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A B S T R A C T

Lupus vorax is a rare, aggressive ulcerative variant of lupus vulgaris, the most common form of cutaneous 
tuberculosis, characterized by rapid tissue destruction, extensive scarring, and potential disfigurement. We 
report the case of a 30-year-old man with Noonan syndrome who presented with chronic facial ulcerations 
initially suspected to represent pyoderma gangrenosum (PG). The lesion, involving the upper lip, nasal alae, and 
left eyelid region, had been present for two years with progressive worsening. Initial histology suggested PG or 
granulomatosis with polyangiitis; however, PCR and culture from a subsequent biopsy confirmed a multisensitive 
Mycobacterium tuberculosis strain. Quadruple anti-tubercular therapy led to complete lesion resolution within 
nine months, leaving residual scarring and functional sequelae. This case highlights the diagnostic challenge of 
differentiating PG from infectious mimickers, the need for multiple diagnostic modalities in atypical pre
sentations, and the importance of considering rare etiologies, even in patients with genetic disorders potentially 
associated with immune dysregulation.

Introduction

Cutaneous tuberculosis is mostly caused by Mycobacterium tuber
culosis, but it may also result from Mycobacterium bovis or inoculation 
with the bacillus Calmette-Guérin vaccine, an attenuated strain of M. 
bovis [1,2]. While extrapulmonary tuberculosis accounts for approxi
mately 10 % of all tuberculosis cases, cutaneous tuberculosis comprises 
only a small fraction of these [3].

Lupus vulgaris is a frequent presentation of cutaneous tuberculosis, 
typically occurring in individuals with moderate to high immunity 
against the tubercle bacilli and a high degree of tuberculin sensitivity 
[4]. Among its clinical variants, the ulcerative-vegetating form - also 
known as lupus vorax -is rare and particularly aggressive [5]. Lupus 
Vorax is characterized by skin ulceration associated with crusting, 
extensive scarring, and potential involvement of deeper tissues, which 
may result in disfigurement. Mucosal involvement has also been 
described.

Due to its protean clinical manifestations, lupus vulgaris may mimic 
a wide range of dermatologic conditions, including pyoderma 

gangrenosum (PG), leishmaniasis and granulomatosis with polyangiitis 
[5].

PG is a rare neutrophilic dermatosis characterized by painful ulcers 
with undermined, violaceous borders. It remains a diagnostic challenge, 
due to its clinical variability, lack of specific histopathological features, 
and broad differential diagnosis. Diagnostic delays and misdiagnoses are 
common. Histological examination is crucial to rule out granulomatosis 
with polyangiitis, and additional staining may be required to exclude 
infectious causes such as deep fungal infections, syphilis, leishmaniasis, 
and mycobacterial diseases, particularly in refractory or atypical cases 
[6,7].

Herein, we present the case of a 30-year-old patient referred to our 
dermatology unit with a two-year history of facial ulcerations initially 
suspected to represent PG, which was ultimately diagnosed as lupus 
vorax.

Case presentation

A 30-year-old male, affected by Noonan syndrome, presented to our 
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clinic with a large, vegetating, partially bleeding ulcer involving the 
upper lip, the nasal alae and vestibule, and the medial canthus of the left 
eye (Fig. 1a). The lesion had been present for approximately two years 
and had progressively worsened. The patient denied any systemic 
symptoms. Prior to presentation, a maxillofacial CT scan had been 
performed at another hospital under the suspicion of a neoplastic pro
cess, but it showed no evidence of bone involvement.

A skin biopsy was performed under the initial clinical suspicion of 
PG. Histopathologic examination revealed pseudocarcinomatous 
epidermal hyperplasia, dermal inflammation with a prominent neutro
philic component, granulomas with multinucleated giant cells, endo
thelial swelling, occasional thrombi, and nuclear debris. The differential 
diagnosis suggested by the pathologist included PG and granulomatosis 
with polyangiitis.

Following the biopsy, the patient was lost to follow-up for a total of 
six months. He returned with significant worsening of the lesions. 
Clinical examination revealed an extensive ulcerative and vegetating 
lesion affecting the upper lip, with hypoplasia of the nasal tip and alae, 
cicatricial changes, and involvement of the upper and lower left eyelid 
with ulcerative and crusted vegetations (Fig. 1b). The lesion had grown 
to such an extent that it compromised oral hydration and feeding.

The patient was then hospitalized for further evaluation. A new skin 
biopsy was performed under the clinical suspicion of cutaneous myco
bacterial infection versus granulomatosis with polyangiitis or PG 
(Fig. 2). Specimens were collected for culture and PCR analysis targeting 
the Mycobacterium tuberculosis complex. Xpert MTB/RIF Ultra testing 
had already been performed on the first biopsy, while for the second 
biopsy PCR was directly carried out on the skin specimen. The culture 
was incubated on Lowenstein–Jensen medium. Histopathological ex
amination of the second biopsy revealed a predominantly granuloma
tous dermatitis and mucositis with superimposed abscess formation. 
Ziehl–Neelsen staining did not reveal acid-fast bacilli. However, the 
patient’s QuantiFERON-TB test was positive, and both PCR and culture 
confirmed the presence of a multisensitive M. tuberculosis complex 
strain. The combination of histopathologic, molecular, and culture 
findings established the diagnosis of lupus vulgaris, vorax variant.

Based on these findings, oral anti-tubercular therapy with isoniazid, 
rifampicin, pyrazinamide, and ethambutol was initiated. Following 
clinical stabilization and improvement in oral intake, the patient was 
discharged with instructions to continue treatment at home.

The patient was regularly followed-up for the duration of anti- 
tubercular therapy, which was completed after nine months. At the 
final follow-up visit, the cutaneous lesions had fully resolved, leaving 
behind residual scarring with tissue retraction of the nasal tip, nostrils, 
and upper lip (Fig. 1c). A repeat CT scan of the maxillofacial region 
confirmed the absence of bone involvement, but showed nasal septal 
deviation and left-sided lagophthalmos. The patient was subsequently 

referred to otolaryngology and ophthalmology for further management.

Discussion

Lupus vorax represents a rare, ulcerative variant of lupus vulgaris, 
characterized by rapid tissue destruction, extensive scarring, and po
tential disfigurement [8]. While lupus vulgaris is the most common form 
of cutaneous tuberculosis, the vorax variant is infrequently reported in 
the literature and poses a significant diagnostic challenge, particularly 
in non-endemic regions. Clinically, it may closely mimic inflammatory, 
granulomatous, or infectious dermatoses, including pyoderma gan
grenosum (PG) [9], leishmaniasis, granulomatosis with polyangiitis, and 
deep fungal infections. In our case, the chronic ulcerative lesions with 
undermined borders and absence of systemic symptoms initially sug
gested PG, leading to a delayed diagnosis.

The differentiation between PG and infectious mimickers is often 
difficult due to overlapping clinical and histopathological features. In 
PG, histology typically shows a dense neutrophilic infiltrate, whereas 
lupus vulgaris is associated with granulomatous inflammation; however, 
this distinction is not always clear-cut, especially in early or atypical 
stages. Ziehl–Neelsen staining can confirm mycobacterial etiology when 
positive, but its sensitivity is limited, particularly in paucibacillary 
cutaneous tuberculosis. In our patient, Ziehl–Neelsen staining was 
negative, and the diagnosis was ultimately established through the 
combination of histopathologic findings, PCR positivity for Mycobac
terium tuberculosis complex, and culture confirmation of a multi
sensitive strain. This underlines the importance of employing multiple 
diagnostic modalities in suspected cutaneous TB [10,11].

Interestingly, our patient also had Noonan syndrome, a RASopathy 
caused by germline mutations in components of the RAS/MAPK 
signaling pathway. Noonan syndrome has been increasingly recognized 
to confer an elevated risk of immune dysregulation, with reported as
sociations to systemic lupus erythematosus, autoimmune thyroiditis, 
and celiac disease [12–14]. In a cohort of 42 molecularly confirmed 
RASopathy patients, 14 % fulfilled criteria for autoimmune diseases, 
and more than half had detectable circulating autoantibodies [14]. 
These findings suggest that aberrant RAS/MAPK signaling may disrupt 
immune tolerance or lymphocyte development, potentially contributing 
to susceptibility toward immune-mediated or infectious conditions. 
Lupus vulgaris — the ulcerative cutaneous manifestation of Mycobac
terium tuberculosis infection — typically affects the face and may evolve 
into destructive skin ulcers if untreated. While Noonan syndrome has 
not been directly linked to increased susceptibility to cutaneous tuber
culosis, the documented immunological impairments (autoimmunity, 
possible dysregulated T-cell responses) could hypothetically predispose 
individuals to atypical or opportunistic infections, including lupus vul
garis. However, as of now, there is no specific clinical or experimental 

Fig. 1. A, Patient at first clinical evaluation.; B, Patient at follow-up after being lost for six months. Note the marked clinical deterioration compared to the initial 
presentation; C, Patient after nine months of anti-tubercular therapy. Note the complete clinical healing with residual retractile scarring.
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evidence confirming such a link.
We report this rare case of lupus vorax initially misdiagnosed as PG 

to emphasize the importance of thorough clinical evaluation and the 
need to consider uncommon etiologies in dermatological practice. Early 
recognition of such entities is critical to avoid unnecessary treatments 
and to initiate appropriate therapy promptly. In our patient, anti- 
tubercular treatment with isoniazid, rifampicin, pyrazinamide, and 
ethambutol led to complete resolution of the cutaneous lesions within 
nine months, with marked improvement in quality of life, although re
sidual scarring and functional sequelae persisted. This case also un
derscores the adage “old but gold” in clinical medicine, reminding 
clinicians of the enduring relevance of revisiting classic diseases in the 
era of evolving medical knowledge and technology.
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Diaz HO, Escobar-Gutierrez A, Cortés Ortíz I, González González H, Reding- 
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