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Er N BRFT A &) Sultamicillin &K B9HF 78
(BEARRh S & AR NIBEIZ D\ T0)
RE BEE - AR ALE - i #Z.=F K
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KiFbe M

Ampicillin(ABPC) » g-lactamase HZE#| Sulbactam(SBT) N1 2 7 )L#4A%| Sultamicillin
(SBTPO) MARAI% Fvy, FM, SRERAEARRYLAE 100, REEARRYYE 8, ArbigmEs 551, 5236
{23+l C Sultamicillin & 1 [@] 1 $& (375mg) 1 H 2 ~ 3@, 5~12BME#EES 2 /AT T, Z%&h 441,
BB, B 3B, B 1 BIDBEE 21872, RAEDHBL 72 LD 1B TI5Hk %1872, Zo
9 & Escherichia coli 3%k Staphylococcus aureus 1 ¥RIZTIETH - 7295, MiokkiZ 106 cells/ml
I2T50ug/ml AT MIC % Lob L7z, 2Bz TRHWERIZZ (, AFIC & 3 & Bb N LEEFRKRE
ENREL DD 12,

ILERRGAEN 46, BHERFERD IFNZH T, #7581 SBTPC 3% (1125mg) #4EMAE Lo,
fBit, MK, RBEEEE, HED SBT 54 UF ABPCIBEZRIEL 72, FABEIRITPISEEL, NARIZ995
~2357% TT SBT0.1~1.8ug/ml, ABPC0.44~3.354g/ml, REZEREtIZ SBT0.15~2.3ug/
ml, ABPC0.01~9.50pg/ml, HEFEBETI3 SBT0.3~0.4ug/g, ABPC0.01~0.59.g/g, BEkiz
MAR#%75~20057C SBT1.04~2.7ug/ml, ABPC1.92~4. 45yg/ml HhFEEE Y SBT0.4~4.3ug

/& ABPC0.05~1.32ug/g % LeH 72, BEGERSAERIZ 2T 4AH

FEEG], AREZESILH ), AH

DBATIIAREITH 512 b h b b THEBIRFTH D L1 2 B,

B, HEIFREROESERIZEEELC, &<
LEDEME L L Tvr B B-lactam RITEFIL, [T
HARZ FILESNAMENE L UEVRet g

EXEBENBIZESTD, Lo L, EECIR
BV)iﬁ'll:*-H'6@1‘&@@1‘éhﬂﬁ‘ﬁnﬁﬁﬁim EEL AL
o> THepzv,

INHDEEB~DH & L T B-lactamase B E#
PDRENBZ % b, £n—>k LT, 19774 Pfizer #
13 Sulbactam (SBT) #BI%L 7-.

SBT ISR SR ORI E ¢, F LB & L T2 A
K% b4, 19799 Pfizer # T#i7:12BI% & 1172 Sulta-
micillin (SBTPC) 13 SBT & Ampicillin (ABPC) & %
LAT AR SR 141 B-lactam BT 591,

FEOQAMER T, KW, KEEMRLRE, E
RERE, SIS L OB E R AT EoRidT P
CUAHRRIAR, o0&k FIt A A % 6 AT L 72 1% SBT
PCOMBAE RS L7, % 512 — 500 551 TFMATIC
SBTPC %45 T, firh BRI L 724K, MM SBT
BLUCABPC £ @Iz /-, UEn#HER L E TR
ROBFMRA 80T 2,

LB R F Z*

1. fER%A

—#%4£ . Sultamicillin tosilate (SBTPC X B&7)

{t#% : Hydroxymethyl (2 S, 5R, 6 R) -6-
((R) (2 -amino- 2 -phenylacetamido)) -3, 3-
dimethyl- 7 -oxo- 4 -thia- 1 -azabicyclo(3, 2, 0)
heptane- 2 -carboxylate, (2 S, 5 R -3, 3-di-
methyl-7 -oxo-4 -thia- 1 -azabicyclo(3, 2, 0)
heptane- 2 -carboxylate(ester), S, S-dioxide : p-
toluenesulfonate salt
#ERIT Fig. 1o ZTETH S,

Fig. 1 Chemical structure of sultamicillin tosilate
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SBTPC (319794, KE Pfizer # Groton H JHf
Terr ThA 7 2 1172 B-lactamase [ £ &) SBT & AB
PC* X 2T /UEHIZ L - TE—5FHIz 48T O5HF
T2 EH#EN B-lactam FITH 5. KA 25T
$% SBT ¥ ABPC |42 IR % e $ % &
[ARFIZ, DK & V8T 5 SBT & ABPC O4H
Hb JI1EH % ¥AT% L 723840 T “mutual prodrug” &
WOILAHIL VI A TOREITH D, AENIEME LT
TIXEETH ), FBIHRSIZ &) BED S & < WRIL
XL BEDIZT 7 —2I2 L ) Eeh Tk E L
5. SBTPC (5 f i 594.65 14 FI3, HEKNT
ABPC (5-F#t © 349.40) 8L SBT (% 7#233.24)
&1 &%) SBTPC100mg ¥ ABPC58.8mg (/1
i) 1ZHELT B,

A4t 1889 Sultamicillin tosilate # Sultamicil-
lin ¥ LT375mg AT HENT 4 LLa—=T 4> 7
BETH D, EREMT O, LB EHEN
T 57hY R E#E NS oL — b (Sodium p-
toluenesulfonate) I3FEHAKL, EENTIIRBEZ
9, 12EASRZIUARE L TR, #hicHeiEns,
SBTPC I3 EMERFIZ & ) KELMNHEREEIN TV 5
FERITH 299,

2. XTRAEH]

FEFNZ1982F 3 A L) 108 £ TP 8 » AR Kt
Bestites L UMBHZ TiEBE B2 - 72231 2 KR &
L7200 BIVRBE L 86, ABREEIXIHITHS, F
I 7T ENTSHET, BB, hEl4BITH -7z,
ERITIL, SREE LT 2RM5 & OSSR
1060, BB LOHERMEIRRER 76, BELAHFTAE
SYEIEAE - R 16, BrERERICAHFT AIEELS
BITH 5,

SBTPC »#k5-3 11811 £ (375mg) ##20IZT1H
2~3[lBIh-72h, BEERERD L 2BIZFMHET
12 3% (1125mg) % HAY Lovrz, Migik5- 3 NBRASH]
ReL->Th b 1E18 1H2~3EHSE L7,
PR 4 ~ 12HM T, Bk 54644310, 125mg T
o712,

3. BEHAhRNHIE

GRONROHIEIL, BHE, MESEREEmRcL T, &
o BRh RER BN ARG L, BOBOKD
HEZE o572,

EX) (Excellent) © 5 3 HRLINIZ HERERS & Ot
THERDIEEL AN RIS TRABEDEELL 72 Lo,
A5 (Good) & 4 ~ 5 HLANIZHEKD 4L skt £

PR L 72 LD, BREIZ TRARDNE, 7R
LEHNL D,

LXFR (Fair) © 6 ~ 7 HLURIZAEIKRO—ERhsite 3
73R L 72 L), REENBL L7240,

885 (Poor) | 7 HELEASE L TLEEKASEL %vsp
BLL 2L, BREDWLL i o),

RREORED, WEL) TEENIENS L, 4
WEEZ LI, HORBENLL WL n2BI TR
&L, HA LR SRR 212 L ET B 72002,
AR EHRAR— 9 —I2T, &7 7 4 F—#RLH, 4
LFREANz i L T, B 8EE, MICHRIES
SBTPC BL W ABPCIZDOWTHEB Ik »12, TebB—i
DENZDWTUI KRR AZ I Z B W TLIITL 72,

4. K, HEEENIBEERRIORE, RAlERE

SBTPC MR-t B, BRIEBK, i
& SBT B & " ABPC BEEMIERRHI kD & 5 124%
HL 7z, #7dic SBTPC 3 %£1,125mg % $EFE Lo,
Mirhl 2 SRR BREL 72, FARNCHUERIZ 53N Tw
72BETIE, T uHEtEfE B2 L A TE
ML 7z, SEAEMNARL L ) REHEIRE TORR 2 AN, %
727 B ORI K SR L T, M &k
Lz, #ABERRM, ARHERRRTE, MRMEREKIZ % 5
NI IRELT B 2k 04N 72, YRR L 7R,
BEEINEA R X, KEICEEL 2mdE, Bt Rt
FrACOWRY), EHERNC TROKELT LN
CRRANZ =20 TSR L 72, SRHIRERIED
FEEWET 7 A PR S CER AT 24T L TR
SENCHEL 72, ENEEOBMBIIL TOmCTH 5,
SBT 5 £ U ABPC 12411 T bioassay 4= & ) #llE
L7
1) SBT #lsE#k:

HEHHZ B-lactamase EAAEE A L, H 2 ABPCIC
U CEERENRSER E. coli273k, B TIIARE
BNFEE ¥ L v idod ABPC %55z, cup
#7213 disc 1= SBT % %u#ih% B &, SBT MK
PRI, HEho) ABPC & DfESMFIC & ) RER
DFEE#BAEL, ffkdod SBT &2l L 722k
RS N5 2 & %GR L TRl L 7z, filsEfsEtc BHI
FERIEH (Difco) % BV-BSERIC E. coli2T3% 1R, 1
#Z ABPC80ug/ml % /12 T 28°C 12 T 18~ 208 %
R &R L 72,

FREERARIZARIT, KR O B AR RHRISEFIC 12 SB
T 0.1M phosphate buffer solution, pH6.0(PBS)
FRREERESRL 2 HIV s, R ORHRIE I3, b b IS
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£ ARMREHERRIE A F O TRRRL 72,

- oEONERRIE PBS BisHiiET0. 2ug/ml,
Jﬂlﬁﬁ@ﬂﬂﬁ&f‘l T0.4u g/ml Th-71z,

9) ABPC Bl

ABPC ISR . 5> SBT 121343 & A LT
#% LoH& L\ Micrococcus luteus ATCCI341% KR
=H ¥ 5 bioassay I THIEL 72 £ NRERFZ
PBS et T0.01pg/ml, MERHERMIREIZ T
0.03ug/ml TH -7

I #® & K &

Table1h 5 Table8IZ 2N HDEER A2 LH L 72,
Table 113 & B EEPAEARYAEIC BT BERIKAIR, Ta-
ble AMBE RIS B50R, Table Iz 21 HE
KB B IERE RIS KT B EERANR, Table 4i3%&E
BEEKMREN E & &, TableblZsrBEX N7 EEKEN & B&
REENBEEL L o> 72, Table 6i3 FliFic BiT 5K
FIMBRIEOREIT 3 L UIEERENIBRE, Table 7iCi3 &M
HERIC BT B NREDRANRE % kB L rhEERE T
BRELHERZLHL, TableSiIZIZEERRARES Lo
L7z

LT, REFNCRETREEC DV TN,

1. KR8, SRETHERSEY R

Table L2 LH L 721060l D TRRETL 72, 8 Bli3
REE 20D NBRBETH D EMT A LN 644, B6
% K4HTHS, 10118 (375mg) % 18 3EHES
H20), Mo 8BIiE 1 B 2 EHES TH -7z, 5z
SHPL12HETH B (F47.2H),

REGITIE, ABSAEBIOSIIREAZEIC & 2 E5E FHEGIKY
BIORR 2 B, SMBRIRG: 2 5, BoUllg, haEGNR, &
BT O RIEDIE & 1 6, FUREMT %O BISREAS R
LB, W 18, BHIURA 1BITH 2, RAHNTH
SIS O BITRBIMBBERL T - 7255 55 5 23
13 ABPCHitt T SBTPC 2t % L v L 72, =~ hizd
E.coli 3% S aureus 24 T4 5.

BRRARITER 26, AR 5B, XA 2 B, e
IBIThH 0% EBNIE S. aureus BB T 72, %
RN FERALIES) 15 & CBIRFASERED 2 5, )

PUSERRPAZERERI T 12, LT T ORI DV THE
LT3,

3. 42, ik, thES58kg

WEMISBE 3 H22H, Al Medullary tubular ad-
enocarcinoma |2 THRI& VIR & W61 T, ism3ms FL
WChoten 4 AI0BEAL ) BIM- OB 2 o, 4 17
BBt 2 4, 88, ABPC1 .5g 542 LR

Feil, 5H2HLY) SBTPC375mg 1 H 3 @& 542
EEY 5, WHARIEME CRREIITHTH > 72075 1
SR THERDEL 2380 % L, 7T 5720083
EHEL 2,

FER) 8. 354, Bt KE60kg

AEFI494 3 H, i THPAZEMBIRARIC T, RSN
ren i UM, EREERTRAEE IR A ¥ 5 L, R
B A C D22 L, 586 A27H AR, 7 A18H, X
KERUIKT % FEITL, ik CMZ 2 g 1 B 2 [ SiEssEc
TG L T rzny, BIRY B8R 2 LR, #1
<22 L, 9A26HL ) CMZIZ & NiG#L T
b5 BIEY S faecalis " BEE Nz TI0RA12H L )
SBTPC375mg 1 H 2 B#& 52 LEL 72. MIC i AB
PC, SBTPC & 43.13ug/ml Th - 7275 HeRIZisd
B3, EBRE LSRR L 72DATH - 72D THEH & H
EL72e AGEGUIBRAZEN 725D, BLBEANEKEIFEAT
DRRDIDIZEN ThH 122 EZ LN,

HEF 10, 304, Bt KE71kg

BEFN534F 3 A RAEOM TR PAZESSIIR % T, 57F 1
H, KRYM, 584 8 A 29H AIEREAEN HERL i % Wi T
5 LEEL, CMZ 4 g CBPCl0g FiZ Tt L T\
7, —BFELE S LERL, BEEERIC L) S faecalis *
1#72HTI0H108 L ) SBTPC375mg 1 H 2 [@licEE
L7z, HI2x$ % MIC 13 ABPCO0.39, SBTPC0.78ug
/ml Toh 7295 BOWNIELD 12 HHERH =i L 72
NHBTH - 12D TRRBshE HIE L 72, AR L Al &
[EUEMATAED T2 DIZRRFN L E T2 b D EEZ L
5,

2. NEEREYAE

Table 2128&T L 72 8 BINEEKRARE LoHL 72, 5
IZHEBIL1A 5 14D 4 B KT L T, BRARRISRARETHC T 1412
BEAT L 72 T c R L 22 L 52 SBT B L U
ABPC MHEitH L OB EEENIBE % LoH L 72 (Table
6).

FRIA2F L) 75, B3, LSBT, 1E375
mg, fEFI120A4 1 B 3EHES T, id 1 B 2 ks, #%
L6 ~ 9 B (FHT7H) ThHb, &HEREE
L T a2y, fEGI4E, BB L ORIEFICRAEE
LT3, FEFIL2E 15IZVERIGZ BHFL TH Y, EFI12
13 & SICHFREZEE, FEBI18IMEIERF R % AHFL T 5,
F 725EBI12 8 T4USHHEEN PRI T Ah 1), fEFI1812
PUE T % Lov L Tz, RREDGEES MBIl FE5)
11, 120 2 ¥y SBTPC H5RICNEHZ T 2
Lotz b TAGIl Y TICE N 2 L DT Focoli %



398 CHEMOTHERAPY JUN. 1985

Table1 Clinical efficacy of Sultamicillin after oral administration on infectious diseases of skin and soft tissues

Case no., Sultamicillin treatment Isolated organism Clinical
age(yr), Di . " Daily dose, MIC108, 10° cells/ml and
sex and 1agnosis, remarxs duration(days), (ug/ml) adverse
body weight total doses, Bacteriological effect effect

1. MA Left acute mastitis, (outpatient), 375mg %3 S. aureus Excellent
22F, Incision with drainage, 5days MIC 25.0, 12.5 None
52kg Before SBTPC treatment, effect of 5,625mg ABPC>800.0, 100.0

ABPC 2.0g p. o. for 3days was poor. (+H+)—= (=)

2. YY Abscess and fistula of sacral 375mg X2 E. coli Good
64M, region after rectal amputation, 7days MIC 12.5, 6.25 None
62kg rectum cancer, (outpatient), 5,250mg ABPC 400.0, 100.0

Before SBTPC treatment, effect of (+H)—=(-)
CCL 1.5g p. o. for 7days was recurred.

3, SY Post-operative ulcer of left chest 375mg X 3 No growth Fair
42F, after mastectomy, left breast 7days Unknown None
58kg cancer, (outpatient), Before 7,875mg

SBTPC treatment, effect of ABPC
1.5g p. o. for 17days was recurred.

4. AS Abdominal abscess after 375mg X2 E. coli Good
7F, appendectomy, perforative 7days MIC 6.25, 1.56 None
35kg appendicitis, (outpatient) 5,250mg ABPC 100.0, 25.0
(+H+) = (=)

5. KK Wound infection of left elbow, 375mg X2 S. aureus Excellent
12F, (outpatient), Before SBTPC 5days MIC 1.56, 0.39 None
45kg treatment, effect of BAPC 1.5g 3,750mg ABPC50.0, 6.25

p. o. for 5days was poor. (+H+)—= (=)
6. MW Infectious wound of right foot 375mg X2 S. faecalis Good
™, (outpatient) 7days MIC 1.56, 1.56 None
30kg 5.250mg ABPC 1.56, 1.56
(+)—= (=)

7. SO Facial furuncle(outpatient) 375mg X 2 S. epidermidis Good
55M, 5days MIC 1.56, 0.39 None
55kg 3,750mg ABPC 6.25, 0.78

(+) = (=)

8, OS Infection of amputation wound of 375mg X2 S. faecalis Poor
35M, left foot due to bilateral 12days MIC 3.13, 3.13 None
60kg thromboangitis obliterans, Before 9,000mg ABPC 3.13, 3.13

SBTPC treatment, effect of CMZ4g (++) > (+H)
i. v.d. for 15days was recurred.

9. KN Abdominal abscess after 375mg X2 E. coli Good
43M, gastrectomy, early gastric 5days MIC 12.5, 6.25 None
68kg cancer, (outpatient) 3,750mg ABPC 100.0, 50.0

(+)—>(=)

10, SN Infection of amputation wound of 375mg X 2 S. faecalis Fair
30M, left foot due to bilateral 12days MIC 0.78, 0.78 None
Tlkg thromboangitis obliterans, Before 9,000mg ABPC 0.39, 0.39

SBTPC treatment,effect of CMZ4g ()= (+)

i. v.d. for 15days, CBPC 10g i.v.d.
for 28days was recurred.

p. o. : oral administration, i.v. d. : intravenous drip infusion.
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Table2 Clinical efficacy of Sultamicillin after oral administration on patients with biliary tract infectious diseases

Case no., Sultamicillin treatment Isolated organism Clinical
age(yr), . . Daily dose, MIC108, 10° cells/ml and
sfx :nd Diagnosis, remarks duration (days), (ug/ml) adverse
body weight total doses Bacteriological effect effect
11, TS Acute cholecystitis 375mg X2 E. coli Good
60F, with cholelithiasis, 7days MIC 12.5, 6.25 None
54kg Before SBTPC treatment, effect of 5,250mg ABPC 400.0, 100.0
ABPC 4g i.v.d. for 4days was (+)—= (=)
good, and BAPC 1.5g p. o. for
6days was recurred.

12, TO Subacute cholecystitis with 375mg X3 (before treatment) Good
42M, cholelithiasis, diabetes mellitus 9days E. coli None
70kg and liver cirrhosis, 10,125mg MIC 3.13, 1.56

Before SBTPC treatment, effect of ABPC 6.25, 3.13
CEX 1.5g p. o. for 7days (+H)—(—)
was recurred. (after treatment)

P. anaerobius
MIC 0.39, 0.39

ABPC 0.2, 0.2
(=)= (+)

13, TK Subacute cholecystitis 375mg X2 No growth Good
50M, with cholelithiasis 6days Unknown None
73kg 4,500mg

14, HT Subacute cholecystitis and 375mg X2 No growth Good
52F, cholangitis with cholecyst- 8days Unknown None
49.5kg  choledocholithiasis, 6,000mg

cholecystectomy with T-tube drainage

15, KM Subacute cholecystitis 375mg X2 No growth Good
T5F, with cholelithiasis and 6days Unknown None
45kg diabetes mellitus, 4,500mg

16. KW Subacute cholecystitis 375mg X2 No growth Good
48F, with cholelithiasis 6days Unknown None
52kg 4,500mg

17, TO Subacute cholecystitis 375mg X2 No growth Good
53F, with cholelithiasis 8days Unknown None
kg 6,000mg

18, MO Subacute cholecystitis 375mg X2 No growth Fair
4M, with cholelithiasis and 6days Unknown None
5kg chronic hepatitis, 4,500mg

Before SBTPC treatment, effect of
CBPC 5g i. v. d. for 7days was fair

P. 0. : oral administration, i. v. d. : intravenous drip infusion.
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Table3 Clinical efficacy of Sultamicillin after oral administration on patients with acute peritonitis due to

appendicitis
Case no., Sultamicillin treatment Isolated organism Clinical
age(yr), Diagnosis. remarks Daily dose, MIC108, 10° cells/ml and
sex and ENOSIS, duration(days), (ug/ml) adverse
body weight total dosis, Bacteriological effect effect
19. MH Phlegmonous appendicitis 1,125mg X1 No growth Good
14F, with localized peritonitis, lday Unknown None
50kg Between SBTPC treatment, 375mg X2
CET 2gX1, i.v.d.for 2days 5days
4,875mg
20. YN Gangrenous perforative 1,125mg X1 E. coli Excellent
14F, appendicitis with localized lday MIC 12.5, 6.25 None
47kg peritonitis, Between SBTPC 375mg X3 ABPC 400.0, 100.0
treatment, LMOX 1gXx2, 4days (+H+)—> (=)
i.v.d. for 2days 5.625mg
21, CM Gangrenous perforative 375mg X3 E. coli Excellent
67F, appendicitis with diffuse 7days MIC 1.56, 0.78 None
59kg peritonitis, Before SBTPC 7.875mg ABPC 1.56, 1.56
treatment, effect of CET 2g X2 (++)—=(-)
i. v.d. for 5days was good, and
CEX 1.5¢g p. o. forbdays was recurred
22, AY Gangrenous perforative 375mg X2 S. faecalis Good
22F, appendicitis with localized 8days MIC 0.78, 0.78 None
59kg peritonitis, Before SBTPC 6,000mg ABPC 0.78, 0.78
treatment, effect of LMOX 2g X2 (+)—=(=)
i. v.d. for 10days was good
23. RH Phlegmonous empyemic 375mg X2 E. coli Good
17F appendicitis with localized 6days MIC 3.13, 1.56 None
54kg peritonitis, Before SBTPC 4,500mg ABPC 50.0, 25.0

treatment, effect of CMZ 2g X2 (+H+)—(-)
i.v.d. for 4days was good

p. o. : oral administration, i.v.d. : intravenous drip infusion.

Table4 Summary of clinical efficacy after Sultamicillin administration

Diagnosis No. of Clinical effect Efficacy

cases  Excellent  Good Fair Poor rate (%)

Skin and soft tissue infection 10 2 5 2 1 70.0%
Cholecystitis and cholangitis 8 0 7 1 0 87.5%
Acute peritonitis 5 2 3 0 0 100.0%

Total 23 4 15 3 1 82.6%
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Table5 Correlation of clinical effects and isolated organisms after Sultamicillin administration

Isolated organisms No. of Clinical effect
strains Excellent  Good Fair Poor
Escherichia coli 8 2 6 0 0
Streptococcus faecalis 4 0 2 1 1
Staphylococcus aureus 2 2 0 0 0
Staphylococcus epidermidis 1 0 1 0 0
Total 15 4 9 1 1
No growth 8(cases) 0 6 2 0

One strain of Peptostreptococcus anaerobius was isolated after sultamicillin administration.

&7,

BERAEIIER T Hl, B IBITH 72, H
BT A % AFL T 72fER18TH B, LITHT
DEEPNC DV TBREET B 2 L 2§ B,

EFIL 604, i, KES54kg

REFI58% 4 A29B A L ) A HIEEEL BN, IBREE
R_naiegEs s LC ABPC 4 g NEiFiEHELZ
T8, BAPC1.5g DPRRIEHR % T T2 hER
L, SA9BAKT 2, ALIEMHMERE aRE &
#H'HY) SBTPC375mg 1 B 2@ik5i2 k), 4H
KTERIGER L AR E e L 72, 5 A 178 IR
EWATL724% F7AT SBTPC 3 %¢1,125mg % A
Lo, iR L 7208it, §EEBE SBT 44 U ABPC
BEABEL 72, ZO%ER% Table6iz Lo L 72, FEFI
UNERENZAII TN, IEAER T, PRSI
REOBAEL, MEEIEHIGEETEEL T, &%
WELTSATED+ZHIB L D E. coli 187215,
FHEOBBIRH OERIIREN T, RABONRE D
12,

EFI12, 42F, Bt KE70kg

BEAIL ) FFELSHE, WEFRARIC CIAREE ST T rens,
S8F 3 A 8 H LA H ), PR HISHES 7z, BEEE
ROEHEE LT CEX1.5g D5 % 51 —Bs8th v
bARL, 3A158 LY SBTPC375mg 1 H 3 Eo#
FERATL 72, FSERISPSEETL, GOTSS GPT
1054725 SBTPC i&##%, GOT45 GPT40#
U7 3 BizToetkiaset U AN & Bl L 720 IRHC
B+t ®IZ &Y E. coli #1872, 3 H24H
FREMATL 2205, FHIZ AL 2 2L, MBHEEED
T8 T ORI % 2272, i SBTPC 3

SR MEAE Lo, BRitE L OEEERE) SBT, ABPC 2
ErBIEL 20, ZOBGELY Table6icLoHL7z, 2D
FEB)I3 FFEEN IR T % 32D 12 A ARG I3 E+ 32
&, SBTPC DIFEREIZN T 2 BBV LD L HE
FEENTZ, FRBFOREITHEERIC T E. coli I3iHKL 722°
LED P. anaerobius HiBH LN, BRRLIZLNEH
ZHih,

FER13, 504, Bt KE73kg

S5THEI0AE & W IBA » {53 N T3, 584 4 A 58
AWE, B ORI, B Sth s ) SBTPC375
mg 1 B 2BHE52 50 3 BIC THEEKER L A% & HE
L7z, 4 H12BFMix 54T, #iA7 SBTPC 3 fE% A
UBBI s & OREAEEE PNIBRE % BIE L 72, AREBII 3 o)
&N WEHIEIREORAT R 2072 0%, ZOFERIZ Table
6zl 7z,

fER14, | 5274, i, K&E49.5kg

58%F 2 AL N HHEREREE L BANHAE X RS 1,
5 EAgEREIC TEEE 51T T 5%, 58F 3 A19H ABE,
BENHEHE, EHEH»'HY, GOT115 GPTIISTH
~72%"SBTPC375mg 1 B 2 BlIi%5 % HfrL 72, 4 H
I TRERIZERR L AR S HIE L 72, HFHSARIZ GOT24,
GPT45k[lfE L, 4 B 7 HREFERGHMT & /NEROFER D
FLIEERIZ A L T, BIEE YR, #AHE#% T-tube
1243 FL+—2 2HATL 72, F0mi1 SBTPC 3 88% 1§
e Lo, firpiREL 72588H2 & 5 SBT L ° ABPC
BELBIELZ, £0FR% TablebicLoH L 72,

FEBI12 & FEREC FFREIET 23260 % b, AAlGHHIC
BEH L, SBTPCIIFRHIIFEREICHBII L WERITH
vz L,

FEBI18, 44, BN, KES55kg
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58F 8 A11H, A HEHEr S ), IBRELERHIN
8 A13H ABE L 72, FFHEEEDIETA'H D GOT102
GTP150% LebL, CBPC 5 g SUshkEIC & 1) EESD
BRE LT hy, —REEERe 2 LEREL 8 A22H LY,
SBTPC375mg 1 H 2 EOMBRIZEE Y 5. 5 HIEENR
137 DB L 725, Efd & UBE DRI T4
L, AR HEL 22, 9 A 1 B, FREMITL2AY
BROIE, FMizPHEET BEEHOREEEIIENE
Thot2n, BHPICPHFROBMERNFFE L DT,

3. BMERERIC L B BMEAERR

Table3i= SBTPC %512 & 3 BARMR OIS Bk
% L& L, Table TiTIHERI195 L 1120, &SIt 161
DFMEIC BT BBk L O hEEEN SBT, ABPCi#2

E#LoL7z, SBTPC &% MANCHSE L, ek
FIZIRERL 72,
FERILAT L 67, SBIHT, HFEYRME LY
IZEEBI9% bRV T, IR FLF—C 26 L Twv 3,
SBTPC D& 5-13fEBI19, 2013 MTRTIBERIZE D 726512
SBTPC 3%t (1,125mg) &5 #%FMEMITL, #ig?2
BRSO PUE R & SUBRREIC THEA L, 291 SBT
PC DMBRICEE L 72, FEFI21~ 237 3 B3tttk &)
fER#%IC SBTPCICEE L 72, %5412 5 ~ 8 HRE ¢
»5b, REEDOTEES NIZEEBNL 4 BIT E. coli 3%, S,
faecalis 1%k% 18725 ABPC fittE T SBTPC &St
BRI E. coli 2¥RTH ~ 72, BEARNFRIZER 26, B33
BIT, BN, EHENL L 72,

Table6 Sulbactam and ampicillin concentrations in bile and gall bladder wall from patients with
biliary tract infection after oral administration of 1125mg of sultamicillin tablets

Case no. Time after Concentration of
of Diagnosis, remarks oral administration Sites SBT ABPC
Table2 (minutes) (ug/ml or ug/g)
11, Acute cholecystitis with at 84min  Gall bladder bile* 0.15 0.01
60F, cholelithiasis, at 85min  Gall bladder bile* 0.15 0.01
54kg cystic duct was obstructed, at 9min  Common duct bile 0.15 1.10
gall bladder bile was at 100min  Common duct bile 0.15 2.18
“white bile”, at 112min  Gall bladder bile 0.15 0.02
inflammatory degree of at 112min  Gall bladder wall 0.30 0.05

gall bladder wall (++)

12, Subacute cholecystitis at 90min  Gall bladder bile 0.20 0.14
42M, with cholelithiasis, at 90min  Gall bladder wall 0.40 0.01
70kg diabetes mellitus and at 102min  Common duct bile 0.20 0.80

liver cirrhosis, at 105min  Common duct bile 0.20 1,07
cystic duct was opened, at 106min  Common duct bile 0.10 0.44
inflammatory degree of at 165min  Serum 0.40 0.03
gall bladder wall(+)

13. Subacute cholecystitis at 135min ~ Common duct bile 0.50 0.52
50M, with cholelithiasis, at 136min  Common duct bile 1.80 3.3
73kg cystic duct was opened, at 140min  Gall bladder bile* 2.30  9.50

inflammatory degree of at 148min  Gall bladder bile 1.00 3.5
gall bladder wall(++) at 148min  Gall bladder wall 0.40 0.59

14, Subacute cholecystitis, at 207min  Gall bladder bile* 0.10 0.40
52F, cholangitis with cholecyst- at 230min  Gall bladder bile 0.10 0.49
49.5kg choledocholithiasis and at 230min  Gall bladder wall 0.40 0.38

obstructive jaundice, at 23lmin  Common duct bile 0.10 1.19
cystic duct was opened, at 234min  Common duct bile 0.40 1.36
inflammatory degree of at 235min  Common duct bile 0.10 1.59
gall bladder wall(++) at 255min  Appendix wall 0.40 0.05

*The gall bladder bile was collected by puncture during operation.
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Table7 Sulbactam and ampicillin concentrations in purulent ascites and appendix wall from patients
with acute appendicitis after oral administration of 1,125mg of Sultamicillin tablets

Case no. Time after Concentration of
of Diagnosis, remarks oral administration Sites SBT ABPC
Table3 (minutes) (ug/ml or ug/g)
19, Phlegmonous appendicitis with at 75min  Appendix wall 4.30 1.32
14F, localized peritonitis, at 75min  Purulent ascites 2.70 4.45
50kg  organism no growth
20. Gangrenous perforative at 195min  Purulent ascites 1.04 1.94
14F, appendicitis with at 197min  Appendix wall 0.70 0.20
47kg  localized peritonitis, at 200min  Serum 1.23  0.66
organism in pus E. coli at 200min  Purulent ascites 1.38 1.97
MIC SBTPC 12.5, 6.25
ABPC 400.0, 100.0
UFETOEBIZDWTHEEET 5, FE22, 22F, & RESkg

B9, 144, i, #KES50kg

58 4 A12H, B#AL ) A TIEEMEY R KBE, Bt
BRLER AR, BNHFMEHATL 72, RSB K
KR TR A 2 20F 5 L BB LIS 82
BThorz, FHHL MGPIBEERIES & O &A%
AT HHET SBTPC 3% (1,125mg) $& 5 14
YRESEATL 72, S L UK SBT # £ Uf ABPC
REIS Table iz Leb L 72, FHr4EMH%1- CET 2 g
¥ AEEHE, FMRAOAER CET 2 g & Sk
&, FHEA LY SBTPC375mg 1 A 2 (8] 5 HFHE
FLlr 3HICTREKIZINRL, ARhE HEL 7, &%
BISEOSEEIEH N 7= TH Th B

120, 144, i, kE47kg

RBP4 & 0 A TIRERE S D, W% 1% - T 584 4
R258 ABe, Ffi% #6471 72, hEEI$shoEmc TILL,
WIS & A L TV 72, TR SBTPC 3 35448
RELS, fiihiRi L 22508 L ) SBT 5 & ° ABPC
REZREL 72, 2 0#RIE Table iz Lod L7z, Mg
FHEBLL0EE LMOX 1 g 1 B 2 Eo &
EWATL, 4A278 LY SBTPC375mg 1 H 3 BN
WZEL 22, PORRBEIE 3 B IC CHEERIZIE (L L 25 >
HELZ. RABE L TSRO L) E. coli
13124 ABPC 2 I2iith, SBTPC I=1210° T12.5,
10°T6. 25ug/ml OREEPEZ Lon L 72, 4 A28H sz
HEMETEIMR L2 b0 e £ 2 514 A208, FL—
Y EREL B,

584 9 A20H, FILMERER, BRFMMERLIC ThE
Yk, Fuv—2 21T, Mif%108M LMOX 2 g 1 H
2 Al SRR & Y IR R OEE X AT L 72, LMOX
I2& D BRI LR L 7225, L E0HERHYH N 9 A
30BDEEFEIZ S. faecalis % 2&>72D T SBTPC375mg
1H 2RBINARICESE L 72, 5 BIETHERIZIZE L BXh &
HEL 72,

4. WEFINFE

Table 4i2 SBTPC DEEKRE#EE*  EHTLHL 2,
Table 52135788 & EERAHROBIRE Lev L 72, £
2360k, FExh 4B, ARIISHI, RRERN 3B, Esh 17
(F5h#82.6%) %387z, SBES NI-REBIZISKRT,
SPIHEEETH 7205 E. coli 8%, S. faecalis 4%k,
S. aureus 2%k, S. epidermidis 1%k %1572, 8 BlixEaLE
FEM CREABIITETH S, THED O B S, faecalis
D 2BRIIBEEEINT, ROV L0085, BRI T
H-712, TEEED 9 H ABPCI2100. 0 g/ml LLEiwt
HHEI E. coli 3% S. aureus 1 Bk TH 7255 SBT
PCIZIZWTNLREEMEZ Lo L7z, 72, E.colin 1
¥kix SBTPCiAHEEABRAMEE D P. anaerobius DY &
IR EZD72,

Table 82 SBTPC #&5-Ri £ DERKRAERAE T £
EDTLHL 72, SBTPC #5RINRRERHE THBED
KTHETEDHNED, REFESIZ & DB 756
13%<, 22 BRI THLRI KRGV ERETH -2, &
BB WTSBTPCIZ L 2 L BN 2BERRAENR
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FIIZHLNT, Tt TTLAX—, BRA
HLeER, WRERRFORWERIZED SNLh 12,

5. SBTPC #5440 NABSABE

Table 6, Fig. 21 BBERRBEEIZ BT AREITE L UHR
WEXNME %, Table7 Fig 32122 HRFERICBITS
fakE & O RERNIBE % SBT 1 L " ABPC IC 58
BEL TORL7z, &6, Famis SBTPC 38 (1,125
mg) FHEAE Lo, MR EIRER L TRIEICHEL 72,

LRIk R A B RET 5,
1) mehis

PMIAR1%£165%, 200570 2RETREL 7212 &
#¥SBT f#130.40% & U°1.23xg/ ml, ABPC1E (3
0.03# £ 1Uf0.66ug/ml ZLedL 72,

Table8 Laboratory findings in patients before and after administration of Sultamicillin

2) KAREERE T AR R
402 B THARIZI9TH 5235512 b2 ), 10k
iz OV TRE L 724 SBT f#130.10~1.804g/m]
(FF40.37+0.55ug/ml)
3.35ug/ml (F#91.36+0.954g/ml) % LsHL1e,

3) BEFEAR TR
—IRi: FirhOIBEEZF R L D, B E Rz

s8>, ABPC1#I20.44~

RIS RELAERE L )RR L 72, PEEEEOENEEIC L
NKENSH, PAEFITIHEHEE LoHL, BIEFITi
KARERRIT & ) LB EOTERIATE LoT e
» 5, EFNIDERERAZESTIZ IRELAEL T
SBTO0.154g/ml, ABPC0.01~0.02¢g/ml (F#
0.01+0.01xg/mD % LebL 7z, o 3 BlIIBAHHIT

Case no., RBC(10*) Hb(g/dl) Ht(%) WBC S-GOT S-GPT Al-phos  BUN(mg/d)
age, sex B A B A B A B A B A B A B A B A
1. 22F 455 450 14.3 14.1 39.5 38.5 10,500 4,500 15 25 20 15 6.3 7.1 18.0 9.8
2, 64M 500 485 15.8 15.3 42.0 40.0 7,500 4,500 35 25 25 20 7.1 6.8 9.8 8.5
3. 42F 445 441 13.8 13.7 38.5 38.0 7,500 5,500 35 25 20 15 7.6 6.7 10.1 9.8
4, TF 445 450 13.1 13.2 39.0 38.5 8,200 4.500 13 10 7.5 9.8 9.6
5. 12F 438 444 13.7 13.7 38.5 39.0 7,900 4,000 15 10 6.8 11.0 9.8
6, 7M 485 480 14.1 13.9 38.5 39.0 6,500 4,000 20 18 9.6 10.1 11,3
7. 55M 495 505 14.3 14.1 38.5 38.0 7,800 5,000 10 10 5.6 10.1
8, 35M 410 426 13.6 14.1 39.5 43.0 8,600 8,500 35 19 25 13 5.3 6.3 18.0 12.6
9. 43M 485 470 13.6 13.5 41.5 40.0 6,800 5,000 25 20 20 15 5.6 6.8 10.5 13.6
10, 30M 480 493 14.8 15.6 45.5 46.5 8,000 8,400 73 56 82 54 16.2 15.3
11, 60F 435 448 14.0 14.1 43.0 46.0 7,500 4,400 25 15 15 11 7.1 6.0 10.8 9.7
12, 42M 425 445 14.6 13.9 40.0 39.5 8,700 5,000 88 45 105 40 8.9 6.5 18.0 13.6
13, 50M 475 462 14.6 14.5 44.0 43.0 8,500 6,600 35 19 30 31 8.3 7.6 89 7.6
14, 52F 497 427 10.7 9.5 35.0 31.0 7,700 6,300 115 24 115 45 30.6 12.9 16.2 13.5
15. 75F 437 450 13.9 13,7 40.0 38.5 8,700 5,900 21 15 12 10 4.8 5.6 10.1 11.3
16, 48F 455 439 13.6 13.7 38.5 37.5 7,900 4,500 25 18 20 10 7.6 6.8 11.3 9.8
17. 53F 434 425 13.7 13.3 40.0 37.0 8,500 4,500 35 18 25 15 7.6 5.4 10.3 9.6
18. 44M 485 470 14.6 14.3 39.5 38.5 6,800 4,000 50 25 40 20 7.6 6.8 11.3 10.6
19. 14F 445 450 14.3 14.3 43.0 40.0 16,500 5,000 15 10 10 8 7.6 6.3 8.9 10.1
20, 14F 465 455 14.5 14.3 43.0 40.0 17,800 5,500 15 10 10 8§ 7.6 7.3 150 9.8
21, 67F 355 380 12.6 13.1 43.0 37.0 15,600 5,000 40 25 30 20 5.8 3.9 19.5 8.9
22, 22F 435 445 13.6 13.7 38.5 38.5 6,500 5,000 30 20 25 15 7.6 5.4 10.1 9.8
23. 17F 450 460 14.1 14.2 38.5 38.0 5,600 5000 25 20 20 15 5.8 6.3 10.3 9.8

B : before, A : after treatment of Sultamicillin.



voL. 33 5—2

CHEMOTHERAPY 405

Fig. 2 Sulbactam and ampicillin concentrations in
serum, bile and gall bladder wall after
1125mg oral administration

Concentration
ug/ml or g SBT ABPC
10.0 13 [ ] O Common duct bi
o A 4 Gall bladder bilc
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SHIKTHIEL SBT0.10~2.30ug/ml (0. 74+
0.32ug/ml), ABPCO.14~9.50,g/ml(F#)2. 82+
1.20ug/ml) Th-72,
1) IEREEE
APITRIE L 7245 SBT0.30~0.40ug/g (FHy
0.38+0.184g/g), ABPC0.01~0.59ug/g (F¥y
0.26£0.13ug/g) %3272,
5) BBk iR
RIEMER ) 25 & ) AR 1£755 ~ 2005 % T 3
BRIKERFEL T SBT1.04~2.70ug/ml (FH1. 71+
0.98ug/ml), ABPC1.94~4.454g/ml(¥#2.79+
1.48ug/ml) %7572,
6) ey
BEEFMICEE L TR L 22551 1400 B2 JogE
DL VRECTH B b, WIRIE2555 1 T SBT
0.40, ABPCO.054g/g % Lob 72, ZHUKL T2
HABROBEHIITI, MIR%75% T SBT4.30,
ABPCL.32ug/g % s, fEBI20TIAMARI%1975 T

SBT0.7¢, ABPC0.20ug/g L EiBENKAT % B8
72,

Fig. 3 Sulbactam and ampicillin concentrations in
serum, purulent ascites and appendix wall
after 1125mg oral administration

Concentration
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1. % %

PAERIDBRNR A RETT 212872 5 T, FREGSE
BENERREDTHERIE, €HERNXT 55 FEM
HBE (MIO) OFEZTHL LIz, BEICEELR
ATEHERNREORE 2T 2 Z e B Z b T
5, ZOMEEDLEDRIHEMNENRE S Z DEFITHRE
LIS TEERTH D, & BBV E T 2 BY%
RiZBIT 2 ERBELRELIFIUE, L USERATHA
9o (LFBERATEFO AMENIZ BT IR, HEtHEHEE
13, MABEOHERS, RE Y OFEEENEC OV TRES
NTBE0D—ETH B, HERDRPSENEFELH
By LTwaLlE BREETARYSRENBE, &I
ZOBEDNBETH DL L2 b, Ll Zhx MERIC
BOWTKRET 5 Z LIITAETRET, &5#N—84ET
DIBERRFED SEOYREIC & - THRETT 2t % <,
IS DRRHIEENTERIBEORET L EERTH B
vz ko,

GHET, SCOFRBIZL T, FEDILFHFEH
DANKNIZ BT 5 BFEAT, MHENBEOREL B 27
DT 1930 MHEPNR IR 2 X ke TR
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ENTNBZEH S, BRYIFHEE - T BHHME 72
IR ZIFM T E BSIBHTRLSNTEY), Z0HE
TLERNRFIIAERTH D L2 &), FRIT~DH
HRATORFEIL, BE, BEFNIEEERRE, 50
i3 T-tube = & 20B%E b L +—UREOBEE T & -
TBI b T b, FREHISEITT 2 BHRBITORE
IIRREMC & 222803 H DY, REDFHFIEL T 5 AEKD
REEEE2 ZNE AL TUBLNT, L) EREYSH
bl L9, FIBEETA~OBATIE, FMmLHC
ISRFETRE CIREERICHT 2RETTIE, RIREFIRHOR
FENDLVEBNLERIDH DL L2 b, BYERRICE
T 2B~ OBATL AT, FRRERERL 720D
PHEEHETH), L LERHETH > THLRIFNICRE
LB ERTHA ), 1B, HEFIIAKIENT
Filh LR R W REERETH ), TN HOHERIE
EORIES, BYYREZNLNTHBIDIBHTHE
HTHb L2 5,

SBTPC 1319794 Pfizer #BF 7 g-lactamase i
ZE%|SBT & ABPCHOZ X T NEEEASEITH 5 55,
SBT #* ABPC # gB-lactamase € 4 & 7 B-lacta-
mase {EF # TNegANCEET 572612, ABPC NHH
xR, SFERRARTERRICXT 25 N3, ABPC
IZHAT, MICENKTIL E. coli, K. pneumoniae,
A > F—NBE1E Proteus B & U B. fragilis |28+ L T4
IZEBHTH Y, Staphylococcus, Citrobacter B & U
Enterobacter 123t L TH MICIENETH»#H LN S
FEHTH B, L7zhi-> THERNDED B-lactam HAEH] &
L T SBTPC DHEH AR + 7 LUBERIZE L %
5TV B 91,

ABPC 3BUER LI HFHEN TV AROB L Ui
5TH g-lactam FID—>TH 2 %%, BOFSIZBNWT
13, BOARREE BEBEE S SN T3, AB
PCEIZXTMET A LiCL N ZoRkarkEL, &
IS TESERID ABPCIZE{LR LB Ei1c LY,
—EEVCHENE LoT Lo s LT, Talampicillin
(TAPC), Pivampicillin (PVAC), Bacampicillin
(BAPO) % EH BRI N T 5, FELDLIEIZKRETL
72 BAPC oR#IZ L U BAPC MARBR O I Fhif B 3,
&N ABPCICHA~R2ELIEISEL, Larbe—71E
IEY AR D B < 3057 ~6057 & %> T2 3, BAPC
500mg MAREFOIRIL & 1172 ABPC DIEHAATIE, #HI8
7 ABPC MNAREFHS trace £7213 T AR TH BICHTL
T, PRk 1 RERME TIIARRE T NARIT4 . 4145 .52, g/
ml(n=9), BBFEEPAZA 14 5 IEBEMNABIT0. 1740, 15ug

/ml(n=5), FEBAZEBIIZT5.77+5. 68ug/ml(n=6),
ABFEEEPIRZ0.1740.09ug/g (n=10) 2 LS 12, 3
72 IR 1 BRSNS DBATIZ0. 690, 50,/m]
(n=4) 2LoOL, REE~OBITIIBED trace %
FrVT0.20%0.12ug/g (n=11) %3878, 3480
SBTPC WAkEF > ABPC #13661.5mg & e 1), 11z
BAPC500mg |2 IS s 2 & & 7% 5%, BAPC PIfRE +
DL REFCIBITES S UBEK, &5 I2IEE hES0K
TEMRENDBATZ LD L2282 5, SBTPC375mg %
IEREMIBROEE, SBT & ABPC Ot — 7 &I IR 1 8%
I TH Bh% SBT EASCIZEIBEITEL, $eb ik 2 1R
T3 ABPCEA*SBT & ) bEfEE %), 4RsRHE
TIE SBTA»ABPC LD L EfEZ LHTEENTW
59,

SBT @ Tmax 130.87+0.27hr, ABPC30.92+
0.20hr T% "), SBT ? Cmax 132.78+0.36ug/ml,
ABPC32.39£0.38ug/ml & 3N T\ 599, EF#L0)
S RIDIENBEORFE TIE, NIRBRERAOEIEL %\
72HHIRE L7evds, SBT & CPZ MiEstEAH SBT
/CPZ NDREF T390, Bt i BT R REHBA~OH
1T, BLUVBRMEEANOBITICB T, 8ERI0TET
IZSBT»*CPZ &) L% LoHL, 20~305LULn
BRI TlE CPZ 3 2l % LT 2 e v b
T3, B-lactamase FREX|TH 5 SBT »54ERITH
5CPZENLH/ATT B EI3, AEBTH B LEZ,
SBT & ABPCIZBWT LRI LERDH B EELL
ns,

SEINDRFEIC THBEE N REIZISKRTH - 127,
ABPC 23+ L T100.04g/ml LU Lt % LHTHIE
E. coli 3%, S. aureus 13Kk TH 72, Zbizvin
b SBTPC I3 EE Lo L7z, BRRREIHID 9 B,
EREHABRE XN L H > 72D S. faecalis HEEE N
72 T RXEIREAZERE 1< 330 F 2 YMRBIRYBI TH 55, Th
L) MICE4##a49 5 & ABPCB LU SBTPC LY
108 10°cells/mli2C0.39~3.13xg/ml NRIFLRESE
HELHLTHY, MATEEIC L 2 BYRENDEAH
TR 12 HI D AT T~ 72 EHZ b,
N DIERITI3, BB OB, HERIORIRS
B EOBREEZBRETHA ),

SBTPC Iz & 2 REHENAIRE 13 2 % - 7223010k
HRRRAL, 5 451, AAh156I, Xhzh 3B, #5h1
BT, ARIL82. 6% DK T ~ 72, B LU
AN RHRD T IEWREAZEE D 2 51 ThH 5,

EHIZBWT, TULAX—ZFOMnBEWERIZZEHHIL
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¥, AEick B ERbNA FRARAEEN RE L2 D
e 24BN BT, ARG RIONRAET £ 22
izt AREESIC & - TRHZB(L22BHLh -1z,
LEosERIc & - T Sultamicillin (3, 184 184 4%
s ERRYE, KW, KEMERRGYE, SIEIEIRR
sORMERIHCHEL T, EEFIERE, BE PEE
R T, BOHRED THD e shR & Wi K 5 3541
ThbEv1 b,
# 3
BEELBIch2 ), BRENTEE FEES 612 MIC
DREL & UBBINEIE, ABFREPBENRIEIC#G
REVRERET 7 AT —BRRSH  EFIRATNZEK
IRHT B,
X ik
) kE & ETEH 4 H0LERE RIEERRE
B, 3-13, 74 794 > A4k, 1980
2) WEARENR, WHEHRR -7 7 5 LR EMHE
MEEFE, B-7 7 5 LRHAEWMEOMBE F0IR
. 3-22, AT 4 AN Y x—F it 1981
3) EKEAR, WHELE D Zhhb5OREWED
W (HESFI BT 2 EWERE), Ty
BOERIZEE L TLE % SRR & Y 2 (b
EEAT) 12O DEREN TR, 17-30, AT 4 HL-
Jre—Tnt, 1982
4) Sultamicillin R %, &#7 7 1 F—t KX &4,
1982
5) FIEHACEFEFLLLE, HEL KoL
II, Sulbactam/Cefoperazone. # %, 1982
6) BB HALFREE RS, FEL KU T2,
Sultamicillin, AL#%, 1984
7) Encusu,A.R.;J. A. Retsema, A. E. Giraro, J. E.
Lynch and W. E. Barth : CP-45899, a beta-lac-
tamase inhibitor that extends the antibacterial
spectrum of beta-lactams : initial becteriologi-
cal characterization. Antimicrob. Agents Che-
mother. 14 : 414-419, 1978
8) Aswapokee, N.and H.C.Nev : A sulfone B-
lactam compound which acts as a B-lactamase
inhibitor. J. Antibiotics 31 : 1238-1244, 1978
9 Retsema, J. A; A R.Encuisk and A.E. Girarp :
CP-45,899 in combination with penicillin or
ampicillin against penicillin-resistant Staphylo-
coccus, Haemophilus influenzae, and Bacteroides.
Antimicrob. Agents Chemother. 17 : 615-622,

10)

11)

12)

13)

14)

15)

16)

17)

18)

19)

1980

Yu, P.K. W.and J. A. Wasuincton Il : Bacterio-
logical activity of cefoperazone with CP-
45,899 against large inocula of g-lactamase
producing Haemophilus influenzae. Antimicrob.
Agents Chemother. 20 : 63-65, 1981

Encuisu, A.R. ; D.Girarp and S. L. Haskerr
Pharmacokinetics of sultamicillin in mice, rats
and dogs. Antimicrob. Agents Chemother. 25 :
599-602, 1984

HARLFEHREY 2 | /A MR (MIC) @) 5E
it Chemotherapy 23 (8) : 1-2, 1975

P 2, AL, IRBBESK | Doxycycline 5%
DML 12> T, Jap. J. Antibiotics
28 1 775-777, 1975
Nakamura, T. ; L. Hasummorto, Y.Sawapa, J.
Mikami and E. Bekki : Dibekacin concentration
in various tissues of patients. Chemotherapy
26 377-378, 1978
Nakamura, T. ; I. Hasnimoto, Y.Sawapa, J.
Mikami and E. Bekki : Bacampicillin concentra-
tion in various tissues of patients. Chemothera-
py 27 (Suppl. 4) : 202-205, 1979

hit ZF, SEARHARE, REFRK, = L2, AX
#— . Bacampicillin #£ O &0 4 48, Chemo-
therapy 27 (Suppl. 4) : 197-201, 1979
Bl¥—, hHEX, REBERK, GAFALE, P
#, = EZBR, (£H51EBR | Cefmetazole D AHREN IR
B2 T, & IS REMBNBEORERIIEAL
{22\ T, Chemotherapy 27 . 275-282, 1979
Nakamura, T. ; L. Hasuimoto, Y.Sawapa, J.
Mikami, M. Nakanisui, Y. Kasar and Y. Sanashi :
Cefmetazole concentration in infected tissues
from patients after intravenous administration
and clinical effect for patients with cholecysti-
tis and peritonitis. Current Chemother. and In-
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Yasuo SawaDpA, Ikuo HAsSHIMOTO, TAKASHI NAKAMURA,
and JIROH MikAMI
Department of Surgery, Tenshi General Hospital

(St. Franciscan Missionaries of Mary)

E1icH1 BEKKI
Department of Internal Medicine, Tenshi General Hospital
(St. Franciscan Missionaries of Mary)

Sapporo, Japan

The irreversible g-lactamase inhibitor sulbactam has been combined chemically via ester linkages with
ampicillin to form sultamicillin. Upon oral absorption, sultamicillin is completely hydrolyzed to equimolar
proportions of sulbactam and ampicillin, thereby acting as an efficient mutural prodrug. Over the past 20 years,
the increase in the prevalence of p-lactamase-producing strains of gram-positive and gram-negative bacteria has
resistricted the usefulness of p-lactam antibiotics. When combined with ampicillin or other p-lactams in a physical
mixture, sulbactam restores their original activity both in vitro and in vivo. Sultamicillin is rapidly hydrolyzed
in vivo, releasing equimolar proportions of sulbactam and ampicillin to provide effective chemotherapeutic
activity.

Sultamicillin (SBTPC) for oral use was administered to 8 outpatients and 15 hospitalized patients with
infectious diseases. They were 10 cases with skin and soft tissues infection, 8 with biliary tract infection and §
with acute peritonitis due to acute appendicitis. Sultamicillin was administered orally in a dose of 375 mg twice
or 3 times a day for 5 to 12 days to 23 patignts with infectious diseases. The clinical response was rated excellent
in 4 cases, good in 15 cases, fair in 3 cases and poor in 1 case. No adverse effects were observed.

In 6 cases of them, 4 cases with acute or subacute cholecystitis and cholangitis and 2 cases of acute localized
peritonitis due to appendicitis, SBTPC was administered orally in a dose of 3 tablets (1,125 mg) before the opera-
tion, and tissue specimens and body fluids samples were taken during the operation. SBT concentration was
determined according to a bioassay method with Escherichia coli 273 (8-lactamase producing, ABPC high
resistant) as the test organism. ABPC concentration was determined by bioassay with Micrococcus luteus ATCC
9341 as the test organism. Concentrations of SBT in common duct bile ranged from 0.1 to 1.8 ug/ml, and those
of ABPC were 0.44 to 3.35 wg/ml at 99 to 235 minutes after administration. In gall bladder bile, SBT was 0.15
t0 2.3 ug/ml, and ABPC was 0.01 to 9.50 ug/ml. In gall bladder wall, SBT was 0.3 to 0.4 ug/g, and ABPC was
0.01 to 0.59 ug/e. In purulent ascites, SBT was 1.04 to 2.7 ug/ml, and ABPC was 1.92 to 4.45 ug/ml, at 75 to
200 min after administration. In the appendix wall, SBT was 0.4 to 4.3 ug/g, and ABPC was 0.05 to 1.32 ug/g.

In this study, 15 strains of organisms were isolated from infectious fields. One of Staphylococcus aureus and
3 strains of Escherichia coli were high resistant against ABPC, and the MICs of SBTPC were 0.39 to 12.5 ug/ml.
In these cases, the clinical responses were excellent or good. Therefore, sultamicillin appears to be a very useful

drug when used for chemotherapy on acute peritonitis, biliary tract infection and skin and soft tissue infectious
diseases.



