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SBT1g & CPZ1g o 1 [H one shot /i k 3 55— 4
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ATCC 9341 #HEH & L 72 Bioassay &2k ") HllEL
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6 ZNEFEEN I b, 2 BIIHERINRIMEIZEEN
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% Table3 iR L7z, Casel ~4 T4 &3 M
2HRE, ECHIREICREIIL (, RRETIINE -
Ey - MRE LREIIED LA 12, Cased T3 k5
g CPK, T.B. n#ERE 35 hICAE LTI,
Case 6 TIZRAMEIIHEF LIZITETH Y, 54T
K212 WBC 12000, Eos. 13%, y-GTP57U,F.B.S.
125mg/dl TH ~72, WiE L L EEULSIZ & 5 77BU3EE
o7z,

ME - B&df - CERICDWTIE 6 )& L BHEIZE2H S
Nimroiz,

FARRS, & OCEMESLTREE L FAENIS
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Table 1 Volunteers

Case Sex Age(yrs.) Weight(kg) Remarks

1 T.S Male 33 52

2 M. O. Male 25 58

3 S.S. Male 21 61

4 R. M. Male 35 74
Abnormality of

5 S.L. Male 24 60 laboratory data
before drug

6 F.F Male 3 2 administration
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Table 2 Time schedule of test

Ist admin. (Day 1)
3rd admin. (Day 2)
5th admin. (Day 3)

2nd admin. (Day 1)
4th admin. (Day 2)

Before 6th admin. (Day 3)
admin.
0 ¥ 1 2 4 6 8 9 10 12 13 14 16 24
. P . y ‘b
Subcutaneous test °
Day 1 | @@ °
Sign and symptom Day 2 ° ° °
Day 3 ° [ ) ° )
Day 1 | @@
Physical examination Day 2 °
Day 3 [] °
Day 1| @@
Laboratory test Day 2 L]
Day 3 ) °
Day 1 [ e o o ) [ e o o [ o
Blood collection Day 2 ) ] ) o o 3
Day 3 [ e o o ) ) e o o ) [}
Day 1 0 1—2 4 6 8—9—10 12 14 2
Urine collection Day 2 0 1—2 4 6 8—9—10 12 14 24
Day 3 0 1—2 4 6 12—13—14—16—24

Physical ex. . Blood pressure, Pulse rate, ECG

Laboratory test

1) Hematology :

2) Blood Chemistry :

3) Urinalysis:

RBC, Hb, Ht, Reticulocyte rate, WBC,
Differential count

T. P, Differential count, A/G, GOT, GPT,
Al-P, LDH, LAP, »GTP, CPK, Cholinesterase,
Total bilirubin, Direct bilirubin,

Cholesterol, BUN, Uric acid, Creatinin, Na,
K, Cl, Ca, P, FBS, Coomb’s test

Specific gravity, pH, Protein, Glucose,
Urobilinogen, Acetone, Occult blood,

Sediment
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Table 4 Serum concentration of SBT and CPZ after drip infusions
(Day 1)
Before 1/2 1° 2 4 6 8 9°* 10 12 in
SBT | ND 24.0 46.0 16.5 4.4 ND ND 42.0 13.8 4.4 ND
! CPZ | ND 80.0 132.0 57.5 23.2 11.4 4.6 122.0 54.0 21.6 10.6
SBT | ND 4.5 4.0 12.4 2.8 ND ND 54.0 14.4 5.4 ND
2 CPZ | ND 110.0 144.0 55.0 29.0 9.2 4.0 152.0 51.5 24.4 9.2
SBT | ND 35.5 63.0 20.8 3.5 ND ND 68.0 15.2 2.4 ND
3 CPZ | ND 76.0 160.0 51.2 25.0 9.2 4.6 126.0 51.0 22.4 8.6
SBT | ND 37.0 82.0 15.6 3.2 ND ND 49.0 16.0 3.8 ND
4 CPZ | ND 103.0 126.0 48.8 25.6 14.8 9.2 134.0 55.0 32.4 154 |
SBT | ND 28.0 38.0 11.2 2.8 ND ND 35.0 12.0 2.7 ND
5 CPZ | ND 72.0 116.0 50.0 14.5 5.2 ND 120.0 45.0 15.6 6.2
SBT | ND 43.5 67.0 15.6 3.3 ND ND 62.0 14.4 2.5 ND
6 CPZ | ND 98.0 148.0 56.5 21.6 12.8 4.4 113.0 55.0 2.4 14.4
SBT | ND | 34.943.1| 56.7+6.9| 15.4+1.4| 3.3+0.2 ND ND 51.7+5.0| 14.3£0.6| 3.5£0.5] ND
@‘grﬁf‘” CPZ | ND | 89.8+6.5(137.7+6.5| 53.2+1.5| 23.2+2.0| 10.4+1.4| 4.5+1.2(127.8+5.6| 51.9+1.6| 23.5+2.2| 10.7+1.4
(Day 2)
Before 1 4 8 9° 12
SBT | ND 43.0 6.7 ND 40.0 7.0
! CPZ | ND 114.0 22.0 5.4 114.0 20.0
SBT | ND 66.0 3.2 ND 56.0 2.7
2 CPZ | ND 144.0 20.8 4.6 156.0 25.2
SBT | ND 66.0 2.1 ND 67.0 3.0
3 CPZ | ND 134.0 22.0 4.2 124.0 21.2
SBT | ND 49.0 3.9 ND 46.0 3.4
4 CPZ | ND 130.0 30.0 8.2 124.0 28.4
SBT | ND 51.0 2.4 ND 36.0 2.5
5 CPZ | ND 132.0 14.0 ND 124.0 17.2
SBT | ND 36.5 4.0 ND 62.0 2.7
6 CPZ | ND 178.0 32.0 5.4 172.0 26.8
Average SBT | ND 51.9+4.9 3.740.7 ND 51.245.1 3.640.7
+S.E. | CPZ | ND 138.748.8 23.5+2.7 4.641.1(135.7+9.3 23.1+1.8
(Day 3)
Before 1/2 1* 2 4 6 12 13° 14 16 24
. SBT | ND 38.0 49.0 14.4 2.7 ND ND 42.0 12.4 3.1 ND
CPZ | ND 98.0 126.0 49.5 16.4 7.4 ND 106.0 61.0 18.4 ND
) SBT | ND 34.0 68.0 15.0 2.8 ND ND 57.0 14.4 3.0 ND
CPZ | ND 83.0 142.0 57.5 17.2 7.8 ND 122.0 53.7 19.2 ND
. SBT | ND 34.0 71.0 18.8 2.9 ND ND 46.4 15.6 2.5 ND
CPZ | ND 80.0 128.0 53.5 16.4 13.4 ND 98.0 52.0 14.4 ND
) SBT | ND 31.5 56.0 14.4 2.9 ND ND 42.0 13.2 3.7 ND
CPZ | ND 80.0 116.0 56.5 23.4 5.4 ND 112.0 51.5 22.4 ND
s SBT | ND 40.0 49.0 15.6 2.5 ND ND 49.0 16.4 2.5 ND
CPZ | ND 64.0 106.0 4.5 1.2 ND ND 112.0 42.0 11.6 ND
6 SBT | ND 47.5 51.0 14.4 2.9 ND ND 51.0 16.0 3.7 ND
CPZ | ND 110.0 148.0 62.5 2.8 10.2 ND 160.0 56.5 27.6 ND
Average SBT | ND | 37.5+2.4| 57.344.0| 15.4+0.7| 2.8+0.1 ND ND 47.9123| 14.7¢07| 3.1402] ND |
+S.E. | CPZ | ND | 85.8+6.5|127.746.4| 54.0£2.6| 18.6+2.3| 7.4+1.9 ND 118.3+8.9| 52.8+2.6| 18.9+2.3| ND

*at the end of drip infusion
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Fig. 2 Serum concentrations of SBT and CPZ
(Average of 6 volunteers)

Drip inf.
am s, 2ng g it st o
140 0
0 5 o—o SBT
o—o CPZ
1004
50| [\ 3 \ &
051 4 6 8 01 4 8 012 4 6 12
012 4 6 16 01 4 16 012 4 12 hrs.
Fig. 3 Urinary recovery of SBT and CPZ
o——e SBT
—— (PZ
. st 2nd 3rd 4th 5th 6th
5 —) — —_ — —_ —_
100
g .
o 504
s
g ] /// ///4
0 . — .
012 4 6 8 012 4 6 8 012 4 6 12
012 4 6 012 4 6 012 4 12 hrs.

«Average of 6 volunteers
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Table 5 Urinary recovery rate of SBT/CPZ; Average of 6 volunteers
Cumulative percentage)
( pe (M4S.E,)
First drip infusion Second drip infusion
0~1hr. ~2hr. ~4 hr. ~6 hr. ~8hr. 0~1hr. ~2hr ~4 hr. ~6hr. ~16hr.
SBT 45.9 67.6 82.4 86.7 87.6 45.6 70.4 84.6 87.9 89.5
Day + 2.7 + 4.9 + 4.9 + 5.1 + 5.2 + 6.0 + 5.5 + 6.3 + 6.4 + 6.4
1 CPZ 10.1 16.4 22.3 25.3 26.3 10.7 16.9 23.2 25.5 28.0
' + 0.8 + 1.6 + 2.0 + 2.4 + 2.5 + 1.2 + 1.7 + 2.3 + 2.7 + 3.2
SBT 45.2 68.8 87.2 90.4 91.6 49.5 74.5 91.9 94.8 96.7
Day + 7.3 + 5.7 + 5.2 + 5.0 + 5.0 + 2.2 + 2.0 + 1.5 + 1.4 1.2
2 CPZ 7.8 14.3 21.2 23.7 25.0 10.8 19.4 24.7 27.0 29.4
+ 1.6 + 1.6 + 1.8 + 2.2 + 2.4 + 1.0 + 3.1 + 2.9 + 3.1 + 3.6
First drip infusion Second drip infusion
0~1hr. ~2hr. ~4 hr. ~6 hr. ~12hr.  0~1hr. ~2hr. ~4 hr. ~12 hr.
SBT 54.0 78.5 91.0 93.6 95.2 43.4 72.3 84.8 90.3
Day + 2.4 + 2.6 + 3.0 + 3.0 + 3.1 + 4.9 + 3.7 + 3.6 + 3.9
3 CPZ 10.3 16.4 21.8 23.9 26.0 8.9 16.3 21.5 26.3
+ 0.6 + 0.9 + 1.0 + 1.2 + 1.5 + 0.6 + 1.0 + 1.5 + 2.1
m. & % DE=7hAb, 1EBEESS 5 6 @B#%S5 $ Ta

SBT & CPZ 1 : 1 4FI0E— MR B —ES &
LT, siliiEkic & 285085 1740 - 72, %
124741721 Bl one shot ik & 2#TSBT1g
BLUSBT 1g/CPZ1 g Dt iz T RIS
LNLh o122,

4E, 6 HDBEFER AN SBT1g/CPZ1g
%1820, k3 HME, SEsEEs L) iS5 7,

SRRMERATTIE, 2 Al G Rz IEHE R %
M2 BL0hH-7:, CPK, T.B. » LHL T 72114
&, WBC, ks, F.B.S., »GTP L4 L <
W21BITH 57205 ifh & L HATERC B bl h -
72tz A AT 72, BT ARIS RIC IERLL,
BB EH, e LIITETH 72, 260 LEIR
BARBU I AR DGR e - 12 b D EE 2 LT,
139D 4 Z TSR, R, HORRRAEIZ 13 82
PSS AR LY A

AENZ & B & B EIERI AR S iz 1332657
Hrotzhy, RERTRBICIKIEE L25 RIS 2T 4
7 LEAED OB b 117z, 14 TI0H IS L KiH
P AN (AN

TRNENIE T3 il T = SBT, CPZ & 4 ity

[EUEz3R L7z, SBT (2.i#c T 1% 708, CPZi
IR CHEBR RLAT I 2 ), SR I3 3200 & U
-7z, FRehHE L 1 0H ~ 6 [ H F T13EE U ENET
Hotz,

Lt, 4mEnSBT1g/CPZ1gn1H2ME, 3HM
D 6 LU MEAHENRER, NRE 6 LLBICKSHN
WIPER - BEARMAME R 13320 5 10T, 72 SBT, CPZ
L LERRIIRZD b o 72, KENEA 2 3H
f, 6 MBS 51 B\ TSN T & (2R
B3 o720, BRI SOBAIZI13 % BIRE L AEY
VETHS,

Lh L, 547 kit Lo 5 LeplTy an7 g
7 LBFERD B s 722 2 &), ARANES£IZ S AT
1 7 LEHERDHEIRT B Z b BDT, FAWLS %D
TNA—=NDEKHIZ OV THET LTI H ST,

ARINGEMES X RNBIEDRE D 54T, KREID
PRIAKIGRIIRTREE % 2 LB,

X Rk
1) Bl M IEw, XMMSE], SRS, wa
i1, KMk : Sulbactam } & (f Sulbactam/
Cefoperazone o> #; 1% #5%, Chemotherapy 32 (S
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4):97~107, 1984 5) Reeves, D.S. & A.]J.Davies: Antabuse effect
2) #HE ., fb: Sulbactam oK 55— #H iR 8%, with cephalosporins. Lancet 2 (8193) : 540,
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PHASE 1 STUDY OF SULBACTAM/CEFOPERAZONE
(6-TIMES-ADMINISTRATION TRIAL)

TeEpPPEI KuMADA
Division of Internal Medicine, Tokyo Women’s Medical College

We did 6-times-administration trials of Sulbactam 1g/Cefoperazone 1g by intravenous drip infusions to 6
healthy volunteers. Drip infusions were done twice a day for 3 days.

In laboratory data, 2 volunteers had a few abnormal data before the trial. These data became normal
during the trial in one case, and were stationary after the trial in the other. No abnormal data caused by this
trial were recognized.

Disulfiram-like reaction was recognized in 5 volunteers who drank next day after the trial. No other side effect
was recognized after 6-times-administrations of Sulbactam/Cefoperazone.

The peaks of serum concentration of both drugs were at the end of drip infusions, and those values were
almost equal in each administrations. At 7 hours after drip infusions, Sulbactam serum levels were trace and
Cefoperazone levels were about 4.5 ug/ml. Urinary recovery ratio of 0—8 hours of Sulbactam was 90-95%, and
that of Cefoperazone was about 25%. Any accumulation was not recognized after 6-times-administrations.



