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nial 2:  3 placement in ring A .  T o  our knowledge, 
this would be the first example of such an 
aj)orphine alkaloid and, together with the crc- 
banine structure, illustrates the necessity for 
extreme caution when applying biogenetic 
principles to  solving structural problems in the 
aporphine group. 

We are carrying out presently the synthesis of 
argemonine to  further implement our structural 
assignment. This work will be the suhject of a 
future communication. 

11 07 

(7) Manske. R. H. F , ,and Ashford, W. R , "The A1i.a- 
loids." V o .  I V .  Academic Press. lnc. .  Kew York. N. ' i . .  

( I )  Soine, T. O., and Gisvold. O. ,  THIS JOURNAL, 33, 185 
( I  914). 

(2) Schermerhorn, J. W., and Soine, T. O., i b i d . ,  40, 10 
(19Sl). 

(3) Kier, L. B. ,  and Soine, 1'. O.,  ibid. ,  49, 187(19l303. 
(4) Kier, L. B . ,  and Soine, T. O. ,  ibid., 50, 321(19(11). 
(51 Shamma. M., ExPerienlia, 18, Ij4(1962). 
(6) Bentley, K.  W . ,  and I)yke, S. F . ,  J .  Ovg. Chem., 22, 

42!)(1957). 

Sir: 

1)epartment of Pharmaceutical Chemistry 
College of Pharmacy 
University of Minnesota 
Minneauolis. Minn. 
t Department of Pharmaceutical Chemiytrr 
College of Pharmacy 
University of Florida 
Gainesville, Fla. 

Received September 26, 19632. 
Accepted for publication October 9, 1962. 
We acknowledge with gratitude the assistance of I)r. 1 ihor 

Z .  Zoltai, Ilepartment of Geology, University of Minnt,sota 
in carrying out the X-ray diffraction comparisons and ol I)r. 
Michael J. Martell, Jr. ,  Lederle Labs.. Pearl River, Kew \-<ark. 
for arranging to  have infrared and ultraviolet spectra run 
for us by his firm. 

The Absolute AntiDodal (2). Wright, Brabander, and Hardv (4) have 
I 

independently prepared (+) and (-)-diain- 
promid. Their physical constants are in close Activity of Analgesics 

in the Basic Anilide Series agreement with our data. 

The influence of absolute configuration on the 
activity of potent analgesics possessing one 
asymmetric center has been demonstrated by 
Beckett and co-workers (1). These experiments 
have shown that  most of the analgesic activity 
resides in the enantiomorph possessing the D- 

configuration. A hypothesis was advanced 
which attempted to  define an analgesic receptor 
surface on the basis of three points of contact. 
This implies that  the orientation of the methyl 
group on the asymmetric carbon of the metha- 
dones and thiambutenes is held in a favorable 
position only in those compounds having the D- 

configuration. In  an effort directed at testing 
this hypothesis we have determined the absolute 
configuration of diampromid (11) (21, a member 
of a new class of analgesics of the basic anilide 
type. 

The u-( -)-N-methyl-N-benzyl compound (I) 
(3) ,  which has been related to  D-alanine, was 
catalytically hydrogenolyzed with palladium on 
carbon according to  the procedure of Wright, 
Brabander, and Hardy ( 2 ) .  The resulting 
debenzylated intermediate was then phen- 
ethylated with phenethyl bromide to give D-(-)- 
diampromid (11), [a]:" -2ti.4' (c 5% in eth- 
anol), b.p. 159-163' (0.1 mm.). The infrared 
spectrum is identical with that of racemic I1 
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The (+) and (-) enantiomers of comp )und 
I and of diamprornid (11) were tested ( 5 )  Sufi- 

cutaneouslv on rats by a modification o f  the 
rat-tail heat response method The L- (+)  iso- 
mers of I and I1 possess analgesic activity coni- 
parable to  that  of morphine, whereas the D (-)- 
isomers are substantially less activc These 
pharmacological results are quite unexp'cted 
since it has been demonstrated that the more 
active enantiomorphs of methadone-type and 
thiambutene-type analgesics have the o-con- 
figuration (1) The potent analgesic action and 
addictive properties of I and I1 suggest that  
they are acting by  a mechanism similar to  t l i d t  of 
methadone and other potent analgesics in 
of the fact that  the more active enantiorn1)rphs 
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of these compounds are related to L-(+)-ahnine. 
The apparent inversion of antipodal activity on 
passing from the methadones to the basic anilides 
suggests that  in addition to the orientation of the 
tncthyl group on the asymmetric carbon of I 
and 11, other factors may also exert a profound 
influence on the absolute antipodal activity of the 
basic anilides. 

We are presently investigating the configura- 
tions of other basic anilide analgesics and 
methadone-type compounds. 
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Book Notices 
Methods of Biochemical Analysis .  Vol. 10. Edited 

by DAVID GLICK. John Wiley & Sons, Inc., 
Interscience Division, 440 Park Ave. South, New 
York 16, N. Y., 1962 xi + 399 pp. 15 X 23 
cm. Price $14.50. 
This tenth volutne in a series concerned with 

methods of biochemical analysis contains sections on 
Separation of carbohydrate derivatives by gas- 
liquid partition chromatography, Determination of- 
SH groups in proteins, Measurement of sodium and 
potassium by glass electrodes, Measurement of 
UDP-Enzyme systems, Determination of dis- 
sociation constants for two-substrate enzyme 
systems, Dialysis, Countercurrent distribution, 
Partition methods for fractionation of cell particles 
and macromolecules, Determination and micro- 
scopic localization of cholesterol, and Chemical 
determination of flavins. Subject and author 
indexes for this volume as well as a cumulative index 
for the entire series enhance the value of the series as 
a reference source. Numerous literature references 
follow each section which should be an aid to workers 
employing the methods and techniques described. 

Plante Medicinali, Chimica Farmacologia e Terrapia. 
1701. 1. By BENIGNI C. CAPRA, and P. E. CAT- 
TORINI. dott. Inverni & Bella Beffa S.p.a., Via 
Ripamonti n. 99, Milano, Italy, 1962. vi + 730 
pp. 16 X 23 cm. Price L. 8000. 
This is a reference work (in Italian) on medicinal 

plants which covers chemical, pharmacologic, and 
therapeutic aspects of these substances. Irolume 1 
is apparently the first of a series since this volume 
includes plant names in the A-G group. The book 
is arranged alpiiabetically by plant name in mono- 
graph form. Each monograph includes identifying 
characteristics, extracts, and usual preparations 
with formulas as well as good, frequently extensive, 
literature references. An index is appended. 

Analyze des Sttroides Hnrmonaux. MBthodes gtntr- 
ales. Tome 1. Vol. 1. By M. F. JAYLE. Mas- 
son et Cie Editeurs, 120 boulevard Saint-Germain, 
Paris VI e, France, 1961. 276 pp. 16.5 X 24.5 
cm. Price 45 NF. 
This volume (in French) is one of a three volume 

set dealing with steroids and hormones. \701un~e 1 
concerns itselt with the structure, nomenclature, 
physical constants, hydrolysis, extraction, and puri- 
fication of steroids. It also covers the analysis of 
conjugated steroids and spectophototnetric and 
chromatographic analysis of steroids. 

Pre‘cis de Botanique. Tome 1. 1’01. 1. Morpholo- 
gie et Reproduction des Plantes Vascularies, Syste- 
matique des Cryptogames, Vascularies et des 
Gymnospermes. By P. CRBTE. Masson et ‘3, 
Editeurs, 120 boulevard Saint-Germain, Paris 
W e ,  France, 1962. viii + 348 pp. 16.5 X 21.7 
cm. Price 34 NF. 
This first volunie o f  a two volume set on pharma- 

ceutical botanicals (in French) includes materials on 
the morphologie and reproduction of vascular plants 
and contains a section dealing with the classification 
of these plants. 

Gas Chromatography. By C. AMBROSE and BARBARA 
A. AMBROSE. D. Van Nostrand C O . ,  InC., 120 
Alexander St., Princeton, N. J., 1962. vii + 220 
pp. 13.5 X 21.5 cm. Price $6.75. 
This book is designed as a survey of the literature 

on gas chromatography, including information to  
enable the reader to  construct the necessary ap- 
paratus and utilize it intelligently. After a chapter 
dealing with t h e  method generally, the book dis- 
cusses retention parameters, effects on separations 
of solute-solvent interactions, and column per- 
formance, among other topics. A directory of 
equipment manufacturers is appended. 




