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Ierlated Disbenzyl-S-y — -nieatininm dihalides are listed i
Table T.

Tasue 1
SUBSTITUTED BISBENZY1L-8-0 — -N1C0TINIUM DIHALIDES

Yioll Fmpirical

Na. R My ' Tormula

1 1 215210 32 Clag oy LeNy

2 p-Br RETISIND) 17 (s HagBru TN
H p-Cl 250-251 15 CyHyClLILN,
4 -1 253 NN CugHagFo LN
O p-NO. 220-2:32 S s HagBraN, Oy
8 p-Clly 2222225 45 CuHpluNy

7 o-C114 19:5-195 TN CoslTz Ny

S n-C1l, 207200 B! CyTp Ny

« Correctell melting poinr i *C

Tsomeric N NV “methyvl-<ubstitued benzyvl derivatives of S-
1 — )-nirotine were =vnthesized by vanrrollell gquaternizatinns in-
volving reaciion firsi ou the pyridine nitrogen (N) aml then on
the pyrrolhline nitrogen (N . Quisnernizatianz on the pyridine
N were effertell by contlueting the reactions in ArOH:; the N
nitimgen was subsequently quaternized in MeOT],

N=p-Fluorobenzyl-N ‘~-methyl-~-1 — t=nicotinium Diiodide, A
sulution of 1.6 g (0.01 mol o1 redisrilled 8- — )-nivotine i1 25 ml
of glartal AcOH was mixed with 1.3 ¢ of p-tflhanrobenzyl vhloride.
After 32 hr the solveunn wa~ evaparared nnder vacnum tn viehl
crnde aml hyitlroseopie N-p-Huorobenzyl-S-¢ — -nivotinium ehilo-
ride whivhh was rxiracted with thiree 20-ml fractions of FteQ ta
remove nnrearterl materinls. The vrade prodint was dissnlved
in MeOH and treated with 4.3 2 10,05 nnls of Mel for 12 hr.
It was eliromatoginphed an 50 ¢ of Woelm Artivity Grule 1
veutral ALOy amd elmed with 10-307 0 «f MeOH- CqH, 10 vield
2.0 g (399 ) of prothar.

The rompoumls in Table 11 wert prepired <imilarly.

a1

SUBSTITL TED

NBENZYL-N -METHY L=N-1 = =N TUOTINIUM PIIODIDES
o ~
) 21
/A\_\
<~ (CH = CH

Yiell, Empirical
Na R Myp ‘o formnta
] 11 2I0-212 ™ I 1N,
1) p-lil' 247248 41 (.HI{'}&BI'IzN:
11 p-Cl 255257 4D C 515 CILN,
12 p-F 221223 59 CrsHuF LN,
13 p-N( )y 225227 2% (‘|5I{3313N3( )-;
14 [)'(.Ilu ‘..!2:‘)“‘..!‘.17 1) (.]{,I{QGIQI\'j
15 o-C'H, 205208 Tt CriHala Ny
16 m-Cll; 170-172 w2 Cry [N

“ Correrted melting point i €',

The substitnied NV-mmetlnl-N “henzyvl-S-1 — -nimntine dihalides
1Table IIT) were prepared i1i an analogous fashinn by conducting
the first quaternization with Mel ninid further treating the product
with the appropriate benzyl halide. Tn those instances where
diiodides were obtainerd the pralucts resulted from halogen
exchange.
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Tasue 111

SUBSTITUTED

NoME Ty =N “BENZY L-S-1 = -NTenTINIUAL D <
2 X7
N
(ﬁé ~.
S (CH ('H. R
-
CH
Yield, Loampirien!
N i3 Al v, farmaia
17 I 100193 41 CollaBrIN,-
0.511,0
I~ p-13r 175178 Gl L HeBreINy
19 p-C'1 217210 Al W ITaCHLN,
20 n-F 230220 24 T FILN,
21 7-N Oy 200211 033 CuHuBrINo,
11O
22 1-Cll 156161 37 e BrIN -
21,0
25 o-CHy 185190 N Crtlgla Ny
24 wi-CIHy 210-225 6% Crad Ll Ny

© Correerm] melting poini in *C.
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1-Arvlsulfonyvlhydrazides. 1I1.
4-Phenyl-1-arylsulfonylthiosemicarbazides
and 2-Arylsulfonylhydrazone-3-

phenyl-4-thiazolines'

Canros SUNKeEL anp [Trvserro Gosiz

Depactawnt of Chenstey, U niveesidad Caldlico
do Vidparaise, Valparaiso, Chils

{eeerivad Octolar 21, 159640

As o continuativn ol pur investigatinn ol derivites
of the T-aryvlsulfonyvihyirazides, we now wish tn roport
the preparativn of twn new serics, the 4-phenyi-1-
arvisulfonyithiosemicarbazides (Ia-¢) and the 2-arvisni-
fbnylhydrazone-3-phenyi-4-thiazolines (I1n-1).

The 1-arvisulfonyithinzemtcarbazides have bren ovai-
uated ns fungieides?# and nx baectertostatic agents.-
Compounlds enntaining the thiazoline ring have beoy

Tansne |
ARONTINHOSNHCGAI,
Yield.
L'vangol Y AMyp. 717 dee [ Foirmtc
ta p-CHLOCTTL 1T 171 SN NN,

1 p-CH0CH, 177178 86 CriHE NGO,

T p-n-Ci 110G 16216 N1 Cal 1N =y

+ The melting polntx were determined i1 apen eapillary inibis
and are unrorrerted. ¢ The vields are based on the produci atier
the first reervxtallization. = All analytival resnlts were within
+=0.3¢ uf the thearetieal valunes.  All compomnls were shalvzed
for C, H, N, 8,

P13 1) Sunkel and N Sdnelez, J. Hed, Chem,, 12, 726 (10105,

12) M. Tawayo, €. funkel, and R. Madranero, Bull. Sov. Chive @0 3%
11964},
(3) N. V. Philips, Delgian Patemr 622,688 1March 2D, w63 276 .

Akstr., 64, 1655) 11066).
i4) C. W, Phiijgers and A, Nawrs Sijpestelnyn. e, J4pgd. £yl 87,
463 11066): Chew hstr,, 68, 143546 11Y6L).
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CeH:N R,
Ar SOQNHN=J\_SJ R,

NeEw COMPOUNDS 335
TasLE 11
Yield,
Compd Ar Ri R: Mp, °C* %b Formula Analyyis
ITa p-CH;0CsH, CsHs H 180-182 dec 75 CooH,iN;3055, C, H X, 3
ITb p-CzHaOCsH.; CGH:, H 172-173 dec 77 ngHglNgogcy C, H, N, h
I1c p-n-C;H,0CsH, C¢H; H 163-164 dec 88 C24HpN 308, C,H, X, 8
11d p-CH;0C¢H, Me COOEt 181-182 72 CyoHyu N;0:8, N, 8
1le p-C,H;0CH, Me COOEy 187-188 84 CaHypN;0,8, ¢, H, N
11t p-n-C;H.OCeH, Me COOE¢ 194-195 dec 73 CH ;N3OS0 C, H, N, =

«~ See footnotes in Table L.

reported as antituberculous*# and antibacterial” agents.
Compounds Ia, Ib, Ic. and Id all gave 1009, control of
Meloidogne spp at an application rate corresponding
to 29.18 kg/acred3 Compound Ib gave 909 control of
Puccinia sorghi when applied sumultaneously to foliage
at 500 ppm and to soil at 14.6 kg/acre.®

Experimental Section

1-Arylsulfonyl-4-phenylthiosemicarbazides (I),—The appro-
priate l-arylsulfonylhydrazide :4 mmol) was dissolved in 959,
EtOH (20 ml), followed by additinu of phenyl isocyanate (5.4 g,
4 mmol). Refluxing for 30 min followed by cooling of the solu-
tion gave a white, ervstalline solid that was recrystallized from
MeOH or EtOH.
2-Arylsulfonylhydrazone-3-phenyl-4-thiazolines (II).——The ap-
propriate I (5 mmol) was dissolved in DMF (25 ml), and 5 mmol
of a-bromoacetophenone (1 g; or ethyl a-chloroacetoacetate
(0.82 g) was added. The snlution was heated 30 min on a steam
bath, the dark red liquid wax chilled, and 3 ¥ NH,OH was
added to bring it to pH > Addition of H.O (100 ml) gave the
product as a greenish powder which was washed several times
with H,O and recrystallized from EtOH.
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NMeyer, 4nn. Rev. Tuberc. Pulmoiary Dis., T, 703 (1938); Chem. Abstr.,
53, 54947 (1959).
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(1958).

(7) L. Ishii, M, Katagiri, M. Sakazome, and T. Misato, Nippon Noget
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An Aminopyrimidine Steroid!
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Thus far, only two steroids where ring A is a pyrimi-
dine ring capable of tautomerie forms have been re-

(1) This work was supported by Public Health Service Grants A-5326 and
CA-07137 and Niv Deans Fund.

(2) Recipient of Career Program Award CA-K3-16614 from the National
Cancer Institute.

ported.® This work describes the first amino analog of
this type.

Experimental Section*

173-Acetoxy-2,4-diaza-1-hydroxy-3-methylamine-1,3,5110)-
estratriene,—A solution of 50 mg of methyl 178-acetoxy-1,5-
seco-2,3,4-trisnorestran-5-on-l-oate, 5 100 mg of 1uethyl-
guanidine sulfate, and 150 mg of anhydrous NaOAc¢ in 5 ml of
anhydrous EtOH was refluxed 96 hr. The steroids were re-
covered from the H.O-diluted mixture with CHCls. then ilis-
solved in 2 ml of glacial HOAc¢ aud refluxed for 16 hr, The
material was again recovered with CHCl; after HxO dilution of
the reaction. Chromatography of the resultant mixture of starting
material and product on a silica tle plate (0 EtOAr-CHCl)
gave 16 mg of product. Recrystallizativn from E1OA¢ gave
pure material, mp 280 dec: vmax 3460, 3340, 3230, 1720, 1635,
1610, 1570, 1515 em™Y Amax 234, 200 mw: Npax acid) 230,
261 mgu. Anal. <Cx:4HQ:N303> N

{3) D. M. Piatak and E. Caspi, Steroids, 8, 631 (1964): E. Caspi and
D. M. Piatak, Ezperientia, 19, 465 (1963).

(4) Melting points are corrected. When analyses are indicated by the
symbol for the element, analytical results obtained for those elements were
within £0.49, of the theoretical values. Uv spectra were taken in MeOH
or MeOH with 2 N HCI added (0.1 ml/5 ml).

(5) E, Caspi, P. K. Grover, D. M. Piatak, and Y. Shimizu, J. Chem.
Soc., 3052 (1965).

Antituberculous Schiff Bases
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Schiff’s bases formed by the condensation of izonia-
zide [I] with various benzaldehydes are reported to
possess antituberculous activity.! We have prepared
additional Schiff’s bases (benzylideneizonicotinoyl
hydrazones) which were tested for antituberculous
activity by the technique of Doub and Youmans.?

Experimental Section

Preparation of Schiff’s bases.—Isoniazide (1 g) was dissolved
in EtOH (30 ml) and to it was added aldehyde® :1.3 g} in 20 ml
of EtOH. The mixture was refluxed on a steam bath. Iu some
cases, the compound separated while hot, in others on cooling
or on dilution with HyO. Most of the compnuuds were pale
vellow and crystallized from EtQH.

(1) M. Negwer, ""Organisch-Chemische, Arzneimittel und ibre $ynonyina,”
Akademie Verlag, Berlin, 1959, pp 199-200.

(2) L. Doub and G. P. Youmans, 4dmer. Rev. Tuberc.. 61, 407 11930).

(3) 8. R. Agrawal, V., B, Desai, H, C, Kaushik, M. &, Khan, and J. R.
Merchant, J. Indian Chem. Soc., 89, 759 (1962).



