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Abstract 
A 19-year-old female with severe hidradenitis suppurativa 

(HS), treated with adalimumab for 10 months, developed facial 
erysipelas following an episode of pharyngitis. The infection pre-
sented with fever, severe cough, and a rapidly progressing erythe-
matous plaque with edema on the left cheek, forehead, and perioc-
ular region. Laboratory tests confirmed a streptococcal infection. 
Due to allergies and intolerance to first-line antibiotics, 
azithromycin was administered, leading to complete resolution. 
This case highlights the increased risk of severe infections in 

immunosuppressed patients and underscores the importance of 
careful antibiotic selection and close monitoring for infections in 
patients receiving TNF-α inhibitors. 

 
 
 

Introduction 
Hidradenitis suppurativa (HS) is a chronic inflammatory skin 

disorder often requiring systemic immunomodulatory therapy.1,2 
Adalimumab, a monoclonal antibody targeting TNF-α, is widely 
used for HS treatment due to its ability to reduce inflammation and 
disease activity.1 However, TNF-α inhibitors also impair innate 
immunity, particularly macrophage activation and neutrophil 
recruitment, increasing susceptibility to infections.1,2 Erysipelas is 
an acute bacterial skin infection primarily caused by Streptococcus 
pyogenes. It is characterized by erythematous plaques with well-
demarcated borders, often accompanied by systemic symptoms 
such as fever and malaise. While erysipelas typically affects the 
lower extremities, immunosuppressed individuals may experience 
atypical presentations, including facial involvement.3 This case 
highlights how TNF-α inhibition can predispose patients to severe 
infections and underscores the importance of infection surveillance 
in immunocompromised individuals. 

 
 
 

Case Report 
A 19-year-old female with a history of severe HS had been 

undergoing treatment with adalimumab (40 mg weekly) for 10 
months. She presented with acute symptoms of fever and a severe 
cough, followed by the rapid onset of facial erythema. On clinical 
examination, a well-demarcated erythematous plaque was 
observed, encompassing the left cheek and extending to the fore-
head and periocular region. The plaque was characterized by sig-
nificant edema, which led to facial swelling and minor desquama-
tion (Figure 1a). Laboratory findings indicated a marked inflam-
matory response, with elevated C-reactive protein (CRP) at 79.2 
mg/L, erythrocyte sedimentation rate (ESR) at 30 mm/h, and high 
anti-streptolysin O titers (759 U/mL), consistent with a recent S. 
pyogenes infection. The patient reported a recent history of 
pharyngitis, which likely served as the entry point for the bacteria. 
The immunosuppressive effect of adalimumab, a TNF-α inhibitor, 
may have facilitated the spread of the streptococcal infection 
through the lymphatic system, culminating in facial erysipelas.4,5 
Due to a documented history of immediate hypersensitivity reac-
tions to penicillins and cephalosporins, beta-lactam therapy was 
contraindicated. Additionally, clindamycin, an alternative for 
penicillin-allergic patients, was avoided due to the patient’s histo-
ry of severe gastrointestinal intolerance. Azithromycin (500 mg 
once daily, three days a week for six weeks) was selected as an 
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alternative treatment. Azithromycin provides excellent oral 
bioavailability, allowing high tissue penetration, including the 
skin. Additionally, it exerts immunomodulatory effects, which 
may benefit patients with inflammatory conditions like HS. Given 
local epidemiological data indicating low resistance rates of group 
A Streptococcus to macrolides in the patient’s geographical area, 
azithromycin was deemed an appropriate alternative. The patient 
showed a complete resolution of the erythematous plaque and 
edema (Figure 1b). Follow-up laboratory tests demonstrated nor-
malization of CRP and ESR, and no recurrence of erysipelas was 
observed in subsequent visits. 

 
 
 

Discussion 
Adalimumab is a TNF-α inhibitor widely used for the treat-

ment of HS, effectively reducing inflammatory activity and 
improving clinical outcomes.6 However, TNF-α plays a funda-
mental role in innate immunity, contributing to macrophage acti-
vation and neutrophil recruitment to infection sites. Its inhibition 
can significantly weaken the immune response, increasing suscep-
tibility to opportunistic infections.6,7 This case demonstrates how 
TNF-α blockade can predispose patients to severe bacterial infec-
tions. The patient’s preceding episode of pharyngitis likely served 
as the bacterial entry point. At the same time, the immunosuppres-
sive effect of adalimumab facilitated the spread of S. pyogenes 
through the lymphatic system, ultimately leading to facial 
erysipelas.8 The interplay between biologic therapy and infection 
susceptibility highlights the importance of close clinical monitor-
ing in immunosuppressed patients, particularly after upper respi-
ratory tract infections. In this context, antibiotic selection requires 
careful consideration. Beta-lactams remain the first-line treatment 
for erysipelas, but alternative regimens must be considered for 
patients with allergies or intolerances. In this case, azithromycin 
was chosen due to the patient’s documented hypersensitivity to 
penicillins and cephalosporins, as well as intolerance to clin-
damycin. Azithromycin’s high oral bioavailability and excellent 
tissue penetration made it a suitable alternative, while its 
immunomodulatory properties may have provided additional ben-
efits in the setting of HS. This case underscores the necessity of 

heightened vigilance in patients receiving TNF-α inhibitors. The 
increased risk of bacterial infections, particularly following respi-
ratory illnesses, necessitates proactive monitoring to enable early 
detection and intervention. Tailored antibiotic therapy is essential 
to balance antimicrobial efficacy with individual patient factors. 
Future treatment protocols could benefit from incorporating indi-
vidualized risk assessments based on infection history, medication 
response, and comorbidities. A refined clinical approach focusing 
on infection surveillance and antibiotic stewardship may help 
optimize therapeutic outcomes while minimizing infection-related 
risks. 

 
 
 

Conclusions 
This case highlights the dual nature of TNF-α inhibitors in 

managing HS, offering significant therapeutic benefits while 
increasing the risk of severe infections like erysipelas. 
Immunosuppressed patients require close monitoring, particularly 
after respiratory infections that may serve as bacterial entry points. 
Early recognition and appropriate antibiotic therapy are crucial to 
preventing complications. The successful resolution of erysipelas 
in this patient underscores the importance of individualized antibi-
otic selection and proactive infection surveillance. Strengthening 
clinical protocols with routine monitoring and patient education 
can further reduce infection risks while ensuring the safe and 
effective use of TNF-α inhibitors. 

 
 
 

References 
1. Zouboulis CC, Bechara FG, Benhadou F, et al. European S2k 

guidelines for hidradenitis suppurativa/acne inversa part 2: 
Treatment. J Eur Acad Dermatol Venereol 2024. 

2. Gambardella A, Calabrese G, Di Brizzi EV, et al. A case of 
Atopic dermatitis and Hidradenitis Suppurativa successfully 
treated with Dupilumab. J Eur Acad Dermatol Venereol 
2020;34:e284-6. 

3. Trelease-Bell A. Skin Infections and Outpatient Burn 
Management: Bacterial Skin Infections. FP Essent 
2020;489:11-5. 

4. Martora F, Megna M, Battista T, et al. Adalimumab, 
Ustekinumab, and Secukinumab in the Management of 
Hidradenitis Suppurativa: A Review of the Real-Life 
Experience. Clin Cosmet Investig Dermatol 2023;16:135-48. 

5. Goldburg SR, Strober BE, Payette MJ. Hidradenitis suppura-
tiva: Current and emerging treatments. J Am Acad Dermatol 
2020;82:1061-82. 

6. Zheng B, Liu M, Dai D, et al. Safety of TNF-α inhibitors: A 
real-world study based on the US FDA Adverse Event 
Reporting System Database. Medicine (Baltimore) 
2024;103:e39012. 

7. Garbayo-Salmons P, Vilarrasa E, Bassas-Vila J, et al. Real-
world adalimumab survival and discontinuation factors in 
hidradenitis suppurativa. J Eur Acad Dermatol Venereol 2024. 

8. Maronese CA, Moltrasio C, Genovese G, Marzano AV. 
Biologics for Hidradenitis suppurativa: evolution of the treat-
ment paradigm. Expert Rev Clin Immunol 2024;20:525-45.

 Case Report

Figure 1. Clinical presentation of facial erysipelas before and after 
treatment with azithromycin. a) The patient exhibits a well-demar-
cated erythematous plaque with significant edema and minor 
desquamation involving the left cheek, forehead, and periocular 
region; b) complete resolution of the erythematous plaque and 
associated edema following a six-week course of azithromycin, 
with restored normal skin appearance.
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