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viii) 1-Oxo-6-methoxy-7-ethoxy-1,2,3,4-tetrahydroisoquinoline vil) wBemE 1.70g. % 5% H,SO,
CHME, oW T 109 Na,COy ThPFnic BT 5 % Chfll, oLt 7T~10° @ ARENR T 2.5% KMaO, %
T, KMnO: o (a2 L 7e 7o e BT F Ao, 60° i 10 min. jnik. »# CHCL $iitl, CHCl; %R
FEEE, ilw 50ml o 855 ¢ hl, HER S % ELO fili L, ELO @ik Na,SO, c&iek B0 &
K. KEwWIEAZE b.p. 150~170°/0.04 mm. He. H 3% Et,O-CHClL L b Fif. &6 7 ) 2 2k Rk &
& 5mg. m.p. 192~193°. kK G L S o 1-oxo-6-methoxy-7-ethoxy-1,2,3,4-tetrahydroisoquinoline & J& fili 7=
bt IR (Nujol) ¢ e 72
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BRIEZER, F33Bk, BT, HMEF : o-Aminophenol FHifhd &I DU T

Fukujiro Fujikawa, Kunio Hirai, Noriko Ishikawa, and Masako

Nakai : Synthesis of o-Aminophenocl Derivatives.

(Kyoto College of Pharmacy*")

Fifteen kinds of o-aminophenol derivatives, including 2-(2,4-dihydroxy-6-methyl- and
-5-ethyl-benzylideneamino)phenol and sodium (o-hydroxyanilino)methanesulfonate, were
synthesized. Of the compounds synthesized, sodium (o-hydroxyanilino)methanesulfonate
is easily soluble in water and showed antibacterial action, at 6.257 /ml., against human-
type sensitive H37Rv-S strain tubercle bacilli and on H37Rv-S strain resistant to isonico-
tinoyl hydrazide, streptomycin, and PAS, while o-aminophenol is effective at 1.25 v /ml.
concentration. However, the toxicity of this sodium salt is 1/10 that of o-aminophenol
and a fairly good clinical result was observed in combined use with kanamycin and
cycloserine.

(Received March 6, 1964)

o-aminophenol 35 L OV Z M DFHEEAD RIS O EEZEIC T 5 HEERIC 2 W iR S IR E RS 5
PR @hls b ZHME ST 5. SEbhbiul 16 OTHKRMOILAYE AR LBRET 52 22 0B
i% o-aminophenol F{fi% e F BFERE H 37 Rv 12X L Thsde 0 LB J7 %75 L Cu B 2SFREEA D e D R A
DRI E L TR B hish - e—RELEZ b b, Lichi- CTHEXETLaoHEhombaos
BRI D I (LS P TT & OBIRAE LM T 2720 Th 7. = D 15 EOLAYD 5 BRkEO sodium
(o-hydroxyanilino)methanesulfonate® [JAMLKICHETEET B D Licds o TKEMECH2HE OB LS D
BT C o-aminophenol d = % — LY HIC sodium hydroxymethanesulfenate o 7K¥K % G4 L
DCHHoLEY (XV) 281 7.

7Bl 4 oAM= % 7 — L ¥%Hirh o-aminophenol t 14 fEd 7 L5 v N7 orcilaldehyde,

*#1 Yamashina-misasagi, Higashiyama-ku, Kyoto.

1) WA, BE: SREREEIETER, 93 (1943); BE : 4R, 1(1944); EE 0 FEE, 81 (1944);
M, ¥, EE, A, LE, W, B9 FE, 251 (1944); A : F4EH, 83 (1945); #AS, k¢
FI4E, 95 (1945); #k @ R4, 111 (1945); ¥k : A4, 73 (1946); ikt : [M4EH, 173 (1947); MR :
R4, 219 (1947).

2) REJI| ¢ M 33121 B (1962),
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dimethoxyorcilaldehyde, atranol, haematommic acid, methyl haematommate, methyl isohaematommate,
butyl isohaematommate, g-orcilaldehyde, chloro-g-orcilaldehyde, 5-alkyl(5-ethyl, 5-butyl, 5-isoamyl,
5-hexyl, 5-heptyl)-2,4-dihydroxybenzaldehyde AR IEE L O TRY 70% - Fh&is3 % anil 26
L7, 7ok XV o sodium (a—hydroxyanilin.o)methanesulfohate & kanamycin, cycloserine » ®=%0fH
BRIEDTE D X OEIRIIAR AR LT 5.
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2-(6-Methyl-2,4-dihydroxybenzylideneamino)phenol () orcilaldehyde 0.3g. » o-aminophenol 0.22g.
L EtOH d5ml. % jn %2 /Kt =< 1hr., mmz. EtOH # 8%k, REx EtOH X b i . m.p. 197~198°(de-
comp.) DA D 7 Y X ARG R 70%. CuHi;O3N  Awnal. Caled. : C, 69.12; H, 5.39. Found: C,
68.84; H, 5.46.

2-(6-Methyl-2,4-dimethoxybenzylideneamino)phenol (II) dimethoxyorcilaldehyde - o-aminophenol
b L. BtOH X b Fffh m.p. 102~103° o yR# (ghikdh. IR 70%. CieHpOsN  Anal. Caled.: C,
70.83; H, 6.32. Found: C, 70.62; H, 6.06.

2-(4-Methyl-2,6-dihydroxyhenzylideneamino)pheno!l (III) atranol » o-aminophenol X b %l -, dil.
EtCH I b FHiEdh. m.p. 217%(decomp.) o # (4 o #M 7 0K f. R 70%. CiHi03N  Anal. Caled.: C,
69.12; H, 5.39. Found: C, 69.33; H, 5.75.

2-(3-Carboxy-4-methyl-2,6-dihydroxyhenzylideneamino)phenol (IV) haematommic acid » o-amino-
phenol I b #l3. MeCO X b s R, m.p. 230°%(decomp.) D 7 ) X 2R E. IWEH 70%. CisHis0;N
Anal. Caled. : C, 62.71; H, 4.56. Found: C, 62.55; H, 4.84.

2-(3-Methoxycarbonyl-4-methyl-2, 6-dihydroxybenzylideneamino)phenol (V) methyl haematommate
L o-aminophenol I » #i-. dil. N,N-dimethylformamide X v # &, m.p. 227~229.5°(decomp.) o @ o
7Y R 2R R 70%. CielHi:O5N  Anal. Caled. : C, 63.78; H, 5.02. Found: C, 63.84; H, 5.41.

2-(5-Methoxycartonyl-6-methyl-2, 4-dihydroxybenzylideneamino)phenol (VI) methyl isohaematom-
mate » o-aminophenol I » %I dil. N,N-dimethylformamide X b Fi#5f. m.p. 238%(decomp.) » 3@ D
7Y R AR S, R 659%. CigHisOsN  Anal. Caled. : C, 63.78; H, 5.02. Found: C, 63.43; H, 5.36.

2-(5~-Butoxycarbonyl-6-methyl-2,4-dihydroxybenzylideneamino)phenol (VIiI) butyl ischaematommate
L o-aminophenol X » ft-+. EtOH X b H{fifh. m.p. 206~208°(decomp.) D[ DM 7V 2 20k 5. I
K 656%. CigHaOsN  Anal. Caled. : C, 66.46; H, 6.16. Found: C, 66.67; H, 6.34.

2-(2,4-Dihydroxy-3,6-dimethylhenzylideneamino)phensl (VII) p-orcilaldehyde » o-aminophenol X
D #4. EtOH X b FFffh. m.p. 207~209° o @& M D 7 ) X k. IWRK 70%. CisHi;:03N  Anal. Caled. :
C, 70.02; H, 5.88. Found: C, 69.75; H, 6.05.

Chloro-p-orcilaidehyde p-orcilaldehyde 1= abs. Et,O th SO,Cly % K5 Lo <il3. EtOH X b F#E

3) MBE: BA(CERk SRS, 11, 289 (1963).
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fhomLp. 163° o b A Eeh o IR G, ICREy 709, CoHuO,Cl Anal. Caled. @ C, 53.87; H, 4.52. TFound :
C, 53.95; H, 4.93.

2-(5-Chloro-2,4-dihydroxy-3,6-dimethylbenzylideneamino)phenol (IX) chloro-g-orcilaldehyde & o-
aminophenol & » #l-. EtOH I b F#H. m.p. 213~214.5° o # o k5. IWEF 70%. CisH1,OsNCl
Anal. Caled. : C, 61.75; H, 4.84, Found: C, 61.47; H, 4.97.

2-(5-Ethyl-2,4-dihydroxybenzylideneamino)phenol (X) 5-ethyl-2,4-dihydroxybenzaldehyde » o-amino-
phenol X b # 3. BtOH-~ v ¥ v (1:9) X » FHf. m.p. 204~205°(decomp.) o & o $HR . WKL
70%. Ci:H1;03N  Anal. Caled. : C, 70.02; H, 5.88. Found: C, 70,50; H, 6.05.

2-(5-Buty!-2, 4-dihydroxyhenzylideneamino)phenol (XI) 5-butyl-2, 4-dihydroxybenzaldehyde & o-
aminophenol J » % 3. dil. EtOH X » FHiifh. m.p. 173~174°(decomp.) @ & 0k, WK 70%.
Ci7H1903N  Anal. Caled. : C, 71.56; H, 6.71. Found: C, 71.96; H, 6.65.

2-(5-Isopentyl-2, 4-dihydroxybenzylidereamino)pheno! (XII) 2, 4-dihydroxy-5-isoamylbenzaldehyde
L o-aminophenol X » %4, dil. Me;,CO X h Fiit 5. m.p. 145°(decomp.) D #&E oMk, WK 70%. Cis-
H,,0;N  Anal. Caled. : C, 72.21; H, 7.07. Found : C, 72.10; H, 7.34.

2-(5-Hexyl-2, 4-dihydroxybenrzylideneamino)phenol (XIII) 5-hexyl-2, 4-dihydroxybezaldehyde * o-—
aminophenol I » fil3-. dil. EtOH X b FfE . m.p. 136~137° o o $tikfh. KK 70%. CiHaO3N
Anal. Caled. : C, 72.82; H, 7.40. Found : C, 72.60; H, 7.46.

2-(5-Heptyl-2, 4-dihydroxybenzylideneamino)phencl (XIV) 5-heptyl-2, 4-dihydroxybenzaldehyde &
o-aminophenol X » #i3. EtOH X b &R, m.p. 137° o @ o $HR . INEH 70%. CwHx0:N  Anal.
Caled. : C, 73.36; H, 7.70. Found : C, 73.73; H, 7.86.

Sedium (o-hydroxyanrilino)metharesulfonate (XV) o-aminophenol 2.2g. % 40ml. o EtOH 1w i L
Z huiw sodium hydroxymethanesulfenate 3.1g. # 12ml. O KICHEM L - % % 40 min, JK¥E i, X
oo EtOH % ZBEME T s R Eyii. EtOH-) 7 a 4 v X b &L, EEGo mp. 300° L Eo 7y X
AR E. Ry 70%. CHsO.NSNa Anal. Caled. : C, 37.32; H, 3.58. Found: C, 37.10; H, 3.70.
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AR E =K HB: O-Acylthiamine D Hig
Makoto Unoki and Tadashi Mitsugi: Synthesis of O-Acylthiamines.

(Kameari Plant, Sankyo Co., Ltd.*')

Various kinds of O-acylthiamine chloride hydrochloride (I) can be obtained by the
reaction of thiamine monochloride (I) and various aliphatic or aromatic acid chloride,
directly or in pyridine, or of thiamine chloride hydrochloride (II) and lower aliphatic
acid, directly or in the presence of acid anhydride.

(Received March 16, 1964)

O-acylthiamine (AT 3 & 2 DEEEA BT 52 & &35) (1) oARIEL LT, $CIC 4-methyl-5-
p-acyloxyethylthiazole » 2-methyl-4-aminc~5-bromomethylpyrimidine ' » AJKEMIE & #HEA I DD
HEALERALPE 5 J59k,52 thiothiamine % acyl {t L7- O-acylthiothiamine % 3@Eg{LKRULIR L7z DB Y
7 AUES ST BB A, SEFEHESIFRE L CAFA S s thiamine #5fgiE (1) &, ZThid

*#1 Kameari-machi, Katsushika-ku, Tokyo.
1) @I, FAR: AgE 71, 69 (1951). 2) #FM|, &M, FE: EigEyr, 12, 48 (1960).
3) EHH, A Kk, 72, 968 (1952), 4) FEKS DR, 11, 42 (1959).



