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SymMeETRICAL N,N/-DIALEYLHOMOPIPERAZINES
/CH_;_‘CHZ
RN \NR
“\CH,CH.CH,”
Yield,* Bp (mm) or
R Yo mp, °C Torinula Analyses
IL-le’[-_n 130—152 (3) Cg;yH,'ﬁzNz Cy H, N
n-CrHys 34 10 CosHeoN2 H,N;Ch
n-CHHm) 45 32-33 CgaHasNz C, H, N
n-CleH33 72 41—42 CaTHmNg Cy H, N
’n-CmHa-; 74 47-48 C.“HgiNz C, H, N
2 Yield calculated after oue recrystallization. * C: caled,

79.74; found, 79.04.

0.11 mole of the alkyl bromide in 50 ml of EtOH for 3 hr. After
cooling, the resultunt salt was filtered and washed (cold EtOH),
The salt was suspended in 5309, EtOH and a slight excess of 209,
KOH solution was added. Upon warming, the free amine sepa-
rated as a colorless oil, which was separated by extracting three
times with C¢Hs. The C¢Hg extracts were distilled ¢n vacuo to
remove IEtOH and H;O. The residue was taken up in warm
CsH, and filtered through hard paper and the solvent again was
removed in vacuo. The residue was taken up in Me,CO and re-
crystallized from this solvent. The dialkylhomopiperazines are
white, waxy solids or colorless oils, insoluble in H:O and only
slightly soluble in EtOH and EtOAc. The yields obtained varied
from 35 to 759.

N,N’.Dialkyl-N,N’~dimethylhomopiperazinium dimethosul-
fates (Table 11) were prepared by dissolving 0.0025 mole of the
dialkylhomopiperazine in EtOH (10 ml), adding 0.006 mole of
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SYMMETRICAL N, N-DIALKYL-N,N/-DIMETHY LHOMOPIPERAZINIUM
DIMETHOSULFATES AND DIMETHIODIDES

Dimethosulfates————
Yield,* Mp, °C ~——Dimethiodides——
R % dec Formula? Mp, °C Formula?

n-Cme D0 260-262 Cans.;NgOsSzc 214-216 Cz-;H;,gI-l‘vz
n—Clez;, 69 265 CaaHnNgOgSz 206—207 CaleeI-_zL Y2
n-CiHay 33 238-259  CyHgN.OgS: 214 Cy;HauLiN,
n-clsHaa 88 261—263 C.ﬂHggNgOg:z 218—222 ngHggIzN;z
n-C13H37 86 250-252 C.;:,HsyeNzOgSz 195-197 C43H9012N2

¢ Yield calculated after one recrystallization. * All compounds
were analyzed for C, H, N. ¢ C: caled, 54.68; found, 54.18.

redistilled Mey80,, and refluxing for 3 hr. The reaction mixture
was chilled and filtered and the product was recrystallized from
EtOH and dried #n vacuo. The yields obtained varied from 55
to 889.. The dimethosulfates are white, waxy solids insoluble
in Et;0 and only slightly soluble in cold EtOH and EtOAc.

N,N’-Dialkyl-N,N’-dimethylhomopiperazinium dimethiodides
(Table I1) were prepared by dissolving 0.0025 mole of the di-
alkylhomopiperazine in EtOH (10 ml), adding 0.0075 mole of
Mel, and refluxing for 3 hr. The product was filtered from the
chilled reaction mixture, recrystallized twice from EtOH, and
dried ¢n vacuo. These bis-quaternary salts are light yellow in
color, imsoluble m H.O, and only slightly soluble in EtOH,
Me,CO, and EtOAc. The yields obtained were nearly quantita-
tive.

Acknowledgment.—Thanks are due to Dr. R. C. Myerly of
the Union Carbide Chemicals Company for the howopiperazine
used in this work.
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Medical Research: A Series of Monographs. Volume 2.
Drugs Affecting the Central Nervous System. Edited by
ALFRED BURGER. Marcel Dekker, Inc., New York, N. Y.
1968. xv + 437pp. 16 X 24cm. $19.75.

This is the second volume of a series dealing with the subject
of neuropharmacology. The first volume considered those fami-
lies of drugs acting specifically upon the peripheral nervous sys-
tem; this present volume surveys those drugs which act directly
upon the central nervous system. In keeping with the style
of the first volume, the reviews and monographs collected repre-
sent discussions of fundamental rather than of applied pharma-
cology. The eight chapters of this volume range from general
and comprehensive reviews of classes of central nervous system
drug effects, to the specific and detailed minutiae of narrow chem-
ical systems having CN'S action.

At the general review end of the spectrum, there is a compact
and complete chapter on the subject of narcosis and anesthesia
by Larsen, Van Dyke, and Chenoweth of The Dow Chemical
Company, wherein the treatment of a diverse group of chemicals
is unified through the consideration of common mechanisms.
Domino, Hudson, and Zografi discuss the frequently reviewed
ficld of phenothiazines from the point of view of biochemical
and pharmacological modes of action. A compilation of the
many chemical tvpes that may be grouped under the title psy-
chotomimetic agents has been made by Hofmann, and both their
medical and their paramedical uses are discussed. A broad
chemical review by Donahoe and Kimura compares the wide
range of families of agents effecting skeletal muscle relaxation
through central nervous system action. This chapter serves
as a useful companion piece to the chapter in Volume 1 that dis-

cusses similar pharmacologieal consequences through action in
the area of the miyoneural junction. A general review of the
diverse types of drugs effective in the treatment of mental de-
pression has been assembled by Biel.

The remaining chapters deal with minor topics in fine detail.
Sternbach, Randall, Banziger, and Lehr of Hoffmann-La Roche
present a thorough structure-activity relationship study of the
1,4-benzodiazepine analogs of Librium and Valium; however,
their conclusions derive from animal screening data, and there
is no extrapolation to human effectiveness. Similarly, Janssen
and Van der Eycken present an overwhelming amount of de-
tail, with archival thoroughuess, on a series of compounds ¢chem-
ically related to, and pharmacologically more potent than, mor-
phine. Lastly, Abood reviews the family of atropine-like glyco-
late esters, with special emphasis on the interrelationship be-
tween their structures and their mechanism of action. Issue
may be taken with the employment of the term “psychotomi-
metic’’ in his title of this review of highly active auticholinergic
drugs, for this usage conflicts with the generally accepted defini-
tion given by Hofmann.

All in all, this volume is an excellent reference work and will
be of value to all scientists in this field. The printing is clear,
the chemical formulas are free from typographical error to an
unprecedented degree, and the subject and author indexes arce
extensive and complete.  The appearance of the next volume of
this set, concerning pharmacological testing methods, should
complete a trilogy indispensible to anyone active i this area of
research.
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