UNIVERSITY OF THE WITWATERSAND
JOHANNESBURG

FACULTY OF MEDICINE
PROFESSOR OF MEDICAL BIOCHEMISTRY

Applications are invited from medically or scientifically qualified candidates for
appointment to the above post. The appointee will be Head of the Department of
Physiological Chemistry and should preferably have experience in medical bio-
chemistry.

The salary attached to the post is R15 600 per annum, plus a 10% pensionable
allowance. (£1 = R1.50 approx.)

The University offers generous leave conditions, pension and medical aid facilities,
and a housing subsidy, if eligible.

The University’s policy is not to discriminate in the appointment of staff or the
selection of students on the grounds of sex, race, religion or colour. Further
particulars relating to this practice are included in an information sheet obtainable
from the London Representative, University of the Witwatersrand, 278
High Holborn, London WC1V 7HE, or from The Registrar, University of the
Witwatersrand, Jan Smuts Avenue, Johannesburg, South Africa, 2001,
with whom applications should be lodged not later than 31st January 1978.




When you're studying
cyclic nucleotides and you
don't know which
way to turn

We understand that when you are working in
the cyclic nucleotide areq, the subject is so diverse and so
complex that you don't want to have to worry about the
problems of accurate measurement.

So we would like to take a little weight off your
mind and offer you our two kits in this field.

Cyclic AMP and Cyclic GMP.

Both of the tests are simple, accurate and will take
you about four hours from start to finish.

So it's not surprising that you can carry on with
your research and leave the problems of accurate
measurement to us.

. Youknowwhereyouare
with ourCyclicAMP& GMPKits
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Full information is available on request.

H The Radiochemical Centre Limited, Amersham, England. Telephone: 024-04-4444
The Radiochemical Centre In the Americas: Amersham Corporation, lllinois 60005. Telephone: 312-593-6300
Amersham In W.Germany: Amersham Buchler GmbH & Co KG, Braunschweig. Telephone: 05307-4693-97
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Levamisole and analogs:

a class of potent

ALDRICH

alkaline phosphatase inhibitors

AL

R

R =H (Tetramisole, Levamisole)
R =m-Br (R 8231)
R=p-Br (/-p-Bromotetramisole, d-p-Bromotetramisole)

Tetramisole (R 8299, dI-2,3,5,6-tetrahydro-6-
phenylimidazo{2, 1-b]thiazole hydrochloride) is a po-
tent, broad-spectrum anthelmintic, which exhibits
high activity against several species of gastrointestinal
and pulmonary nematodes, without undesirable side
effects such as antihistaminic, anticholinergic and
adrenolytic activities.!

In further evaluating the biochemical effects of
Tetramisole, it was discovered that the compound was
a potent inhibitor of alkaline phosphatase.2 Conse-
quently, similar studies were undertaken on analogs of
Tetramisole. Its levorotatory isomer, Levamisole (R
12456, [-tetramisole, [-2,3,5,6-tetrahydro-6-phenyl-
imidazo[2, 1-b]thiazole hydrochloride)*4 and R 8231
[dI-6-(m-bromophenyl)-2,3,5,6-tetrahydro-
imidazo[2, 1-b]thiazole oxalate]*# were found to be
potent, stereospecific; noncompetitive inhibitors of
alkaline phosphatase from various tissues from the dog
and the rat, yet showed no inhibition of the intestinal
isoenzyme. The d-isomers were completely inactive.2-4
I-p-Bromotetramisole (R 30402, p-bromolevamisole)
proved to be more potent than Levamisole in its inhibi-
tion of alkaline phosphatase.5¢ The inactive d-isomer,
"d-p-bromotetramisole (R 30402), is useful as an inter-
nal control. '

The organo- and stereospecificities of these in-
hibitors were demonstrated both biochemically and
cytochemically in a variety of tissues and species.2~4.7-10
Specific phosphatase activities are not altered by these
compounds.+¢ Thus, this high degree of specificity has
enabled the differentiation between “true™ 5’-nucleo-

tidase, Na-K-ATPase, Mg-ATPase or glucose-6-phos-
phatase and nonspecific alkaline phosphatase, the
latter being totally suppressed upon addition of in-
hibitor.46.11-16

Levamisole has been used as an inhibitor in studies
of the organ source of human serum alkaline
phosphatases® At 0.lmM, the compound non-
competitively inhibited liver and intestinal “A” isoen-
zymes; heat-stable isoenzymes (placental, Regan, “un-
masked” and intestinal “B”) were found to be
resistant.® The presence of the Regan isoenzyme is of
potential diagnostic importance.!” The kinetics of in-
hibition of purified human alkaline phosphatase isoen-
zymes by Levamisole have been described.!®

I-p-Bromotetramisole has been reported recently to
be an effective reagent for the quantitative determina-
tion of intestinal and placental alkaline phosphatase
isoenzymes in human serum.!?
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19,614-2 Levamisole hydrochloride...........10g $9.00
19,613-4 Tetramisole hydrochloride..........10g $9.00
19,004-7 [/-p-Bromotetramisole oxalate

100mg $38.00
19,005-5 d-p-Bromotetramisole oxalate

100mg $38.00
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