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Secondary Syphilis and
Hepatitis
The effects of congenital and tertiary syphilis on the liver are
in all the text-books; less well-known is the hepatitis that may
occasionally occur in the course of secondary syphilis, which
has seldom been studied by modern techniques. Hahn'
examined the records of about 10 000 cases of early syphilis at
the Johns Hopkins Hospital and found that the clinical
diagnosis of early syphilitic hepatitis had been made in only
five cases. In such cases the diagnosis was usually based on the
facts that the patients had secondary syphilis, that the hepa-
titis ran a mild course, and that it responded well to anti-
syphilitic treatment.
The usual clinical picture of this type of hepatitis is that of

mild jaundice with moderate tender enlargement of the liver
and signs ofsecondary syphilis. Baker et al.2 and Lee, Thornton,
and Conn3 described single cases in which serological tests
showed moderate rise in the serum bilirubin and the glutamic
oxalacetic transaminase with a disproportionately high
alkaline phosphatase level. In Baker's case liver biopsy
showed necrotic areas, extending from the portal tract to
central veins, in which there was a total loss of parenchymal
cells with moderate lymphocytic and histiocytic infiltration.
The portal tracts were oedematous and contained numerous
polymorphs, lymphocytes, and histiocytes. There was no
cholestasis. On the other hand, in Lee's case biopsy showed
preservation of the basic architecture of the liver but there was
portal inflammation characterized by infiltration with poly-
morphs, particularly in the area ot- the bile ducts. 'T'here was
no destruction of small ducts and no bile stasis. There was
evidence of hepatic regeneration and the reticuloendothelial
tissue was hyperplastic. No granulomata were present.
Commenting on these two cases, Sherlock4 stated that the

problem was to be sure that the jaundice was not due to
coincidental viral hepatitis, probably of the long incubation
type. The fact that in both cases the test for Australia antigen
was negative did not exclude this possibility. The antigen
could have been present earlier and already cleared from the
blood or the hepatitis might have been related to some other
antigen. The main diagnostic points were that in both cases
the alkaline phosphatase was raised to about ten times the
normal level-unusual in viral hepatitis except that of the
cholestatic type with deep jaundice-and that the histological
findings were non-specific in character. The absence of
cholestasis was odd, and the mechanism of jaundice was
obscure. If the hepatitis resulted from a direct effect of the
treponemes on the liver, it was perhaps surprising that they
could not be demonstrated in one case and were only doubt-
fully present in the other.

Parker5 and Young, Bahr, and Waye6 have since described
single cases with similar clinical findings and raised serum
levels of alkaline phosphatase, bilirubin, and liver enzymes. In
Parker's case histological examination showed only slight
cellular infiltration and some cholestasis. The purtal tracts

were oedematous and there was cellular infiltration and also
proliferation of the bile ducts. In Young's case liver biopsy
specimens showed focal necrosis and cholestasis without
granulomata. Again stained specimens failed to demonstrate
treponemes in liver tissue.

Clearly such cases are uncommon, but they may deceive the
unwary if the signs of secondary syphilis are not obvious.
Investigation of any case of jaundice should include a sero-
logical test for syphilis. Three of the four patients described
were male homosexuals and in two cases the primary lesions
seem to have been in the anorectum; homosexuals are known
to be particularly liable to syphilitic infection. Hepatitis
together with the other manifestations responds well to
ordinary antisyphilitic treatment. It seems that the results of
microscopy of liver tissues are variable and uncharacteristic.
The failure to find treponemes is perhaps due to indifferent
technique, whether the hepatitis is due to syphilis or not, for
there are many treponemes in the blood and in most tissues of
patients with secondary syphilis. As Sherlock4 has said, the
description of such cases should be a stimulus to venereologists
and hepatologists to mount a joint campaign to investigate
liver function and structure in a large number of cases of
early syphilis, with or without jaundice.

IHahn, R., American Journal of Syphilis, 1943, 27, 529.
2 Baker, A. L., et al., New England Journal of Medicine, 1971, 284, 1422.
3 Lee, R. V., Thornton, G. F., and Conn, H. O., New England Journal of

Medicine, 1971, 284, 1423.
4Sherlock, S., New England)Journal of Medicine, 1971, 284, 1437.
5 Parker, J. D. J., British Journal of Venereal Disease, 1972, 48, 32.
6 Young, E., Bahr, G., and Waye, J. D., AmericanJ'ournal of Gastroenterology,

1974, 61, 476.

Gastrin Heterogeneity
As our knowledge of the hormonal control of digestion grows,
so does the complexity of the subject. Recently the
combination of gel filtration and radioimmunoassay tech-
niques has shown that the gastrin molecule is hetero-
geneous and that there are at least four and possibly five or six
components of gastrin in the serum. Inevitably a plethora of
terms has evolved for the various molecules. Walsh et al.1 have
proposed a sensible classification in which the gastrins are
designated by the number of amino acid residues, their
species of origin, and the absence (I) or presence (II) of
sulphation at the tyrosine residue.
The pioneering observations of Gregory and Tracy2

showed that gastrin is a heptadecapeptide (17-amino acid)
molecule with a molecular weight of about 2100. This
molecule may be nonsulphated or sulphated and has been
called "little" gastrin, or3 component III but is best termed'
G-17-I or G-17-II. All the biological actions of G-17 are
manifested by the carboxyl-terminal tetrapeptide Trp-Met-
Asp-Phe-NH2, which is about one tenth as potent as the
heptadecapeptide. In the plasma, however, only a small
fraction ofthe hormone is the G-17 form. Most ofthe immuno-
reactive gastrin circulates as a larger, more basic, substance4
with a molecular weight ofapproximately 7000. This molecule
has been called "big" gastrin,5 or3 component II, or' G-34, and
again it exists in the sulphated or nonsulphated form. G-34 is
probably a complex ofG-17 covalently linked with a more basic
peptide.

Yet another form of gastrin elutes from Sephadex columns
in the area of albumin. This very large molecule, whose
molecular weight and amino acid composition have yet to be
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