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structure be called 8(14),9-steradiene-6,7,11,12-
tetracarboxylic-6,7,11; 12-dianhydride.
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FURTHER COMPOUNDS HAVING ANTI-
HEMORRHAGIC ACTIVITY

Str:

In an investigation involving the synthesis and
assay of a number of additional naphthoquinones
and derived or related products, considerable data
have been accumulated on the problem of corre-
lating vitamin K activity and structure which
will be presented after completion of adequate
assays on the entire series of compounds synthe-
sized in the two Laboratories. In the meantime
we wish to report certain observations from the
synthetic work and give some indication of the
potencies of the new compounds.

The method developed by one of us for the
synthesis of vitamin X; {Fieser, Tais JoOurRNarL, 61,
2559, 3467 (1939)] has been found capable of
wide application. By using 1,4-naphthohydro-
quinone as one compomnent 2-geranyl, 2-farnesyl,
and 2-phytyl-1,4-naphthoquinone have been syn-
thesized in good yield. The phytyl compound
[yellow oil, found: C, 82.82; H, 10.31] is the
most active member of the series and gives a full
response in the chick assay at 50 y. Similarly
the 3-farnesyl derivative of 2-methyl-1,4-naphtho-
quinone [found: C, 82.97; H, 8.98] is more
potent than the 2-geranyl derivative but some-
what less active than vitamin KX,. The synthesis
is also applicable in the benzohydroquinone series.
2,3,5-Trimethyl-6-phytyl-1,4-benzoquinone [yel-
low oil, found: C, 81.04; H, 11.00, hydroquinone
diacetate, m. p. 56°] shows no vitamin K activity
but it provides a new route to a vitamin E factor.
By treatment with stannous chloride in acetic-
hydrochloric acid the quinone was converted
smoothly into a-tocopherol, identified through
the allophanate, m. p. 175-176°, and p-nitro-
phenylurethan, m. p. 130°. Butadiene-toluqui-
none condenses with phytol under the usual condi-
tions but at the reflux temperature, giving rise to
2 - methyl - 3 - phytyl - 5,8 - dihydro - 1,4 - naph-
thoquinone [found: C, 82.27; H, 10.86}, which
is active at a level of 5-6 . By hydrogenating
synthetic vitamin K, and purifying the products
in the form of the solid hydroquinones, the 8,v-
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dihydride (active at 6 v, hydroquinone diacetate,
m. p. 57-58°) and B,v,5,6,7,8-hexahydride (slight
activity, diacetate derivative, m. p. 53°) have
been obtained in analytically pure form. Both
butadiene-toluquinone and 2-methyl-5,8-dihydro-
1,4-naphthohydroquinone show marked activity,
the latter at dosages as low as 8 .

A by-product of the vitamin K, synthesis, char-
acterized as a ketonic substance of the formula
CaHyO, [found: C, 82.38; H, 10.65; maxima
at 253 and 300 my; 2,4-dinitrophenylhydrazone
m. p. 107-108°}, shows moderate vitamin K
activity (50 y). ‘The Zerewitinoff determination
indicates the presence of one active hydrogen and
ornie carbonyl group. Aluminum isopropylate
reduction gives a diol, probably CyHeO, [found:
C, 81.52; H, 11.48], and pyrolysis of the by-
product gives rise to small amounts of vitamin K.
The isomeric naphthotocopherol [found: C,
82.30; H, 10.69; maxima at 246 and 320 mu; p-
nitrobenzoate, m. p. 84-85°] is active at a higher
level (300+); on oxidation it yields a yellow
hydroxyquinone {found: C, 79.19; H, 10.17].
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THERMAL DECOMPOSITION OF ACETONE
CATALYZED BY IODINE

Sir:

Several investigators! have shown that small
amounts of iodine sensitize the thermal decom-
position of various organic compounds. In the
case of acetone, Bairstow and Hinshelwood'® have
reported that the decomposition was not appreci-
ably affected by the presence of iodine. However,
Rice and Weiler? observed that the decomposi-
tion of acetone containing methyl iodide was ap-
preciably faster than the rate for pure acetone.
Moreover it was found that the addition of ap-
proximately 19 of ethyl iodide enormously in-
creased the rate of decomposition of acetone at
526°.% When a small amount of ethyl iodide was
allowed to decompose completely in the reac-
tion vessel first and then the acetone added, a
large increase in the rate also was observed. This

(1) (a) Bairstow and Hinshelwood, J. Chem. Soc., 1147 (1933);
(b) P. A. K. Clusius, ibid,, 2607 (1930); (¢) Faull and Rollefson, Tms
JourNarL, 58, 1755 (1938); Rollefson and Garrison, ibid., 62, 588
(1940).

(2) Weiler, Dissertation, Johus Hopkins University, 1930,

(8) Rice and Walters, unpublished results.
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indicated that the iodine which was present
in the decomposition products from ethyl iodide*
was responsible for a large part of the promoting
effect.

In the present investigation, we have found
that small amounts of pure iodine actually do ac-
celerate the decomposition of acetone in the
neighborhood of 500°. The apparatus for this
work is of the usual type and includes a Boden-
stein valve and a click gage.

(AP/Po) o

Temp., °C. Py, mm. %, 12 20-0 min.
506 168 0.00 7.5
506 178 3.60 57.6
493 215 0.00 3.3
493 207 1.55 29.5

(4) Ogg, THis JourNaL, §6, 526 (1934),
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From the Table it can be seen that addition of
2-39, of iodine causes the pressure change for the
first twenty minutes of the reaction to increase
by a factor of eight. The temperature at which
Bairstow and Hinshelwood attempted the cataly-
sis of acetone was not given, so that their failure
to observe any catalysis may have been due to
the fact that they were working in a different tem-
perature range.

We are actively engaged in completing this in-
vestigation of acetone and intend to study
other ketones such as diethyl and ethyl methyl
ketones.
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May’s Chemistry of Synthetic Drugs. By Prercy May,
D.Sec. (Lond.), F.I.C.,, Consulting Chemist and Chart-
ered Patent Agent, and G. MarcoLm Dyson, Ph.D,,
F.I1.C.,, AMI Chem.E., Chief Chemist, Genatosan
Ltd. Fourth Edition, revised and rewritten. Long-
mans, Green and Company, Inc.,, 114 Fifth Avenue,
New York, N. Y, 1939. xii + 370 pp. Illustrated.
14 X 22.5 cm. Price, $6.00.

During the past two decades there has been a steadily
increasing demand for books which would adequately set
forth in clear and concise fashion the salient facts dealing
with the relations between the chemical constitution and
physiological action of medicinal products and related
substances. Despite this evident need there have been
surprisingly few ventures into this field of scholarly
activity.

May’s ‘““Chemistry of Synthetic Drugs,”” published some
thirty years ago (the third edition appeared seventeen
years ago), has deservedly had wide popularity. It has
given readers an insight into the fundamental concepts of
the field, without being handbook in nature. Indeed it
was apparently never designed to serve in the role of a
monograph which would point the way to new fields of
research for the specialist. Rather it has been useful to
young chemists who have desired a broad viewpoint of the
field of medicinal products, without being compelled to
delve into a maze of technical chemical and physiological
information.

This, the fourth edition, has arisen from the joint efforts
of Percy May and G. Malcolm Dyson. The general plan
of the older editions has been followed, but a large amount
of new material has been added. It has also been modern-
ized by the inclusion of information on such subjects as

hormones, vitamins, steroids, cardiac glucosides, and an-
thelmintics. Among the sections which have been en-
larged are those dealing with hypnotics, mercurials, anti-
septics, local anesthetics, analgesics, and alkaloids.

American readers, specialists in the field, will doubtless
find cause for real criticism in the rather British and Con-
tinental flavor of the hook, for it passes over lightly, or not
at all, some of the fine developments which have come
from the academic and industrial laboratories of this
country. Nevertheless the authors have made a real con-
tribution, and the book will unquestionably continue to
play the important role which it has played since it was
first written by Dr. May.

ARTHUR J. HiLL

Plant Viruses and Virus Diseases. By F. C. BAWDEN,
M. A., Virus Physiologist, Rothamsted Experimental
Station. Chronica Botanica Company, P. O. Box 8,
Leiden, Holland, and G. E. Stechert and Company, 31
East 10th Street, New York, N. V., 1939. 272 pp.
37 figs. 16.5 X 25 cm. Price, Dutch guilders 7, or
about $4.00.

Chemists have never been over-modest in their ideas
as to the role of chemistry in the scheme of things. Ban-
croft, for example, has argued eloquently that all the na-
tural sciences are mere provinces of the Chemical Empire.
The developments of science in the past few years have
certainly favored this Weltanschauung., Nevertheless,
until very recently even chemists might have hesitated to
designate as chemical a book on viruses, 4. ¢., living organ-
isins defined as “‘obligate parasitic pathogens with at least
one dimension less than 200 u.”



