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Preface

The author’s monograph The Causation of Rheumatoid Disease
and Many Human Cancers. A New Concept in Medicine was pub-
lished in March 1978, but it was, in fact, written during the second
half of 1976 and the first half of 1977. In this it was shown that
rheumatoid disease is due to infection with a pathogenic free-living
amoeba in a sensitive subject and this can be killed by numerous
anti-freeliving amoebic substances. Any body tissue may be in-
fected, producing general, local or autoimmune lesions in every
combination. Since writing the monograph considerable laboratory
work on the free-living amoebae, the substances which kill them in
vitro, the effect of these substances on cases of active rheumatoid
disease and related conditions and on carcinomatous and lymphoma-
tous states and the significance of antifree-living amoebic substances
on cases of multiple sclerosis has been investigated further and the
findings confirm and extend the conclusions reached about rheuma-
toid diseases, malignant disease and multiple sclerosis in the mono-
graph. Any infected part may become malignant in sensitive sub-
jects and treatment of the premalignant condition may prevent the
development of cancer.

Rather than rewrite the whole monograph the author decided to
publish further findings as an addendum to the original with a
Précis of the contents of the latter and proof of the autoimmune
nature of multiple sclerosis.

Roger Wyburn-Mason Richmond, Surrey, England

Note:

Roger Wyburn-Mason, M.D., Ph.D. waa convinced that he
and protozoologist Vice-Admiral Stamm had proved the amoebic
basis to rheumatoid disease and some forms of cancer. To display
the tremendous amount of clinical evidenced he’d amassed to sub-
stantiate their apparent discovery, he published The Causation of
Rheumatoid Disease and Many Human Cancers in Japan (1JI Pub-
lishing Co., Ltd.) , March 1978. This extremely well-done, illus-
trated, slick-paper, hardbound book consisted of 479 pages
(77X10.25”) and might have been described as a tour de force,
clinical cases, well-reasoned scientific evaluations and comparisons,
and volumes of literature research all underpinning a plausible
hypothesis.

Jack M. Blount, M.D. purchased a large number of these books
which he distributed to medical libraries and other physicians, but,
at $125 per book a cheaper version was needed. That’s how this
précis came about, being prepared by Prof. Roger Wyburn-Mason
just before his death.

Whether or not the Wyburn-Mason/Stamm amoebic hypoth-
esis is verified, a most positive outcome has been the fact that
treatments based upon it have obtained wellness on a world-wide
basis, covering patients on every continent, and involving a multi-
tude of clinics, over many years.

Thomas McPherson Brown, M.D. (now also deceased) deter-
mined that mycoplasm was probably the source-cause of theuma-
toid diseases, a hypothesis also still undergoing evaluation. How-
ever, like Wyburn-Mason’s treatment, the treatment derived by Dr.
Brown and his co-workers also resulted in spectacular cures.

Although it would be educational and even entertaining to
learn which of many hypotheses are correct, involving “the” cause
of rheumatoid disease, this foundation now accepts the idea as fact
that “many” causes are involved, and that both Wyburn-Mason and
Brown have found regions of truth.

Why?

Because, according to the scientific method, whether or not a
hypothesis is correct can only be measured by how well it describes
and predicts and otherwise produces results, i.e., wellness. When a
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more efficient hypothesis comes along, it is right and proper to
discard the more inefficient.

On that reasoning, then, we accept Wyburn-Mason, Brown
and also the multiple-causation hypothesis!

Anthony di Fabio

INTRODUCTION:
RHEUMATOID
A GENERALIZED DISEASE

Thefollowing isto alarge extent a Précis of the author’'s 1978
479 page monograph (Wyburn-Mason 1978). Any obscurities in
thismay be elucidated by referenceto the original. Rheumatoid dis-
ease (RD) isnot simply adisease of joints, but ageneralized condi-
tion and every tissue in the body has been reported at sometime as
being affected. The same histological changes as are found in the
joint tissues can be seenin the extra-articul ar lesions and consist of
inflammatory lymphocytic infiltration, formation of germinal fol-
liclesand often plasmocytosis, accompanied by arteritis, arteriolitis
or endarteritis. Many of theextra-articular lesions congtitute so-called
autoimmune (Al) diseases, but also include Sjogren’s syndrome,
bone marrow infiltration and thymic lesions with or without myas-
thenia, fever up to 40° C, sweating and raised ESR, typical of an
infection. Any of the extra-articular or Al lesions may occur in any
combination with or without arthropathy. The serum usually con-
tainsrheumatoid factor (RF), often auto-antibodiesto varioustissues
and antinuclear factor (ANF). Furthermore, every combination and
gradation into one another of the so-called collagen diseases [RD,
systemic lupus erythematosus (SLE), derm- or poly-myositis, scle-
rodermaor systemic sclerosisand polyarteritis nodosa] may co-exist
or overlap, so-called mixed connectivetissue disease and the admin-
istration of numerous drugs, for example gold salts, penicillamine
(Grennan 1980) and camoquin (Wyburn-Mason 1978) may change
RD into SLE. This suggests that these diseases are due to asingle
fundamental disturbance which may present in variousways. Some
regard the disease asdueto Al cellular and humoral changeswithout
explanation asto their cause. Most believethey are an infection.

The significance of Rheumatoid Factor (RF) in the serum.

RF so frequently found in the serum of RD patients is a
macro-globulinand an

antibody. It occursinthelgM fraction of the serum and may be
found albeit in low concentration in many infections, including sub-
acute bacterial endocarditis, infective hepatitis, pulmonary tuberculo-
sis, syphilis, etc. accompanied by autoantibodies to various tissues
(Wyburn-Mason 1978). In these diseases arthritisisnot afeature and
successful treatment of the underlying disease causes the RFand
auto-antibodies to disappear from the blood. Not only RF, but also
ANF, apositive Wassermann reaction, thyroid auto-antibodies and
lupus erythymatosus cells may al so be present in the sera of ahigh
proportion of cases of leprosy asaresponseto theinfection. RF with
autoantibodies occurs, however, in high concentration comparableto
that in RA in chronic infectionswith many protozoa, including ma-
larig, trypanosomiasis, kal azar visceral leishmaniasis, anoebiasisand
giardiasis, as an antibody response to the antigens in the infecting
organisms. In theimmigrant and indigenous popul ation of Uganda
therearefound ahigh titre of malarial antibodiesand high levels of
IgM, RF and circul ating autoantibodiesto heart, thyroid and gastric
parietal cells. Thelevelsof thelatter and of RF arerelated to that of
themalarial antibody titre. The blood changesgradually disappear on
treatment with antimalarial (antiprotozoal) drugs. Such observations
make it difficult to believe that such serum changesin RD and Al
diseases are anything other than dueto an infection, probably proto-

zoal, and the lymphocytic and serum changes are reactions to the
infection. They are certainly not due to bacterial or mycoplasmal
infection, since antibiotics have no effect on RD and there is no
evidence of aviral aetiology of thiscondition. Moreover, thefailure
of lymphophoresis or lymphoplasmophoresisto produce benefit or
nothing more than temporary improvement in cases of RD or SLE
(Denman 1981) and of cytotoxic or immunosuppressive drugs to
cure the condition points to the fact that the cellular and humoral
reactionsare not the cause of the disease, but result from some other
phenomenon, which could well beachronicinfection. Glynn (1968)
postul ated an unknown chronic antigenic stimulation asthe cause of
RD and thistheory dominates present thinking, though the antigens
concerned are unidentified.
The effect of certain antiprotozoal drugs on active
rheumatoid disease and related conditions.

The author and his colleagues in USA, South Africa, New
Zealand and Holland have shown in over 16,000 casesthat, if the 5-
nitroimidazol e drugs, metronidazole and its analogues, tinidazole,
ornidazole or nimorazole in 2 gram doses on two successive days
weekly for 6 weeks, furazolidone (100 mgms. four timesdaily for a
week), alopurinol (300 mgms. three times daily for 10 days),
POTABA (postassium p-aminobenzoate) (2 grams six times daily
for 30 days) or rifampicin (600 mgms. daily for two months) or
isoniazide (300 mgms. daily for six weeks) or rifampicin and iso-
niazid together (asin treatment of tuberculosis) are administered to
casesof active, classical, definite or probable RD or itsextra-articular
manifestations, they alwaysinduce an Herxheimer reaction, that isa
transitory, sometimes severe, exaggeration of the inflammatory
changesaround thejointsand el sewhere, and often in the appearance
of rheumatoid inflammatory lesions in any part of the body not
previoudy affected. Thismay beaccompanied by influenza-like symp-
toms, sweating, shivering, pyrexia, headache, lymphadenopathy, rise
in ESR and blood eosinophilia. Thesereactionsgradually diedown,
when al evidence of disease activity usually disappears. Such a
reaction, first described by Herxheimer and Krause (1902) when
cases of syphilisweretreated with mercury or salvarsan, a so occurs
in casesof syphilistreated with penicillinand in other diseasesdueto
organisms more complex than bacteria when drugs which kill the
causative organism in the tissues are administered, such as diethyl-
carbamazinein filariasis cases or oxamiquinein schistosomatosis It
isdueto theliberation into the tissues of irritant and antigenic sub-
stancesfrom the dying causative organisms. Thisreaction in cases of
active RD treated with the above substances has been confirmed in
various countries, notably USA, S. Africa, Holland, France, Ger-
many, Australia and New Zealand. It is not observed in healthy
persons or cases of viral disease so treated or in RD cases given
antibiotics. Rifampicin andisoniazid together produce an Herxheimer
reaction more quickly and markedly than either drug alone asthey do
in giving apositiveresponseto treatment in tuberculosis.

Moreover, in 20 early casesof active RA accompanied by knee
effusions the author showed that draining off some of the intra-
articular fluid from one knee and replacing it with 100 mis. of a
solution of metronidazolein the strength of 500 mgms. to 100 mis. of
saline on two or three occasions at weekly intervalsusually causesa
mildlocal reaction followed by arapid easing of pain, absorption of
the pre-existing effusion and disappearance of signsof inflammation
lasting usually five years or more. The untreated knee remained
unchanged. If salinewas used instead of metronidazole, noimprove-
ment inthe knee condition occurred. Similar resultswere obtained by
weekly intra-articular injectioninto the knee of 500 mgms. of rifampi-
cin SV, closely related to rifampicin (Carusa, Montrone, Fumagalli et
al. 1982). In 30 cases with persistent knee effusions alocal inflam-
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matory reaction followed by complete absorption of fluid and disap-
pearance of inflammation of the knee and an impressive general
clinical improvement lasting over five years was found to occur.
Saline injections had no such effect. Such observations show that
organismswithin the tissues of the knee sensitive to metronidazole
and rifampicin SV are certainly responsiblefor thelesionsin RD.
The occurrence of the Herxheimer reactionin RD, including its
extra-articular and Al lesions, with the above drugsishighly signifi-
cant. Below it will be shown that al of these have antiprotozoal
properties and the inducement of this inflammatory reaction in the
above conditionsfollowed by disappearance of evidence of inflam-
mation when given orally or by intra-articular injection must indicate
the presence in the affected tissues of a causative organism more
complex than abacterium, possibly aprotozoon. Thisisthe source of
the postul ated causative chronic antigenic stimulation in these dis-
eases. Rifampicin and isoniazid separately or together in vitro kill
myco-bacteriaand are used inthe treatment of activetuberculosisbut
they are aso effective in killing free-living amoebae both in vitro
together and separately, thus proving the organismal causation of
RD. Such an Herxheimer reaction in any disease causes difficultiesin
the application of a double blind trial when substances which pro-
duceit areinvestigated. Sincethe above drugsincrease rheumatoid
inflammation none of them can have anti-inflammatory propertiesin
vivo. By administration of these drugs sometimesin repeated courses
to casesof RD after the Herxheimer reaction dies down evidence of
disease activity usually completely disappears in both joints and
extraarticular tissuesand after avariableinterval of 4-6 monthsim-
munoglobulins and ESR gradually return to normal. RF becomes
negative and autoantibodies disappear. This contrastswith the effect
of repeated lymphophoresis of lymphoplasmophoresis, which may
or may not cause some temporary improvement in cases of RD
(Denman 1980) and of the failure of cytotoxic or immunosuppres-
sive drugsto cure RD. Such procedures do not removethe causative
agent of the disease. If the joint cartilage or bones are affected, the
above drugs naturally produce no improvement in the deformity or
pain caused by movement, though thejoints are no longer inflamed.
Cases of fastiitis, which is afeature of many cases of RD, showed
dramaticimprovement after oral administration of cimetidine, which
consists of an imidazole ring with a cyanoguanidine side chain
(Solomon, Barland, Rifkin, 1982). Theresponse of casesto these
drugsis often inhibited by long continued previous treatment
with gold injections, penicillamine or corticosteroids. Since
antiprotozoal drugscompletely inactivateand abolish therheu-
matoid processand, in fact, curethe disease or prevent itsfur-
ther progress, it isboth pointlessand impossibleto useadouble
blind trial with aplaceboto evaluatetheir activity. Doubleblind
trials were never used to evaluate the curative properties of
sulphonamides and penicillin in infections nor diethylcarbam-
azinein filariasis. When many drugscurativeto any diseaseare
given to patientswith thisparticular disease, their curative ef-
fect becomes so obvious that no double blind trial isrequired
and it issurely unethical todeny a curefrom apatient suffering
from thisparticular diseasewhen itscureisavailable. Thisison
all fourswith the present furious debate on the ethics of carry-
ing out double blind trials with vitamin A given to pregnant
mothers at high risk for neural tube defects in which many
doctorsmaintain that substances of proven benefit being with-
held from patientsat risk amountsto medical negligence. This
appliesto RD when the agony can be rapidly brought to a halt
with thegiving of antiprotozoal drugs. I n theprogramme* Doc-
tors Dilemmas” featured on British Broadcasting Company
Television on February 8th, 1983, it was stated by distinguished

physiciansthat once one drug treatment has been shown to be
superior in any disease, the others should be abandoned. The
antiprotozoal drugs mentioned above fall into the former cat-
egory and only this group of drugs should be continued to be
used in the treatment of RD. Double blind trials are useful in
comparing non-curative drugs in certain diseases, such as
anti-inflammatory drugsin RD, but not in comparing curative
and non-cur ative.

Reference has been made aboveto the overlap and gradation of
RD with SLE, scleroderma, dermatomyositisand polyarteritisnodosa
and the conclusion that they all appear to have the same causation. If
thisisso, thenit would be expected that the above drugswould have
asimilar effect on these associated conditionsto that on RD. It was
found that administration of the 5-nitroimidazole drugsin the same
dosage as for RD to cases of SLE resulted in exaggeration of the
arthropathic effect, anincreasein the ESR, ANF and RF titrein the
blood and transient increase in the immunoglobulins followed by
improvement in thearthropathy and fall inthe ESR and other param-
etersof theblood after aperiod of 6-8 weeksin-all of the 12 casesin
which the antiamoebic treatment was used. In cases of dermato-
myositisor polymyositisthe abovetreatment resulted in acompl ete
cure of the disease in the 8 cases in which it was used. This corre-
sponds with the records of the National Academy of Sciences, Na-
tional Research Council (Physician Desk Reference 36 Ed., 1982,
Oradell, N.J.) who found that POTABA was curative for both der-
matomyositisand scleroderma.

Free-living asdistinct from parasitic amoebae.

Numerous species of free-living amoebaeareknowninal parts
of the world (Wyburn-Mason 1978). Most fall into two genera,
Acanthamoebae and Naegleria, and some are pathogenic to man and
animals. They arefound on the surface soil preferring warm, moist
conditionsand proliferatein warm stagnant pools and the bottom of
rivers and lakes, particularly around the entry sites of warm efflu-
ents. They have been found in the domestic water supply, in human
and other animal faeces and in unpasteurized milk. Pathogenic
free-living amoebae arereadily isolated from chlorinated swimming
pools, potablewater, river mud, sewage, lifel essdesert sand, marine
mud and human nasal and throat cavities. They may contain acid-fast
structures (Jadin 1978, Lastovica 1980). They have been recovered
from the faeces of the black duck, the alimentary tract of the clawed
toad in South Africa(Lastovica1980), in marinefishesinthe Mexi-
can Gulf where they occur inthe gut, branchial mucus and skin and
may beimplicated in mortalities (Overstreet, 1978). They often con-
taminate tissue cultures. In inimical conditions they form hollow
spherical cysts, which are presentintheair in most partsof theworld
and can easily be found on agar plates exposed to air. Such cystsdo
not occur in animal lesions dueto Naegleria, but only inthose dueto
Acanthamoebae. The cysts havefenestrationsin their wallsthrough
which small amounts of the amoebic cytoplasm can escape and form
tiny amoebae which can grow to full sizein appropriate conditions.
Many pathogenic free-living amoebae prefer warm surroundings
and they tend to migrate from cool environmentsto body temperature
or upto 43° C (Lastovica1980), aproperty known asthermotropism
(Wyburn-Mason 1978).

All terrestrial animals and plants and those inhabiting fresh
water and the sea live in a world surrounded by many species of
free-living amoebae, which certainly passinto the mammalian respi-
ratory passages as cysts or trophozoites and must also present as
trophozoitesin the gastrointestinal tract of many animals, including
man, since they are found in their faeces. As the organisms are
motile, it would be unreasonable to suppose that, once they had
entered the orifices of man or other warm-blooded animals, they

4



Medical data is for informational purposes only. You should always consult your family physician, or one of our referral physicians prior to treatment.

would not migrate under thermotropic influences into the warmer
body tissues. Since amoebae may proveto be either nonpathogenic
or pathogenic to animal's, the same must also apply should the organ-
ismsreach human tissues. “ The discovery that free-living protozoa
arenot purely nonpathogenic, but are ableto infect man and animals
hasrevol utionized the very concept of parasitology” (Lancet Edito-
rial 1977).
Human free-living amoebic infection.

Recently it has been shown (Cursons, Brown and Peys 1977)
that the seraof all humans, including that of the cord blood, contain
antibodiesto Acanthamoebae or Naegleria, indicating UNIVERSAL
present or past infection of man and possibly thefoetal tissueswith
these organisms, the last being viathe placenta. The organisms are
not necessarily pathogenic. Textbooks on protozoology state that
“unspecific types of amoebae have beenisolated from every tissuein
thebody” (Craig and Faust 1970) or “thereishardly an organinthe
body from which somebody has not obtained amoebag” (Dobell
1919). A few cases of lesions due to pathogenic species of such
organisms have been described in plants, lower organismsand man,
in particular amoebic meningoencephalitis (Carter 1972) andinfec-
tion of the eye and ear (Nagington, Watson and Playfair 1974,
Lastovica1980).

In 1922 the eminent protozool ogists, Kofoid and Swezy (19223,
b) reported the presencein the bone marrow in cases of RD without
dysentery of an amoeba originally thought to be E. histolytica, but
later a free-living amoeba, distinguished from human cells by its
mitotic processes and which contained only 6 chromosomes as com-
pared with the normal 46 of human cells. It showed asingle blunted
pseudopodium and numerous vacuoles. They suggested an
aetiological relationship between theinfection and the arthritic pro-
cess. In numerousrecent publications -- the author (Wyburn-Mason
1964, 1978, 1979, b, ¢) has shown that, using the property of
thermotropism, free-living amoebage, pathogenic or non-pathogenic,
can be made to migrate in varying numbers out of human tissues,
including those of the newborn and foetus. They arefound especially
inall theaffected tissues of patientswith RD, in extra-articular tissue:
affected by Al disease, in al malignant tumours, in the CNS of
normal patientsand those suffering from multiple sclerosis(MS) in
normal mammalian and human faeces, in uncooked butcher’s meat
and in surface soil. They may be recovered in small number; from
some tissues of apparently health humans, when they are presum-
ably of non-pathogenic nature. They appear identica with thosefound
by Kofoid and Swezy except that they are medium to dark brownin
colour. These findings have been confirmed in |aboratoriesin vari-
ous parts of theworld, including VVanderbilt University, USA (J. W.
Overstreet 111, now Associate Professor of Anatomy, Obstetrics
and Gynaecology, University of California), the Oncological Re-
search Ingtitute, Bratislava Czechoslovakia (M. Uhrinova and A.
Kwasnicka) and in this country (U.K.). Thefirst named worker has
reported that they may contain acid-fast organisms or particles as
described by Jadin (1979)* . That these organismsare, in fact, free-
living amoebaeis shown by the observation referred tointheauthor’s
original monograph (1978) that, if metallic copper is present in the
apparatus (Fig. 4 found in the full-textd book) used for retrieving
them from tissues. the organismsfail to migrate out into the amoeba
saline, whereas substitution of the copper gauze by zinc gauze alows
organismal migration to occur normally. This sensitivity of the or-
ganism to copper and its saltsistypical of both amoebae and algae.
Furthermore reference will be made | ater to the fact that the organ-
ismsareuniquely sensitiveto bilesalts, aproperty of all amoebaeand
thereason for thefact that in amoebi ¢ colitisthe pathol ogical changes
do not extend from thelargeto thesmall intestine, wherebilesdtsare

present and kill the organisms. These two factsindicate the amoebic
nature of the organisms obtained from RA tissue.

* Dr. P. K. Pybus and his co-workers of Pietermaritzberg- Republic of South
Africa, have recently informed me of avery simple method of isolating the organism
and the cysts from the effusion fluids of actively inflamed rheumatoid knee joints.
Using asterile needle and syringe they withdrew all the fluid from inflamed knees and
put this into a sterile screwtop bottle. They allowed this to stand and cool for a few
hours and then examined the deposit. In al cases the deposits contained groups of
typical free-living amoebic cysts identical in appearance with those in Fig. 1 of the
article by Jager and Stamm (Lancet 1972, ii, 1943) featuring the cysts of an organism
of the Naeglerial genus. The size, the fenestrated holes allowing the cytoplasm of the
cysts to escape and the varying colouration of the cysts from dark brown to light
brown, dark blue to light blue, are typical of the same cysts photographed by the
present author as being found with their trophozoites in rheumatoid disease and
cancers and photographed at Fig. 7, page 123 in the original monograph. The varia-
tion in colour found by Pybus and the author caused the latter to christen the organ-
ism, amoeba chromatosa (col oured amoeba). In addition Pybus sometimes found the
motile amoebae apparently attempting ingestion of red blood cells and sometimesin
the process of encystment. These workers remarked that these objects one would
normally dismiss as cell debris or “gubbins,” but in view of their features they are
undoubtedly small amoebae. (Pybus/Jeon later reported these to be macrophages.)

The organisms can be recovered from tissuesin spite of thefact
that they are not observed in affected tissues stained by ordinary
methods, sincethey are not numerous and look like macrophagesor
lymphocytes. Thisisafeature repeatedly observed in experimental
infectionswith free-living amoebaein laboratory animals. Thissitu-
ation in RD recalls that in symphilitic lesions until stains for the
Treponema pallidum were discovered. The organismsin RD can,
however, be demonstrated in tissue sections by immunof|uourescent-
staining using sera containing appropriate antibodies to the organ-
ismsand by studying their mitosisand chromosome content in mar-
row biopsy material.

Thediscovery of the universal presence of free-living amoebae
inall human and mammalian, including foetal tissues, coupled with
theuniversal presence of antibodiesto these organismsin theblood,
represents the basis of an entirely new concept in medicine, and in
human and animal disease.

The effect of drugs on the organismsin vitro.

The organismscan becultured in“amoebasaline’, intowhicha
culture of E. coli has been introduced. The effect of various
antiamoebic substancesin killing the organism can then be studied
by adding themto aculturein thewell of amicroscopedideor by the
method of Fulton (1970). Those which kill include one per cent
solutions of bile salts, 4-aminoquinolines, very dilute solutions of
copper sulphate, metallic copper, gold salts, emetine, dehydroemetine,
pentamidine, clotrimazole (Anderson and Jamieson 1974) and
levamisole (both of which contain an imidazole group), and in par-
ticular the 5-nitroimidazole group of drugs, including metronidazole,
tinidazole, ornidazole and nimorazole, active against awide variety
of protozoa, including amoebae; furazolidone, which containsani-
trofuran 5-atom oxazole ring related to nitroimidazoles and which
asokillsamoebag, giardiaand other protozoa; alopurind, likewise
containing a5-atom ring with two nitrogen atomsand thusrelated to
imidazole and whichisactive against el shmaniasis and other proto-
zoal diseases; and rifampicin active against free-living amoebae asan
amoebi astatic or amoebicide (Cursons 1978), mycobacteria, many
gram positive and negative bacteriaand atypical mycobacteriaand
many protozoa (Binder, Domenichini, Gothardi et a. 1971). The
closdly related rifampicin SV isactive against gram-positive bacteria,
M. tuberculosis, atypical mycobacteriaand numerous protozoa. | so-
niazid isactive against mycobacteriaand free-living amoebae. Asin
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cases of tubercul osisrifampicin and i soniazid may be given together.
POTABA isan antiamoebic drug (Dwork 1948) and isa so effective
in curing dermatomyositis and scleroderma (Review of National
Academy of Sciences National Research Council, Physicians Desk
Reference, 36th Ed., 1982, Oradell, N.J.). These diseases show ev-
ery gradation to RD as indicated previously. Many of these
antiamoebic substancesinduce aHerxheimer reaction in active RD
cases as do gold salts (Williams, Lockwood and Russell 1979) and
levamisole (Multicentre Study Group 1978), whileariseinthe blood
level of bile saltsin obstructive jaundice lessens the activity of RD
(Hench 1949). Theeffects of these antiamoebic drugson RD already
described point to the fact that pathogenic amoebae areits cause.

The other drugs which kill free-living amoebae in vitro de-
scribed above do not cause an Herxheimer reaction in vivo, but
nevertheless are effectiveininactivating or lessening the activity of
RD when given by mouth, as shown in the author’s earlier mono-
graph. These include copper sulphate 10-25 mgms. daily; bile salts
given asdehydrocholine (the devel opment of obstructivejaundicein
acaseof active RD usually resultsin lessening of RD activity (Hench
1949)); 4-aminoquinolines, such as chloroquine, dehydrochloroguine
or amodioquin well known for years as lessening or abolishing the
activity of RD; and emetine, dehydroemetine or pentamidine, all of
which inactivate RD without causing an Herxheimer reaction (see
Wyburn-Mason 1978).

Quinolinederivatives of variouskinds are commonly found to
be antiamoebic or antifungal agents. These include the 4- and 8-
aminoquinolines and the iodohydroxyquin- derivatives. Recently a
quinoline derivative known as nitroxoline (8-hydroxy
5-nitroquinoline) has been found to be a potent antiamoebic sub-
stance. The writer found that this compound given in doses of 300
mgms. twice daily for three weeks induced arapid and remarkable
disappearance of the evidence of activity infivecasesof RA without
or with causing an Herxheimer reaction. The treatment can be re-
peated at four weekly intervals. Care must be taken not to give too
large a total dose of the oxyquinoline drug for fear of inducing
neurological, in particular ophthalmological, disturbances (SMON).

Whether an antiamoebic drug causes an Herxheimer reactionin
casesof active RD appearsto depend on thedose of thedrug. 1t was
found that the above drugs which may cure the disease without
causing thereaction will all do soif giveninlarge enough doses, as
seen with 5-nitroimidazoles, bile salt derivatives or quinoline com-
pounds. Larger doses producing the reaction may be necessary to
curethediseasewhich they do more certainly and rapidly than smaller
ones.

Three almost identical cases of RD in the author’s experience
throw light on its causation. All were healthy farmers, aged 45-50
years, one in Rhodesia, one in Ontario, Canada, and one in the
Middle West of USA. Each was sitting on an open tractor pulling a
plough on adry, windy day and clouds of dry surface soil flew into
their mouths and noses. That night each slept restlessly and sweated
profusely and on waking found all their jointswere hot, swollen and
intensely painful. Movementswere almost impossible.

Their temperatures reached 40° C. Their condition improved
only very slowly over the course of the next three months when the
diagnosisof RD wasmade and in one casethe signs of scleroderma
in addition to RD appeared. The history isconsistent with an infec-
tion from something in the surface soil where .free-living amoebae
arefound.

A recent paper by Harkness, Richler and Payani et a. (1982)
has drawn attention to the 24 hour circadian rhythm of symptoms
and signsin RD being maximal between 0200-0400 hoursand mini-
mal in the afternoon. This was attributed by the authors to alterna-

tionsinimmune and inflammatory responsesin the body dependent
on aternations in circulating concentrations of steroids. Thereis,
however, a much simpler explanation. Dr. Martin Moore-Ede of
Harvard University Medical School, has shown that sleep or periods
of lessened metabolic activity alternating with periods of increased
activity, that is circadian rhythm, occursin unicellular animals and
insectsat 24 hour intervalsand the abovefindings could more readily
be explained if RD was due to an infection with aprotozoon exhib-
iting such arhythm.
Discussion as to the cause of rheumatoid and related diseases.

Al lymphocytic and humoral reactions are thus not the primary
disturbancein RD and Al diseases, but arethe responseto theinfec-
tion and itsantigens and contribute to the tissue damage. Thewhole
syndrome resembles syphilis. Waldenstrom (1963) and others state
that “if the spirocheate had not been discovered, syphilis could be
taken to be the ideal model of an Al disease. The variety of tissue
reaction antibodies, the widespread lymphocytic tissue damage and
thevasculitisare characteristic features.” RD closely resemblesthe
rheumatic manifestationsin leprosy (Lancet Editorial 1981), which
may present with an acute arthritis affecting one or a number of
joints, polymyositis, skin lesions, fever, raised ESR, etc. with in-
creasein circulating gammaglobulins and positive serological tests
for autoantibodies, RF and ANF, asin RD. Thisisanimmune com-
plex syndromewith antigen provided by disintegrating M. leprae.

Thereaction may be .precipitated by anti-leprosy drugs, areac-
tion known as Lucio’'s phenomenon, which is identical with the
Herxheimer reaction. The syndrome confirmsthe deductions made
regarding RD. Had the free-living amoebae not been isolated as
described ,above, the author’s observations prove that every tissuein
the body, even in the newborn; may contain unsuspected free-living
amoebae, whichif pathogenic, may causetissueinfiltration by lym-
phocyteswith germinal centresand often plasmacells. They arethe
source of Glynn's (1968) previously postulated unknown chronic
antigenic stimulation as the cause of RD. Since everyoneisor has
been infected with free-living amoebae, often pathogenic, why does
not everyone suffer from RD? Since RD is often familial, it seems
that the pathol ogical response to the presence of the amoebaein the
tissuesisgenetically controlled, perhaps as evidenced by their tissue
antigens.

Structures which may be affected by RD.

From astudy of theworld literature on RD and Sjogren’s syn-
dromeinthe original monograph the author (\Wyburn-Mason 1978)
showed that the extra-articular lesions may involve:

1) Any exocrine gland (exocrinopathy) often producing en-
largement and dilatation of the acini and ducts. It may involve the
lacrimal and salivary glands . (Sjogren’s syndrome, RA in minia-
ture), breast (cystic mastitis), pancreas (lymphocytic pancredtitis,
which may exhibit calcification), liver. (active chronic hepatitis, pri-
mary biliary cirrhosis), gall-bladder and bile ducts (chronic chole-
cystitis and stenosing cholangitis) and kidneys (chronic nephritis,
pydlitis).

2) Endocrine glands, including the thyroid (lymphocytic or
Hashimoto's thyroiditis), adrenals, parathyroids, thymus (with or
without myasthenia) and pituitary.

3) Polymyositis, bursitis, tenosynovitis or rheumatoid nodules
inany tissue, including meninges and cerebral choroid plexus, myas-
thenia

4) Mucosal inflammation followed by atrophy, which may
involvethegastrointestinal tract producing atrophic stomatitis, phar-
yngitis, oesophagitis, Al or atrophic gastritis or Al coeliac disease
(present in a quarter of cases of RA) and ulcerative coalitis (often
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considered to beAl) or therespiratory tract leading to atrophic rhini-
tis. Eustachian salpingitis, largynitisor bronchitis.

5) Fibrosing alevedlitis, pulmonary nodules, lung fibrosis or
pleuritis.

6) Peri-, myo- or endo-carditis.

7) Bone marrow infiltration with various disturbances of
blood formation.

8) Spondylitisinany part, including lumbar and cervical.

9) Paget’ s disease of bone.

10) Lymphadenopathy or splenomegaly with reactive lym-
phoid hyperplasia

11) Gall-bladder, extra- and intra-hepatic bile ducts.

12) Choroiditis, uveitis, retinitis, scleritis.

13) Variousskin lesions, including icthyosis, dermatitis, leu-
kodermaand melandoerma, psoriasis.

14) Fibr ositis, fasciitis (Binder, da Silva, Hazleman 1983).

15) Myelomata, car cinomata, leukaemias (ibid).

16) Parkinson’s disease (ibid).

Cervical spondylitis, lumbago and sciaticain relation to RD.

Rheumatoid infection hasbeen seento involveall body tissues,
including the whole of the spine. It may show itself as neckache,
stiffness, sharp painsin the spine and occiptal headache. When the
lumbar spineis affected it may appear as lumbago and/or sciatica
forming part of the general disease. Radiologically the manifesta-
tionsinthe cervical regionsarethose of lossof lordosisand interver-
tebral spaces and degrees of spondylitis varying from minimal to
severe. Inthelumbar region radiographs may show no abnormality.
Treatment of the disease by antiprotozoal drugs may cause an
Herxheimer reaction with markedincreaseinthe cervical pain, which
extends down one or both armswith paraesthesiaein the peripheries
and restriction of movement of the cervical spine. Inthe case of the
lumbar spine even in the absence of radiological changes such treat-
ment may cause lumbago and/or sciaticaof varying severity. In either
casethe symptomsare transient and disappear after aweek or more
as do the other manifestations of RD.

Patients of any age may devel op lumbago and/or sciaticainthe
absence of generalized evidence of RD and thiscommonly follows
bending or twisting of the lumbar spine or lifting aweight. In such
casesit isnot uncommon for x-rays of the lumbar spine to show no
evidence of disease or smply of lumbar lordosis associated with
muscle spasm. Such cases are attributed without foundation to tem-
porary herniation of thelumbar intervertebral discs, which arethought
in somemiraculousway to go into their correct place spontaneously
when the symptoms disappear. There is no sound foundation for
such atheory. The lumbago and sciaticadiffer in no way from that
which may form part of RD.

Forty cases of lumbago and sciaticawithout evidence of RD or
bony radiological changein the lumbar spineinwhom bed rest and
treatment with analgesics had failed to relieve the condition were
divided into two groups and 20 were treated in adouble blind trial
either with 2 gram doses of metronidazole on two successive eve-
ningsor with aplacebo in the same manner, the patientsremainingin
bed. In al the cases treated with the 5-nitroimidazole drug there
occurred severe sweating and influenza-like symptomswithin afew
hoursfollowed by atransient increasein thelumbar or sciatic pains
lasting for 2-3 days and then rapid and compl ete di sappearance of all
symptoms. Thiswas often accompanied by ashort lived arthropathy
of somejoint or tensynovitistypical of rheumatoid infection. Inthe
20 control cases treated with a placebo no change in symptoms
occurred during thefirst week. In cases of lumbago and sciaticawith
radiological changesof disc degeneration, whether accompanied by
manifestations of RD or not, a similar increase in the lumbar and

sciatic pain occurs usually followed by considerableimprovement in
thelumbar aching and often in the sciatic pain, but without complete
clearance of symptoms.

In cases of pain and stiffness in the neck with or without in-
volvement of the brachial and cervical nerve roots giving rise to
headache, neck stiffness and painsin the upper limbs and, whether
x-rays reveal mild or severe changes, treatment as for lumbago or
sciatica usualy resultsinasimilar generdized reaction with
sweating and general malaise and increasein symptomsfor 2-3 days
usually followed by dramatic disappearance of all manifestations of
disease, including neck stiffness, headache and painsand paresthesiae
in the upper limbs. This treatment has been adopted as routine for
cases of cervical and lumbar spondylitis.

Frozen shoulder.

Thiscondition hasbeen variously attributed to capsulitis of the
shoulder joint, to acromid bursitisor tendinitis of therotator muscles
in contact with thejoint capsule. No definite causation has, however,
been decided on. The condition begins with pain and limitation of
movement of thejoint which eventually progressesto compl ete anky-
losis. Whilethis condition can occur aone, it not infrequently forms
part of generalized RD and presumably arisesfrom asimilar agtiol-
ogy. Thisbeing so, theauthor hastreated all of thelast 45 successive
cases of the disease asfor RD, usually with metronidazole 2 grams
on two successive evenings. Thisresultsin an Herxheimer reaction
with acute sweating coming on within afew hoursof thefirst dose of
tablets followed by increased shoulder pain and occasionally by
transient arthropathy in one or more other joints. The pain lastsfor
3-5 daysand then completely disappears and the movements of the
jointsrapidly become normal in extent. Within two weeks no signs
,of the shoulder diseaseremain.

Ankylosing spondylitis (AS).

AS is an inflammatory arthritis of the spine, amost always
involving the sacrailiacjointsand lesscommonly the peripheral joints
effecting predominently young men in the third decade. It is often
sdlf limiting. Itscauseisunknown. It may proceed to rigid arthritis of
the whole spine or be accompanied by iritis, ulcerative colitis, re-
giond ileitisand by endocarditisor rheumatoid nodules. It may present
in childhood asjuvenile RD. Occasionally. iritismay bethe present-
ing symptom. It causes pain and rigidity of the spine and sacroiliac
joints. In some casesthereisafamily history of RD or it may occur
in siblings. Aswith RD, psoriasis may be a feature of the disease.
The costovertebral joints are generally affected and the hip joint
frequently. Aortitis and myocarditis, atlanto-axia subluxation and
amyloid disease may occur asin RD. The ESR is usualy raised.
There may be a mild hypochromic anaemia, but the serum RF is
consistently negative, whiletheHLA B27 tissue antigensare almost
aways positive. Pathologically the changes in the spine are very
similar to those in RD, but bony ankylosis is much more frequent
thanin RD andinvolvement of thediscsisanimportant feature. Parts
of thevertebral bodiesarereplaced by vascular fibroustissue accom-
panied by ossification which appearsto affect in particul ar the outer
fibres of the annulusfibrosus. Bilateral sacrailiitisis mandatory for
the diagnosis (Mason 1969).

The agtiology is unknown, though genital infection was once
considered important. It isuncertain whether the conditionisrelated
to Reiter’s disease. The author has observed the case of agirl of 21
years who had Still’s disease at the age of 10 years clearing up
spontaneously after 1-1/ 2 yearsto be followed by Raynaud’'s dis-
ease and. continued pain between the shoul der blades, especially on
jolting, and the development of ulcerative colitisand AS. Her sister
suffered from RD and ulcerative colitisasdid her mother and grand-
father. Such casesand the prevalence of thetissueantigen HLA B27
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gene in most cases, the association with colitis, iritis, carditis and
psoriasisclosely resemble the same associationswhich occur in RD.
In some cases the joints of the arms and legs may be as severely
affected asinthelatter disease: The only factorsclearly distinguish-
ing the disease from RD are negative serum RF and the presence of
the specific tissue antibody. No treatment has any appreciabl e effect
inthe disease, either in the symptoms or progress.

The author found that free-living amoebae indistinguishable
from those in RD and other diseases were present in the tissues of
casesof thisdisease. Inthetreatment of 10 caseswith anti-free-living
amoebic drugs very satisfactory relief of pain and increase in the
mobility of the spine occurred in those areas where x-rays did not
show fusion of the vertebrae. Thiswas most marked in the cervical
region where movement returned to normal and pain disappearedin
all of the 10 cases. Flexion of the spineimproved intheless advanced
cases and the patient was able to touch histoes again in 4 of the 10
cases. Chest and back pain on breathing disappeared. When colonic
symptoms were present these cleared up on the course of 6 weeks
treatment with metronidazol e or tinidazole and the ESR fell to nor-
mal. Treatment was continued by two successive daily doses of a
5-nitroimidazole every six monthsandin no casewasfurther progress
of the disease noted over 5 years observation. Such results suggest
that ASisdueto aprotozoa infection resembling but differing from
that causing RD or the same organism in a genetically different
individual.

The effect of anti-free-living amoebic drugson
certain skin lesionsassociated with RD.

Apart from psoriatic arthropathy psoriasis appears to be more
frequently associated with RD than non-arthritic subjects. It may
also accompany AS. In the course of treatment of either RD or AS
accompanied by psoriasis with antiamoebic drugsit was regularly
found that with the successful inactivation of theinfection the psori-
atic lesionsdisappeared leaving no trace of their previous presence.
Inacase of RD with severe psoriasisinvolving the nails present for
morethan 20 yearstreated by acolleague with asingleweekly dose
of metronidazole, 2 grams over 6 months, even the psoriasis of the
nails disappeared in company with that of therest of the skin.

Acquired ichthyosis of the skinisacommon manifestation of
RD and it wasregularly found that successful treatment of the latter
with antiamoebic drugs resulted in a disappearance of the skin le-
sions. Ichthyosisis not infrequently observed in infancy, so-called
congenital ichthyosis, in the absence of other manifestationsof rheu-
matoid infection. The condition may. persist into adulthood. In 5
casesin which this condition was present in otherwise healthy sub-
jectsthey weretreated with metronidazol e or tinidazole, 2 gramson
two successive evenings each week. Thisproduced amild Herxhelmer
reaction with sweating and general malaise and mild joint pains. In
the next few daysthese symptoms disappeared and at the end of 2-3
monthsthe skin lesions were no longer present, indicating the con-
genital form of the skin diseaseisidentical in nature with that associ-
ated with RD and resultsfrom transplacental infection of thefoetus
and embryo.

Subcutaneous nodules.

Subcutaneous rheumatoid nodul es occur in some 20 per cent of
RD patientsand sometimeswith AS. They occur especialy at points
of pressure, but also in the viscera, such as the pericardium, at the
base of the heart valves, pleura, meninges, lung tissueand eveninthe
choroid plexus of the brain. They may be up to 3 cms. in diameter,
single or multiple. The centres are formed of necrotic and disorga-
nized connective tissue, among which are intact fragments of col-
lagen, fibrin and cell debris. Around this zone histiocytes are ar-
rangedinaradial pallisade. Giant cellsarerare. The granulomatous

nodul es resembl e granuloma annulare microscopically and are su-
perficialy like tuberculous or microcytic granulomata, sarcoid and
parasiticinfestations. Their structure pointsstrongly to theinfective
nature of RD by some organisms more complex than a bacterium.
Treatment with anti-free-living amoebic drugsfor asufficiently long
period was found eventually to cause their disappearance without
trace, againindicating theinfective nature of RD.
Coeliac Disease

In the author’s original monograph it was shown that coeliac
disease appears to be Al in nature and related to RD, in which it
occursin about 25 per cent of cases. Coeliac disease may occur in
siblingsand -- be associated with various other manifestations of Al
disease, including ulcerative calitis. It istypified by subtotal villus
atrophy of themucosaof thesmall intestine beginning at thejgjunum
and extending distally. Symptomatically itismanifested by afailure
of absorption of the products of thefood stuffsin the small intestine,
by weight loss and fatty vertebrae. This was most marked in the
cervical region where movement returned to normal and pain disap-
pearedinall of the 10 cases. Flexion of the spineimproved intheless
advanced casesand the patient was ableto touch histoesagainin 4 of
the 10 cases. Chest and back pain on breathing disappeared. When
colonic symptoms were present these cleared up on the course of 6
weekstreatment with metronidazol e or tinidazole and the ESR fell to
normal. Treatment was continued by two successive daily dosesof a
5-nitroimidazole every six monthsandin no casewasfurther progress
of the disease noted over 5 years observation. Such results suggest
that ASisdueto aprotozoal infection resembling but differing from
that causing RD or the same organism in a genetically different
individual.

Theeffect of anti-free-living amoebic drugs
on certain skin lesions associated with RD.

Apart from psoriatic arthropathy psoriasis appears to be more
frequently associated with RD than non-arthritic subjects. It may
also accompany AS. In the course of treatment of either RD or AS
accompanied by psoriasis with antiamoebic drugs it was regularly
found that with the successful inactivation of theinfection the psori-
atic lesionsdisappeared |eaving no trace of their previous presence.
Inacase of RD with severe psoriasisinvolving the nail s present for
morethan 20 yearstreated by acolleague with asingle weekly dose
of metronidazole, 2 grams over 6 months, even the psoriasis of the
nails disappeared in company with that of the rest of the skin.

Acquired ichthyosis of the skin isacommon manifestation of
RD and it wasregularly found that successful treatment of thelatter
with antiamoebic drugs resulted in a disappearance of the skin le-
sions. Ichthyosisis not infrequently observed in infancy, so-called
congenital ichthyosis, in the absence of other manifestations of rheu-
matoid infection. The condition may persist into adulthood. In 5
casesin which this condition was present in otherwise healthy sub-
jectsthey weretreated with metronidazole or tinidazole, 2 gramson
two successive evenings each week. This produced amild diarrhoea
and amarked tendency for the development of lymphomaand adeno-
carcinomaof thesmall intestine, of other parts of the gastrointestinal
tract and of other tissues. The symptoms are usually controlled by
taking agluten-free diet which resultsin disappearance of the symp-
toms and by a degree of return to normality of the intestinal mucus
membrane, though thisisrarely complete. Ceasing to take the diet
results in a return of symptoms and atrophy of the mucosa either
rapidly or after avariable period. The onset of the disease may occur
before the age of oneyear or in adult life.

Inten caseswith onset at varying periods and varying severity,
which had responded to a gluten-free diet and were symptomless,
jejunal mucosal biopsy showed anincompletereturnto normal of the
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mucosa. In all casesthe patients were treated with aweekly dose of
2 grams of either metronidazole or tinidazole for two months. This
was followed by short-lived central abdominal aching and some-
times by atransient arthropathy of the shoulders or knees with the
first 2-3 drug doses. The biopsy was repeated at the end of the
course. In all cases it was found that the mucosa had returned to
complete normality. The patient was ableto give up the dietary treat-
ment. It appearsthat the small intestinal changesare part of those of
RD. After six monthswithout diet or drug treatment, though symp-
toms had not returned, repeat biopsy showed apartial return of small
intestinal villusatrophy.
Ulcerativecolitis.

Ulcerative colitisiscommonly regarded asan Al diseaseandis
not infrequently associated with RD or can occur in familiesexhibit-
ing a number of members with ulcerative calitis, RD or AS. The
symptomsof ulcerative colitis may be preceded by an arthropathy of
thedistal interphal anged jointsof thefingersand toesand sometimes
showsapositive RFin the serum. In other casesthe interphalangeal
arthropathy may not appear until an appreciabl e period after the gut
damage. The colonic mucosashows evidence of inflammation with
collectionsof lymphocytes, plasmacellsand haemorrhageswith loss
of the mucosal epithelium. The cause of the disease has been un-
known, but evidence adduced in the author’s preceding monograph
indicatesthe Al nature of the condition and that it tendsto occur in
subjects exhibiting certain tissue antigens. The author treated 15
cases of ulcerative colitis with arthropathy whose symptoms were
partially controlled with prednisolone and salazopyrin in spite of
which they were subject to frequent bloody stools, abdominal pain
and weight loss. The ages varied from 20-42 years and diagnosis
was accomplished by sigmoidoscopy, biopsy and barium enema.
Thedistal arthropathy has been present for from 3-5 years.

The patientswere treated with weekly doses on two successive
daysof 2 gramsof a5-nitroimidazole drug for 8 weeks. After each of
the dosesthere occurred central lower abdominal aching painlasting
for 2-5 days. After thefirst week diarrhoeaand bleeding ceased and
the arthropathic pain and the signs of inflammation of theinterpha-
langeal joints died down completely, thejoints becoming cool with
full movements. At the end of 8 weekstheintestinal symptoms had
disappeared, normal weight was regained, the colon was no longer
tender on pressure and the patient could now take anormal diet and
was ableto give up the prednisol one and salazopyrin. Depending on
the period for which the arthropathy had been present, so the defor-
mity remaining at the distal interphalangeal joints persisted. The pa-
tientswerewatched for 2-3 yearswithout areturn of symptomsand
at the end of thistime sigmoidoscopy showed anormal appearance
and arepeat barium enemawasnormal. These considerationsand the
associations of the disease with other manifestations of RD show its
nature to be the same asthat of RD.

Chronic Cholecystitis and Proegressive Sclerosing Cholangitis.

In Chapter 11 (xiv page 41) in the author’soriginal monograph
it was pointed out that in cholecystitis uncomplicated by bacterial
infection and gall-stonesthewall of the gallbladder showsthetypical
changes of Al disease and RD. Attention was called to the observa-
tion that cholecystitiswas frequently associated with other manifes-
tations, such as rheumatoid and Al diseases, including ulcerative
colitis, coeliac disease, chronic active hepatitisand biliary cirrhosis,
all Al diseases. The changes in the walls of the gallbladder may
extend into the bile ducts, both extrahepatic and intrahepatic, produc-
ing the changes of sclerosing cholangitis and cholangiocarcinoma.
Descramps, Gillian, Van Heuverswyn et al. (1977) described sucha
case showing ulcerative colitis, cholecystitis and progressive scle-
rosing cholangitis. This patient, amale aged 35 years, underwent a

cholecystectomy, but after a period devel oped obstructive jaundice
an operation was undertaken for dilatation of the sclerosed bile ducts
with disappearance of thejaundice which, however, recurred after an
interval of two years, with pyrexia an operation was again under-
taken with relief of the pyrexiaand obstructivejaundice. After thishe
came under the author’s care and he developed a third attack of
pyrexia obstructivejaundice. Onthebasisthat the changesinthebile
ductswere similar in nature to those in the well of the gall-bladder
and Al in naturethe patient wastreated with metronidazole 2 grams
on two successive evenings weekly for 6 weeks. This resulted in
epigastric pain, severe sweating, afurther riseintemperatureto 101°
F and then after the third dose of metronidazolethe pain, pyrexiaand
jaundice slowly disappeared and did not recur during therest of the
course of treatment. He was a Belgian who migrated to New En-
gland, USA, and when last heard of three years after the course of
treatment he remained quite symptomless. His symptoms of ulcer-
ative colitishad al so completley cleared with the antiamoebic drugs.
He gained 10.9 kilograms in weight. This case is of considerable
importancein that it provesthat the mucosa of the gall-bladder and
bile ducts may beinfected with free-living amoebae and approprriate
drugswill curethedisease.
The Effect of Anti-Free-Living Amoebic Drugson
Iritis, Uveitisand Choroiditis.

Iritis, uveitisand choroiditis are common features of RD. They
may bebilateral, recurrent and often precede other symptomsof RD
and AS by many years, or they may recur at any time during the
courseof the generalized disease. Not infrequently they may occur in
the absence of symptoms of rheumatoid or Al diseaseswhich never
appear throughout life.

Intreatment of casesof RD without involvement of the eyewith
anti-free-living amoebic drugs it was occasionally found that the
Herxheimer reaction was complicated by the development of tran-
sient iritis, uveitis or choroidits which healed as the Herxheimer
reaction died down, indicating that the inflammatory changesinthe
eye are due to the presence there of causative free-living amoebae.
Thisled theauthor to consider the possibility of treating these affec-
tionsof the eye occurring in the absence of any other evidence of RD
with anti-free-living amoebic drugs. In 11 such casesthe patientsin
the active stage of inflammation weretreated with metronidazolein
the same dosage and manner asfor generalized RD. In all casesthis
resulted in an exaggeration of theinflammation of the eye over the
course of 2-3 weeks and this was treated by the administration of
cortisone dropstwo hourly. Thetreated caseswere compared with a
similar number given only cortisone drops. It was found that the
inflammatory changesin the casestreated by the antiamoebic drugs
died down completely and during follow up of 5 yearstherewasno
recurrence, whereas in the control cases all showed recurrence in
from six months onwardsindicating that theseinflammatory lesions
of theeye occurring inthe absence of symptomsand signsof RD are,
in fact, local manifestations of free-living amoebic infections. Pri-
mary malignant disease of the eyeisfrequently preceded by recurrent
attacksof iritis, uveitisor choroiditis.

The Effect of Anti-Free-Living Amoebic Drugson the

Parotid Gland In Sggren’s Syndrome

In casesof RD not infrequently there occursapainlessswelling
of one or both parotid glands without any change in the amount of
salivary secretion, but eventually thisdiminishesor disappears. On
the other hand in RD the salivary secretion may |essen or disappear
without previous swelling of the parotid gland. Thismay, of course,
be accompanied by diminution or disappearance of lacrimal secre-
tion. Theauthor found that in the former caseaswollen parotid gland
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would disappear within one or two daysif an antiamoebic drug, such
aschloroquine 250 mgmes. daily was administered for 1-2 weeksand
did not recur. When §ogren’s syndromeis present aspart of RD and
anti-free-living amoebic drugs areadministered it wasfound in some
early casesthat the parotid gland became painful and tender aspart of
the Herxheimer reaction and that within a period of 3-4 weeksthe
salivary and lacrimal secretions returned and any swelling of the
parotid gland induced by treatment disappeared.
The Effect of Anti-Free-Living Amoebic Drugson
Hashimoto's Thyroiditis.

Intheauthor’smonograph of 1978 it wasshown that if apatient
with thyroid swelling due to proven Hashimoto’s thyroiditis with
hyperthyroidism and ahigh titre of serum thyroid autoantibodiesis
treated with an anti-free-living amoebic drug the swelling usually
disappears, the patient becomes euthyroid and the serum autoanti-
bodies decrease in titre and eventually disappear. A repeat
needle-biopsy of the gland showsthat the structure of the gland has
often returned to normal.

Trigeminal Neuralgia.

It was observed that in a small minority of 6000 rheumatoid
patients, who had never suffered from trigeminal neuralgia previ-
ously, at the height of the Herxheimer reaction they devel oped typical
trigemina neuragia, usually unilaterally and affecting oneor al three
branches of the trigeminal nerve, lasting over aweek or more and
disappearing as the general reaction died down. This suggests that
trigeminal neuralgiaisamanifestation of RD involving thetrigemi-
nal root ganglion.

Theobviousnext step wasto treat cases of longstanding trigemi-
nal neuralgianot responding to carbamazine, phenytoin, gelsemium
or analgesicswith anti-free-living amoebic drugs. Metronidazole or
tinidazole in doses of 2 grams on two successive daysweekly for 6
weeks, furazolidone 100 mgms. four times a day for 7 days, or
allopurinol 300 mgms. threetimesdaily for two weekswere admin-
istered to cases of long-standing trigeminal neuralgiain a double
blindtrial. The previousantineuralgic drugswere discontinued. Six
cases were treated with each of the three anti-free-living amoebic
drugsand six matching caseswith aplacebo. The age of the patients
treated with antiamoebic drugs varied from 45-66 years, 9 being
male and 9 female. There was nothing of significance in the past
history and no correlation with multiple sclerosis. It wasfound that
similar resultsoccurred with all three anti-free-living amoebic drugs.
Onthe second day of administration of metronidazole, tinidazole or
furazolidone in most cases there was an exacerbation of trigeminal
pain both in severity and frequency lasting up to several hoursfol-
lowed the next day by almost compl ete disappearance of pain except
for occasiona spasms which within the next few days also disap-
peared completely. Other treatment was discontinued. In the case of
allopurinol the onset of exaggeration of symptomsdid not occur until
the third or fourth day and then rapidly disappeared almost com-
pletely eventually clearing within two weeks. In none of the control
casestreated with aplacebo did any appreciable changein the sever-
ity of symptoms occur. The cases were followed for periods of two
years and during this time none had any recurrence of trigeminal
pain.

From the above arguments and the results of treatment with
anti-free-living amoebic drugsit seemsthat trigemind neuragiamust
bearesult of free-living amoebicinfection of thetrigeminal ganglion
by these organisms and is one manifestation of RD. Effective cura-
tivetreatment restsin the administration of anti-free-living amoebic
drugs.

Cysdtic Fibrosis of the Breast.

Cysticfibrosis of the breast in women isacommon condition
occurring between the ages of 15 and 55 years. Theoriginal lesionis
apainful swelling which can affect most of both breasts coming and
goinginrelationto the menstrual periods. Eventually oneor more of
theswellingsmay persistintheintermenstrua periodsand they may
becomelarger, harder and cystic. Histologically thelesions consist
of an areaof mammary glandular tissue surrounded by lymphocytes
and often plasma cells and some degree of fibrosiswhich obstructs
the ducts of the gland leading to cystic dilatation of the acini. The
lesions are commonly found in association with active RD or with
other manifestations of infection with free-living amoebae and their
size and tenderness may increase with exacerbations of rheumatoid
symptoms. Morever, amiddle-aged patient devel oping subacute or
acute RD commonly shows evidence of cystic fibrosis of the breast
or givesahistory of surgical removal of such. Treatment of RD by
antiamoebic drugs leading to an Herxheimer reaction in younger
patients may induce a severe painful generalized swelling of the
breasts|asting the length of the reaction whiletreatment of an ol der
patient with cystic mammary swellingswill cause afurther painful
swelling of the mass, which usually lessens and/or disappearswith
theHerxheimer reaction. Thisphenomenon and thetypical histology
indicatethat cystic mastitisisarheumatoid lesion of the breast tissue
comparable to that of the parotid in §ogren’s syndrome and can
usually be cured by antiamoebic drugs.

Rheumatoid Disease and Allergy.

Allergic manifestations, such as angioneurotic oedema,
hay-fever, asthmaand dermatitis, may be associated with rheumatoid
disease. In some casestreatment with anti-free-living amoebic drugs
wasfound to cure both the manifestations of RD and allergy. In other
cases the allergic phenomena were unaffected. In the former cases
theallergiesappear to exist inrelation to the amoebaethemselves. In
thelatter the allergens appear to be separate from the amoebic infec-
tion. Reference hasbeen madeto the observation that subtotal or total
villous atrophy of the small intestine occursin about 25 per cent of
casesof RD often without evidence of coeliac disease and thisdefect
isaccompanied by increased intestinal mucosal permesability, which
may or may not be present after return to normal of the mucosa
following thetaking of agluten-freediet (Cobden, Hamilton, Axon
1983). Such observations could explain the occurrence of allergic
symptomsin patientswith RD by allowing the allergensto enter the
body through the small intestinal mucosa and the findings by both
the author and various correspondents that successful treatment of
rheumatoid and coeliac diseasein association sometimes causesthe
alergic manifestationsto disappear, whilein othersit hasno effect.

Observations on the | neffectiveness of Physiotherapy
as Generally Practiced on Cases of Rheumatoid Disease.

Most rehumatol ogists advise massage, exercise and heat treat-
ment to the affected jointsin active RD. These aretheworst possible
practices. Any inflamed tissue exhibits vasodil atation |eading to heat
and increased permeability and passage of serum and inflammatory
cellsthrough the walls of the capillariesin theinflamed area. Mas-
sage, heat and exercisein the cases of jointsdilate the capillariesand
arteriolesin the affected part and will thusincrease theinflammation
and spread the causative organisms of the disease to areas around.
These practices should be avoided. If ajoint is sprained the recog-
nized treatment of the resultant inflammation is cooling and rest.
Why thenisrheumatoid inflammation treated by exactly theopposite
methods guaranteed to spread the amoebaand increase the inflamma-
tion? The part should be cooled by cold compresses (hot ice).

KNOWN CAUSES OF HUMAN CANCER
Genetic factors play a part in about ten percent of cases of
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human cancer (Lynch 1950). Inonly about 10 per cent of other cases
is the causative factor known. About 80-90 per cent of cases are
thought to be due to an unknown “environmental factor”. Recently
Doll and Peto (1982) published a book reviewing from the epide-
miological aspect the causes of human cancer. Inthisway they assign
only 2 per cent of casesto pollution and 4 per cent to occupational
hazards, including ashestos. However, they attribute an astonishing
30 per cent (25-40 per cent) of U.S. cancer deathsto tobacco and 35
per cent (10-70 per cent) to diet! Are we to accept such figures as
reasonable?Walker (1981) remarksthat controversy existsasto the
aetiology of cancer and coronary heart disease and therole of dietary
fibre and sugar in health and disease. The same body of evidence
may be analyzed by different researcherswith different conclusions
by each. Asan exampleout of all deathsfrom lung cancer intheU.S.
20 per cent occur in non-smokers. A large proportion of cancer
deaths must occur independent of smoking and life style. Such ob-
servations throw doubt on the findings of Doll and Peto.

Certain human lesionsarewell recognized aspremalignant and,
if their cause could be elucidated and removed, the possibility of
finding the aetiology and of prevention of some forms of cancer
arises.

Many premalignant conditions and Al diseases are, in fact,
extrararticular manifestationsof RD. Almost any form of cancer may
arisefrom such premalignant lesionsand collagen diseases are espe-
cialy prone to develop lymphomata and myelomatosis. A list of
some of the extra-articular tissueswhich may beinvolvedin RD has
been given above on page 6. From personal experience and a study
of the world literature on the pathology of RD and Sjogren’s syn-
drome (Wyburn-Mason 1978, Agudela et. al. 1981, Black, et. al.
1982, Binder, De SilvaHazleman 1983) it appearsthat the general -
ized infection or many of the extra-articular lesions cited show a
special liability to malignancy. Here are the more obvious:

Exocrineglands. Involvement often causesfibrosisinthe gland
and resultsin cystic dil atation of the ducts and acini.

a) Salivary and lacrimal glands (Sjogren’s syndrome)

Theformer areliableto leukaemia, local lymphomatousor car-
cinomatous change or to generalized malignant lymphoma.
Waldenstrom’s macrogl obulinaemiaor myelomatosiswith or with-
out carcinomaof any organ.

b) Breast (cystic mastitis)

Thisiswell recognized as being premalignant.

¢) Pancreas(chroniclympocytic pancr eatitis)

Thegland so affected frequently exhibitsradiologicaly visibile
cacification, whichisgenerally regarded as pathognomonic of can-
cer of theorgan.

d) Liver

The development of chronic active hepatitisor primary biliary
cirrhosistogether often precede the devel opment of benign or malig-
nant hepatoma.

Endocrine Glands

a) Thyroid (lymphocytic or Hashimoto'sthyroiditis)

This predisposesto malignant lymphomaand/or carcinomaof
thegland or Hurthle cell tumour. Thelymphomamay become gener-
alized or be associated with any form of leukaemia.

b) Adrenal

Malignant lymphoma has been reported as beginning in this
organin RD.

c¢) Parathyroid

Thisisliableto adenomatous or carcinomatous changein RD.

d) Thymus

This often exhibits hypertrophy and/or benign or malignant
tumour formation and leukaemia. The tumour may bealymphoma,
sarcoma, carcinomaor teratoma.

€) Ovary

Thisisliableto benign or malignant cystic change.

The mucosa of the respiratory or gastro intestinal tract
from themouth to theileocaecal valve producing atrophic stomatitis,
pharyngitis, oesophagitis, gastritis or coeliac disease. All are well
recognized premalignant lesions especially atrophic gastritisand co-
eliac disease, which predisposesto abdominal small intestinal malig-
nant lymphoma or carcinoma or tumours of other parts of the gas-
trointestinal tract or of other tissues. Thefield changesinthe affected
organs predispose to multiple tumoursin the affected area.

Thecolon. Thisresultsin the development of ulcerative colitis,
markedly predisposing to carcinoma, carcinoid or lymphomaof the
mucosa, eventually becoming generalized.

The lungs. Thisxesults in the development of cryptogenic
fibrosing alveolitisor of pulmonary rheumatoid nodulesor fibrosis.
Thefirst preceeds bronchial carcinomaor lymphomabeginning lo-
caly, while lung fibrosis from any cause, including RD, is often
premalignant.

The gall-bladder. This leads to the development of chronic
cholecystitisand possiblelater formation of stonesand often stenos-
ing cholangitis. Histologically there is marked proliferation of the
mucosaleading to theformation of deep cleftswhich penetrate down
to or eventhrough themuscularis, like carcinoma (Rokitansky A schoff
sinuses), and polypoid, adenomatous or malignant change may oc-
cur.

Bonemarrow. This showsthe presence of areas of lymphocytic
infiltration with germinal folliclesand plasmocytosis. Therearemany
reports of the development of these changes into those of multiple
myelomatosis or of the appearance of Waldenstrom’s
macroglobulinaemiawith theformation of malignant lymphomain
RD. Both myel omatosisand Wal denstrom’s macrogl obulinaemiamay
be accompanied by multiple carcinomatain other organsor any form
of leukaemia.

Bones. Paget’s disease not infrequently developsin RD and is
themost important factor preceding bone sarcomaof any typeinlater
lifeand may also be associated with myelomatosis.

Lymph nodes. Thisleadsto lymphadenopathy and/or splenom-
egaly in some cases of RD, the lymphoid tissue exhibiting chronic
inflammatory changes. Not infrequently these may eventually de-
velop into any form of malignant lymphoma with or without leu-
kaemia

Macroglobulinaemia. This has frequently been described as
developing in RD or §jégren’s syndrome and eventually in the ap-
pearance of malignant lymphoma.

Eyes. Recurrent uveitisor choroiditisfrequently resultinmalig-
nant melanoma.

In cases of generalized RD theinvolved bone marrow hasfre-
quently been reported as devel oping within 8-15 years multiple my-
elomatosis or macroglobulinaemiawith the formation of malignant
lymphoma and these conditions may be accompanied by multiple
carcinomatain other organs or any form of leukaemia. The changes
inthelympoid tissue of RD have repeatedly been reported asdevel -
oping into any type of lymphomawith or without leukaemia. Of the
affected exocrine glandsthe parotidisliabletolocal lymphomatous
or carcinomatous change within the gland or elsewhere theredevel-
opsgeneralized malignant lymphoma, macroglobulinaemiaor my-
elomatosiswith or without carcinomaof the organ. Cystic mastitis,
chroniclymphocytic pancrestitiswithits cal cification, chronic active
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hepatitisor primary biliary cirrhosisfrequently precede the devel op-
ment of benign or malignant tumours in the lesions, lymphocytic
thyroiditis predi sposesto malignant lymphomaand/or carcinomaof
the gland and the lymphomamay become generalized or associated
with any form of leukaemia. The hypertrophed thymus may exhibt
benign or any form of malignant tumour sometimes associated with
leukaemia. Atrophic stomatitis, pharyngitis, oesophagitisor gastritis
arewell recognized premalignant conditions and predispose to mul-
tiple tumours of the affected mucosa while coeliac disease often
precedessmall intestinal lymphomaor carcinomaor similar growths
elsawherein the gut or growths of other tissuesin asmany as 20 per
cent of cases. Ulcerative colitisiswell recognized asfrequently de-
veloping into carcinoma, lymphoma or carcinoid of the mucosa.
Fibrosing aveolitis or rheumatoid nodules in the lungs have been
reported to befollowed by abronchial carcinomaor lymphomabe-
ginning locally. Paget’s disease isthe most important factor preced-
ing any form of bone cancer inlater life or it may be associated with
myelomatosis.Dermatomyositis, frequently part of RD, often pre-
cedes by 2-19 years any lymphomatous or cancerous lesions
(Wyburn-Mason 1978).

To summarize, free-living amoebicinfectionasRD inany form
appearsto bean important environmental factor in carcinogenesis. It
may giveriseto cancersof singleor multiple affected organs exhib-
iting lymphocytesand their derivative plasmacellsin their stroma, to
any form of leukaemiaor to multiple cancersin an affected mucosal
field. The chronic amoebic antigenic stimulation must induce anti-
body formation by lymphocytes and derived plasma cells and this
may precede the appearance of any form of lymphocytic or plasma
cell proliferation and mutation leading to lymphoma, myelomatosis
or macroglobulinaemia. It hasbeen shown experimentally inanimals
(Damshek and Schwarz 1959) by organ transplants and in human
organ transplantsthat chronic antigenic stimulationisan highly sig-
nificant factor in the causation of leukaemia, malignant lymphoma
and myelomatosis. In so far as all humans, even foetuses, exhibit
such amoebic infection, this may be a factor in carcinogenesis in
subjects not showing clinical evidence of RD and even beforebirth.
Sincefreeliving amoebic infection of atissuein some subjects seems
to predispose to malignant change, it seems possible that the pres-
ence of the organism in atissue which alters the enviroment of the
tissue cells, may, if the genetic state of the tissue cellsis unstable,
result in gradual mutation of their genesor their chromosomes (Na-
ture 1982, 200, 539) to adapt to their new environment, that ismalig-
nancy - aDarwinian concept - or on the other hand the amoebic genes
may betaken into thetissue cellsand ater their metabolism.

The effect of anti-free-living amoebic drugsin cases of

myelomatosis, lymphomatosisand carcinomatosis

As pointed out by Pasteur, Koch and more recently Burrows
(1932) and others any organism introduced into the body becomes
localized in cancers and this appliesto freeliving amoebae, which, as
stated, are regularly found in human tumours, possibly causing the
lymphocytesand plasmacellsinthe stroma. In 30 casestheadminis-
tration of the above antiamoebic drugs, metronidazole, tinidazole,
allopurinal or furazolidoneto cases of myelomatosis, lymphomato-
sisand extensive malighancieswasfound to produce the same very
severe Herxheimer reaction asin RD with high pyrexia, drenching
sweats and pains in the bones. The cancerous masses swelled and
became tender. After 6-7 days the tenderness disappeared and the
mass size lessened, the sweating and pyrexiaceased, painincluding
that in bone lessened or disappeared, the appetiteimproved and the
ESR fell. Provided the treatment was repeated within 3 weeks or so
progress of the disease seemed to be halted, especially in cases of
glioma. The Herxheimer reaction following later drug courseswas

far lesssevere. Thereactionisevidently dueto the effect of thedrug
on theamoebaein thetumour.
MODE OF PREVENTION AND POSSIBLE
CURE OF SOME HUMAN CANCERS

In order to prevent certain malignant changes it would seem
that the premalignant lesions described above must be prevented.
This can be accomplished in some cases by the administration of
antiamoebi ¢ substancesto all subjectsat regular intervalsasevery
person becomesreinfected with amoebaein the course of hislifeand
these may be pathogenic or the subject sensitiveto them. In thisway
Sogren'ssyndrome lymphocytic thyroiditis, iritis, uveitis, choroidi-
tis, coeliac disease, cystic magtitis, ulcerative colitisetc. can be pre-
vented.

In addition in cases of lymphoma, myelomatosisor carcinoma,
repeated administration of anti-free-living amoebic drugsmay slow
the progress of the disease and abolish the toxic symptoms by de-
stroying the disease-producing antigens.

Since al human cancers contain free-living amoebae, and, if
theseare pathogenic, they produceinflammatory changein and around
the cancerous cells. Thisincreased vascularity of the tumour has a
tendency to increase the rate of growth of its component cells. It
would seem probablethat killing the free-living amoebaein the tu-
mour would lessen vascul arity, size and therate of growth of malig-
nant tumours. Such expectationswere, infact, realized and these are
referred to in the original monograph on pages 270-279. The cases
included one of chronic lymphatic leukaemiain afemale aged 60
yearswho had suffered from | ate onset diabetesfor 10 yearsand was
treated with diet and tolbutamide. Shethen devel oped severe ulcer-
ation of the gums, fauces and in theinside of the cheeks, pyrexiaof
105° F, sweating, dysphagia and general malaise and enlargement
and tenderness of the submaxillary and cervical lymph nodes. The
blood count showed 14.0 G. per cent and WBC 30,000 per cu. mm.,
100 per cent being lymphocytes. The urine contained trace of sugar
and the sternal marrow was heavily infiltrated with fully formed
lymphocytes consistent with the diagnosis of chroniclymphaticleu-
kaemia. Tetracyclineand later ampicillin had no beneficial effect on
her condition, but metronidazole 800 mgms. threetimes daily caused
arapid disappearance of all her symptomsand returnto normal of the
blood glucose and the WBC count fell to 15,000 per cu. mm. 70 per
cent as lymphocytes. Three weeks after beginning treatment with
metronidazole she was symptomless and evidence of her diabetes
disappeared.

Three casesof cerebral gliomaas verified by craniotomy, who
werein acomatose state, weretreated with injections of chloroquine
250 mgms. daily for two months. One showed no response. In the
other two themost surprising improvement in the patient’scondition
was observed. Thecomaand papilloedemadisappeared and the physi-
cal signsin the CNS decreased. After some months, however, the
symptomsreturned in spite of recommencing theinjections.

Theadministration of copper sulphateto casesof cerebra glioma
may likewise produce extraordinary improvement asin aman of 60
yearsadmitted for terminal care, after craniotomy and biopsy, which
revealed aGradelll astrocytomaof theleft parietal lobe. On admis-
sion hewasin extremis, only just rousable and able to swallow. He
was doubly incontinent and showed bilateral papilloedemaand com-
pleteinability to moveal four limbs. Hewas given copper sulphate
25 mgmes. threetimes daily. Within 48 hours he began to respond to
stimuli and within aweek was ableto sit up in bed. In two weekshe
could use hisleft limbsand began to talk and feed himself. The dose
of copper sulphate wasincreased to 25 mgms. six timesaday. This
wassurprisingly well tolerated and apreviously present bedsore had
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now healed. He was then able to sit in a chair. After six weeks
movement returned to hisright arm and leg and the papilloedema
gradually receded. He returned home after two months on the same
medication and was still being followed up six years|later.

Referenceisalso madeto apatient with proven cerebral Grade
11 astrocytomaof theleft frontal lobe, stuporose, incontinent, witha
compl ete right hemiplegiaand papill oedema, who was treated with
clotrimazole 2 gramsdaily through astomach tube at first and later by
mouth for 5 months. His symptomsand papillodemaall disappeared
within the next six months. Hisright hemiplegiaresulting from the
surgical intervention remained, but he was able to answer questions
normally. He remained under treatment for 9 months and his condi-
tion showed no evidence of change.

Reference was a so made to Japanese cases of human carcino-
matosiswho received 250 mgms. of chloroquineintravenously twice
weekly. Thishad no effect in thelast stages of the disease and failed
to produceimprovement in 11 of 40 cases, but in 28 casesresultedin
subjective and generalized improvement, relief of pain, regressionin
tumour sizeand atendency for tumour necrosis. When continued for
two months up to 1-1/2 years “they never resulted in therapeutic
failure”. The effects were most pronounced in lung and bladder
cancer. The author reported on the effect of the drug on 45 cases of
advanced human carcinomatosis, often with enormous masses of
malignant tissue, effusions or jaundice. Of the 20 cases with very
large tumour masses only 3 showed an obvious repsonse to treat-
ment, two of these being cases of carcinomaof the ovary and another
primary carcinomaof the liver without jaundice. None of the cases
with jaundice showed any improvement, though of the other 25
caseswith smaller tumour masses 18 showed aresponseto treatment
evidenced by absorption of serous effusions, decrease in tumour
size, fading or decrease in size of skin metastases, fall in ESR and
temperature, decreasein anaemiaor atemporary cessation of tumour
growth.

Two dramatic cases of regression of carcinomatosis of thelung
with diabetes and paraneoplastic neurological manifestations as a
result of taking copper sulphate were described, in both of which the
patient became symptomless, the lung x-rays cleared, the
paraneoplastic lesions and the diabetes disappeared.

Two remarkable cases of carcinoma of the lung which were
treated with copper sulphate, onewith 50 mgms. daily and the other
25 mgms. threetimes daily are now described.

Case 1. Male, aged 65 years, Italian, inhabitant of Brooklyn,
New York, USA. He presented at Coney Island Hospital, New York,
with ahistory of tiredness, anorexia, cough, sputum, haemoptysis,
shortness of breath and the loss of 20 pounds of weight over six
weeks. An x-ray of the chest showed aright supra-hilar mass mea-
suring 2 cms. in diameter without significant calcification. Bronchial
biopsy yielded an histological diagnosisof poorly differentiated small
cell carcinomaof the right main bronchus composed of nests of small
ovoid cells with hyperchromatic nuclei, some of which were elon-
gated, while otherswereirregular. Tumour cellsinvaded the mucous
stroma and there was inflammatory reaction of plasma cells and
lymphocytes around. No evidence of metastases was found. The
ESR was 60 mms. per hour with some degree of hypochromic
anaemia. He was given a course of radiation treatment to the mass
without response and one dose of cyclophosphamide, methotrexate,
adriomycin and CCNU and scheduled for further treatment. The
patient, however, became so ill that he was nauseated, continually
vomited, had complete anorexiaand continued | oss of weight total-
ling 40 poundsin all, that he wastemporarily discharged from hos-
pital. On hisreturn to the hospital he wastold of the diagnosis and
prognosis and sent home to die. A repeated chest x-ray under the

author’s care showed increase in size of the suprahilar shadow had
occurred. Therewas no evidence of metastases. Some 6 weeks after
hislast hospital treatment he began treatment with copper sulphate
tablets 50 mgms. daily with the most dramatic improvement in his
condition. Within afew daysthe nausea ceased and after two weeks
his appetite began to recover. Gradualy his condition returned to
normal with againinweight of 20 poundsover the next 4 months. At
the end of thistime he was symptomless. At 6 months a chest x-ray
and sedimentation rate had returned to normal. Histreatment lasted
for six monthsand at the end of thistime hewasleading aperfectly
normal existence. Heretired from hiswork and went tolivein Florida,
where heremainswell four years|ater.

Case 2. Male, aged 72 years, physician. He had along history
of heavy cigarette smoking. Four years previously he had sustained
acoronary thrombosi s following which he suffered from shortness
of breath, anginaon dight exertion and swelling of thefeet. Hewas
treated with digoxin 0.25 mgms. twice daily, frusemide 80 mgms.
daily and slow K tabletsdaily. Fifteen months prior to being seen he
noticed clubbing of the fingers and he began to lose considerable
amounts of weight with anorexia. He had aslight productive cough
and becameincreasingly dyspnoei c. Three months before consulta-
tion ablood count reveal ed anaemiaand an ESR of 51 mms. per hour.
A chest x-ray then showed a right-sided Pancoast’s tumour with
bilateral pleural effusions. He was treated for the next two months
with pure copper sulphate 25 mgms. dissolved in aqua chloroformi
three times daily and from this time, his symptoms gradually im-
proved. He stopped losing weight and coughing and the dyspnoea
lessened. Friends remarked on the improvement in his appearance
and he stated that he felt much better. After two monthstreatment a
chest x-ray report stated that the congestive changes had subsided
and the basal effusions had absorbed with lessening of the shadow at
the right apex. It appeared that it had been replaced by a large.
paratracheal gland. He continued to work in hisgeneral practice.

It seems, therefore, that treatment with anti-free-living amoebic
drugs may cure premalignant rheumatoid lesions and prevent can-
cer or on the other hand cause regression of some tumours over a
long period, especially gliomata or bronchial carcinoma. Doses of
such drugsat six monthly intervalsmay abolish amoebic reinfection.

Carcinoma polyarthritisand dermatomyositis.

Malignant lesions have been shown to contain the same organ-
isms as produce RD. In some cases a cancer may be present as a
polyarthritis indistinguishable from RD, so-called carcinoma pol-
yarthritis (Lansbury 1953, Mackenzie and Scherbal 1963). Successful
removal of the tumour often lessens or cures the arthritis, afinding
explicable on the above contusions. This likewise applies to der-
matomyositis, scleroderma, polyarteritis, and SLE occurring asthe
first manifestation of malignancy (Wyburn-Mason 1978).
Theorigin of the amoebic infection and antigenic stimulation in

cases of human lung cancer, lymphoma and myelomatosis.

Reference has been made to the three cases of healthy farmers
who becameinfected with amoebae from the surface soil while plough-
ing on atractor on a dry windy day, when the surface soil, which
containsfree-living amoebae, blew into their mouths and noses and
was followed by acute febrile RD. Agu, Christensen and Baffler
(1981) studied geographical patterns of multiple myelomaand in-
dustrial correlations and obtained data which supported previous
findings of another investigator of astrong association between farm-
ing occupationsand death from multiple myeloma. An extraordinary
consistencein reports of high death ratesfrom cancer of thelungin
male butchers and slaughter house workers has been reported in
England, Wales, Denmark, Sweden and West Germany (Fox, Lynge,
Walker 1982, Wynne-Griffiths 1982, Doerken and Rehenning 1982,
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Johnson and Fischman 1982). The last named found excessalsoin
cancer of thetraches, bronchus and lung, lymphoma, myelomaand
leukaernia. Heller and Roubenoff (1961) reported three s multaneous
cases of Jewsworking in an East African slaughterhouse and meat
packing factory employed as religious meat cleaners in stripping
certain parts of the slaughtered animals of their blood vessels. The
men suffered frequent minor cuts of their fingers and hands. One
case developed amediastinal tumour extending to both lungs with
splenomegaly, acute lympatic leukaemiaand bone marrow infiltra-
tion. The second suffered fever and delusions with acute stem cell
leukaemiaaffecting all organsat autopsy and the third reticulum cell
sarcomaand acute stem cell leukaemia. These observations suggest
that infection leading to multiple myelomamay originate either from
the soil or thefaeces of farm animals or lymphoma, myeloma, bron-
chial and other tumours from meat. In these situations free-living
amoebae have been shown to exist in large numbers.

THE CAUSATION OF MULTIPLE SCLEROSIS

The causation of multiple sclerosis (M S) hasremained amys-
tery, though suggestions of infection with dow viruses or spirochaetes
and allergic manifestations have been put forward and discarded.
McAlpineet al. (1955, 1965) in reviews of demyelinating conditions
of the CN'S conclude that the classical form of Schilder’s disease,
Balo’s concentric sclerosisand neuromyelitis opticaareonly varia-
tions of MS and are due to the same cause. Others have reached
similar conclusions. The massive demeylination processes constitut-
ing the condition of progressive multifocal |eukoencephal opathy ap-
pear to beidentica with acute severe Schilder’sdisease. Mackay and
Burnet (1963) concluded that MSis an Al disease of the CNS and
comparison with collagen disease hasbeen made. The peculiar course
of remission and rel apsein the disease pointsto the presence of some
persisting and living organism, the activity of whichisinturn excited
and controlled by unkown factors, recalling the latent periods of
neurosyphilis. For these authors “ multiple sclerosis is the rheuma-
toid arthritis of nervousdisease’. They point out that histologically
there may be collections of lympohoid cellsin the Virchow-Robin
spacesin demyelinating diseases. Ferraro (1958) postulatestwo fac-
tors, an infection and an allergic reaction to it. If these factors are
indeed concerned, then the infection must be chronic and one in
which periodic alergic responses and achronic antigenic stimulation
occurs, such asin RD.

It will be recalled that free-living amoebae may be recovered
fromthe CNSin normal subjects, in cases of malignant disease and
inMS. MS may sometimes be associated with arthropathy and RD.
Cases of thiskind were reported by Wernicke (1921), Durr (1936),
Schaltenbrand (1943), Keschner (1950), Cossa (1955), McAlpine,
Compston and Lumsden (1955), Abb and Schaltenbrand (1955-6).
Marteschek, Schaltenbrand and Serbert (1954) found 38 of 947
cases (4.0 per cent) of MS associated with “rheumatism”. MSwas
related to “rheumatism” by Askarov (1965). In Cossa's case there
occurred three attacks of acute arthritis in the knees and feet with
fever followed by the appearance of the symptomsand signsof MS
after each attack. Bing (1939) mentions that in cases of MSjoint
effusonsmay befound and “arthralgiasarenct at dl rareinearly MS
and they may be easily confused with articular rheumatism”. Abb
and Schaltenbrand (1955-6) talk of apseudo-rheumatic stageof MS
in 7.9 per cent of cases at the onset. Pette (1947) discussed the
relationship of rheumatismwith M S, especially the acuteform of the
latter, and suggested that MSisan analogousreactioninthebrainto
that in thejoints. McAlpine, Lumsden and Achisen (1965) comment
on the pseudo-rheumatic onset with muscle and joint pains, neuralgia
or weight loss which may usher in the symptoms of M S.

Fulford, Catterall, Delhanty et al. (1972) described the condi-
tion of “lupoid sclerosis’ in six young femal e patients showing clini-
cal evidenceof both SLE and M S and suggested apossible agtiol ogica
relationship betweenthetwo Al diseases. Thiswasalsoindicated by
the report of Holmes, Stubbs and Larsen (1967) who described
monozygotic twins of which one developed MS at 15 years of age
and the other SLE at 19 years. Fantdlli, Mitsumoto and Sebak (1978)
report acase of coeliac diseasewith M Sand quote Langer and Shiner
(1976) who record 12 cases of MS with small intestinal mucosal
atrophic changes of coeliac disease a biopsy. Two had partial or
subtotal villus atrophy and five mucosal inflammatory infiltrates.
The changes of codliac disease are generally regarded as of Al nature
and occur in about aquarter of casesof active RA (LeadingArticle,
Brit. med. j., 1972), again liking MSto other Al diseases.

Ulcerative colitis, an Al disease, may likewise be associated
with M S (Rang, Brooke and Taylor 1982) or M'S may be accompa-
nied by AS (Mathews, 1968, Thomas, Kendall and Whitfield 1974,
Kahn and Kushner, 1978). Thisisavariant of RD andisaffected in
asimilar fashion by anti-free-living amoebic drugs. Thus, MSisnot
infrequently associated with collagen or other Al diseases. Itiswell
known for itsassociation with trigeminal neuralgia, sometimesbilat-
erdly. According to McAlpine, Lumsden and Achisen (1965) trigemind
neuralgiaisassociated with MSin 1-2 per cent of cases of thelatter,
whereastheincidence of MSin patientswith trigeminal neuralgiais
about 3 per cent. It is not rare to meet with families in which one
member hasM S and another trigeminal neuralgiaor onemember has
one of these conditions and another both. Occasionally trigeminal
neuralgiaoccurs asthefirst manifestation of MS. Such observations
tend to relate the aetiology of M Sto that of trigeminal neuralgiaand
with collagen and Al diseases, that isto free-living amoebic infec-
tion. The sudden appearance of symptomsin thisdisease may corre-
spond with the appearance of allergic manifestationselsewhereinthe
body, such asurticaria. Thisoccurred in anumber of thecasesinthe
author’s series and is considered by McAlpine, Compston and
Lumsden (1955). It suggeststhat somekind of allergic responseaso
occurswithin the CNS at the time of devel opment of thelesions.

Progressive multifocal leuko-encephal opathy and
malignant disease.

Progressivemultifocal leuko-encephal opathy appearsto beiden-
tical with acute Schilder’s disease. It consists of amassive demyeli-
nating processin the CNS. It has been reported as devel oping espe-
cialy in cases of malignant lymphoma, leukaemia and multiple
myelematosis, but also with carcinomata, in cases of sarcoidosisand
in polycythaemia (D’ Agnostino, Pease and K ernohan, 1963). These
associ ations have been described by Bateman, Squire and Tannhauser
(1945), Christensen and Fog (1955), Cavanagh, Greenbaum,
Marshall et a. (1959), Lloyd and Urich (1959), Dolman and Cairns
(1961), Richardson (1961), Brain (1963) and Arseni, Danells, Carp
etal. (1970). Schapiro (1930) recorded Hodgkin'sdiseasein which
demyelination of the cord was present. Cases have also been de-
scribed in subjects under immuno-suppressive drugs following re-
nal transplantation and also in otherwise normal subjects. Claims
have been made that the condition is due to a virus, possibly the
polyomavirus (Silverman and Rubinstein 1965), but three different
viruses have been isolated in this condition and may well be dueto
contamination. Castaigue, Buge, Escarolleet al. (1965) regarded the
nuclear inclusionsreported as probably metabolic or toxic rather than
viral. It has been shown above that in cases of sarcoidosis and
immunosupression following organ transplantation that the manifes-
tations of RD may appear. A similar depression of immune pro-
cesses, including those concerned with resistanceto free-living amoe-
baeexigtsin cases of lymphoma, leukaemiaand carcinomatosiswhich
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suggests that the demyelination results from the same cause as the
tumour or as a paraneoplastic manifestation associated with the
free-living amoebaein thetumour.
The association of multiplesclerosis
with malignant lymphoma.

Greil (1939) remarked on the association of MSand Hodgkin's
disease. Newell (1970, 1971) points out that Hodgkin's disease and
MS may be related aetiologically. In both diseases the aetiological
event took place years before the clinical onset followed by arela-
tively long*“incubation” period. Rewcastleand Tom (1962) described
acase of granulomatous angeitis of the CNS preceding the appear-
ance of Hodgkin's disease. The CSF contained 30 WBC per cu.
mm., chiefly lymphocytes. At autopsy the changes of Hodgkin's
disease were found in the brain and elsewhere in relation to the
affected vessels with aggregations of eosinophilsin thetissues. In
many parts of the CNSthe predominant finding was demyelination
with sparing of the axons. The microscopical picture of the white
matter of the hemisphereswasthat of primary demyelinating disease
developing in relation to the changes of Hodgkin's disease. This
suggests that the association of Hodgkin's disease and M S was not
fortuitous, but aetiologically related. Papp and Kiraly (1962) record
the case of amale of 61 yearswith atwenty year history of MS, who
eight months before death developed generalized reticulosarcoma
with asimilar aetiology indication. Below arereported four casesin
which alymphomadeveloped in long-standing cases of MS. Three
of these occurred in a series of over 2000 cases of lymphoma col-
lected by the author and referred to in the author’s previous publica-
tion (Wyburn-Mason 1964)

Case 3. Male, aged 23 years at onset of illnesswhen he began
to suffer from intermittent diplopiafollowed by slight unsteadiness
inwalking and urgency of micturition. When examined three months
later, speech was durred, there was nystagmusto both sides, incoor-
dination of the left arm and leg and exaggeration of the tendon re-
flexes. Hiscondition gradually became worse and by eleven months
after the onset he was unable to stand except with astick and there
wasvery grossataxia, which prevented walking. Bilateral optic atro-
phy, nystagmus to right and left, slurred speech and grossintention
tremor of the hands were present. The right plantar response was
extensor, theleft flexor. Urgency of micturition persisted. Twenty-one
months after the onset his legs had become spastic, the CSF was
normal and WR negativein theblood and CSF. Twenty-three months
after the onset an enlarged lymph node appeared beneath the right
jaw. This persisted more or less unchanged for some years during
which time he became completely bedridden. Four years after the
onset he complained of nauseawith occasional vomiting and became
constipated. He had been sweating profusely for thelast threeweeks
and hisfriends noticed increased pallor over thelast year. Examina-
tion at this time showed a pale thin and markedly anaemic patient
with marked greying of the hair. A large swelling was present below
the left jaw with a smaller mass nearby. Numerous enlarged nodes
were present intheleft supraclavicular region andin both axillae. The
liver was enlarged by three fingers breadth and the spleen by ahands
breadth. Nystagmuswas present in al directions, both discs showed
temporal pallor, there was a general muscular wasting in the arms
and a spastic paraplegia. Slight intention tremor was present in the
|eft hand. All thetendon reflexeswerebrisk in thelower limbs, those
inthe upper being within normal limits. The plantar repsonseswere
extensor. The WR was negative; the CSF normal; a blood count
showed haemoglobin 60 per cent; the plasma proteins were within
normal limits and the bone marrow showed excess of neutrophil
polymorphs. Within the next month he developed oedema of the
lower limbs. Biopsy of an enlarged lymph node showed complete

disorganizaiton of the architecture with reticulum cell overgrowth
and many giant and eosinophil cells. He becamejaundiced and died
four years after theonset of hisillness. Autopsy: positivefindings--
poor nutrition with well-marked oedema of the skin and subcutane-
oustissue and dight icteric tinge of the skin. Enlarged lymph nodes
were present in the axillae and neck. Both lungs showed marked
basal congestion and oedema. The mediastinal lymph nodes were
enlarged, the hilar glands slightly enlarged and one very large node
was present in the superior mediastinum. The abdomen showed
copiousfreefluidinthe peritoneal cavity. Theliver wasenlarged and
showed some cloudy swelling. Several enlarged nodes causing par-
tial obstruction of the bile ducts were present in the portal fissure.
The spleen weighed 3 pounds (1.25 kilos), was firm and contained
many areas of suet-likeinfiltration, both on the surface and on sec-
tion. The appearances were typical of those of Hodgkin's disease.
Many enlarged lymph nodeswere present in thelesser omentum and
aong the abdominal aortain firm loosely adherent discrete masses
showing a grey translucent surface with occasional yellow flecks.
The CNS showed wide areas of whitish plaques scattered through
the radiations, basal ganglia, cerebellum and cord. Histologically
sectionsof theliver showed focal necrosisand areas of reticulum cell
proliferationtypical of reticulo-sarcoma. Sectionsof the spleen showed
wide areas of necrosis and polymorphous reticulum cell sarcoma.
The lymph nodes showed compl ete [oss of normal architecture due
toreticulum cell overgrowth, the cellsshowing great variety of size
and shape. Many multinucleated giant cells and occasional mitotic
figures were present and also some hyalinized collagenous tissue
and scattered areas of necrosis. There were many features of
Hodgkin'sdisease, but the condition appeared to be more malignant,
areticulum cell sarcoma. Sections of the cerebrum, cerebellum, brain
stem and spinal cord showed very many translucent plaguesconsist-
ing of demyelination and replacement by |oose oedematous micro-
glia and astroglial tissue. There were areas of perivascular collec-
tionsof lymphocytes, plasmaand microglial cells. Theleptomeninges
were adherent in parts and showed similar cellular infiltration and
small cystic collections of fluid.

Case 4. Male, aged 36 years, when he suffered a sudden onset
of “mydlitis’, that isaspastic paraplegia, for which no cause could be
found and which gradually cleared up. Many years|ater seborrhoeic
dermatitis suddenly appeared and persisted for the rest of hislife.
After afurther two years he noticed a painless enlargement of the
right axillary lymph nodes. Biopsy showed the presence of a
reticulosarcoma. A year later there was a sudden onset of diplopia
which disappeared and recurred from time to time and three months
later hislegs suddenly becameweak again and he developed aright
retrobulbar neuritis. Examination at thistime showed nystagmusto
both sides, a paracentral scotomain the right eye, some weakness
and intention tremor of theleft arm, exaggerated tendon reflexesin
the right arm, absent abdominal reflexes and a moderate spastic
paraplegiawith bilateral extensor plantar responses. Vibration was
not appreciated in the lower limbs. The spleen and liver were both
enlarged by threefingers breadth and enlarged nodeswere present in
all superficial areas. He died nine years after the first symptoms of
disease and autopsy showed a generalized lymphadenopathy, en-
largement of the liver which contained numerous white nodules,
“hard bake” spleen and bloody effusionsin the pleural and abdomi-
nal cavities. On section of the brain and cord there were numerous
white plaques scattered throughout the nervous system. Theleptom-
eningeswere adherent in parts. Histologically thelesionsinthelymph
nodes, liver and spleen showed varying appearances, some being
those of reticulosarcoma, while otherswere those of Hodgkin'sdis-
easeor areactive hyperplasia. The plaquesinthe CNSwere clear cut
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areasof demyelinationwith astroglial reaction and scattered perivas-
cular cuffing with lymphocytes and plasma cells was present. A
diagnosis of MS and malignant lymphomatosi s was made.

Case 5. Female, aged 21 years, suffered from right-sided ret-
robulbar neuritis, but until the age of 40 years apart from mild pol-
yarthritis she remained well. At this age she had arecurrence of the
retrobulbar neuritis and ayear later transient bouts of weakness of
thelegs and paraesthesiae. Six months afterwards there was a sud-
den onset of diplopiawhich lasted for about three months. At this
time examination stowed rightsided optic atrophy, nystagmusto both
sides, aspastic paraplegiaand cerebellar disturbanceinal four limbs.
The CSF showed 80 mgms. per cent of protein. Whilein hospital she
devel oped right-sided D7-8 zoster and from that time begantorunan
irregular temperature. Eight months|ater enlarged nodes appeared on
both sides of the neck and biopsy of one of these showed the changes
of Hodgkin's disease.

Case 6. Female, aged 52 years, admitted to the Royal Marsden
Hospital, London, May 13, 1958. One brother was amild diabetic
and the pati ent was one of uniovular twins, the other of whom died of
MSnineyearsbefore. At the age of 27 yearsthe patient had suddenly
become unsteady on her feet and later had an attack of retrobulbar
neuritisintheleft eye. Shehad gradually devel oped aspastic paraple-
giaandfor thelast 10 yearshad been unabletowalk. At the age of 35
years she underwent hysterectomy for fibroids. Some two years
after taking to her bed she devel oped bilateral trigeminal neuralgia,
which wastreated at the age of 43 years by alcohol injection on the
left sidewith relief of pain on both sidesby Dr. J. Penman. A month
prior to her last admission to hospital she began to complain of
severe backache associated with lower abdominal pain and increas-
ing swelling of the abdomen. Examination showed |eft trigeminal
anaesthesia, gross nystagmus to both sides, | eftsided optic atrophy,
slurring dysarthria, gross intention tremor in both hands, absent
abdominal reflexes and a severe spastic paraplegia. All the tendon
reflexes were exaggerated and the plantar responses were extensor.
Therewasalarge mass 6 inchesin diameter palpableontheright side
of the abdomen and another large mass on the left side which on
vaginal examination was hard and rising out of the pelvis. X-ray of
the chest wasnormal. A blood count showed ahaemoglobulin of 95
per cent., WBC 6200 per cu. mm. with anorma differentiated count.
Total serum protein 7.2 grams per cent. Laparotomy showed large
retroperitoneal masses and biopsy of these amoderately differenti-
ated lymphosarcoma. She was treated with HVT, but this caused
exhaustion and vomiting. The masses subsided considerably. The
treatment had to be abandoned because of the appearance of psy-
chotic disturbances. She curled up in bed, spoke sullenly and com-
plainingly to her family and the Nursing Staff. She becameinconti-
nent with severe spasms in the legs. Bilateral oedema of the legs
appeared and she rapidly deteriorated and died el even weeks after
admission to hospital. Autopsy -- Professor N.C. Gowing -- posi-
tivefindingsonly. Thinwith pitting oedemaof thelower limbs. Both
pleural cavitiescontained 11.5 litres of turbid brownish fluid. Some
pleura adhesionswere present over the collapsed lower lobes of the
lungs. The abdomen contained 1.5 litres of turbid fluid. Tumour
infiltration of the mesenteries of the small intestineand sigmoid was
present. Theliver wasdlightly enlarged and showed several irregular
plaques of grey tumour tissue in its capsule, but none in its sub-
stance. The spleen wasmoderately enlarged. The cut surface showed
numerous discrete tumour masses up to 0.4 cms. in diameter. The
following groups of lymph nodeswereinvolved by tumour: theright
and left deep cervical, anterior and posterior mediastinal, tracheo-
bronchial, coeliac, paraortic and pelvic. The nodesin thethorax and
abdomen were most markedly enlarged and measured upto 4 cms. in

diameter. They werevery soft and almost diffluent. They tended to be
matted together and tumour extended into the surrounding connec-
tivetissue, especially in the paraaortic group, the psoas musclesand
retroperitoneal connectivetissuebeing involved. The para-aortic nodes
were adherent to the aorta and inferior vena cava, which was com-
pressed and in this region almost occluded by thrombus below the
level of the renal veins. The CNS showed numerous translucent
greyish patches in the cerebrum, cerebellum, brain stem and cord.
These were irregular, but sharply defined and mainly affecting the
white matter. In the cerebral hemispheresthey were most numerous
inthe neighbourhood of the ventricles. Thelargest plaqueswere 1.2
cms. across. Thebasal ganglia showed ho macroscopic changes.

Histology -- The normal architecture of the nodes was com-
pletely replaced by adiffuse massof lymphocyteswhichwerelarger
than normal mature lymphocytes. There was amarked tendency to
penetrate the capsule and invade surrounding tissues. The picture
wasthat of moderately differentiated lymphosarcoma. Inthe spleen
numerous deposits of lymphosarcoma showed a distribution sug-
gesting replacement of mal phighian bodies. Theliver showed depos-
itsof lymphosarcomanear the capsule with only afew small tumour
foci within theliver. Inthelungs small tumour foci were present on
the pleura. In the CNS the translucent parts consisted of areas of
demyelination with replacement by loose, oedematous, astroglial tis-
sue. The largest lesions were situated in the occipital lobes. A few
lesionswere present in the cerebellar hemispheres. A patch of demy-
dinationinvolved theleft trigeminal nucleus. Irregularly distributed
patches of demyelination were present in the posterior and lateral
columns of the cord.

Thefirst of these cases occurred in a series of all the cases of
lymphoma and leukaemia in the records of the British Forces in
World War 11 (198 in number) kindly made available by the Chief
Medical Officer of the former Ministry of Pensions for the United
Kingdom. Thelast case waskindly put at the disposal of the author
by Dr. J. Penman and Professor N. Gowing of the Royal Marsden
Hospital, London. It is of considerable interest in that one brother
had Al manifestationsin theform of diabetesand the patient wasone
of uniovular twins, the other one of which also died of MS and the
patient herself exhibited bilateral trigeminal neuralgia, which appears
to betheresult of infection with afree-living ameoba.

Thus, it seems that cases of MS may subsequently develop
malignant lymphoma of various types, while cases of lymphoma,
myeloma, leukaemia and carcinoma may later develop leuko-
encephalopathy and since the tumours often appear to be associated
with free-living amoebic infection the demyelination may be simi-
larly aetiologically related.

The association of multiple sclerosiswith
primary tumours of the CNS.

M S may be associated with primary malignant tumours of the
CNSwhich develop after the onset of M S. Bosch (1912) described
acase of MSwhich developed a primary melanoma of the cerebel-
lum and Hallevorden (quoted by Peters 1958) onein whichamela-
noma of the frontal lobe appeared. Ho and Wolfe (1981) state that
thereare 20 casesin theliteraturein which gliomata have devel oped
in cases of M S often directly out of the M S plagues and are often
multicentric. Zimmerman and Netsky (1950) found that in 41 autop-
sies of cases of MS 10 developed malignant neoplasms and 2 of
thesewere primary tumoursof thebrain, oneacerebral glioblastoma
multiforme and the other a cerebral haemangioblastoma. Scherer
(1938) described another patient with M Swhich developed glioblas-
tomaand Aubert et a. (1968) the case of awoman of 50 yearswho
suffered from MS for 15 years when a cerebral glioblastoma ap-
peared. Munch-Petersen (1949) recorded acase of MSwhich devel-
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oped an ependymal glioma of the external capsule. Russell and
Rubinstein (1959) reported 2 similar cases, one with 2 tumours, a
cacifiedfibrillary astrocytomaand aglioblastomaand the other case
alsowith two separate gliomas. Brihayeet al. (1963) record acase of
MSwith an astrocytoma of the temporal lobe, and Woltman (1951) a
case of MS with spinal astrocytoma. Barnard and Jellinek (1967)
describe the case of awoman who devel oped herpes zoster twice at
theagesof 20 and 39 years. At the age of 28 yearsthefirst symptoms
of MS appeared. She died at the age of 51 years and was found at
autopsy to havetwo oligodendrogliomata, onein theright temporal

lobe and oneinthe cerebellum and alarge neurofibromaon thefifth
dorsal nerve extendinginto thethorax. In the brain active perivascu-
lar lymphocytic cuffing of the blood vessels of the cerebrum was
seen. Currieand Urich (1974) (3 cases), Spaar and Wikstroen (1978)
(3 cases), Kalimo, Frey, Raine et a. (1979), Anderson, Hughes,
Jefferson et al. (1980) (3 cases), Lahl (1980) also record such cases.
In one of the author’s series of cases of MS, a female who had
suffered from the diseasefor 8 yearsdevel oped aGrade 11 astrocy-
tomaof theinternal capsuleinwhichthetumour aroseinrelationto
alarge areaof demyelination. In the South West M etropolitan Cancer
Registry series a man of 43 years who had suffered from MS for
many years developed a fibroblastic meningioma in the
cerebellopontine angle and awoman aged 45 years suffering from
M S an haemangiobl astoma of theleft side of the cerebellum. Inthe
cases of Scherer, thefirst of. Russell and Rubinstein and theauthor’s
case the boundries between the neoplastic tissue and the demyelinat-
ing lesions were not well defined. Both Scherer and Russell and
Rubinstein suggest an interaction between the neoplasm and the
demyelinating process and a malignant evolution of the sclerotic
changes. Scherer thought it possiblethat thereactivemacroglial cells
in the sclerotic plaques underwent neoplastic transformation. Such
cases as the above suggest that the demyelination process and the
development of gliomamay well have the same causation.

The effect of drugs causing an Herxheimer reaction in cases of

rheumatoid arthritis on cases of multiple sclerosis.

SinceM Sappearsto bean Al disease, it would be expected that
asimilar Herxheimer reaction to that with RD and other Al diseases
would occur if anti-free-living amoebic drugs were administered to
casesof MS. Themakersof all 5-nitroimidazole drugswarn against
administration to patients suffering from neurological disease, but
none of them on close enquiry can give the reason for thiswarning.
The author has now seen three cases of MS in women who devel-
oped trichomonas vaginalis infection and to whom metronidazole
200 mgms. three times daily was administered by their G.P’s. In all
three casesthe patients had been in acompl etely stable neurological
statefor long periods before metronidazole was administered and in
whichwithin 24 hoursled to severe permanent exacerbation of symp-
toms. Thefollowing are the details of these cases.

Case 7. Female, aged 55 years. At the age of 35 years she
suddenly developed weakness of the left leg which began to drag
whenwalking. Thiswasfollowed soon afterwards by weaknessand
ataxiaof theleft upper limb, which disappeared spontaneoudy within
the next two months. Therewasamild ataxiaof theleft leg. Exami-
nation showed nystagmus on looking to the left, slight ataxia of the
left hand inthefinger-nosetest, dight spasticity of theleft leg withan
extensor plantor response on that side. She was unable to walk on
her heels. All the tendon reflexes were brisk. The plantar reflexes
wereflexor and vibration could not be appreciated at theright ankle.
A lumbar puncture showed a paretic Lange curve. The CSF con-
tained 50 mgms. of protein per cu. mm. and the WR wasnegativein
blood and CSF. She remained in this condition working at an open
air market stall and was completely stablefor 20 yearstaking chloro-

quine 250 mgms. daily. On stopping this she devel oped weakness,
pain, tenderness and swelling of the calf, quadriceps, bicep and fore-
arm muscles. A muscle biopsy showed the changes of polymyositis.
At thesametime she devel oped afoul smelling vaginal dischargeand
her GP diagnosed trichomonas vaginitis infection and prescribed
metronidazole 200 mgms. threetimes daily. The next morning after
taking three tabletsthere was arapid exacerbation of the manifesta-
tions of MS with confusion, slurred speech, incontinence of urine
and faeces, marked increase in the weakness of the lower limbs,
generalized increasein tendon reflexes, flaccid paraplegia, bilateral
extensor responses and apyrexiaof 100° F. The metronidazole was
stopped after the fourth tablet and, though the temperature fell to
normal within 3 days and the confusion disappeared, the slurring of
speech, incontinence and flaccid parapl egia persisted permanently.
Shehaslivedin awheel-chair for thelast three years.

Case 8. Female, aged 18 years. In 1962 sudden onset of “dead-
ness’ of theleft hand followed two weeks |later by numbness of the
left side of thelips, tongue and palate and | oss of the ability to taste.
These symptoms lasted three months and then cleared spontane-
ously, but whilethey were present theright hand aso felt “numb” for
two weeks. At the end of this period she was then symptomless for
two weekswhen she fainted twice for no apparent cause and devel-
oped severe painintheleft eyelasting for four days, but less severe
for two weeks. Theday after the onset of the fainting shewasfound
onthefloor ddliriousfor 10 minutesand remembered nothing of this.
One week later she was unable to stand up unless helped and was
unsteady on her feet. Shewasfound to havelost thevisionintheleft
eyein part and also had diplopia. Three weeks later she remained
markedly ataxic when walking. At thistime shewasfound to havea
paracentral scotomain the left visua field, partial left sixth nerve
paresisand impairment of all sensationin thedistribution of theleft
trigeminal nerve. Shewastreated with daily injectionsof 100 unitsof
pituitary hormone gradually tapering off over one month. At the end
of nine months her symptoms had largely disappeared except for
paraesthesiaein theleft side of theface. Sheremained unchanged for
two years when the left foot suddenly went numb and the right leg
was numb to the mid thigh. Shewasfound to have aleft sixth nerve
paresisand impairment of sensation to pain and touchintheright leg
uptothemidthigh. Therewaspallor of theleft optic disc, but nofield
defects were found. All tendon reflexes were exaggerated, but the
plantar reflexeswereflexor. Examination oneyear later showed some
intention tremor in the left hand. Thelegs were slightly spastic and
ataxic, the plantar reflexes extensor. Shecould not dorsiflex theankles
fully. Tendon reflexes in the lower limbs were exaggerated and
Romberg’stest was present. She remained unchanged over the next
15 yearstaking chloroquine 250 mgms., daily, running her home and
looking after her child, when she developed trichomonas vaginalis
infection, for which her doctor prescribed metronidazole 200 mgms.
threetimesdaily. After the fourth tablet the whol e of theleft side of
theface, palate, tongue and cheek become numb. A haze appearedin
the upper half of both visual fields. She became intensely unsteady
with urgency of micturition. Both legs were weak and flaccid. The
right palm felt dead, both arms became extremely weak so that she
was unableto feed herself. Thefeet felt cold, but, in fact, were not.
Shecould walk about in her flat only holding on to furniture and not
stand unless supported. Examination showed the lower limbswere
flaccid, especialy ontheright side, tendon reflexeswere diminished
with extensor plantar responses. Heel-knee test was impossible on
theright sideand normal on theleft. Both upper limbswere markedly
weak with depressed tendon reflexesand ataxia. Therewasimpair-
ment of al sensation over thedistribution of maxillary and mandibu-
lar portions of theleft trigeminal nerve. Thefundi were normal, CSF
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protein 40 mgms. per 100 mls., WR negativein CSF and blood.

She was treated wtih 40 units of pituitary hormone daily for
three weeks gradually tapering off over the fourth and during this
time the numbness of the face lessened and the haze in the upper
visual fields disappeared. Otherwise she has remained in the same
state over four years as she was after administration of the metron-
idazole and is confined to awheel-chair with crutches.

Case 9. Female, aged 37 years. Ten years previously onset of
dizziness, visual blurring, unsteadiness on feet and later weakness of
theleft arm. Objects kept dropping from her hands and therewas a
loss of feeling on the left side from the middle of the abdomen
downwards. From that time she had periods of vomiting, imparied
vision and balance lasting only two days. Four years previous to
being seen both legs became weak, especially on walking, and her
balance was poor. She had diplopiaon looking to theleft and contin-
ued leaking of urine. Examination showed restricted conjugate move-
ment of the eyesin al directions with nystagmus; both legs were
ataxic, but not spastic. The tendon reflexes were all brisk and the
plantar reflexes were extensor. Romberg's test was positive, WR
negative in CSF and blood, CSF protein 55 mgms. per 100 mis.
Lange curve tabetic type. She was observed over the next 12 years
during which time she took chloroquine 250 mgms. daily and she
remained completely unchanged. She was able to undertake office
work and to go on continental holidays and to the USA and the
physical signsinthe CNSremained asbefore. The drug was stopped
by her doctor and she then devel oped trichomonas vaginalisinfec-
tion for which shewastreated by her G. P. with metronidazole 200
mgms. threetimesdaily. On the second day her legsbecame <tiff and
more unsteady and it became almost impossible to walk and stand.
Thetabletswere stopped. She devel oped periods of intestinal block-
agedueto gut paralysis. Shewasonly ableto move about holding on
to the walls and furniture in her home. She continually caught her
toesinrugs. Shewas unableto write aletter or feed herself. Within
afew dayscontrol of urination waslost and she remained bedbound.
Examination showed nystagmusin all directions, loss of conjugate
upward movement of the eyes and impaired movement of the right
eye to the left. Finger-nose test was impossible on both sides. The
legs showed spastic parapl egia, brisk tendon reflexes, extensor plan-
tar responses and the heel-knee test wasimpossible. Shehad to give
up work and has remained chair-bound over thelast three years.

One of these cases was associated with polymyositis, amani-
festation of the collagen or rheumatoid diseases. In al three of these
cases metronidazol einduced within 24 hours asevere exacerbation
of thesymptoms of MSin stabilized cases, just asit doesin RD. This
suggests that the drug induced death of amoebae within the CNS,
just asit doesin extraneural tissues, with theliberation of toxic and
antigenic substances from their bodies|eading to plague formation
and that M Sresultsfrom intraneura infection with pathogenic strains
of such organisms. Amoebae are universal infections of humans.
Why then aredl humansnot victimsof M S?Firstly not all speciesof
free-living amoebae are pathogenic and secondly not all humans
show inflammatory tissue reactionsto different infectionsthese be-
ing genetically controlled. It seemsthat whether they do or not de-
pends on their tissue antigens. Shepherd and Downie (1978) point
out remarkably similar geographical distributions of MSand HLA
antigens, A3 and B7 in the north-east of Scotland, wherethereisa
remarkably highincidence of the disease, suggesting that the appear-
ance of MSinthe patient isrelated to the existence of specificHLA
antigens controlling reaction to theintraneural infection.

Itisto be concluded that MSisdueto the presenceinthe CNS
of pathogenic free-living amoebaein asensitive subject asevidenced
by the tissue antigens and that sudden destruction of the organisms

by anti-freeliving amoebic substances can cause a sudden and vio-
lent exaggeration of symptoms due to the action of drugs on the
organismswithinthe CNS. Can such drugs be used in the treatment
of MSwithout running therisk of exaggeration of symptoms? Chlo-
roquineis an anti-free-living amoebic drug often used like its ana-
logues in the treatment of RD, but which does not produce an
Herxheimer reaction in these cases. It seems that this substance or
other antiamoebic drugs not producing an Herxheimer reaction might
possibly be used to prevent the progress of MS by killing the caus-
ative agent and preventing the formation of new plaques. Chloro-
quine has been used in the treatment of the disease by Miller and
Schapira (1967) and has been found to be the most promising sub-
stance among those tried. The author used chloroquine 250 mgms.,
camoquin or dehydrochloroquinein the samedosedaily in cases of
MSover long periods prior to Miller's paper with close attention to
the eye condition in some 25 cases of varying severity. Among these
werethethree casesjust described. In all these casesthere occurred
somedegree of improvement in the original symptoms. but after this
the condition remained unchanged for up to 20 years. Possible drugs
to prevent progression of MSor to lessen the activity in the plaques
inthe CNSwould appear to be any free-living antiamoebic substance
that doesnot causean Herxheimer reactionin infected patients. These
may exist among those found by the author to possess such proper-
ties, but atrial would take many yearsto complete.
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In Memoriam
Roger Wphorn-Mason, MAB., JPhBD. Dctober 2, 1911-Fhme 16, 1983

When | was at last cured of the dreaded, crippling rheumatoid arthritis, | never dreamed of embarking on a worldwide challenge to
professional rheumatologists, the gigantic and ineffective Arthritis Foundation, and the American petrochemical industry that siphons
$15,000,000,000 a year in the United States of America from the sick and the lonely, chiefly for aspirin substitutes that simply treat
symptoms, and not causes.

Somehow the Good Lord has seen fit to successfully guide my path -- along with other determined, sincere people to bring the good
messageto al: thereisacure! itissimple! itischeap! itisavailable everywhere!

My book Rheumatoid Diseases Cured at Last was monitored by Professor Roger Wyburn-Mason, and based on hisoriginal work, The
Causation o/ Rheumatoid Disease and Mann Human Cancers (1978). My first book was designed for the ailing to find hope, to convince
them, to be carried to their family physician for further interpretation where they would be treated.

My small book,al so launched The Roger Wt burn-Mason & Jack M. Blount Foundation for Eradication of Rheumatoid Disease (AKAS:
The Arthritis Trust of America and The Rheumatoid Disease Foundation), which is now successfully off and running, millions of
messages having already spread the word. Many fine humanity-conscious physi cians and non-physicians are now members, or practitio-
ners of life-saving, pain-relieving treatments, and working toward common goals set by Professor Roger Wyburn-Mason.

Somesix weeksbeforehisdeath | wroteto Roger, asking that he pleaseinclude asummary of hisprofessional lifeand writings. | argued
that while his work ought to stand on its own two feet, professional humans, like other humans, simply were more impressed with the
number of “brownie points’ and “ merit badges’ than with whether or not the work was* scientifically valid” -- not meaning, of course, to
disparage either the Boy or Girl Scouts, (I wasan active Boy Scout) but rather to emphasize the sad state in which the so-called professional
scientific community findsitself -- where“ dtitude” and “prestige” isof more consequencethan scientific validity.

Reluctantly, Professor Roger Wyburn-Mason sent this, hislast letter, before the Good Lord called him on June 16, 1983.

“1 was born in Monmouthsire, England. On my mother’s side | am a descendent of Bishop Stephen Gardiner, who was
Lord Chancellor of England, that isthe most powerful person in the country after the Monarch in the reign of King Henry
V111, King Edward VI, Queen Mary thefirst and Queen Elizabeth thefirst. He conducted the marriage of King Philip 11 of
Spain to Queen Mary thefirst of England in Winchester Cathederal , where heis buried in amagnificent tomb. My mother’s
cousin wasthe former Prime Minister of New Zealand, Mr. Nash. My godfathers were the greatest English Composer, Dr.
Ral ph Vaughan Williams of Cambridge University and now buried in Westminster Abbey, and the historian H.A..L. Fisher,
the head of New College Oxford, both of whom held the decoration of Order of Merit (O.M.), the highest honour that can be
bestowed by the Monarch.

“1 attended apublic schoal (apublic school in England isthe opposite of oneinthe United States, being privately asopposed
to state owned and includes such distinguished Institutions as Eton, Harrow and Winchester Colleges). At the end of school
years| took the necessary final examinations and gained thetop marksin thewhole of Great Britain and was awarded a State
Scholarship and an Open Scholarship to Christ’'s College, Cambridge (founded in 1405 A.D.), where the poet John Milton
and the great scientist Charles Darwin were also students. Here | occupied the same rooms as those of Darwin himself.

“At Cambridge| obtained doublefirst classhonoursin thefinal examinationsfor theB.A. (Bachelor of Arts) degree. | also
represented my University at Rugby football and Athletics. At the end of my period as an Undergraduate | remained in
Cambridge asaBachelor Fellow of the College and did research in pathol ogy and particularly protozoology. | afterwardswas
awarded the degree of M.A. (Master of Arts) a higher degree and the only University scholarship awarded to graduates
completing their clinical studiesat aL.ondon Hospital where 1 finally obtained my M.B. (Bachelor of Medicine) and B. Chir.
(Bachelor of Chirurgerie). 1 afterwards held the posts of Registrar (the equivalent of Instructor in America) in the foremost
hospitalsin London, namely the Middlesex Hospital, the Brompton Hospital for Chest Diseases, the National Heart Hospital,
the National Hospital for Nervous Diseases and the Royal Marsden Hospital for Cancer. While at the Middlesex Hospital |
took partinthefirst Clinical Triasof thefirst sulphonamideAntibiotics. Whileworking at the National Hospital for Nervous
Diseases | wrote my thesisfor the M.D. (Cambridge Degree -- Thisisahigher degree unlikeit isin the United States and
other countries). | also sat for M. R.C. P. (Member of the Royal College of Physicians) examination inwhich 1 obtained the
top marksof al the candidates. My M.D. thesiswas entitled “ The vascul ar tumours and abnormalities of the spinal cord and
itsmembranes’ and received with acclaim asit wasthefirst description of these matters. It was published asamonograph and
has remained the standard work on this subject. Whileworking at the National Hospital for Nervous Diseases 1 published a
number of papersin Medical Journalsand two of these described new diseases which have since been named after meand |
am the only living doctor who has such a distinction. One of these conditions describes the presentation of cancer as a
peripheral neuropathy, that isadisturbance of the nerves of thelimbsbefore any other evidence of cancer ispresent. The other
describes a congenital blood vessel disease of the skin of the forehead, the fundus of the eye, the optic nerve and the brain.
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“| later was elected Research Fellow at the Royal Marsden Hospital for research into cancer and later Research Fellow at the
Royal Collegeof Surgeonsof England, wherel continued my researchinto the nature of cancer andfirst isolated fromall human
malignant tumours and from cases of rheumatoid arthritis an hitherto unknown, very small free-living amoeba. For this 1
received the Ph.D. degree.

“Whileworking at the Royal Marsden Hospital | discovered that human tissues affected by herpes zoster (shingles) and by
herpes simplex (cold sores) which are both dueto virusinfections, wereliableto devel op cancer of theskin at alater date. This
wasthefirst description of human cancer caused by avirusand it resulted in my invitation by thelate Professor Duran-Reynals,
who was working at Yale University on the viral cause of human cancer, to Yale to work with him as his assistant where |
continued after his death. | later travelled to the Mayo Clinic and worked with [my friend] the late Dr. J.W. Kernohan, the
neuropathologist.

“1 became convinced that whileviruses cause cancer in animals, they rarely do soin man. During theseyears| published many
papers and monographs (books) on my researches, and as a result of these | was awarded the degree of Doctor of Science of
Cambridge University (arare honour) and el ected aFellow of my old College.

“After twenty years work on the new organism which | had discovered | was able to show that this was the cause of
rheumatoid arthritis. Furthermore, infection with species of this organism in susceptibl e subjects seemed to be the cause of a
large proportion of cases of human cancer, which can be prevented by taking appropriate substanceswhich kill the organism.
Thiswork has all been described in abook entitled The causation of rheumatoid disease and many human cancers - A new
concept in Medicine, and it has caused worldwideinterest.

“After atimeit became necessary for meto returnto England where 1 continued my work in thelaboratories and wards of the
National Health Service.

“Among my publicationsarethefollowing -
Books

The vascular tumours and abnormalities of the spinal cord and its membranes. Henry Kimpton, London, 1943.

Trophic nerves. Henry Kimpton, London, 1950.

Reticulo-endothelial systemin growth and tumour formation. Henry Kimpton, London, 1958.

A new protozoon, itsrelation to malignant and other diseases. Henry Kimpton, London, 1964.

The causation of rheumatoid disease and many human cancers-a New concept in Medicine. 1ji Publishing Co. Tokyo, Japan,

1978.
A précis and addendum to the above. AC Publishing Co., Rt. 4, Box 137, Franklin, TN 37064, 1983.
Some Papers

“On some anomal ousforms of amaurotic idiocy and their bearing on therel ationship of varioustypes”. Brit. Journ. Ophthalmal.,

April/May 1943, p. 145-187.
“Arterio-venous aneurysm of midbrain and reting, facial naevi and mental changes’. Brain, 1943, 66, 163-203. (Thisisknown as

WyburnMason Syndromel).
“On some pressure effects associ ated with cervical and the rudimentary and ‘ normal’ first ribsand the factorsentering into their
causation”. Brain, 1944, 67, 141-177.
“A new conception of anginapectoris’. Brit. Med. J., 1948, i, 972.
“Bronchial carcinoma presenting as polyneuritis’. (Wyburn-Mason’s Syndrome ). Lancet, 1948, i, 203.
“The significance of the reference of anginal pain to theright or left side of the body”. Amer. Heart J., 1950, 39, 315-335.
“ The nature of tic doulourux” . Brit. Med. J., 1953, iii, 119.
“Costo-clavicular compression of the subclavian vein anditssignificancein relation to post operative oedemain carcinomaof the
breast”. Brit. Med. J., 1953, iv, 1198-1200.
“Nature of Bell’'spalsy”. Brit. Med. J., 1954, iii, 679-681.
“Malignant change arising in tissues affected by herpessimplex”. Brit. Med. J., 1955, iv, 1106-1109.
“Malignant change following herpessimplex”. Brit. Med. J., 1957, ii, 615-161.

“Visceral lesionsin herpes zoster”. Brit. Med. J., 1957, i, 678-681.
Theselast threearticlesarethefirst reportsof aviral cause of human cancer.

“Association of gastroduodenal lesionswith Me' nie're'ssyndrome”. Brit. Med. J., 1959, i, 78-83.

“Clotrimazole and rheumatoid arthritis’. Lancet, 1976, i. 489.
“Thefree-living amoebic causation of rheumatoid and auto-immune diseases’. International Medicine, 1979, 1, 20-25.

“New views on the aetiol ogy of rheumatoid arthritis’. British Medicine, August 21st, p. 12-14.

“The Naegeria causation of rheumatoid disease and many human cancers- A new concept in medicine”’. Medical Hypotheses,
1979, 5, 12371249.

“SLE and lymphoma”. Lancet, January 20th, 1979.

“ROGER WYBURN-MASON June 10th, 1983"
Professor Roger Wyburn-Mason solved theriddle of one of man’s oldest curses, and in so doing, discovered avast panoramaof formerly,

and socalled, uncurabl e diseases. He strived with every ounce of hisgreat, God-given intellect to bring to all humanity hisdiscoveries. We
prayed to be there when he walked across the stage to receive his Nobel Prize, and other prizes that were his due - but God, in his great

wisdom, decided otherwisefor us, and we must accept.
Tothefamous names of Semmelweis, Jenner, Koch, Harvey, Ross, Lister, Pasteur, Ehrlich, Sister Kenny, and Roentgen add Wyburn-Mason

-amost brilliant, brave, humanity-loving man who pursued evil forces causing them to acknowledge that humanity need not alwaysfed pain,
suffering, depression, disillusionment
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