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Abstract 
Lues maligna is a rare form of secondary syphilis, which manifests as severe skin lesions 
and systemic symptoms. We report a case of a 54-year-old male, who had long standing 
history of human immune deficiency (HIV) infection. The patient presented with 
fever, chills, and fatigue, with associated ulcerated and scabbed nodules on the face, 
trunk, and extremities. He was not compliant with HIV treatment regimen and had 
previous history of treated syphilis. He was sexually active with a female partner. 
Work-up revealed elevated RPR titers (1:32), which was 1:1 five years prior. He was 
diagnosed with Lues maligna and was treated with 1 dose of intramuscular benzathine 
penicillin. Additionally, the lesions were superinfected with staphylococcus aureus 
which was treated. Syphilis presents a diagnostic challenge and remains the great 
imitator. Physicians should be vigilant of lues maligna diagnosis when skin lesions are 
suggestive. 

introduction 

Secondary syphilis can cause skin lesions, which are typ
ically, discrete pink macules or papules.1 However, it 
could have a wide span of skin manifestations that could 
mimic many diseases. Malignant syphilis is a rare form of 
secondary syphilis that happens usually in patients with 
human immune deficiency virus (HIV). We describe a 
case of HIV-positive patient with ulceronodular lesions 
and systemic symptoms. 

case presentation 

The patient is a 54-year-old male, with long standing his
tory of HIV (CD4: 0.221 K/uL), previously treated 
syphilis, inflammatory bowel disease (IBD) and hyper
tension. He presented with a 3-week history of non-pru
ritic rash that spread from the face to the trunk and ex
tremities except the palms and soles. The rash started as 
circular macules then became nodular; some lesions be
came ulcerated with subsequent crusting. Some of the le
sions were foul smelling and painful. Furthermore, his 
dog used to lick the lesions. He has not been lately com
pliant with the antiretroviral regimen (bictegravir/
emtricitabine/tenofovir). He complained of fever and 
chills a few days prior to admission. He also had fatigue 
throughout. He was not taking other medications and 
was sexually active with a female partner. He spiked fever 
on admission (39.4°C), otherwise the rest of the vitals 
were stable. The physical examination revealed skin rash 
without lymphadenopathy. There were well-demarcated 

firm pink papules and plaques with thin layer of overlying 
scales on the face. The rest of the skin revealed pink 
papules and plaques with central necrosis and scales on 
some lesions (Figure 1). The palms and soles were 
spared. Laboratory work-up showed white blood cell 
count of 7 x10 (3)/L (normal: 4-11 x 10 (3)/L), hemo
globin of 9.1 g/dL (normal: 13.5-17 g/dL), platelets of 
335 x10 (3)/L (normal: 150-440 x 10 (3)/L), sedimenta
tion rate of 91 mm/h (normal: 0-20 mm/hr), creatinine 
of 1.27 mg/dL (normal: 0.8-1.3 mg/dL), and normal liver 
enzymes. He was started empirically on vancomycin and 
ampicillin-sulbactam to treat superimposed infection. 
Cultures from the open painful lesions had methicillin-
sensitive staphylococcus aureus (MSSA), he was treated 
accordingly with doxycycline. Other work-up was nega
tive including lyme serology, thyroid function test, res
piratory pathogen panel, rocky-mountain spotted fever 
serology, tick borne-illness serology, histoplasma urinary 
antigen, and serum cryptococcus antigen. Rectal gonor
rhea PCR was positive, IgG was positive for HSV and 
VZV. HIV viral load was 35 copies/mL. Treponema pal
ladium antibodies were positive, and RPR titers were el
evated 1:32 (was previously 1:1 five years ago). The skin 
biopsy showed lichenoid lymphohistocytocytic and 
plasma cell-rich infiltrates involving the superficial dermis 
with deeper extension along vascular channels and 
adenexal structures (Figure 2). GMS, PAS-D, AFB and 
Fite stains were negative for microorganisms. The diagno
sis of lues maligna (LM) was confirmed; the patient was 
treated for secondary syphilis with intramuscular benza
thine penicillin G, 2.4 million units. The skin lesions 
eventually improved (Figure 3). 
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Figure 1. Picture of the skin lesions on the back and legs on 
admission. 

Figure 2. Histopathology of the skin biopsy showing lichenoid 
lymphohistocytocytic and plasma cell-rich infiltrates involving the 
superficial dermis with deeper extension. 

discussion 

Syphilis can pose a diagnostic challenge because the skin 
lesions could take different forms. Malignant syphilis is 
a rare form of secondary syphilis, that causes specific cu
taneous manifestations. The French dermatologist Pierre 
Bazin first coined the term malignant, and malignant 
syphilis was later defined by Dubue.2,3 Malignant syphilis 
is referred to as syphilis maligna praecox, lues maligna, ul
ceronodular and rupioid syphilis.2,4 LM happens more 
commonly in immunocompromised patients especially 
patients living with HIV.2 HIV increases the risk of de
veloping LM by 60 times.5 Additionally, LM has been 
reported in immunocompetent patients especially mal
nourished, diabetic, and alcoholic patients.2,4,6,7 It also 
happens in pregnant women and nursing mothers.7 It 
typically appears as an oval, papulopustular skin lesion 
with well demarcated borders, sometimes covered with a 
lamellar crust.8 

Figure 3. Picture of the skin lesions after treatment in the hospital. 

The rash in secondary syphilis is usually diffuse, sym
metric macular or popular eruption that involves trunk 
and extremities. Skin lesions in LM usually are pleomor
phic round-to-oval papules, papulopustulles or nodules 
with ulcerations and brown lamellar crusted lesions 
spread over the trunk and extremities.4 The skin lesions 
in our patient were nodular, ulcerated and crusted, rais
ing concern of fungal or mycobacterial infection. The ul
cerated areas raised suspicion of pyoderma gangernosum 
since he had IBD. Herpetic infection was on the differen
tial diagnosis. Our patient had fever, chills, and fatigue, 
in accordance with the described clinical course of LM.7 

Fever, weight changes and headache can precede LM by 
at least 4 weeks.4 

The high titers of RPR and the skin biopsy confirmed 
the diagnosis of syphilis. Biopsy is usually recommended 
to rule out fungal, mycobacterial, and other non-infec
tious causes. The biopsy also helps to rule out cutaneous 
T-cell lymphoma.9 The Histopathological findings are 
usually nonspecific; as biopsy could reveal dense infiltrate 
of plasma cells, lymphocytes, and histiocytes, perivascular 
congestions, thrombosed vessels in the dermis with en
darteritis, surface parakeratosism, prominent lichenoid 
infiltrate, or endothelial hyperplasia.2,4,5,10 Our patient’s 
biopsy showed mixed inflammatory infiltrates in keeping 
with secondary syphilis. RPR usually ranges between 
1:16 and 1:4096 in HIV-negative patients with LM, how
ever HIV may lead to lower titers given prozone phenom
enon (inability to visualize agglutination due to over
abundant antibodies interference with clumping of 
antibody-antigen complexes).9 

Histopathology usually reveals nonspecific findings 
with perivascular congestion and dermal plasma cell infil
trates.4 Our patient had a similar pathology with lympho
cytic infiltrates that extended to the vascular structures. 
The clinical and pathological correlation with serological 
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tests helped the diagnosis. Furthermore, Fisher et al, men
tioned diagnostic criteria: strongly positive RPR titer; a 
severe Jarisch-Herxheimer reaction (JHR); characteristic 
gross and microscopic morphology; and rapid resolution 
of the lesions with antibiotics.11 

It is worth mentioning that it was suggested to screen 
for syphilis before starting immunosuppressives, given 
that immunosuppression may change the course of 
syphilis.12 

Treatment of secondary syphilis is usually benzathine 
penicillin G 2.4-million-unit IM as a single dose.13 Non-
pregnant patients with secondary syphilis who are allergic 
to penicillin can be treated with doxycycline (100 mg 
orally twice a day for 14 days) or tetracycline (500 mg 
orally 4 times daily for 14 days).13 In conclusion, Lues 
Maligna is a rare manifestation of a common disease. 
Physicians should be vigilant of this diagnosis especially 

among HIV patients and other types of immune suppres
sion. High clinical suspicion is the key to diagnosis. 

DISCLOSURE/CONFLICT OF INTEREST 

The author has no conflict of interest to disclose 

Corresponding author: 

Fadi Samaan, MD, FACP, FHM 
Assistant Professor of Medicine, Clinical Educator 
Warren Alpert Medical School at Brown University 
Division of Hospital Medicine 
593 Eddy St, Providence, RI, 02903 
Phone: 401-444-3985 
Fax: 401-444-3986 
Email address: fasamaan@yahoo.com 

This is an open-access article distributed under the terms of the Creative Commons Attribution 4.0 Inter
national License (CCBY-NC-4.0). View this license’s legal deed at https://creativecommons.org/licenses/
by-nc/4.0 and legal code at https://creativecommons.org/licenses/by-nc/4.0/legalcode for more informa
tion. 

The Great Imitator: A Rare Case of Lues Maligna in an HIV-Positive Patient

Journal of Brown Hospital Medicine 3

mailto:fasamaan@yahoo.com


references 

1. Balagula Y, Mattei PL, Wisco OJ, Erdag G, Chien AL. The 
great imitator revisited: the spectrum of atypical cutaneous 
manifestations of secondary syphilis. Int J Dermatol. 
2014;53(12):1434-1441. doi:10.1111/ijd.12518 

2. Pradhan S, Sirka C, Panda M, Baisakh M. Lues Maligna in 
an Immunocompetent Female. Indian Dermatol Online J. 
2018;9(5):344-346. doi:10.4103/idoj.idoj_277_17 

3. Cripps DJ, McDonald R. Syphilis maligna praecox--the first 
patient seen at MGH in 1821. N Engl J Med. 
1977;296(12):695. doi:10.1056/nejm197703242961220 

4. Mena Lora AJ, Braniecki M, Nasir A, Brito M. The great 
impostor: Lues maligna in an HIV-infected male. SAGE Open 
Med Case Rep. 2017;5:2050313X1773105. doi:10.1177/
2050313x17731050 

5. Vinay K, Kanwar AJ, Narang T, Saikia UN. Malignant 
syphilis. Int J Infect Dis. 2013;17(10):e930-e931. doi:10.1016/
j.ijid.2013.03.020 

6. Bayramgürler D, Bilen N, Yildiz K, Şikar A, Yavuz M. Lues 
maligna in a chronic alcoholic patient. J Dermatol. 
2005;32(3):217-219. doi:10.1111/j.1346-8138.2005.tb00749.x 

7. Ortigosa YM, Bendazzoli PS, Barbosa AM, Ortigosa LCM. 
Early malignant syphilis. An Bras Dermatol. 2016;91(5 suppl 
1):148-150. doi:10.1590/abd1806-4841.20164491 

8. Tucker JD, Shah S, Jarell AD, Tsai KY, Zembowicz A, 
Kroshinsky D. Lues maligna in early HIV infection case report 
and review of the literature. Sex Transm Dis. 
2009;36(8):512-514. doi:10.1097/olq.0b013e3181a2a946 

9. Yamashita M, Fujii Y, Ozaki K, et al. Human 
immunodeficiency virus-positive secondary syphilis mimicking 
cutaneous T-cell lymphoma. Diagn Pathol. 2015;10(1):185. 
doi:10.1186/s13000-015-0419-5 

10. Johnson RA, Spivak AM. Lues Maligna. Open Forum 
Infect Dis. 2017;4(3):139. doi:10.1093/ofid/ofx139 

11. Fisher DA, Chang LW, Tuffanelli DL. Lues maligna. 
Presentation of a case and a review of the literature. Arch 
Dermatol. 1969;99(1):70-73. doi:10.1001/
archderm.1969.01610190076014 

12. Kansal NK. Syphilis screening before initiation of 
immunosuppressive and biologic therapy for psoriasis and 
psoriatic arthritis. Clin Exp Dermatol. 2018;43(7):831. 
doi:10.1111/ced.13625 

13. Workowski KA, Bachmann LH, Chan PA, et al. Sexually 
Transmitted Infections Treatment Guidelines, 2021. MMWR 
Recomm Rep. 2021;70(4):1-187. doi:10.15585/
mmwr.rr7004a1 

The Great Imitator: A Rare Case of Lues Maligna in an HIV-Positive Patient

Journal of Brown Hospital Medicine 4

https://doi.org/10.1111/ijd.12518
https://doi.org/10.4103/idoj.idoj_277_17
https://doi.org/10.1056/nejm197703242961220
https://doi.org/10.1177/2050313x17731050
https://doi.org/10.1177/2050313x17731050
https://doi.org/10.1016/j.ijid.2013.03.020
https://doi.org/10.1016/j.ijid.2013.03.020
https://doi.org/10.1111/j.1346-8138.2005.tb00749.x
https://doi.org/10.1590/abd1806-4841.20164491
https://doi.org/10.1097/olq.0b013e3181a2a946
https://doi.org/10.1186/s13000-015-0419-5
https://doi.org/10.1093/ofid/ofx139
https://doi.org/10.1001/archderm.1969.01610190076014
https://doi.org/10.1001/archderm.1969.01610190076014
https://doi.org/10.1111/ced.13625
https://doi.org/10.15585/mmwr.rr7004a1
https://doi.org/10.15585/mmwr.rr7004a1

	The Great Imitator: A Rare Case of Lues Maligna in an HIV-Positive Patient
	Article Information
	Abstract
	INTRODUCTION
	CASE PRESENTATION
	DISCUSSION
	DISCLOSURE/CONFLICT OF INTEREST
	Corresponding author:

	References


