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CLOTRIMAZOLE CURES ACTIVE RHEUMATOID DISEASE?

Ten successive cases of active rheumatoid disease were treated with the p(otozoacide clotrimazole {Bayer’s Canestan} °
with dramatic disappearance of all evidence of active disease and eventually of rheumatoid factor and auto-antibodies
from the serum in a pilot trial. The trial, reported at the 1975 Chemotherapy Congress in London, was canducted by

Dr R Wyburn Mason of the Ealing, Hammersmulh and Hounslow Heallh Authority. o L -

. Dr Wyburn Mason amved at the conclusion that rheumatoad arthritis was 2 protozoal disease over 10 years aqo and in

1984 published a book {A Naw Protozoan; lis Relation to Malignant and other Diseases) reporting the isolation of a

free-living amoeba of thie Naegleria family from tissues of patients with this diszase. This was further confirmed ¥

“the demonstration that approximately 70 per cent of rheumatoid arthritis casas treated were responsive, albeit slowly,

10 Cnlotoqume mepacrine and other quinoline and imidazole protozoacides. The appearance of rhaumatoid factor

7) and auto-antibodies in patients with other protozoal diseases such as tryponasomiasis, malaria, kala-azar and

t/ leishmaniasis and the complication of Amoeba histolytica infections by an arthropathy almost indistinguishabte from
anthritis and responsive to protozoacidal treatment provided further evidence. In his latest work, as yet unpublished,
Dr Wyburn-Mason has demonstrated the presence of amoebal antigens in ma<rophage-like cells in infected tissues by
immunofluorescence. The present trial of clotrimazole was prompted by 2 demonstration by Janssen and Anderson of
ns marked anuprotoloal acuvuy, reported in Lancet (1974,1, 261) . o - S L

To date, treatment of rheumtoud arthritis has been maln(y palhauve w:th analgesics, corticosteraids or ACTH and -
phys-otherapy Penicillamine or gold therapnes have been effecuve in some cases but are unsatnsfactory in view of the
frequency ol toxnc reactions, . . -

"An effect:ve treatment of rheumatond anhrms would have a subsxanual effect on anti- mflammatory analgenc sales
. since there are probably over 2 million suffecers in Britain alone taking up to 69 of aspmn or an equivalent dose of
other anti- mﬂammalones or analgesics daily. o N . .

[Scrip understands xha: Bayer has applied for clinical trial licence l;). continue investigations in other fields.]

LR : - . T ..

MAZINDOL NO ADVANTAG:S OVER OTHER ANORECTIC AGENTS B . .

“We found however, that the mean weight loss was d:sappomtmg, and only lasted about 'six weeks and when .
contrasted with findings in similar studies in comparative patients, was less than that achieved with chlorphentermine,
phenmetrazine, phentermine and fenfluramine.” This conclusion was made by R G Smith and associates at the
Eastern General Hospital, Edinburgh, as a result of a controlled comparison of mazindol {Teronac, VWander Pharma- -
7 Jeeuticals) to placebo in a group of 50 women with refractory obesity. Disappointing features of mazindol’s action
\/uere failure to cause further weight loss beyond 6 weeks despite continuing treatment, and the rapid return to
<_4tarting weight immediately aftér treatment was discontinued at 12 weeks. The latter “wauld refute the claim that
mazindo! helps to re-establish good eating habits.” It is concluded from these results, reported in the British
Medical Journal of August 2nd (1975, 3, 284) that "Mazmdol s beocl'emlcal novelty does not confer on it any
important clinical advantage over other anorectic agents . Lo

© ANTI-HYPERTENSIVE ACTION OF aefA-aLocxsas S

That beta-blocking drugs are effective anti-hypertensive agents is well establisked, but the discussion continues about *
how they produce this effect. Neither the fall in plasma renin and cardiac output occurring with propranolol treat-
ment is sufficient to fully explain the anti-hypertensive action of the drug. Direct evidence is now presanted that

" propranolol diminishes sympathetic nerve actmty in the rabbxt and that this central effect :onlnbutes 1o hypo-
tensive activity of the drug. S -

\& ;P J Lewis and G Haeusler of Hoffmann-La Reche, Basle, set up rabbits so that integrated splanchaic nerve activity
~ Jand arterial pressure could ke recordad continuously before and during iv infusion of racemic propraroiol,
d-propranolo! (the non-beta-blocker isomer) or sodium nittoprusside {a vasoddator drug which relexes vascular smcoth
muscie). Each treatment was given to eight test ammals. . L - . .

lniection of saline or d-propranolol placetpos had no eﬂect on the recordings made. Sodium nitroprusside reduced arterial

pressure and there was an increase recorded in preganglionic sympathetic nerve activity, reflecting reflex changes ex-

~ pected to follow peripheraliy-mediated hypoiension. A completely different patiern of response was seen with racemic
propranolol. Ia this case, hypotension was associated with a decraase in splanchnic nerve discharge. As the reccrdiag of
nerve discharge was made via electrodes implantad in the greater splanchnic nerve, a pregangiionic site, it is almest certain

; that the'site of the sympatho-inhibitory action of propranolol must be in the central nervous svstem. It is suggesied that

. this central action mediates propranclol’s anti-hypertensive activity. Nature {1975, 256, 430). . -
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Citation 5

(Japanese Patent Publication No. 28175/70)

l-oxyethyl-4-nitroimidazole

2 CHZCHZOH

wherein R is hydrogen or lower alkyl.

Anti protozoan agent

e.g. trichomonas

[ 0 = CH,CH,OH metronidazole
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Citation 6

(Japanese Patent Public Disclosure No. 148358/75)

5-nitroimidazole derivatives

o
’/L\\N//}\\
N ! R

0,

wherein R is alkyl having up to 4 carbon atoms in the

straight chain; R

1 is hydrogen, alkali metal or alkaline

earth metal, alkyl having up to 4 carbon atoms in

the straight claim or a group of the formula OM wherein

M is alkali metal or alkaline earth metal; A is oxygen;

n is 0 or 1
Anthelmintics

trichomconas and ameba

0 = CHZCHZSOZCHZCH3 tinidazole
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