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and then o snlntion of aceti anhydrihe (2007 ¢ 0,200 maole) i
CHCL; 25 ml) was acdhlell dropwise aver 30 mine The <uspension
wix bented to bailing and refluxial for 10 he under No.o Finally
thie mixtome was coolsd toroon fetapersanee, the suspoahsd <alid,
consisting of mueactied NN Sdipheayioren, was lihered oft, wond
thr CHCLs =olntion was washed =evieal dioes with 16, NallCt
salntion il ther with wacer, il nentral. The organie nver
wax ria]l (NaoSOg) and vvaporawed (o ereoo o give a residac
conzisting of o mixtre of Gl ed =olid proaduct which was ex-
travtepd several times with petrolenm vther. A <alil fraetion
wits separatel] {rom the petralenm ether on =<taling, aftir fihen-
ton of the =olid remainiug i sn=pensiou. Thix =olid fraction,
filtered from the prtralnm ether, was extracted with methanol;
the m=olnble portion consisting of NN =diphenvhnmen was re-
moved, and the mesidne obtained hy pvaporation of thi methane!
=alution wax purifierl by chromatography on g Kieselgel €6
I Merrk ) ealummn, nsing benzene-acetone (9757 ax el giving
e gdiliviounl fraction of pure prodinet. Thie prodindt was
finrther purified hy ervsrallizarion fram ethmel and gave color-
less ervatals (mp 81-~82°),

Method D. 1-Geranylnormeperidine ( VIII).--Nurmeperiline
carbonate® W (26,4 ¢) followed by geranyl bromide 1217 ¢) wax
addel to asodinm ethoxide sohution preparvel from sodinm (2.3 g
il pthanol (230 mb). The mixtmre was =<tiveed and retinxad fior
P Innuler nitrogen, this solvent was evaparater] wler rerlined
pressnre, il the residine was extracted with ether. The ptherenl
solirtion wis treated with COs ta remove traces of mrental nor-
meprriline and filtereil, il the ether was evaparatell. The
crile re<itlne was then purified by chiromatography oncn Kieselgel
GoiMerek, 180 g1 ol eluting withe o 01 mixtre of benzene
and acetone to ohtain the reyuired produer. A =amphe ol the
M buse was distilled, bp 166-~168° 7001 s, vielding o viseous
ail. The pure hyvdrochlornle, mp T-T4°, was obhtainal hy
tretment with TICT sl =ubsrment ervstallization from ethyl
Lertite,

A1) R, 1. Thorp and E. Waltton, J. Chere. Sor., 530 (10487,

(I T, Weijlard, I'. 1D, Orahovats, A V. sallivan, Jro, G, Poardoe, 17 KL
Neally, and X, Phster, J. Am. Clhem. Sec., T8, 2342 (155), fralicated thac Lhis
marerind i< e varbamaie derived franc 2 moleenles of normeperidine.

Terpenes as Drugs. L.
1-Terpenvl-3-arylsulfonylureas

Coanerane'o Doty ANToNm MANTEGANT, AaND Grrvaxa Core
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Rverived Noreber 18, 1066

It is well known that in the hypoglveemie T-alkyl-3-aryvlsnl-
{onyvlureas the nature of the gronp in position T oean be fairly
witlely varied withont lozs of activity:! eomponnds in which tln
above snbstituent was a ryeli terpene gronp have also been re-
ported.?  Onr interest iu the terpeue fiehl led ns to <ynthesize
threr sulfonylorens of formmla Tp inowhieh T s nncaeyelie terpene

radienl.
CHS@SozNHCONHR

I

I order to draw o enrrelation of sbme significance, we lve
chosen u monoterpene radieal (e, geranyl), a partially saturatenl
monoterpene radical (Z.e., citronellyl), and a sesquiterpene radical
(7.e., farnesyl), keeping the aryl component unchanged. Hypo-
glycemin lests have shown that only I-citronellyl-3-p-tolylsul-
fonylirea is artive, even thonugh irs artion was found to be rather
fleeting, As the cimronellyl radiral is mere similar, than the
other twn, to a saturated alkyl gronp, the conelusion may be
drawn that in hypoglycemic arylsulfonylnreas the introdnetion
of a markelly terpene-type radi-al in position 1 leads to inactive
products.

1D K. Gerzon, )20V, Koomkalns, R, L. Prindle, UL J. Marshatt, agd M.\
Rl S Med, Chrwe, 8, 7100 (10631,

(2) ). AL Aexebonann and A Sreapel, 1708 Patent, 2,028,871 (106101,

Vol 10

Experimental Section

1-Citronellyl-3-p-tolylsulfonylurea. A ~olntiow of cliraradlylk
sine® 76 g 02YES wmaler and ethyl N-ipetolvkadfonybeachamate
PILE g 8 nde i andivdvons vobiere cEA0 il cwans velhused
for 0 b, The salverd was retwaved oo, and 1he vesidue
was repeatedhy o washed with forncnnide woud then exveneted wih
ethevs after washing with water, the eihiereal =olntn was dyied
INwaSO The salveut was shen evaporated 10 give o viseags
ol (N 720 vieldo,
CalerT for CUITa NS0 C0Glagis TH same N 700
Fonod: O, 6048 11, X080 N, 7.820 2,001,

1-Geranyl-3-p-tolylsulfonylurea.- A =¢lntion of grranviamine
Gy g 00196 wehes and ethyl N-p-talylnlionyhiearbamate i5.0 ¢,
OARZE mole s o avhydrous tolnene 60 mly was retnxd as ahaoyve,
Thie =alvent was removed and the resihe was (eituraed with
ether to give wcalorless sl 5.7 & R27, vieddy An analviienl
sample, ohtained by reerystallization from etlomol, melied o
KO-U0° (neanr 1,

Sl Calal for CGlleNGQR 0 ) GLos: 11, 7480 N, 7.00;
S 00k Kol ) GETL: XL 7500 N, S.ud; 8, 0012,

1-Farnesyl-3-p-tolylsulfonylurea. -A  schrtion ol Tronesyl-
amim (6.5 g, 0.0204 maled mul ethyl N-ip-tolvlanlfonsliearha-
nene (R 02N moled incanhivdrons toluene (100 mls was re-
fluxed a= above and waorked upe o The produet was ohanined as «
vizeans ail ixGe, 7O vied
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Potential Antimalarial Substances. Amides

of o-Ethoxy- and p-Isopropylbenzoic Acids!

Lusens Mo Wekskl, CanonyN AL Hiss, W
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Desineelc Listiendorics, Prcke, Darrs ! Canpaon g,
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Preliminary aninadarial sereening resulis sngge=ted that the
dievelohexylamitle of e-ethoxybenzoie aid (8) (Table By
the lierhylpmiie of p-isopropyibenzole aeinl (9) (Tabhle 117 Lol
sone aetivity against Plasmorlivm brrghed o mice.? Therefore,
anthentie <amples ol 8 mnl 9 wene synihesizell togriher with
<pyveral nnalogs (Table< | and 117, Nane ol the amides deseribrd
herein was getive agaiust /2, heeyhed i the monse when adminis-
rerecd i a single snhentaneons dose of G40 mg k.2

Experimental Section®

Acid Chlorides. — T'In: el (0,12 mode) aul 50 ral of SOCL wre
heated for & hr on o =team bath, Tle mixtore wax cooled 10
ronm temperatiure and the exress 2OCL was remaovid 7nooneoa
vielding the crnrle acid ehlorile as o liqunl,

Amides.-—~To a cooled soluiion of GF5 male of thry ernde aeid
chloride in 15 ml of benzemy 0.5 mole of the amine was aldid,
After the addition of mnine, un additional 50 ml of henzene wus
ndiled and the mixturee was allowed fo warm ta roam temperaiuire,
The mixtnre wax stiveed nvernight and the <olil which tormed
was remaoverl by filtetion, The =alil was tritaratied with
water ta remaove amine hyvdrochloride, ainl any resillnal material
was renaved by filtration and veervstallized. The benzene

(1 Tlas investigation wissnppanied iy UL S0 Aeny Medical Researcly ool
Develypment Cammand Copirary 1 A-40-T93-31)-2704,

(21 Tlee antimalara] sereening was carried ;in Iy Dre. Lea Rowe ¢ vhe
Ueiversity af Miaoi and Ges rescdis svere supplied thmagh Ue coortesy ol
(e, David P.oJacohns of 1he Wilter Ree)) Army Instihe of Researel:.

143 Melting poinls icorreeled]l were taken in gpen capiltary hes e
Themas-Hanver ecapillary melring paisac appara hes,



