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Introduction of old collaboration of Taiwan-Japan in
chemistry

Hinokitiol & Prof. T. Nozoe in Taipei imperial,
national Taiwan, and Tohoku universities
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Introduction of recent collaboration of Taiwan-Japan
in chemistry

Some Japanese laboratories in National Ciao Tung
University in Hsinchu
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finally to —20° (sixth extract). The resulting large dextro- and levorota-
tion were obviously based on lanosterol ([o], +61°) and cholesterol
([ep —30°), respectively. Agnolic acids (18) and hydroxy acids are
dextro- and levorotatory, respectively, but the [a]ps of both acids were
small, so I assumed that the large dextro- and levorotation of the
aforementioned wax fractions were caused by lanosterol (or agnosterol)
and cholesterol, respectively. On the basis of these findings, grease
from the sebaceous glands of sheep should have consisted mainly of
lanosterol wax, and the final extract should have contained cholesterol
wax, which existed in the cells of surface skin. This point and the phys-
iological or physical meanings of the aforementioned components of
wool wax had not yet been elucidated. At that time, it had not yet been
clarified that lanosterol was an important precursor of cholesterol dur-
ing biosynthesis. Unfortunately, beginning in 1942, we had to com-
pletely terminate our research because of the war effort. The precious
experimental materials, mammalian lipids, were lost during our evacua-
tion.

Hinokitin and Hinokitiol. During this time, I was also involved in a
small research project at Taihoku Imperial University. While I was
reviewing my previous study of the essential oils of the taiwanhinoki, [
became interested in the components of the essential oils of three
important conifers: taiwanhinoki, benihi, and Japanese hinoki (Chamae-
cyparis obtusa Sieb. et Zucc.), all of which looked very similar to us.
However, these conifers are extremely different in their constituents,
which vary depending on the species and the part (leaf or heartwood)

of the plant. I was particularly attracted to the acidic substances that

were present in minute quantities in these essential oils.

It had already been reported®! that the acidic portion of the
heartwood of the taiwanhinoki contained a small quantity of a sup-
posedly phenolic substance (C,,;H;,0,), whereas a dark-red wood pig-
ment “hinokitin,” erroneously assigned the formula CyH,,0,,, was iso-
lated by Hirao®? from the same oil. Hirao speculated that the pigment
was derived from an unidentified acid (C,H,,O,) by oxidation.
Another supposedly phenolic substance (C,,H;,0,), which had been
reported by Kawamura,3® was isolated from the acidic portion of the
wood oil of hiba (Thujopsis dolabrata Sieb. et Zucc.), which also belongs to
the same class, Cuppressaceae, that grows in northern Japan. This sub-
stance was strongly resistant to wood-decaying fungi. A common
characteristic of all these acidic substances was the red coloration with
ferric chloride. Therefore, I speculated that a certain common substance
may be present in the acidic portions of those wood oils.

On shaking an ethereal solution of hinokitin with an aqueous
alkaline solution, I obtained a gelatinous precipitate of ferric hydroxide
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and an enolic compound having a molecular formula of C,0H 120, as the
alkaline salt. I named the compound “hinokitiol”.* I also confirmed
that hinokitiol was present in hiba oil but not in the Japanese hinoki or
benihi oil. My experiment proved that hinokitin, which had been con-
sidered a natural pigment, is an iron complex (C5pH430Fe) of hinokitiol
instead. The percentages of C and H in Hirao’s formula, which were
obtained by elemental analysis, were also correct for the iron complex.
It is understandable then not to have noticed the presence of Fe in such
a natural compound that was sublimable in vacuo and soluble in
organic solvents (diethyl ether or chloroform).

On the basis of experimental facts that hinokitiol was a
monobasic acid that gave acetone by oxidation with various reagents
and readily formed neutral metallic complexes with almost any metallic
salt, I first proposed formula 23 for hinokitiol. However, I soon realized
that the composition and physical properties of the metal complexes of
hinokitiol were entirely different from those of o-hydroxyacetophenone
derivatives. I then considered the five-membered p-diketone (24) and
the six-membered a-diketone (25), as well as a formula containing an
isopropenyl group (26). However, none of these structures seemed to
be consistent with the properties of hinokitiol. Although the enol form
(27) of the seven-membered a-diketone was the last remaining possibil-
ity, the common knowledge at that time that no such compound could
exli\s.: in nature in a stable form led me to abandon the formula for a
while.

In 1936, a special issue of the Bulletin of the Chemical Society of
Japan had been planned in celebration of Professor Riko Majima’s 60th
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Prof. Nozoe convinced himself by reading “Nature of Chemical Bond” by Linus
Pauling that the 7-membered ring is stabilized by resonance.

- Non-benzenoid chemistry is started by Prof. Nozoe in Taiwan !!



Tetsuo Nozoe with colleagues and students from the chemistry depart-
ment at Tathoku Imperial University in Taipei, 1935. Front row
from left: Y. Nakatsuka (assistant professor, inorganic chemistry), T.
Watase (professor, analytical chemistry and a guest from Osaka
University), K. Matsuno (professor, theoretical chemistry), and Tetsuo
Nozoe (assistant professor, organic chemistry). Back row from left: K.
Nakagawa, A. Tachiiri, T. Kinugasa (assistant, organic chemistry), K.
Pan (assistant, theoretical chemistry), T. Matsumoto, S.-L. Liu, H.
Matsumura, S. Ogawa, P.-Y. Yeh, Y. N. So, S. Katsura (assistant,
organic chemistry), and H. Imuma (assistant, inorganic chemistry).
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All these and thousands of other chemists signed Tetsuo Nozoes
autograph books - zlmost 1200 pages in all - between 1953 and 1994
They wrote poems, drew artistic sketches and thelr favorite molecules
and reactsons, a1l with collegeal friendship and good-naturad humor.

You are invited to browse and enjoy!

« Now avalizble open access

o Specizlly designad wiki-type website with user-supplied Information
and page overviews

« Sortable Index

Now belng published within The Chemical Record.

Recognlze signatures, follow the chemistry, enjoy the playfulness, be a detective -
your participation makes you eligtble for a serles of ratfle prizest

Autographs book

by Prof. T. Nozoe in
The Chemical Record
since 2012
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Hiroshi Masuhara believes that

This 7t Taiwan-Japan Bilateral Symposium on
Architecture of Functional Organic Molecules

is surely one of milestones for the next fruitful
collaborations between Taiwan-Japan in Chemistry

Thank you very much for your kind attention.



