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A series of  d-aryl-2-furanacetic acids (Table D,
active as antiinflammatory agents as measured by the
anti-uv erythena test,! have been prepared by the
route outlined in Schenie T

Tanwe 1

S-ARYL-2-rURANACETIC ACIDs

07 “CH,CO,H

X
Re-
ceysti
Rel Mp.b sol-
N et °C vert”t 4 Tortaula Analyses©
11 0.9 126-12% B 6.15 CnlhO, C, 11
4-C1 1.7 147.5-149 A 6.22 CpllClO; C, H, (1
3-C1 0.4 109-110 B 6.20 CulI,ClO, C, I, Cl
2-Cl 0.1 U8-90.5 A 6.20 CpHClO; C, H, CI
4-Br 0.4 162-164 A 6.22 CulliBrog ¢, 11, Br
4-1" 0.2 116-117.5 A 6.28 CpHFO; C, H, F
4-ClI, 0.4 143-144 B 6.28 CiHiO, C H

4-Cl0 0 0.9 143-145.5 B 6.20 CpHeO, C, 11

¢ Preliminary estimates; phenylbutazone = L. *Melting points
were takeio o a Thomas-IToover melting point apparatus in
open capillaries and are uncorrected. ¢ A = Iy, B = Cyll-
hexane. ¢ The 7 values are for the -Cll~ grouping and were
determined on a Vartan A-60 in (‘DCIJ ¢ Analyses for the cle-
ments indicated were within £0.36, of the theoretical values.
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Experimental Sec ion

CH,Br ~

5-Aryl-2-furfurals.*—A mixtre of 0.5 mole of the arylamine
in 2O (50 ml} and 135 ml of concentrated HCl was diazotized
by the dropwise addition of 36.2 g (0.525 mole) of NaNO, in 100
ml of 11,0 keeping the temperature below 10° by the addition of
ice.  After stirring at 10° for 10 min, the solution was filtered

1y C. V. Winder, J. Wax, V. Burr, M. Beer, and C.
fnt. Dheormaendyn. Thee. 116, 261 (1958).

(2) () R. Oda, Mem. Fac. Eng. Kyoto Uwirv., 14, 195 (1952): Chem.
Aheerno 48, 1935 11954): (D) . Akasld and R. Oda, Rept. Inst. Chem.
Res, Kyoto Uwiv., 19, O3 (1949); Chem. dbstr., 45, 7519 {1951); (o) (. =
Duavis and Go 80 Lowglieed, J. Heterocyel, Chom., 4, 133 (1067).
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sand added all wi onee to wsolntion of GES g (0.64 moled of fure-
firral in H.0O (200 ml), followed by 23 g of CnCL- 2110 in HLO (100
ml).  The mixture was kept at 50-65° for 4 hr, then left standing
al room temiperature overnight.  Velatiles were steran distilled
and the black residue was taken up ircether and washed (twice
with 3% NaOH, I1,0 mntl ventrad).  Drving (NaSO Greal-
ment with chareonl, and removal of the =olvert ander reduoceed
pressure gave the eriade produet which could be pariiedly puribicd
by ervstallization frowe ELOH, or by distillation for those eomu-
pounds which were oils. Yields were i the rage of H-650,

5-Aryl-2-hydroxymethylfurans.- -Redietion of the S-ryvl-2-
furfurals with TIAI, in 8 EGO-THEF gave the erade prodnets
which were converted to the broma decivarives without further
purification.

5-Aryl-2-bromomethylfurans.- A =~olition of 00282 mole
of the 5-arvi-2-hydroxymetrhylfnran in 65 ml of K0 wes uml( i
in an ice buth. To this was added dropwise a solutian of 2.8 ¢
(0.0103 mole) of PBry in 60O €20 ml).  Afrer the addition wis
complete, the mixtre was allowed to stir - roota tempersdine
for t hr. The ether wus then decanted and the gunawy residue
was washed (1)), The combined ether extracts were swirfed
with cold 304, NaOII, decanted, wd dried (solid KO ). The
solvent was removed 1nder redneed pressitre at roone lemperaticee,
The unstable nature of the bromomethyl componnds necessitare
rheir immediate conversion to the nitriles.
5-Aryl-2-cyanomethylfurans. - The crude S-aryl-2-hromo-

methyuran from 0.0282 mole of the ll)'(ll'UX‘\'lllCl11)1 eompournd
was dissolved in 30 nd of acetone and trected with 1.5 g (0,05
mole) of NaCON i [0 ral of 11O md the soliticn was heated i
reflux for 3 hr. Work-up of the dark reaction mixtire in the
nstal manner gave the cende uitvile as o dark, viseons oil.

5-Aryl-2-furanacetic Acids.---"T'he ernde nitrile (5 g) in EtOll
(100 ml)y was freated with 5 g of KOIT in 25 ml of 1O o the
resulting solution was hemed o reflnx for 6 hee - Work-up in the
nstal manner gave the ande acid as o oib which was eloa-
mutographed on silicecgel. After elution of some colored materiad
with benzene, the produet wis ehited with 10 ether i bhenzene.
Recrystallization gnve the pure S-arvl-2-furmacetic aeids,
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Recently we reported that 17 e-cthynyl-1,4-dimethyl-
estra-1,3,5(10)-trien-178-01 (IT1a) and its acetate I1IIb
showed antiinflunmatory properties in the earrageenin-
induced foot edema rat assay and that both of these
substances alzo reduced the plasia cholesterol concen-
tration of rats made hypercholesterolemic with propyl-
thiowacil.?  Earlier, Goldkamyp, el al., observed that
estra-1,3,5(10)-trien-17-ones  and  17a-cthynylestra-
1,3,5(10)-trien-173-0ls with a methyl group attached to
ring A had a favorable lipodiatic-estrogenic ratio.?
These findings prompted us to determine whether
estratriene derivatives with an oxygen function at C-11,
but not in ring A. also possess antiinflammatory and
alttiatherogenic effects.

11-Oxygenated corticosteroids are systemically artive

1y LoJ. Cliow, o MHed, Cthea, 9, 1502 061,
2y A, . Goldkamg, W. M. {loelm, R A Mikulee, 1. Nnttiog, awl
D L. Cook, ihid.. 8, 104 710650,
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