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2,10-dodecadiencic acid as a pale yellow oil. The acid was
placed i1 300 ml of BUOH and heated to 100°, and Na (10 g) was
added in lumps during 30 min with stirring. The mixture was
cooled, and about 200 ml of BuOH was removed nunder rediced
pressure; then 150 ml of 1:1 MeOH-H.0 was added, and the
mixture was refluxed 1 hr and reduced to a volume of about
100 ml at a pressure of 20 mm. The remainder was acidified
with agueons HCl and extracted with Et.O. The Et;O phase
was washed with HyO, dried (MgS0O,), filtered, and concentrated.
The residue was treated with ethereal CH,N. to give methyl
3,7,11-trimethyl-10-dodecenoate (3.0 g, 52¢) which had bp
R0-88° (0.5 mm). Anal. (CisHy0s) C, H.

Methyl 10,11-Epoxy-3,7,11-trimethyldodecanoate.—Methyl
3,7,11-trimethyl-10-dodecencate was epoxidized with m-chloro-
perbenzoic acid in CHyCly i1 the usnal way. An analytical
sample was collected on preparative glpe,  Anal. (CioHz05) C, H.

Methy! 10,11-Epoxy-3,7,11-trimethyl-6-dodecenoate.—Methyl
trans-6-farnesate was hvdrolyzed, reduced, and esterified as for
the preparation of methyl 3,7,11-trimethyl-10-dodecenoate. The
produet had bp 97-103° (0.1 mm) and was obtaiued in 47 (5 vield.
;lllv(I[. (C[ﬁng()z) C, H

[poxidation with m-chloroperbenzoie acid in CHCly in the
nsial way followed by purification by preparative glpe gave
aualytical samples for bioassay. Anal. (C;Hu0O;) C, H.
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As part of an investigation of potential novel anti-

malarials, we have prepared several of the A-substituted
HSH-dibenz[b,f]azepines for evaluation. The synthetie
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of the procedures are included in the Experimental
Section.

All of the compounds listed in Tables I-IIT were
screened for antimalarial activity against Plasmodium
bergher In mice by the method of Rane, et al.,® by the
Walter Reed Army Institute of Research. All com-~
pounds exeept 12 and 13 were tested against Plasimo-
dium gallinaceum in mosquitos.* Production of ab-
normal oocysts by 15 in the mosquito screen was ob-
served, but no significant activity was noted for it in
the mouse screen. None of the other compounds
showed any significant activity in either of these tests.
We are indebted to Drs. D. P. Jacobus, T. R. Sweeney,
and E. A. Steck for these results,

Experimental Section

All melting points were obtained on a Thomas-Hoover Unnnelt
and are nucorrected.  Satisfactory nv, ir, aud nmr spectra were
recorded for all new compounds. The nv and ir spectra were
recorded nwing a Perkin-Llmer 202 spectrophotometer and a
Perkin-Elnier Model 337 spectrophotometer, respectively. Nmr
spectra were recorded on a Varian Model A-60A spectrophoton-
eter (TMS internnal standard). Elemental analyses were per-
fornied by Gailbraith Laboratories, Knoxville, Tenu. Where
analyses are indicated ouly by symbols of the elements, analytical
results for these elements were within =0.4¢, of the theoretical
values.

9-Methylacridines,—The 9-chloroacridines used were prepared
from the corresponding dipheuylaminecarboxylic acids by the
published methods® In a typical preparation, to a solution of
35.4 g (0.532 mole) of NaOEt and 88 g (0.55 mole) of diethyl
malonate in 350 mi of StOH, was added 81.2 g (0.35 mole) of
2-flnoro-Y-chloroacridine in 350 ml of PhiMe, aud the mixture
was refluxed with stirring for 16 hr. To this mixture was added
800 ml of 18¢¢ HCI, the EtOH-PhMe was removed by distilla-
tion, and the resultant mixture was refluxed for 4 hr. To this
mixtire was added 800 ml of H:O aud the solution was filtered
hot. The filirate was cooled, the crystals were collected, and the
crystalline material was suspeuded in 1 1. of HyO and niade
alkaline with 10¢; NaOH solution. Filtration gave the ernde
2-flnore-Y-methylacridine which was washed with cold H,O,
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Yield,
Nob. X Ri Ra Yo
1 CH, I H 30
2 CHO F i 6.5
3 CH, (@ H 50
4 CHO Cl H 60)
B ClH; OCH, Cl 65
6 Clo OCI, Cl 40)

Recrystn
Mp, °C* I'orumla Analyses snlvent
121-123 CrelloFN ¢ N MeCN
167-168 (L HENO ¢, 1, N MeCN
123124 CiatpCIN 10tOH
(124-125)0
170-171(169)" CH:CINO PhH
167-16Y9 Ci;HiuCINO IStOH
(169-170)4
183-185 Ci.HCINO, Phil
(185-186 )4

« Numbers in parenthesex are literature melting points.  * A. Champbell, C. 8. Frauklin, 1. N. Morgan, and D, J. Tivey, J. Chewr,
Soc., 1145 (1958). Q. Tsuge, M. Nishinohara, aud M. Tashiro, Bull. Chem. Soc. Japan, 36, 1477 (1963); Chem. Absir., 60, 3455

(1964). 4T. D. Perrine aud L. J. Sargent, J. Org. Chem., 14, 58

scheme employed begins with 9-chloroacridines and is
essentially as reported by Bergmann, et al.? The details

(1} We gratefully acknowledge the support of this investigation by the
U. 8. Army Medical Research and Development Command vmier Contract
No. DADA17-68-C-8035. This is Contribution No. 592 from the Army
Researcl Programn on Malaria.

(2) 5. D. Bergmann, M. Rabinovitz, and A. Bromberg, Tetrukedron, 24,
128l (1D68).

3 (1949).

dried (30 g crude), and recrystallized from MeCN: yield 22 g
(309%).

(3) T. 8. Osdene, P. B. Russell, und 1.. Rane, J, Med, Chew.. 10, 131
(1187).

(4) L. J. Gerberg, 1.. T. Richard, and J. 1. Pooule, Mo~xquito News, 26, 350
(1966).

(5) A. Albert, “The Aeridines,” 2nd e, 8t. Martin's U'ress, New York,
N. Y., 1966, p 50.
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(1 (CHa N (CHy - CyHL O F 11 15 133154 Cotl FNLOy N Ol 10,0
12 11 1 11 36 165170 1L, CIN LN Cyrelolxiae
(B} (CH N CH - C A L0y (! 11 ] 125 128 Ca 1. CINLO, LN Phiil 5.0
14 11 OCH, (@ 50 175175 ColLCING Cyelolnxane

P16
{5 (CH N T(CHG )y OCH; 1 55 N2--85 i8N Ca e CINLO O, 1, N Phill-hexane
16 (CHN(CHy). - CyHL,O0y 11 11 H0 146 - (48 'y ’ Phil
AN 140
» Maleate salt. “ Reference 2.~ PoNU Crai, Bo ML Lesters AL S Ragghmo, O Kaiser, and C. 1L Zickbe, . Ocp Chone, 31, 155

(1961).

9-Acridinecarboxaldehydes.- Iu a tyvptenl reaction, a mixtre
of 23.4 g (0.11 mole) nf 2-flitoro-0-methyvlacridine, 35.3 g (0.24
mole) of N.N-dimethyi-4-nitrozoantline, 20 drops of piperidine,
aud 150 ml of 2-pentanal was refluxed for 5 hr. The wixinre
was cooled, and the restdue was filtered and washed withh 037,
Lo The nitrnne was not puritied but was nzed divecidy.
A stirred slnrry ol ernde nitroue o 300 ml of 1200 HCL was
lleated on a steamr bath for 5 min.  Filtraton gave the hydro-
clloride which wis treated with exeess 209, NaOAc¢ <olition 1o
liberate the base. 21 p ernde). Recrvstallization from MeCON
gave 16 1 (657).

9-Hydroxymethyl-9,10-dihydroacridines. - In o tyvpieal ex-
ample, to a siirred =nspension of 9.0 g of LA 11 200 ml of 11,0
under Ny, 189 g (0.084 mole) of 2-noro-H-acridinecarboxaldehy de
wax added npartinns. Alter completion ol addition, the mixune
wias stirred and refluxed for 5l The mixtive wax enaleid and
worked up m the usnal manner, The vield was 16,1 g (85,1

5H-Dibenz[b,/lazepines.— A niixtire ol 15 g ol sea ~and, 15 g
of ;05 and 30 ml of xvlene under Ny was heated 1y reflux and 2
g (0.009 mole) of 2-Hnoro-9-hyvdroxymethyl-9, 10-dilivdroacridine
wus added (qiickly: the mixture wis refluxed for 2 v, Longer
reflux time, i1 onr hands, resulied to =olation of anly Y-metbyl-
acridines {¢f. ref 2). The mixture was cooled and extracted
(Phil), the organie layer was dried (CaSO;), and the solvent was
remaved nuder reduced pressure. The residie wax taken up i
Phil and chromatographed on aun aliming enlunm packed o
hexaue: Phill was uxed as the elneut.  The yield afrer one re-
crvstallization from eyvelohexane was 0.6 g (309 .

5«(3-Dimethylaminopropy!)-5H-dibenz[b./|azepines.- -\ 1ix-
tre of 1.0 g (0.0047 mole) of 2-flnore-511-dibenz[b, []azepine,
0.7% g of Nall (3877 in an ol dispersion) and 70 ml of xylene
were refluxed 2 o nndiee Noo To this mixtinre was added dropwise
a0 =ofutinre of 4.7 g (0.04 molel of 3-N,Nodimethivliminopropyl
clidaride o A0 ml of xvlene and (he mixtire was refluxed for 20
Lir. The reaction nixture was Teealed with 1O ol extraenisd
with 1510, thee organice Layer was dvted (Cax0y) aul evaporael
inder veduced pressure, and the residue was eliromatngraphend
over alimina ax desertbed above, The ol obuaitned frome the

Phif eluent was treated with 0.27 g 10.023 nwoled ot maleie aeid
dix<olved 11 (¢ ml of F1OAc, Choling overnight a1 —35° pradured
0.25 ¢ (1577 which was vecrvstallized from F1OH 1,0,

1.3-Dihydro-l-methyl-5,6- (and 5.7-)

diaryl-2H-1.4-diazepin-2-ones

Cors M, Horsasy snd S0 1L Sy
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Jeeeired A(/):'/'/ 11, 1961
Although o mumber of 2H-1.4-benzodiazepin-2-ones

closely related to diazepam have been reported to <how
CNS  depressant properties,’ the monocyelic  1.3-

dibvdro-21-1,4-diazepin-2-one ring =ystem I has not
heear described.  This paper deseribes the preparation
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