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Fig. 1 Chemical structure of Sultamicillin tosilate
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Table 4i354% & L 72EGIOBES Z D2 LD TH
b, 209 b UTI it 2 AL 2B 13FDB AR
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Table 1 Clinical summary of acute simple cystitis
c Di Treatment Bacteriura Evaluation sid
ase Sex | P138" Doge YMP- | Pyuria o
No, | Aee nosis Al |tom . Count | MIC: ug/me effects
(mexlp C Species ( Jmo)| or disc uTl Dr
4 v + | E. coli 107 50
375 Excel- | Excel-
1 |28 | F |AUC [\5 '8‘4 - _ lent lent | None
375 |3 + + S. aureus 10* 1.56
2 |31 F | AUC ) 1S & Poor | Moder-| None
X 2 + + E. coli 10
Y.LO 10* ate
4 " " E. coli 10¢
375 Moder-| Moder-|
3 (23 F | AUC — 4 None
x2 o - t | E coli 10¢ ate  |ate
W : 7
o |36 | F [ave|3s Plsl " £ col 10 i Moder-| Moder-| e
x2 o - - |E coti 10* ate |ate
4 N + S. faecalis 10: 3.13
s |29 | F|auc|dS L 14 Y.LO. 10 NE | Moder None
0 _ _ | E cai 10* 200 ate
S.epid, Y.L.O. 10° 0.39
375 4 . - .S)‘/.le-pgiermidi: 10: 0.39
L.O. 10 Excel- | Excel-
6 | 45 F | AUC 2 F- 4 - - = lent lent | None
4 # " E. coli 10? 6.25 f
375 7] Moder-| ¢ . Diar-
7 |38 | F | AUC 2 5 4 — = E ol ™ ate Fair rhea
4 . _ E. coli o lo: 6.25
8 |68 | F | AuC )3‘;5 L 14 S. epidermidis 10 0.1 NE Pv{oder- None
0 - + S. epidermidis | <10? ate
375 |4 # - P. mirabilis 107 313 Hemor-
9 |53 | F [ AUC X2 — 4 NE NE |rhagic
0 ND ND ND colitis
3 # " K. pneumoniae| 107 6.25
10 [41 | F |auc|3S 13 Moder-| Fair | None
0 - + K. pneumoniae | 10* ate
2 +# - GPC <10°
1 (19| F |auc|3S o1 NE | NE |None
0 - ND
3 + - E. coli 10*
375 . Excel- | Excel-
12 |53 | F | AUC 2 F 3 - ~ lent lent |Nome
375 |2 + + S. epidermidis | 10* 6.25 Excel- | Diar-
13 |31 F | AUC X2 3—2 NE |lent | rhea
3 + + E. coli 10* 6.25
375 - Excel | Excel
4|38 | FAUC| 350 3 - lent  |lent | Nome
2 + +# S. epidermidis | 10* 0.1 .
375 |°] Moder- | Moder-|Diar-
1S |18 F | AUC x2 0 2 ~ N _ ate ate rhea
3 + " E. coli 10°
375 |7 Moder- | Excel- | Soft
16 |34 F | AUC x2 o 3 _ _ E. coli <10° ate lent Stool
3 + " E. coli 107 3.13
17 {25 | F | auc|3?5 |3 Noder- | Fair  None
x2 0 + - ate
3 +# L E. coli 10’ 3.13
375 Excel- | Excel-
18 |60 | F | AUC |7 73 — lent |lent |None
3 # " E. coli 107 3.13
375 Excel- | Excel-
19 |42 | F | AUC |55 n 3= lent |lent |Nome
3 # " E. coli 107 . .
20 |23 | F |auc|3S nE e pxcel- | Exeel-| None
3 + 3 E. coli 107 R
2t |34 | F | avuc|3S 3 Kl NE | Exeel”| None
3 + + E. coli 10% 25 Moder- | Excel
22 |28 | F|auc|3 |y o |lent |Nome
x2 14 - | = |Ecoti <10° 100 |3t |lent
3 + #+ E. coli 10* Moder- | Mod
23 40 | F | auc|3?s |21 oder-| Moder-| \yone
x2 4 _ _ E coli <10° ate ate
3 +# " E. coli 10* 100
375 Excel |Excel-
24 |54 | F | AUC |3y n T - lent |lent | Nome
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Table 2 Overall clinical efficacy in acute simple cystitis
Persi
Symptom R];solved . IgprovedU ;rsxsted 5 Effect on
. e- n- e- n- e- n- bacteriuri
Pyuria Cleared creased | changed Cleared creased | changed Cleared creased | changed eriuria
Eliminated|| 8 1 1 10 (55.6%)
- d
Bacteriuria &eggle:::d) 3 1 4(22.2%)
Unchanged 2 2 4 (22.2%)
Effect on pain 16 (88.9%)
Effect on pyuria 13 (72.2%)
[C—J Excellent 8 (44.4%)

|:] Moderate 9

Overall effectiveness rate

E Poor 1

17/18 (94.4%)

Table 3 Bacteriological response to
Sultamicillin in acute simple cystitis

Isolates gt(;.ai% fs Erac}%ted Persisted
E. coli 14 8 (§7.1) 6
K. Pneumoniae 1 1
S. aureus 1 1
S. epidermidis 2 2
Total 18 12 (66.7) 6

Strains appearing after treatment

Isolates No. of strains
E. coli 1
6. & &t
1) HEAIRIFER
HILRRROBEWER % 106112326572 (Tablel2), %DM

FIITH 4B, BKIE 4 5,
H 5 (B AIBIP 106, 24.4%). Z 9 bi%kh %%
WU 72BN HIE 272 36 & mfE% & 72 161 TH 2,

I, BB, MEE A7 9BINSAERIIL 1 HBA* 36,
2~3HEA 46, 4HHI16IZ6 HHY 1HITHS,
RN, THERM L OBGEMEIH S H T v, g E
IOV TS, *&%‘Lﬂ*ﬁ_fﬁ“ﬁ'ﬁﬁifil PRk % Huk L
72661 (FARBOBIIZ L Vb L7z Lo 2 6 X BIEH
QA oL I BPAR D) 419"11% 7)) TIE, SHNIEHEMIC

IEEIZBL 72hs bl % A 7= 501, ABTié#EEL, 10H

i 161 & BERANRE 1 T

BIZER L 72, ZOEBUZ DO T FICESBOBEE 4k
N5, ZONEIZHBARICE 6 NESEHE (1=
i RIFER) HETE SRR & I R R I E Rty

(EEEH—EHID b o T— DL W20,
fE, 537, FEhw, BWT - BvEEML

KCRT - P. mirabilis, BEFHRE & L THI124ERIC PC &
EELNBERITRILZ L7122 £ H% 5, Sultamicil-
linix4 A14HA 5 4 H17H £ ¢ 10 1% (375mg) 1 H
2 Bl E&305MCNIR L, BFHISRIZZE S, 735EH 3 TOR
TR TR DO RE (338D S e » 729%, 4 H1THEW
9iFbE 8 B H 2 MNAR L 72,

ZDt% I HHE S 272 p9 TR Th - 72, 1
Hi 1~ 2B L CRED IR 232 ke, K 0B
HHEL 72 & 2 A7 1 Hik 380, ZONEIZMMETH -1,
4 F18H (H) 48 4 WA, REEmIamsa L, HHEL
& ZAEEMIED NI Z a1 120, B, HHEAYIR
BEENARBEL 72, ABES HOFRII0M S T, 4BNDT
#UmtE) A%, 4 A198 £ TL0[ED THIES 2D 5
N7z, 4 HI9BIZIZEOMIRIZ0XH5T & e » TE T2,

Filg R ABTE SO A TR, AL BB
F THIMMERE % A L ovih itk 4 & 2 ns, 1
BHEDNIREFT R TIRIEFIZE L T iz, FEOMRR
#TIE K. oxytoca RN E N, HREMEIZZOLH
72, 18 %12 ABPCINT % b Tt #2711, SBTPC %

DT ) o ERIEER (LST) 21i-7:8 25k
PERUIGH 38 72,

ABEI OGS FIFT 4 H28H12:BBE L 72, BBERE
O BHDT % B Ry A T B ik L, 1R
TSR R U Clostridium toxin % #lsE L, Table13
DEERD G N,
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Table 5 Overall clinical efficacy in complicated UTI
Bactortorh Pyuria Cleared Decreased Unchanged gcf;giﬁ?ia
Eliminated 1 1 7 (53.8%)
Decreased 0 0 0 0
Replaced 0 0 1 1
Unchanged 2 0 3 5
Effect on pyuria 7 1 5 13
[—L;—_]——l Excellent 5 G83%) Overall effectiveness rate
[:] Moderate 2 7113 (538%)
E Poor 6
Table 6 Overall clinical efficacy in complicated UTI classified by the type of infection
Group I::t'i :rft s Excel. Mod. Poor gt;'z;lilveness
rate
G-1 5 0 2 3 40%
G-2 0 0 0 0 0
Monomicrobial G-3 2 2 0 0 100%
G-4 2 2 0 0 100%
Sub total 9 4 2 3 66.7%
G-5 2 1 0 1 50%
bolymicrobial G-6 2 0 0 2 0
Sub total 4 1 0 3 25%
Total 13 5 2 6 53.8%

Table 7 Bacteriological response to Sultamicillin in complicated UTI

Isolates No. of Strains Eradicated Persisted
E. coil 4 3 1
K. oxytoca 1 1
E. aerogenes 1 1
P. maltophilia 1 1
P. cepacia 1 1
A. faecalis 2 2
S. aureus 2 2
S. epidermidis 4 4
S. faecium 1 1
S. faecalis 2 1 1
C. freundii 1 1

Total 20 14 (70.0%) 6
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Table 8 Susceptibility of clinical isolates and f-lactamase activity
(acute simple systities)
Isolates SBTPC | ABPC SBT CEX CCL | activity
1 E. coli 200 >800 100 125 12.5 +
2 E coli 50 >800 50 6.25 3.13 +
3 E. coli 3.13 3.13 25 6.25 1.56 +
4 E coli 50 800 50 12.5 6.25 +
S E. coli 6.25 6.25 25 6.25 1.56 -
6 E. coli 6.25 6.25 25 12.5 3.13 -
7 E. coli 6.25 3.13 25 6.25 0.78 +
8 E. coli 6.25 3.13 25 6.25 0.78 -
9 E. coli 3.13 3.13 25 6.25 0.78 -
10 E. coli 3.13 3.13 25 12.5 1.56 -
11  E. coli 3.13 3.13 25 6.25 0.78 -
12 K. pneumoniae 6.25 25 25 6.25 0.78 +
13 K. pneumoniae 6.25 50 25 6.25 0.78 -
14 8. epidermidis 0.39 0.39 50 3.13 0.78 +
15 S. epidermidis 0.10 £0.05 $0 3.13 0.78 -
16 S. epidermidis 0.10 £0.05 50 3.13 0.39 -
17 S. epidermidis 0.39 0.20 400 6.25 3.13 -
18 S. epidermidis 0.39 0.20 200 3.13 1.56 -
19 S faecalis 3.13 1.56 >800 200 100 -
Table 9 Susceptibility of clinical isolates and 8-lactamase Activity
MIC (ug/ml) B-L
Isolates SBTPC | ABPC SBT CEX CCL | activity
1 P. mirabilis 6.25 6.25 100 12.5 0.78 -
2 K. oxytoca 12.5 25 25 6.25 1.56 +
3 A. faecalis 1.56 6.25 100 12.5 1.56 +
4 A faecalis 3.13 25 100 12.5 1.56 +
S  A. calcoaceticus 3.13 25 1.56 400 100 -
6 P aeruginosa 50 100 400 >800 >800
7 P. maltophilia 400 400 >800 >800 >800 +
8 P. cepacia 25 25 3.13 50 25 -
9 S epidermidis 0.10 <0.05 100 1.56 0.78 -
10 S. epidermidis 12.5 50 400 25 25 +
11 S. faecalis 1.56 0.78 800 100 100 -
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Table 10 Clinical summary of gonococcal infection

Treatment
Case : : Dose : Mi cturi- ia| N-gonor- | oo ation| Side
Age | Sex | Diagnosis (mex/ dTogetzz(‘é) Discharge tion pain Pyuria vhovd valuation effect
No. day x day)
# # # +
40 | 33| M GCU | 375x3x7 7.9 Moderate | None
3000x1x1 + + + +
41 | 22| M GCU 6 Fair None
3000x1x1 + - -
Table 11 Overall summary of doctor’s evaluation
Clinical effect Efficacy rate (%)
Diagnosis No. of Excluding Excellent
cases | Excellent | Moderate | Fair | Poor cases Excellent +
Moderate
Acute simple
cystitis 22 12 7 3 2 545 86.4
Chronic complicates 14 5 2 2 5 1 35.7 50.0
UTI : :
GCU 2 1 1 0 50.0
Total 38 15 11 6 5 3 39.5 68.4
Table 12 Insidence of side effects
No. of side effects Relation to the drug
. Severity of .
Type of side effect symptoms Total | pefinite| Probable |Possible Probably | Definitely
(%) not not
| o+ |+
Diarrhea 1 3 4(9.8) 4
Soft stool 1 314098 4
Hemorrhagic colitis 1 124 1
Stomach discomfort 1 1249 1
6 4
Total No. of | Total No. of
cases side effects 25 3 10
evaluated 10 0
41 Total No. of
case with 10 (24.4%) 10 (24.4%) 0
side effects
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Table 13 Bacteriological Study of Stool

(Case No. 9)
(10 days after admission)
Isolates from faeces Result
Toxin producing S. aureus : =)
K. oxitoca : )

C. difficile 10® (small number)

(l:ltex agglutination
method)

C. difficile toxin

2. BRRRAERE

FRPRRRZLEIS, IBBREEBIAIBIN S b, 14BIC DT
ERi£0lF, &, FEMmic>WTRIEL 7> (Tablel4).
ZOHIBLEANC LB EMETE L LD, UITTHEMEH )
EEZ LN REBIZBH LN H 72,

. # 3

SBTPC DRI BT 2HBMEL, AUCISREI N
BihEEA94. 4% L D TEN T2 Z &, £72 C-CUTI
I23F L Ti353.8% E BRI LTLLE LIV %k
VWY, JEBIGEREIC & ARIMEIY S FEN TV T L
BB E L EET L L, NIROTUEWE L LT UTI
DEELAEOTHAEIL, BALNEEZTEWERED
N3, ZOFENEAHT & L TIIEEERD S8 L 72408
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RIS HENETEFSRL T, sgaklzd i, &
MRS & 2HE N, 10B D ABTiaR L LEE L7,
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Table 14 Laboratory findings before and after treatment
o tem | A3y | WBC | omy | B | sGoT | sGPT | Abp | BUN | scr.
Before | 454 7300 13.7 40.6 21.6 104 8.1 18.9 1.2
o After 429 6900 12.7 37.5 19.6 9.8 7.8 17.9 11
Before | 509 4100 155 458 22.1 9.4 7.5 14.5 1.2
2% After 475 3800 14.6 42.6 235 8.8 7.0 13.6 1.0
Before | 495 5100 16.4 48.5 20.8 5.0 13.1 13.8 0.8
7 After 515 5500 16.7 484 20.4 79 11.3 15.5 0.9
Before | 334 4000 10.2 30.5 231 9.6 20.1 8.1 0.8
s After 334 5300 10.3 31.0 19.8 49 139 9.0 0.9
2 Before | 394 4500 11.2 34.6 25.7 6.6 9.0 195 0.9
After 422 5300 11.3 34.6 213 39 103 14.0 15
30 Before | 454 7500 13.2 39.7 16.0 6.6 44 10.0 09
After 471 8100 13.6 40.9 14.7 6.0 4.8 14.2 0.8
1 Before | 460 6400 16.0 479 189 7.0 7.6 16.0 1.0
After 455 6300 159 47.0 19.1 8.3 9.0 12.2 0.9
13 Before | 451 7100 139 41.0 22.3 118 5.2 149 09
After 466 7200 14.3 422 28.1 13.6 4.9 12.0 0.8
n Before | 334 7300 10.6 31.6 16.4 6.2 10.4 19.3 1.6
After 327 6700 10.4 30.7 238 6.0 10.9 18.9 1.6
35 Before | 376 5500 114 33.2 254 11.7 7.0 34.1 25
After 376 6600 11.5 335 20.7 94 8.5 344 2.0
36 Before | 426 6700 13.3 38.9 17.0 83 16.5 18.5 1.2
After 439 6700 13.4 40.5 16.2 7.3 208 13.8 1.1
3 Before | 437 5700 13.5 39.6 27.8 233 6.6 121 1.1
After 440 5900 13.6 39.7 18.0 11.2 6.9 12.1 1.1
18 Before | 485 8100 15.0 45.3 10.0 14.0 69 10.0 09
After 426 5500 133 40.5 10.0 15.0 73 11.0 0.8
39 Before | 388 5700 10.6 325 15.0 12.0 84 19.0 0.7
After 374 6500 10.4 30.8 10.0 6.0 64 21.0 0.6

NEBEDTFEEND, ZZ & IZERBOFUEIIBHED
PO LEBHRT BT, GBS D L ERIDEIED
BER &R0, IBROERI Kb, 5T,
BHTRL T, AL <, ARIOsRIUE % B
BT, % bREMEAORUE S T3] LT
»b5,

BERDICHY, BRI R 27507, )
BREH6 RS =% RIS Bt s,
SRR HIREH B F7\ 0 72 72 2ol B ARG
BRBIR L9 — S0l TSRO ) 2 g b 2 14
NHEEERL 37,

Iv. & & )
Sultamicillin # UTI 3961 & 2 Bloitkgeic 5L 72,
1 Hi&5 &5 B0, aEBMEEKL (AUC T
13375mgX 2 % 3 HId, 148N UTI TI3750mg~
1500mg % 5 HREITH %, ShRHEIS UTI 3R %
b Tl O AR
AUC T2 18FI-p 1760 BT, B3hE94. 4%,
MEPEBHEYE UTLICI213609 7 B4l LT, Ao
53.8% % 1572, WEED 2 Bl IIHFNHS0% TH -7, H
TERIER & L THILEREEF % 100R2D 72, 29 b
8iE, - WKIET, 16UIMEEE A7, &5k
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CLINICAL STUDIES ON SULTAMICILLIN, A NEW ORAL ANTIBIOTICS,
IN THE URINARY TRACT INFECTION AND GONORRHEAL INFECTION

KEIzo Suzukl and HIDEKI TAMAI
Department of Urology, Hiratsuka Municipal Hospital

Yorio NAIDE, TaMiO Fulioka, TADASHI OGAWA,
HARUYOSHI ASANO, MASANORI YANAOKA and TOSHINORI HANAI
Department of Urology, School of Medicine,

Fujita Gakuen University

NORIHIKO OKISHIO and KOICHI ISHIGURO
Department of Urology, Shizuoka Red Cross Hospital

The clinical and safety evaluation of Sultamicillin, a new oral antibiotics and an ester of ampicillin and 8-
lactamase inhibitor, sulbactam, was investigated in urinary tract infections.

Sultamicillin was administrated orally, at the dose of 750 mg divided 2 times per day for 3 days to patients
with acute simple cystitis and at the dose of 750 ~ 1500 mg divided 2 ~ 3 times per day for 5 days to patients
with chronic complicated U.T.I.

The total number of the clinical cases was 41 including 24 cases of acute simple cysitits, 15 cases of chronic
complicated U.T.I. and 2 cases of gonorrheal infection. The clinical efficacy of 31 cases (18 with acute simple
cystitis, 13 chronic complicated U.T.l.) was evaluated by the criteria which was proposed by the U.T.I.
committee, Japan. The clinical effective rate was 94.4%(17/18) in acute simple cases, 53.8%(7/13) in chronic
cases, and 50%(1/2) in gonorrheal infection.

As the adverse reaction, 10 cases of gastrointestinal symptoms were observed including 4 cases of diarrhea,
4 cases of soft stool, 1 case of hemorrhagic colities and 1 csse of stomach discomfort. Administration of Sulta-
micillin was discontinued in 4 cases, and 3 cases were improved rapidly on withdrawal of Sultamicillin, but 1
case with hemorrhagic colitis needed to be hospitalized for 10 days. In the laboratory data, no significant ab-
normality was observed.

It is concluded that Sultamicillin is superior to Ampicillin in effectiveness in the urinary tract infections and
gonorrheal infection, but the high frequency of gastrointestinal symptom after the administration of Sulta-
macillin should be considered.



