg/H#&%5 (L#) XU 600mg/HkS (HE) OV,
ofloxacin (OFLX) 600mg/H#&5 (CE) ®#xilBE L LT, |IEAZID 0 & 3HMEKEC THE
RETRER 2 EM L 72, BB RIESISIE, LEE266], HEE28FBLUCEH28BITHo 7,

BERSIRIE, LEE84.6%, HEEB9.3% B L NCREI6.4%DERELRTHY, IHHMIERZEZIRDS
nizhotz, MEFRRIRE, LB, HES L UCCHOZETEATR I.7%, 92.3%, 100% DHKE
TH-oTz,

Table 3. Side effects by daily dose

Daily dose (mg X times)
. No. of Others
Side effects cases 100x1 100X 2 200% 1 200X 2 400 % 1 300x2 e
withdrawal
Nervous system disorders
dizziness 4 1 3
dizziness, feeling of ear closed 1 1
headache 5 1 3 1
insomnia 1 1
sleepiness 1 1
sub total 12 0 2 1 8 1 0 0
Allergic reactions
rash 11 1 1
ocular hyperemia, facial eczema 1 1
itching 1 1
sub total 13 0 2 1 10 0 0 0
Gastrointestinal system disorders
nausea 5 1 1 2 1
nausea, vomiting 4 1 2 1
nausea, headache 2 1 1
heartburn 2 1 1
upper abdominal pain 3 3
stomach discomfort 7 3 3 1
stomach discomfort, vomiting 2 1 1
anorexia 1 1
diarrhea 10 1 3 3 1 2
diarrhea, nausea 1
loose stools 3 1 2
loose stools, stomach discomfort 1 1
angular stomatitis 1 1
glossitis 1 1
sub total 43 2 14 1 17 1 2 6
Others
feeling of hot flushes 1 1
oral cavity discomfort 2 1 1
sub total 3 0 1 0 2 0 0 0
Total 71 2 19 3 37 2 2
Incidence of side effects (%) (3.5) (2.9 (3.1) (3.2
No. of patients evaluated 2,024 6 647 6 1,179 28 63 95
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Table 4. Abnormal laboratory findings

No. of cases Incidencg 9f No. of cases Incidence: 9f
Items ’ abnormalities Items abnormalities
evaluated (%) evaluated (%)
Platelet 1 1,634 1(0.1) LDH 1 1,508 7 (0.5)
Platelet | 1,634 1(0.1) y-GTP 1 1,392 9 (0.6)
WBC ! 1,641 4 (0.2 LAP?® 841 4 (0.5
Eosinophilia 1,501 21 (1.4) BUN 1 1,606 6 (0.4)
Neutrophilia (stab) 940 1(0.1) Serum creatinine 1 1,598 3(0.2)
Neutrophilia (segment) 956 1(0.1) Serum electrolyte (K) 1 1,520 1(0.1)
S-GOT 1 1,629 26 (1.6) Urine sugar 1 1,337 1(0.1)
S-GPT 1 1,629 34 (2.1) Urobilinogen T 1,224 1(0.1)
ALP1? 1,569 5(0.3) Urinary sedimentation (RBC) 1 1,103 1(0.1)
Direct bilirubin 1 1,099 3(0.3 Urinary occult blood t 879 1(0.1)
Total bilirubin t 1,535 2(0.1) Coombs test (direct) 1 117 2 (1.7
Total 135
Table 5. Abnormal laboratory findings by daily dose
Daily dose (mgXtimes)
Items No. of Others Incidence
cases | 100x2 | 100x3 | 200X2 | 200x3 | 300x2 . rate (%)
withdrawal
Platelet * 1 1 0.1
Platelet | 1 1 0.1
WBC /! 3 1 2 0.2
WBC !, Neutrophilia (segment) 1 1 0.1
Eosinophilia 20 4 16 1.2
Eosinophilia, S-GOT 1 1 1 0.1
Neutrophilia (stab), S—GOT)T 1 1 0.1
S-GPT, LDH, y-GTP '
S-GOT 1 3 1 2 0.2
S-GOT, S-GPT 1 12 2 7 3 0.7
S-GOT, S-GPT, ALP, y-GTP* 1 1 0.1
S-GOT, S-GPT, ALP
Direct bilirubin, Total bilirubin) 1 1 1 0.1
LDH, y-GTP, Urobilinogen

S-GOT, S-GPT, LDH 1 3 2 1 0.2
S-GOT, S-GPT, y-GTP* 3 2 1 0.2
S-GOT, S-GPT, Urine sugar ? 1 1 0.1
S-GPT 1 9 3 1 2 3 0.5
S-GPT, ALP, LDH, y-GTP, LAP 1 1 1 0.1
S-GPT, ALP, y-GTP, LAP 1 1 1 0.1
S-GPT, Direct bilirubin * 1 1 0.1
ALP, y-GTP, LAP? 1 1 0.1
Direct bilirubin 1 1 1 0.1
Total bilirubin 1 1 1 0.1
LDH t 1 1 0.1
LAP? 1 1 0.1
BUN, Serum creatinine 1 1 1 0.1
BUN 1 4 1 2 1 0.2
BUN, Coombs test (direct) * 1 1 0.1
Serum creatinine 1 2 1 1 0.1
Serum electrolyte (K) 1 1 1 0.1
Coombs test (direct) 1 1 1 0.1
Urinary sedimentation (RBC) 1 1 1 0.1
Urinary occult blood 1 1 1 0.1
Total 81 24 1 47 1 7 1
Incidence rate (%) (4.7 ( 4.6) (4.5) (12.1)

No. of patients evaluated 1,726 524 35 1,039 23 58 47
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Table 6. Results of dose finding study

Objective infection Chronic respiratory infection Complicated urinary tract infection

D prulifloxacin 200x2 (L) prulifloxacin  100x2 (L)

(:(S?ge prulifloxacin 300x2 (H) prulifloxacin 200x2 (H)

(rr:jg tl.mes) ofloxacin 200x3 (C) ofloxacin 200x3 (C)
uration 14 days 7 days
.. . L 84.6 (22/26) L 75.0 (24/32)
Clinical efficacy H  89.3 (25/28) H  73.3 (22/30)
(efficacy rate, %) C 9.4 (27/28) C 90.3 (28/31)
statistical test NS (Fisher, U)*, NS** NS (x? U)*, NS**

. . L 91.7 (11/12) L 81.6 (31/38)
Bacte.nolf)glcal eff;sct H 92.3 (12/13) H 83.7 (36/43)
(eradication rate, %) C 100 (13/13) C 92.1 (35/38)

statistical test NS (Fisher)*, NS** NS (x?)* NS**
L 3.6 (1/28) L 0 (0/39)
Side effect H 10.3 ( 3/29) H 5.3 (2/38)
C 0 (0/29) C 10.3 ( 4/39)
statistical test NS (Fisher)*, NS** NS (Fisher)*, NS**
L 16.7 ( 4/24) L 8.1 (3/37)
Ab“"”;‘.ayabom“’ry H 0 (02D H  14.7 ( 5/34)

namgs C  14.8 ( 4/27) C 6.1 (2/33)

statistical test p=0.043 (Fisher)*, NS** NS (Fisher)*, NS**

*L:H **L:H, L:C, H:C (Tukey-Kramer)

BIFRERE, BAREBEORFEZBORBERC SHMCERRZRIFED oL 572,

UEDBEEL D, BERERPEICN T 2 PUFX OKZEEHAEIZ 1E 300mg 1 H2E#E5ETH 2
& iz,

BHMRBBPEL MR E L, PUFX 200mg/B#5 (L#) B & U 400mg/HRS (HE) oW,
OFLX 600mg/B#5 (CH#) 2 xBE L L ¢, EEAEID 0 & 2BERHE LI THERIT SRR E
ML 720 BRMEDRFTRESSUL, LEE324I, HEENGIB L UCEIHITH - 12,

UTI E3haHliEEAE (58 3 AR) ICHERLL 7 RS EEIRRNE 13, LEE75.0%, HEE73.3% B L UNCEE90.3%
DENETHD, IHEEELEZRIRD SN r o, HMEFHNRIL, LB, HESIUOCEDOE
FETB81.6%, 83.7%B LUV R.1%DIEELETH -1,

BFRREER, BARREEOREZBORERIC S SHMCEESZRTD N T h -T2,

PAEDORAE & D . MM IRESEYYE ST 2 PUFX OBKEEARE X 16 200mg 1 B 2 ERETH
5L E iz,

3) PUFX @ P. aeruginosa EHE X3 25 A% (Table 7)

EBEHIRENIC B\ TAHHAID P, aeruginosa EPHE T T 2 HERAMMSED SN TV B 2 E LD, BEER
BT DT L 7o, —REER AR B & EGR A BIRETERERIC BT, P, aeruginosa DAMEES 1tz 92 Bl
BT SHEZFIL59.8% (55/92), BIDWRISHER S NIz 85 KIZ 11T B P. aeruginosa O ¥4 F 13
58.8%(50/85) TH otz %7z, HIRABRTHBES NIz P. aeruginosa TD MIC BIERED UFX 12543
% MICy, 1 6.254g/ml THH, OFLX 50ug/ml, ciprofloxacin 12.5ug/ml, tosufloxacin 12.5ug/
ml O LLEEFIF R HEWEZRL 72,

WEIBRIRIC BV TRET S N7 PR B BYE O P aeruginosa BB 25 B T3, % DT X
68.0%, P. aeruginosa DIELFKIZ52.0% ThH o120 ZHHIZDONT, 1B RE AR 1S MR B B o
ZRER (ARF) CRVESHGRIE- U2 ANTMIREX X (BE) O 20BICERI L THIF R4,
T ORER, ABOEREIL 84.6% (11/13), P. aeruginosa DEKEIZ 84.6% (11/13) TH Yy, Kk -
L THIEO ETEEWENE s N, £/, BEOBEZEIZ50.0% (6/12), P. aeruginosa D%k
Rix16.7% (2/12) ThHYH, EELIZIZFABETH /7.
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Table 7. Clinical efficacy and bacteriological efficacy of infections caused by Pseudomonas aeruginosa

Diagnosis Efficacy Eradication
g rate (%) rate (%)
Internal medicine*
bronchitis 6/7 6/7
secondary infection of chronic respiratory infection 5/6 5/6
bronchiectasis + infection 6/11 (54.5) 2/11 (18.2)
diffuse panbronchiolitis 0/1 0/1
respiratory tract infection 17/25 (68.0) 13/25 (52.0)
pyelonephritis 0/1 1/1
sub total 17/26 (65.4) 14/26 (53.8)
Urology*
complicated urinary tract infection 7/30 (23.3) 12/30 (40.0)
chronic prostatitis 1/1 1/1
sub total 8/31 (25.8) 13/31 (41.9)
Other bacterial infections**
biliary tract infection 3/3 2/3
skin and skin structure infection 3/3 2/3
secondary skin infection 8/10 (80.0) 8/8
gynecological infection 2/2 1/1
otorhinolaryngological infection 11/14 (78.6) 8/10 (80.0)
ophthalmological infection 3/3 2/3
sub total 30/35 (85.7) 23/28 (82.1)
Total 55/92 (59.8) 50/85 (58.8)

* : open trial + dose finding study ** . open trial

WIRBEIHEBICB O TR SN - EHMERERERED P. aeruginosa BB 30 FEHI O B ZhE 13
23.3%, P. aeruginosa DHKRFIZ 40.0%TH Y, EELEBETHo 7z, Zho6DEFDI L, # T —
TVEER (G-1, G-5) X34, BEEREE (G-6) 3 108ITHY, iR, KBE, EE
REDHBHEFE L EZ SN2 HEBREEE T 2ERE 13FITH -7z, %8B, UFX @ MIC 28 1.56ug/
ml LA D P. aeruginosa DEEKEKIZ 91.7% (11/12) ThH o Tz,

ARR 6B B LTI, MEZ EOZRBYE 104, HLEEGERIESRBRAE 14§72 L 3580 P.
aeruginosa BRBINFRD STz, T o DEERINEIX, P. aeruginosa BIHEGERE|Tix 87.0% (20/23),
P. aeruginosa %= & L EHERBREE T 83.3% (10/12) T, £4&Tix85.7% (30/35) Thotz, %7z,
MEERRIRIZZNZTN85.0% (17/20), 75.0% (6/8), £4ETI3 82.1% (23/28) DMEXTH - Iz,
MIC OHIFE & 7z 25 #keh 24 £k D MIC 25 1.56pg/ml AT TH D, Z DHERIZ 87.5%(21/24) TH -
720

DEDORKME L D, PUFX B SEMBEREE IR LT, LYUHIRE S M BRIE L B3 IR S
Nz, 851, FROFBELBCKEREEZ SN TFRBBEPEICB L THETNEBEYESRE N,
¥HC P. aeruginosa = & 2EMKE XA B L EMITIRBEBED “RBEDOEE I L, EROROE
LT, L0EIRTNERESTRBRE NI, Lizh-> T, RFIOFAKR, BHCI0EETE sk
HEMZ 2 MES+23H2 b0 EEZ SN,



