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Sulfamethoxazole-Trimethoprim & #)ic X % JR MR D A5

— KB E X EEC O T—

R Il b & 9« BART - NEBZ#E
HGRE « MEHEEH - 82 ® - WWT ©&
PREF - =ZmBEHE AR F
TR SLERE P
AMEFEE-BRREE- KA B
SR AL R K R R A D

(W0 47 48 11 B 20 HZA)

F L & [

47 7 # © Sulfamethoxazole (SMX) ¢ o7 3/
¥y 32 vROFHMAKTHS Trimethoprim (TMP) &
% 5% 1 OicE e LM 5 W A, 1960 4
EETFTHRETLIOT O, APeB\Th 1969 FH
TCBE S ety 6 HEE L REYE AR TEH R OEKK
BHRBEIh, ThDTCEVEENY X2 T\ 5,

SMX 3¢5 7 3 » REAFE + dihydropteroate 2s 5
dihydrofolic acid ~D A EEXHE LY, TMP 1%
DR DM T % dihydrofolic acid 7» & tetrahydro-
folic acid ~DBITKIGHHET 5P, > F b dihydro-
folic acid reductase @ inhibitor ©& %, KE® DNA
ARGBBOR S 2BEXET S tic X Y HEPR
BRETHZLEELOND, LA L, ThbRAMD
ERAMLEET 2BERERCIH-2TR LT, RYH
FARORIfEADO B, 72 T3 hematopoiesis ~D
BT rBaNEY TOBERIZVELTES LIXV 2T
e

4, SMX x TMP o4# (ST &%) #HKM
HRT B by, T OERNL O OWERMZ R
2T ZOECERY B\ THRE Lo

MRELVHZE

AL R ZAE Sk 2 B i IR S RRGE R & %
gL L, ZodhIZI R E TR HEHITHRE LR
TcEikdodE&Ehns,

M ERRFI X BE O REIR 2 DA B LB kx A
Vv, BAREEEEHS ST SRR I >TED bh
THEVIZ e 2 T, WlHD (MIC) oflExr 177>
Tro RS HERIEESHIC 1L 7. 5% OWMEME S Izt
MUELLER-HINTON agar (3:8F) % v 7o,

R—S BRI DN T T 4 A 236 & ERFERFFERED 2
FER T2l BEMT 1+ A 21X Oxoid oD do%
By, 1574 A2 v SMX 23.75 ug, TPM 1.25 ug

OYIDED, BIVOWHEXEET H b O D3EXH
VW, SMX t TMP OFIA X% H T 7EH © ¥ &k
BOHNI DFE#ED Iz fE20, SMX & TMP % 205 1 12
& Lizb ODPEIEFORM TMP % #21% SMX B
DT 4 AZ2OIEFADOZR I D 4mm LI EKE WD
% (4+2), 3~2mm DOHD% (+1), 2mm LUTF% (—)
EL, ST AHoREZMoHEL 12mm L) EoBR LM
HRLICh DERBEZMED D & L,

MIC 1X ST SHIFFFEEY DIRED 5 P12 1€ 73\,
SMX, TMP % X Ui 20 5 1 DEA TR AL
DD FNF RN THE L,

ST AHIDE G2 ITIs DT REGIE B AEREE, XS imfE
E, HEmoss b ORI L, EELRGICFlR
19 j% 2> B 63 KD F e 17 fEFI (Table 1) TH %, ST
&% 1 gerbic SMX 400 mg, TMP 80 mg % & 4
5LO%H, £FEd 1H45e5E, & 2BAKKES
R sHkEE Y, SAKG Lo #5420
49 Hizbicho 1 PIOARIE 22 BSR4, 34 A
DIRFEMR A I\ CHE 19 HREH 5 L GEF 15:
H.U.),

MR~ DFEA LB 5T, BROE, W, Hichi:
D, 17\ L 2 B OHFETRED O S & e Ui,
»® %

(1) WMEPHRER

PR REGRE FB 3 19 SEFI D IR s b 23 B L 7 25 Bdkic
DV TRRE MR E T 07,

BB L3 ok, Table 2 wiR3 &%y, Esch. coli
10, Proteus 6, Klebsiella 1, Staph. aureus 4, Str.
faecalis 4 fETH o1,

24 FRIZDWTT 4 A 7HKIC X 0 RS a gt Lic s,
SMX ¢ TMP #f4& L7cdDTiE£f 12mm L) o
BRI %R Lo

SMX & TMP o MEER oW TIIEMAD %534 mm
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Table 2 Sensitivity to sulphamethoxazole and trimethoprim PLED (+2) L@ LIcH D15
¥R, 3~2mm o (+1)L 7 #;,
Speci Disk (mm) MIC (mcg/ml) BE 1 D HE K % FRsb v I (—)
pecies

SMX TMP COMP

SXM TMP COMP* (SMX/TMP) **

Staph. aureus

Staph.
Staph.
Staph.

aureus
aureus
aureus

Str. faecalis
Str. faecalis
Str. faecalis
Str. faecalis

Esch.
Esch.
Esch.
Esch.
Esch.
Esch.

Esch. .

Esch.
Esch.
Esch.

coli
coli
coli
coli
coli
coli
coli
coli
coli
coli

Pr. mirabilis
Pr. mirabilis
Pr. mirabilis
Pr. wvulgaris
Reigella
Morganella
Klebsiella

22
15

0

0
15
27
13
18

17
15
16
20
0
0
10
0
0
13
15
0
16
12
17
16

22
19
19
16
12
27
13
27

16
21
22
20
18
19
20
21
18
19
16
11
17
14
15
19

35
33
22
18
25
35
27
28

26
24
25
26
22
20
23
21
21
22
25
13
25
19
29
26

+2
+2
+2
+1
+2
+2
+2
+1

+2
+1
+1
+2
+2

+1

+1

+2
+2
+1
+2
+2
+2
+2

1.56

25
50

6.25

=100
=100

1.56
3.13
3.13

=100
=100
=100
=100
=100
2100
=100
=100
=100
=100

3.13
3.13
6.25
6.25

0.1

0.1
0.2
0.39
0.1
0.1

0.39
0.1
0.2
0.1
0.1
0.78
0.39
0.1
0.2
0.39
0.39
0.2
0.78
0.39
0.78
0.2
0.39

0.2

1.56
3.13

0.39
0.39
0.39

0.39
0.39
0.39
0.39
0.78
0.78
1.56
3.13
3.13
6.25
3.13
3.13
12.5
0.78
0.78
0.39
0.39

(0.19/0.01)

(1.48/0.08)
(2.96/0.16)

(0.37/0.02)
(0.37/0.02)
(0.37/0.02)

(0.37/0.02)
(0.37/0.02)
(0.37/0.02)
(0.37/0.02)
(0.74/0.04)
(0.74/0.04)
(1.48/0.08)
(2.97/0.16)
(2.97/0.16)
(5.96/0.29)
(2.97/0.16)
(2.97/0.16)

(11.90/0.60)

(0.74/0.04)
(0.74/0.04)
(0.37/0.02)
(0.37/0.02)

* COMPiz, SMX:TMP#20: 1icEALZHANOMICERT,
** (SMX/TMP) i, SMX&TMP#20: 1 AL ABANERSOMICEZR T,

1

[

<10t /cmr. Red Blood Cells during Treatment with SMX-TMP
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Table 2 w/RT X 51, MIC
TEROWME L KELWEET,
SMX fit ki & SMX & TMP
PEHALELDTEHER T O
MIC % SMX, TMP B\~
Tho MIC kb L ETRHRD
h, BIFSHEEFREZED S,

(2) BEEFRAYRLIR

ST AHlo52Tik2lcd
DI 17 FEFIT, ER KRS
Table 1 iR LI B H TH
Bo HLDIEFNIE BB IR &
& CERRIERIE R N HR
L, BAEOEREILERD,

BEE Y ST AFlicoWT
DY VEDY ATHE I
KR OYERAE L LI L
THETH &, FEHT, AR,
&1 BT, HEREED S DH
1615, AL HELIC8H
D5 B, FE5hiEEELR
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nTwb,
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MmEOHR % Fig. 5 RT 2, 60~160
pgldl DEFHELZAZ &R T3 b Dl
{, SEEELABRCEH LRSIV, Mgk
LA —FOEMCPE L MiEHS ST &
FFEEIZ X5 LB B ELLiRD bhit\,

BEmERE, TR, vV vosBREkoE kR
Fig. 6,7,8 iRk, Fig. 6 OEIMERIT 4K
AT 10,000 LA EDAmMBHELSE R LI DL 2
BIES) 3,8)TH b, fILFANEFBERNC
Hotco BIMEIME AR L 2 Hilik ST AFID
Brhic X b BHCIEFHEL, TORIXESL 16
D 1 Bl E BRI D FER] & R IEFHFEAT

B 1"

10¢/emm  Platelet during Treatment with SMX-TMP
40
30 =

574
20| |

—

10

0

Before 10 20 30

Days

BIfER & LTE MR, EBR, BRI, THZF
2 ORBBN, Zoldic ST AFORERFIEL
FHIER B G E BRI L DX hokedy, £FK
THCABEDO BB Z S e B G Lich DM 3 HlH
%50 LAL, ZD5H 1RO A REDODLERE
AR ICMIH T BT, FEE SR HBL U
RBFLD STEHFIC X5 DD EiXEr T,

(3) MmEFARE

ST SFIBGRORMIRE, MEKRE, ~~ P2V y
MEDOHER %, £hFh Fig. 1, Fig. 2, Fig. 3 ©FRT,
RoEHL ST AHEERFOHBEDDbL, Th
OSBRI S PILBROER R T, ARmERE, 1M
BFERE, ~~ b2V MEOTERIEILEES 14,15 D 2
Bl R\ T TOIEGINIEFE BN H oo

FEG) 14 X EMLMAEDEF THRMER 776 75, MmAEK
£ 19.0g/dl, ~<b+2V vy} 63% THH, FOEH
OB Fig. 4 ©F LD TURU,

FEG 15 13k 7 v — PIERFEEE T, BEIMIRMmER
302 /5, MmEFER 9.4g/dl, ~~r 27V vt 28% LB
MARD B, iR, FEEREXRLL, ZoRE
BELFWT W, TOEMNL 22 BSOS TE
HiA OByl srdEL, 34 ARKE
BERRAR T, T ORBIYE, FRELSTTRRL
o

Fig. 1,2,3 wRT R MERE, MEFER, ~~r2Y
v MERWTh S EFHBEATOEH R T O & T,
ST #FIBEI X5 L Bbh b FWRETRD bhis
Vo

Fig. 4 DR 14 1% Thiophenicol 750 mg @ # H # 5
THRMBBPEA, ~~< b2V v POETERDIN, ST
ARG O HAMIRADL his v Ehe, WY
TGO MERC dFRLEIIAR bhigdsolc,

60 DN BB RBIETTH %,

Fig. 7 ofif#k¥ut Fig. 6 o EmmEkEOH
BLIFFLT W B, Fig 8 oY vHHuiziz
LAEKRELEF»A DRt

DX 5 I AMBROHEB DT, 7278 1 GIFES) 16 721
13 ST AHIBECHMERAERETRIUTEAS L,
JEF 16 (Fig. 9) X 28 oL ¥ T, VAT B MmERE
4,400, PR 61%, MR, FEEREx 1%, Vv
»ER 32%, BER 5% THhot, ST GHIOHRL% MK
LT7HE, BEREHERIEEREORSYF2TEK
B U7cBs, EERES 2, 300 it LT3 DARD B
hEBIC ST AFOEGAHHFIELI2, ZOFE 2,000,
e HIZIZXBIZ 1,800 i E T A Lico LasLEER]
DNBEZRTHZ i Lie P IE#7 HE 3,000, 14 H
BIZit 4,700 X ABRIERE L fFRERCTIX BT
2,680 THOMdOMN, H#E7 HEH 1,400, H5HIE
2HEBRIX 250 & ¥ TEMW L fcH, Fukk2BHT
2,700 ©EE L,

IFEEEk (Fig. 10) & ST AHoHSRcHER-T h
EHIEOED LA—EOBEFEIT A DR, 10% 2T 2
BB EFR LIS DR 163 fehofs

BERE (Fig. 11) OIFEH#{EIX 160, 000~340,000 T2
DL DXZOEBERHBA, FEF 15 OFEE5R
1T 87,000 % 545,000 ¥, ZTOHILIKER, B
#5128 U C 300, 000 A xR LTV 5, BMEREA
R LICHER 16 1%, ST &F|o#5-CTHRERE H 180, 000
A 120,000 T F TWA Lichs, 2:BEHCHE
L7 (Fig. 9),

% %5

ST &#Ix, A2 7 AOREITEAOME &
BICLIDVHEARZ P ALK BEL Licd DT
7, LERERRMEOERNTHAVFAEA ORI D
SMX, TMP %BtHT5Z i b, RBRENTHED
DAFMB R 2 L e Bk D 5 HATH 5,
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SHITHEEDIL L HMT 545 H, ALFBREFR OFHIE
77 ABHERRASE, 77 A BEEEKEECET
BIEHTHRE S, VA7 7 AIREZEERT 0D
72\

L0, FLE 2SS & LIRS HERC $ %  » SMX
EE 2D 52, Zhbic TMP ZBEMTHMWHE
NERTEVRED BN D, Thic SMX ¢ TMP %
BlALcbODERSORNFEERERE (MIC) 12,
SMX, TMP #fiowFho MIC X b HETT 5 HA
NuLdbhb,

COMEMIET 4 A 7B THRAKET, HIELEEN
DTHEHR (+2) LHELLL O 24 KR 15 B,
MHRDE (+1) 3EDIIE 2 KTH D% D in
vitro TORBIIERZERIKE CORBECfFr b
2, ThETHOPEFCHBELRTTELLOLED
T, 16 FERIDRBIERIEBRECT L, EH 76, H4)8
Bl BB 1B BRI BIF RS DLW D, LL,
BHFIOF, HEHERED S bBRERBDLLO
A5 HHY, BROMEIMOMER OB ERME Sk
B EL T3,

¥asah iz o\T, ALLISON 57X 25 fD JR MR
fE ST %% 7 HE®S LT, D 95% »5HHE %
TIBREOMELRBDI L REL, REBRBYEDEH
IR RITH D & LT\WB, Ei, O'GRADY BY
1% Ampicillin, Tetracycline, Nitrofurantoin T %j
RO fERic ST AF% BMIcE L T X wEiHK
2T\ 5,

AIFTLHEFN 46 £ 6 ADOFES VAL Y A TOD=
KRODEFHC iy, SMERERYE 96.7%, 18HRE
RRYE 55.6% DEHMENHEESh, ST AHIH RERE
YR BN ICRR SRR R T L ABD bR TWB, &
DX 51 ST AFhtic Lave v 7 » FltE ORE S
HLTHHEHHDOHR DRI KEBMTS2, LOED
FRIRAORI RS S h B oy, XY BfitEx 3o
fo, 2EERERZAOWCERRKRRL -l binwe
% 6 5 ]

Wwouig s, ST FRlo#EM 2Tk, SMX, TMP o
WIFhE v A, 7y PRANTHEME BEIMEL LUK
BHEET DR E SR TW B0, At LT
DEWERCOWTIX, FHEY VRO Y A0FHDDHE
kX, 986 B 84 B (8.52%) kA, WERE
LTBBREENET, DWTHE, RBEREDTVAF
— DL DOMEIERD 20~30% % EHTWB, £ED
b DEFCS BBEREF LIS DD B NEER
P DILIhyDT,

LivL, &8 BECRFERY e SR 2Bk d

N 17 GlF3FHD, cokdcwThbsErdlL
Too BHARIETRIC HERDECNS, BRLELE 2R
FRME L2y, BIRED X 5 KBRS REE L D oh
Db DbHH, BFLE ST GFRRFTORIER &IX-
Wz 7\

BIfER oL SMELE /e b A, BAWA ST 45!
28e% 4 BEFE LT, A6 AREEKMmMIR, ~~
P2 Yy b, MEEBOETEREDLECI HETH
h, BRI EREEANOBECIIEE YA
it bisv, 40, FAL b OREFIKITEBREEE ]
BT, ST GFIw#E L, ZoFc i3l &
BEXE TR Tuwic,

ZTOE, ELmE1M, BECRMARTIOL
Bl &R RENL, W RN, ~~r2 Vv b
fE, MERBCHEEOE(LLRDT, MARmERE, miF
gk, MmESCD STARIC LS L EXL DRI EITARDL
highyoic, HANLEY™ 1349 750,000 AD ST &F|D
BEAIFC 1 GIEETRRERME B Ly HELT
WEHHR, L DOEFDOEREIEICHA D HE D ST 4F!
DOFRMIRANDFEI I E L bh b,

AR LTk, BERAINCE Bk Sy
Raic 2 I ST FFIOBRSTEHECHIERLL, L
BIXMLDIZ & A L TRTOER & A EFHEERTD
BERRTRITH Ok, UL 16T 18D ST
ARG T, EFEMHETREELZDRS 3,500 % = 2T
1,800 KETRAL, K THIFPROEHMAME
0T, ERFC & DEFNIRIRE A% b2k, 2D
X 5 e b E IR LICESIIIRFI & bh, BB
/))' ﬁ*ﬁzﬁ&l&-m,%)’ %*ﬁfﬁﬁ,}x%ﬂﬁ)’ @ﬁﬁ, »7,18,
128,20, RN IR E B RE T hTWw B,
LD DIEFDOAMmMBKIEA, BERBA ST AHOHL
Frikic X Y 2BRITHIERE LD, fBoHmEEDE
IMEEOREIFTHHETHD L LTS, Thb
BIfEROMBRE R, BEOR, FiE, Mt d L
FHEINBTHAdH, HOIGNE® 5% 59 Fl0 R G
FEBZ 3EMEELTeflic B BRI A % B »,
WEGMULLER' 3 35 flic 2 AEIE A LT 10 o
MR, 4 GIOREEA, 1HOEBHOHE LT
Wb,

¥, IXOVVEDY AOEFHBERIE 3 FAOFE
HELEPMEINTHBH, L L DEFICIIREDOH
BaitDdic3fd & T, EWRFBEEEER L
H DX e dvofe, fEG 14 & LT Thiophenicol 750 mg
wHH, FXBACESEL CHME, ~<r2V v
b, MAEZREIFEGECECTELLTWEDIZHL,
ST &1 A 4 80RETRELD NIRRT L 2%,
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TERSA SMX, TMP L R7c b, MIEEOEAEAROHE
21z % Chloramphenicol, Thiophenicol 2%, £ i,
BImEREA, BB BERERCHZ bR DIl b
N3 &, ST GHIEFRMRFBANDHEIEHL S5 & »
2 X5,

Fi, EIMER, BRERRACOWT S FDOHEIID o
X5ThH5B,

HITCHINGS B2V DR % in vitro T D TMP O&4
X, B ETHALMED dihydrofolic acid reduc-
tase Xt BAENOEX L LI LCEMNL I D TH
D, WLTEWRLDTIIRWEWD G HREE,
HEHEDO B LIMEENDFECENERDL L
MR EE X HhBA, BIfFAOHEBIILT LSRR
SR Habhd LR LY, LS OEFD X ScEf
B, RROBAREHET7 HE &5 HEHREIRcZRD
b5, HEOX TR ZOMBAHE YR UL
WX 3 ThHDo WTFNOEABEDOFETE THE
FlolpE TORIL, HHBAEE, JEEEILCIIERE
AEDRRED DR, ZO@AZELERL THREOREME
3E 2 bhis\, BERBIADE S BIEFD 141 1 flic
OWTHERBEBLLEEDF =2 v 2 LW I BHNRLE
Thbo BWEROWTHIL, ORI INT
BUDTED LN IR AT EMRTED LW
%o

E3 & o

4 [a], Sulfamethoxazole & Trimethoprim D&%
wERMCERT EhIc D, TOREBNL DOWRER
BY%h RN % T, B IR DB D\ TRES LT,

(1) SMX, TMP DELEHNIL in vitro &I \WTH W
7 > KO E N LT ERHEREEA LR L, SMX,
TMP o#MoBawctl, SMX & TMP #E4&Lk
LOTER/NRBEILBEOET, 74 A 7Tk
MORDIEK % FED I,

(2) HRIRMETHREREGIERE 16 GlHEL 7, B
% 8, MERY1 & RIFRBRMALZR LIS

(3) EWEB&ELTRBHBERLETHDOILI, HEE
e d DILicdyDlc, 3FIC LS EFABM O B % & 7o
2, Fehrp R EEC T TER L

(4) MEGE~OEELELT, KO, ~~ 2V
v Ml, mEERCERLELLRDT, WRmER, m
e, MBS bEXE LR BDIehDN,

(5) AMERE L RABCRERB 2R U 1 F%2R
Bied’, FOBMITHHT, BEFIEC XD HEHE
S BE Lic,

(6) IFRHREOHBIII—EDEMIIAD W /g 22
2o

8)

10)

11)

12)
13)

14)

15)

X ik
EINGOLD, D. S. : Antibacterial chemotherapeutic
agent. New Engl. J. Med. 269 : 900, 1963
ROTH, B., FALCO, E. A., HITCHINGS, G.H. &
BUSHBY, S.R.M. : 5-Benzyl-2, 4-diaminopyri-
midines as antibacterial agents. Synthesis
and antibacterial activity in vitro. Journal of
Medicinal and Pharmaceutical Chemistry 5:
1103, 1962
BAKER, B.R. & HO, B. T. : Differential inhibi-
tion of dihydrofolic reductase from different
species. Journal of Pharmaceutical Sciences
53 : 1137, 1964
AR {LagE2 s ST & #PF%E 4 MIC NER
£ : Sulfamethoxazole, Trimethoprim o MIC
HEHo (Chemotherapy #&Fiq)
BOHNI, E. : Vergleichende  bakteriologische
Untersuchungen mit der Kombination Tri-
methoprim/Sulfamethoxazol in wvitro und in
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EFFECTS OF SULFAMETHOXAZOLE-TRIMETHOPRIM ON
THE URINARY TRACT INFECTIONS.
SOME INFLUENCES ON THE BLOOD PICTURE

KEenyt Matsvoka, Noriakl Kawacucul, TakeyosHi MINAGaA,
Yukivosur Murao, Aximaiko Kusasa, Mitsuro WATADA,
Toru Mineo, Osamu YaMmasaiTa, Mitsuo NAKAMURA,
Yorrtosar MisuiNna and Susumu MARUMOTO
The Second Department of Internal Medicine, Kyoto Prefectural University of Medicine
Taxkumt Kuzg, Yosuimicar Wasnizu and Akio Mizunoya
The Central Clinical Laboratory, Kyoto Prefectural University of Medicine

Authors investigated antibacteriological effects of sulfamethoxazole (SMX)-trimethoprim (TMP)
combination product and its clinical effects, especially the influences on blood picture.

1) In vitro bacteriological studies, lower concentration in MIC and larger inhibitory area in disk
method were observed in combination ratio of 20 : 1 (SMX : TMP) than those of SMX and TMP alone.
It was also recognized that the combination showed to potentiate action against sulfa drug-resistant
bacteria.

2) SMX-TMP combination product was therapeutically tried on 16 patients with urinary tract in-
fection. Therapeutic response was classified into excellent in 7, effective in 8 and ineffective in
1 case.

3) As side effects, mild gastrointestinal disturbance was observed in 7 cases. General skin rash was
observed in 3 cases, though it disappeared soon after having ceased the drug administration.

4) As regards the effects on blood picture, there was no significant change in RBC, Ht, Hb, reticulo-
cytes, Fe and Cu. The decrease of leucocytes was also observed in 1 case with the decrease of thrombo-
cytes. But they returned to normal level without difficulty after having ceased the drug administra-
tion. There was no certain tendency to eosinophilic transition.



