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1) DQ-2556 1g 30 S idE K O M ME IR 5K T %1% 53.5~66.1 ug/ml TH Y, 60
AHTH13.2ug/mlTHo e TOOMEEEMN WAL 0.5~16.3 ug/ml, EEEMRT
3.9~67.5ug/g TH- 1, MEEASHFTIZ 1~5BFMIT1.9~7.8 ug/g TH o 7co MBTIZ 1 BF
f4.1~24.3 ug/g, 285/ 1.5~9.9 ug/g THo 1,

2) T-tube HABNZ B3 DQ-2556 1g & 2 g DIEHhlfE » g+ 2 L AHHE— 7@
XEh®N15.6, 29.8 ug/ml THH, 8K AUC iX57.0, 109.8 ug-h/ml L BB % AR
FEEEFD 7z, Ceftazidime (CAZ) & ? crossover H# T, IEHHBEMAE I 27.5 30.3
pug/ml EEN e, 24 BFMEINE S 0.20% & 0.16%TH Y, IZIRAZOEHFBITERL
2o

3) 1gHE5CBI3ETS L UVEATEBERRIESNCRY—7#8EATN17.2, 23.1
ug/ml, 24 B§RE AUC i3 104.5, 141.3 ug-h/ml TH-7:, ZD L 512, DQ-2556 DAEE S &
UBRENES TR b & IR BYE B & UMLARMERERR 22 12 5 4 5 DQ-2556 DERRZNR B HARF T

EHLWVR3,
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Fig.1. Chemical structure of DQ-2556.
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1) MEEBEHDBTIE, T-tube A L -EEE
HAEMEBEDOORK, BEATkgDEHICBWTDQ-
2556 % 1g BL U 2g % 30 2 A FadeiE U LEBRES L
7o 5 TH, 1, 2, 3, 4, 6, 8B T -tube
X DEHEIE, EHE2HAIL, 2055 1ml %
Sl L LIREFE, HPLCC & » DQ-2556 #E % filE
L 7%,

[F—fEH T DQ-2556 ¥ 7: it ceftazidime (CAZ) 1
g X 30D ATEHEL, 248 CHT2EIL -,
KB 13 Escherichia coli MK 3804 C B2 BRER &
TEHBIIRT + A 7K X DERL 72, BRI
MEHTHERL, HESEICIEBICN— T2
—3 g KB, FE[F I Antibiotic medium 2 # A
v, FAEE 8 mm BRR—N—T 4 X7 (FHERK)
WRESE, JIESEH ETITC —RISEREFDORE
FHIEMZE» SEBEREH L 7,

2) MEBEFELM R ETHRO 8 e DQ-2556 1g %
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30 43 AR TG L 7o, IS & UREM I3 A MR T 1R,
30 34, 60 1k, REHBEAHM X305, 602k, M
% 60 24, 120 4%, BIBRARRG X1, 3, SHEMI%
ERERREL, HPLC ic T DQ-2556 M %
EL

I 3 M i M, AEERARM 1 XBA 7 725 E
WELLH L TR LbDE 7T RAFy 7 BREIC
1ml A7z, fH L clEBEe, MIBERsRy & Bae
B 1x2em B 2RI L, KRGS H#E L 2 EHT P
RPEHEAMAKCTECHEBL THREL, BEY—Yic
TADPEREIMY, b -20CIcHERFL,
FEHIMEDORT IZHEL 1o

3) B TREET BBV 2 AT L 2 62 1,
55 kg DBz DQ-2556 1g % 30 rmEMEL, &
58T 1, 2, 4, 8, 12KMB & U 24 BEHIOBAKR
CIEHBEENAFNHEIL, £DOS 5 1ml 2L
HPLC ic THEFIBE 2R E L 120

4) DQ-2556 DRFHEM T2 e, IBEHEES
iz DQ-2556 % 1g (38, 2g (241, 304 R4

WL 7, SSHRT 205, 4650 B X U8 RM%D
REEHEIL, 2055 1ml 28 L, HPLCix T
I % BUE L o
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1) M E

DQ-2556 1g % 7 Hic 30 S mMiEL, ®E5HR,
30 4, 60 HEmOMDME 2 HIE L IER, REHEE
BLUNIHRTHEFEE.1ug/mlTHo e (Fig
2)o

2) [EEAMPIME

DQ-2556 1g #t51%, AEEAEMIE 30 5% IZ Mm%
rABEOBITNDYD, BMW6ET.5ug/2THY, 60
SETY 11.6~41.7 ug/g TH-o 7 (Fig.2),

3) MBH- A

[EIEH T30 % THM16.3 ug/ml 2R L,
60 3% T3 5.0 ug/ml L x> 1, (Fig.2)o

AEEFRAM- R DV T i, MAEMREE X DQ-25561
g R 52T 15.6 ug/ml, 2g 52T 29.8 ug/ml T,
AUC,_s T 57.0 ug=h/ml & 109.8 ug-h/ml L B8 & 1
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Fig. 2. Concentrations of DQ-2556 in serum, gallbladder tissue and
gallbladder bile from cholecystectomy patients. Ig, drip infusion, 30

min (n=7)

Table 1. Biliary excretion of DQ-2556 in a patient with an indwelling T-tube

(HPLC)
Case no. Bile level (ug/ml) Biliary Urinary
Age, Sex Dose re e am rec((;z;zry AUC recovery
Body weight ® {ug-h/mi) (%)
0~1h| 1~2 | 2~3 | 3~4 | 4~6 | 6~8 | 0~8h
60, M, 1 ND* | 115 | 156 | 11.2 9.0 5.2 0.09 57.0 40.8
47 kg 2 ND* 1.7 | 29.8 | 26.4 | 16.3 6.3 0.05 109.8 42.0

* ND: not detected
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Fig.3. Biliary excretion of DQ-2556. drip infu-

sion, 30 min
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Fig. 4. Biliary excretion of DQ-2556 and ceft-
azidime in a patient with indwelling T-tube. 1

g, drip infusion, 30 min

Table 2. Biliary excretion of DQ-2556 and ceftazidime in a patient with an indwelling T-tube

Eb -7 (Table 2, Fig. 4),
4) R
T B2 B 0 43 60 4> T M 24.3 ug/g, 120 73 1%
TR 9.9ug/g DBITERD /- (Fig.5),
5)  JRLERHE R WEE
MEBEAERA 12 1 B TR® 7.8 ug/g, 3HEMI%
T3.2ug/gTHD, SKMHIETYL 1.9ug/g THo 1
(Fig.5),
6) R L IBH s Ok
Bl—EFTHALBH & 2B LI E 2 3, K
B & 23.1 ug/ml, AUC,_, T i3 141.3 ug+h/ml, BH
HICBE 17.2 ug/ml, AUC,_,, T3 104.5 ug-h/ml

TH-1 (Fig.6),
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Fig.5. Concentrations of DQ-2556 in the per-
itoneum and abdominal fat of cholecys-
tectomy patients. 1 g, drip infusion, 30 min

(Bioassay)

Biliary

Case no. Bile level (ug/ml) recovery
Age, Sex Drugs (%)

Body weight 0~0.5h| 0.5~1| 1~2 | 2~3 | 3~4 | 4~5 | 5~6 | 6~7 | 7~8 | 8~24 [0~24h
6L F [DQ2s% 1g| 3.1 | 27.5 | 206 | 17.2 | 145 | 11.1 | 11.6 | 7.4 | 46 | 1.1 | 0.20
49kg  leftazidime 14 <0.19| 1.4 | 30.1 | 30.3 28.6 155 | 11.8 | 6.1 | 1.9 | 0.16




1308

CHEMOTHERAPY

NOV. 1982

30k AUCo-2¢ (ug+h/ml)

@ -8 Ascitic fluid 141.3
o—e Bile 104.5

o
=3

Concentration (gg/ml)
=

Y
V!

A 4 L})
0 2 4 6 8 12 24
Time (hours)
Fig. 6. Concentrations of DQ-2556 in ascitic fluid
and bile from pancreaticoduodenectomy
patients. 1 g, drip infusion, 30 min
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Fig.7. Urinary excretion of DQ-2556. drip infu-
sion, 30 min

AR BREEICB T % DQ-2556 DFRFHEM 1% 1
gRG BBFM% T 44.7%, 225 T3I8.2%ThH- 12
(Fig. 7).,

I % =

MEERBSAE ThH LB A Thh, HE s

ETEREZC L, BIREAL ERsERE N
bf+ﬁtﬁﬁﬂiﬁb.%@¥ﬂﬂ%ﬁﬁﬁaﬁﬁ
L, ER#EOMIC 2+ LIM5ZETHBY DQ-
2556 12V b W 2 3 HAREFHANEMRORATH
- 1z Staphylococcus aureus % &2 7 7 LIBEE DO A
7t &3, Pseudomonas aeruginosa XL T b E WV $
BWEMETRL, BLODHEBARI P TLENRXTVAD
ENEVCRE S 2T 5 cephem RITHETDH 3,

4E, 212 DQ-2556 DEEE, AHMH-, MK, fEas
HERA, BIABITEMBIL 72,

JRERREDE - 28 LHIz, /7 LREEDE.
coli, Klebsiella pneumoniae, Enterobacter cloacae T
HHH, IhoDHIIHT 5 DQ-2556 D MIC,, ix
0.013, 0.013, 0.05ug/ml TH D™, 1gBIRARS
60 FEDOEEARIC I NS DED MIC #+5 L£E
ZEFMBELBITL, LrtBEHPCEEIS.6~
27.5 ug/ml, £ 5 8BFMI% T Y 4.6~5.2 ug/ml BAT
T 52 Lo BERREOERICENTH 2 afEtE s
BEffant, $ CKBERREDORICEIR> T3
CAZ & o crossover T b IZ2i2EIZEDBH P — 7@
BLUEHPEREEZRL I, &5, BERPED
ERE T 5 MIC, fliC & 2 L& TiX, DQ-2556
IXCAZ LD 6~8fEONMENEET 5L ah®, CAZ
UEDBERMRSAFTE S Z LR SN,

—7, HILERAIC L 2B L O REE I,
RILEALIC & D S, aureus £ ¥ 75 LB EREBET
ZERRBEDEEE E colix ¥ 75 ARUEBRESE
ZERBEERL 22BN E -0, BAPLHTH
TERAFFOHEED first choice B ARZ P VD
EBIMEREZHETL I L0851, LL, &5
ZYEEOHA RO Z > CTEIFRAORB X EET 52
R Y Ry, 46, DQ-2556 DM KEKE DR
ELRERORECLHBLERORT L L THEELE
BREMIC T 2 BATERET L 2o £ DRBEEFDIERC
& HMEBBIBRDOREINOL & 72 2 B8, B L THERS
WORME L 2B+ ERBE LRI LD,
WRAIBROEMR O+ HcH 5 LAFI NI, b
L5A, BAKICIEDQ-2556 1g 5 2 BRERICRE
23.1ug/ml, 8HFRIET Y 10.2 ug/mlBfTL, 77
LEMEREICNT S MIC 2+45LE 2 2 EpBES
Wi o Tz, FRCLIRMEREAR & DR BRSO T H B BB
b 60 & 15.8 ug/ml, 120 3% 6.0 ug/ml
BAITL, DQ-2556 iXLAR M BRA 4 1o 0t o 2 B R %hR
HTHB LB TERENT,
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Excretion into fluids and tissue levels of DQ-2556 in surgical patients

Takuya Tsunoda and Hiroshi Tanimura
Department of Gastroenterological Surgery, Wakayama Medical College
27-Shichibancho, Wakayama 640, Japan

DQ-2556, a new cephem antibiotic, possesses a broad spectrum of activity against not only gram
negative bacteria but also gram positive cocci. We studied the pharmacokinetics of DQ-2556 in
serum, bile, gallbladder tissue, ascitic fluid and the peritoneum and the following results were
obtained.

1) In 7 patients after DQ-2556 was injected at a dose of 1g per hour, the serum level was 13.2
ng/ml, bile levels were 0.5~16.3 ug/ml and tissue concentrations of DQ-2556 in the gallbladder
were 3.9~67.5 ug/g. The concentrations of DQ-2556 in abdominal fat reached 3.2~7.8 ug/g 1
hour, 3.2 xg/g 3 hours and 1.9 xg/g 5 hours after the last administration. The concentrations of DQ
-2556 in the peritoneum reached 4.1~24.3 ug/g after 1 hour and 1.5~9.9 ug/g after 2 hours.

2) In patients with an indwelling T-tube, the mean peak levels of DQ-2556 in bile at doses of 1
g and 2 g were 15.6 ug/ml and 29.8 xg/ml, respectively, and AUCs were 57.0 ug+h/ml and 109.8
rg+h/ml, respectively.

3) Using the crossover method, the biliary levels of DQ-2556 were shown to have reached levels
as high as those of ceftazidime.

4) The peak concentrations of DQ-2556 in bile and ascitic fluid were 17.2 ug/ml and 23.1 ug/ml,
respectively. The AUCs of ascitic fluid and bile were 104.5 ug+h/ml and 141.3 #g-h/ml, respectively.

From these results, we can expect DQ-2556 to show clinical efficacy in treating biliary infections
and suppurative peritonitis.



