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Table 1-1.

Bofig e B — W

Lo #F

FESHRARRRATNE (EE /NIEH)

Z A W37 4E3 A2 H

DHhBEA S, Sulfa F|E INH LOHHLEEAD
TEFIRSF & L CHlBEMD S 2 01%, 1N H-acetylation #
PLIET /ERTH %,

L < iz Johnson et Corte |z X ¥ Sulfamethizol (P
T SMZ LMiET %) » INH RN Lo HTFT
H% INH-acetylation FHIL{ERIZSEHENTEDY,
ANEND SMZ JEHELT INH & SMZ i
HBEATE

ES B

RERF SRR - R Sulfa 5|2 SMZ o in vitro
B 2REHIEERHOKEE (% 1-1)
FRERTAIE & U COBYE AR HaRv Bk, 0.001 mg
EEFEL, 2 BBICHE L,

Bl o 1 % KHpPOs (UNII) K
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The Antimicrobial Potency of Various Sulfonamide Derivatives

Against Human Tubercle Bacilli (Diffusion method)

Bacteriostatic concentration
(meg/ml)

Drugs T

Sulfisoxazole (Thiasin)

Sulfamethizole (Urocydal)

Sulfisomezole (Sinomin)

Sulfaphenasol (Olisul)
Sulfamethoxypyridazine (Lederkyn)
Diaminodiphenyl sulfphone (D.,D.S,)
Sulfisomidine (Domian)

Promin

5-Bromo-salicylamide
D-4-Amino-3-Isoxazolidinone (Cycloserine)

y-log C y2-log C
~ Incomplete | Complete | Incomplete | Complete
oppliten, | i, | bl | jeibie,
~——_ multiplication |multiplication  multiplication multiplication
7.7 14 10-£3 18+6
7.4 10.5 103 1545
10 22 1545 26+9
10 28 12:+4 3010
19 25 18+6 44+ 14
44 84 22+7 37+12
50~125
100 < 500
< 500
20 24+8
5 10 7.5£2.5 2649

Sulfamethomidine (Methofadin)

Test organism: Hs7Rv Strain, 0.001 mg 14 days culture

Culture media: 1 % KH2PO+ Ogawa’s Media

Masatoshi OGAW A, Ichivo URUSHIZAKI and Mototaka URANQO (The Tokyo National Sanato-

rium, Kiyose-machi, Kitatama-gun, Tokyo, Japan): Effects of Sulfamethizole for Tuberculosis—

Kekkaku, 37 (5): 243~247, 1962.
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Table 1-2. The Antimicrobial Potency of Various i, WM INH fHgED EA
Sulfonamide Derivatives Against Human X UCHIEL S A RmE L

Tubercle Bacilli (Dilution method) .

Concentration (y/ml) Controll 2.5 5 ‘ 10 2 m J5is 0 (1) £3° INH % pro kg
Druss | 4 mg W 1 ERA S &, o
Sulfamethizole (Urocydal) H#] H +H ! -} — — W, $EEAR 2, 4, 6 FEREH oM
Sulfisoxazole (Thiasin) H H + \ -+ — - BRERL, S biz 2 A%

Sulfamethomidine (Methofadin) HE HE + \ + + — INH 0.2 g (pro kg 4 mg),

Sulfisomidine (Domian) H H H e A - RSz Sulfamethizole 1.0 g,

Test organism: Hs7Rv Strain, 0.001 mg 14 days culture
Culture media: 1 % Ogawa’s Media

iiE 2 e RS IR 2 TEREC IR L 7. T
BT, W (RN, S8R & B IR ATl
WEEEE U7c), B X OVESEEEE (RS i 2 5
1%, WREEEWR Lcb o 1 md seiF i,
BN S 30 2 EREEL, RRE» SHEEF
B E CORS ZE Lo MR L FIRORE &7
L-fEfTE COES 2 RERREFHRLHORE, HEF
Bk R AR HEATH) £ TOMILFHORS 2584
HEFIE#HOES L LTEERHELR) KXo,

in vitro ¥ Sulfamethizole, Sulfisoxazole, Sulf-
isomezole, Sulfamethomidine 73 & 23§iEE 71255k < 5
HER L7 7 FIEETCABIRE D L) Th B, &
ToPRRGER T X % LM (GERER) ~ OFEHGHE BE b Rt Y
N7 7 FNCHIRT B EER TR Y, ANMEOME, fRE~
BELL TV EBBREINS,

= B

Sulfa H|OWEME INH ImAEEC KIETHEEIC O
T

Sulfa FIOFFEREEMER & LT
OFEOEI, INH fERHF &
LT Sulfa #% Fv72a12i3,
INH AEMACBLIEERA R BT &
h %, Johnson 7 (% Sulfanil-

2

Table 2-1.

»5\iF INH & PAS 2.5 g,

INH
INH &t Sulfisomezole 1.0 g #®RAFHLT, 2,
4, 6 WfftgicmEEL: I LT, BESIBECE Y,
INH MHFREZNE LI, REEMCIX, HaRv B
v, 3 %KHPO, :#iic 50 v per ml o JERE |z

L Sulfisoxazole 1.0 g,

PABA (Para-amino-benzoic acid) # iz T, PAS
b B\ Sulfa FIOFEIEMICELE ¥,  (F2-1)

(2) ®v T, INH 0.1 g (Pro kg 2 mg) % Bt
#E5 LT 18XV 4KBHZROMPEEZREL,
2 H%%,, INH 0.1 g + Sulfamethizole 1.0 g, %
%Wz INH & 5-Bromo-Salicylhydroxamic acid
0.1 g »5\ix INH & Sulfisomezole 1.0 g #ff

AL T 2,4 BE#oMmPEE: INH BEZMEL
Too  (F2-2)

PlEoFEB T (1), (2) Wil cross over test |Z
X2k bDoTh %,

FEHILFEER (1) @ INH pro kg 4 mg FEEETIR
6 FEEMEOWEME INH A RET, BMplic ikl <,
P A S Sulfamethizole, Sulfisoxazole §:F{E Cix, &
1F 2~3 5 (CEBME) K ERLTw%, £z 4 FRRfE,

The Effect of the Drugs Combined

on the Serum Concentration of INH

(Difference in the serum concentration of INH with the
single administration (4 mg/kg body weight) and with the
combined administration with other agents)

amide |[z>%, INH ¢ acetyl
ALBRLIEVEFH & 5 00 fFlig = 2 2 D%
FEE O TIRE Lok, Sulfa-

P A S
methylthiodiazol (373> % Sul-
famethizole) 23 FHiPL iz INH Urocydal
0 acetyl {LEBHILT DEHERH
Y, PIEERFEe LA PAS (2-Hy- Sulfisoxazole
droxy-4-amino-benzoic acid) <%
PABA (4-Amino-benzoic acid)
HYT U T 54 % (LT Sulfisomezole
WHIZEERBREL TS, £ZT . .
Glucosamin

Az INH & Sulfamethizole
ZOfho Sulfa K% HEH L7254

{

{
{
|
{

Agents combined with INH

No. of

cases 2 hrs ‘ 4 hrs ’ 6 hrs
INH, single i " 2.02 | 0.55 | 0.13
Combined, 2.5 g 2.42 | 0.68 | 0.40
INH, single 10 1.94 ‘ 0.45 0.15
Combined, 1.0 g 2.28 | 0.86 | 0.39
INH, single , 1.72 | 0.53 | 0.18
Combined, 1.0 g 1.86  0.64 | 0.53
INH, single o, 296 | 050 [ 021
Combined, 1.0 g | 274 049 0,17
INH, single . ; 0.96 034  _~
Combined, 1.0 g \ 1.16 ‘ 0.47 -
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Table 2-2. The Effect of 5-Bromo-salicylhydroxamic acid, Urocydal
and Glucosamine on the Serum Concentration of INH

245

PEnZ L, 6 7 AUHOH
MCRBEfER LA LRIEE

(The comparison of the mean serum concentrations of INH when

administered 0.1 gm. singly and when administered in
combination with 1.0 gm. of other agents)

53, b¥ iz 10 #H, 11 #
AR 2 PIORIWER O MR ER

Administration

J 2 hrs ’ 4 hrs

i No. ofi Bizo 6 AL 1 ﬁ:‘Fﬂm:bfl

cases % Sulfamethizole D E#H#r5-0

|
INH, single J
INH & 5-Bromo-salicylhydroxamic acid, 0.1 g J
INH, single |
INH & Urocydal, 1.0 ¢ ‘

|
INH, single !
INH & Sinomin, 1,0 g J

0.40 0.17
0.46 0.14

RIS 2 A E RIS,

0.59 0.08
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M o & INH JBE o KT 1%, ¥liic INH-
Acetylation [z X 2BFL DB BV X257 L3 EY T
ECD, FHHE5ETF L% 5 Johnson, Corte
HBRE N EROFEFIINENIZ BT HEE O st % i
W 2D HMETH 5, .

FTxbH INH fEFAIL LT Sulfamethizole 7o

fili> Sulfa Fix INH REHACHIERIO&E % 42K

THIETHEEphB,
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720 HRRORBENTE B L OVENE INH My
DOHEFFDO M 5, Sulfamethizole 78 INH fHFHHI
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Hi 2.0 g 4y 2 20HH, BOBEL, BRI 0E
A 1SS, mEsTR (R, k), FFkiehs
(BSP #Hiit, RPymEYy, vuvy ) -2y %
RE Lo BHHMZ 6 4 A~ £Th 5,

FESR ¢ SERT 11 B 2 4] (No. 8, 10) IEIfER %
Bdlz, BHEEZPIELZbDIE 1 4 (No. 8) 2%
2o I : No. 11 (RBCNE, IRK), No. 8 (AFCR
& 2HBE, AnIKEY). (&3 38

PR L7z b o3 B bz,
ERBIURER

FEIATABRER L LT Sulfa HIAHBF LT, pRETE
WZERER T2 S 10 5L bTzoi, FiFX 504
ZDRESTIZ 2 v T ORE LoFFEHRI- L 213
PAS LOWRBIZOVTOWETRNHBEL->oH 2 X 5
Ebhs, MBENTEIC O Tz Sulfa #Ni3sk
FeF 271, Sulfamethizole ¥ FHEIZH &
PAS I2l_THEOTW523, MHFEWERZ LicFE
BEIZOWTIE PAS X Viahiedhvl, 728
BEIS b DI, HER 27 MUREG Ev b EFT R

Z2Tw3,

Sulfamethizole 1% in vitro TEEE Iz LT Sulf-
isoxazole 1245 & M WREZ MIBAR AR BB, & 7
TEEbER T 5, F7 INH L L% INH
M BEOHIFZE M TH 2 DT, f&ko Sulfa Hiz
BARTES R E—ROMHAL LTELETH 2, 1 4
CRERHOEMC bENERAORRIMESTH S 2 i
BB B

X i
1) Baumann : Gesundheitswesen, 3: 609, 1948,
2) HE : #%%, 25:588, mE25.
3) B : B oLEEREE, BYTA, 128
4) KR R, 29 : 284, FE29.
5) Pk : FEREOBRIE, 3: 458, HES0.
6) YR : IEIREREWE, 16 : 391, ME36.
7) Johnson W. et Corte, G. : Proc. Soc. Exp,
Biol. Med., 92 : 446, 1956.
8) /IMII(¥) : Chemotherapy, 7:202, 34,
9) /NI(BY : HABEMER, 15: 694, BE32,
10) - REAR « K% - [ : HAESEHM, 1945 : 3, FI36.
11) 0w : MEREEDEE, 14 : 1928, WE34.
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12) G #5k% 36 : 115, HE36.
13) #4 : F5k%, 35: 688, HE35.
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14) fEEm: B, 36:2, 127, HE36.

Effects of Sulfamethizole for Tuberculosis.

It has been almost ten years since the sulfon-
amide derivatives were introduced to the clini-
cal medicine as antituberculous agents. However,
the therapeutic value of sulfonamides in tuber-
culosis, particularly in comparison with the other
agent such as PAS, has not been appreciated
at all until very recently,

Sulfonamides are not especially potent against
tubercle bacilli in vitro, The antituberculous
activity of sulfamethizole is obviously not as
potent as that of PAS in vitro, However, on
the other hand, it exerts less severe side effects:
For example, unlike PAS, sulfamethizole rarely

causes gastrointestinal disturbances or hypersen-

sitivity reaction. Furthermore, it possesses a
The an-

tibacterial activity of sulfamethizole against the

broadspectrum antimicrobial activity,

acid-fast bacilli is equivalent to that of sulfiso-
The permeability of sulfa-
It is also effective

xazole in vitro.
methizole is outstanding.
in the maintenance of an effective serum concen-
tration of the active INH when administered in
combination with INH, Therefore, sulfamethi-
zole may be considered as potent as any other
sulfonamide derivative, in the combination ther-
apy for tuberculosis,

No appreciable side effect of sulfamethizole
was observed, even though it had been given

continuously for one year.



