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Abstract

Sexually Transmitted Infections (STIs) can often mimic Inflam-
matory Bowel Disease (IBD) and should always be considered in 
the differential diagnosis of patients presenting with rectal mani-
festations. Unfortunately, the symptoms of lower gastrointestinal 
syphilis are often nonspecific or even absent, making the diagnosis 
particularly challenging. This case report presents a 35-year-old 
male patient with anorectal symptoms, highlighting an atypical 
presentation of syphilis infection.
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Introduction

Rectal symptoms are frequently associated with Inflamma-
tory Bowel Diseases (IBD) [1]. Since gastrointestinal manifesta-
tions of Sexually Transmitted Infections (STI) are common, it is 
important that clinicians always consider them as differential 
diagnoses of IBD. However, it is not usually easy to establish it 
considering nonspecific symptoms or asymptomatic cases [2].

 Lower Gastrointestinal Syphilis (LGS) can manifest through a 
broad spectrum of symptoms, including chancres, proctocolitis 
with tenesmus and hematochezia, or asymptomatic mucosal 
abnormalities [4]. The symptomatology of STI commonly mim-
ics IBD with presence of anorectal symptoms including rectal 
bleeding and mucous discharge, anorectal itching, pain and 

tenesmus [4]. Therefore, especially when there is a history of 
receptive anal contact and in IBD cases that do not respond to 
therapy, exclusion of anorectal infections is indicated as part of 
standard screening for STIs [1]. 

Syphilis infection rates have garnered significant attention 
due to a global rise in incidence, particularly among men who 
have sex with men [1]. Simultaneously, the epidemiology of IBD 
has undergone a notable shift, with its prevalence steadily in-
creasing [5]. For instance, Latin America witnessed a rapid rise 
in IBD incidence in 2020 [6].

 Given the growing prevalence of both IBD and syphilis, ac-
curately distinguishing between these conditions is vital for en-
suring appropriate patient management. Misdiagnosis of LGS as 
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IBD is not uncommon, often resulting in suboptimal treatment. 
This challenge is compounded by the rarity of LGS presentations 
and the absence of pathognomonic symptoms [7]. 

We present a case of 35-year-old male patient with anorec-
tal ulcers associated with tenesmus, mushy stools mixed with 
blood and mucus for 2 months. He was being investigated for 
Crohn’s disease, when anorectal lesions suggestive of syphilis 
were later observed and investigated. The patient was treated 
with Benzatinic penicillin and exhibited an excellent response. 

Case report

A 35-year-old male was referred for investigation of Crohn’s 
Disease (CD). He reported changes in bowel habits, including 
frequent bowel movements, mucus in stool, and hematochezia 
over the past two months, accompanied by tenesmus. His fam-
ily history included gastric and rectal cancer, as well as a distant 
cousin diagnosed with CD. 

Physical examination revealed abdominal tenderness in the 
right lower quadrant and perianal ulcers. At the time of evalu-
ation, the patient was using mesalazine suppositories with no 
significant improvement in symptoms. 

His laboratory results showed normal white blood cell count, 
normal C-reactive protein level and the lab exams were nega-
tive for STIs, including syphilis. A stool analysis identified Blas-
tocystis hominis and fecal calprotectin was high (6679 mg/kg). 

Colonoscopy showed normal appearing mucosa of the ter-
minal ileum and colon, except for anorectal area, which showed 
ulcerative lesions (Figures 1 A-C). The biopsy showed granula-
tion tissue and neutrophilic exsudate, with fragments of ad-
jacent mucosa with no architecture distortion. Immunohisto-
chemical reactions for cytomegalovirus, herpes I, herpes II and 
Treponema were negative. A recto sigmoidoscopy performed 
after two months displayed continuity of the ulcers, in addition 
to a hyperemic and friable mucosa. 

Considering his symptoms and exams results were not sug-
gestive of CD, he was asked about sexual behavior and con-
firmed having receptive anal contact. More tests for STI were 
performed: Venereal Disease Research Laboratory (VDRL) title 
1/32 and Fluorescent Treponemal Antibody Test Absorption 
test (FTA-ABS) was positive, while HIV serology was negative. 

The patient was treated with two intramuscular Benzatinic 
penicillin 2.400.000 IU in one week gap and exhibited full re-
gression of all his symptoms plus proctosigmoidoscopy showed 
a healed mucosa (Figure 1D). A biopsy of this third biopsy 
showed a normal appearing mucosa with intramucosal hyper-
plastic lymphoid follicles. 

In light of seroconversion and clinical improvement after 
therapy, we retrospectively performed Treponema immunos-
tain in the second biopsy which was positive for spirochetes 
(Figures 2A & B).

 
Figure 1: (A-C) Colonoscopic images shows anorrectal ulceration. 
(D) Proctosigmoidoscopy shows a healed mucosa after treatment. 

Figure 2: Second biopsy (from rectosigmoidoscopy). Active retitis 
showing a crypt abscess with numerous intraluminal neutrophils; 
(A) HE, 100x) and ocasional Treponema pallidum organism showing 
by immunohistochemistry; (B) 241 400x).

Discussion

Syphilis, a systemic bacterial infection caused by the spiro-
chete Treponema pallidum, is often called the “great imitator 
and mimicker” due to its diverse clinical manifestations [8]. In 
2022, there was an increase in reported syphilis infections in 
the United States, with increases over the previous five years 
reaching 80% [9]. Given its highly varied clinical manifestations, 
clinicians must remain vigilant for the possibility of syphilis in 
the differential diagnosis of symptoms involving virtually any or-
gan system and conduct appropriate serologic screening tests.

 While investigating IBD it is important to understand the 
patient’s clinical features, associated signs and symptoms, ask 
about recent changes of medications, weight loss, dietary hab-
its and recent travels [10]. Detailed sexual history must be ob-
tained at first presentation, while paying attention to risk fac-
tors such as HIV seropositive status, other STIs in last 6 months, 
condomless receptive anal intercourse and history of traumatic 
sex in last 3 months [3]. These are probably the most powerful 
tool for estimating the probability of infectious proctitis [3].
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 Furthermore, it is essential to ask about IBD family history. 
Physical examination with perianal inspection as well as palpa-
tion for adenopathies should not be forgotten during a broad 
clinical examination [10], for instance, in this case report the 
inspection of perianal region revealed ulcers, which were es-
sential for diagnosis. If the diagnosis is clearly based on these 
findings, empirical treatment could be started [2]. 

Subsequently, analysis of blood sample with specific atten-
tion for inflammatory parameters and stool cultures are impor-
tant [10]. A fecal calprotectin analysis is not usually a screening 
tool, but in our case, it was performed due investigation of IBD. 
However, it is not a specific marker, and its high levels are also 
seen in gastrointestinal infections. 

The endoscopic findings of Crohn’s, namely discontinuous 
distribution of longitudinal ulcers, were not find in this case 
[11]. Colonoscopy showed normal appearing mucosa of termi-
nal ileum and colon, except for anorectal area, which showed 
ulcerative lesions. After these findings STI must be investigated, 
especially when there is a history of receptive anal contact. Ad-
ditionally, in similar cases reported of syphilitic proctitis, ano-
rectal infections have a varying clinical and endoscopic presen-
tation, making diagnosis difficult [7,10]. 

While the incidence of syphilis is increasing, anorectal syphi-
lis remains an uncommon presentation with a paucity of cases 
[12]. Its first appearance can occur after 2-6 weeks of anal sex-
ual intercourse, and in untreated patients. The secondary form 
can occur 6-8 week after the healing of the initial ulcer. Ulcers 
are typically located at the anal verge but can also be located 
more proximally in the rectum [2]. The clinical presentation of 
syphilitic proctitis can be very atypical, from asymptomatic to 
mild cases with symptoms like anal pain, tenesmus, itching, 
anal discharge, rectal bleeding or urgency of defecation. There-
fore, syphilitic proctitis is often a missed diagnosis [10]. 

Anorectal syphilis can be diagnosed by the detection of 
treponemes in exudate from an ulcerating lesion using darkfield 
microscopy, or an anorectal mucosal or ulcer swab for Poly-
merase Chain Reaction (PCR) for Treponema pallidum DNA [1]. 
However, test can be negative, and it does not exclude syphilis 
infection. PCR is not widely available. Silver nitrate-based stains 
(such Warthin-Starry) shows low sensitivity (18%) and Trepo-
nema pallidum immunohistochemistry shows a reported sen-
sitivity of 79% [3]. Gummatous lesions are especially likely to 
stain negative for syphilis, given the paucity of organisms typi-
cally found in these late-stage growths, hence the importance 
of multiple testing modalities [3]. 

Positive syphilis serological test results support the diagnosis 
of anorectal syphilis [3], as in this case. A review of 64 cases of 
Lower Gastrointestinal Syphilis (LGIS) found that 27% of cases 
were likely primary syphilis, 42% of cases were likely second-
ary syphilis, and 13% of cases were likely primary or secondary 
syphilis. These findings suggests that LGIS is most commonly a 
manifestation of an early infection. It is important to note that 
signs and symptoms of secondary syphilis may appear before 
the chancre of primary syphilis has fully healed, and that both 
stages are known to not infrequently co-occur [3]. This should 
be investigated and clearly established by physicians, since the 
stage of this infection has implications in the patient treatment. 

 Although essential, public health responses to STIs have 
been inadequate, compounded by challenges such as antimi-
crobial resistance, drug shortages, and lack of diagnostic tests 

in low-resource settings. In light of this, WHO has launched a 
new global strategy for 2022–2030, prioritizing research and in-
novation to address gaps in the control and prevention of these 
diseases [13]. As such, differential diagnosis for patients with 
anorectal diseases is of paramount importance. 

While sexually transmitted proctitis represents a small pro-
portion of overall STI cases, it is vital for clinicians to consid-
er STIs as key differential diagnoses in all patients with a new 
presentation of presumed IBD. Given the absence of definitive 
diagnostic markers for anorectal syphilis, obtaining a compre-
hensive sexual history is essential, and empiric treatment may 
be warranted in complex cases. Failure to diagnose or delays in 
treatment can significantly impact both individual health and 
public health outcomes.
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