CHEMOTHERAPY
PEWR ARHEIRIC 51T 5 Sultamicillin O EEER) - ERRAVAFZE
sk mE - ET oMk - BT -MN FE-RE - iR B2
B KB AR
ek &
KRR A B
EH B
L AR

Fr L RO A B-lactam AHUEMWHE sultamicillin (2 DWW TEBABBIR TRET 2 17V, LT
DFEERE1F2,

1.9 H | ERRARHER Sk 7 R 1TTRRIC T 5 RS A RRFT L 72. £ D MICy i3, S. epide-
rmidis6.25ug/ml, S. aureus6.25ug/ml, E. coli6.25ug/ml, K. pneumoniaeb.25ug/ml, S.
marcescens>200ug/ml,  C. freundiil00ug/ml, E. cloacael00ug/ml T, %< NDEHEIZH T
sultamicillin ®#{E 7713 ABPC & ) B+, %kiZ B-lactamase SEEERICEN R LRI,

2. WRR, BEf AT | ARI750mg RSO METIBEIL SBT5.86~8.53xg/ml, AB
PC12.15~15.75ug/ml T, 8EMINORHHE#EL, SBT, ABPC & L #950~55% T 72, 750
mg B O%5-1£2857 ~ 295557 I B M iE =2 SBTO0.1~1.6ug/ml, ABPC0.01~1.164g/
ml, FKFIZ SBT0.15~8.954g/ml, ABPC0.01~7.54g/ml DEATHERD bz, 72, 750mg
BFEO%kS54%, 1~ 5EH207 ORI FEBRMESIZ SBT0.46~2.45g/ml, ABPCO0.48~2.60
ug/ml, PEIHAPI SBT0.2~1.0ug/ml, ABPCO.11~1.2ug/ml ORATHERD b,

3. FRARHGEE | AR RVE 2661, PRESRUE 14BN L, 100%NDEEREZNE, 88.9%

JUN. 1985

DI BRIE A TNR % 88072, BWERIIRS£B®%E 1HICa2s, REEREII L, -7,
LEEDRERGED S FERR ARMEIKIC 51T 5 sultamicillin DBERMED SRS L7z,

Sultamicillin 1319794 Pfizer # TH 2 IZBHRE I 12
FAMEED B-lactam MR T, B-lactamase P ZEEH
%% 7 5% sulbactam (LT SBT) &, ampicillin (AT
ABPC) (22T NAFEAICL Y EA—FFhiz4/T o
EHEEELOTH S, KL, SBT & ABPC g0k
CIRIME % ST 5 S RRFIC, DK S L7 b3
% ABPC & SBT i 71 # i1 L /2 “mutual pro-
drug’ L WbNBE LW A TORKTH 52, KEL,
BEEAMT TIREET, BORE%EBEE,» SIS N,
e 27 7—+12 &k )k X L ABPC & SBT
EITHEREL, KN T ABPC & SBT & L TEET %,
ABPC DR AREZINT5DTABPCoHMm ¥
7SR IY ABPC OB 5 L ) LEdy, #
72 SBT LA LL 22BN D /88 — > 2R DT, H4KNA
TOWMNERLGIIFTE 5, Z0R, A%z, ABPC D
PRI L THE A s S n, MEA<7 vy
ABPC i k) LKL Twb tENTw3b,

Sultamicillin (2L E & ) wHGRO FIZHREE L

LT, ZO¥HERIEL THEREIHTHELHITS
eI NG,

INHNESIZOE, 19834 2 A, 2EBEIHES
P E N THREIRESTh N, 19845 6 A, $32MEH
RILEREE RS, TR PRI TLIZBVTEOR
RABETE N, FHEHFHE S vz,

bbb ZokEHRICEML, ERARERICS
WTHRET R ATV, BREZBLNT, JZICBRET 5.

L& & B &

1. L& A

Sultamicillin O RERE TIHLE 1713 1R AR KR
BRSBTS 7R 17TRRIC D\ T B A L3RR E SR
R T, BIBRALL#E (MIC) % ampicillin
(ABPQ), cefaclor (CCL), cephalexin (CEX) Zlt
R L THIEL 72,

B-lactamase D#RIEL, Ty KA P —=T 4 A7 R
U=t at7 42T 27D 2ENT 4 A7 &N
W, Ty K AY—=F 4 27 THIENEEY Blacta
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mase BEEEHE (H), =FoL74>T 4 R7NDAIC
A B-lactamase REEALR (L) L9872,
2. BAEATUR UM

(1) *8b & URRHESGE RKREGE

BB, TERME CHMTE 2RI TORES]
|28 sultamicillin750mg % &5 L, FMaHE
WLFE, [TBe & &R BRI L, WA
£33 T—20C CHERA L 72, SREEERI IR =8k
e L, TEEIRM & ATEIRM % [EREC R L, M
oM, MR FRR ISR L 72,

s i, KPR MR RTOEIHC A#750mg % Y
fR&%, by, BHAM, MM, FKEZHRIRL TllE
L7

(2WIE Sk

miE R FREORBHBENERIL, ABPCI
bioassay #ic & 1), SBT (358 & L T3 bioassay ik
2k o> 72hY, BREBFAHENEREORRIKIL, i GC-
MS#EEHFAL 7z,

ENBEII VR O&H ] g2 RESFAY
—THAEFA L L, OIS 0.1M ) >~ EEEE
WCHERL, TR EEE MIFENSAIZHEL THIEL
72,

3. ERRATRGT

(DONERUFHE

FRRRBR L, TENRBYYE, MIB2HRYE, SMERRRE
R, FREEEYES S 515 & L, BEFIS8E 2 AH 5 59F

2R E TORMICIBR AR EREE % %2 L 72 BE 406
RtRE L,

£55%ix1E 1 Tab (375mg), 1H 3EEOHZRS
REAE L7z,

(2) ZhRHERHE

BREBHR, MR N R R RGR  & %
REMICEEL, FEAMBREKY3 BURICEL (X
BN, BRICE-1BAEENE L, FEAMEER
B3 BLINICSENMAR 2R L, FORIERL 56 %
e L, FEAMEREKRS 3 BBl TLEES N
WEAREE LT,

MRFEPIRIL, BOWEL 72 Lol BE,
EROBNLRED & L, BEOZEILL 72 LORELR,
DL DA LTz,

1. & ®

1. RBENHEH

S. epidermidis 8 #rDEF VA1 Fig. 1, 2A7¥
£912, sultamicillin 131.56,.g/ml THITSBDENF

BARUEL, KA ABPC, CCL, CEX & H~3 &,
AL % < DB TR MIC fE# 7L 72, B-Lactamase
BEREERIZ SR SR T, FNRZMSF 2 ABPC
L H#T 5 & Tablelnn {, sultamicillin ¥ %%
MIC fEA4EA ~ 72,

S. aureusdOBRIZ DV TiE Fig. 3, 42773 & 912, sul-
tamicillin DHE 13108 cells/ml Tid, {KBEICE W
TIHBA & DEIZ DD, 6.25ug/ml LI ETI3ZEAT
KE %Y, 108cells/ml TIEIZEAKEC 2N, FHC
ABPC L n#Ei3Kk&EH ~ 72, B-Lactamase BEEEHk
340BRH136BR T, Z£RSEESA % ABPC & HUBT 5
&, Table 2l2779 & 912, sultamicillin 412 MIC {&
DEARD %, EEENBNZ EHTRENTZ,

E. coli5S0RNREZMESH13 Fig.5, 6o~ <, sul-
tamicillin DU 713 HBEER & B, 13TPREICAIE
L, MICHOE—7143.13ug/mliZH 52% ABPC &1
BLnh %, ZHUT g-lactamase BEREAEAS0
B L0k & D Tzd b A5 5, B-Lactamase BEE
HERRDAD I TlE Table 29 & 5 12 sultamicillin O
B mIHENHIZ %<, ABPCI3200ug/ml Ll E
VAL 2/ W AN

K. pneumoniaedBRiZ OV T3, Fig. 7, 8ICR¥ &)
12, sultamicillin ®#HE 711z CCL, CEX % &9 ceph-
em 2k X, ABPC X WizRWiEH%RL, MICHY
—7136.25ug/ml T - 72, B-Lactamase FEEERK
2408k 3R T, ZOREMES % ABPC L BT 5
&, Table2m k& 912, sultamicillin?®» MICHE—7
136.25ug/mliZEF L, ABPCHZHUF25ug/ml T,
B8R &2 sultamicillin DIE I AHEN T2,

S. marcescens =2V Tt Fig. 9, 101073 & 913,
WEN L BEEMESE, TNTH B-lactamase &
BREERTH D, MICIZ100pg/ml LLETH 7297
Zod T2, sultamicillin ® MIC (3 ik LK Ao 72
(Table 2),

C. freundii \= 2>\ T% Fig. 11, 121" & 918, 4
ZNHTIE sultamicillin DIE AL BV, 12.5
pg/ml & 100gg/ml LLE & D WHIZ 535 1172, B-lac-
tamase SEEAKRIZ20kPLITHR T, MICOE—713
Table 21277 F & 5 1< sultamicillin (3100xg/ml, AB
PCi3>800ug/ml TH-72,

E. cloacae 106k H & 885 B-lactamase & & 7 4tk
T, Fig. 13, 14RT & 912, 4 BAERINP T, sulta-
micillin DHE NI D RWASREFTIZ %, 12.5ug/
ml U EEEL 72,
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Table1l Sensitivity distribution of B-lactamase high producing strains to
sultamicillin and ampicillin
MIC
(ug/ml)
Organism LE 1.56(3.13(6.25 >800| Total
Drug
Sultamicillin 10
E. cloacae
ABPC 3 10
Sultamicillin 1 5
S. epidermidis
ABPC 5
Sultamicillin 2
P. morganii
ABPC 2
Table 2 Sensitivity distribution of g-lactamase high producing strains to
sultamicillin and ampicillin
MIC
(ug/ml)
Organism pem 1.56 6.25 >800| Total
Drug
Sultamicillin 1 10
E. coli
ABPC 4 10
Sultamicillin 21 39
K. pneumoniae
ABPC 1 39
Sultamicillin 8 4 36
S. aureus
ABPC 10 3 36
Sultamicillin 3 17
C. freundii
ABPC 2 12 17
Sultamicillin 9
S. marcescens
ABPC 8 9
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Fig. 1 Sensitivity distribution of clinical isolates
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Fig. 9 Sensitivity distribution of clinical isolates
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Proteus spp.+=2v> T, B-lactamase B4k
2055, P. morganii D 2DATH 5%, MIC 1225
ug/ml THY, ABPC 13400xg/ml TH -7z (Table
1

2. mABE

BARFEN FESRE CHEBAEIER LRER 2 &1
sultamicillin750mg % £ LHRE L 723560 MiE il E
% Fig. 15:5R L 720 FEB A 13, 514, miEPiREOE
— 7 I BSRBIC &S U225, HEF] B Tl B — 2 filld 2
BEIBICED N, £04EIZ ABPC12.15~15.75,g
/ml, SBT5.86~8.52ug/ml T, fEH] B DA%
ETh-172, 6EEHIEOKIHEIZ, ABPCO.2~0.4ug/
ml, SBT20.1~0.4ug/ml TH -7z,

3. FRepgEt (Fig.16)

M BERENFESNC 5 TE L ¢ 750mg B O
SH0RRHEEERE L 72, FEF) BI2B\V T3, migEsh
BEOKETHL L &I — 27102 T 20hi5 <
1, PR EIAE L ER) A |3 2 BRI B L 7
B, ) B Ti3 4 BERMSICIREIEL 72, L L, 48F
RO BER 11T ZFERET, 8 BERINORAPHEMRNS, T
LS8N TH - 72,

4, BRI

FEBIRME AT EIRME & 9 ABPC 3 & U SBT
BEIIZNZN Table3 4R3I, TRILOE FEH)
bbh o, FEBINRM & AEIRM O MmiET R & G
PL2#B AR, Besfiiz 30509385 T, ABPC»*
2.43~2.60ug/ml, SBT #2.37~2.45,g/ml Th ",
B L, 589205 T ABPCO.48~0.52ug/
ml, SBT0.46~0.47ug/ml Th » 72, TEEEMIB &
UK 23 &SI DMK 12 ABPC £70.11~1.20
rg/ml, SBT £%0.2~1.0ug/ml DRI HF L 72, 44
PIREITIZ ST Y X 558 ST,

5. BRI, FKAPRATIBRE

RRANDOBITE BT 2720, #HT sultamicil-
lin750mg # 1 @EOHRE L, SHRE%ICHA L, FK5
SRR # 4RI L THIE L 72, B3 Table 51273
$912, Be51£285r & 1) 29BERA555MC b7z B HER DB
BRI A 208 M 24T - 72,

RN EF ) ABPC il 1388 5- 14285y D2 . 84ug/
ml ZBEEE LT, 5HERI555M2130. 24ug/ml £538
bz, QR RLIAOBITI20.018~0. 08 g/ml &1l
EThor, SBT #EI32.49ug/ml & b— 7fEE L,
0.1ug/ml DRN= G L 72, 9 BSRILIAIZ0. 1pg/ml LA
TV){EQ?&E'C’}) 272,

g miER ) ABPC#EI31.16~0.01ug/mliZ4y
L, 9 RIS EBETH ), SBT iBEI31.6~0.1
ug/mlHEEH 5N, IEFRILERIHMEIBE TH - 72, FK
) ABPCBEIZ7.5~0.01ug/mlic 3 L T35
VxH %, SBT BEIZ8.95~0.15ug/mlic5 G L
72, Fig 1112 2 0#d %R L 72,

1. B8 KR Bt ¥
1. 8B LURSHE

BRFNS84E 2 A & 1 BRFISHE 2 B F TIoRBRI RS I

NEHBEE A% &BE U 72 R I AR RYeRE 40511 2
L7z, 99 Hbitid Table6-1~ 223 & 912, &
B 400, oovh ) RIS, IRBERAE, SMER, &
18, FTENERL13G, HERK 24, FENRRIRN
B2 4, BEEALERERL 130, BHERER 16,
BB TH B,

#5512, 1E 1% (sultamicillin375mg &78),

1H3MEE L, MOFEAIIHRAL %2 -7,
2. ERGEERME (Table?)

TR, L) CIRIRE, REEEIRE, SMERTE
OISR 7RIS L T, R, UIREEHEREL
HLHBHH1HIEE 4~14BHENERTIBE LEM
T - 72 (REAIEER CaseNo.5. Fig. 181Z/RL72), F
BRELANLIBNS, 5FIH HEIERY, 8 FlH AR
<, AKI1H3%, 3~108[R%S T, F2H36), H
10B0#ER 21872 ((R&SEH) CaseNol6, 17, 21% Fig.
19, 20, 2UTRL7). FENBEAIRMIBIRLD 4 BUxS
LT3, 1H3% 4~108ED#%S5 TE 1% (Case
Nol3, Fig.22), B%h3 BIORERTH 72, MBI 2
Bld 7205250 4 1 B 3885 BEHES- TLBIENTH

2o AMEHAVEREMAIZ1FITH - 72n% 1 H 388

~ 6 BREHRS TEMIOB, Axh3HI(UTI hFHiEE
!E) ORERTHY, BEBTRERD 1HIIZ (CaseNo3s,
Fig.23), 1 H4%3 8, 1H 6 5t 6 HEID®S5 THEM
Thotzo LIl 6FEERBABUCKTL T, Fh14F), B
M26BINFERT, 100%NERNRTH - 72,

3. FRBHIMEFITHR

Table 8iSRTM<, FENRAIEMELRRD 4B,
Ty 2, ERH 1R, A 161, FEMNBER13BIGY
9&31’?“ s 25, ABA 8 B, PiHERRAI3 261 & L AEA,

rREens 7 609, Tk 3B, R 1A, A 16
Tﬂfi 2, StkEAarEREDtS 136, HR126, BWRR
161, 2HE ﬁ%‘x 1BN3IEET, Batd 5 LiHE21H,
A2 34, BRAL3IF, AEAL3BIT, BERBI2TEIA,
{é#&&lﬂﬁ TREGFEIERFIL88.9% TH » 72,



720 CHEMOTHERAPY JUN. 1985

Fig. 15 Serum concentration of ABPC and SBT Fig. 16 Urinary concentration and recovery rate of

in female patients after single oral dose ABPC and SBT in female patients after
of 750mg sultamicillin single oral dose of 750mg sultamicillin
ug/ml
20
e, ug/ml
104 1400
. e : ABPC .
. Igg.FC}Subject A 1200 0:SBT }S“b)e“ A
. a: ABPC .
A i s \ ARG
| o, A,
1 4001 AN,
] \ k/::”d——— ~\\\\ = 2
0.4 N e 0 T T T —
N %
. \2 60+
o % 401
1 2 4 6 8 hr. P
drug |1 hr [2hr [d hr [ 6 hr |8 hr 204 5
A SBT 8.53| 5.75] 1.38] 0.52] 0.20 ,f'
ABPC|{15.75| 8.80| 2.54| 0.84| 0.40 0 T T T

—
(X}
-
o

T
SBT || 3.19] 5.86| 1.23| 0.30| 0.10 8hr.

ABPC|| 6.20(12.15] 1.87| 0.48] 0.20

Table 3 Tissue concentration of ABPC in intrapelvic genital organ after oral
administration of 750mg sultamicillin

Time after || Venous |Uterine Portio

administra- artery Endometrium | Myometrium | Perimetrium | QOvary | Oviduct Cervix

tion Surum serum Vaginalis
1:10 <0.02 <0.02 <0.04 <0.04 <0.04 <0.04 <0.04| <0.04
1:30 <0.02 <0.02 <0.04 <0.04 <0.04 <0.04| <0.04
2:00 1.90 2.20 1.20 0.41 0.71 0.28 0.45 1.20 0.72
2:20 0.22 0.20 <0.04 <0.04 <0.04 0.05 <0.04| <0.04

—

3:15 1.06 1.12 0.27 0.36 0.32 0.44 0.76 0.57
3:38 2.43 2.60 0.38 0.17 <0.04 0.41 1.20 0.50
4:20 0.80 0.52 0.16 0.16 0.06 0.29 0.16 0.40 0.16
4:34 0.66 0.50 0.18 0.15 0.14] <0.04 0.12 0.28 0.22
5:10 0.70 0.59 0.20 0.23 0.26 0.34 0.34 0.37 0.43
5:20 0.52 0.48 0.11 0.07 0.18 <0.04 0.14 0.21 0.19
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Table4 Tissue concentration of SBT in intrapelvic genital organ after oral
administration of 750mg sultamicillin

Time after ||Venous Uterine . Portio

administra- artery Endometrium | Myometrium | Perimetrium | Ovary | Oviduct Cervix

tion serum serum vaginalis
1:10 <0.1* <0.1* <0.2* <0.2* <0.2* <0.2* <0.2* <0.2*
1:30 <0.1* <0.1* <0.2* <0.2* <0.2* <0.2* <0.2*
2:00 1.91 2.15 1.0* 0.4* 0.8* <0.2* 0.4* 1.3* 0.8*
2:20 <0.1* <0.1* <0.2* <0.2* <0.2* <0.2* <0.2* <0.2*
3:15 1.21 1.32) <o0.2* 0.3* 0.4* 0.4* 0.80 0.68
3:38 2.37 2.45 0.4* <0.2* <0.2* 0.74 1.00 0.76
4:20 0.68 0.73] <0.2* <0.2*| <0.2* <0.2* <o0.2* 0.4*| <0.2*
4:34 0.49 0.50 <0.2* <0.2* <0.2* <0.2* <0.2* <0.2* <0.2*
5:10 0.55 0.57| <0.2*| <0.2f <o0.2* 0.3* 0.3* 0.4* 0.4*
5:20 0.47 0.46 <0.2* <0.2* <0.2* <0.2* <0.2* <0.2* <0.2*

* : GC-MS Method

fable5 Transference of ABPC and SBT in to umbilical cord blood and amniotic fluid after oral
administration of 750mg sultamicillin

Time after SBT (¢g/ml) ABPC(ug/ml)

administration |Maternal blood| Amniotic fluid| Cord blood [Maternal blood| Amniotic fluid| Cord blood
0:25 <0.1* <0.15 <0.1* <0.02 <0.01 <0.018
0:25 <0.1° <0.15 <0.1° <0.018 <0.01 <0.01
0:28 2.2 <0.15 1.07 2.84 0.25 0.89
0:45 <0.1* <0.15 <0.1* 0.02 <0.01 <0.018
0:54 1.4° <0.15 <0.1° 2.53 <0.01 0.08
1:30 2.24 <0.15 <0.1° 2.32 <0.01 <0.018
2:17 0.66 <0.6 0.98 0.23 <0.01 <0.018
2:35 0.2 <0.15 0.1 0.49 0.21 0.17
3:10 0.82 1.14 0.88 1.27 0.97 0.47
3:10 1.42 2.47 1.54 1.74 2.11 1.03
3:15 <0.1° <0.15 <0.1* 0.17 0.02 0.06
4:08 <0.1* <0.15 <0.1° 0.21 0.16 0.08
4:10 1.07 2.48 1.37 1.41 2.51 1.16
4:55 2.49 3.95 1.6 2.81 3.6 1.12
5155 0.1° <0.6 0.3 0.24 1.6 0.38
9:10 <0.1° 0.95 <0.1* <0.018 0.99 0.07
9:50 <0.1° 8.95 <0.1* 0.04 7.5 0.11
11:15 <0.1* 1.34 <0.1° 0.08 1.49 0.13
12:23 <0.1° 1.07 <0.1* 0.04 1.29 0.20
12:35 <0.1* <0.15 <0.1° <0.018 <0.01 <0.018
14:10 <0.1* 1.19 <0.1* 0.06 1.33 0.11
29155 <0.1° <0.15 <0.1* <0.018 0.08 <0.018

*GC-MS Method
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Fig. 17 Transference of ABPC and SBT into umbilical cord
blood and amniotic fluid after oral administration
of 750mg sultamicillin
ug/ml ug/ml ug/m]
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4. REHEFIMEEI R

BRRHGI27F, BRI 2 230, MRS 4
BT, b bbb 6 HkE, 3Z%kIRHEI N, £
DHEFETNFE Table 9NN, S. aureus 4 ¥R T3,
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Table 6-1 Clinical summary of sultamicillin in OBGYN-infections

Case l’»«.)dy . . Isolated before .| Clinical | Bacteriological Side
(Name) Agew(t:g?t Diagnosis organismm Dosis efficacy response effect
(N, lT ) 41| 52 szx;igrrlr;itirtiitsis ——2 fcaoelcl‘_alz's I;?Sa);: Good |Replaced None
(v ZN ) 43| 55 En:é)!r]r:):(tirtiitsis g fca(]eléajz'j I;jzdzjs Good |Eradicated None

3 23| 48 Endomet.ri'tis (—) 1tab. x3 Good None de-tected Gastralgia

(S.M) L. adnexitis (=) X 4days at baseline
(H. 4N ) 24 | 51 |Vulvoabscess (( :)) lizza?ss Good :Itogaeszﬁtided None
v SK ) 29| 64 |Vulvoabscess iggjc(ie_r;nﬂ 1;22;;53 Good |Eradicated None
(M.GN ) 27| 55 |Endometritis ((:)) i?;;:s Good ?tosssjﬁfeded None
(5.5 | 47| 54.5 [Endometritis E:; lxtjgdzyss Good [ one detected | None
(T,SH.) 28 | 86 |Endometritis E CO[Z(_) 1;33;;53 Excellent|Eradicated None
(Y.QK.) 41 | 65.5 |Endometritis g EZZ 1;32;’53 Good |Unchanged None
(Mm) 35| 53 |Endometritis E:;—— 1;223 Xyg Good aNt"]';:Sjﬁ;fted None
( I%l’l‘.) 74 | 56 |Vulvoabscess S. aur(eﬁs) I:?Edzjs Good |Eradicated None
o [0 @ P [T oo [t | e
(M?ST ) 19) s Eéjg::::irtiitsis = 60127) 1;;2;;3 Excellent|Eradicated None
( K.MK.) 24 | 48 |Endometritis N(. B) 1;23;;53 Good iogzsgﬁzeected None
|7 o o | 5] oo N |
o || @ [P S P o [t | e
( 5170 ) 23| 57 |Endometritis g—:%ﬁ:%— 1;33;;: Good |Unchanged None
(K.I?VI, ) 31| 52 |Adnexitis E : )) 1;23;;53 Good ;\Itogzszll(ei;eected None
(K?gT_) 23| 62.5 |R. adnexitis E:; b jj Good [~o€ detected | None
01 |19] 7 [evrwan |& s |vrias | 0000 [fepaest | None
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Table 6-1 Clinical summary of sultamicillin in OBGYN-infections(continued)

Case A Bgdz Di B Isolated before Dosis Clinical | Bacteriological Side
(Name) 8¢ w(ilg) t 1agnosis organism after efficacy response effect
21 . (—) 1tab. x3 None detected
(5.7) 35| 68 [Endometritis = X ddays Good at baseline None
22 .. (—) Itab.x3 None detected
(K. H.) 36 | 55.2 |Endometritis = x ddays Good at baseline None
23 L. E. coli 1tab.x3 .
(N.K) |2} 50 |Endometritis =) X ddays Excellent|Eradicated None
24 - S. aureus 1tab.x3 .
(S.Y) 41| 58 |Vulvitis ) x 14days Good  |Eradicated None
25 . S. epidermidis  |1tab.x3 .
(N.S) 21| 51 |Endometritis — 0 X ddays Excellent|Eradicated None
26 S. epidermidis  |1tab.x3
(T.Y) 44 | 58 |Vulvoabscess S epidermidis epidermidis | x4days Good |Unchanged None
Table 6-2 Clinical summary of sultamicillin in OBGYN-infections(UTI)
Case Bc?dy . . Isolated before . Clinical | Bacteriological Side
Age|weight| Diagnosis X Dosis X
(Name) (kg) organism after efficacy response effect
. P. mirabilis
21 23] 48 Ache' simple E. aerogenes ltab. x3 Excellent|Eradicated None
(A.S) cystitis — X 3days
28 Acute simple |E. coli 1tab. x3 .
(Cc.0) 59| 41 cystitis 0 X 3days Excellent|Eradicated None
29 Acute simple |E. coli 1tab. x3 .
(5. U 26| 45 cystitis = X 3days Excellent|Eradicated None
30 Acute simple |E. coli 1tab.x3 .
(1.5) 49| 45 cystitis T (O |x3days Excellent|Eradicated None
31 Acute simple |E. coli 1tab.x3
(S.T) 28| 46 cystitis K. oxytoca X 3days Good ' Replaced None
32 Acute simple |E. coli 1tab. x3 .
(K.S) 22| 46 cystitis = X 6days Good |Eradicated None
33 Acute simple|E. coli 1tab.x3 .
(K. A 27| 44 cystitis =) X 3days Excellent|Eradicated None
. E. coli
34 Acute simple . 1tab.x3 .
S. /
(M. S) 19| 57 cystitis faec(a‘z)s X 3days Excellent|Eradicated None
35 Acute simple |E. coli 1tab. X3 .
(N.T) 41| 52 cystitis = X 3days Excellent|Eradicated None
P. mirabilis
36 Acute simple |E. coli 1tab.x3 .
(M. T) 431 55 cystitis S. faccalis x 3days Excellent|Eradicated None
(=)
37 Acute simple |E. coli 1tab.x3 .
Y. 1) 26| 49 cystitis = X 3days Excellent|Eradicated None
1tab. x4
38 Acute simple |E. coli X 3days .
(K. F) | B % |oyelonephritis ) ltab,xg | C00d |Eradicated None
X 6days
39 Acute simple |[S. aureus 1tab. x3 .
(Y.S) 45| 52 cystitis = X 6days Good |Eradicated None
40 Acute simple |S. epidermidis |1tab.x3 .
(K. K.) 36| 46 cystitis = 3days Excellent|Eradicated None
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Table 7 Clinical efficacy classified by diagnosis
Clinical efficacy
Diagnosis Total Cure; rate

Excellent Good | Fair | Poor (%)
Endometritis
Adnexitis 1 3 4 100
Endometritis 3 10 13 100
Adnexitis 2 2 100
Vulva infections 7 7 100
Acute simple cystitis 10 3 13 100
Acute 51mple‘ . 1 1 100

pyelonephritis

Total 14 26 40 100

Fig. 18 Case 5 Y.K. 29yrs Vulvoabscess

Fig. 19 Case 16 K.T. 3lyrs Puerperal endometritis

| TTx3x4 ]
. Clinical efficacy ° Clinical effi
38°C 4 Good 38 1 G;g:jca efficacy
J 37 .
37 \ ~ .
\.\ —— .
364
36 1
T T T T T I
T T T T 7/10 7/13 7/16
5/17 5/18 519 5/20 Isolates (=) (=)
Isolates S. epidermidis (—) Lower abdominal pain (+) (+) (-)
Tenderness (+) (+) (=) Tenderness (+) (-)
CRP (+) (+) CRP (+) (+)
WBC(/nn?) 13,100 8,400 WBC(/nn) 10,300 5,100
Fig. 20 Case 17 S.0. 23yrs Endometritis Fig. 21 Case 21 S.Y. 35yrs Endometritis
[ 1T x3x4 ]
1Tx3%x4 . .
linical effi 38C Clinical efficacy
38°C Clinical efficacy 4 . Good
Good \,
4 37+ S
37 — .
R
36 367
T T T T T T T T R T
718 7 920 7 292 917 918 919 920
Isolates E. acrogcncs E acrogencs [solates (=) (—)
Lower abdominal pain (+) (£) (=) Lower abdominal pain (+) (+) (=)
Tenderness (+) - (—) Tenderness (+) (—)
CRP (=) (+) CRP (=) (+)
WBC( mnt) o WBC( mm) 9.400 7.100

9.300

4.800
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Fig. 22 Case 13 M.T. 19yrs Endometritis,

Fig. 23 Case 38 K.F. 28yrs Acute simple

R. adnexitis pyelonephritis
. 1TXdxX
we| MDD
[ ITx3X7 ]
o J . Clinical efficacy 394 Clinical efficacy
38cC \ Excellent Good
374 \ 384
——
36 371 \
‘\./\.
. : . 364
6/21 6/24 6/27
Isolates E. coli (=) T T T T T T T T -
Lower abdominal pain (+) (£) (=) 7/23 7/26 7/29 8/1 8/9
Tenderness (+) (=) Isolates E. coli 105 (=)
CRP (4+) (=) Pyuria 27/hpf  2~4/hpf 1~2/hpf
WBC(/mm?) 23,000 5,600 Lumbalgia (#) (+) (£)(—=)
CRP 6(+) (=)
WBC(/mm?) 12,500 8,900
Table8 Bacteriological response on diagnosis
Bacteriological respons
Diagnosis N 3 " Total
Eradicated| Decreased |Unchanged| Replaced one ete:cte
at baseline
Endometritis
Adnexitis 2 1 1 4
Endometritis 3 2 8 13
Adnexitis 2
Vulva infections 3 1 1 2 7
Acute simple cystitis 12 1 13
Acute simple
.. 1 1
pyelonephritis
Total 21 3 3 13 40
Table9 Bacteriological response on isolated organisms
Bactiriological response
Organism Total
Eradicated Decreased Unchanged Replaced
S. aureus 3 1 4
S. epidermidis 3 1 4
S. faecalis 3 1 4
E. coli 14 1 1 16
E. aerogenes 1 1 2
P. mirabilis 2 2
Total 26 3 3 32
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Table 10 Laboratory findings before and after treatment
Item ]
RBC WBC Hb Ht
. (x10%) (/mm?) (g/dl) (%) S-GOT | S-GOT Al-p BUN S-cr. CRF
ase
”1‘ Before 497 9000 15.0 40.0 19.2 10.2 5.3 10.7 0.8 +
after 426 4800 14.5 41.0 29.8 21.3 7.0 11.5 0.8 —
9 before 415 10000 14.5 40.0 27.8 12.1 4.6 14.2 0.9 +
after 449 6000 12.0 44.0 24.2 19.8 4.9 13.6 1.1 —
3 before 407 8300 13.0 41.0 12.0 6.0 4.3 8.4 0.4 +
after 413 5300 15.4 43.0 12.0 7.0 3.0 5.4 0.3 —
4 before 418 8500 11.8 38.0 11.0 6.0 7.2 6.4 0.4 +
after 432 6200 12.1 39.0 12.0 9.0 5.7 6.0 0.3 -
5 before 404 13100 12.2 41.0 11.0 12.0 6.5 5.0 0.2 +
after 384 8400 12.5 40.0 9.0 6.0 7.1 5.0 0.2 +
6 before 305 8600 10.1 31.0 12.0 8.0 4.1 6.4 0.3 ++
after 308 4700 10.2 34.0 9.0 9.0 4.6 6.3 0.2 +
7 before 387 11200 10.6 37.0 10.0 4.5 5.2 9.5 0.3 -+
after 393 4200 12.2 7.0 4.0 3.9 8.7 0.4 —
8 before 393 14400 8.9 32.0 7.0 3.0 4.3 7.6 0.3 +
after 375 7400 8.7 30.0 8.5 3.0 3.5 8.3 0.4 -
9 before 417 8700 14.5 45.0 24.5 33.0 4.2 18.0 0.6 +
after 385 7300 14.0 40.0 4.0 8.0 3.1 13.5 0.3 —
10 before 376 8600 11.7 41.0 5.0 5.0 5.9 10.5 0.4 +
after 417 4000 11.6 38.0 11.0 5.0 5.1 9.0 0.4
1 before 410 7900 13.0 41.0 15.0 8.0 6.4 22.0 0.3 +
after 448 4800 14.8 43.0 15.0 14.0 8.8 16.5 0.6 -
12 before 372 9100 12.9 40.0 20.0 18.5 7.4 10.1 0.6 +++
after 380 3900 13.2 39.0 14.0 15.0 7.4 10.4 0.5 —
13 before 389 23000 13.2 40.0 13.0 8.0 4.6 7.3 0.5 ++
after 398 5600 12.8 39.0 11.0 6.0 4.2 6.8 0.3 —
14 before 434 9000 12.1 38.3
after 438 7300 12.5 38.7
15 before 413 7600 12.5 36.7
after 420 7400 12.5 37.0
16 before 409 10300 12.7 41.0 15.0 13.0 12.5_) 10.0 0.3 +
after 434 5100 13.6 42.0 15.0 7.0 4.5 13.4 0.4 +
17 before 413 9300 13.6 41.0 10.0 6.5 6.5 8.0 0.2 +
after 406 4800 12.9 43.0 10.0 6.0 4.2 8.1 0.2 +
18 before 373 8200 12.5 37.0 7.0 3.0 2.9 14.0 0.2 -
after 355 5100 11.9 35.0 9.5 6.0 4.0 8.3 0.3 —
19 before 396 8800 11.9 38.0 2.0 8.0 4.5 8.2 0.3 +
after 408 4400 12.3 41.0 10.0 4.5 4.0 11.7 0.3 -
2 before 371 9200 11.2 38.0 14.0 9.0 8.3 11.6 0.4 +
after 380 7700 11.2 38.0 31.0 21.0 7.5 12.0 0.3 +
21 before 396 9400 10.6 37.0 8.0 3.0 2.8 8.1 0.1 ++
after 401 7100 10.8 39.0 9.0 6.0 2.6 12.5 0.2 +
2 before 403 8800 13.6 41.0 12.0 11.0 4.4 5.0 0.1 +
after 405 5400 14.0 42.0 12.0. 11.5 4.8 12.1 0.2 —
23 before 417 8300 13.6 44.0 8.0 3.0 6.0 11.8 0.2 +
|~ | after 409 6300 13.3 43.0 9.0 4.0 5.6 8.0 0.2 —
% before 348 9700 9.8 33.0 6.5 3.0 5.2 9.9 0.6 +
|~ | after 306 6300 8.8 30.0 23.0 25.0 4.2 16.5 0.5 -
25 | before 387 9100 10.7 | 37.0 9.0 5.0 3.6 8.8 0.5 x
|~ | after 389 4200 10.8 36.0 7.0 1.0 3.4 9.8 0.5 —
% before 353 9100 10.9 36.0 10.0 3.0 5.7 14.7 0.4 +
| | after 328 7700 10.5 35.0 11.0 8.0 6.3 8.6 0.4 -
28 before 380 6000 11.8 42.0 21.0 20.0 6.0 11.6 1.0 +
|| after 403 3700 12.0 42.0 29.0 19.0 6.0 13.6 1.0 -
before .8 38.0 20.0 18.0 7.0 12.0 1.0 +
3 after gg gggg So 39.0 26.7 17.2 7.6 13.2 0.9 —
34| before 490 9000 13.0 | 36.0 | 21.0 | 16.0 | 10.0 8.0 1.6 +
|7 | after 505 8800 13.4 38.0 28.0 17.9 9.0 9.8 1.8 -
35 before 380 7000 12.0 36.0 21.5 19.8 11.0 13.0 0.9 +
| | after 387 6500 12.0 37.0 23.8 21.3 10.1 15.9 0.8 +
before 7 33.8 12.0 8.0 5.2 6.4 0.3 6+
ﬁ after %Z 15388 Hs 33.6 18.0 12.0 3.9 6.3 0.2 -
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FUNDEMENTAL AND CLINICAL EVALUATIONS OF SULTAMICILLIN
IN OBSTETRICAL AND GYNECOLOGICAL FIELD

NANKUN CHO
Hisao M1y AsHITA, KEU1 IcHIKAWA, TAKASHI HOSOKAWA,
YolcHI YOKOO, MASAYUKI FUNATSU
Department of Obstetrics and Gynecology,

School of Medicine, Showa University

KANGO FUKUNAGA
Department of Obstetrics and Gynecology,
Ohira General Hospital

KaTtsuaki Kunii
Department of Obstetrics and Gynecology,
Kunii Hospital

Sultamicillin, a new semisynthetic oral g-lactam antibiotic, was evaluated on antibacteria sus-
ceptibility, pharmacokinetics and clinical efficacy against obstetrical and gynecological infections,
and the following results were obtained.

The sensitivity distribution of sultamicillin against 7 species, 177 strains of clinical isoltates were
measured, and MIC,, value of 6.25 ug/mQ against S. epidermidis, S. aureus, E. coli and K.
pneumonige, 100 ug/mQ against C. freundii and E. cloacae, 200 ug/mQ against S. marcescens were
obtained.

The antibacterial activity of sultamicillin was superior than that of ABPC in most strains and
specially more superior in g-lactamase high producing strains.

The absorption and urinary excretion of sultamicillin after oral administration of 750 mg were
measured.  The serum concentration of SBT ranged 5.86 ~ 8.53 ug/mgQ, and that of ABPC 12.15
~15.75 ug/mQ.

The urinary excretion rates of SBT and ABPC within 8 hours after administration of sultamicillin
were 50 ~ 55% on both.

The penetration of sultamicillin into umbilical cord blood and amniotic fluid found to be good.

The levels of 0.1 ~1.6 ug/me of SBT and 0.01 ~1.16 ug/me of ABPC were found in umbilical
cord blood and 0.15 ~ 8.95 ug/mg of SBT and 0.01 ~ 7.5 ug/mg of ABPC in amniotic fluid.

Concentrations in serum and tissues of intrapelvic genital organs were determined following oral
administration of 750 mg. Tissue penetration found to be good, with the level of 0.46 ~2.45 ug/
m¢ of SBT and 0.48 ~ 2.60 ug/me of ABPC in uterine arterial serum and 0.2~ 1.0 ug/me of SBT
and 0.11 ~ 1.2 ug/mg of ABPC in tissues.

Sultamicillin  was given to 26 cases of obstetrical and gynecological infections and 14 cases of
UTI with a daily dose of 1125 mg, and 100% of clinical efficacy and 88.9% bacterial response were
obtained.

Few side effect (one case of stomachache) was observed.



