THE LIVER IN SECONDARY SYPHILIS
CLINICAL, LABORATORY AND HISTOPATHOLOGICAL INVESTIGATION OF 22
PATIENTS WITHOUT JAUNDICE.*

H.C. Hercules, R. Figliuolo, S. Figliuolo

22 patients with a history of syphilitic contact, skin lesions and positive
serology were evaluated by physical examination, liver function tests and liver
biopsy for evidence of hepatic lesions secondary to treponema infection. Only
minimal evidences of hepatic damage were revealed by clinical examination and
liver function tests. On biopsy 21 cases of NSRH were noted with one case of
graniloma formation. No spirochaetes were found, so these findings could not be
attributed to a direct action of the treponema.

INTRODUCTION

Many authors have studied the causal
relationship between jaundice, liver lesions
and secondary syphilis by means of case
reportsts2:12:17,20,22.30 oy have studied
the liver in early syphilitic patients without
jaundice. In these studies some of the cases
cited had been admitted to the ward for
reasons other than suspected syphi-
lis15+23,26,31

Before the current use of liver biopsy,
Irgang® and Hahn® suggested an underlying
hepatitis in secondary syphilis.

Féher et al® made a systematic investi-
gation of syphilitic patients who had altered
liver function tests by means of liver biopsy.

Rajam and Rangiahlg, Mc Cracken et
al'5 and now Sherlock®* suggested a liver
investigation by needle biopsy in early
syphilitic patients without clinical nor labo-
ratory evidence of hepatic lesion.

The authors studied 22 volunteers with
secondary syphilis using liver function tests
and needle biopsy.

MATERIAL AND METHODS

22 patiens were selected for this study.
They all related a history of syphilitic

*

contact and showed secondary syphilitic
skin fesions. None of them related excessive
use of alcohol and none had any hepatic
symptomatology. Of them 12 were women.
Their ages ranged between 18 and 43 vears.
The time between onset of symptoms of
secondary syphilis and needle biopsy varied
from 4 to 90 days.

Each patient had at least two different
serologically positive tests for syphilis
{(VDRL, Kahn and Maltaner).

The liver function tests performed were:
bilirubin, alkaline serum phosphatase, glu-
tamic pyruvate transaminase (SGPT), choles-
terol serum proteins (total, fractioned and
electrophoresis), flocculation reactions and
prothrombin activity.

All patients had a needle biopsy done,
after which they were treated with peni-
cillin,

All biopsy specimens were wholly or
partially fixed in formaldehyde 4% and
paraffin embedded. The sections were
stained by routine HE, PAS, delayed Ziehl-
Neelsen for ceroid pigment (Scheuer, 1968)
and afterwards by the Warthin-Faulkner
technique for treponema detection®. A
specimen from congenital renal syphilis was
included in each battery of slides as a
positive reference rich in treponemes.
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Fig. 1 ~ Portal and intralobular infiltration mostly Fig. 2 -~ Some hepatocytes were substituted by
by mononuclear cells. There is Kupffer inflamatory cells, Case B-4561. HE. Ob.
cell hyperplasia. Case B-5431 HE. Ob. 40x.
10x.

Fig. 3 +~ Focal tytic necrusis of sorme hepatocytes Fig. 4 — Neciotic focus near central canal. The
with exsudative reaction, Some liver cells exsudative reaciion i3 more pronounced
show fatty degenectation, Same case as fig, than in fig. 3. Case B-5431, HE. Ob. 40x.

2. HE. Ob. 40x,
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Fig. 5 +~ Early tuberculoid granuloma beside a Fig. 6 — Diffuse intralobular infiltration by neutro-
portal tract, Case B-4566. HE. Ob. 40x. phils and mononuclear cells. Same case as
fig. 1.'HE. Ob. 40x.

Fig. 7 + Portal enlargement by infiarmmmation and Fig. 8 -~ Piece-meal necrosis in same case as fig. 7.
active septum formation. Case B-4580. Wiider. Ob. 40x.
Silver impregnation apud Wilder. Ob. 10x.



Table |
Sex F F M M| F F F M F M M M M F F M M F F F
Age 24 30 23 43 | 39 22 40 19 24 26 30 29 27 22 18 37 32 22 23 31 23
Liver N N T N N N N N N N N N N N N 7 N tr ¢t N
SGPT 78 30 57 2 60 +4 60 16 44 24 24 60 72 36 60 30 36 54
CC ++ ++ + +++ + i+ + —_ ++ + + ++ - ++ ot - +t ++ ++
1T 7.1 89 39 - 136 9.6 6.1 48 39 7.8 41 36 69 19 66 10 84 86 4
TF + +4+ - -+ o+ + - - ++ - . + - + — ++ ++ —
ZnSO, 16 21 12.2 175 156 91 56 13.7 169 126 7.4 107 5.2 126 50 14 132 100
Alb. 3.27. 284 265 3.7 226 2.23 3.38 287 244 304 37 296 44
Qy 0.22 0.21 032 0.2 0.56 0.16 072 057 02 ' o048 |
o 0.44 0.73 0.89 0.47 1.0 0.8 0.79 072 051 @ 098 @
i} 0.65. 0.93 102 o 0.39 0.76 0.64 082 11 062 ~ 088 .N
Y 2.32. 1.78 192 ! 1.17 1.72 1.46 1.83 183 111 ! 163 !
Others ANF +
ci M 1 cl - lgMy
l9Git
Size ] B 8 B8 M B B8 B S B S M M B M M S B s s M
NSRH Intense Moderate Light

N = pormaitT = tender; t= palpated; { = reduced; C = complement; ANF = antinuclear factor; B = big; M = medium; S = short; {size of specimen)
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One specimen was submitted to silver
impregnation as described by Wilder?® and
studied for the presence of HB Ag according
to the Shikata method?5. Five blopsnes were
searched for immunoglobulins and C’3 by
immunofluorescence of deep frozen
sections, One of these five cases was
searched for treponemes according to the
Levaditi technic(uel 3

The diagnosis of nonspecific reactive
hepatitis was based on Popper’s criterial®,
According to the intensity of the structural
alterations the cases were divided in light,
moderate, or intense hepatitis after two
random checks,

The liver fragments were classified as
small (under 0,5cm), medium (0,6 to
1,0cm), or big {more than 1,0cm) in order to
check the validity of the results,

RESULTS

The most frequent skin lesions were
generalized papular syphilids. One case
showed papulosquamous syphilids and
another showed disseminated alopecia. All
cases showed Ilymph glands enlargment,
mostly in the cervical and axillary regions.
Of 17 patients, the liver could be palpated
but none was considered to be increased in
size. Three patients experienced pain on
palpation. The spleen was palpated in two
patients,

Some liver function tests showed alte-
rations (table 1} and the others were within
normal range,

21 biopsy fragments showed a nonspe
cific reactive hepatitis. The bigger specimens
{10 in all) revealed more inflammation and
necrotic foci than the smaller ones (5 out of
21), Since infiltration of varied intensity was
encountered in the portal tracts and less
pronounced in the sinusoids the diffuse
character of the inflammation was assumed
(fig. 1). Infiltration in the portal tracts was
the only finding in some cases. The infil-
tration was mostly by mononuclear cells and
to a lesser extent by neutrophils. Kupffer
cells always were found increased in number
and size, sometimes loaded with ceroid
pigment,

In 13, inflammatory cells substituting
hepatocytes were noted (fig. 2). All these
cases showed somewhat different aspects
resembling the evolutive stages of the
hepatic focal lesion. Less advanced lesions

showed one to three hepatocytes with
shrunken and acidophilic cytoplasm and the
presence of hystiocytes and lymphocytes. In
moderately advanced lesions these hepa-
tocytes disappeared and were substituted by
hystiocytes, lymphocytes and sometimes by
neutrophils (fig. 3). Advanced lesions tended
to form granuloma (fig. 4 e 5) without any
preferential localization in the hepatic
lobule, Hepatocytes at a distance from these
lesions did not show much evidence of
alteration, Some of them were vacuolized
with some degree of ballooning but there
was no modification in the normal anatomic
structure,

One specimen showed an area of intense
intralobular infiltration with mostly neutro-
phils (fig. 6). Another revealed very small
acidophilic inclusions in the cytoplasm of
the hepatocytes. In one case biopsied 30
days after onset of the disease an intense
enlargment of the portal tracts by mono-
nuclear infiltration and piece-meal necrosis
could be observed {fig. 7 e 8). The hepa-
tocytes seemed more swollen than in the
other cases, but HB.Ag could not be traced
by the Shikata method. No focal lesions
were encountered in this case,

Treponemes were not traced by either the
Warthin-Faulkner or tLevaditi techniques,
although all reference slides showed plenty
of treponemes.

No immunoglobulins or C’3 could be
traced by immunofluorescence.

DISCUSSION

The liver alterations found in this study
were those of nonspecific reactive hepatitis
(NSRH). The incidence of NSRH in the
whole population is not well known. Out of
3800 biopsies, Meister'® found 555 cases
and added that NSRH might only be an
aspe¢t of hepatitis with a granulomatous
reaction, He suggests that the needle might
not have reached the granulomas. The use of
serial sections might improve the chances of
finding them®.

The presence of granuloma in luetic
lesions was judged to be more typical of the
late stage of the disease. The only findings
recorded in early stages were |ympho-
plasmocitary infiltration and capillary proli-
feration3;19. More recent studies have,
however, shown that in fact granuloma do
occur in the early stages'®



186 Rev. Soc. Bras. Med. Trop.

Vol.XI —N9 §

Many authors failed to find evidence of
granuloma formation in the hepatitis of
secondary syphitis!-2.4.7-12,15,17,20,
22,23,26,30,31 bt Wagoner?” in a series of
1100 random liver biopsies found 5 cases of
syphilis with granulomatous lesions of which
4 were in the early stage of the disease. Our
study revealed granuloma formation only in
one case. This does not exclude more cases if
the liver fragments could have been larger.

The finding of NSRH in almost all our
cases might represent only the hepatic
component of a systemic disease, since in
none could treponemes be found. This
should not be due to technical failure since
test sections always were found positive. The
5 cases studied by immunofluorescence did
not reveal any Ig. Yobs?® using a similar
method demonstrated ig captured on trepo-
nemaes in syphilitic skin lesions. In another
study not yet published” one of us also
examined liver fragments from 3 icteric

patients with secondary syphilis and none
revealed the presence of the spirochaetes.
Féher et al® on the other hand encountered
7 out of 15 with treponemes in secondary
syphilis. Biopsies done after treatment did
not reveal any spirochaetes in these patients.
Since we and many others authors have not
found treponemes in the liver we are not
able to ascribe the lesions found in our study
to the treponemes.

This type of hepatitis seems to cure
without sequelae.

In one of our cases, biopsied 30 days
after the onset of skin lesions, we found
chronic hepatitis with piece-meal necrosis.
The immunoglobulins were not altered and
HB_Ag was not encountered. Féher et alf
described a similar case but with altered
immunogiobulins levels. Finally, we did not
find any relationship between the intensity
of the lesions, the time of disease and the
liver function tests.
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