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Abstract
Secondary syphilis, the most vivid stage of the disease, is called “the great imitator”, as it has a variety of cutaneous manifestations that mimic other diseases. 
Furthermore, the systemic vasculitis caused by endothelial invasion of T pallidum in syphilis can result in a variety of systemic manifestations such as neurological, 
renal, and hepatic involvement. We present a case of a 31 year old Bahraini male who presented to the emergency department with a nephrotic syndrome, 
papulosquamous rash, and concurrent hepatitis. His rash was characteristic of secondary syphilis and was later confirmed serologically. After treatment with 
penicillin, the patient had normalization of renal function, resolution of the nephrotic syndrome, and improvement of his elevated transaminases.
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Introduction
Syphilis is a sexually transmitted infection caused by a spirochete 

bacterium called Treponema pallidum. Syphilis can cause a chronic 
infection with distinct clinical stages and is most commonly 
transmitted through sexual contact or transfusion of blood products 
[1]. Syphilis has been widely known as “the great imitator” due to its 
wide range of clinical presentation. The primary stage of the infection 
classically presents with an asymptomatic chancre at the inoculation 
site. The secondary stage presents with systemic dissemination of the 
infection and characteristically causes a papulosquamous eruption, 
flu-like symptoms, and regional lymphadenopathy [2]. The tertiary 
stage is characterized by the neurologic, cardiovascular, and/or 
gummatous manifestations and is a major cause of morbidity and 
mortality [2].

Serological tests, including the VDRL (Venereal Disease Research 
Laboratory) and RPR (Rapid Plasma Reagin) tests are effective for 
confirming the diagnosis of syphilis. The FTA-ABS (Absorption of 
Fluorescent Antibodies by Treponema) and MHA-TP (Treponema 
pallidum microhaemagglutination) are more specific, confirmatory 
tests. They must also be repeated three and six months later to confirm 
response to treatment.

Nephrotic syndrome, characterized by overt proteinuria and 
low serum albumin with resulting hyperlipidemia, edema, and 
various complications, results from an abnormality of glomerular 
permeability which may be due to primary disease of the kidneys 
or secondarily to congenital infections, diabetes, systemic lupus 

erythematosus, neoplasia, or drug use [3,4]. Supportive treatment like 
restriction of protein, salt, and water, loop diuretics, ACE-inhibitors, 
statins and steroids are the mainstay of treatment.

When the cause of a nephrotic syndrome can be identified, therapy 
should be targeted to that etiology. Syphilis is a re-emerging infectious 
disease that can be a secondary cause of nephrotic syndrome, as in the 
case of our patient.

Case Presentation
A previously healthy thirty-one year old Bahraini male presented 

to the emergency department with a one-week history of epigastric 
pain associated with nausea and vomiting. The epigastric pain was 
central in location with no radiation. It lasted throughout the day and 
was an 8/10 for pain scale. He gave a history of 2-3 episodes of vomiting 
daily. The vomitus was greenish in color and mainly contained food 
contents. He denied any history of hematuria or hematemesis. On 
presentation, the patient was conscious, alert, and well-oriented. His 
vital signs were all within normal limits. Physical examination revealed 
moderate epigastric tenderness and a maculopapular eruption.

Laboratory investigations on admission revealed a White Blood 
Cells (WBC) count of 6.6, Hemoglobin (Hb) of 10.5, and a Platelet 
Count (PLT) of 469. Renal function was within normal limits. 
Abnormal liver enzymes were noted with an alkaline phosphatase 
(ALP) of 346 U/L (38-126), Gamma-Glutamyl Transferase (GGT) 
of 282 U/L (0-50), Aspartate Aminotransferase (AST) of 65 U/L (0-
45), and Alanine Aminotransferase (ALT) of 74 U/L (0-45). A urine 
microscopy was performed which revealed a protein count of 4+ 
and White Blood Cells (WBC) of 5-10. Abdominal ultrasound was 
done to rule out obstructive jaundice, and it showed that the liver was 
normal in size, measuring about 15 cm in length with a homogenous 
echo-pattern and intrahepatic biliary dilatation. Both kidneys were 
normal, and no lithiasis or hydronephrosis was noted. There was an 
incidental finding of focal mid- polar cortical hypertrophy with blood 
vessels seen traversing through it.

The final impression ruled out an intra-abdominal pathology, and 
the patient was referred to the medical team. Multiple investigations 
were performed to look for a secondary cause of his dramatic 



© 2022 - Medtext Publications. All Rights Reserved. 010

Clinical Cases in Medicine

2022 | Volume 2 | Article 1012

presentation with nephrotic syndrome and hepatitis, which included a 
hepatitis profile, HIV test, and autoimmune workup. The nephrology 
team was consulted and a 24-hour urine collection was ordered.

About 3 weeks before presentation, he reported a non-itching 
and painless ‘rash’, which he attributed to the use of Hyoscine 
Butylbromide (Buscopan). He was then referred to dermatology to 
rule out a drug- induced eruption. He reported a two-week history 
of scattered lesions on his distal extremities and palms and denied 
any history of sexual contact. On examination, there were scattered 
papulosquamous lesions on the inner wrists, soles, and abdomen 
(Figures 1-3). Non-treponemal tests were requested and revealed a 
reactive VDRL test of 1:46 and a positive TPHA.

Thus, a diagnosis of secondary syphilis induced acute hepatitis 
with secondary membranous nephropathy was established. Since a 
primary nephropathy was suspected, additional laboratory tests were 
performed and an early renal biopsy was scheduled. Results from 
additional investigations were negative for Antinuclear Antibodies 
(ANA), Antineutrophil Cytoplasmic Antibody (ANCA), and Anti-
Double Stranded DNA Antibody (dsDNA). Complement (C3/C4) 
and immunoglobulin levels (IgA/IgG/IgM) were within normal limits.

He was started on penicillin G benzathine 2.4 ml units IM 
weekly for 3/52. After starting the IM penicillin, his labs significantly 
improved. The ALP decreased from 353 to 229, ALT from 74 to 35, 
and GGT from 418 to 273. The patient was discharged with follow up 
scheduled with the nephrology team.

Discussion
Nephrotic syndrome can be diagnosed with proteinuria greater 

than 3 g-3.5 g/24 hour, and evidence of a creatinine ratio of >300 mg/
mmol-350 mg/mmol, serum albumin <25 g/l, clinical evidence of 
peripheral edema, and severe hyperlipidemia (total cholesterol often 
>10 mmol/l) may also be present [5]. Key treatment protocols include a 
negative sodium balance, limited dietary sodium intake (<100 mmol/
day; 3 g/day), restriction of fluid intake (1.5 l/day), and diuretics [5]. 
In patients younger than 60 years of age, membranous nephropathy 
is incredibly common among adults with nephrotic syndrome and 
accounts for approximately 20% of such cases [6]. Membranous 
nephropathy has a wide variety of secondary causes, such as solid 
tumors, medications, infections, autoimmune diseases, and diabetes 
mellitus. The association between syphilis and nephrotic syndrome 
has been documented in multiple case reports [7]. Furthermore, in a 
study by Hermann et al., the incidence of proteinuria and nephrotic 
syndrome in a group of 1,000 syphilis patients was 7.1% and 0.28%, 
respectively [8]. A more recent review of the literature has found only 
10 such cases of nephrotic syndrome precipitated by syphilis over a 
25 year span [9].

Although membranous nephropathy is the most common renal 
manifestation found in syphilis patients, other glomerular and non-
glomerular conditions can also occur. In a study by gamble et al. 
[10], electron microscopy and immunofluorescence revealed early 
membranous glomerulonephritis characterized by the presence of 
subepithelial tissue containing IgG and C3. It differed from usual 
MG in that the segmental lesions were present at the tubular poles of 
the glomeruli and IgM was present in the mesangial areas. Antibody 
studies revealed the presence of anti-treponemal antibody, indicating 
the glomerular injury is due to the deposition of anti- treponemal 
antibody complexes [11].

The pathogenesis of syphilis and liver damage is not completely 
understood. The most common biopsy finding in such cases is where 
of foci of necrotic inflammation is present around the central vein. The 
presence of treponemes was noted in a liver sample from the patient 
with acute hepatitis secondary to syphilis, but it normalized after 
penicillin therapy, suggesting a direct relation to the liver damage. 
However, several studies, reassuringly, state that the acute liver injury 
will eventually resolve after penicillin and the liver enzymes will 
normalize [12].

In conclusion, this case report highlights the importance of a 
holistic approach in the diagnosis and management of patients, 
emphasizing a multidisciplinary approach. In addition, it confirms 

Figure 1: Papulosquamous rash present on the sole and side of the foot.

Figure 2: Papulosquamous rash present on the bilateral wrists.

Figure 3: Papulosquamous rash present on the scrotum.
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the importance of dermatology consultations for skin lesions, even 
those that appear trivial and non-contributary, as skin is the largest 
organ of the body and may be a mirror image of internal disease and 
systemic conditions.

Statement of Ethics
Informed consent was obtained from the patient for publication 

of the details of their medical case and any accompanying images. 
Ethical approval was not required for this study in accordance with 
local/ national guidelines.
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