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Certain carbamic acid esxters are widely ured as sedatives and
nmscele relaxants.! In this commumicarion, we describe the
syuthesis of nine aryvloxycarbamates, the first examples of carba-
mates earrying the novel arvloxy substitient (Table 1),
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triflioride, 53,6 g (0.6 mole) of KO 420 ml of water, and 200 mi
of methylevelohexane was heated nupder reflnx with stirring, and a
salutionr af 17.0 g (0.15 wole) of hiyvdraxylamine-O-<ulfanie aeid
e 4l af water was added.  After 10 min, the mixture was
caoled, the layers were =eparated, and the aqneons phase was
extracted with ether. The combined arganic salntians were
washed with TN NaOB and water aud were dried 1Mgst),
The =aln@an was acidified with ethanalic HCL - The salid wliich
scparated wax callected and recrystallized fron isaprapyl aleahol
cther ta pravide 2.1 g 16.597) of colorless plates, mp 1501517 dec.

Aryloxycarbamates.— A mixiure af L1 male af au arvloxy-
amine hydraelloride®™ ' and 10 ml af TV NaOH was extrincied
with cther, and the ether solitian was dred briefly (KaCt) 0
Then, 0.01 mate af o chloroformate exter was ndded. A colarless
salid gradnally separated, and after 2 hr was callected; i ench
case it was identified ax the arvioxyamine hydrachloride.  The

Tapre |

Catlesd, 2 - - . o,
Carbamale Miys, *C Recrysn solvem T ormvia ¢ 11 N [ i N

Lithyl phenoxy IN=-3Y Hexnne-benzene Col TN Oy .66 .12 DL BN 506 7.
Beuzyl phenoxy =112 Acetone CraHiN Oy, 6914 530 0S8N 5051 a2
n-Buiyl phenoxy 441 Hexaue-ether CullisNOy 63.16 OIS 6209 760 7
Phenyl phenoxy 122123 Torher CualluNOs 6312 4 .80 67 T2 3.0 fi 0
Allyl phenoxy T1=72 Hexuanc CulheNO, 62 1 5. 74 T2 2 22 5.0t T2
Phenyl m-trifluoromethyl- =76 Hexane CullidPEN Oy a6 57 T 4.71 a6 41 3ot a0l

phernoxy
Phenyl p-tolyloxy 4108 Benzene CrlhaNOs UNE 530 DT 110,29 L HON2
Phenyl m-chlorophenoxy 1O1-102 Hexane-benzene CihCINGO, 5920 3OS 5.1 N 4,02 5.2

*Anal, Caled: F,10.19. Found: F,190.16. * dnal. Caled: CL 1347 Faand: ClE562

The aryloxycarbamates were prepaved by the reaction of aa
arvloxvamine and a chloroformate ester.  Arvloxyearbamates
with an N-H proton are acidic campannds soluble i dilute
aqiieotts sodinm carbonate and can be alkylated with an alkyl
halide umnder basie conditions,

Experimental Section®

m-Trifluoromethylphenoxyamine Hydrochloride.— T'he method
described by Bumgarduer and Lilly* far phenoxyvaniine was
employed. A mixture of 100 g (0.60 niole) of m-hydroxybenzo-

ty W, ¢ Cutiing, **Handbook of Pharmacolagy,” Anpleton-Cenciry-
Crofts, New York, N, Y., 1064, nu 538, 564,

(2) Melcing points were derermined in a llershberg apparains and are
uneorrecied.  Boiling points are uncorrecied,
formed Ly Mr. L, M. Prancone and siuif.

Microanalyses were por-
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filtrate was concentrated, and the residue was crystallized {from
the indicated solvent.

Ethyl N-Methyl-N-phenoxycarbamate.-—A ~olutian af .25 «
(1.011 g-atonn) of Na in 10 ml of anhydrous ethaol was prepared,
and 1L.81 g 10.01 mole) af ethyl phenoxyvearbamate wax added.
After 15 min, I ml of CHal wax added, and the salution wis
stivred at raomt temperatnre far IS hr. The =olvent wax dixtilled,
and the residine was taken up in water. The mixture was ex-
iracted with etlier, and the ether phase wa~x dried tE.COy) and
concentrated to an oil.  Distillation gave 1.53 g (707) af a
colorless liqnid, bp 64-65° (0.04 mm).

Anal. Caled for CullpNOq ) 615320 1, 6.7 N, TUIN
Found: ¢, 6260 T 7.0 N, 724,

3y 60, L Bumgardoner mel R 1 Ly, Chene Dood, Thondoeus, S50 (P62,
VO Bauer awdd ML P Dadadinn S0 Med, Chene 8, 886G 110651,

Review

The Salicylates. A Critical Bibliographical Review. Idited
by M. J. H. Sm1rH and P. K. Smita.  Interscience Publishers-
Johu Wiley and Sons, Inc., New York, N. Y. 1966. «xiv
+ 313pp. 16.5 X 24.5cm.  $10.00.

After a century of wide-spread elinical use of rhe salicylates,
their mode of action on the molecular level is still unknown,
The cheniical structure of the salicyvlates ix so simple, and their
biological and therapeutic action =o varied, that thousands of
investigators have tried to unravel this mystery. A review of all
the facets of metabolism, interaction at the molecular and tissue
level, and the analgetic-antipyretic and toxicological effects is
both timely and welcome.

The orientation of this book is biochemical wherever possible.
In the study of the effects of a drug on enzymes and on sub-
strates, one would probably start looking for information in the
simplest cell systems, especially if the drug affeets microorganizms

as in the case of the salicylate ton. Indeed, a fair amouni of
salievlic acid is manufactured for use in the inhibition of microbial
Horas. It ix therefore disturbing that the present “critical
review' ' nowhere even mentions or lists this extensive aren of
rexearch and practical uzes.  Thix broad omission, for whicl na
excuse ix offered, shakes ane’s faith in the eritical attitude of the
whole volume. Nevertheless, the pharmacological and clinienl
manifestations of the salievlates are well treated and documented.
The descriptions of the interactions of the drugs with endocrine
syxtems, and their analgetic and antiinflammatory actions will
fill a real need in the assessment of these confused fields. The
chapter o toxicity ix excellent and should form the basis for an
evaluation of excessive claim= as they are found in the news
niedia.
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