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EDITORIAL

You will note from the cover illustra-
tion that we are still using line drawings
of medicinal and/or economic plants. The
response to the call for contributions for
illustrations for the cover was not over-—
whelming, in fact we received only two.
Thankfully Dr. Robert Perdue not only pro-
vided the line drawing but he also included
a contribution on the native use of the
plant and the development of it as a
source of maytansine. I would encourage
other readers to submit the drawings of
useful plants and/or microorganisms and
if they desire a short discussion of the
folklore use and/or development of the
isolation of useful phytochemical con=
stituents.

There is still a crying need for input
from the membership to contribute to the
categories listed below into which the
Newsletter is divided. Please contribute
to any or all.

(1) EDITORIALS - By the Editor, President
and selected guest editors. These editor-
ials will hopefully reflect concerns of
pharmacognosists which need to be aired
and discussed.

(2) COMMENTARY SECTION - To provide a forum
for areas of concern for which an editor-
ial is not the proper forum: teaching im-
provements; suggestions, with discussion,
to the Society which can air major con-
cerns; and news and views from the Presi-
dent and Executive Committee to allow
dialog with the membership.

(3) LETTERS TO THE EDITOR - To provide a
forum for the membership to reflect their
concerns with Society policy, to respond
to opinions expressed in the Editorial
section, or to allow members the chance to
provide commentary on subjects that they
feel should be aired to the reading
audience.

(4) MEETING REPORTS - Brief reports on
meetings to provide a synopsis of inter-
esting invited speakers and presented
papers that have a bearing on interests

of some segment of the membership. These
reports will hopefully capture novel develop-
ments and new trends surfacing at such meet-
ings, particularly in workshops or invited
symposia to which only a limited number of
members have access.

(5) ARTICLES OF INTEREST - These are to be
short of formal journal papers and should
make either informative or amusing reading
for pharmacognosists. These could be short
technical papers (alerting the membership to,
or describing newer techniques) or simply
broad interest articles.

(6) SOCIETY NEWS - A section where decisions
of the Executive Committee can be presented,
matters dealing with the Society's Jjournal,
future meeting plans, calls for papers and
the like.

(7) REVIEW ALERTS - Reviews of major review

articles that have been published and should
serve to aid the membership, particularly if
they were published in a language other than
English.

(8) NEW EQUIPMENT - A section that will include
brief descriptions, prices, manufacturer and
pertinent data that will bring to the atten-—
tion of the membership new equipment that the
respondent has found useful in his/her work.

(9) NEWS AND NOTES - This will be very much
like the old format and will include; new
appointments, promotions, sabbaticals, deaths,
new products, grants funded and other per-
sonal news, Z.e. recent and upcoming activi-
ties of members.

Please note that with the expanded format,
we are extremely dependant on the MEMBERSHIP
(YOU) for input.

Please make every v effort to
make the Newsletter reprgsentative of the
Society ij/f;jhoiiéyi
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COMMENTARY

Iwpanded Report of Past President, James
E. Robbers. The original was presented at
the Annual Pusiness Meeting, July 11,

1980, Faculté de Médecine, Strasboury.

Since the attendance was sparse at the
snntal business meeting in Strashourg, T
welcome this opportunity to inform the
membarship of zome of the business that was
conducted by the Executive Committee and
the appointed Committees on hehalf of the
Society over the past vear {1979-80). My
remarks in Strashourg were brief; however,
at this time I would like to elaborate on
some of them and give you an expanded ver-
sion, since there are some important
issues facing the Society.

It is fair to say that the Society is
prospering. Full memberships have increased
by approximately 130 over the last 2 vears.
The balance in the treasury has remained
stable with total assets of 556,000 as of
June 24, 1980 compared to $54,850 for June
30, 1979,

The Journal of Natural Products is an en-
deavor of the Society of which we can cone
tinually be proud. In my opinion it is the
high caliber of our Journal which is the
#ingle most important factor in our dramatic
increase in membership. In this regard in
Reeping with the hard work and dedication
that is required of the Editor, the Execu-
tive Comeittee has increased the Editor's
hopnoravium o 33,000, This amount is still
meager when compared to what ig awarded to
other journal editors; however, it does
i nt o tangible gesture on the part of
wGeiety to show RBditor Beal that we ap-
i afforts,

@ hiis

he planning for future meetings is well
in hand. We will meet jointly with the Soe-
cety for Beonomico Botany in Boston, July
217, 2981, A gymposium entitled: "Plants
i Thats Deoducts in the Service of Man"
hag heen arranged and all of the speakers

= made firm commitments to participate.
pharmacognosists at the Univergity of
ttaburgh have offered to host the 1982
birng on August 1 through August 7 at the
Feven Springs Mountain Resort just outside
Pititmburgh. It appears the local arrange-
ments will be on somewhat the same order as
the 1976 Telemark meeting. The Scientific

]

Program Committee for this mesting is tent
tively planning a symposium on "Aspects of
Biotransformation™,

As a result of the discussion at the 197
annual meeting at Purdue concerning screen
ing new members, the Membership Committae
has provided a reascnable solution to this
problem which will require a change in the
Constitution as well as the By-Laws. These
changes will be on this year's mail ballot
and will represaent a fair means of select-
ing new members while still protecting the
integrity of the Society,

Perhaps the most pressing business we
dealt with this year concerns fiscal prob-
lems associated with the Jowrnal of Natura
Products. Last vear the treasurer of the
Society alerted the Executive Committee to
the fact that due primarily to inflation
the financial picture for the Journal hag
been slowly eroding over the last few years
In order to appraise the seriousness of tiu
problem and to recommend what steps should
be taken to remedy the situation, I appoin-
ted an Ad Hoc Committee to Review the Fise
cal Problems of the Journal. The Committes,
chaired by Lynn Brady, has provided a com-
prehensive report. Some of the Committec's
recommendations have already been instity-
ted by Executive Committees action whila
others will require membership approval.

A startling figure that surfaced in the
Committee's report was that the Society
contributed approximately $50 per member
to cover the ewpenses of the Journzi for
volume~year 1979, WNeedless to gay, if gome
of this cost is not barne hv those who
directly benefit, namely the members, the
Society will be in dire financial straits:
consequently, the Executive Comwmittee
recommends a dues increase of 510 to a
total of $35 per annum. An amendment o
the By-Laws to effect this increass will
be on this vear’'s mail ballot and passage
of the Amendment will be crucial to the
continued financial gtability of the
Sceiety.

Other measures which have been instituted
by the Executive Committee are am follows:
1) Increased norn-member (commercial) sub-
scription rates from $40 %o 360 domestic
and 550 to $70 foreign; 2) Increased ajr-
mail distribution charge from 310 to 18
{continued on page 2)



actual cost;
3) Increassed reprint charges to twice the
actual printing costs; 4) A decrease of ale

wialch more accurstely reflacts

teration charges by the printer, through

more caraful editorial monitoring of galley
prooiz; 5} A discontinvance of printing in
the Journal of the abstractsz of papers pre-
sented at the annual meeting; and 6) A recom-
mendation that the Editor establish an apnual

Iimitation on the number of pages per volume

in order to budget funds more accurataly.,

In closing
officars and Executive Committee members for
the support and cooveration they have provi-
ced during my term in office. Most impor-
tartly I would like to convey a vary special
et o aany individuals who served on
thiis past year. It is important

Tl

tieas
15 srenind curselves that these dedicated
aue what ksep the wheels of the

LG 5.3, Kingsten (Virginia Polytech~
,mute and State University) hag

S.L. HEapoor and R. Mitra, Natural
sotanical ﬂesmalch Institute, Lucknow 226001,
ndila. IQ?Q 85 pp.- 21.5x27.5cm ®S 14.
{Approw. $4,00)

SRY .

A

Trig volune contains o listing of the her-
bal ingredients of the pharmaceutical prepar-
ations produced by 160 Indian rharmaceutical
companies. Also included are indices Ligting
tha drugs most commonly used, the botanical
aquivalents of the common names enployed in
these listings, the common neames of the
botanical names, and the pharmaceutical con-—
cerns listed in the publication. In ali, some
600 different plants are listed, attesting

to the importance of herbal ingredients in
Indian wedicine. Regrettably, however, there
is no listing of the bioclogical activity of
any of these plants, so it is not poszsible

o Judge the effectivensss of the various
ingrediants listed,

e

GUIDE T0 BASIC INFORMATION SOURCES IN CHEM~
LETRY . Arthur Anthony, Science~Engineering
Library, University of California, Santa
paxa, WJelfrey Norton Publishers, Inc,,
distributed by Halsted Pres 55, 605 Third
hverue, Wew York, NY, 10016, 1979, wvii +

I would like to thank my fellow

ki
DRUGS IW INDIAN PHARMACEUTICAL INDUS-

!

219 pp. 14x%21.9cm. 514,95

This useful book summarizes a large amount
of information in cowmpact form. The bulk of
the book congists of annotated lists of pub-
lications under headings such as Bibliogra-
pPhies, Nomenclature, Specialized Data Com~
pilations, Guides to Technigues, eto., with
a slightly more extensive treatment of such
major subjects as Chewmical Abstracta and
Beilstein. There are alsc short chapters on
Bibliographic searching by computer (aimost
out of date bafore it was written, thanks
to rapid advances in this areal and Non-
print media. ALl libraries involved with
chemistry will want to have available this
handy guide to the riches they contain,

Hew Journal - CURRENT RESEARCH ON MEDICTHATL
AND AROMATIC PLANTS. Published quarterly by
the Central Institute of Medicinal and Aro-
matic Plants, 474/6, Sitapur Road, Lucknow
226007, India. Volume I (1979). Subscription
rates: Individuals $8.3%0, institutions
$10.00,

The contents of the first lassue of this new
journal consists of a gsection devoted to sb-
stracts of work on medicinal and aromatic
plants ranging from agronomy through chemi gty
to processing technolegy, sections on econo-—
mic and industrial news, meeting anncunce-
ments, and new bock announcements, and a
review article on colchicine and related come
poundg with 193 references.

L, 1980 -

Bovks Recelved, Jan. June 30, 1%80,

{1} Biological/Biomedical Applications of-
Liguid Chromatography. Ii. Edited by Gerald
L, Hawk, Waters Assccietes, Inc. Marecal Dek-~
ker, Inc., 270 Madison Avenuo, New York, MY,
10016. 1973, wiil + 504 pp. 16%23.5cm.
S48,00. ISBN: 0-~8247-6915-5,

{2} Bailev's
4th Bdition.
Swern, Fels
University,
Avenus, New
PR. 16x23.50m. 545,95,

{3) Grqanlc Stereachemistry. Henrl Kagan,
Université de Paris-Sud. Halgted Press, 605

Industrial 01l and Fat Products.
Volume I. Edited by Daniel
Research Institute and Temple
Wileyv-Interscience, 605 Third
York, NY, 10016, 1979, xii + 841
TSBN: 0471-83957-4

Third Avenue, New York, MY, 10016, 1979. wvii
+ 166 pp. 13.5x231.%cm. $14.95, TSBN: 0470
26725-9,

(4) Studies in Organic Chemistry 1. Complex

(eontinued on page 3)



Hydrides and Related Reducing Agents in
rganic Syathesiz, Andor Halds, Research
Institute for Pharmaceutical Chemistry,
Budapest. Elsevier Scientific Publishing
Company, P.O. Box 211, Amaterdam, The
Netherlands, and 52, Vanderbilt Avenue,
New York, NY, 10017. 1979, 398 pp. I7x
25cm. $75.00. I8BN: (-444-99791-1.

{5) Aspects of Cancer Research 1971-1978:
Editorials from The Journal of the
Natural Cancer Institute. John C. Bailar
IFY, Editor in Chief, National Cancer
Institute, Bethesda, MD., NIH Publication
No. 79-1863. U.&. Public Health Service,
Hational Cancer Instituts, Bethesda, MD,
2005, 1979, 531 pp. 22x%28.50m. $13.00.
GFD Stock. Ho. GL7-042-00140-4

(&} Synthetic Aspects of Biologically
aciive Cyclic Peprides ~ Gramicidin § and
Tyrocidines. N. Izumiya, T. Kato, H. Acyagi,
Wake, Laboratery of Biochemistry, Kyushu
imiversity, and M. ¥ondo, Department of
Chemistry, Saga University. Halsted Press,
John Wiley and Sons, Inc., 605 Third Ave-
i, HWew York, NY 10016, 15.5%23cm. 1979.
524.95. I8BN: 470-26863-8.

5

{7} Redd's Chemistry of Carbon Cowmpounds.
2nd Bdition. Volume IV. Heterooyclic Come
pounds. Part I. Edited by 8. Coffey. Else-
vier Scientific Publisghing Company, P.O.
Box 211, Pmsterdam, The Netherlands, and
52 Vanderbilt Avenue, New York, NY 10017.
1980, xviii 4+ 506 pp. 16x23cm. $126.76,
ISBN: 0~444~41768-0.

{8} Encvclopedia of Antibiotics, Znd Bdi-
tion., John 8. Glashy,. ICL {Organics) Ltd.,
Manchester. Wiley-Interscience, John Wiley
and Song; Inc., 605 Third Avenue, New York,
10016, 1979, 467 pp. 25.5xi8.5cm. $66.00.
ISBN: 0-471-00722-6,

{9} The Biosynthesis of Aromatic Compounds.
Ulrich Weiss, NMational institutes of Health,
Bathesda, MD., and J. Michael Edwards, Thsa
University of Connecticut, Storrs. Wiley-
Interscience, John Wiley and Bons, Inc., 605
Third Avenue, New York, WY 10016, 1980. viii
4+ 729 pp. 16x23.5cm. $29.50. ISBN: 0-471-526
90-5.

LETTERS TU THE EDITER

GRADE IMNFLATION AND ITS POSSIBLE EFFECTS ON
STUDENTS

Deayr Editor:

At a recent Administrative Council meet-
ing of our College T was shocked to find
that the overall grade distribution for the
Kentucky College of Pharmacy included an
amazing 34% of A ogrades (BA=34%, B=39.2%,
C=16.4%, D=2.3%, E=0.2%, other gradeg=7,
Equally disturbing to me was the lack of
any visible reaction from my collsagues when
I expressed my surprisse at these figureg.

3%} .

My firset reaction was to use this as an
excuse for my "not so outstanding® student
svaluations, since the percent of overall
A's that I give is approximately one-half
of the College average. {I thousht I was
heing generous!tl) However, a mors serious
consequence of this grade inflation hit me
later. What about the effect on our studentsz?
The not-so-gutstanding students that are
given A's arve led to belisve they are doing
outstanding work {(a completely erronacus
conception in my apinion). Even more damag-—
ing is the possible =ffect on the truly
cutstanding students. Thelr honor is so
ditutad that thev are cheated out of true
recognition, This is somevhat reminiscent of
oy honors banguet in which half the clasgs
receive awards. T suspect this grade infla--
tion iz not peculiar to Kentucky but is
common to noest colleges of pharmary in the
U.g.

Sincerely,

Taurance H. Hurley, Ph.D.
Assoo. Prof., of Med, Chem,
Pharmacognosy

e

@ Actan Bucall 1981

“Whe put the martinis in the
desiccator?”




MEETING REp

Joint Meeting of the Sceiety for Medicinal
2lant Research, the American Society for
nacognasy, the Phytochemical Society of
Burope and the Association Francaise des
Inselqnants de Matiére Medicale.

RIS

Phis

“eporters: Dr. E. Leistner, Minster, FRG
Dr. R.P. Labadie, Utracht, The
Hetherlands

From July 6th to 1lth the four societies
1d a joint weeting at the University of
Strasbourg. The location for this meeting
wag well chosen and approximately 800 par-
cicxpants enjoyved not only the scientific
Progran but also the ancient city of Stras-
Gourg and the special kind of food and wine
©which the Alsace is Ffamous. The scienti-
T progran comprised poster sessions,
seeniary lactures and a panel discussion.

cdylizked in Planta Medica, No. 3, Vol. 19
{1986} . The 207 posters were grouped to-
sether under the following headings:

oblol. Natural Products, Natural Pro-

£ of Higher Plantas, Biologically Active

Eatural Products, Bthnopharmacology and
future Production of Medicinal Agents. The
rlenary lectures of this meeting will be
published by the Hippokrates Verlay, P.O.
Box 593, D-7000 Stuttgart 1 {West CGermany).
The title of the book will be "Natural Fro-
ducts as Medicinal Agents". Since most of
the sclientifio program hag been or will be
published, ths reporters will confine them-
selves o certain aspects of this mesting
only.

The first lecture was presented by Dr., .
Curissgorn. He talked about compounds isolated
irem Chinese and Rusgian drugs some of which
ware of strange origin, e¢.g. fungi infactino
worms and insacts or gilk worm faeces. Dr.,

Gurisson presented a rangs of new natural BEro-
cucts. In most cases no relation betwesn theze

compounds and the therapeutic use of the
druys was evident. This might have been dus
to the fact that he and his coworker had con-~
cantrated on terpencids and steroids only.
suma of the compounds, however, exhibited
cytotoxic effects including a terpencid from
Cursuma or a phytogsterol causing deregulation
P ooholesterol synthesis. In conciusion Dr.
o satd that he found it more useful to

sereen a toxonomia groun Ii
with physiclogical acvtivity rather than in-
vesulgating ancient drugs. He also said that
in almost all organisms, compounds are found
which have physiological activity including
food plants. Subsequently Dr. 7. Salwman from
Merck, Sharp and Dohme presented recent re-
sulte on the chemistry and bhiology of thien-
amycin. This remarkable antibiotic helongs

to the PB-lactam antibiotics. It ig stable
againgt f-lactamase and 1s the most potent ang
most broadly applicable antibictic koouwn.

It is also active against Pseudomonads,
Methods for the synthesis of this compound
have been worked out.

SwColipounds

ee
el

Dr. Keller-Schierlein (Zurich) talhed shour
sideramines and developed new ideas about the
potential use of thegse cowmpounds in therapy.
Sideramines may be used a5 comoounds caryy-
ing therapeutic agents which are normally
not taken up by pathogenic microorganisms
inte these organisms.

Dr. YLuckner from Halle (GDR) presented re-
sults in which he delineated recent progross

in his Penicillium cyelopium systen. The or-
ganism produces atkaloids. It is the aim of
Dr. Luckner and his group to discover some
of the principles underiying secondary pro-
duct formation and to investigate the rela-
tionship beéetween developmental stage of the
organismes, primary and secondayry metabolism.
Penieilliwn cyclopiwnm is used as a model
systam. Dr. Lucknsr pointed out that the
production of alkaloids is an aszpect of cell
differentation and thal secondary product
formation is a strictly controlled process.

(i
4

Dr. Milne from the WIH in Bethesda discus-
ged the application of computers for compound
identification. He showad that a cowmputer
can assist in the identification of a natural
product which had previously been described
or that a computer can propose structural
forsuiae when it is fed with physical data
of structurally known compounds. The appli-
cation is limited, however, to compounds nok
exceading 30 C-atoms, becaase the amount of
posgible combinationg inoreases tromendously
with every extra C-atom. In the discuzsion
following Dr. Milne's presentation he said
that the computer would be accessible also
to other scientiszts wishing to use it,

{eontimed on poge 5)



The reporters espacially enioved the
lecture given by Dr. D.M.X. Donelly from
Dublin. ghe talled about secondary metaho-
lites and insects. She showed that natural
plant products can function as compounds
warding off insects or their larvae but
that larvae alse can accumilate natural
plant products after ingestion and use
to ward off their esnemies.

them

Dr. Hostettwmann from Zlrich discussed the
applicability of the droplet counter cure
rent chromatography (DCCC), a method which
has been developed in Japan. The msthod
soams Lo give good results although its
limited to certain combinations of
nelvants only.

e ig

in the subsequent presentation br. Cag-

sauy Irom Lafayette pressnted results on
<

antiieuvkenic activity of plant extracts
Lhe methods employed ko test the frac-~
chtajned from these extractsz. Dr.
dy also discussed structure-activity
st longhips as did Dr. Potier (Paris) and
: Wall in their lectures. The futwre pro-
dustion of medicinal agents was one of the
topice of the meeting which attracted much
sliention. Dr. Goebel from Wirzburg (FRG)
and DY, Fraser from Kalsmazoo {Usa) delin-
cated the recently developad methods and
perdpectives for recombination of DNA nole-
cules and the microbial production of
animal proteins, The steps to recombinant
DRé-products are 1) to identify the demired
gene, 2} clone the gens, 3) express ths gene
and 4} isolate the product. For cloning of
the gene B ¢oll iz most convenient because
it grows fast and a lot of the biochemistyy
£ this organism iz known.

=

The talk presented by br. Xiao Peicgen (fei-

ing, China) wag interesting in two respects
wn oparticular., Firstly, novel Chinese
»‘é

S

cientific results in the field of drug ra-
@arch, not accessible o [VEIYONe, were
ilscussed. Secondly, the approach practiced
0 China in the search for novel effactive
drugs from traditionally uged ancient Chinese
herb medicines is in a sense unigue,
riile the dats cvollected from ancisnt medical
roeords, folkloristic and clinieal practices
of traditional medicines. sre studied and
integrated with modern multidisciplinary
regearch. Dr. Yiao Peigen reviewed both hio-

i
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and
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logical ackive priscisies guch
their ¢

therapeutic preparations whi
clinical use now in

a

Ching,

The last two lectures deait with plant tig-
gue culture and its pobential in the produc-
tion ¢f medicinnl acents. Dr. Patisrd from
Toors {France} presented an impressive

number of different strains isolated from
Catharanthue tissve cultures. The Btrains
differed in the pigments produced (red,

green, yellow) and in the cytostatic acbivity.
The different strains were stable when kept
under constant conditions. Dimeric alkaloids
were not dstectable. The resson For the varia~
bility of different strains is unknown. The
last lecture of the meeting wag presented by
Dr. Barz (Minster). BFlant cell culturas have
oftan been compared with microhial sy tems

Dr. Barz pointed cut that there arve common
characteristics of both systomg. &. . today
plant cells can be plated, selected and gal~
tivated in large tanks like microorganismns,
howaver, as opposed to microorganicns the
doubling time of plant calls ig we @, tha
media reguired are wore aexpengive and plant
cells are senzitive Lo sheer stress in
tanks, Plant cell cultures are i
only useful if specific plant compounds are
produced. The potential use of call cultures
is evident from the following observations:
L} Accumulation of compounds In tissue cul-
tures is sometimes higher than in the intact

B

Plant: 2} Cell cultures way contain nevel
compounidsy 3} Cell cultures may ba useful for

1
isclating enzymes hocause they are rich in
easily extractable protein as compared to
the intact plant: 4) The engymnss or cells
may be Immobilized:; and 8Y Call cultures may
be uvsed for biotransformations.

Yot

n

There were manyv more lectures wresented at
this wmeeting. Pthe reporters, however, were
wiable to attend all of tham. They have been
told that espacially the lecture of Dean
Tyler created a lot of fun because the
speaker ook off his coat in front of the
audience and dressed up Like a hippis before
he presented his talk abont nallucincgenic
druy hoaxes of the Awerican hippies.
digcussion on
of medicinal

H.G. Ploss,

Parel discassion: The panel
"Future biological production
agents" . was conducted by Dr.

{eontinued on page §)



and Dr. W. Barz, Dr. T. Fraser, Dr. A.W.
Alfermann and Dr. V. Petiard being panel
mesnhars .

The following topics were viewed: 1) uses
of existing capabilities of plant cells, 2)
uses of existing capabilities of microorga-
nisms, 3) uses of new capsbilities of micro-
organisms or plant cells acquired by gene
transfers, 4) impacts of patentability of
.nu‘“lwaLly altered organisms. Concerning
the cepabilities of plant cells, it was stres—

zradn that oultures of plant cells will
articular be important for the production

in
aF o spoecific plant compounds. It is no uge

ting with products from microorganisms,

ﬁpnauw}a%fﬁnr vith mic*oorganiqms through
Mngle gcgp and multi-step
ong of useful molecules. In addition

i might be useful as metabolic
information on metabolic
1ix:example inthe liver. As for
£ genes 1t was expected (Dr.

Aol of any organism. The questlontﬁ?whether
Al be posaible to transfer genetic in-

Tormacion for a complete biosynthesis was
rut forwavd. Dr. Fraser answered that +this
will be difficult because the genes for a
“otal biosynthesis are sgpread over different
sarcrmsomes. However, he hoped this would he
possible in a similar manner as in the case
of the blosynthesis of ovalbumin, which Pro-
seds by recombination of relevant chromo-
come fractions. Dy, Praser also confirmed
that to his view it will be possible to Sy~
thesxae proteins 17 vitro. He explained that
"gene cloning” and "gene libraries" are
:1suan practices and realities, and are
chaap. The preblem is how to select o gpac i -
fic ptccedurp or conversion out of thaze gens
clones. However, thig developmen® will be
important in the future for the manufacture
of vacoines, and useful and new protglnug
The panel discussion was closed with the
statement that patented mlcroorqanisms will

# avallable for university researchers,
which is regarded as a pozitive development,

The meeting can be considered a success
also becvausa of the socisl proqram. The re-
pocters especlally enjoyed the alsation buf-
TEtodn the Bishop's Mint in Molsheim.

o e

Bdditional wwt&gaﬁameﬁting:U1Stra$bourq:

Reporter: Dr, David .1, Kingston, Virgini
Folytechnic Fnstitute and State Univergity

Tuesday, July & - "Natural Products of Hicher
Plants": The lectures on the szcond day of
the conference were centered on the theme of
"Matural Products of Migher Plants", although
there was some inevitable ovaerlap with the
theme of the third day, ”B*ologically Active
Natural Products®, and the first two lecturas
dealt more with technigues than with naturstl
products as such. In the opaning lecture, D,
G.W.A. Milne (N.I.H., Bathesdn, MD, USA), dig-
cussed recent advances in tho use of cowmu-
ters for compound identification. ¥He bri
described methods applicable fo previously
characterized compounds, and then went on oo
discuss the morve useful, but much more Al
Ticult, task of using the computer Lo mahe
gstructural conclusions when the compound ig
not in the library. Initial approaches to
this proklem include the Corneli HTins
tem and a pattern recoguition program 4
ed at NIH. Finally, a number of methods
based on exhaustive genaration of all seruc-
tures corresponding to a given wolecular
formula were described. Algorithms now exist
for this process, and the number of pogsible
atructures for even simple molecules is
surprisingly high - over 200 for CgHgs, Ffor
example, over 300 miilion for & modaerately
complex molecule such as Oy sHzg0. The addi-
tion of constraints derived From spectros-
copic data rapidly reduces this number,
nowever, so that for example a relatively
small nunber of fairly simple conclusion
from =pectroscopic data reduces the number
of pogsibilities to wanageable proportions,
at 1@&3: for melecules smaller than Csg.

Two concluosions that follow from this talk
ara that the human brain has a truly remark-
able ability to oonpete with the computer,
and that exhaustive generation of structures
may not in faot ba the gest way to golve the
structure elucidation problem. It is zlso
noteworthy that while extensive use iz made
of IR, PMR, CMR, and M8, 1little use iz made
of UV spectroscopy in this approach, because
of the relative lack of documentation in

. Perhaps this ig a challenge that
aken up by some reader of this ree

this area
will ba ¢
port?

{zenbivued on po




In the second lecture Dr. K. Hostebttmann
(ETH Zurich, Switzerland) gave a lucid ac-
count of the principles and practice of drop-
let counter-current chromatography and its
application to the isclation of natural pro=-
ducts. Because this sublject has recently been
reviewed by Dr. Hostettmann {(Planta Medica
3, 1-18 (1980}, no Further discussion of
tha lecture iz necessary except to point
oult that while the technique appears to be a
valuable complement to the more classical
shromatographic procedures, Lt is unlikely
~odignlace these procedures,

Liw concluding paper of the morning ses-
Dr. D.M.E. Domnelly (University College
n, Yraland) gave us a fascinating

the world of the ecological
batween plants and insects. She
xd two problems in detail: the rela-
ip =i the Pine sawfly (Necdiprion
i oand the Pinmus species on which it
Pt compounds produced by the
anniesus. In the first case it
aid that regin acids in the

ve ag antifeedants; since new

& higher proportion of these

than old growth, the new growth is not
atiacked by the insect., The insect ig never-
thelesz very destructive, since it uses com-
pounds from the twigs in its defense and
thus causes considerable damage to the tree.
Br. Donnelly described the isolation of
various compoaids from P, contorda, and dis-
mussed theilr possible roles as antifeedants.
In the second part of her talk, dsaling with
the active compounds of F. arnosus, she
showed that the more active toxic compound
iz in fact fomannoxin, and not fomannosin.
The absolute stereochemistry of this com-
pound was elucidated and its blosynthesis
discussed.

has

The afterncon session was devoted teo natu-
ral products with anticancer activity., Dr. O,
Potisy {(CHNRE, Gif/¥Yvette, France) gave a ool
nrehengive account of the antitumory alkaloids
of the Madagascan periwinkle, incliuding the
history of the plant itseif (Catharanthue

ageus) and of the discovery of the antitumor
alkaloids vinblastine and viscrigtine, He
described in detall hig elsgant work on the
synthesis of anhydro vinblastine by a coup-
Ling involving a modified Polonovskii rasac—
tion, and described gsome more recent work in

T

which anhvdro vinblastine could be converted
to asither leurosidineg ov vinblastine by hy-
drogenation followad hy a zecond Polonovekii
rasction to yield an isomeric anhyvdro com-
pound, which could then bhe converted by
cxidetion-reduction to either of the desired
bigindole alkaloids. He spectulated that the
"natoral dimer" wight evan be anhydyo vin-
blagtine, which could then be oxidized to
vinblastine and other products. In conclusion,
he discussed the action of vinbhlastine in
inhibiting mitosig, and described the failrly
simple test that is used at Gif to assay
gamples for antimitotic activity.

Dr., J.M¥. Cassady (Purdus University,
Lafayvette, Indiana, USA) described some
recent advances in the isolation and struc-
ture elucidation of natuvral products with
anticancer activity from higher planks. A
large number of sesquiterpene lactones are
known to have cytotomlic activity, and sope
have modest Im vivo activity. Three of
most promising compounds, elephantopin,
fartin and eriofertopin have besn gelected
testing in the NIC animal tumor panesl, an
encouraging to note that eriefartopin shows
significant activity in the Bl6 tumor svstem,
MNew compounds describad included soma novel |
germacranolide mesquiterpene lactones Lrom |
Piptocarpha chontalensis, soue compounds
related to the physaling from Capsicum
fugcoviolacewn, an anthrone from Pscrog-
perumn Febrifugum, and thres new diterpenoid
dilactones from Podocarpus milaniianue.

Some stracture aobivity velavionships in the
#anthone fisld were also discussed in con-
nection with the compound psorospermin; it
was concluded that the molecules require an
active functionality (epoxide, double bond,
ete.) located in a fairly precise manner
with respect bto the xanthone ring system.

Wast
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The conclading paper of the day was given
by Dr. M.E. Wall {Research Triangle Ingstitute,
North Carolina, USAY, who described some
structure-sctivity relationshinag of plant
antitumer agents related to camptothecin
and the guassineids. The work clearly in-
valvad a large amownt of synthetic chemistroy,
and in the camptothecin area it vielded an
improved route to hydroxyeamptothecin, which
ig & bertter drug than campthothacin, and
ooours only in trace amounts in O acwninata.

coatiuded on page 4)



ition, this work showed that there are
; ic roguirements for activity - the
snAr arcmatic ring system required for
ing Lo DWA, and the acylating lactone
ioi. In the quassinoid area, which was
ed wore brisfly, a number of compounds
e tested and some structure-activity cor—
-alations were made - for axample, the o,f-
unsaturated keto aroup and all of the hy~
droxyl functions were shown to be necessary
for activity. It is encouraging that brucean—
tin, the most promising member of this group
of compounds, is entering clinical trial in
the near future.

Joint Meeting of the American Soclety of
Piant Physiology and the Plant Society of
North America

A joint meeting of the American Society of
Plant Physiclogy and the Plant Society of
lorth America held in Pullman, Washington
attracted nearly 1,200 whose interests in
plant science superceded thelr fears of
another eruption from Mount St, Helens. The
meeting, which wags held frowm August 3~7,
1980, was highlighted by special symposia
+n cell recognition, and the molegular hi-
ology of chloroplasts., Special workshops
waere also held in the areas of glycoprotelna,
molecular biology of the chloroplast, hor-
mone ackion, stress physiology, and high
enerqgy constituents of plants. Over 14
papers and posters were presented. Ab-
stracks of the presentations can ke found
in Voleme &5, number &, June, 1980, of
Piant Physiology. A special session on the
Mount St. Helen's eruption and its after-
math sttrasted an audience of 1,000. Steve
Harrie, author of “"Fire and Ice, The Story
of the Cascade Voleanos® was the featured
speaker. A special video film from Seattle
highlighted his talk.

Reporter: Dr. Gary Meadows, Washington State
University, Pullman, Washingtoh.
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ARTICLES OF INTEREST

ROBERT E. PERDUE, JR., PH.D., THIEF, ¢
TAXONOMY LABORATORY , DELTSVILLE T
RESEARCH CENTER, BELTSYVILLE, MD

Izsolation of maytansine by the late &.
Morris Kupschan was prowmpbed by antitonor
activity of crude extracig of Muyltenus
ovatus (Celostracece) collectsd in BEthiopla
by US Department of dgriculture Fotanist ¥
G. Meyer in November, 1961 and January, 196Z.
The extracts were actlve against the BB Celil
Culture assay, but inactive in Vive.

Aocording to Lthe cvrrent concapt of Norman
Bokson (British Mussum) . authority on tavo-
nomy of African Celastreosae, the sxtracts
reprasented two closely related species, M
obgaure and M. serrata, True M, ovatus is
native to India. These plants are known to
the Galls people of Bthiopia as “atat" be-
cavse the wood orackles when burned: "atat-

tat-tat.”

Maytansine was concentrated in the fruit,
probably in the seed. Kupchan's isolation of
the compeund reguired a largs guantity of
fruit, ¥ield of maytansine was ewtramely low,
about 0.2%ppu. To obtain fruit for isolation
of gufficient maytansine for precitinical and
clinical evaluation would have basn a formid-
able and probably impossible task., Wnile M
obecura and M. serrata are fairvly common in
Ethiopia and can produce heavy vields, frul
ara small and light, crops are errabic, and
seeds are commonly destroved by insocta.

3
(W53
'

By the early 1970's it became avident that
plants in several families were unusually
good seurces of antituemor activity. The capa-
city for Ffractiomation to isclate active
amagents was far greater than the number of
active plants available. The USDA, with the
conourrence of the Wational Canger Institute,
subseguently initiated a "PFamilies of Special
Tnterast” (FOST) Program, Plants in selected
families would be collected in substantial
amounts and these samples would be treated
like any other "confirmed active." That is,
preliminary extraction and screening would
be bypassed: Fractionation would be initiated
mased on presumed activity. The Celastraceae
were ingluded among Lhe FOSI families. We
hoped this would Jlead to new antitumoxr adgents,

{aontinued on page 8)



and better sources of others, The philosophy
was vindicated by the discovery of triptelide
and tripdiolide, alsgo isolated by Kupchan,
from Tripterygiun wilfordii (Celastraveae),
and by the dizcovery of far superior zources
of maytansine.

The FOSI philosophy prompted the collection
May terue Duchananii in the Shimba Hills of
svutheastern Kenva neay the Indian Ocean.
Thiz is a rambling, scadent, twisted, vine-
Like shruab, known to the looal Digo tribe as
"mudziadzyah.® The stem wood proved to be a
Good uDUTFﬁ of maytansine, more than three
AT better than fruit of the Ethiopian
The FOSY Program thus set the stage
avement of an adequate supply of
tal when the NCI decided to develop
A potential anticancer drug.

Lle as

¥y from spacimens in the Bast African
wn amnl Kew Herbarium, the plant is
distributed in tyopical Africa but
mnon a2t any one site. When 10 tons of
Trentt were needed in 1972, we logic-
rurned o the Shimba Hills. Forwarned
r nead, the Kenya Forest Department's
lle Station assigned Ali Bandari,
knowledgeable about local plants,
reconnalssance. By the time I arrived,
i had located the plant in three areas.
Tt wins shundant in none. Tt was clearly
dent, howevar, that the usual habitat
along forest marginsa The plant reguired
ght but also other vegetation for support.
Tt would aot be in deep forests. It was not
likely to be abundant in sunny open areas
except where it persisted after forest was
removed., The ideal area most likely would
be an open forest, from which lar “gery trecs
had been removed for timber, yet one which
was protected so the plant would not be
sgtroyed by fire-wood cutters. Study of a
topographic map of the area revealed an
igolated forest of about 100 acres that
seeted ideal. M. buchananii was found there
in abundance. ‘

b3

Collecting such a large guantity of ons
plant requires a large labor crew which can-
not be completely depended upon teo avoid
contamination with similar plants. However,
M. buchananii stems ave distinct and quite
unlike other species in this forest. The
inner bark iz red, with a thin bright-vellow
laver, just under the outer gray surface. A

crew of 30 Jocal laborers was recruited; 10
tong of stems were asgembled din 4 days.

This on~the-ground experience provided a
good coneept of the type of ares where M.
bushonanii would be most abundant. Tn 1976,
when an additional supply was needad, recon-
naizsance with 2 light airvcraft idepntified
cther areas where the plant iz common. Whils
it could not be ohserved from the alr, a keen
obsarver could select areas wheres the plant
was likely to be present. Its presence was
later confizmed by ground recomnaissance.

An ‘additicnal 15 tons were collected in 1976,
To assure future supplies, the conse
minded Kenya Forest Department certific

buchananii as a protected species.

M. buchananii is readily adapted to
vation in the tropics. It is easily propag:
from seed or cuttings and has heen grown ab
the Shimba Hills Forest Station sad in a
nursery at Bamburi near Mombassa, Kenva.

The POSI program ultimately ied to
of maytansine superior to M. bushan
These are Putteriickia verrucosa of
Africe and Moytenus rothicna of South

India.

The folklore record of Mayienusz in cancer
treatment....? These gquotations are frowm o
account of an interview with a Kenva K
list, National Magsazine, Nairobi, July
1972, in reference to . Puchanamid: "he
American scientist haun't discoveced anvihing.
«o oL have been uzing this plant for ages and
I knew right from the beginning this plant
could curs cancer.” ..."How @id he shkart and
where did he learn his herbal skilist o1
started way back in 193% when there was an
cutbreak of chicken disesse...in Hikuyuland
"He went inte the pogsh and gathersd some
herba, mized them WJ?b Ino““ of zome other
traes and F

§ to hiis chickens,®
"They were cured alimg mmedigtely ™

o

5,

the m
This amusing anscdote aside, another

apecies of Mayterus has been used in southern
Afyrica for treatr ﬁq cancar, The phloem of

M. heterophuyllo, = ¥ source of maviansine,
was a major component 6f a nixture recom-
mended for this purpose, the "bavis herbal
remady.”  This "remedy" also includas Sang-
evieria hyacinthoides and Seutia myriing.

An extract of this Saugevierdia waz assayed

{continued on page 10)



in 1976 and was active against KB Cell Cul~
ture. An extract of Seutia myrtina was
active against P388 leukemia (ixn vivo) in
1977, Tt may be just a remarkable coinci-
dence but Seutia is a genus of Rhamnaceae,
and antitumor maytansinoids have bheen iso-
lated from another plant in the same family,
the American Colubring tewensis.

There is no guestions that the Davis her-
sib o cemedy Is a valid folk record of the use
Hogtensus in cancer treatment. Tt is
not an effort by an herbalist to
ze on the discovery of maytansine,
dy is said to have been first used
Africa in 1945 for treatment of
ma and sarcoma.® Although I cannot

‘or its use at that early date there
record of its use as early as October,

At that time the identity of all compo-
fas not known but the 1969 record shows
edy did indeed include Maytenus
Kupchan's isclation of maytan-
H. ovaliug was published in 1972,

T

rezearch group at the University of

ig, Department of Pharmacognosy and
wlogy is again making available plants
cancer contract which are of no

=T anterast. If yvou are intevested in
ing any of the material please contact
oaorey A. Cordell, College of Phar-

P partmant of Pharmacognosy and Phar-
ology, University of Illinois at the

4 al Center, Chicago, PO Box 6998, Chi-
o, 11 60680,

L:

9, Drg. A. Douglas Kinghorrn, Djaja D.
wwho, Philip J. Medon of the department
©Br. 5.K, Kamath of the Department of
Medical Distetics have been awarded a con-
tract Irom the NIH of Dental Research
{$318,208 over 2 vearxs) for "Studies to
ientify, Isolate, Develop and Test Naturally
Doourring Yoncarcinogen Sweeteners That May
Be lsed Az Dietary Sucrose Substitutes,

=

Meeting: Joint Meeting of THE
CIETY OF PHARMACOGNOSY AND THE
FOR ECONOMIC BOTANY

L

The meeting will be held at the Massachu~
setts College of Pharmacy in Boston, MA from
duly 12th throngh July 17, 1981. The scien=-

-1

tific program will consist of a symoosium and
contributed papers. A Symposzium entitled,
PLANTE AND THEIR PROUICTS IN THE SERVICE OF
MAN, has been arranged to gprovide an over-
view of some usefol wmedicinal and economic
products which can be obtained from plants,
Plenary lectures will be as follows:

1} Herbaria as Resource Centers, Feter Aghton,
Harvard University

2) Medicinal Plantsz in Thixd World Countries,
Edward Avensu, Smithsonian Institute

3) Plants, Insects and Man = Their Interre-
lationships, Martin Jacobson, USDa,

Beltsville

4) Plants as Renewable Resouroces, Lamboerbus
Princen, USDA, Pecria

5} Current Status of the NCT Plant and
Product Program, Mathew Suffness
Cancer Institute

6} New Technigues in the Szparation ard Iden-
tification cof Natural Products, odi
Nakanishi, Columbia Univers

acologic

7) Chemistry of Alksloids of
: Y L

|
Significance, Me
vania State Uni

8) Biosynthesis of
Overview of Curve
Hutchinson, University of Wisoons
Steven Gould, University of Connecticut

Research,
nt Tilinois

9) New Areas for Plani Prodn
Norman Feingworth, Unive:

the lowcal ar-
Raflauf,

For inforaafi
rangements, ooty
College of Pharim
Boston, MA 02115, Infors
gscientilic progr: ;
Geoffrey n. (o 1, C
Universicy of 11iinois,
1L 60650,

e Dy,
ge oif Pharmacy,
PO Box 6898, Chicago,
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“Let's haar more Eurekas and {eys Damn-ke
feomp thiz fnbao
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