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nervous system. Thus, 1.58 g. NaCN is treated with 5.7 g.  (CaClg) to give the title compd., m. 839-907, vield 469, From
Br in MeOH to give o soln. contg. BrCN, the soln. kept at ~5%,  Byul. Tzobret, § Tovarnvkh Znakov 1964(3), 42, MDCL
a soln, of 2.0 g, NaOAe and 7.44 g. 3,4,5-(MeO ) CiH.CHI OH - Isoxazole derivatives of sulfanilamide. [lideo Kano, Masaru
CH:NH; in MeOH added at room temp., and the mixt. agitated  Ogata, and Haruo Nishimura (to Shionegi & Co., Ltd.), T.S.
1.5 hrs. at room temp, to give 6.04 E Z-amino-5-{3,4,5-tri- 3,144 448 (Cl. 260-239.9), Aug. 11, 1864; Japan. Appl. Aug.
methoxyphenyl) oxazoline, m. 181-3.5 ”'l._hIl..‘-':‘:D].- Similarly © 21, 1962; 5pp. Chlorine gas was passed into a soln. of 3-amino-
prepd. are the following I (Y = R* = R" = H} (X, X, ¥, R, S-methylisoxazole (I} (1 part) in & parts AcOH for 0.5 hr, while
cooling with H:0, Aq. Na:S:#) was added, the mixt. shaken

i with CHCl, and the CHCly laver washed with HaO and dried.
N Femoval of the solvent yielded J-amino-d-chloro-5-methyl-
X' QJ“‘NR’R* i — izoxazole (II) (X = CI), m. 89-91% (evclohexane), Similarly
Lo XN X—— —Nm—o-—nu, P
and m.p. given): Cl, Cl, H, H, 132-4%; H, H, H, Me, 154.5- Me ~pY HEIO"E

H, 138-42%; H, H, PhCH.0, H, 13 Hw'; : H, H, ¢ Hy 7 ! prepd, was 11 (X = Br), m. 77-8°.
(decompn.); 1L, CI, H, H, 118-19%; CI, H, H, H, 128-30°: 0, gmall amt. of HiO and 9 parts HgCl, in 200 parts hot HiO were
CF, H, H, 97-100%; H, iso-Pr, H, H, 158-60°; H, McO,  mised, refluxed for 1 hr., and cooled to yield 4.5 parts II
MeO, H, 119-217%; H, F-U:M:!: H, H, 155-9°; H, Br-’Hr H_-:_ v (X = CIHg), m. 223° (decompn.). A mixt. of 3.5 parts of the
HI. B, H,H,—. _II'[R— = I sy .x - !'lr R = Me, ¥ e x 1_'; fatter, 2.7 parts ioding, and 8 parts K1 was stirred for 30 min.,
¥! o= MeO), cis-2-amino-4,5-diphenyloxazoline, T 2W0-177  treated with Nus8:0;, and extd. with CHCl;.  Removal of the
f;‘:[iﬁérﬁ_mdﬁoﬁf:fﬂfﬁaﬁ?":;:lr:ﬂaijjslaﬂ;ﬂ:?fp]‘:f':i}ﬁ":;“‘]‘ﬁ"é solvent from the dried CHC, layer yielded 0.8 part II (X =

FoLd Selr AP =k L o . + fodo . -5°. (X = vas simi 3 i
2. MeNHCONHCHMeCHPhOH in 100 ml. CH.Cl; is cooled i plaL;fs T i.‘J{H_-L}EL} Wit P u?‘,';“;fiﬂi P and 20
to 0°, ggf_.m, of 3.9 ml. 80CI; in 20 m}l. CH:C}; ar}dﬂ um:{}:-lll:'-' parts Gy was added 11 parts p-acetamidobenzenesulfony!
mileL, 2 uxed 30 min. to give 7.9 g. 2-methy iciilral :E“‘-_mi?'! = chloride and the mixt. stirred for 2 hrs, at 50%, The CqHg layver
5-phenyl-Z-oxazoline, m. 128-31 '{‘-;:I“Ir“'-"f",“‘?}- Sumilarly o was decanted from the cooled soln. and H.O was added to the
prepd. are the following I (X = ¥ = ¥' = H) (R, RY, R XN regidue to ppt. erystals, which were collected by filtration and
and m.p. given): H, H, Ph, Cl, 145-50°; Me, H, Et, Hi = heated with 109, NaOH on o #0 bath for 1 hr.  Acidification
(fumarate w. 140-7°); Me, H, Ph, H, 130-1"; Me, H, 1-Cells,  of the cooled mixt. yielded 3-sulfanilamido-4-chloro-5-methyl-
I!r 181-2%; Ml‘i, Me, Me, H, — (b 108-10°); H, ME.J*"‘?-E- isoxazole (III, X = CI), m. I187-8° (EtOH). The following
O b sontlnes. BeNell Lotiorstoriss, Tn. Bele; 634 ey ol JIL weee Aimilily prepd. (X-a0d mp. glemy: Be,
803, June 18, 1963, Appl. Feb. 22, 1963; 33 pp. 2-Amino- ¥ Jz_bx'l','f_;_’;r;xdi dmyfu;:ﬂ:'}'zrmuu s e P
l-aryl-1-alkanols are cyclized with a cyanogen halide to give the o prorsacal Co.).  U.S. 3,141,880 (Cl. 260-307) _Tul!r: 21
title compds, which can be used as stimulants for the central  jops “anel Tulv 20 1062 L. A sl of 0.6 mole S-antine.
nervous system, Thus, a mixt. of 56 g, NCBr in 400 ml.  APPLs ULy Sa, JABRS L Py &l 08 0 mols S-amino-
MeOH fs added 5t rocm temp. to-a soln. of 91.2 g. PACH(CH,. , 2o3zclidone and 0.87 mole KCNS in 125 ml. HeO was treated
NH.OH.HCL and 87 "\Ta%.l"l.c in 1500 ml !I'«'IE{;H the luix{ o with 50 ml. HC! and heated 1.5 hrs. on a steam bath to give
ﬁgit::teri 30 min., the a?;: ‘dist.;l 4 vocwo, the resdie Llj.ssf:li\’ctil 64% the title compd. (I), m. 185-8% (Hy0). A mixt. of 0.2
in HyO, and the soln. neutralized with K.COy to give 62.5 g. g Q-
Z.amino-S-phenyloxazoline, m. 136-8° (CyHy), & (Nujol) 2.97, i NN o)

O DJ_[ w P

Solns. of 1.5 parts [ in a

5.87, 0.18, 6.87, 7.04, 744 u. Similarly prepd. are the following
1(R = R' = H) (R, Ar, and m.p. given): H, 3,4.5{MeO)- —

mole T and 0.2 mole bromomethyl S-nitro-2-fury] ketone in 500

R N ml. of EtOH was refluxed 1 hr. with stirring to give 77% II,
A.—_LDLHW “‘ m, 170-3° (EtOH), which had antibacterial, anthelmintic,
and antiprotozoal activity. H. A. Burch

o velr o 4 o4 {0 ; . Derivatives of 6-aminopenicillanic acid. Billie K. Koe (1o
EE.H":,-;IE 15';:?9 EMC‘EEEE?}';.;JI;;%&![CC,IIJ{E“H':; 13,,‘;1_3 Hr‘:;ﬁﬂ;{ﬁﬁj " Chas. Pfizer & Co., Inc.). U.S. 3,144,444 (Cl. 260-230.1),
CoHls, —; H, o-MeOCH,, 102-3° { CH.Clr-methyloyclohexane); 3“3' 11, 1964, Appl. Sept. 27, 1960; 3 pp. A soln. of B.97 g,
H, p-MeOCH,, 138-42° (CiHy); H, m-PhCHOCH,, 133-5 - p-methoxyphenylphenylphosphonothiote chlotide in 45
(CoHs): H, m-110CH,, 170° (decompn.); H, p-CICsH,, 118~ ™I MeiCO is added slowly to a soln. of 6.48 g. f-aminopenicil-
19° ldm}: H, o-CICeH,, 128-30° (CiHrhexane); H, p-F,C. [anie acid A1) and 6.0 g. KHEO, in 45 ml. H:0 and the saln,
CyH 9?_1}_1'- I{CquIIH.‘tT‘. ether): H i50-PrCyH,, 158-80° — {pH 8} agjustcd te pH 8 by the u{!i]ll. of soltd I and agitated for
ic I'*I:—PE'“' ether): H, 3 4-{ME(.)]:C' n 110-217 (EtOAc): dhrs. The ml!:“l'}.'l] mixl. 15 d[l(i. :dl'ltll 400 ml. HOand extd. with
H iy 4 'l-m(-!th}'hm.‘{iiu'.t}r;lhtilwl 178.5-80.5° {iso-PrOH): i Et:0 and then EtOAc at pH 5.5. The EtDAe soln. is washed
ﬁ'i'-'[l.'éicc-n“h 158-8° {CH‘;Cir&lhtrJi H, p-BrC.H,, —1: HI. with (1.5 vol. H.0, dried (Na:80,), adjusted to pH ¥ with N

== d. the following 1: mgthanpli:c R.'I'JH. qiilid evapd. to dryness. The residue on
p-FCH,, Also prepd. were the lollowing trituration with EG0 gave 6-]0<p-methoxypheny]iphenyl-
R R Re Ar o I phosphonamidothioyl|penicillanie acid (II, X = 8, R = Ph,
b4 Me ﬁe gt i 126=31" {CiH-hexane) R = p-methoxyphenoxy). Similarly prepd. were the follow-
H Et 3 -
H P Me Pho 130-17 (lao- PrO#)
H Ph H £-CICaH L48=-50° (iso-PrOMH) . g Me
H 1-CaHs ﬂf jp"= ) 181=27 {lso-PrOH) R'R P[H}NH;I- i ‘[/—Mz (i
M Me e — e S
Mo Me H #-CICaH (3) - - p=-N——"C0H

_mE reo T o : o,
(1) fumarste m. 148-7° {iso-PrOH), (2) ben 108=107, (3] bea 145 ing 11 (X, RY, R? given): O, Ph, BuD: O, iso-Pr, EtQ; O, Ph,
Similarly prepd. was cis-2-amino-4,5-diphenyloxazoline, m. g-chloroethoxy: 0, Ph, o CICH.0: 5, Ph, Et; 0O, Bu, Bud;
216-17° (MeOH). BDPF 0, Et, EtO; O, Ph, o-tolyloxy; S, Ph, PhO. These were ob-
2-Amino-5-phenyloxazoline. MeNeil Laboratories, Inc. Fr. tained in the acid form as well as the Na and K salts.  They are
M2447 (Cl. A 61%, C 07d), May 4, 1964, Appl. Feb. 27, 1063; ¢ effective in treating a no. of gram-pos. and gram-neg. and
9 pp. The title compd. was prepd. and could be used as a  penicillin-resistant infections in animals and man, I. Levi
stimulant for the central nervous system and to decrease appe- Cycloaliphatic antimicrobial agents. Smith Kline & French
tite. Thus, a soln. of 56 g. NCBr in 400 ml. MeOIH was added  Laboratories.  Brit. 959,054 (Cl. A 61, C 07d), May 27, 1964,
at room temp. to a soln. of 81.2 g. PhCH(CH:NH:)JOH.HCland U5 Appl. Jas. 31, 1961; 12 pp.  Acylated derivs. of G-amino-
87 g. NaOAc in 1500 ml. MeOH, the mixt. agitated 30 min., _ pencillanie acid (I) and T-aminoecephalosporanic acid (II) are
the abe. distd. i serue, the residue dissolved in HyO, thl’.‘.‘ soln.  described. Toa soln. of 350 ml. 3 cthereal MeMgBr and 150
neutralized, and the ppt. filtered off to give 739 Z-amino-5-  ml. dry Et.0 at below 10° is added over 1.5 hrs, 132.2 g, PhCH .
phenyloxazoline, m. 136-87 (CaH,). BOPF CHCHO with stirring under N, Treatment with 350 mi. 300
Methyl S5-methylisoxazole-3-carboxylate. T. P. Sycheva, HS0, and distn. gives PhCH:CHCH:CH; (III}). A mixt. of
Va. (. Nekhlin, and M. N. Shchukina. U.S.5R. 160,274, 59.6 g. III, 36 g. acrylic acid (IV), and 1 g. hydroquinone (V)
Jan. 16, 1964, Appl. Jan. 8, 19862, To 2.3 g. Na in 65 ml. abs. k is kept at room temp. 30 days to give solid 2-phenyl-3-cvelo-
MeOH was added with stirring 11.8 g. (COMe); and 58 g, hexeneearboxylic acid (VI). Redn. of 45.3 g, VI in 150 ml.
MeyCO in 25 ml. abs. MeOH, the mixt. kept overnight, neu-  AcOEt with (0.5 g. PtOs and H at 50 1b./in.? gives 2-phenvleyvelo-
tralized with coned. HCI, and treated with 8.9 g. NH.OH.HCL.  hexanccarboxylic acid, 2-Phenyl-3-cyelohexencearbonyl  chlo-
The whole was heated to boiling 3.5-4 hrs., the ale. distd., the ride (VII) iz prepd. by keeping 7.0 g. VI and 25 ml. S0OCI: at
residue cooled and basified ( Na:.C0y) to pH 8, and the ppt. dried  room temp. 15 hrs. A soln. of 7.75 g. solid VII in 35 ml. acetone



