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Case Report

A 35-year-old man presented to the Emergency Department 
with a 10-day history of fever episodes and pruritic skin rashes all 
over the trunk and extremities. He also had difficulties in drinking 
and eating foods because of some painful lesions on the mouth. On 
physical examination, there were numerous erythematous 
macules and papules 1–4 mm in diameter, localized on the trunk 
and superior extremities. Annular erythematous lesions with 
central hyperpigmentation and erosion were seen on both palms. 
Painful erosive elements with fibrinous deposits were noted on 
the oral mucosa. There was also a cicatricial lesion in the penis 
that made us think it was a syphilis ulcer. He denied treatment with 
any other new medications and had no other medical problems. 
Based on these clinical features, the first suspected diagnosis was 
Erythema Multiforme.

On the laboratory work-up, a complete blood count was within 
normal levels. Tests of liver function were normal, as were serum 
creatinine and electrolyte levels. Serologic tests for hepatitis B and 
C viruses were negative, as were tests for HIV infection. Serologic 
tests for recent or past infections by herpes simplex virus (HSV), 
cytomegalovirus (CMV), and toxoplasma were also negative. 
Instead, a venereal disease research laboratory (VDRL) test was 
positive with a titer of 1:240 and the fluorescent treponemal  

 
antibody absorption test IgM and T. pallidum hemagglutination 
assay (TPHA) were reactive.

Skin specimens were also taken from two lesion sites: one 
from a lightly scaly erythematous macule on the trunk and the 
other one from an erosive lesion on the oral mucosa (Figure 1). 

Histopathologic examination of the oral lesion showed an 
intracellular edema in the epithelium and acanthosis of the 
spinous layer; and edema of the upper portion of the lamina 
propria with perivascular infiltrate of mononuclear cells, features 
that indicated mucosal Erythema Multifrome. The trunk biopsy 
showed psoriasiform dermatitis with infiltration of lymphocytes 
and neutrophils in the epidermis and papillary dermis without 
necrotic keratinocytes, features compatible with Secondary 
Syphilis (Figures 2 & 3).

After this clinicopathological correlation, the patient was 
diagnosed with Erythema Multiforme caused by Treponema 
Pallidum. He was treated with Benzathine Penicillin G 2.4 million 
units by intramuscular injection in a single dose. 30 minutes before 
the injection of Penicillin in a way to minimize the severity scale 
of Herxheimer reaction we treated the patient with Prednisolone 
25 mg intramuscular.

Abstract  

Erythema Multiforme is a self-limited disease that often results from cytotoxic reactions against various aetiological factors including most 
commonly infectious agents and rarely medications. It is often necessary to obtain pathological confirmation to distinguish EM from a variety of 
other diseases that may manifest targetoid lesions. Syphilis is one of those diseases that has variable clinical presentations. Syphilis and EM are 
relatively common diseases, but EM associated with syphilis seems to be quite rare. We present here a case with such association.
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Figure 1: Atypical targetoid lesions with central hyperpigmentation, desquamation, and erosion in both palms.

Figure 2: Painful erosive lesions on oral mucosa.

Figure 3: Genital ulcer recovered, an element that orientated us for the Syphilis.
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After the medication patient was then followed-up by repeating 
the VDRL test at 3- 6 and 12-month intervals. He gradually 
recovered from his fever episodes, fatigue, and skin lesions. During 
the follow up our patient did not have any recurrent episode.

Discussion

Erythema Multiforme is considered a self-limited disease 
that often results from cytotoxic reactions against various 
aetiological factors. These include infections, medications, 
malignancy, autoimmune diseases, radiation, and immunization. 
Infectious agents are the most common cause of EM, especially 
Herpes Simplex Virus [1]. But in our patient, there was no HSV 
cutaneous lesion or history of past HSV infection. The serology 
test for HSV were negative. Treponema Pallidum, on the other 
hand, is a rare aetiological factor of Erythema Multiforme. In 
fact, the dermatological manifestations of secondary syphilis can 
be particularly challenging, with eruptions that resemble those 
caused by Erythema Multiforme [2].

In this report, we present a pathology-confirmed case of 
Erythema Multiforme in a patient with serology and pathology 
confirmed syphilis. Syphilis-related EM-like lesions seems to be 
quite rare as there are only few cases reported in the literature. 
From these cases, only 3 of them involved immunocompetent 
patients, like in our case. The association of EM and Syphilis in 
these cases were confirmed by VDRL titers of 1:32 or higher or 
positive demonstration of spirochete microorganisms by IHC stain 
or PCR study, respectively [3-5]. Other cases of reported EM-like 
lesions in syphilis involved immunocompromised patients by HIV 
coinfection [6-9].

The mechanism involved in Treponema Pallidum induced 
EM is still unclear, but it might be due to an immune reaction to 
Treponema Pallidum [2]. PCR analysis of secondary syphilis skin 
lesions reveals Treponema pallidum presence, as well as numerous 
infiltrating T cells and macrophages, supporting the concept that 
the lesions are caused by direct spirochete invasion. Thus, EM-
like targetoid lesions may result from a specific immune response 
against Treponema pallidum, which may play a role in their 
pathogenesis [10]. It is important to demonstrate the connection 
between the two diseases. Therefore, skin biopsy and special 
staining are necessary to confirm the diagnosis of Treponema 
Pallidum Induced-Erythema Multiforme. A PCR-based study that 
detected Treponema Pallidum in EM-like bullous targetoid lesions 
observed in early congenital syphilis was reported by Wu et al. [9] 
According to Lee & Lee, in a 37-year-old woman with secondary 
syphilis who developed EM-like targetoid lesions on both forearms 
and palms, immunoperoxidase staining was used to demonstrate 
spiral Treponema Pallidum in the epidermis and around the 
dermal blood vessels. Chiang, Mei-Chun et al. demonstrated the 

causative relationship between spirochetes and EM lesions, by 
histopathologic examination and immunohistochemical study 
with an anti-spirochete antibody, which showed intraepidermal 
spirochetes in vacuolar degeneration.

In our case, we couldn’t perform special staining like IHC 
or PCR study to detect the spirochetes, but we did confirm the 
diagnosis by histopathologic examination which showed typical 
features of both diseases, and positive serologic VDRL tests for 
syphilis.

Conclusion

In conclusion, this case illustrates how Erythema Multiforme, 
and Secondary Syphilis can coexist and cause confusion between 
the two diseases. A differential diagnosis of Syphilis should be 
considered in patients presenting with clinical findings consistent 
with Erythema Multiforme.

References
1. Sokumbi O, Wetter DA (2012) Clinical features, diagnosis, and treatment 

of erythema multiforme: a review for the practicing dermatologist. Int J 
Dermatol 51: 889-902.

2. Brom A, Goren I, Segal G (2014) The “Great Masquerader” Strikes 
Again: Secondary Syphilis Presentation with Erythema Multiforme 
(EM)-Like Lesions. EJCRIM :1 

3. Lee JY, Lee ES (2003) Erythema multiforme-like lesions in syphilis. Br J 
Dermatol 149: 658-660. 

4. Wu CC, Tsai CN, Wong WR, Hong HS, Chuang YH (2006) Early congenital 
syphilis and erythema multiforme-like bullous targetoid lesions in a 
1-day-old newborn: detection of Treponema pallidum genomic DNA 
from the targetoid plaque using nested polymerase chain reaction. J 
Am Acad Dermatol 55: S11–S15. 

5. Kim YY, Lee JH, Yoon SY, Lee JD, Cho SH (2007) Erythema multiforme-
like targetoid lesions in secondary syphilis. Acta Derm Venereol 87: 
381-382.

6. Chiang MC, Chiang FC, Chang YT, Chen TL, Fung CP (2010) Erythema 
multiforme caused by Treponema pallidum in a young patient with 
human immunodeficiency virus infection. J Clin Microbiol 48(7): 2640-
2642. 

7. Zanella LGD, Sampaio ÉF, Lellis RF (2018) Erythema multiforme 
triggered by Treponema pallidum infection in an HIV-infected patient. 
International Journal of STD & AIDS 29(1): 99-102. 

8. Liu H, Goh BT, Huang T, Liu Y, Xue R, et al. (2019) Secondary syphilis 
presenting as erythema multiforme in a HIV-positive homosexual man: 
a case report and literature review. Int J STD AIDS 30(3): 304-309. 

9. Wu MC, Hsu CK, Lee JY, Chao SC, Ko WC, et al. (2010) Erythema 
multiforme-like secondary syphilis in a HIV-positive bisexual man. Acta 
Derm Venereol 90(6): 647-648. 

10. Wenhai Li, Jianzhong Z, Cao Y (2004) Detection of Treponema pallidum 
in skin lesions of secondary syphilis and characterization of the 
inflammatory infiltrate. Dermatology 208: 94-97.

http://dx.doi.org/10.19080/JOJDC.2022.05.555655
https://pubmed.ncbi.nlm.nih.gov/22788803/
https://pubmed.ncbi.nlm.nih.gov/22788803/
https://pubmed.ncbi.nlm.nih.gov/22788803/
https://pubmed.ncbi.nlm.nih.gov/16843116/
https://pubmed.ncbi.nlm.nih.gov/16843116/
https://pubmed.ncbi.nlm.nih.gov/16843116/
https://pubmed.ncbi.nlm.nih.gov/16843116/
https://pubmed.ncbi.nlm.nih.gov/16843116/
https://pubmed.ncbi.nlm.nih.gov/20504989/
https://pubmed.ncbi.nlm.nih.gov/20504989/
https://pubmed.ncbi.nlm.nih.gov/20504989/
https://pubmed.ncbi.nlm.nih.gov/20504989/
https://pubmed.ncbi.nlm.nih.gov/28820345/
https://pubmed.ncbi.nlm.nih.gov/28820345/
https://pubmed.ncbi.nlm.nih.gov/28820345/
https://pubmed.ncbi.nlm.nih.gov/30482099/
https://pubmed.ncbi.nlm.nih.gov/30482099/
https://pubmed.ncbi.nlm.nih.gov/30482099/
https://pubmed.ncbi.nlm.nih.gov/21057757/
https://pubmed.ncbi.nlm.nih.gov/21057757/
https://pubmed.ncbi.nlm.nih.gov/21057757/
https://pubmed.ncbi.nlm.nih.gov/15056995/
https://pubmed.ncbi.nlm.nih.gov/15056995/
https://pubmed.ncbi.nlm.nih.gov/15056995/


How to cite this article:    Bilbil H, Ermira P, Ina S, Monika F, Ermira V. Treponema Pallidum and Erythema Multiforme: A Case Report. JOJ Dermatol & 
Cosmet. 2022; 5(1): 555655. DOI:  10.19080/JOJDC.2022.05.555655

Juniper Online Journal of Dermatology & Cosmetics

004

Your next submission with Juniper Publishers    
      will reach you the below assets

• Quality Editorial service
• Swift Peer Review
• Reprints availability
• E-prints Service
• Manuscript Podcast for convenient understanding
• Global attainment for your research
• Manuscript accessibility in different formats 

         ( Pdf, E-pub, Full Text, Audio) 
• Unceasing customer service

               Track the below URL for one-step submission 
        https://juniperpublishers.com/online-submission.php

This work is licensed under Creative
Commons Attribution 4.0 License
DOI: 10.19080/JOJDC.2022.05.555655

http://dx.doi.org/10.19080/JOJDC.2022.05.555655
https://juniperpublishers.com/online-submission.php
http://dx.doi.org/10.19080/JOJDC.2022.05.555655

	Treponema Pallidum and Erythema  Multiforme: A Case Report
	Abstract
	Keywords
	Case Report
	Discussion
	Conclusion
	References

