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Sultamicillin i3 Ampicillin (ABPC) & g-lactamase BE#I Sulbactam (SBT) # 27
NESLETELNZ LT, BRINRIGAFE T esterase THE XL ABPC & SBTICE3EL, KA
TENENDIER 2 RIET 2B TH 5. ARIT50mg % ZEMHES & FATIC cross-over T6 #if
A BFAZHE-L, TR & Okl % &7, KAIBIEIX bioassay TRISE L 72, 7272 LIi#E ) SBT
13 GC/MSHEIZ & » 72, 5BINFLE (1T ZEIgENA) TAHALE, MHiBEIZ ABPC TE—7
2 7elgrs, &% LIZ 1T, #N4Nn8.9 9.2ug/ml Th-72, SBT DE— 7{EI3 2630
5T8.4pg/ml, BT 1BRITT dug/ml THh-72, T1/23ZFNFN1.15 1.15 0.82 0.94%F
BT 72, FRebHELS, 8R5RE T2 ABPC I37218PF48 3%, A1£46.5%, SBT (32 LEN51.6,
50.9% T -~ 72, IWEHAEYSE 30602, A&I375Smg $E1 H 2 ~ 4 8%, 4 ~ L1H[EIEH L BEARHR 2/
S 7z, a6l A1, E% 1 BT, ARhER96.7% Th -1, BWERIZ TR 2/, MmfE 1

BTH -7z

Sultamicillin tosilate (SBTPC) 1319794 K [F Pfizer
HTRR S 7z, &4 g-lactam /)T, Ampicillin
(ABPC) & Sulbactam (SBT) # = 2 7 /L&A L tosil
e LEAT, WhiEX% Fig. L2kl 720 SBTPC &
{3 1 & 12 Sultamicillin & U T375mg 1 fili & 45 L,
ABPC & L Ti3220.5mg Jiffiic 424 50 AANULAE £
LB & DRI N, esterase 2 & V) i B2k R
XN ABPC & SBT i29H 1, TNENDERNTEDE
% ®¥ET 5, SBT it g-lactamase FHER|TH Y, B-
lactamase 2% ABPC fiftE =t L T L, ABPC N
HENH R sE I Evbn b2, FE513ESBT D
ERIIZ 2T, ¥ Tiz Cefoperazone & N fiffl THRET %
v, TR EREL2Y, 2O SBTPC 22T, #£
I 5 DK NEIIE & BER IR IZ DV TRE 2 1772
THRET 5,

I. A &
1. RMERE

R A %1 6 &2 SBTPC750mg % F87%egE 15

LU E%IZ100ml OKT 1 mIEEr%S5 L, ABPCH &

Fig. 1 Chemical structure of Sultamicillin tosilate
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U SBT oifirbifgE s & URRrbkitt % 272, FEH
Z b 2% (150g), 73%—10g, =31 +50g
$1200ml TH670Cal D L D% Alv 7z, IRIISH], 1/4
1/2, 1, 2, 4, 6, 8uM, #FKIZ0-1, 1-2, 2
-4, 4-6, 6-8EEMIZTT~7z, B RABRIZ, 1HM
BT cross-over TiT~ 72,

RN IR 3 bioassay (= & V) L 72, AB
PC {3 Micrococcus luteus ATCCI341 % HuEH & 15
RERT 4 A 73T 72, MRS Antibiotic
medium 1 (Difco) pH7.0% Hv~72, SBT i1 g-lacta-
mase M4, ABPC B0 Escherichia coli 273
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LiER L L, RIESHIE BHI #Z4t (Difco) pH7.0%
v, szttt ABPC % 80ug/ml @0 L 728G T
4 RTETIT» 72, BEMRRIIIE L LiZ7— Ll
LU pHY7. O ERRE Z AV, ENZFNULES & IR
ABPC, SBT i#E##IEL 72,

% BERISE U RER TLORFLLEIC AR L TRIE L 72,
#s SBT MGBEN LN, #R 7=t 757 /ER
a4 (GC/MS) HETRIE L 729, ZORIEIZERET 7 14
F—EERAR L F RN TIT- 72, Bohs:
Bi#&i= oV Tid one compartment open model (sim-
plex i) 12 & » TR FHWHT £ 17572,

FRENFI£IZ BT, GOT, GPT, Al-P,LDH, -G
TP, BUN, Cr. #8IE L, FRRIDBFMENRES 21T~ 72

2. PEREGE

1983 1 H& Y 5 B % TloZa L 72 NRHERYES0
FlizxtL T, SBTPC 1 H375mg % 2 ~ 4 [@#%5 L, &%
SRS 18R % 2 X L T, ZORERRERETL 72,
TR AN & BRI CHIE L 72, HITRE0N
FUIEHK D B IR EORE L) ORRIKIZ DOV THI
FHRRE T, BRABMEHEINDE LODHEIZLY
BNk, HRL, BRL B EnHERIT- 7
% BYAR T S HRERED LOIEA & L7z, Bt S
NrEIzOWT, ABPCOT 4 R 7Gx, —8Bb

DL NDIZDWTIE SBTPC £ &£ F ABPC o MIC &
B-lactamase {&MEIZ DV TREET L 72, BRIKIRIL, HHIEE
ZUPRHR L EHITRAMR TEIERIZ L D&, A
KRR, EHDHIE # AT~ 12, FEUEEAC & A BRIREE
KOk FC B, BWERBHNF = v 7 %17
72o FEAWESORIE T, MKk (RBC, Hb Ht,
WBC Mmifg MR, HEges#E (GOT, GPT,
Al-P), B#eA (BUN, Cr.) % K ORRKRAL
L7z,

FEREND MIC 8 & U B-lactamase E 4 Bl
SEIZDOWTIIERET 7 A H— L ERF A S ARFR L 72,
B-lactamase FE A #E13, nitrocephin disc & acido-
metry disc 7 2 3 disc #FH L, i disc L2 5
74 (H), nitrocephin disc BT acidometry disc

PEMEZARUEREE (L), i disc Ptk % JREd: (=) &L T
5 UVAN
II. & #
1. fRpEhRE

RRKRA BT 6 ZOFEMIT19~32i%, HEKIF164~179
cm, KE(358~78kg TH 7z, SBTPC750mg * Z=iE
BB & RIS T 5 cross-over TIT-» 7245 11
I3EERENADIRETH - 12N T, 5FIzO>WTHAL
FeRET L7z, gL Table 1 & UF Fig. 202 L 72,

Table 1 Serum concentration of ABPC and SBT after single oral administration of SBTPC (750mg)

SBT ABPC

Case Age Height (ks) before 1/4hr 1/2hr lhr 2hr 4hr 6hr 8hr |before 1/4hr 1/2hr lhr 2hr 4hr 6hr 8hr

fasting - 02 75 79 53 08 0.2 005 - 1.7 64 82 6.7 26 06 -
A 32 177 78

after meal - 0.3 6.1 66 76 1.1 04 0.07| - 0.2 7.2 80 8838 09 0.36

fasting - 02 94 85 37 06 02 - - 0.3 108 88 5120 07 -
B 22 164 60

after meal - 0.1 68 72 6.2 0.7 02 - - - 85 9.0 8443 1.1 0.52

fasting - 33 92 89 71 10 02 - - 36 88 100 8.1 39 1.7 0.58
D 20 179 70

after meal - 03 40 7.1 80 09 02 - - - 1.6 88 100 4.1 1.2 0.61

fasting - 0.1 71 80 6.1 0.5 0.3 0.08( - 02 75 89 7126 06 -
E 19 165 58

after meal - 0.3 90 80 66 06 0.2 - 23 103 11.0 8.2 4.0 0.7 0.25

fasting - 2.6 88 7.8 63 06 03 - - 25 6.8 87 17331 08 -
F 19 1711 174 -

after meal - - 74 80 6.8 04 0.1 - 14 96 9.2 88 33 0.7 0.34

fasting - 1.3 84 82 5.7 07 0.2 0.03] - 1.7 81 89 6.9 2.8 09 0.12
Mean 224 171.2 68

after meal - 02 6.7 74 70 06 02 001 - 08 74 92 8839 09 042

fasting - 29 102 100 64 05 0.2 - 0.7 89 93 722509 -
C 24 167 62

after meal - - - - - - - = - - - - - - _
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Fig. 2 Serum concentration of ABPC and SBT
after single oral administration of SBTPC

(750mg)
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ABPCOHY— 7fliz /Ry, %L LI 18RIz S
T, FNENB.9, 9.2ug/ml LIEPNET, 688t
& 0120.9ug/ml Th -7z, SBT DE— 7 fEid 2o
TI3305T8.4ug/ml, &4l 1 BERITT . 4ug/ml &,
BN E Y ETECEEZRL, 6BERMETIIE 412
0.2ug/ml ThH-72, TOBML ) 1ES N KE 2y
737 2—%—% Table 2127RL 72, B2 DREND 5y
XN Eh o,

FHAEE A B &, Tmax 13 ABPC 13225851 . 15hr,
#1%1.40hr, SBT (27EH8850.97hr, &1%1.18hr T, =
BRENF 7 TNLELC, £72 SBT OFH»%Eh -1,
Cmax (3, BEBIZL 588U % 72, T1/2 AB
PCiiiat & 4 1.15hr, SBT (30.82hr &0.94hr T,
ABPC O Jj & % - 72, AUCIZ ABPC T2 I

0.14 28.55ug - hr/ml, #1%£35.51ug-hr/ml, SBT 3%l
W B¥21.18ug - hr/ml, &#%22.17ug- hr/ml ¥ WFhi
051 2 4 6 8hrs. BROHKREC, BEC L 2HBIBHLNTULS
Table 2 Pharmacokinetic Parameters of ABPC and SBT
after single oral dose of SBTPC (750mg)
Case  Administ- Drug Pharmacokinetic parameters
ration Co Kel Ka T1/2 AUC Tmax Cmax vd CLB
(ug/ml) (hr™*) (hr™') (hr) (hrpg/ml)  (hr)  (ug/ml) (L)  (ml/min)
fasting SBT 45.21 0.79 1.21 0.88 20.13 1.02 7.12 27.83 21.91
A ABPC 131.78 0.74 0.87 0.94 26.51 1.25 7.82 2245 16.64
after meal SBT 4468 0.65 0.99 1.07 23.63 1.23 6.85 2879 18.66
ABPC 146.05 0.64 0.75 1.08 33.78 1.43 8.61 20.37 13.05
fasting SBT 109.91 1.06 1.28 0.66 17.89 0.87 7.61 23.34 24.66
B ABPC  29.90 0.70 1.55 0.99 23.62 0.93 8.57 26.79 18.67
SBT 77.08 0.79 1.01 0.88 21.08 1.12 6.89 26.46 20.92
after meal
ABPC 19.93 0.41 1.77 1.67 36.79 1.07 9.78  28.92 11.99
fasting SBT 60.48 0.82 1.25 0.84 25.14 0.98 9.26 21.30 17.54
D ABPC 23.83 0.45 1.51 1.53 36.69 1.13 9.95 26.46 12.02
after meal SBT 7§.87 0.66 0.83 1.05 24.53 1.35 6.65 2731 17.98
ABPC  59.05 0.51 0.75 1.37 37.20 1.62 8.32 23.35 11.85
fasting SBT 36.30 0.70 1.20 0.99 21.66 1.08 7.14  29.07 20.36
E ABPC  92.65 0.71 0.91 0.98 28.12 1.25 8.26  22.07 15.68
after meal SBT 88.43 0.85 1.10 0.81 22.72 1.03 8.04 22.71 19.41
ABPC 45.14 0.62 1.20 1.12 35.10 1.13 10.73  20.28 12.56
fasting SBT 46.22 0.83 1.36 0.84 21.77 0.93 8.31 2448 20.25
F ABPC  38.74 0.58 1.07 1.19 30.12 1.25 848 25.10 14.64
SBT 50.32 0.84 1.34 0.82 22.26 0.93 8.53  23.57 19.81
after meal
ABPC 52.75 0.62 1.04 1.11 33.77 1.23 9.80 20.92 13.06
fasting SBT 55.59 0.84 1.25 0.82 21.18 0.97 7.91 24.61 20.82
Mean ABPC 3437 0.60 1.20 1.15 28.55 1.15 8.59 25.67 15.45
after meal SBT 71.00 0.74 0.96 0.94 22.17 1.18 6.83 26.93 19.89
ABPC  76.11 0.60 0.84 1.15 35.51 1.40 9.21 20.58 1242
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FORESYBS NI, $£72 ABPC SBT IR
AUC &Y ATHUDBAILE EZ Hs17z,

RepgEitticoWC, Table3, 4, Fig 3I27RL 72, FRHP
BEIIREICREEINSD, ABPC SBT &4121-2
BEEH D - & LEC, B L D UL ARBO S
~72o ABPC (3 PR3 220 1406 g/ ml,
£1%£2830pg/ml, SBT (322581028 g/ml, E1%2085
ug/ml Th -1z, RPHEHFEOHERSIZ T L D81
#RLTEY, SHERIF ToOHEMtEI: ABPC TZeigns
48.3%, £1%46.5%, SBT i37e5i%51.6%, &1%£50.9
% Thor2, ABEIZLBEI L, WL LSRR
HTho1,

h, AHBROBILIZIT - ZEERRAEIL Fig 412RL
72%% GOT, GPT, Al-P, LDH, y-GTP, BUN,

Cr e EWFN LI BREIZED SN L 72,
2. BRIKRGH
B A ST % 4T - 72 30FEBNIC DV TOMEE % Table5
1R L 72 MR ZHEYE 145D NERIZ BIERE R 74,
TERE S 6 5, BIENRIESR 1, FRESRBULSE 16610
MERIZBPEREE R 9 I, 12 1ERERE 4 6 B, BMTEEL
16T - 72, fEFIN0.8 ENo10, FEHIN026&No27i2, [F]
—EBITH B, WITNL 1 > ALUEDERE BT
FHITHONTEY, TNZFN1HIE LTI k-7, B
81, 12263, FEHBIZ29~TIRRT, FHIEMS9. TEE T,
60iLA LA 166 & Sl EN % (, D OEBEREBNH B L
DH % >72, SBTPC Ni%5-il3, 1 H375mgX 24°
5%, 375mgXx 3 A21f5l, 375mgXx 4 A3, Zfh1
BITH-7z, H5HMIT 4 ~11HHT, 78 L -

Table 3 Urinary excretion of ABPC after single oral administration of SBTPC (750mg)

Administration Fasting After meal
Case
ol ction 0-1 1-2 2-4 4-6 6-8 Total % | 0O-1 1-2 2-4 4-6 6-8 Tota %

Urine volume (ml) 63 47 155 164 134 28 35 104 170 86

A Concentration (ug/ml) | 590 2000 349 69 24 335 3700 660 125 49
Excretion volume (mg) 37.2 94.0 54.1 11.3 32 1998 453 9.4 129.5 68.6 21.3 4.2 2329 529
Urine volume (ml) 48 32 84 86 80 47 44 142 153 135

B Concentration (ug/ml) | 840 1800 520 165 37 230 2000 380 122 48
Excretion volume (mg) | 40.3 57.6 43.7 14.2 3.0 1588 36.0 10.8 880 540 18.7 6.5 1779 404
Urine volume (ml) 240 61 125 170 115 185 117 285 134 58

D Concentration (ug/ml) | 455 1180 480 88 38 83 1150 190 94 50
Excretion volume (mg) | 109.2 720 60.0 15.0 44 2606 59.1 154 1356  54.2 12.6 29 2206 S0.2
Urine volume (ml) 160 100 540 310 250 45 28 235 158 145

E  Concentration (ug/ml) | 600 750 62 42 13 530 3700 280 68 26
Excretion volume (mg) 96.0 75.0 335 13.0 33 2208 501 239 1036 658 10.7 3.8 207.8 47.1
Urine volume (ml) 66 75 123 195 99 12 25 118 115 91

F  Concentration (ug/ml) | 780 1300 490 58 35 960 3600 580 100 35
Excretion volume (mg) 51.5 97.5 60.3 11.3 3.5 2241 508 11.5 90.0 68.4 11.5 32 1847 418
Concentration (ug/ml) | 653 1406 380.2 84.4 294 427.6 2830 418 101.8 416

Mean +S.D. +]55.8 £500.2 +189.6 481 107 +339.2 +1185.1 +198.3 232 +10.6

Excretion volume (mg) | 66.8 79.2 50.3 13.0 35 2128 480 14.2 109.3 62.2 15.0 4.1 2048 46.5
+S.D. +334 +16.5 +11.6 1.7 +0.5 #3733 85 +59 +22.1 +7.5 +4.7 +14  £233 53
Urine volume (ml) 129 17 52 78 245

C  Concentration (ug/ml) | 740 2500 970 128 17
Excretion volume (mg) | 95.5 425 50.4 10.0 42 2026 459
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Table 4 Urinary excretion of SBT after single oral administration of SBTPC (750mg)
Administration Fasting After meal

Case
Collection
time (hr) 0-1 1-2 2-4 4-6 6-8  Total % 0-1 1-2 2-4 4-6 6-8 Total g
Urine volume (ml) 63 47 155 164 134 28 35 104 170 86
A Concentration (ug/ml) | 370 1450 270 48 19 215 2250 510 79 32
Excretion volume (mg) | 23.3 68.2 41.9 79 2.5 143.8 490 6.0 788 53.0 134 2.8 1540 525
Urine volume (ml) 48 32 84 86 80 47 44 142 153 135
B Concentration (ug/ml) | 450 1400 390 110 27 154 1550 320 64 24
Excretion volume (mg) 216 448 328 9.5 2.2 1109 37.8 7.2 68.2 454 9.8 3.2 1338 456
Urine volume (ml) 240 61 125 170 115 185 117 285 134 58
D  Concentration (ug/ml) | 380 840 280 64 30 46.5 175 160 70 38
Excretion volume (mg) [ 91.2 51.2 35.0 10.9 35 1918 654 8.6 90.7 45.6 9.4 2.2 156.5 S34
Urine volume (ml) 160 100 540 310 250 45 28 235 158 145
E Concentration (ug/ml) | 420 560 37 35 11 340 2800 230 36 21
Excretion volume (mg) 67.2 56.0 20.0 lO.é 2.8 1569 535 15.3 78.4 54.1 5.7 30 156.5 534
Urine volume (ml) 66 75 123 195 99 12 25 118 115 91
F Concentration (ug/ml) | 520 890 330 44 26 650 3050 440 64 27
Excretion volume (mg) 343 66.8 40.6 8.6 26 1529 521 7.8 76.3 51.9 7.4 2.5 1459 498
Concentration (ug/ml) | 428 1028 261.4 60.2 226 281.1 2085 332 62.6 284
M +S.D. 160.6 $384.0 +134.2 1298 7.6 +231.9 $931.7 21445 +16.1 16.7
ean
Excretion volume (mg) | 47.5 574 34.1 9.6 27 1513 516 9.0 78.5 50.0 9.1 27 1493 509
+SD. £30.5 $10.1 +8.7 +1.3 0.5 +29.0 99| 3.7 +8.1 242 2.9  +04  £97 33
Urine volume (ml) 129 17 52 78 245
o Concentration (ug/ml) | 640 1900 700 76 14
Excretion volume (mg) | 82.6 323 36.4 5.9 34 1606 548
LEC17I, S HM7H, 4HME 4%, 8 HELU11H REYZ L, EX B TH - 72, P. mirabilis, P. vulgaris

A & 1 BITh - 72, 158 5153375mg $E% 1 H 3[a]
N1,125mg % 7 BMIEM T, £& L TAKIMEE TH
12, BERANEIZ Table6l2F &7, &I TASL L
whi6fl, Ah13E, XeF# 16IT, Fh#396.7%T
Hotz, BHEMRIILHBIFEHDD L BEETH 72, W
TERERE R DL B N0 28N $ERI T, ABPC i 4
N K. pneumoniae R Z 1, % 1h° ABPClittED
K. oxytoca \ 2B L 7260 Th - 72, MBSO A 7268
REHE B & IO hER % Table 7i27a3L 72, L3
G Tl BN E N2 S, aureus, S. pneumoniae, H.
influenzae DT HLHIEEL, HRNTH 72, E. coli
D 1 N HIRE PRI TH - 72,

IREGBGSE TS, E. coli D123, LBIREL, B

NE1BILEIERL, BN TH -7, K. pneumoniae D
26013, 1BNIENRLEZEDNTH 7285 1615 K. oxy-
toca (2R % A7z,

—EBORHEIZ DV, B-lactamase i&ME & ABPC
DG % A2 LD % Table8i27L 72, B-lactamase
TG & BT T —ET B A%, No2lD E. coli HA—
HTH-72, B-lactamase iFHENE L NI ABPCO
MIC »E\ A%, SBTPC T MIC I3 EHICIKE% T L
72 ABPC T { A 7 1%Ztk &, MgEasRoERE
A72L D% TableWRlL 7z, T4 R 7S (—) O
106102 5 5 8 Bl TR % AT B 5%, SBTPC DR
ERTHE B Z S,

BIfERIZ, EFIN01S8T 3 H HIZ [N & ¥ghBiL,
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Fig. 3 Urinary excretion of ABPC and SBT after
single administration of SBTPC (750mg)
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BET K. oxytoca, E. cloacae R 2 1, SBTPC N
FABLEZSNBLDTH 72, No27TI2 7 HBIZTHI
NEBHOLNIZN, FITHREGHT L, BHEESI NI,

Lk, BWER L L TXMERED 36D H - 72, BEARRTR
AU DWTIE Table 1012 % £ HORL 72, MR,
FFBRERAEIZ DV T, WL BEFIIEH L NE D -
7205, BHEReRAE THEFINo. 1 © BUN $°19.3—27.00
BahlHonsz, AENIAREETH ), R0

BELLL, ZOBHBRNZ LB LOLE I DT T

Hotz,
1. * ®

ABPC it B 3T R MoGia)- %, ABPCI3 8-
lactamase I2 & ) 3 XN BD T, B-lactamase FEE
Bzl T, #711355v . SBT (3 B-lactamase FAE
AlITHY, Zniz kY g-lactamase =& 5 ABPC D%
EEBEZT, ZOWEN & #FESE 5 HOTES N
#Elh* SBTPC T4 5. SBTPC 12 ABPC & SBT %
IATIEEE L 72 LD TH BA T USSR 14055 &
NIRIRE 1, esterase T &1, ABPC & SBT Xiz

ST, FNFIUANTEERE RIEX 4D 2 b p
T&%3%79bF77ThHb, ABPCORNA R L2
12, Z2TULL 72— DL ANEHENS L v
B TRHIFEN L V2=~ 7 BB TH b, FRIOKNED
B4, RIFERA BT 6 LIZOWT, 750mg B L5140
WL - HEitt T A 72, ABPC & L T Hittild 441mg TH 5
7Y, HEHA5 TR T9 wg/ml &) BE— 7% kL 72,
T L TEREREGOHHIT L A&, AR L 5281332
DD - 12, TOZEBEDHERIL Rogers & YD
BT 2L D THhH T2, FRIEFEL 72 KTy
7 T4 % Bacampicillin T ABPC250mg 1 % 4-
T IRED E— 7 ftih 4. 3ug/ml #1F T 259, £
DR E SBTPC D AR WINRTH -7z, SBT L3
B Lo L, FEO A 2 13TE LS Tl
T E L5 2 213, BEDBININZL ) LD TH- T2,
PRAp e L W] U RIa 2R L T D, 8 BRI T#50% 08k
WETHY, WAl LIIELTHY, T2, ABIZL
BLELRD LN h -1z, iGEFE BFIOVTHE
Bz WE L TLENLNTH A, 72, FRBROFIEL
TBE L 2B L RE D% (, AR S WA
Th-72
ARG 30 2 D T A2 hY, IR BTREEE 14f5),

IRBEREASE 1660 T, MR D 1 A EHT, b
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Fig. 4 Laboratory findings in healthy volunteers before and after
SBTPC administration
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Table 6 Overall clinical effects of Sultamicillin
Group Diagnosis Cases Excellent Good Fair Poor
Acute bronchitis 7 3 4
RTI Chronic bronchitis 6 6
Acute pharyngitis 1 1
Acute cystitis 9 9
UTI Chronic cystitis 6 2 3 1
Acute pyelonephritis 1 1
Total 30 16 13 1
| S —
Efficacy rate 96.7%
Table 7 Clinical and bacteriological evaluation treated with
Sultamicillin on clinical isolated organisms
Clinical effect Bacteriological effect
Grou Organis No. of
roup ganisms strains | Exce- Good Fair Poor Elimi- De- Per- Re- Un-
llent nated creased sisted placed known
S. aureus 2 2 2
S. pneumoniae 2 2 2
E. coli 1 1 1
RTI H. influenzae 2 2 2
Normal flora 7 4 3 1
Sub total 14 4 10 6 8
E. coli 12 9 3 12
K. pneumoniae 2 1 1 1 1
(K. oxytoca)
UTI P. mirabilis 1 1 1
P. vulgaris 1 1 1
Sub total 16 12 3 1 15 1
Total 30 16 13 1 21 1 8
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Table 8 (lactamase activity and susceptibility on clinical isolated organism

MIC (ug/ml)
Case Organisms Sultamicillin ABPC AI.BPC ﬁ-lactfupase
No. disc activity
108CFU/ml  10°CFU/ml  10°CFU/ml  10°CFU/ml

12 H. influenzae + L

13 H. influenzae + L

16 E. coli + L

17 P. vulgaris - H

20 P. mirabilis + L

21 E. coli + H

22 E. coli +H+ L

23 E. coli 50 25 >800 800 - H

24 K. pneumoniae 12.5 6.25 800 100 - H

25 E. coli 25 25 400 200 - H

27 E. coli 50 25 >800 800 - H

28 K. pneumoniae 25 12.5 >800 400 - H

H: p-lactamase low producer
L : pB-lactamase high producer

Table 9 Relationship between disk sensitivity of ABPC and bacteriological effects

Sensitivity Bacteriological effects

of

ABPC Eliminated Decreased Persisted Replaced Unknown Total
+H 6 6
+
+
- 8 1 1 10

Total 21 1 1 23

3B, BRTH), BREHN96.7%E L BHE THhHH12,
BRILEIL S. aureus, S. pneumoniae, H. influenzae.
E. coli, Proteussp.’s & WFHLHINSEL, BVGEGKRD
RTho12, K. pneumoniae O 1105 K. oxytoca |-
TR, BN TH - 7255 Z0RiLEIEZ ABPC 7 4
7 ARG (<) Th 72, ABPC T 4 2 7R (—)
DBHA0BIS - 7255, F0 8B TN AEATED, &
BIOYEsh 5 phsbzz, £72 B-lactamase i&HE % fR
MR TH~I s EHEOEGC LA, ABPC @ MIC (3

108CFU/ml #FE 400 g/ml LLE L BHTE L, Zh
5132 SBTPC T12.5~50ug/ml &%), SBT O%h#
HHDLBETH 72,

BIfERZ, TR, ML & 3BNZHbNnT:, ERE
HU0BLUNT, HEFEVCERTHLH, BEDNLOTH
72,

SBTPC (22T, KNEHIE & BRRBEEORET 2 17—
12, AENI2=— 7 LHEITHY, FNEUILL -
PZERF S, BRI HHFENE LD TH S,
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SULTAMICILLIN: PHARMACOKINETICS AND CLINICAL EFFECTS

AKIRA SAITO

College of Medical Technology, Hokkaido University

Y asumicHI KATo and KiyoFuMi ICHIKAWA
The Second Department of Internal Medicine,

School of Medicine, Hokkaido University

Masumi ToMIzAwA
The Department of Internal Medicine, Sapporo Hokushin Hospital

ICHIRO NAKAYAMA
The Department of Internal Medicine, Sapporo Tetsudo Hospital

Sultamicillin is an orally absorbed prodrug for ampicillin and sulbactam which is g-lactamase inhibitor.
A cross over study of a single 750 mg oral dose of sultamicillin with in fasting and after meal was carried out
The mean peak serum concentration of ampicillin and sulbactam, with in fasting and after

meal were 8.9 and 9.2ug/ml and 8.4 and 7.4 ug/ml, respectively. The half lives in serum (around one hour) and
urinary excretion rate in 8 hours (around 50%) for ampicillin and sulbactam were similar.

Thirty cases, including 14 of respiratory infections and 16 of urinary tract infections, were treated with oral
375mg sultamicillin: dose twice to four times a day for 4 to 11 days. Sixteen of those cases were cured excellent,

13 were good and one fair case. Efficacy rate was 96.7%.

As to the side effects of the drug, diarrhea and bloody stool were observed in 3 patients.



