
Annals of the Rheumatic Diseases, 1977, 36, 96-97

Correspondence
Isolations of micro-organisms from
arthritic patients and healthy normals
Sir,
I would like to bring to the attention of your readers the
provision of an essential control for the numerous
isolations that have been reported of micro-organisms
from the blood and joint fluids of arthritic subjects,
and many more such observations that have been made
but not published because of the difficulty of establishing
any causal relationship. It has now been shown in this
laboratory that one of the most important organisms can
be detected regularly, after prolonged periods of incu-
bation, in the blood of normal subjects, but at a very
much lower incidence than in the blood and joint
fluids of arthritic subjects.

In most cases (Benedek, 1955; Duthie et al., 1967;
Markham and Myers, 1976) the isolates have not been
properly identified in bacteriological terms, but vaguely
described as a bacillus, diphtheroid, or mycoplasma. By
contrast, Pease (1974) identified an L-form of Bacillus
licheniformis, but clearly distinguishable from sapro-
phytic strains. It may fairly be called B. licheniformis (var.
endoparasiticus, Benedek). This confirmed the identifica-
tion of Roberts (1964) from arthritis in turkeys. The
outstanding characteristic of the organism is that during
an exceedingly prolonged period of incubation, in the
process of reversion to the Bacillus from the L-form, it
passes through a stage in which it resembles a Coryne-
bacterium or Mycobacterium (i.e. diphtheroid) and thus
reproduces all the different morphologies that have been
attributed to various unclassified isolates. This very
protean behaviour has been fully described in the past by
American workers dealing mainly with strains derived,
not from arthritis, but from neoplastic disease (Annals
ofthe New York Academy ofSciences, 1970).
The concept that infection with habitually nonpatho-

genic micro-organisms may be a factor in autoimmune
disease, including rheumatoid arthritis, possibly by
causing a failure in immunological recognition of affected
tissues (Pease, 1965, see also for references), has become
progressively acceptable in recent years (Brown et al.,
1974; Mattman, 1974). However, a very serious deficiency
in the existing evidence has been the lack of a control
series of isolations showing the distribution of such
organisms in healthy subjects. The mere assumption that
normal blood is sterile is not acceptable.

In this laboratory we are in the process of completing
such a study which, because it is for the most part pure
bacteriology, is not appropriate for full publication in
this journal; but because it provides the missing control
on isolations previously published here, should neverthe-
less be available to rheumatologists, and that is the
purpose of this letter.
Blood cultures were made from 126 subjects in

Birmingham and Ancona, Italy, using a system of repli-

cates and cross-controls to avoid suspicion of contamina-
tion during the 8 months in which the primary cultures
were incubated. The isolation techniques followed were
those of Pease (1969, 1970) and Tedeschi et al. (1975, and
other previous papers). At intervals of up to 8 months'
incubation, the L-form of the organism was isolated, in
various stages of reversion from a spheroplast to an acid-
fast 'diphtheroid' and eventually a bacillus, from 2500
of samples of whole blood or blood cells, but only from
about 2% of platelet-rich plasmas. This bears out the
contention of Pease (1969, 1970, 1974) that the infection
is associated with the erythrocytes, but it also shows
that, whereas it is unquestionably present in healthy
persons, its detectable incidence is only a small proportion
of the almost 100% found in arthritis, although non-
cultivable L-forms are probably more numerous still.

It is submitted that this is an observation of the utmost
practical importance in the investigation of the aetiology
of arthritis, whatever its significance may prove to be.
As a coda, I am glad to be able to report, in view of the

valuable assistance give to me by Professor Guido
Tedeschi, of the University of Camerino, that 15% of
plasma cultures eventually grew a Gram-positive coccus,
which substantiates his claim that the L-form of these
organisms is associated with the platelets of a similar
percentage of normal persons. There is however, no
suggestion that such cocci are a significant factor in
arthritis, as B.J. endoparasiticus almost certainly is; the
finding merely emphasizes the existence of cryptic L-form
infection in blood.

K. A. BISSET
Department of Bacteriology,

University of Birmingham,
Birmingham B15 2TJ.
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Effect of anti-inflammatory agents on
serum gastrin concentrations
Sir,
We were interested in the paper by Rooney et al. (1976)
showing that the raised serum immunoreactive gastrin
concentration, which is frequently found in patients with
rheumatoid arthritis, is not modified by 14 days' adminis-
tration of anti-inflammatory drugs (aspirin, indomethacin,
phenylbutazone, tetracosactrin, or ascorbic acid). Other
workers have reported increased basal and/or meal-
stimulated serum gastrin levels after chronic corticos-
teroids or corticotrophin treatment, both in the dog
(Watson et al., 1973) and in man (Raptis et al., 1976),
while the basal serum gastrin concentration was not
modified after acute parenteral administration of hydro-
cortisone (Watson et al., 1973; Giordano and Marugo,
1974) or prednisolone (Raptis et al., 1976). No data are
available on the effects of acute administration of non-
steroidal anti-inflammatory drugs on serum gastrin levels.
Therefore, we have evaluated the serum gastrin concen-
tration after acute parenteral administration of phenyl-
butazone, lysine-acetylsalicylate, and hydrocortisone.
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Twenty-seven healthy males aged 26-51 years volun-
teered for study. Each drug was administered after an
overnight fast to 9 subjects as follows: hydrocortisone
100mg or lysine-acetylsalicylate 2g (1.8 acetylsalicylic
acid) by rapid intravenous injection; phenylbutazone
600 mg intramuscularly. The serum gastrin concentration
was evaluated by the radioimmunoassay method before
and 15, 30, 45, 60, and 90 minutes after treatment. The
Table shows that the mean serum basal gastrin levels
were not significantly modified by any drug.

Present data confirmed that acute hydrocortisone
administration does not affect gastrin secretion and,
together with the study by Rooney et al. (1976), show
that acetylsalicylic acid and phenylbutazone fail to
increase serum gastrin after acute as well as chronic
treatment.

GUGLIELMO CURTARELLI, ROBERTO CALDARA,
and LUIGI BnuRn

2nd Department ofMedicine,
Fatebenefratelli Hospital,
23 Corso di Porta Nuova,

20121 Milan, Italy.
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Table Effect of acute administration ofanti-inflammatory agents on serum gastrin concentration in normal
subjects (mean±SEM)

Treatment No. ofsubjects Time (min)

-15 0 15 30 45 60 90

Phenylbutazone 9 72±7 71±8 73 ±8 76±9 77±6 70±9 73±9
Lysine-acetylsalicylate 9 80±5 78±7 80±8 82±7 80±9 83±10 79±8
Hydrocortisone 9 75±7 73±7 75±6 79±10 76±9 78±7 78±9
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