
TREATMENT OF VENEREAL DISEASE IN THE UNiTED STATES

It stated that within a week after the February 6-7th Conference disturbing information becamn
available from two laboratories.
These laboratories -were studying the effect of penicillin K on rabbit syphilis and found a

tenfold difference in efficiency between it and penicillin G, the penicillin K being less effective.
A few days later another hospital reported that a regimen with 1,200,000 units of penicillin over
3f days had been found paradoxically to be more efficient than one with double the dose over
double the time.

This prompted an immediate further analysis of the cases at the Johns Hopkins Hospital,
which demonstrated that cases treated before May 1944 became seronegative at- 1 months in
85 per cent, whereas of those cases treated after that date, only 60 per cent were seronegative in
the same time.
The article then states: "The conclusion seems inescapable that certain commercial penicillins

produced within recent months are less efficacious in the treatment of syphilis than were the
preparations available two years ago. It is probable that some of the decreased therapeutic
effect is due to the increased amount of penicillin K which has been present in the commercial /
preparations of many manufacturers. The existence of other factors, such as the decrease in the
amount of possibly therapeutically active impurities, must also be considered."
Recommendations follow for the treatment of early syphilis, suggesting 3,600,000 units of

penicillin for seronegative primary syphilis and 5,400,000 units for seropositive primary and
early secondary syphilis. For relapses a second course of penicillin, plus 360 milligrams of
Mapharsen, given in 6 injections, and 6 injections of bismuth, is recommended.

Obviously, this disconcerting information has to be integrated with the data presented at
the Washington meeting. Whether or not the schedules proposed for future study have been
changed is not at present known.

ADDENDUM 2.
At the time of going to press I learn in a personal communication from Dr. J. E. Moore of

certain very rapid and important steps forward in the penicillin situation.
All the manufacturers in the United States of America have taken immediate steps to reduce

the K content of commercial penicillin, with entire success, and all penicillins available now in the
United States consist predominantly of penicillin G. One product is indeed a crystalline sub-
stance containing 95 per cent G. It is predicted that within 6 months all penicillins will be pure
or almost pure penicillin G.
As from 1st July 1946, the syphilis study group under the auspices of the United States Public

Health Services has gone over from commercial penicillin to crystalline penicillin G, using four
treatment schedules of 7j days, giving 2,400,000 or 4,800,000 units at two-hourly or three-
hourly intervals. With cQmmercial penicillin, doses up to 8,000,000 units are now being tried.
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DISCUSSION ON THE PRECEDING PAPER
Air-Cdre. G. L. M. McElligott (the President) opened the discussion. With regard to the

desirability or otherwise of treating clinically suspicious female contacts in the absence of
pathological confirmation, he thought that most people would probably agree that, after an
unprotected intercourse with an infected man, the odds on the woman becoming infected with
gonorrhoea were very heavy. Some would even say that in such a case it was unnecessary to'
wait for the appearance of signs and symptoms before treatment should be commenced.

With regard to the masking of syphilis by the penicillin treatment of gonorrhoea, he had seen
remarkably few cases in which this could be shown to have occurred. Strangely enough, the
most convincing case was that of a man whose primary sore appeared. 6 months after he had
received 100,000 units of penicillin for gonorrhoea. He was a reliable witness, and his statement,
that in the meantime he had not expiosed himself to further infection, could be accepted.

Lt.-Col. Wilcox said that the'Army had been circularized with a view to discovering whether
or not a case could be found in which syphilis had declared itself later than 3 months after the
finally attested cure of gonorrhoea; so far he had not found anybody who claimed to have
seen such a case.

Dr. J. Marshall said that he had seen half a dozen cases of treated gonorrhoea in which
syphilis had declared itself later, apparently (according to the patient's statement), without
reinfectioi-; in those cases the average incubation period of syphilis was about 50 days. It
looked as though the penicillin treatment had delayed the appearance of the signs of the disease,
which, wlien they appeared, were what one would expect; the chancre, was normal in appearance
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and the Spirochaeta pallida was found easily. Of the cases which he had seen there was none
in which the customary 3 months' follow-up after treatment of gonorrhoea had not been ade-
quate. Another point (first made at a recent meeting by Mr. A. J. King) was the fact that, after
any quick treatment of syphilis itself, surface relapse usually followed quite rapidly, in most
cases within a year. After the treatment of syphilis with penicillin alone, his own experience
had been that surface relapse usually occurred within 6 months. One would expect that the
masking effect on syphilis of treating gonorrhoea with relatively minute doses of penicillin would
be minimal; 3 months' follow-up should be enough in most cases and 6 months in all cases.
As for treating contacts of patients with venereal diseases, Dr. Marshall's policy at the present

time was, in the case of contacts of patients with gonorrhoea, to treat them at once with 300,000
units of penicillin in oil-wax suspension and to follow up these cases for 3 months. With regard
to syphilis he was opposed to treating contacts with penicillin because lie had no idea even yet
whether or not penicillin really cured syphilis, and it seemed to be unreasonable to experiment
with something of which the results were so uncertain. The only case which he had treated
was that of a woman who was in the eighth month of pregnancy and had been exposed to
infection by her husband, in whom he had diagnosed primary syphilis. She was treated with
penicillin, arsenic and bismuth.

Mr. A. J. King said that he would like to express his view strongly against treating suspected
contacts. Very little was known yet about the way in which penicillin worked, but it would be
an extraordinary thing if the natural mechanism-the body resistance--did not play a large
part in the cures produced by penicillin. Until there was more information on the subject, he
thought that there would be a serious risk if this medicament were administered before the body
had had a chance to build up any natural immunity. There was also the consideration that
histories were very unreliable; sometimes, too, the information about clinical findings was also
unreliable. Recently a man came to him for examination and was under observation for 4
months. All tests were entirely negative so far as venereal disease was concerned, but at the
beginning of this period his wife had been admitted to another hospital with a lesion of the vulva
which was said to be early syphilis. What was the true sequence of events he did not know.
Perhaps non-specific spirochaetes had been found in the woman and a mistake made, so that
hers was diagnosed wrongly as a case of syphilis. In the husband no trace of syphilis could
be found, but the wife was accusing him of giving her syphilis and was taking proceedings for
divorce. That was an instance of how mistakes might be made, and it would have been a wrong
thing to have treated the man on this evidence of venereal disease. He felt that before treatment
was undertaken a patient should have signs which were confirmed by pathological tests.
On the question of the possibility that small doses of penicillin given for gonorrhoea might

mask early syphilis, his own experience-which in this respect was small-was of a number of
cases in which, after treatment for gonorrhoea, primary chancres developed; in those patients
whom he had seen, it had seemed that the incubation had been a little longer than in the ordinary
run of cases, perhaps 6 weeks or 2 months. He had not seen any case in which there was evidence
of syphilis after an interval of 3 months.
He was appalled at the attitude of some clinicians towards the cure of gonorrhoea in cases

treated with penicillin. As far as he could see, the evidence of cure in many of these cases was
not at all convincing. If one watched the patients closely, some sign of infection appeared to
persist and some of them relapsed.. To his mind there was much to suggest that the effect of
penicillin in a number of cases of gonorrhoea was to provide a new and convenient way to latency.
The standard of observations and tests for gonorrhoea, so far from being relaxed, should, if
possible, be made more exacting.

Maj. Wordingham said that, like himself, his colleagues in civil practice in the North-East
were very apprehensive and sceptical about treatment of gonorrhoea with penicillin, especially
when given in beeswax- by the " one-shot " method. He thought that there was too common
a tendency to regard tests of cure as being no longer necessary. In the past the President had
expressed the same warning with regard to sulphonamide therapy, in which he and Cokkinis
had described a " sulphonamide prostate". He thought that it should how be recognized that
there was such a thing as a " penicillin prostate".
The speaker had recently observed a series of cases in which the method of treatment had been

to give a " one-shot " injection of suspensions of 150,000 units of penicillin in saline, in 2-5,
in 3 and in 7 per cent of beeswax and finally, in a small series, 200,000 units in 2-5 per cent of
beeswax. The percentages of failures were 63 in the first series, 20 in the second, 5 in the third,
30 in the fourth and finally 12 in the fifth series. In almost every instance of failure the presence
of the gonococcus was demonstrated and confirmed by cultural examination. He thought from
this experience that a careful examination of the prostatic and vesicular secretions should be
made between the third and fourth weeks o'f treatment, and that a very complete test of cure
should be repeated at the end of 3 months. By far the best results were obtained with 150,000
units of penicillin suspended in 3 per cent beeswax.
He thought that the rather optimistic claims put forward in the United States of America

were not generally substantiated in Great Britain, and that, although the number of cases was
small in the British series, the results had been instructive. He wished to sound a note of
warning against the undue optimism which existed in certain circles in Great Britain.

Later, in answer to a query by Col. Hanrison with regard to the technique of administration,
Maj. Wordingham emphasized that the blood concentration and urinary excretion levels con-
formed to those reported by American workers.
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TREATMENT OF VENEREAL DISEASE IN THE UNITED STATES

Dr. Hamilton WiDlie said that 3 months earlier he had published a letter in the British Medical
Journal as a warning against penicillin treatment alone for early syphilis. At the present moment,
if he had to write that letter again, his words would be even stronger. He believed that the
early syphilitic patients should be treated with arsenic and bismuth as well as with penicillin,
if they were to be cured satisfactorily.

Dr. J. A. Burgess said that venereal diseases propaganda during the past few years had stressed
to the general public the fact that venereal disease was curable. If venereologists were going
to reduce the stringency of the tests for cure of gonorrhoea, and to adopt schemes of treatment
for syphilis which were going to give 15 or 30 per cent relapse, they would bring their clinics
into disrepute. This information circulated very quickly among patients in the wai$ing rooms.
He felt that the tendency should be to overtreat, especially in syphilis, rather than to under-
treat.

Dr. Frankenberg asked whether or not Lt.-Col. Willcox had any information about the
methods of culture in the United States. He had learned that they had a postal diagnostic
service which seemed to be quite effective. With regard to the local treatment of gonorrhoea
in conjunction with penicillin therapy, looking through a small number of cases (all men) treated
in Germany, he found that the patients who received irrigation plus penicillin responded very
much more quickly to treatment than did those treated without irrigation. The difference in
the duration of stay in hospital was as great as 4 days.
The other point which he desired to make was the danger of diagnosing gonorrhoea without

a careful examination of the patient. It had to be remembered that in some cases the gonococcus
might lurk in places where it could not be reached by blood-borne penicillin. Each case should
have local treatment. In the- female he did not think that douching was of very much value,
but he was engaged in investigating the value of buffered hexyl-resorcinol jelly as a local applica-
tion whilst penicillin was being given.

Mr. W. N. Mascal said that in his own cases, for some time past, he had been using a com-
bination of penicillin and sulphadiazine. He strongly disagreed with the American method
of treating female contacts on sight. If this method were adopted, however, they should treat
male contactS on sight as well; surely both sexes should be treated alike. He agreed with
what had just been said with regard to the need for local treatment. He had always stressed,
in the case of females, that during sulphonamide treatment there was little change in the amount
of the vaginal discharge present, and the same applied to those cases treated with penicillin.
There was usually a severe secondary infection, and unless this were treated successfully it was
very difficult to convince the patient that she was cured. After all, it was usually the presence
of discharge which -brought the patient for treatment. Patients could be made much more
comfortable by a certain amount of local treatment. He had almost altogether done away
with douching, and was relying on swabbing and local painting. He was sure that with this
method fewer relapses occurred than if penicillin or sulpha compounds were used alone.

Dr. Fessler said that it seemed that some light had been thrown on syphilis as the results of
investigations carried out on the incidence of chancre.

The President agreed with all who had'spoken against the idea of treating undiagnosed syphilis
contacts. His earlier remarks referred solely to the advisability of treating the female contact
of a proved male case of gonorrhoea, even when the clinical signs were not bacteriologically
confirmed. He agreed with what Dr. Marshall had said about the importance of some vaginal
treatment in gonorrhoea in addition to penicillin. It seemed to him to be likely that infected
cervical discharge might remain in the vagina during the few hours of penicillin treatment and
might reinfect the cervix when the penicillin had left the body.

Lt.-Col. Willcox said that the questions raised in the discussion had answered themselves in
the main, and that he had very little to add, On the question of the treatment of gonorrhoea,
the doses of penicillin given in the United States of America were generally larger than those given
in Great Britain. The Americans were certainly treating possibly uninfected gonorrhoea contacts
on epidemiological grounds, but there was a difference of opinion on the question of treating
syphilis contacts. However, at. the conference of which he had spoken, there was a strong
section of opinion in favour of treating both male and female contacts of infectious cases of
syphilis in order to reduce the incidence of reinfection from the partner-what was euphemistic-
ally called " ping-pong " syphilis.

Concerning tests of cure for gonorrhoea, there were in the United States of America some
warning voices. Koch, Haines and Hlollingsworth of San Francisco, writing in the Journal of
the American Medical Association in October 1945, had devoted some space to the subject;
they wrote of a 14 per cent failure rate in their gonorrhoea cases. These correspondents were
decidedly of the opinion that tests of cure should be more exacting.
A very efficient propaganda campaign was conducted in the United States of America and

the tracing of contacts and defaulters was carried out vigorously. Nevertheless, the number of
fresh cases reported was still increasing, and the claim was made that this was due not to a real
increase but to greater efficiency in finding them.
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