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1. HEA

JREHED Staphylococcus aureus (208), Escheri-
chia coli (20 #k), Klebsiella pneumoniae (5 k),
Pseudomonas (5#¥F) 7 & 4 EHEEIZXT5 sulfametho-
xazole (SMX), trimethoprim (TMP) ¥ X Q' E&
H 20:1 o SMX-TMP @ Minimal Inhibitory
Concentration (MIC) #HIE L1z, RIEIL 7.5% BH
My ¥sin MUELLER-HINTON agar (M H agar) #f\»
TP X 0177y, BEEEL 77 ABHERRE
(Staphylococcus aureus) T 18K [d] M H broth 1%
EEK O I0EHK, 7 7 ABHERE T £ 0 100055
KThbo

¥, ¥RE 37°C, 24 BEfEREE TIT e 0T,

2. mpiReE

ERRBLA 2 BUic ST a# % FRIZ2iER: 1 | 4 §& (SMX
1600mg, TMP 320mg) AL L, 1, 2, 4, 6K
WK B SMX ¥ LUt TMP oA HIE Lico
SMX (3 BRATTON-MARSHALL ¥ (chemical assay) i
X b, TMP (JMEE 219 kERER & LIc#E cup ik
X DRE L, 7ok TMP JIECEE LTI SMX @
PEESE#BAE T 5 BT p-aminobenzoic acid (PA
BA) R{ERBHIC R LI,

3.  ERPRRR

PEHR— B RRYIE D 5 BT ARRERSIE (R
%, SHWEL SHEKJEZR K[EZIERE 66,
B RBRRRGIE (BMEBK, BHETREL 461, 5

10BIC A BF 2 A Lo

1HOEHERRERAE LT4~88EE L, Thi4dE
(6REHIZ &) W MRER Lico

TR BRRRYMENT B EER DMK, KR VRAT R o3
&, AORBEDOEHL, FEBEOEFILES>THELE
HIE Lo

B, REEREGETEEEROML, MEROMK, R
WEMROBEER L, AmMBREOERL, FEMEOE
WAL ERSOTHEYLHEL, 1ERUANCHERD
&, RICEMROBEEF(LLRDHHLhEFE
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1. HEA

R HERD Staphylococcus aureus, Escherichia
coli, Klebsiella pneumoniae, Pseudomonas V=X %
SMX, TMP ¥k X UEA M 20:1 (SMX-TMP) @
MIC HFilxE L, 2 D& ¥k b T, Staphylococcus aureus
Tix SMX (% 6.25~100mcg/ml B) ki, TMP 0.1
~1.56 meg/ml &, SMX-TMP (1 0.4~6.25mcg/ml
i, Escherichia coli TIZrhTh 6.25~100mecg/ml
Lk, 0.1~0.8mcg/ml 3 X O 0.8~3.12mcg/ml &
A LT\ 5B, Klebsiella pneumoniae =xt3% SMX
o MIC (34 #k 100meg/ml L ETHot-ny, TMP %
0.2~0.8mcg/ml iz, SMX-TMP (% 3.12~12. 5mcg/
ml & z®D MIC 244 LTwW5b, —JF, Pseudomonas
1X4&fkE b SMX, TMP %5 X 0Of SMX-TMP i3 LT
50 g\ » L 100mceg/ml @ MIC #/R LT i,

2. mpimEE

1) SMX

FEERA 2 flic & &% 4 Tab. (SMX 1600 mg, TMP
320mg) % RHIZEERE DR Lick & ofmPRERE
3D Lk b T, SMX-free ofshEaL 1 RREE 51.5
~70.5, 2l 63.0~84.0, 4 B§fE)f#H 72.5~79.5, 6
BEfEME 50.5~76.0 TH b, total (X xh L h 53.5~
76.0, 68.0~87.5, 78.0~81.5, 66.0~81l.0mcg/ml T
Hotz, Peak (3 27\ L AT HBH A%, peak
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# 1 Staph. aureus, E. coli o4
Staph. aureus (20)
0.1 0.2 04 0.8 1.56  3.12 6.25 12.5 25 50 100=
SMX 2 4 2% 4 8
TMP 2 13 4% 1
SM(’Z% :“1\’;1’ 3 8 7 2
E. coli (20)
01 02 04 038 .56 3.12 6.25 125 25 50 100=
SMX 1¥* 3 1 1 14
TMP 2%% 17 1
SMX-TMP
(20: 1) 6** 2 12
* 209P * NIHJ
32 Klebsiella, Pseudomonas o R34
Klebsiella pneumoniae
0.1 0.2 0.4 0.8 1.56 3.12 6.25 12.5 25 50 100=
SMX 5
TMP 1 2 2
SMX-TMP
(20: 1) 3 2
Pseudomonas
01 02 04 08 15 312 6.25 12.5 25 50 100=
SMX 5
TMP 5
SMX-TMP
(20:1) 1 4
2) TMP
#3 m + B E . . ;
SMX 1600 TMP o EORIEIC X ¥715H SMX DOHEEYE
4Tab. : Ty 300 me BRIV 5 PABA WRINE#RET 5 BT, PABA
JE¥Hn, PABA 100mg/L~200mg/L ¥RinEE#% A
1lhr 2 4 6 Lict&d TMP o standard curve % pH 7.2 ©
As| ¢ n:?lcg/ml 4.44 3.12 2.95 buffer Z R ¥ L0 SMX 50 7\~ L 100meg/ml &b
TMP - PH 7.2 buffer FHRTLh LhfEH U HEHGES Lic,
MO| 3.4 3.20 3.75 3.90 FORBIIEL, 2, 3D ish TR PABA
51, b* 84.0 72.5 76.0 ¥ ~ 1 ¥
AS| Ea.5e | g7.5| 78.0| 80 % 200me/L 35 L, SMX 50~100meg/ml il
SMX ¥ TMP buffer % standard curve & SMX JEZM
MO 70. 5 63.0 79.5 50. 5
76, 0%* 68. 0 81.5 66.0 TMP buffer # R standard curve & DI ZEMN T

* SMX free ** SMX total
SMX : BRATTON-MARSHALL

DI REDOHERILIZHD TR TH S,

{, SMX IR EDTcbicit PABA »{EFEHIC

200mg/L A EFINT A LEDOHD & LB LI,
DR b, TMP ofdiERIECE: LTk

Rz PABA % 200mg/L Hfnda & & L,
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BEFERA 2610 TMP Ot REIZE3DLEH T
~ 6Bl peak X 3.9~5.31mcg/ml T, 6K
#L 7k 2.95~3.90meg/ml DEN 2 Hh, IMFRE
DHRIL SMX FARHEHRTH O, b TMP oOfft
FEEL SMX free OZh & DI 1:10~20 TH

D, SMX-TMPE&H 5:1 ox&K|I 0K AR
FFBTHROMAPBEDLRIZIZIE20: 1 THD 2 &N
M LI,

3. ESPRE

B RBYFEC AF LA Lo gifiik 4, 5 Dk

1 TMP ogigedi (Cup ) ®3 TMP ofEsesi (Cup i)
MUELLER HINTON agar
mm Horse blood 2% L l]:'VlAUl;:;L;?)Om‘:/T‘TON agar
30 PCI-219 10%/ml s 30 Horse blood 2%
PH7.2 buffer x PCI-219 10%/ml .
H7.2 buff
p uffer = /.0
L]
ol ¢ x—x TMP 20 < x—xTMP
0—0 TMP+ SMX50meg/r! 0—0 TMP+-SMX50meg/ml
X0
e—e TMP-+SMX100meg/ml *—e TMP+SMX100meg/ml
>:°/
10 " 10 )é/
0.78 156 312 625  12.5 2 0.78 156 312 6.25 125 25
TMP - meg/ml TMP meg/ml
= P (23
M2 TMP ofg#edifi (Cup i) o Ea ST AWomAAR
QLLEXL?&HE/ETW - No of | Clinical response
mm Horse blood 2%
307 PCI-219 10%/ml cases | H + — ?
pH7.2 buffer o
x_—° Respiratory tract
/'° infection
. o x—x TMP Acute tonsillitis 1
§/ 0—0 TMP-+SMX50meg/ml Acute pharyngitis 1
, / o—o TMP+ SMX100meg/ml- Acute bronchitis 3 2 1
/Xf Bronchiectasis 1 1
o xo Urinary tract infection
Acute cystitis 3 2 1
0.78 1.5 3.2 6.25  12.5 2 Chronic pyelonephritis ! !
TMP  meg/ml Total 10 6 3 1
%5 STAH A o £ B E #H
Age, Administration
Case Clinical diagnosis Organism Response | Side effect
Sex Tab./day | Duration
1 M.T.| 70 M | Bronchiectasis Staph. aureus 6 Tab. 7 days - -
27T.Y.| 56 F Acute bronchitis ? 4 4 + _
3 A.K. | 35 M | Acute tonsillitis | o,p upous | 4 5 + -
4 T.1 | 25 M | Acute pharyngitis | o 0p  pomory. | 4 5 + -
5S.T. | 26 M | Acute bronchitis ” 4 5 + -
/
6S.0. | 42 F Y ? 8 7 - -
7 A.S. | 41 F | Acute cystitis Staph. aureus | 4 7 + -
/
8 M.K.| 40 F ’ E. coli 4 5 + -
/
9Y.K.| 78 F 7 E. coli 4 5 ~ -
Chronic pyelone- .
10 M.K. | 27 F | phritis E. coli 6 2 ? +
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DThbD, 'PRERGAE (BMERskk ArmREEKR 2
HEEST S, [ETINERE) 6 flicER L 40licE%),
2PN BN DRER T 2 10 Fhe, B, RERYUE (Bt
BEbE%, BHBIEBL) TR AGCHER, 265E%,
160 5%, 1BIAHIETRETH O,

K B Staphylococcus aureus 4 5, Streptococcus
hemolyticus 1 @5, Escherichia coli 3 fj TH2olch, B
I TOBRBREC WU HFEN LT RERD LR
ot Tods, HAEIX1H4~88 FHRAKL2~
7 HTHORH, BUHEBREEAD 16 HBEELZD
fele R EAFIOMA & ik LicList, BERCEIERILER
BdhRIgHDI,

IV ER®R1 5 VICKERE

Sulfamethoxazole-trimethoprim &#F|DOHE S, M
S X BRI >V TRE Lice 25, UTFD
X O IefERBR 2 B,

1. HEN

SMX (M DIER ARIC 35\~ T, p-aminobenzoic
acid 75 2 K FEER (HyFA) ~DAM %, trimetho-
prim (% 2 K REMH D 4 KFEEM HFA) ~ORHHE
Br7ey, 7L, ZOEEHREFRC X OTHAOH
FHR\REEIND,

SMX-TMP (20:1) DRA&HLTOHEN LB TO
ik ik L FLE DBUE T Staphylococcus aureus,
Escherichia coli, Klebsiella pneumoniae 7¢ L 3 & T
12 TMP o MIC f (0.1~1.56mcg/ml) 23320& b
&L, 2WT SMX-TMP (0.4~12. 5mcg/ml), SMX
(6. 25~=100mcg/ml) DIRTHD7,

L3 EEifcxtT5 SMX-TMP » MIC 447 T
» SMX ¥ X8 TMP OEEIXI3E 0.38~11.9, 0.02
~0.6meg/ml TH5H Z ki, WHIOHICHAG I e
SEROFHETH LR LTS, —F, Pseudomonas
wxbT s 3% MIC 3 50meg/ml Bl ETHote,

7535, SMX ¥ X0 TMP ORZHREDE, HHARE
W BB MK ZHINT 2 BEC DLW TR & Eh
HHEFEIMEOFRLN LI DL LTHF AT
5H, THLRBEOHRT CILEBMBIEGMES I b
~, ERMKEHRNEC S\ TR B © o B BEH K
e, HELRT W LIHRL TS, LihoT
AAFOBERZHRAECE L O BE MR ERnss o
AVQELEEZLS,

2. mepimE

AEFIOHFELD B OWTILFT RO & 3 b SMX-
TMP (20: 1) DRFLTHEAREIND ZELHEN
OEFBEN DB H 2L inofehd, XEHK (SMXS5,

TMP1) 28 nfEf Lics xomFAomPEELD *
FFE20: 1 THD & LN MAPREOHIEC X >THL
ML igote, LI > TlFBEOBMEL D DOXERT
5L, CORAE 6: D) ©XAMAIEKEFRTE
ALDOLEMTED,

3. ESERMER

PR RESE 10 Bl 12 BE IR R 2 2 % &, BH&H
RRIRBRREYAE, B, RESRYMETS &S\ LERES]
THORI DT, WKL WCERRER2ZOh, HR
PRRRAFETIL 6 BUrp 4 B, B IRES RRYMAE TLT 4 Bl 2.61
CHBDHRY X Tco 1oL, ZhbIEGDOERECKT
B RIIAR R TERHONL LAD Indyotc, SO &I,
AEROBEERT—HETHS L S5 Bbh, v
7 7HlE OHERE P EEhD,
BIfEFCoWTX, 10 B fERRERT, LasdBIER
&L, FRMKGS 2~7 3 L EHMTh oL, 146
CH RS 2R,
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STUDIES ON SULFAMETHOXAZOLE-TRIMETHOPRIM
COMBINATION PRODUCT

Y asusH1 Uepa, Fumio MAaTsumoTo, ATSUSHI SArto, Kazuo Nopa, JINGORO SHIMADA,
MasaHisa Omori, CH1zukO KoBAayaHI, TAkAvA SHiBA and TAKEHISA YAMAJI

Department of Internal Medicine, The Jikei University, School of Medicine

The following results have been obtained from our experimental and clinical investigations of sulfa-
methoxazole (SMX)-trimethoprim (TMP) combination product.

1. Antibacterial activity :

The antibacterial activities of SMX were found to be significantly potentiated by the addition of TMP
combined at a ratio of 20 : 1 (SMX-TMP) against coagulase-positive Staphylococci and Klebsiella strains.
No potentiation was detectable in Pseudomonas strains tested.

2. Absorption :

Two healthy volunteers were given 4 tablets of SMX-TMP combination product (sulfamethoxazole
1600 mg +trimethoprim 320 mg) and blood levels of the 2 active principles were determined during
the first and 6 th hour post-dose. Blood levels of free SMX ranged between 50~84 mcg/ml and those of
trimethoprim between 3.5~5.3 mcg/ml.

3. Clinical results :

SMX-TMP combination product was given to 6 patients with respiratory tract infections (acute
tonsillitis 1, acute pharyngitis 1, acute bronchitis 3, and bronchiectasis 1) and 4 patients with
urinary tract infections (acute cystitis 3 and chronic pyelonephritis 1). The therapy was effective in 4
of the patients with respiratory tract infections and 2 of the patients with urinary tract infections.
No untoward reaction has been encountered.



