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* Based ou erude IV,  “ Based on pure 1V,

Table I lists appropriate yield and analysis data for V.

Biological Data.—Compounds III, TVh, Va, and Ve-e were
tested for action against Plasmodiasis berghed in ICR/Ha Swiss
mice and I, gallinacewm in chicks<1?  All were fonud to be in-
active at dose levels of 1280 mg/kg for periods of -8 days.

Experimental Section!'?

Dihydropyran-2-methyl Tosylate (III).—The alcohol (11,
Aldrich Chem. Co.) (34.5 g) was dissolved i1 200 ml of pyridine.
To this wax added 75 g of p-toluenesulfonyl chloride. The
lmixture was warmed to 50° for 30 min, after whicli time cooling
to room temperative produced a white precipitate of pyridive
hydrochloride.  Filtration and remaval of the pyridine from
the filtrate gave a solid which was recrystallized from E(OH.
The vield of material melting at 47-48° was 4% g (794,). Tt
wus best preserved in a sealed vessel in the cold.

Dihydropyran-2-methylamine (IV).-—For reaction of IV with
NUH;, wethyl-, ethyl-) propyl-, and isopropylamine, u threefold
exeess of the amine in absolute methanol aud the tosylate were
shaken and heated ta 125°% in a sealed steel vessel for 1 hr.  Al-
ternatively, the less volatile amines were placed iy ethanol,
along with the tosylate, and refluxed for 4 hr.  After cooling,
the contents were covcentrated on a vacuum e raporator.  After
solvent removal the seniisolid masx was made basic with 204/

(12) Antimalarial sereening was carried ont by Dr, L. Rane of the Uuniver-
sity of Miami Medieal Schaol.

(13) Gas chromatography separations ntilized an  Aerograple A-90-P2
instriment. Colinnns of gilicone on Fluoropak (6 mm X 2 ) and Carbowax
on Chromosorb (6 mm X 3 mand 9 unn X 1 ) were operated at a ten-
perature range of 100-170°.  1lelinim served as carrier gax. lemental
analyses and the molecular weight determination [CLICL) were obtained
from Galbraith Laboratories, Ine., Knoxville, Teun,

NuOH and continnously extracted with ether for 45 hr. The
ether layer wus dried with anhydrous KwCOy and reduced in
volume (o vield the crude amine praduet (65-7570 yield).
Vaenm distillation  produeed  pure, colorless oils (30-4077)
which showed n carreet analysiz for the proposed structures.
No definite hoiling points were observed and spontaneons de-
composition occeurred at pot temperatnres above 150°.  After
ipitial identification, no attempts were made to purity IV prior
ta conversion to V.

Pertinent infrared absorptions for all componnds of structure
1V are: 3330-3400 (NH) (plns 1600 for IVa), 3060-3100 (HC==),
1650-1670 (C==C), 1245-1260 (C==C0O), and 1070-1085 ¢!
(Co.

6-Aza-8-oxabicyclo[3.2.1]octane (V).—The crude amine 1V
(5 g) was added very slowly dropwise to stirred 2 .V H.R0,
at 0°. Stirring was continued for 1 hr, after which time the pale
orapge solution was allowed to stand for 2 days at room tempera-
ture. The color usually chauged to pink. The acid solution,
cooled i1 ice, was then made basic with cold 5077 NaOH.  Con-
tinnons ether extraction for 48 hr, drying the ether layer with
anhivdrous KeCOy, and removal of ether yielded the ernde amine
product.  Distillation nnder vaenum afforded 25-40¢( wviclds
af almost pure V. Ip the caxe of Va, the distillation yielded a
solid, eaxily sublimed from the crnde below 50° (0.1 mm).  Proper
condenser cooling ix required to ensnre minimum loss.  Purity
assay was by gas chromatography and by thin layer chromatog-
raphy an silica gel (¢ with bntanol-aeetic acid-water elnent.
The use of distilled TV iy the above eyclization canses no colari-
tion of the acid nipdinn and gives higher yields of V.

Pertinent infraved absorptions for all componnds of structureV
are: 3340 INH of Vi anly), 1010-1050 (nmnltiple) (CO), and
S20-000 ¢ni™? (multiple) (NCO).  The moleenlar weight for
Vi was faund to be TH Cealed 113).

Book Reviews

Clinical Pathology. Bv C. H. Gray. 4l ed. The Willias
and Wilkins Co., Baltimore, Md. 1965, viii + 2351 pp.
14.8 X 13 e, $6.25.

Thix booklet is based on lectures in a British medical school
wd does not pretend to be a comprehensive treatise. It covers
renal and liver fwictions, aeid-base balance, edemas, hematology.
fluid and =alt balance, plasma proteins, inorganic ious, gas-
trointestinal tests, chemical test= for diabetes and other endocrine
diseases, a short description of clinical factors in enzymology
and genetics, remarks about the chemical pathology of the
nervolls  systenn, nutritional deficiencies. and iscellaneous
routine chemical pathology tests. There is a subject index but
no Table of Contents; print and drawings are satisfactory. The
book may serve as an orienting introduction to the background
of elinical testing methods. It would be of greater value if
there would be lists of literature references.
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Peptides and Amino Acids. By Kexxeru D. Koernie. W, AL
Benjamin, Ine, New York, N. Y. 1966, xi + 137 pp.
21 % 13.6 e, Paperback.

This little booklet is designed to supplement standard college
texts in organic chemistry which cannot offer an adequate chap-
ter o amino acids and peptides. However, it does much more.
The level of presentation i appropriate for graduate studeuts or
for organic chemists in general who do not specialize in peptide
chemistry. Tt would =erve well us a short introduction to this
field and through itx compact bt meaningful reference lists
poiuts the way to reading in greater depth. The text is hucid,
carefully prepared and proof-read, and beautifully illustrated.
Tt should be useful as a brief survey of methodology aund achieve-
ments, and of areas which urgently demand more research.
FEvery medicinal chemist will ultimately face the question of what
hix compounds do at the biopolymeric level, and they shonld read
s text to get oriented in this field.
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