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DQ-2556 1 [ 0.5g, 1.0g $xi22.0g 1 H 2 EHREE2FLICRNL 7, REMKYRYE
HRIEG 80 FlhERN 32 B, BRh24 Fl, EH24FT, REBEUEIZT0.0%THo7, 1H2
ERESHRICBT2EHEII, 1.0g92T2H64159.1%, 2.0g42 T374/h73.0%, 4.0g
42 T 10 %% 80.0% & dose response piED Shiz, Thoi2dIF—TFTNVEHROEEI A
5L, FEBS4BIF77.8%, HR226FIh53.8%DEWRTH - 7z, BHEXKIL, £4T
82.2% (106/129) TH Y, 75 LBHERE TI281.6% (40/49), 75 L&MW T 1% 82.5%
(66/80) EVIRERTH o %o BIfEAIZ 116 FIRREL « BH 161, BB 2HDH 35 (RHEX
2.6%) TRHoN, BEREMEREERIZ109FD 145 (REX12.8%) cadh, F0
F2b0DRGOT, GPT & T 2FHHEERY (104)) TH-o .
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H T =T VIERBRENRERBIYED > bANIRITRESN 2 < b0, T42bbKEBRBE
BTHEIY IBBIUVRHCEYTIRELNRE L, DQ-2556 D 5&iz1H1.0g
22 (DQ-1.08) £/ix2.0g42 (DQ-2.08) & L, »H3K ceftazidime (CAZ) 31 H
2.0g42 (CAZE) L, 5 HMEBKREHOBKR # B L 7-, BERMENRES S,
DQ-1.0E%114, DQ-2.08 116, CAZE128THV, HREFL L IEFORBIEEE
BENDQ2.0McDA3FAShI:Z L, DQ-1.0 B X U CAZ B ESHNEV EEE
BELADFHL T LU IBBECERZERTED SN b o1, BEEYFIZIDQ-1.0 T
100% (11/11), DQ-2.0 BT 90.9% (10/11), CAZ#783.3% (10/12) TH D, BHKLE
12 DQ-1.0 BT 100% (12/12), DQ-2.0 BT 90.9% (10/11), CAZ BT 86.7% (13/15) T
bolo WTFh b IHMAEBEZRTEDONE Lo, 28, CAZOHIGHEETH 3
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720 BIEAIRDQ-2.0 D 1 A BT DABEEREALA S, BAREMAXELHIRIERS
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—FNVEBREOEREDOEVWAEICNL TR 1IE1.0g U E2ET2BENHI2bDLEHEX
sz,
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720
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2. HBEH

1) —MREERAR

—REERBABRIC BT II A 7 bz ) DQ-2556
0.25g, 0.5gBL U1 0gSFOEHARNA LAY
2o

2) FBRKRHAR

HERFARIIB TR, /41 7vdHizh DQ-
2556 0.5g 8L U 1.0g BB DEHANAL L UNE

XEH L U THARE & B —#1 D ceftazidime (CAZ)
1l.0g 2HENBEA (BXYF5 7Y #1880 AL
7o SIFAXER L LT CAZ ¥ MRL /-BHIX, Tk
7 z ARMEHR O T DQ-2556 L iZIZEMOME
AR PBLURYMBERL, HORERE, M
MR ICHEEEBELLSAWLRTED, 205N
tRSMIENT IRES—ELTWVAZ LD 3,
3. E5&BIUESHk

1) —MREKBR

—MEEEBRRICEBWTIR, 1B 12L0L2/¢470
% 100~200 ml DEH AR, MK 5\ iAW
RH AL 30~60 2 X IMIRAIRLS 3 5 b, 20ml
DEBREBICERL 3 LU LT TH - D BKA
®¥EL, FAIE LT 1 HHBY 2 [ 5~10 BMAEHSR
5rLi,

2) RRMNHKR
FARRNBERICB 1T 5 DQ-2556 D 1 H¥ 5 RIS
—HEERKAMR RS & UABRBMSHT E TicEMsh
Tui—RERKARORREWEL, 2HR, +4b
51E0.5g %72 31.0g%1H2EIEHREL (B
ERBROFMIZ (11 .&R2.1)] ctd), HEESN
CAZoBRERIEKEFARDIE1.0g %1820
Lk, 28, BRES X UESEKRI—RERARD
REBRAR S ECECHEY 205 HEES L L,
IhoPRERZEFMSTZ 1MEL, S5iI3%
18T LS 2T, 1861t DQ-2556 0.5 (DQ-

No. of patients evaluated for clinical efficacy as judged
( by the UTI criteria

Reasons for exclusion and dropout from evaluation of clinical efficacy
<Exclusion> 27
- Bacteriuria less than 10* CFU/ml

9 patients

+ Infection due to fungi 9 patients

- Disease not included in protocol 6 patients

- No urine examination before treatment 1 patient

- Pyuria less than 5 WBC/hpf 1 patient

Total - Underlying desease too severe 1 patient

no. of <Drop-out> l.l R .

patients H Delay_ed_ urine examination after treatment 8 patients
enrolled + Insufficient medication 3 patients
118 No. of patients evaluated for clinical efficacy as judged

H by doctors in charge
110

] No. of patients evaluated for clinical adverse reactions
116

| | No. of patients evaluated for worsening of laboratory test results
109

|| No. of patients evaluated for clinical usefulness
106

UT], urinary tract infection

Fig.1. Patients evaluated in open clinical trials.
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1.08), DQ-2556 1.0g (DQ-2.0%) ¥ & U*CAZ
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REERERCBIT 2 TELEOXFIMIITEY OF
I, RO I, F—a—FORER & UM,
$—-3— FRRBED T — 5 OFREMOEIE & T b
kok. FRESHRBERGECHELTWE LR
EIL, FORSBHCTINEHNMEICLIED
pzkilil, TROLREREMCNTIESOE
LEEERY, HRPERORSIRTEC VL EES
BowThrOBBREFERS Lk, XFOIRER
PAUNARRE, EANT IR Po—5 —biE
FEACHHL &L ORI OV T, BERIAEEN

PR (AHEFAHKSR cEML, HPLCE®Y it T
;beie

4, B|BLUREHE

BRERRR, RRES L UME20RE R, UTI
EMCHEORREL iz, RPAOMBEIR, YV ALV IO
(—1b) AV dipslide iz & n, BHERICH
VT 24 FEMIEE R I EHIEL, HEREEL I
MR TN (— AR R BRRA: 35— U R 3R
8 & URBRSHKRE L >~ 5 — e, FERN
B MF K2 EREMEHAEER) AL, Bl
RIEB & U MIC DRIEIZHEL 7o, MIC DRIEIZEE
b mE¥ S MIC M E:® 12 ¢ \v> DQ-2556 & CAZ
ZDOWTRHERAEL 72,

Table 1. Background characteristics of patients in open clinical trials

Item Category No. of patients

Sex male 54
female 26
~49 7
50~59 14

Age
(yr) 60~69 15
70~79 35
80~ 9
~39 3
40~49 22

Body weight

50~59 31

(kg)
60~ 21
unknown 3
cystitis 42
Diagnosis pyelonephritis 36
post prostatectomy 2

monomicrobial infection

group 1 (indwelling catheter) 13
X . group 2 (post prostatectomy) 3
Type of infection

(UTI grouping) group 3 (upper UTI) 14
group 4 (lower UTI) 17

polymicrobial infection
group 5 (indwelling catheter) 13
group 6 (no indwelling catheter) 20
0.5g b.i.d. 22
1.0g b.i.d. 37
Medication 2.0g b.i.d. 10
others 10

changed




1200

CHEMOTHERAPY

NOvV. 1903

BRI 13, K SBIMETE & U T 8RIC MM
# (RMBRY, MEaXE, ~~< 7Yy MI, SMmR
W), mEEbEymE (GOT, GPT, y-GTP,
ALP2¥) RERZDWTERL %,

ARMNERC BT RRTPERORE EHET 5
kL, Thbb, BRRKKSSMHAMOR, B
IUBREMMRE 1 BEESI U5 BEDRBER 2 R
L, EXIME~L HPLCEY cTHIEL k. 28, R
BIEGMEHIEEM S T-20CTHBREL 0

5. ERERZHRYIE

BSMRIT L M THROFRRES L UREROBERE
b iz, UTIEMCHE Y, RESEKSR, ME#H
PR LEHEL. COBE, HOLULDHEDB
ERERE LU LERS L UREBY c#E5Eshid
2 IAER e & DA - IREEFRTFRAL LT, Th
S B4) « REEFIOBERVH DRE B & URRAES O
HIRZIRHEE X, —MEEKBERIC BV TIZHBRRIEER
MiHERL, ARRNFARICE VL TIREBRBEERME
BUILOUERAB LU + u—F —HIPARATIC
EREL T2o

F-UTIE¥C X 24T L 35, FHRELEE

QU TI ), [AZ]), [PLHERN], TR0 48
Pl iz ER R 2R B L 72,

6. TEMHE

B - thMARIER DM 12, KRN ELTRE
ThHo EFAERD, MNTTHEL T T OEM %G
NRE LT, EHMEREMICE XIZTERCO LT
iz, REMBMIBURCRENMMELEREL, »
D, MERTHRI BLURCRERMEL KL /-EH
ENRELTREL 2,

HER £ 2 XK MREMDOBELBD Shi-BEi
iz, TRELHREN L OBRE, (8551 izBlKD
D], T%2BFRHDY ), (BIRDZ0b Lhzw], (K
MRzvwas Ly, MBIRZLIDSRBSICHIEL, 8
HIZBIRBD ), [H2BBFEDYD ), [BRD2Hb6LN
v ) EHEENLLOZYBENICL 2BIERHS
VIR EKMEMREERESME L7,

7. BERYEHE

FHELBREKYRE X UEH 2 BENCHERLT
FRTERHEL 20, BEDRHZTHRATH-TY
BIfER® 3\ KR EFREZR O &4 5 hizfERi
Wﬂﬁi‘i’ﬁtbf:o

Table 2, Overall clinical efficacy in open clinical trials

Pyuria Effect on
Cleared Decreased Unchanged L.
Bacteriuria bacteriuria
Eliminated 32 8 8 48 (60.0%)
Decreased 3 3 (3.8%)
Replaced 3 2 9 14 (17.5%)
Unchanged 1 3 11 15 (18.8%)
Effect on Patient total
. 39 (48.8%) 13 (16.3%) 28 (35.0%)
pyuria 80
‘EI Excellent 32 (40.0%)
i t
D Moderate 24 (30.0%) Overall efficacy rate
56/80 (70.0%)
Poor® 24 (30.0%)

® Including failure
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ERMHECE, e TERCHME], AR (3
#ERW) LELERE 0cm D7+ SRy -1k
pEEE R FREOHMT [ /] OE23 24
ErAV,

8. B R

ARRNFERIC BV TR, MEARPMKRTHT~
TOREXREERL, THRPFERLEMELLLLDT, av
(o= -2 BDHEBRSK BV TR « BEES
REOREAREZREL, UTIEMICHEVLEREKRR
PUEL T F O, EFONMD HF L ERED
ARBEVWI EERRALLLLET, 2 bup—F—iF
—a-—-FEMEELL,

9. BTAE

ARRNBRIC BT 2 HRBEROBMROENTIE, T~
rE—F—DIEBDH L THE—MNEWTIT-o . £OD
B, ks L U HORECEL 2 RE, Krus
kal Wallis © H#&E % £ 2 Av>, BEANEZEH S5
%t LTz,

II. & R

1. —fERRaARR

1) EGDOMEL

R EEFSIZ 118 BT, Mo -Bidk 72 7 38 B
BV 72 80 B UTI Mz & 3 R AERR R ¥ Ent
REFTH o7 (Fig. 1), BRAEFONRIZ, BE
PRMRTAE TR 9 B, XEBS 9B, SHRIER 6
B, HEMMEETRREY S 16, KRSBMATRETE
16, EM2EREBTH2S adult T cell leukemia
(ATL) 1BloH27BITH > 2o BMEES DRI,
RREATNIEH, REEHTRIFOH11FTH
ot BIERHUENREFAKIZ BE5 ¥ 146,
ATL 18l0H 2%k < 116 HITH > 7o, BIKRE
HEREEHENREFS L, HEBKREREMRE 7
B, ATL 14, % 5EHFE1F DI £k <
109FITH -7,

REBEKYREENRES D BEHR (Tablel)
2HDE, F@Z, 50 K25 70 KA X TOESL
648 L 80% % 58, B S4H (68%) L% o
7o HBBINRIZ, Bbtsk 26, BEBRX 366, A
ST RBIE 2 BT H - 77, KBHFEHIINRE,
BIRRRY 47 B, MBEREIBFITHD, »T—T N

Table 3. Overall clinical efficacy classified by the type of infection in open clinical trials

No. of patients Clinical efficacy Ov.erall

UTI group o efficacy

(% of total)  excellent moderate poor  rage (%)
group 1 (indwelling catheter) 13 ( 16.3) 4 2 7 46.2

Monomicrobial
. K group 2 (post prostatectomy) 3( 3.8 0 2 1 66.7
infection
group 3 (upper UTI) 14 ( 17.5) 8 4 2 85.7
group 4 (lower UTI) 17 ( 21.3) 9 5 3 82.4
subtotal 47 ( 58.8) 21 13 13 72.3
group 5 (indwelling catheter) 13 ( 16.3) 4 4 5 61.5
Polymicrobial R .
. . group 6 (no indwelling catheter) 20 ( 25.0) 7 7 6 70.0
infection

subtotal 33 (41.3) 11 11 11 66.7
Total 80 (100 ) 32 24 24 70.0

) No. of patients Clinical efficacy Ov.erall

Indwelling catheter o efficacy

(% of total)  excellent moderate poor  rate (%)
Yes 26 ( 32.5) 8 6 12 53.8
No 54 ( 67.5) 24 18 12 77.8
Total 80 (100 ) 32 24 24 70.0

UT]I, urinary tract infection
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HR260, v7—TNVHEEAMMAPTH- o BES
BELTR, 1B 2EREEN6IF (86%) &% <,
FD3H1.0g 280228, 2.0g42R374,
4.0g32B10ATH- 7

2) REBEKMR

—ERE B DR AKR (Table2) 332 32
B (40.0%), BHxh24 ) (30.0%), #Rh24 4 (30.0
%) T, HohE BEWULDOLD 5 ¥E) 1270.0%
Thot, SFPTHMMELILSH, BELER
60.0%Th oz, KBFEEEFITiz (Table3), 47
—FVEER (382,3,4,68) 54 PIhEME77.8%
THEDICNL, HRHIOERIEIL 26 B 53.8% &
Bdo e, HBRES L UHEEBRAOBEIZEN
Zh72.3% (34/47) BXU66.7% (22/23) THY,
BYEERBRRPTOPEI - T,

B5REOBAFRE1R2 E&%ﬁ?ﬂ:&bto 1.0
gR2BRPIhELH, HHTH, KHIH (B
%h%59.1%), 2.0g R 2HITHFER4F, B
1360, X108 (B3 *E73.0%), 4.0g853 2810
FIhER6 B, BR2H, WH2H (FRHE80.0%)
TP, dose response »3F®H 5z (Table 4),

FHREC X ZHEEHNRHE I 10FTITbNR, 1.0
gA2H0PPHERIU LR (BRE63.3%),

2.0g 22857 BIb AL 43 5 (BRI%E 75.4%),
4.0gR 21 BIFEMULIR (AR XESL.8%)
ThH, UTI XMC & %R LRI dose response
na o5t (Tableb),

3) MEER

SOMBEBKEI29BPI06 B BHEL, HEAER
82.2%T®H-o1: (Table6)s 77 LEBEEE /T L8
MMOMEEIIENETN 81.6% (40/49) BXUf82.5
% (66/80) THD, chosDOMcENBHSh iz
o Teht, WMRHNC A1 WE, Pseudomonas aeruginosa
DR 20 #k$ 55.0% L LEHIC { HRE»>
T:o MIC L& L DB %E & 5 & MIC 4825 ug/
ml AT TR 74 8P 70 ¥k (94.6%) 2SR LTw3
DIt L, 50ug/mlh bz B 5 A% 354
54.3% LB o T2,

BERHBE X, 80P 236 (28.8%) T3RHK
&6, Enterococcus faecium 10 %% 887 5 LW
MRS E G, KOTNE 11#K (34.4%), 775
LEaE S K (15.6%) TH-7: (Table?),

4) L&k

BIfE RYENRER 116 D > b, ABRESRS I
ERTEEXOSNIBEERAREL - @H 14, %2
2HOHIF (REEK2.6%) iKsbNT, 2HlEB

Table 4. Overall clinical efficacy classified by medication in open clinical trials

No. of Clinical efficacy Overall
Medication R Efficacy rate

patients  excellent moderate poor (%)
0.5g bid. 22 6 7 9 59.1
1.0 g b.id. 37 14 13 10 73.0
2.0g bid 10 6 2 2 80.0
Others 10 2 3 70.0
Changed 1 1 0 [1} 100

Total 80 32 24 24 70.0

Table 5. Clinical efficacy as judged by doctors in charge in open clinical trials

No. of Clinical efficacy
Medication . Efficacy rate (%)

patients  excellent good fair poor
0.5g b.id. 30 7 12 3 8 63.3
1.0 g b.id. 57 20 23 8 6 75.4
2.0g bid. 11 5 4 2 0 81.8
Others 10 3 4 1 2 70.0
Changed 2 1 1 0 0 100

110 36 44 14 16 72.7

Total
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WTESSHIEE Y, WPhbRERIEBHICE
RIZMBLTWS (Table8),

BERERRS L DRRMFHIRED N 5 HRREMR
R 109 Ht 14 B (12.8%) B 5h, GOT,
GPT LR (L THAFMIERKEB0ATL- LY
£ (M/MRBEZ 2EH L1 HI2]T), RLT
IFRREREUN S A2 2 B, WHIER Y B L UMNRAERR
BUEREN 1T OTH- 1 (Tabled), T 5D
T THhOBETHY, 1FLALOEFAT—RYE
ThHotr, FFMERSREEL 1 H 2 ERSECR->T

Table 7. Strains appearing after treatment
in open clinical trials

Isolates No. of strains (%)
S. epidermidis 3( 9.4
Streptococcus sp. 1( 3.1)
GPB | E. faecalis 1( 3.1
E. faecium 10 ( 31.3)
A. viridans 1( 3.1
subtotal 16 ( 50.0)
E. cloacae 2 ( 6.3
GNR P aemginas.a 1( 3.1
A. calcoaceticus 1( 3.1
Alcaligenes sp. 1( 3.1)
subtotal 5 ( 15.6)
Fungi 11 ( 34.4)
Total 32 (100 )
Patients with strains a ri
ppearing 23/80 ( 28.8)
after treatment (%)

GPB, gram-positive bacteria; GNR, gram-negative

BERAcHDE, 1.0g2HN29HR 28] (6.9
%), 2.0g43 2558 B8 (13.8%) TH D,
4.0g 2 2RTIRBD Mo T,

5) BA%

Ay — NV EDEMDSDREN60mm U LEER
ELIBE, SHROBEREIZ106FR 77H, 72.6%
T¥H-7: (Table10),

2. RARMNBEM

1) ¥5R8LUHESFEORTE

KB DR, DQ-2556 M 8 HMithy
W K 2 BEM T, MIRAIIR S5 24 BFM] & TiC KT
D ¥ 0% ESRPICHE &z, 0.5¢, 1.0
EBLU2.0g MIRAIE S % 8~12 BFMI DR il B iz
BXEENLENT0 ug/ml, 110 ug/ml B X 1190 xg/
m Thot, £7:2.0g522,5 HMREABKARS
FCRIATREBERS X UBKREARYKZHLE
Higho e, BABKRART M %N KRT, UTI
BN AT 57— 7 VIEER CHITLISWN B
UADER (B3I, 4BBIUE cxdsrs
BEKZR (BYWE) i3, 0.5g328, 1.0gH2%
BLU2.0g22BTENRTN50.0%, 63.6%8 &
1°88.9% T#h Y, dose response B3 dhiz, £4
BB D> b MIC ORENITON I 30 kD MIC,,
1250 ug/ml ThH o 7z, BIFEFAIR, 2.0232HD1
FITEL - BHERA SN, BEAREAIEED,
FrEERERIILEALTHY, 1.0gR2HTRAU
B 24 (RBEE8.3%), 2.0g32HTHR3IIHAHR
56| (RBIFE16.1%) TH Sh, dose response 1%
Sant, ULtof» 5, 1.0g42 THo2EK
PREMRFL D ZIRPERBENBONSZ L, k1
1E2.0g (1H4.0g) UEOBRSRTHBEREH
BEECRBETIAHENDIL LR EERL,
DQ-2556 ¥ 5D 1 Hk 5 Rz, EHE%22.0g5H

rods.
Table 8. Clinical adverse reactions in open clinical trials
Sex Severity of Day of Administration
Medication Type of reaction v .y Y
Age (yr) reaction appearance of DQ-2556
female 0.5g b.id. i i1d 1 ithd
er! withdrawn
66 (1 day) uption m
male 1.0g bid. i derat 9
er
19 (5 days) uption moderate
female 1.0g bid. . 3 ithdr
nausea, vomit withdrawn
76 (3 days) HHng severe

Incidence: 3/116 (2.6%)
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Table 9. Worsening of laboratory test results in open clinical trials

Sex Medication Items (changes in values)®
Age (yr)
female 0.5g b.id. (5days) GOT (63 —100 — 52* U/I)
75 GPT (33 — 51 —29* U/l
female 0.5g b.id. (5days) GOT (16 — 40U/
75

male 0.5g b.id (6days) Eosinophil ( 5 — 29%)

66
male® 0.5g b.id (3days) GOT (3 — 43 — 541U)
45 GPT (52 — 74 —1241U)
1.0 g b.id. (5 days) ALP (192 —223 IU)
y-GTP (80 —130 —102 U/1)
male 1.0 g b.id. (5days) GOT (20 — 44 — 24* U/
58 GPT (15 — 44 — 23* U/
ALP (228 —395 —315*IU)
LDH (130 —168 —129* U/1)
v-GTP (44 — 8 — 70*U/1)
male 1.0g b.id. (5days) GPT (65 —133U/1)
50 ALP (183 —460 IU)

y-GTP (68 —163 U/1)

female 1.0g b.id. (5days) Platelet ( 39.3— 55.8— 40.1*X10*/mm®)

47 GPT (14 — 27 — 17 U/1)
male 1.0 g b.id. (5days) GOT (28 — 46 — 26° U/1)
36 GPT (65 —127 — 42* U/1)
female 1.0g bid. (10 days) GPT (16 — 261U)
61
male 1.0 g b.id. (8 days) GOT (22 =37 = 7710)
77 GPT (22 — 57 —-11210)
female 1.0 g b.id. (5days) ALP (157 —253 IU)
73
male 1.0 g b.i.d. (7 days) K ( 4.4— 5.3— 5.1 mEq/l)
66

male 1.0 g b.id. (8 days) Eosinophil ( 0 — 9.0%)

52
female 2.0 g b.id. (5days) BUN (19 — 25 mg/dl)
74 Cr (1.7—2.0 mg/dl)

Incidence: total, 14/109 (12.8%); 0.5 g b.i.d., 3/29 (10.3%); 1.0 g b.i.d., 9/58
(15.5%); 2.0 g b.i.d., 1/10 (10.0%)

» * follow-up results

v The data were managed as medication at a dose of 1.0 g b.i.d.
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2, ERRE1.0g45 2 CBE LA RMNERE S
5kl

2) HBRESOMEY

2 RMBROEMIZ, BBRIKH ORI L
DQ-2556 0.5g /%4 7V 102.6%, DQ-2556 1.0g /¢
4 71105.1%, CAZ1.0g/v4 7 98.8%TH D,
EOMMBFHRBR L 2D TR TEBAHTZLDTH
27,

3) REHEGIK

R EED 43 B0 > BERS - BEEES 9 5% Mk <
34 PR AR RETERNTH Y, ORI DQ
-1LOBE 114, DQ-2.08 114, CAZBE 124 TH»
o (Table11), BRst-BEEEROARIE, 27 —F N
HE 45, WERLIH, SSMENRPAERYE 1

B, RETHAA1FTHo T, 28, CAZDAEH
MM T H 5 Enterococcus faecalis DML % Mot i
ELA, DQ-1.0BD 15t CAZE®D 3 fHs
®A LD, M REFMKIZ, DQ-1.0 2104,
DQ-2.0% 11644, CAZEIFTH- .

BIERYE REREEM A L TIFbh, MERE
HRREROHTE XN G/ E bEEAREORK S h
ot 18, REBOHEKRENEBS WizhoT:
2HBLUR - FFMERELEML 200 12 1 %K
¢ 9 FlicowTiFbhi:,

HRABIZOVLTIR, »7F—FLER4H, B5FH
Al 16, WERFD D &K SEIMT R DES 1 P 6
Bl 378, ¥72bb DQ-1.0 8124, DQ-2.0
114, CAZB 4 BInRASh,

Table 10. Clinical value as judged by doctors in charge of open clinical trials

Usefulness score (mm)

X No. of
Medication .
patients 100~80 79~60 59~40 39~20 19~0 Mean+SD
0.5g b.id. 28 13 4 5 1 5 67.4132.3
1.0g b.id. 56 28 15 9 2 2 74.9+23.3
2.0 g b.id. 10 5 3 2 0 0 78.91+20.5
Others 11 6 2 0 2 1 67.3+33.3
Changed 1 0 1 0 0 0 72.0
Table 11, Patients evaluated in dose-determination study
Treatment group Statistical
Patients )
DQ-1.0 DQ-2.0 ceftazidime analysis
Total no. of patients 14 14 15
No. of patients excluded bacteriuria less than 10* CFU/ml 1
infection due to E. faecalis (= 3)
infection due to fungi 3
presence of indwelling catheter 2 2
subtotal 3(4) 2 3 (6)
No. of patients who dropped out 19 NS
No. of patients evaluated for clinical efficacy 11 (10) 11 12 (9)
No. of patients evaluated for clinical adverse reaction 14 14 15 NS
No. of patients evaluated for worsening of laboratory test results 13 13 13 NS
No. of patients evaluated for clinical usefulness 12 11 14 NS

® By 22 test; NS, not significant

® Data when patients infected by E. faecalis were excluded.

© Irregular medication
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§) BEWR

RARKDRKENRENCHT 2 IROBEER
HF (Table12) 2423 &, WlkEIcBIL T, DQ-
2.0BT11I AR 3B [MEHY | tBISHh, 20
R it BUN 30~37 mg/ml O#iF, MW Crst1.3~
L.7mg/ml OWEAETTEBELZ LD THo T, 20
ROBESHTIRTRTEETHD, IBMcERLE
gashni (P<0.05), 28, E. faecalis B4 L
rBER, INMEERERRBDOA RPN, ¥

e, EOMOWRKETFICBVTIZIHMICED 2B
Zhor,

5) NEMNT 2 MIC

RAMRRZ R ERN FRES & D SRS
N 38KRIC T 3 DQ-2556 ® MIC B3 ic & %
t, DQ-2.0 T2 11 8T RT 12.5ug/mI AT TH
ohDizNL, DQ-1.0B D 12 #kh 328, % /-,
CAZBED 158%kF TH8 25 ug/ml LA L TH D, DQ-
1LOBBIUVCAZHIBREDBEHEKLS { 2HH

Table 12, Background characterstics of patients in dose-determination study

No. of patients Statistical
Item Category" ‘b
DQ-1.0 DQ-2.0 ceftazidime analysis
c)
Sex male 707 9[9) 7 [4) NS
female 4[3] 2[2] 5 [5]
~49 1[1]
Age 50~59 3[3] 2 (2] NS
(yr) 60~69 3[3] 8 [ 8] 3 (2]
70~179 4[3] 3(3] 7 [5]
. normal 11 [10] 8 [ 8] 12 [9] p=0.032
Renal function
abnormal 3[3] [p=0.056 NS]
group 3
1[1] 4 [ 4] 1 [1]
monomicrobial (upper UTD)
infection 4
group
9 (9 717 9(8
(lower UTI) [9] L7 L8 NS
Type of infection 6
. group
(UTI ) lymicrobial
grouping po‘ymlcr'o 12 (no indwelling 1 (0] 2 (0]
infection
catheter)
monomicrobial infection 10 [10] 11 [11) 10 (9]
NS
polymicrobial infection 1[0] 2 [0]
+(5~9 WBC/hpf) 1[1] 2[2] 2 [1]
+ (10~29 WBC/hpf) 1[1] 1[1] 5 [4]
Grade of pyuria NS
P 4(30~99 WBC/hpf) 403 404 101)
fH(100=  WBC/hpf) 5 [ 5] 4 [ 4] 4 (3]
10¢ 1[1] 1 (1]
Grade of 10° 2[2] 2[2) 2 [2]
bacteriuria 10° 1[1] 1 [0] NS
(CFU/ml) 107 7 [6] 8 [ 8] 8 [6]
>107 1[1]

® UT], urinary tract infection
® By #? test; NS, not significant

© Data when patients infected by E. faecalis were excluded.
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Table 14. Relation between effects on pyuria and bacteriuria in dose-determination study
Pyuria
Cleared Decreased Unchanged Effecf Ol:‘
Bacteriuria bacteriuria
DQ-1.0 8 [7Iv 101 2 (2] 11 (100.0%) [10]
Eliminated DQ-2.0 6 [6] 2 [2] 8 (72.7%) [ 8]
CAZ 4 [4] 2 [2] 3 (2] 9 (75.0%) [ 8]
DQ-1.0
Decreased DQ-2.0 1 1] 1(9.1%) [1]
CAZ
DQ-1.0
Replaced DQ-2.0 1[1] 1 [1] 2 (18.2%) [ 2]
CAZ 1 (1] 1( 8.3%) [1]
DQ-1.0
Unchanged DQ-2.0
CAZ 1 [0] 1 [0] 2 (16.7%) [ 0]
Effect on DQ-1.0 8 (72.7%) (7] 1(9.1%) [1] 2 (18.2%) (2] patient 11 [10]
i DQ-2.0 7 (63.6%) (7] 0 (0.0%) [0] 4 (36.4%) (4] total 11 [11]
pyina CAZ 5 (41.7%) [4) 3 (25.0%) [3) 4 (33.3%) [2) 12 [ 9]
DQ-1.0 8 (72.7%) (7]
DQ-2.0 6 (54.5%) (6]
CAZ 4 (33.3%) (4] Overall efficacy rate®
DQ-1.0 3 (27.3%) [3] DQ-1.0 11/11 (100%) [10/10 (100%)]
DQ-2.0 4 (36.4%) [4] DQ-2.0 10/11 (90.9%) [10/11 (90.9%)]
CAZ 6 (50.0%) [5] CAZ  10/12 (83.3%) [9/9]
DQ-1.0 0 (0.0%) (0] NS© [NS]
Poor DQ-2.0 1(9.1%) [1]
CAZ 2 (16.7%) [0]

“ Data when patients infected by E. faecalis were excluded.
» Excellent +moderate/total
© Statistical analysis by #? test; NS, not significant; effect on pyuria, NS; effect on bacteriuria, NS
CAZ, ceftazidime

Table 15. Clinical efficacy as judged by doctors in charge of dose-determination study

Treatment No. of Clinical efficacy Efficacy Statistical
group patients  excellent good fair poor rate” (%) analysis®
DQ-1.0 1 8 3 0 0 100
DQ-2.0 1 6 5 0 0 100 NS
Ceftazidime 12 4 7 1 0 91.7

® (Excellent+good/total) X 100
® By x? test; NS, not significant
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Table 16. Relation between MIC and bacteriological response in dose-determination study
(no. of strains eradicated/no. of strains isolated)

Isolates" Treatment MIC (ug/ml)® Inoculum size: 10* CFU/ml Tota
solates’ gowp [$0.05 0.1 0.2 039 078 156 3.13 625 125 2% 50 100 10<
DQ-1.0 11 2/2 3/3
S. epidermidis | DQ-2.0 11 1”1 22
CAZ 1”7 11
[0/0)" [0/0)
GPB DQ-1.0 1/1 1
(0/0) (0/0)
E. faecalis DQ-2.0
CAZ 01 12 13
{0/0) ([0/0) [0/0)
DQ-1.0 11 11 22 7]
[0/0} [3/3)
subtotal DQ-2.0 171 1/1 2.
CAZ 11 01 12 2/4
[0/0] [0/0) (0/0) [0/0]
DQ-1.0 | 33 U1 2/ 6/6
01 [5/5)
E. coli DQ-2.0 22 11 33
CAZ 11 1N 2”2
[0/0] (/1)
DQ-1.0
C. freundii DQ-2.0 11 11
CAZ 11 11 22
DQ-1.0
K. pneumonicze | DQ-2.0 11 1"
CAZ 11 11 )
[0/0) 1)
DQ-1.0
E. cloacae DQ-2.0 171 171
CAZ 11 n
GNR DQ-1.0
E. aerogenes DQ-2.0 0/1 0/1
CAZ
DQ-1.0 1 1N
S. marcescens DQ-2.0
CAZ 1/1 11 1)
DQ-1.0 "
P. mirabilis DQ-2.0 | 2/2 7]
CAZ
DQ-1.0 11 "n
P. aeruginosa DQ-2.0
CAZ 111 1/1 202
DQ-1.0 |33 11 272 /1 11 8/8
(/1) [1m
subtotal DQ-2.0 |44 11 11 1/2 11 8/9
CAZ 171 11 22 22 11 22 i
(0/0] [0/0] [9/9]
DQ-1.0 |33 11 22 1 1r 1t 1 2/2 12/12 (100 )
Total (1/1] (0/0] (10110 gm ;]
- DQ-2.0 |44 11 11 11 12 11 1 10/11 ( 99.9)
(eradication rate %) | 1 71 22 W 112 34 | 135 (860
[0/0] (0/0) fo/0] [1/1) [2/2]{(9/9 (100 )]

* GPB, gram-positive bacteria; GNR, gram-negative rods

® MIC values were determined for DQ-2556 in DQ groups and for CAZ in the CAZ group.
© Data when patients infected by E. faecalis were excluded.

Statistical analysis on total MIC distribution: p=0.015 by Wilcoxon test

Statistical analysis on bacterial eradication rate: not significant by x* test

CAZ, ceftazidime
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LTwhk (p<0.05, Table16 #M), 235, E. fae-
calis BBRAL WS, TOMICHHICERIBH SN
oo,
6) FEKZIR
(1) RAEERKIR
UTI ER IR WHEE L R AEER (Table 13)
¢35k, DQ-1.0 83 11 I8 Fl, HR3IH,
e LTHEME100%, DQ-2.0 B iz 11 X 6
A, B 4f, W 1ATHEREI.9%, CAZ B2
pHhES 4B, EH6H, M2 THLHESL.3
%THD, SHEMEREL2BOE,o I, 28,
DQ-2.0 B T SRAATICIEE O WIRAEME L R L &
IFORESEEDR IR, 2ABEVULTH- 2, KB
FEREANIC i3 3 FEAIRE L b KBS WMOTESHE 4 FECHE
ULTHBY, HUFIIDQ-2.0HTREAIHD 1M,
CAZETREBIABRLBHOZIFTH - 1, E
foecalis BREBPIEZBRNL 2B S D CAZEORESEEK
R, IPIPER 461, HRSFIT100%DHERX
Thol, BRB L UVHERCHT IHRICOVLTH
IRMCEEZ 22D oz (Tableld), 2 8B,
FRESHE L EERSRICBEL THURABERMR L
BiZERETH Y, IFMIcHEEZE X2 o (Table
15)0
(2) MEERHR
DQ-1.0% o R E & 12 % 2 i 3 5 DQ-2556 D
MIC 12 0.05 pg/ml LA F 4 & 100 ug/ml 2 THHL,
TRTHEL L (HK%E100%) (Tablel16), DQ-
208, NHESFEEEL LTS h, DQ-2556
DOMIC 12 0.05 ug/ml LT 5 12.5 ug/ml £ Tz 53
L, #2035 5 MIC 3.13 ug/ml @ Enterobacter
aerogenes | lRD A 77K L, MK EIX90.9% (10/11)
Thote, CAZEORHAE I KR 5 CAZD
MIC %, 0.1 ug/mld» 5>100 ug/ml 2 TH L,
MIC=100 ug/ml % 7~ U 7z E. faecalis 2 ¥k 3 F¢$c L,
HAXKIZ86.7% (13/15) TH-o7z. Thd I EHFRE
DRERIAEEEAEOMERELAD RS T,
28, E. faecalis BEBN BN L 1B Sk, CAZE
THRESNT 9T RTUBHELHES NI,
() BrEkHEE
RE5HEBEEEAL TiX, DQ-1.0 ¥ THLAITR
Hahy, DQ-2.0Cix 11524 (18.2%) »
5 E. faecalis 2 k3l 2 h, CAZ#ETiz 1264 3
il (25.0%) » & Enterococcus avium, Acinetobacter
calcoaceticus, Xanthomonas maltophilia, HE%& 1
%, 5kt sz, s IBORSRERE
OHEFEEOMcARELRD Lo

7 ROEXME

DQ-1.0%, DQ-2.0#B L UCAZEE*h¥FhI
Fl, L0FIBELIOFz > TREHEMPTORER
(MBOMEMRD 2B IREMOR) ORPEH M
BEHEL N (Tablel7), ¥ 5Mta%k 1 HE o DQ-
1.0 B3 X ' DQ-2.0 B¢ D DQ-2556 R M 13,
EFh¥ENIBLug/m BEU 344 ug/ml THo T2, 2
B, DQ-1.0 O T 1,420 ug/ml & V>3 MK %R
L1 ERWIERE, ABOFHREMEIZ 195
ug/ml THotz, CAZ D CAZ EHRD M 1 534
ug/ml TH-7ehs, 2,011 ug/ml OMMEETRL 2 1
FlERR 7S OF R D RE X 370 ug/ml TH -
o ME5MMK%ESBBEDDQ-1.08, DQ-2.0HB X
UVCAZBOVRPME X, ThEN 177 ug/ml,
331 ug/ml B8 X F295 ug/mI TH D, FE5MMHK]
HEORBRE LRI 2H2RVIBEOME & 12T
FRBETH-> 7, DQ-2.0 iz DQ-1.0 DK 2 5D
MEERL, £/, DQ-2.0H L CAZEOREOM
s hRZERED SN Lo T,

8) &2k

HEREX L OEEHBREDLO N -BIERA X, DQ-2.0
BO1flicBLwToaB» SN, £DERERO
RATHD, BETH- eoh k5 h, #5K
THBL AL,

XA L OBESEDL N BEREEOREEN I,
BEER L LI 2HTOBH SNl (Table18), DQ
20BBIVCAZHEDH4HIZT TGOT L& -
GPT ER 2Lt T HHMEERE THo o8, W
NLYEEOERTH - 2. DQ-1.0 HONRIEFPER
BEHESI1fB8LUBUNBELRIATH- 2, &
B, DQ-2.0 OB SEAKATRMERER 3 flicksy»
TEARSC L 3 BREREOTTEITD S o
720

IHOBIEM, BRREEIEENL b TORAXE

Table 17, Urinary concentration early in the morning

Treatment No. of Urinary concentration

Day no.
group cases (Mean=SD, ug/ml)
DQ-1.0 9 331+418
1 DQ-2.0 10 3441212
ceftazidime 10 534+573
DQ-1.0 9 177+ 50
5 DQ-2.0 10 3311238

ceftazidime 10 2951202
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Table 18, Worsening of laboratory test results in dose-determination study
Treatment Sex Items (changes in values)
group Age (yr)
DQ-1.0 female Neutrophil (75-82%)
71
male BUN (22-29—21°* mg/dl)
71
DQ-2.0 male GOT (25—49—35° IU)
71 GPT (23-+72—54* IU)
male GOT (21—46—51° KU)
63 GPT (19—46—67° KU)
ALP (7.5-10.9—11.0° KAU)
Ceftazidime male GOT (29—46 KU)
70 GPT (30—40 KU)
male GOT (17—26—18°* IU)
77 GPT (13—43—19°* IU)
y-GTP (14—31—21° U/1)
Incidence: DQ-1.0, 2/13 (15.4%); DQ-2.0, 2/31 (15.4%);
ceftazidime, 2/14 (14.3%)
* follow-up results
Table 19. Clinical value as judged by doctors in charge of dose-determination study
Treatment  No. of Usefulness score (mm) Statistical
group  patients  1p0~g0  79~60 59~ 40 39~20 19~0  Mean+SD  analysis®
DQ-1.0 12 9 3 88.9+11.4
DQ-2.0 11 6 4 1 84.8114.9 NS
Ceftazidime 14 7 6 1 80.9+14.5

* By both Student’s t test on mean usefulness score and by Wilcoxon test on distribution; NS, not significant

CERERBD o1,

9) BA%
EBOFERA®A a7 —D¥#id, DQ-1.08£88.9
mm, DQ-2.0#84.8mm, CAZ#80.9mm THDY,
FREOmMmU LOERANLED ZHRIZEATL
100%, 90.9%, 92.9% TH -1, FN b 3B
BERZL2FD -7z (Table19),

II. % =

7 = bREHANENEOBRRR, TESS LB
HEL 77 rBECRLWIEE Y bbb DD, 7
FORE L GBEOHE CLENHEHETT LD
BEEMINTETWSE™, ZOFRICE, #ROX
FEELTFORBELRBEO LY 50—
HHEEESF A THE LT on3, 20

BRroAlMEh2bDD 1 D2 DQ-2556 2H 5,
AR FRAA Y (T4 855 200874
RUEYMETHY, TOHEEER, K77 ,sB%
B, BEBRCBLIATWS, T2bb, BEKAEKC
xt3 3 MIC,, i (MIC,, ) i2, methicillin-suscepti-
ble Staphylococcus aureus (MSSA) T 1.56 ug/ml
(1.56 xg/ml), methicillin-resistant S. aureus (MR
SA) 25 ug/ml (50 ug/ml), P. aeruginosa 6.25 ug/
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To evaluate the effectiveness and the safety of DQ-2556, a new parenteral cephem antibiotic, and
to find its optimal dose in the treatment of complicated urinary tract infections (UTI), multicenter
clinical trials were conducted. Data were summarized according to the criteria of the Japanease UTI
committee (the third edition) .

1) Open clinical trials

DQ-2556 was administered mainly at doses of 0.5g, 1.0g and 2.0g twice a day. In the 80
evaluable patients, 32 had excellent, 24 moderate and 24 poor results; the overall efficacy rate was
70.0% . Twice-a-day medication was dose-dependently effective (moderate or excellent): efficacy
rates for treatment at doses of 0.5g b.i.d., 1.0g b.i.d. and 2.0g b.i.d. were 59.1% in 22 patients,
73.0% in 37 patients and 80.0% in 10 patients. DQ-2556 was effective in 77.8% of 54 non-indwelling
-catheter patients and in 53.8% of 26 indwelling-catheter patients. The overall bacteriological
eradication rate was 82.2% (106/129); 40 at 49 gram-positive bacteria (81.6%) and 66 of 80 gram
-negative bacteria (82.5%) were eradicated. Clinical adverse reactions were observed in three in
116 patients (2.6%): a patient vomited severely with nausea three days after the commencement of
treatment and another showed mild to moderate eruption. Laboratory adverse reactions were seen
in 14 in 109 patients (12.8%); the main findings were abnormalities of liver function represented by
elevation of GOT and/or GPT, which were observed in 10 patients.

2) Dose-determination study

Complicated UTI without indwelling catheters and also without prostatectomy, i.e., the 3rd, 4th
and 6 th groups were enrolled. The patients were randomly assigned to receive 5-day medication
regimens with DQ-2556 at daily dosages of 0.5g b.i.d. (DQ-1.0 group) or 1.0g b.i.d. (DQ-2.0
group) and with ceftazidime (CAZ) at daily dosages of 1.0g b.i.d. as the control group (CAZ
group) . The clinical efficacies of these three regimens were compared. Eleven patients in the DQ-
1.0 group, 11 in the DQ-2.0 group and 12 in the CAZ group were evaluated. As for background
characteristics of the patients, mild renal function failure was seen only in three patients in the DQ
-2.0 group, and bacteria with low susceptibility to the compounds were distributed more in the DQ
-1.0 and CAZ groups than in the DQ-2.0 group. Except for these characteristics, no significant
differences were not found among the three groups. Overall clinical efficacy rates were 100% (11/
11) in the DQ-1.0 group, 90.9% (10/11) in the DQ-2.0 group and 83.3% (10/12) in the CAZ
group. Bacteriological eradication rates were 100% (12/12) in the DQ-1.0 group, 90.9% (10/11)
in the DQ-2.0 group and 86.7% (13/15) in the CAZ group. As for these two rates, there were no
significant differences among the three groups. On exclusion of Enterococcus faecalis, which is not
indicated, both the overall efficacy rate and the bacteriological eradication rate were both 100% in
the CAZ group. A clinical adverse reactions were seen in only one patient in the DQ-2.0 group, who
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showed mild facial erythema. Abnormal laboratory findings were found in two patients in each of the
three groups. As to the incidence of clinical and laboratory adverse reactions, there were no
significant differences among the three groups.

The results of this open clinical trial and the dose-determination study suggest that DQ-2556 is
effective against complicated UTI and that the optimal daily dosage is 0.5 g twice a day (0.5g b.
i.d.), although a dose of more than 1.0 g b.i.d. may be needed for intractable UTI such as that
associated with indwelling-catheter disease.



