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Sulfamethoxazole-Trimethoprim & #2835 W38
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Sulfamethoxazole (SMX) & trimethoprim (TM
Pz, L3 ME®ERoRIBBICIT S R —EEK O
BB 2 »ITEEELERBERENHT 2, Licn>T,
Z OFEF & OB TSI B O FERR BRI 23R IR
EIXNDBHDTC, SMX & TMP &%) (STEH) Db
ERELToMRAEBEREZEOrET B, BIKMEY
KO ORERFEDOIBND, HETORFEZTROL,
ST&# & LT, SMX 400 mg, TMP 80mg (5:1)
EREEZMEHAL

. B ® 5 &

ST AKIDEKREZRLY P LT 5, HEESHH%
DREZHEIE, ARIAENINE, AR siitstts
UK R, ROFEC X W Lico

a) MESBHERE

MUELLER-HINTON broth (pH 7.4) 10 ml M E %
1 B&HEMEH37°C, 24 FBRIEEEL, ThEREEMT
10°bact. /ml EHFR L, REZERBAERE T 5, T,
MUELLER-HINTON agar & 7.5% ¥lEMER N
TR TR EE BRI D SMX-TMP #7132 ST (20:1
CEA) ik, FhERORSEMRIESE T5,

BHREE . 1 ASEREY - ORSHAIEE B E
BK L, 37°C, 24RHEE L0 D, HIRFTRC X VE
DRENFELEMHEIEIhCREY $>T MIC &35,

BRERL, TEbhbh B ERRE L b oM LicsE
&'C’béo

b) GAREHAE

SMX 800mg ¥ 7% ST A#2 & (SMX800 mg +
TMP 160 mg) *EERACx LZefEre 1 EfEnf 5L,
Mm% (3RFMEE) B LOR (0~6 R 28T 5, =
DIREER Y, £OGWEATHERRFIFERL, SR-
medium % 1:3 BNz %, KK, ThThoEHNS
BEEA 103/ mIEEE L, 37°C, URREEER LoD, KK
DBRAFRATIEEY U TFOARIE NI EZHE L,

c) WEHE

STA&HI, F7-1% trimethoprim £& 05D A5
BENOEEBOFEYHEID DD, BERBCKTAE
KEES TOEIERZER L, BRRER, mE—k,
Mg b®:, R, Coomss test 7t & EH DA level
CRTHERETR, —F, TEERAORMBECK
LEBR~OEEYBE L, BIfEA, BRER, ME
BRI L fepiote,

d) ERPRRLHK

ERAPHEIC 317 5 HERPIECK L STERIZ#&
EL, TOBERHRR XOEIWERLKRE Lz, BRIRBE
OBENE, (1) REEGUcH 35 SMX & STAFIDILE
FOEMES BT 5 7%, K& LI X 52BHKT
1+ % double blind controlled trial W3REM LT
Y, o, 2 RELERBARSERIYE, 3) ST
&%, SMX, TMP @ sequential trial DFJIAEIT
FREHRC 5 HE S — TOHHIEBET, bhb
RRER LTV 5B AFTIE, (2) B 2EB~<%B,

2 B B OB &

STERIDERICAEEE LT, TOHEER, 4N
PN, WA, BERERREUTOMREE L,

a) HHEER

BOREEIR Y8 Uic Escherichia coli 6 %D TMP ¥ X
U SMX T HRZMEPRE LI E1DXS5KTM
P X Escherichia coli e%§ L 0.2~6.25 mcg/ml, SM
X '&xF L 25~400 mcg/ml DMIC &R LA, FDH
11 32~256 TH %o

WE, SMX+TMP DI\ MICZRD3B &, 3.12
+0. 1 mcg/ml~100+0.78 mcg/ml TH b, 100~312
11 OFWEARKE DD, LisDT, £#0 FIC index 1%
0.083~0.05 &7t h, in vitro activity TiX ST #f
AR EREDS B,

b) EERFICHITIHEARBEHORSE

SMX F/ciX ST X b “standard chemotherapy”
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# 1 Susceptibility of isolated strains to TMP and SMX

Isolated MIC (mcg/ml) Ratio MIC (mcg/ml) FIC
SMX TMP SMX+TMP SMX: TMP index
strain (So)  (To) So/To s) (D (S/So+T/To)
E. coli 70—85 100. 1. 56 64 50. + 0.39 125:1 0. 083
E. coli 70—86 25. 0.78 32 3.12 + 0.1 312:1 0. 050
E. coli 70—89 400. 6.25 64 100. + 0.78 128 .1 0.058
E. coli 70—93 | 25. 0.2 120 6.25 + 0.05 125:1 0.058
E. coli 71—02 50. 0.39 128 12.5 + 0.05 2501 0. 058
E. coli 71—04 100. 0.39 256 25. + 0.025 100 : 1 0. 053

% 2-1 SMX %713 ST BBRAC 1T 2 BRI E N OEKER

B K B3 MIC (mcg/ml)
SMX — ST SMX TMP ST(20:1)

Case 1 &M% %% : 3H % :3(+4)H >200 0.39 3.13

2 BB % : 3(+4)H 25 1.56 6.25

3 ARTETL % 1 3H By TH >200 0.78 3.13

# 2-2 — .

. BhEnT (ERWELEET5L:ELbR5DT, ST
L RHED R AT BRL O AEI ST L b ELDRBT
(3 weRI%) (0~6 Ef8) BH5, RPHEME, SMX 1 X4>~X8 L,

A TH%K | Cont. SMX ST (Cont. SMX ST

Case 1| X4>~X4>~X16 X4>~X8  X32
2 | X4S>S~XAS~ XS~ | X4 X8 X8
3 X4>~ X4>~X64

YITOTCEDEEKHRER IOEORZIHL MR L THE,
Xbie, TOEAR IS SMX %7013 ST AR Ifl
BHE R IORPHENZET 5 &c X b, R
R HOBEREREYER LI, Tihbd, £2—10k
BHTHBo

REEL 3 flic L, SMX 800 mgX2/day # 5\
I hEHLE, &2 HEoDT, HERTHL, ST
24 (S800mg+T 160mg)x2/day *&Lict s
WFhAEHTH O,

zhBEGRO RPoMEDO MIC 1%, SMX 25~>200
mcg/ml, TMPO. 39~1.56 mcg/ml], ST (20:1) 3.13
~6.25mcg/mlTH %o

wiZ, SMX 800 mg ¥7=ix ST 28:% 10 HRfR% ¥
x, ThOBRBAH L 21 EoLh AL, Mmif
(3R, R (0~6RfED ZBML, ThThosyy
BEeNT 5 L OBEAMED & WE Lo (F2—
2BBHERD) MFHEINK, SMX 2 X4>~ T
control L& L { ST TIX 1 fIAIX 16 THO7A, R
BRC d~<<X4 OHENEHED, ZhukmifEEEOH

ST TiX X8~X64THBH b, MFHEICHL, R
TIRHE DO B S ia iy & & i,

BEIRZD R L EORZM X 25 &, SMX 25 mcg/ml #
SEEGIH SMX #5112 X W ER), >200 meg/ml FIAE S
MX 5 TERTHOLN, ST HE XY, BiF:
ﬁ%‘é{iﬁ:o

—75, BREERPHE e OBGRESMX &%)
ST BBHICTHB L, GRHEIDO LR X 5ERHR
RBEORBLHESHTH %,

c) WEHE

TMP 0.7 g/day %* 7 B, BERA 3, EHERE
CHEMEAES BALFx LS L, mE—, mgt
{t2%, PSP, R—%, Coomss test CRITTHELKR
NLIcLz A RIDLEE D THB, Tichb BEAT
IEOTRBRE A E o7 { T  FFRHRETL L il
LOREX B inhotc, BEAMYH S RAKC TMP
PHRE LT, MK, ~~r2 Yy ME, FRmER
¥, WBHRORBESEEOREMECETERYR LI
2%, BE5% 10 HERZBRE LT, ¥, AmBR
%, FPsges VT RTRE Lol

TEERADEBED 5 flext L ST AF 4~8 §&/
dayx7~14 BE#S L, HE5ES Bebic), WK
B, BERHE, BTFE AURPEE L. kR
3~8 Al P\ K4 OFRBTIE, ZORSEOEH
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# 3 Trimethoprim & N 5BORKKE
Case No. 1 2 3 l 4
‘ \
PN 22 18 | 19 1 27
& K 22 7 &’ B A " B AN O’ R A EHEE, AmE
| [
BRI A #% i B % B #% #%10H
m  fa E | 134 12.7 12.0 12.5 12.8 12.0 8.0 6.4 8.2
~< k7Y y b | 392 40.5 37.6 36.3 39.6 38.1 30.3 25.2 317
Aot B OB 410% | 430 390 390 420 390 330 240 310
8ok im B K 16 11 1 7 13 18 12 4 11
Bom R % 7200 8500 5500 ! 6200 6800 7700 13000 | 9400 8600
1 B 0 0 1 0 0 1 0 0 1
= E 3 3 2 4 3 2 3 2 3
1t [ ] 0 0 0 0 0 0 1 0 0
BN St 12 16 18 19 13 14 16 17 12
| | seg | 31 19 43 37 38 29 30 40 36
" S
] Ly 46 27 29 34 41 48 42 36 40
M 8 5 7 6 5 6 8 5 8
MmN ® | 24F 30 18 15 27 21 7 7! 1
Wom B B[ 280" | 230" | 300" | 230" | 330" | 300" | 3'30" | 300" 360"
Weomm B R | 700 | 500" | 900" | 830 10007 | 9'30" | 7/30" | 830 10°00"
l'm % H ® 1056 1054 1060 1057 1054 1054 1026 1030 1032
| Mo OE A 7.6 7.3 7.2 7.4 | 7.0 7.4 6.1 6.0 6.2
m»ey{%‘ 0.4 0.5 0.7 0.5 0.6 0.6 | 0.7 0.8 0.7
iy (=K 3 0.2 0.2 0.2 0.1 0.1 0.2 | 0.2 0.3 0.3
- TTT 3 2 3 2 2 2 2 3 3
Kunkel R. 5 4 7 5 6 6 6 7 7
,
& Al—P 10 8 7 9 12 13 10 10 10
4 GOT 10 10 12 10 8 8 12 9 10
s SGPT 7 9 10 10 6 6 10 10 8
T—Ch 240 225 210 220 190 195 250 230 242
S—Fe 115 9 103 | 110 125 106 54 63 60
BUN 12 10 8 | 8 8 10 14 12 13
PSP(15% f&) 42 36 45 48 42 ] 30
o0& R |- - - - - — f + | - -
B R - ~ - - - - | - - -
R lve¥Ey) /=¥ vR|l EW ” 1 ” ” ” ” ” ” ”
7t VR - - - — - — + - —
R i, B O BEkL ” " ” ” ” ” ” ” ”
’ _ 1 U B R
| B B - - | = HK— - - - - -
C 'St. ‘
OOMB I! FEIEJ & _ _ l _ . ! _ _ _ _ _

MOMEH) 7R DOEFR2E(—)Dhd(—) L BEHUE
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#4 STAHREEACEITAPHEBRERR
¥ T K £
bnd #l #® & |ST#HE L ORI
HRED BRE 1T 86
B M| sIUSTREERE " % BTFE | AR
Case N hm % EsR (m1) ) E
No. | KM (kgy | () | (LREXAR) glﬁﬁ)(xmw (%)
|
7 W 35 s | 40 | o1 83 5
T 3 14H 500 | 3.5 | 78 87 5
1 52 5 ATX7THE® | 45 | 3.2 | 80 75 4 |l
(F) 5 # 78 55 | 3.8 | 75 72 4
7 218 45 | 35 | 84 81 6
4 B 21H 500 | 27 | 7 | 120 9
8 148 50/ | 3.8 | 66 | 106 6
2 p 48 4 STXTHEME | 1°100 | 4.0 | 86 82 3 lwEnL
4 % 4R 1°00’ 4.2 72 90 4
4 148 55 | 3.6 | 8 | 113 8
' 5 A 30H 500 | 3.5 | 72 98 4
D 4 18H 500 | 4.0 | 68 | 120 5
3 64 5 8TX14HE#| 55 | 3.5 | 75 72 9 |wmRL
2) RMEREHR 4 # 8H 00’ | 3.8 | 81 81 3
5 218 500 | 3.3 | 68 7 4
6 B 43R roo | 30 | 75 | 126 6
D 4 278 55 | 2.5 | 8 | 115 2
4 55 7 8STX7HE# | 100 | 2.8 | 84 92 4 |wEnL
2) MERER 5 # 7H 500 | 25 | 78 | 107 5
5 24H °10° | 3.0 | 82 9 4
4 B 35H 50 | 3.2 | 8 | 10 6
D 4 10H 55 | 4.0 | 8 o7 3
5 59 5 | 8TXW4HE®E| 50 | 45 | 92 | 110 6 |wmrL
2)TE B MR BA% 4 % T7H 45 | 4.0 | 90 | 108 3
5 160 °00' | 42 | 93 | 123 4

ATST SFIOEEBI\ D EEL BIS,

—%, AL BT, TMP &#ERA 46+,
1Pl BEOARTR, BOXHREL, ¥k, STAA
SHEXUBREBFO 1 AICRBRRE &1L, &
hESHIfI BB, MEERDOFER LA LD,

d) ESPRRK

BAMBREGR  E50 B0 9B L ST AHI4 8
JAXT~10 HREEN®E LI oA, BHSH, X
%18, BYH3IADKERY X0 BWFARELS R ED
3+, BEHRC ST BERRECRE AN,

& EEIRA T, B4 BRCILERK, B
WL, ERYAL7 > HOBIEH EEL DR TWIKE
CHERIE DO, ¥, EBTENRY, FENREOHE
Bz b I3ERIRE LR 2B

e, SMX, TMP, ST AHF|OEKRLFE % Ll
Thicw, BUTHREEFAVERD LIV, afE:
T—>ST—S, b#f:S—>ST—T, c#:S—>T—>ST DA
w, A—BECXECLERELYRARTAHI, Tibb,
BERERERY L, SMX2gx5H, TMPO0.7 gx5
H, STAHI4EX 5 B2&+~®EL, MER, BR%Y
FEIHREL LT OBEKRYDRELHE Lico WHIRARE L
TEB2OTORBELILLIA, R6DEBHTH D,
BEEEOER, RRROE, SAEEREGR (—K
BE) 12, SMX #546F 16, TMP #54 flF2
B, STHE5FF4BCEDTHS. BERTIOB %
TERDERRETIL, SMX B8 1flic, TMP E%)
26 1 Pl BREY BN, ST FRO 4 flixeflic
BREYDDIRDDI, O—KREHER LU~10 ~Hic



460 CHEMOTHERAPY MAR. 1973
%5 ST AHIEKRE (REREHL)
& K % 7
B K 2 W |#EAK ST g% B ofe o | RRRE
+H + + — ? (Fi—>#)
E OB AL OB % 1 4TX7H 1 D) RERL
EBTEHARSE 3 4 T X7~10H 2 1 (=) ”
FEONE B % 4 4 TX10H 11 2 (=) ”
wOf R R 1 4 TX108 1 (=) p
: 9 o 5 1 3 0 l i
#6 SMX, TMP, ST 4#%/® Sequential trial B
S:SMX 2gx5H, T:TMP 0.7gx5H, ST:ST 4#l48x58 (+: 868 —: &)
}A%ﬁ Lw | & W oR s 1% | EABR& | 1x | & B R &
: HR | ~10~ 20~308 | IR | ~10~ 20~308 | ¥R | ~10~ 20~308
T — ST — s
a Casel | (=) (+)— (+)— -
Cased | (+)—> (=) ()= ()~ ()
S — ST — T
b CaseS‘ (=) () () (B
l CaseSJ =) (+)— (+)f (— - )
B | S — T — ST
c B Case3 | (+)— (=) ()~  (+)>—» ()
Case7 | () (=) (=)

¥} 5 follow up TiX, ST StHOE ML RT OREF
METMRE V2B, BEKTI0 HATERE T, BREE
Dieh otz 5 I T30 Rk ¥ CHER KT STE
BOLEIDS b2 ACHEREREDIBE TH S, £LT,
ERBBOHEY, BEKRTHRD L OB R TITR > DM
BHERRGUED(LEREDHR & X BT B0 FBh o
T, SHBEEHTREMELBEbRhS,

ChEETHIR, DEo 3BOEHBRERTEDO—K
BRE ~108~% COFRRA 5HT STAFNLBH]
BELVHALMCERBERTH O, Lind, ¥&E1
A#5D ST A#Ho TMP & 0.32g 1%, $EHED
TMP 1HE0.7g D45.7 B HichH T &hb SMX
DHBC XY, BRIEFEI NI EXRTIOE L
J: 5 o

3. & ¥+ U

SMX & TMP Ot iBZEX WL T 57, BK
BE%Tisw, UTORRE2E,

1. EBRSBEXRBED in vitro activity i, 0.05~
0.083 o FIC index TH5,

2. BROAOGHAMEILRE Lick 25, RbpHE
T ST BHAIC X b SMX DRIEBEDO KL & &3,

SMX EXIPlicx 3 2R RRBOEBLHEL S 5
BRETH %,

3. TMPO0.7 gX7 BRI BT HIEEA 3 floim
W, FTHSRE, BHEETC & ~DOEEL T o1 Bdleho
e, RMEEBBZBCOWCTIRISIBREYETS &L
bhdo ¥z, ST AFIOBK COBERKZGFROBET
TREBRANDOHE L R L DlehyDte,

4. ERABESRRIMEC STARHERAL, BiFh
BRRBFRE AR Lo ¥7%-SMX 1 H2g, TMP1HO0.7¢g
BLUSTHEAIL A48 (SMX 1.6g+TMP0.32g) %
REW 5 AT o#% 515 sequential trial DRET
%, SMX, TMPIZH L ST A#ICH S et HREY
Z 1

AN OB, HB46%£6 A, HEPcsit 55419
B AR EEREFEESRETREEL

BREEORNCIWL, BELEMNRCEE W
Tt Fe R F X B8 R B B A A BHIC RS %

X [
1) DARRELL, J. H.; L. P. GARrROD &. P. M.
WATERWORTH : Trimethoprim, laboratory

and clinical studies. J. Clin. Path. 21:202.
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2) REISBERG, B.; J. HERzOG, & L. WEINSTEIN : 4) Csonka, G. W.: Therapeutic trial of some
In vitro antibacterial activity of trimetho- genital infections with trimethoprim-sulfa-
prim alone and combined with sulfonamides. methoxazole. 7bid. 45: 77, 1969
Antimicrobial Agents and Chemotherapy 5) GRUNEBERG, R.N. & R. KOLBE : Trimetho-
424, 1966 prim in the treatment of urinary infections

3)

Cox, C. E. & W.G. MONTOGOMERY : Com-

in hospital. Brit. Med. J. 1: 545, 1969

6) STEANIES (F45—46)

bined trimethoprim-sulfisoxazole therapy of

urinary infections. Postgraduate Med. J.

LABORATORY AND CLINICAL STUDIES ON SULFAMETHOXAZOLE-
TRIMETHOPRIM COMBINATION PRODUCT

Kanj1 Seica, Masao Minacawa and Kazuniko MivosHi
Clinic of Obstetrics and Gynecology, Kobe Health Insurance Central Hospital
Yasuniro MaTsumoTo, MiTsuko KoBavasui and YUKIKO MATSUSHITA
Department of Clinical Laboratory, Kobe Health Insurance Central Hospital
Yosuiko SHimizu and Mayumi Takapa
Kinki Mothers and Children’s Infectious Disease Center

Clinical studies were carried out to investigate the nature of potentiation of antimicrobial activity
of sulfamethoxazole (SMX) by trimethoprim (TMP). The results are summarized as follows;

1. FIC indices of the SMX-TMP combination against Escherichia coli isolated from clinical materials
ranged 0.05 to 0.083.

2. The antibacterial activity of urine collected from patients following administration of SMX-TMP
combination product was potentiated by a few times than that of SMX alone, indicating therapeutic
efficacy of this combination product in SMX-resistant infections.

3. Detail blood counts and tests of the liver and renal function in healthy volunteers revealed no
detectable abnormalities after 7 day treatment of 0.7 g TMP daily. Further evaluation along the
similar line in anemic patients may be of value. No untoward effects on spermatogenesis were
detected after 7 to 14 days of treatment with SMX-TMP combination product in an ordinary
dosage.

4. The results of SMX-TMP combination product in infections of the female reproductive system
confirmed its therapeutic efficacy. The efficacy of the combination of SMX-TMP was found to be
clearly superior to that of SMX or TMP alone in a preliminary sequential trial.



