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ABSTRACT

Four stereoisomers of inositol p-eminosalicylate, that is hexakis-O-( p-aminosalicylyl)-
nryo-inositol,  hexakis-O-(p-aminosalicylyl)-epi-inositol, hexakis-O-( p-aminosalicylyl)-
scyllo-inositol, and hexakis-O-(p-aminosalicylyl)-muco-inositol were synthesized by p-
aminosalicylyl chloride with myo-, epi-, scylio-, and mues-inositol respectively.

Their antibacterial activity was tested against human type tubercle bacilli Hi:Rv, in
contrast to 1.25y/m/ of p-aminosalicylic acid used as control.

Hexakis-O-(p-aminosalicylyl)-muco-inositol showed the strongest antibacterial action

at 0.625y/m/, the other compounds m re or less active than p-aminosalicylic acid.
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Fig. 1 Inositols and reaction products of PAS.

Table 1. Melting point and elementary analysis of reaction products

Analysis(%

CcIJ\In;Pd.i mp(°C) [ N i%ﬁgéﬂllzrar;viight galddH d é/gandH Literature
I | 203~223.5 r223~224] [ C,H,.0, i 2
I 213~214  [212~214) CiH.,0,, 19
1 197~199 CisHy:01:Ne  990.888 | 58.18 4.27 57.92 4.15
N 138~139  1138~140] | C1.H.0, 3
v 223~224(d)(223~224(d)) | Cy,H 15045
M 197~198(d)  (198(d)] | CeH,00s 178.139 | 40.45 5.66 41.07 5.78 | 8,18
VI | 210~211  [210~211) | CisH2e01, 27
Wi | 197~200(d)(198~200(d)] | C:sH 005 17
KX | 138~139  [138~139) | CycHaO oy 27
X |335~338  (335~340) C.H.0 2
X1 | 293~294  (293~295) | CysH:,012 3 2

XIT | 202~203 CisHp01aNs  990.888 ' 58.18 4.27 58.25 4.19 i

XIII | 285~285.5(d) (285(d)] | CeH 204 | | 17
X1V 188 7188 | CisH2004, 17
XV | 178~180 CisHixO1Ns  990.888 | 58.18 4.27 57.89 4.36

XVI ; 178~179 [178) ‘ C12H2004 3
XVIL | 118 (118 ; C20H2:010 1 3
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XVII | 285~286 (286) | CeH 20,
XIX ’177~178 {177~178) | C;eH2,0;2
XX i189~191 CyH 045N
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990.888 | 58.18 4.27 57.96 4.38

* literature value,

Melting point were observed in a pyrex glass capillary.

[ I2: myo-inositol
Cml:
(VI:
(v
Cvil:
[XJ:

1,4,5,6-tetra-O-acetyl-myo-inositol
my0-inosose-2

DL-epi-inosose-2

scyllo-inositol

(I ): myo-inositol hexaacetate

hexakis-O-( p-aminosalicylyl)-myo-inositol

{V3: 1-0-( p-toluenesulfonyl)-#yo-inositol

(M): 1,3,4,5,6-penta-O-acetyl-myo-inosose-2
[X3J: 1,3,4.5,6-penta-O-acetyl-DL-epi-inosose-2
[X1): scyllo-inositol hexaacetate

(XI1): hexakis-O-( p-aminosalicylyl)-scyllo-inositol

[XIIIY: epi-inositol

[(XIV]): epi-inositol hexaacetate

(XV): hexakis-O-( p-aminosalicylyl)-epi-inositol

[(XVI): 1,2-O-cyclohexylidene-myo-inositol

(XVII): 1,4,5,6-tetra-O-acetyl-2, 3-cyclohexylidene-»yo-inositol

[XVIiI}: muco-inositol

(XIXJ: muco-inositol hexaacetate

(XX3: kexakis-O-( p-aminosalicylyl)-muco-inositol

Table 2. R, values of inositol and inosose.
Compd. i
No. | A B c D

i ; 0.19 0.21 0.08 0.11

Vi ! 0.25 0.13

I ‘ 0.32 0.18
X 0.17 0.16 0.07
XIII 0.22 0.33 0.11
XVIII 0.35 0.27 0.15

filter paper: Whatman No.1 for
chromatography, 2x25cm

SRR 7zt 2 —3ete] Table 24 #Rs
akel zbe] (ID,(X), (XD, (XVIID, VI,
(VIIDY PC 53479 R = 44 myo-,
scyllo-, epi-, muco-inositol, myo-inosose-2,
DL-epi-inosose-29] = @kztzt & —Fstch.

= Table 364 2 Eulst 7o) esterik
KR £y (1D, (XID,(XV), (XX) 42
kg @gsty = KOHe B4 HEs &
F 47 ester % 615 mKFEa &
+ KOH) #amEst & —&%y=h

o, atonevater (4: 1,v/v) (19 74 el EWahe N/2-HCL 9
B: phencl-water (4:1,w/w) . . - \_
C: butanol-acetic acid-water (4:1:1,v/v) Fox #Eshd (III)-& 37.68m!, (XI)x=
D: pyridine-amyl alcohol-water (2:1:1,v/v) 37.46m!, (XV)+= 37.52m!, (XX3J<& 37.80
T'able 3. Analysis of hexvakis-O-( p-aminosalicylyl)-inositols.
i Result of hydrolysis } Identification of PAS R; value of PC
Compd. - — ‘
 Weight of | y2-kOH | Tirated | coupling | pecl, ‘
No. [ ‘ m P (m?) with A ! B
l sample(g) | JF=1.027 F=1.031 | 8-naphthol test : i
mo,ovoe ' s | 375 | RO | DR | o019 | ozl
XU nost | s 3760 RO DR 0.17 0.16
XV | 1046 50 37.57 RO DR 0.22 0.33
XX ' Loz | 50 | snar RO DR 0.35 | o.27
A: acetone-water (4:1,v/v) B: phenol-water (4 : 1, w/w)

DR: dark red

mieleb). el KGR e PC 4
el #R= (I mye-inositol (13,
(XIIJ4= scyllo-inositol(X), (XV) & epi-

RO: reddish orange

inositol (XIIID, (XXJ) € muco-inositol
(XVID® R, ot & —FKFete Ao B
59l 2, diazofk ¥ ©v}& B-naphthole-



June, 1974)

coupling A131-& o9 B HhaE, FeCl, R
o 2 FEK B aminokk ok phenol
T OKEEES ST BEshet

<ok e fEE) Table 19 EHESFY
S fRA St BZad ester{k RIEARK
Wl e 2 (10D, (X0, (XV), (XX)
= & ek

Table 4.

Ior

o gl

puty
o

Park; O-(p-Aminosalicylyl)-inositols . 91

2. O-(p-Aminosalicylyl)-inositol ¥§2| ## 77

A EEANA AR LAy T,
XID, XV (XX) % 489 AR B8

HoRvsl #% 58 RE Table 4ol
seRste

S BEEE e HoRvel #2 3
FHLLRE /D = 27 doelsl e

Antibacterial activities of kewakis-O-(p-aminosalicylyl)-inositols.

Compounds

fkexakis-O-( p-aminosalicylyl)-myo-inositol(111)

fiexakis-O-( p-aminosalicylyl)-scyllo-inositol (X113

hexakis-O-( p-aminosalicylyl)-epi-inositol(X V)

rexakis-O-( p-aminosalicylyl) -nuco-inositol (XX 3

control(sodium p-aminosalicylate)

’ H ! Solvent ‘\/IIC(r/ml) i
6.5 ‘ pyridine 1.25
6.5 pyridine 2.5
6.5 pyridine 0.625
6.5 pyridine 0.625
‘ 6.5 pyridine | 1.25

Microbes are obtained from the NIH of Korea.

H..Rv: Mycobacterium tuberculosis var. hominis.

MIC: minimum inhibitory concentration.

* B A EREAWS) vt pyrid-
ine& fffstgd v pyridine 5. 0~10mg/m!
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EAA oFA A8 WheI A Toh & F g

hexakis-O-(p-aminosalicylyl) ~my0-inositol [IH],
hexakis-O-( p-aminosalicylyl)-sca/lo-inositol (X113,
hexakis-O-(p-aminosalicyly ) -c pi-inositol( XV, .z
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1= o
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= 4 Lawd At
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hexakis-O-(p -aminosalicylyl)-muco-inositol (XX &so] e},
2. o1& {b&¥-S Mycobacterium tuberculosis var. hominis HyRvol #ieted HEH-2 vER =,
epi-, muco-inositol FHEE (XV), (XX)9 HEH-S myo-, scyllo-inosito] 7izes (TI1), (XT13e] 41

F3 xeh BHA vehdeh. olsh el HETE LAWY IrimikiEs MHE = Aolel 4 A=

w

i
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