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DISCUSSION

DR. I. N. ORPWOOD PRICE said there were certain
rules to be followed in the interpretation of serum
tests for syphilis. First of all, he thought it a bad
thing to use only one test, and that at least two
ought to be employed. The sensitivity level of these
tests should be known and appreciated. The history
and clinical condition at the time of the test, and
also any previous tests which might have been done,
should be taken into account. He went on to
emphasize the importance of carrying out tests at
regular intervals in order to discover whether the
titre curve was in the declining phase, at a constant
level, or rising. He doubted whether high or low
titres were related to the age of the infection.
Finally, he made a plea for the abolition of the term
" biological false positive" and the substitution for
it of the term " non-syphilitic reaction ".

DR. R. R. WILLcox said that most of the diffi-
culties were encountered not when the titre relapsed
after improvement but when it fluctuated widely.
Most clinicians, therefore, erred on the side of
giving too much rather than too little treatment as
an insurance. He felt that to-day with penicillin
there was considerable justification for this step,
since a continuous effective serum level of penicillin
could be maintained for 2 weeks by giving an
injection of 2-4 mega units of procaine penicillin
with aluminium monostearate when the patient
attended for his annual blood test and a second
injection of the same dose when he returned a
week later to learn the result of the test. Personally,
he frequently adopted this course.
The Treponemal Immobilization Test had been in

use for some time at St. Mary's Hospital on a trial
basis and was giving very good results. However, this
test sometimes increased rather than decreased the
problem of whether to retreat or not. He quoted
the case of a " burned-out " tabetic who had been
under his care for many years with a negative
cerebrospinal fluid and repeatedly negative Wasser-
mann and Kahn serum reactions. All advice taken
had firmly stated that no treatment should be given.
When the Treponemal Immobilization Test became
available this patient was an obvious subject, and,
as was anticipated, his serum gave a positive result.
This, however, only resulted in the patient himself
demanding treatment.

DR. A. REDMOND described the serological
patterns found when patients with late syphilis
were followed up by quantitative serum tests.*
DR. A. E. WILKINSON said that recent work in

Professor Turner's laboratory had shown that
rabbits inoculated with the Reiter strain of spiro-
chaetes did not produce immobilizing antibody
against the virulent Nichols strain of T. pallidutm,
although their sera immobilized the homologous
organism to a high titre. This suggested that the
Reiter organism was not T. pallidum. D'Alessandro's
demonstration of different reagins in the serum of
syphilitic patients using various fractions prepared
from the Reiter spirochaete was of great interest,
but it could not yet be accepted that these were
specific reactions in the sense of a reaction between
the causative organism of the disease and an
antibody in the patient's serum.
The application of Nelson's Treponemal Immobi-

lization Test to the sera of patients with positive
serum tests for syphilis but without clinical evidence
of the disease had given interesting results. In a
report of Nelson's on a small series of patients who
were thought to have late latent syphilis, about a
quarter had negative immobilization tests. Know-
ledge of this test was still in its infancy, but it was
thought that the immobilizing antibody was always
present in late syphilis. These findings raised the
query whether patients with negative immobilization
tests did in fact have syphilis or whether they were
what had been called "chronic biological false
positive reactors ".
With regard to the relationship between the

height of the serum titre and the stage of the disease,
some of the highest titres they had found at the
Whitechapel Clinic had been in the sera of patients
with gummata; these did not necessarily occur in
the early stages of late syphilis.

His experience with the V.D.R.L. tube test had not
been extensive, but he felt that the technique of the
test was cumbersome. It was certainly a very
sensitive test but he had not examined enough sera
to form an opinion as to its specificity.

COL. L. W. HARRISON said it might interest
members to be reminded that the subject of sero-
resistance in old-standing cases was discussed at the

* These results are fully reported in the paper by Redmond, Nicol,
and Shcoter in this issue p. 13.
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SERUM REACTIONS IN LATE SYPHILIS

International Medical Congress in London in 1913,
and that in that discussion he 'flew a kite', sugges-
ting that possibly persistence of the serum reactions
was due not to failure of the treatment but to the
development of a habit of the tissues to form those
substances which are detected by the serum tests. He
rather thought that might still explain many cases.

DR. HEYWOOD, in reply to Dr. Orpwood Price,
said that in general it was irrelevant to the present
discussion to recommend one serological test as
against another, though as the subject had been
raised he would in a moment say something in
contradiction of that. As to how many tests they
should employ, he agreed that they should employ
at least two, but stipulated that two should also be
the maximum. A multiplicity of tests would make
confusion worse confounded.

Dr. Orpwood Price had suggested that before the
results of the tests were accepted as a presumptive
diagnosis of syphilis both tests should be positive.
That again depended on the nature of the test
employed. If the two tests were of unequal sensi-
tivity one test might be negative and the other
positive in a case of proven syphilis, as was demon-
strated in Figs 2, 2(a), and 2(b), which indicated
tests one of which gave a predominantly negative
and the other a predominantly positive reaction,
because they were of different sensitivities. It
proved nothing about the virtue of one test as
against the other.
The same speaker had criticised his statement

about high titre and low titre relative to the age of
the syphilis. He must read again what he did say
in his paper because Dr. Orpwood Price was not
being quite fair to him. Here Dr. Heywood read
from his paper the passage beginning:

" A quantitative serological test may provide a very
rough indication of the age of infection . . ." He
reminded his listeners that he had stated clearly that
it was only a " very rough " guide. The impression
which one got from the preliminary quantitative
serological test would be confirmed or refuted by the
later behaviour of the same test.

Dr. Wilkinson had said something which tended
to confirm this. He had mentioned the point about
finding very high titres in late syphilis, in cases of
gumma, so much so that now when they got a very
high titre they began to look for gumma. The
gumma was an early manifestation of late syphilis,
not a late one.
On the point that, as an " insurance policy ", the

cases with a persistently positive serological test for
syphilis should all be treated as if they had a latent
syphilis, there could be no question about it.

Dr. Willcox had made some remarks about the

quotations which appeared in this paper. He was
fully aware of the danger in quotation that some
remarks might be taken out of their context, and
that thereby their meaning would be distorted to
some extent. He had tried to overcome that diffi-
culty by making his quotations at some length, and
had endeavoured to be as fair as possible.
He thought there were better methods of control

of treatment than serological tests for syphilis, but
he agreed with Dr. Willcox in never discharging late
syphilitics if they would agree to attend. He
disagreed with the suggestion about intermittent
treatment. There was no rhyme or reason to it.
If there was any necessity for treatment at all, it
could be conclusively shown that intermittent
treatment did more harm than good. Irregular
intermittent treatment would breed late syphilis
rather than prevent it.

Dr. Wilkinson and he seemed to be at loggerheads
over the Reiter antigens and antibodies. The anti-
bodies which D'Alessandro separated by fractional
absorption were obtained from human syphilitic
sera, not from sera of patients inoculated with the
Reiter strain, an experiment not so far reported as
having been performed; it was found that the sera
of these patients contained antibodies to three of
the four antigens separated from the Reiter strain
of spirochaetes. The differences between the
Reiter strain and Treponemata pallida were not
really germane to the argument; he had only
wanted to prove that " reagin " was not one sub-
stance but several, and that the type of " reagin "
in early or active syphilis might be different from
that in latent or treated late syphilis. Serological
tests were not necessarily measuring the same
reagin at different stages of syphilis.

Dr. Wilkinson had said that in his experience the
V.D.R.L. tube test was not very good or easy to
perform. The speaker's experience of this test
extended over two years; in the view of his serolo-
gist colleague the V.D.R.L. tube test was easier to
perform than the standard Kahn test, and in his
own view, as a clinician, he considered it the best
serological test for syphilis if the problem of sero-
resistance was not allowed to become a bugbear.

Col. Harrison had asked him to deal with the
question of persistently positive Wassermann
reactions in the cerebrospinal fluid, and in cardio-
vascular syphilis. He could only repeat that before
planning the management of a case the investigations
carried out by the venereologist should place
special emphasis on examination of the cardio-
vascular system and of the cerebrospinal fluid
(including, in the latter case, not only the Wasser-
mann reaction but also cell count, protein estimation,
and Lange gold sol test). If the patient was
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suffering from active syphilis of the cardiovascular
or nervous systems the problem of sero-resistance
did not arise (according to the definition previously
given). The persistence of a positive Wassermann
reaction in the cerebrospinal fluid during and after
treatment had been shown (by Dattner in his
follow-up of Wagner-Jauregg's malaria-treated
cases) to be of as little importance as the persistence
of a positive reaction in the blood. If the patient
was suffering from neuro-syphilis, there were,
fortunately, other guides than the cerebrospinal
fluid Wassermann reaction to the progress the
patient was making, particularly the cell count and
protein content.

Col. Harrison's suggestion that the body tissues
in late syphilitics had formed an unbreakable habit
of manufacturing reagin had been repeated by
Thomas (1949).
MR. A. J. KING said that although the discussion

had closed he would ask permission to raise a matter
arising out of Dr. Heywood's reply. Dr. Heywood
had stated that patients who had a positive blood
test must be treated, irrespective of the possible
significance of the result. Was there any justifi-
cation for that attitude ? Dr. Heyv-ood himself had
made the point that the blood test was not a diagnosis
but a pointer for further investigation. Was he
advocating that patients should have treatment who
had positive tests without history or signs of
infection and who, under observation and without
treatment, came to have negative tests? Did he
advocate that, in the case of a mother treated during
pregnancy but with positive blood tests at or near
delivery, her newly-born infant with positive tests
should be treated, although there was no other
evidence of syphilis ? If so, this meant that patients
with these positive tests of doubtful significance
would require to have full treatment and to be
observed over a number of years, and would need
to have tests of their cerebrospinal fluid; and that
full investigation would be necessary for the wives
and children and all other contacts of such patients.
He thought this was an unreasonable attitude.
Diagnosis before treatment was a fundamental
principle of medicine and Dr. Heywood was
proposing to violate it.

DR. HEYWOOD said that Mr. King had taken him
wrongly. Here they had presumably a patient who,
according to all examinations except one, was in
good health. The only abnormal finding was a
persistently positive serological test usually per-
formed in the investigation of syphilis, and the
question at issue was how to manage- that patient.
It was known that for the major part of the biolo-
gical course of syphilis it was a latent disease, and

that there was no means of distinguishing between
the patient suffering from latent syphilis and the
supposed " chronic non-syphilitic reactor ". If a
patient had latent syphilis there were four possibi-
lities for him: that the disease would fade out
without intervention, that it would remain in the
latent sero-positive state until the patient died, that
it would progress to benign tertiary syphilis, or to
malignant tertiary syphilis requiring treatment. The
chances of latent syphilis becoming active were
approximately fifty-fifty, and as they could not tell
which way it would go, " insurance-policy'" treat-
ment seemed to be the only safe course. The point
about investigation of contacts was a red herring.
Did Mr. King not do that in every case of syphilis ?

MR. KING: I do not see the contacts unless the
patients have evidence of syphilis.

DR. HEYWOOD pointed out that the diagnosis of
"chronic non-syphilitic reactor" must depend on
the exclusion of syphilis in contacts as well as in the
original patient. A persistently positive S.T.S. meant
that the patient had been infected with syphilis at
some time in his life. The attempted distinction
was really only a piece of armchair metaphysics.

MR. KING maintained that if a positive blood
test became negative in a few weeks they had not
sufficient evidence of the presence of syphilis.
DR. HEYWOOD said that Mr. King had now put

his finger on the root of their misunderstanding.
He had not been talking about temporarily false
positive reactions (the " acute non-syphilitic reac-
tors "), which were the product of the laboratory
rather than of the patient, but of positive reactions
persisting for 3 months or longer in the absence of
supporting evidence of syphilis. Such patients, in
his opinion, were suffering from latent syphilis.

In reply to a remark by Dr. Orpwood Price, he
said that his definition of the biological false positive
reaction, which supposed that in the blood of a few
entirely normal people there may be sufficient
reagin to produce a positive reaction, was that
given by Moore. He would say that the patient
whose S.T.S. remained positive for 3 months or
longer had been infected with syphilis at some time.
The question of positive reactions in pregnant

women was raised. The point was whether, unless
the blood test was performed very early in preg-
nancy, one could afford to wait 3 months on the
chance of a positive reaction giving place to a
negative one. As a matter of expediency, to avoid
any possibility of the birth of a syphilitic infant, he
thought they must treat the pregnant woman before
they had time to find out whether hers was a case
of a hypothetical biological false positive or not.
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