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Syntheses of antitubercular compounds. I.

Studies on derivatives of isonicotinoyl methane

hydrazone and pyridyl pyrazolone.

By Yoshio Arata, Tokuhiro Sugiyama, Katuo Aoki
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Table I

Tuberculo-bacteriostatic Activity of Isonicotinoyl methane hydrazone derivatives and

Pyridyl-pyrazolone derivatives

CHg— C =N-—-NHR

A
N7/
C d Minimum Growth-inhibitory
ompoun Concentration¥
No. R
I —oc—< ‘> 1 : 4,000
HO-;—
I _oc—< > 1 - 4,000
v —oc-{ >—No2 1 : 16,000
v —oc—{ _Snm, 1 : 8,000
VI —oc_< >—-OH 1 : 8,000
VI —oc—{ \—ocu, 1 : 8,000
HO-,——
w _oc_< \>—NH? 1 :  128,000~256,000
X _-oc_< >N 1 : 128,000~256,000
/N C—CH-CH,4
il ]
R
X N S 1 : 4,000
|/‘\\
N
N\ ci,—co
XI “ '_é g 1 : 16,000
N,
N\ CcHp—CO
XTI ﬂ\/‘_é ﬁ_{ ‘> 1 8,000
* Medium : Xirchner’s medium containing 109% rabbit’s serum
Strain  : Human-type tubercle bacilli “Kawakami”
Results : Reading after 4 weeks incubation at 37°C.
Notes : In these all experiments, the minimum growth-inhibiting concentration of

phenol used for control was shown in dilution of 1:4,000.
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Ethyl isonicotinoyl acetate Burrus® &
CHBLTER LY. HbE&RE> 1Y v al.3g
% 100cc D72 —NEIE, 4 V=05
=0 42.8g, B =F 0 27.8g BNk, K
7 mBIORE, T A = —AWERE, ChCH
EAER R Mz, MHNT Bk R = -7 L Rk
. = —FABRIBTHERERIT 5. Kpws 120
~130° Hcf{LT 5. Hx 20g.

Isonicotinoyl methane ethyl isonicotinoyl
acetate 25g % 10983f#k 110cc r LB NRE
Wi o e BEEMBL. B — F T AN Y L Ts
L% = — 7 A ficdRit. = -7 L ERER
BT . Kp. 212~214° o fituiik.

Ethyl picolinoyl acetate ethyl isonicotinoyl
acetate A OLA L FAEOWEETTS. Kps
120~130° 4Bk,

N-Benzoyl isonicotinoylmethane hydra-
zone (II) EHICI>CTREFHH=TFLL €
FoFre Fo— bt 2 RELCMBALTHD
Nt ZEEB e Fry7§F (Fp 112°) 0.7g &
Isonicotinoylmethane 0.6g % 7 = — L T
WL, EREKIEaCmiE 2 Rl RORER T L =
— AW, BEIKD LG, Mp170° 0
tugtdh.

=4 C, 70.27 H, 5.48 N, 17.52

sy C,70.52 H,5.17 N, 17.24

N-Salicyloyl isonicotinoylmethane hyd-
razone () ¥ V1@ 2F 1% ke LT
WERE D X 175, 7TaAa—Anb B
$h. Mp 229~230° O#FHLDE.

=2 C, 65.86 H, 5.13 N, 16.09

£BE C, 66.09 H, 5.38 N, 15.99

N-(p-nitrobenzoyl) isonicotinoylmethane
hydrazone (IV) p-= T w & EBERR * T &
BT 5. BENERL T A bHE

fu. Mp. 147~148.5° @A LR,
HEM N, 19.71 SRt N, 19.52
N-(p-Aminobenzoyl) isonicotinoylme-
thane hydrazone(V) p-7 3 VR HEEFR=F
ANERERET S, BAERPEAEE. T o= -k
DRI, Mp238° D Ffghd.
=3I N, 22.05 EEAL N, 22.46
N-(p-Hydroxybenzoyl) isonicotinoylme-
thane hydrazone (V) p-#4 % LB HR=
FAR e L, BEERE 2EO0TA=
— A X b ARG Mp. 285~287° o B{a@E)k
fa.
¥ N, 16.46 S2EREN, 16.24
N-(p-Methoxybenzoyl) isonicotinoylme-
thane hydrazone (VI) p-x +*>REER
= F AR UCHAERTERAR. Ta= -
X b 1. Mp. 169~170° D F{agtf.
FFIL{E N, 15.43 SERRML N, 15.71
Ethyl p-aminosalicylate J&ifER 14g %
AE 2 AR RME, FRE DK THIPLILH
B PAS3g o RICEHEE LD, 7Aa—-19
cC R ATIME B . HKIE Bk 4 B RS
WlE koK Hn. HRv Rl KRY -
we LY, =7V iRk, =-FARlE
FhuE Mp. 112~114° OFsR% 35, 1.4g
N-(p-Aminosalicyloyl) isonicotinoylme-
thane hydrazone (VI[) G®fiFEp-7 /7% V F
AEE =T AR LR ETETEREE. 7=
— 2 x bH s T Mp. 280~281 {(decomp. )
OHOWRESS.
F3E N, 20.73
N-isonicotinoyl isonicotinoylmethane
hydrazone (IX) INAH %[0k & UnidEm#
B, 73— X b Pk, Mp. 147~148.5°
OEEHHRG. WIET, 1007, 2 Fl$R%o

SEERE N, 20.33
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A4 N, 23.33 ERT N, 23.62

1-Phenyl 3-(4-pyridyl)-pyrazolone ( X )
G.R. Clemo, J. Holmes» o Hc ififn U7z,
o RiEE  Ethyldsonicotinoyl  acetate
0.5g, Phenyl hydrazine 0.25¢ %%, K51
MEL305. 7= - XD [, Mp. 210°
DEHEIRG.

AHEIf N, 17.72 SR N, 17.22

3-(2-pyridyl)-pyrazolone (X7T) 7 n
T — AR Y dec BINZ fosh 2 L TR
§& Ethyl-picolino,l acetate 0.5g, ¥ifig v F 5+
v 0.25g ZInz Kig #3055, kg, 7
=X FfEE. Mp. 177° o a0
fa.

FFEEAf N, 26.08  SBRfift N, 25.70
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1-Phenyl 3-(2-pyridyl)-pyrayolone(X1I)
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