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Introduction

Immune checkpoint inhibitors (ICIs) are widely used in the treatment of various cancers, but they may lead to multi-system immune-related adverse events (irAEs). Subacute cutaneous lupus erythematosus (SCLE) has rarely been reported, however, it can cause severe adverse cutaneous reactions, which then affect patients’ anti-tumor treatment decisions as well as life and survival. This study presented the first case report of SCLE caused by nivolumab in the patient with sigmoid colon cancer, and summarized the clinical manifestations, diagnostic criteria and specific treatment plans of this type of disease.





Case presentation

After the treatment of sigmoid colon cancer with nivolumab, a 72-year-old male patient developed multiple well-demarcated erythematous annular plaques on the upper trunk and dorsal forearm, with erythematous borders and central clearing. The infiltrating erythema was observed behind the ear and in the occipital area on both sides, with thin scales attached and gradually increasing. Serum laboratory testing indicated an elevated anti-nuclear antibody (ANA) titer, strong positive for Sjogren’s syndrome-A (SS-A)/Ro and Sjogren’s syndrome-B (SS-B) antibodies. The pathological result of skin biopsy suggested SCLE. In terms of treatment, the patient’s rash was significantly improved after suspending the treatment of nivolumab and adding methylprednisolone and hydroxychloroquine. At present, the patient survived and the rash was stable after seventeen months of follow-up.





Conclusion

Through the discussion of this case, the typical characteristics, diagnostic criteria and treatment of DI-SCLE caused by ICIs are summarized in detail, which provides help for early clinical diagnosis and effective management of DI-SCLE caused by ICIs, and effective treatment is expected to prolong the survival period and improve the quality of life of the patients.
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Introduction

Immune checkpoint inhibitors (ICIs) are currently widely used in the treatment of various cancers, but immune-related adverse events (irAEs) caused by ICIs have been frequently reported (1). Nivolumab is an ICI antibody against programmed cell death 1 (PD-1), and a widely used human monoclonal antibody for the treatment of various cancers (2, 3). PD-1 interacts with programmed cell death ligand 1 (PD-L1) and provides inhibitory signals to T cells, which can cause T-cell anergy or exhaustion (2). Tumor cells evade the immune system by expressing PD-L1, suppressing the activity of cytotoxic T cells (3). Therefore, inhibition of PD-1 and PD-L1 interactions may promote an anti-tumor response. However, ICIs may cause irAEs affecting multiple systems, such as skin reactions, enteritis, hepatitis, and arthritis (4). Among them, cutaneous irAEs induced by ICIs have the highest incidence; severe cases of such reactions can affect decisions regarding the patient’s anti-tumor treatment and compromise their prognosis (5, 6). Drug-induced lupus erythematosus (DILE) is a lupus-like syndrome associated with drug exposure that usually resolves after drug withdrawal (7). Cutaneous drug-induced lupus erythematosus (CDILE) may manifest as isolated cutaneous lupus erythematosus (CLE) and is associated with the use of different medications (8). Subacute cutaneous lupus erythematosus (SCLE) is a phenotypic subgroup of CLE between transient acute CLE and chronic cicatricial CLE (9), and is the most common form of DILE (10). Monoclonal antibody therapy, like ICIs, is considered to be one of the reasons for drug-induced subacute cutaneous lupus erythematosus (DI-SCLE) (11).

At present, a small number of studies have reported that ICIs and other monoclonal antibodies can induce SCLE (11, 12), but the data about the causes, clinical features, and pathogenesis of the disease is limited (13). In particular, there are very few reports of DI-SCLE after nivolumab treatment. Therefore, we collected a case of DI-SCLE induced by nivolumab in a patient with sigmoid colon cancer and discussed in detail. It is expected to provide clinicians with valuable data for early identification and timely diagnosis of DI-SCLE, while offering crucial support for cancer patients who require prompt and accurate treatment, as well as long-term monitoring and management. In addition, this is the first reported case of nivolumab-induced SCLE in the patient with sigmoid colon cancer.





Case presentation

A 72-year-old male patient diagnosed with stage IIA sigmoid colon cancer (pT3N0M0) underwent comprehensive genomic profiling (CGP) of tumor tissue taken during a colonoscopy, including analysis of KRAS, NRAS, BRAF, MMR/MSI, and other important biomarkers. CGP was performed under the institutional clinical trial protocol and the patient’s request. The results demonstrated a dMMR/MSI-H phenotype, while no mutations were detected in the other biomarkers including KRAS, NRAS, and BRAF. Furthermore, due to the patient’s large-volume tumor causing partial intestinal obstruction and the strong preference of the patient and his family for minimal surgical trauma, medical oncology decided to administer individualized neoadjuvant nivolumab immunotherapy to the patient prior to surgery, following multidisciplinary discussions with gastrointestinal surgery and under direct oncologic supervision. Although the use of neoadjuvant nivolumab in resectable stage IIa (dMMR/MSI-H) colon cancer is off-label and not recommended by NCCN v4.2025, the decision in this case was an individualized off-label choice made based on the patient’s condition and request. It has also been confirmed that the patient’s written informed consent was obtained, and the treatment was administered under ethical supervision. In additon, therapeutic selection of nivolumab was based solely on the dMMR/MSI-H phenotype, and that KRAS/NRAS/BRAF results were incidental and had no impact on management. Consequently, the patient received the first dose of nivolumab (480mg every 4 weeks) on December 31, 2022, followed by a second dose on February 1, 2023. Complete surgical resection of the sigmoid colon tumor was subsequently performed in March, 2023. No adjuvant chemotherapy or additional antitumor therapy was administered postoperatively. Two months post the second nivolumab administration, the patient developed a red rash on the trunk, prompting the discontinuation of nivolumab therapy. By the seventh month, the erythema had significantly worsened, and there was no notable improvement despite the application of both oral and topical traditional Chinese medicine. After ten months, the patient presented with erythema and papules located on the scalp, retroauricular regions, trunk, and extremities, accompanied by pruritus. Notably, there were no other adverse effects associated with nivolumab reported and the patient exhibited no symptoms of mucosal ulceration, joint swelling, pain, or renal involvement. The patient subsequently sought evaluation at the dermatology clinic of our institution. The patient’s medical history included sigmoid colon cancer for over two years and eczema persisting for more than 20 years; he had no known history of autoimmune diseases, prolonged ultraviolet (UV) exposure, or family history. Since initiating nivolumab treatment, he had not introduced any new medications into his regimen and denied taking any known photosensitizing agents. Upon physical examination, multiple well-demarcated erythematous annular plaques on the upper trunk and dorsal forearm, with erythematous borders and central clearing (Figures 1A–C). Notably, infiltrated erythema with fine scaling was observed in the retroauricular region and occipital area (Figure 1D).

[image: Skin lesions in various body areas: Image A shows erythematous papules on the torso. Image B displays multiple well-demarcated erythematous annular plaques on the back. Image C shows erythematous papules on the forearms. Image D reveals infiltrated erythema with fine scaling in the retroauricular region and occipital area.]
Figure 1 | ICI-induced SCLE clinical appearance. Multiple well-demarcated erythematous annular plaques on the upper chest (A), upper back (B) and dorsal forearm (C), with erythematous borders and central clearing, as indicated by the white arrows. Infiltrated erythema with fine scaling was observed in the retroauricular region and occipital area, as indicated by the white arrows (D).

The pathological findings from the skin biopsy revealed epidermal hyperkeratosis with areas of hypokeratosis, downward extension of the epithelial rete ridges, dermal fibrous tissue hyperplasia with collagenization, focal interface dermatitis, and significant infiltration of lymphocytes and plasma cells surrounding small blood vessels (Figures 2A–C). Serum laboratory testing indicated an elevated anti-nuclear antibody (ANA) titer ranging from 1:100 to 1:320 with a granular pattern. Notably, Sjögren’s syndrome-A (SS-A)/Ro and Sjögren’s syndrome-B (SS-B) antibodies were strongly positive. Anti-histone antibodies and anti-dsDNA antibodies were negative. Tests for the following autoantibodies all yielded negative results: anti-ribonucleoprotein, anti-smith, anti-Scl-70, anti-PM-Scl, anti-Jo-1, anti-centromere, anti-histone, anti-ribosomal p protein, and anti-nucleosome antibodies. Additionally, the test for proliferating cell nuclear antigen (PCNA) was also negative. The detected levels of immunoglobulin A, G, and M, as well as complement factor 3 (C3) and factor 4 (C4), were all within the normal reference ranges. Furthermore, the complete blood count (CBC) revealed pancytopenia, with a white blood cell (WBC) count of 3.26×109/L (normal range: 3.5-9.5×109/L), hemoglobin (Hb) of 103 g/L (normal range: 130–175 g/L), and platelet (PLT) count of 114×109/L (normal range: 125-350×109/L). The erythrocyte sedimentation rate (ESR) was elevated, measuring 53 mm/h (normal range: 0–15 mm/h). No abnormalities were observed in coagulation function, electrolytes, liver function, or renal function, and no systemic involvement was identified in the patient. The diagnosis of DI-SCLE associated with nivolumab therapy was established based on the patient’s clinical manifestations, cutaneous histopathology, and serological findings. The use of nivolumab was suspended. During the first week, the patient received oral methylprednisolone 32mg daily plus hydroxychloroquine 400mg with topical mometasone, resulting in initial rash improvement. Subsequently, the oral dose of methylprednisolone was gradually tapered, with the specific adjustment regimen shown in Figure 3. By Week 4, the patient achieved nearly complete resolution of generalized cutaneous lesions. At Week 8, the patient occasionally developed small, localized new skin lesions following sun exposure. Oral methylprednisolone (12 mg/day) and hydroxychloroquine (400 mg/day) were continued, along with topical mometasone and tacrolimus ointment. With this treatment regimen, the patient’s rash resolved within approximately one week. Additionally, the patient’s cancer progression was actively monitored. Throughout the 17-month follow-up period, the patient exhibited no recurrence of skin rash, no evidence of tumor recurrence on regular monitoring (e.g., tumor markers and contrast-enhanced abdominal CT), and maintained overall stable condition.
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Figure 2 | ICI-induced SCLE histopathologic appearance. (A) (HE 40X) Histopathologic sections of a hematoxylin and eosin-stained skin biopsy revealed epidermal hyperkeratosis with areas of hypokeratosis, epithelial angle down-extension, as indicated by the white arrow. (B) (HE 100X) Dermal fibrous tissue had hyperplasia with collagenization, and focal interface dermatitis changes were observed at the dermoepidermal junction, as indicated by the white arrows. (C) (HE 200X) Lymphocytes and plasma cells were visibly infiltrated around the small blood vessels, as indicated by the white arrows.

[image: Timeline of a patient's treatment and outcomes over 17 months. It starts with a diagnosis of stage IIA sigmoid colon cancer on December 16, 2022, followed by doses of nivolumab, surgery, erythema development, and subsequent medication adjustments. By January 2024, treatment with oral methylprednisolone, hydroxychloroquine, and topical mometasone led to significant improvements in skin lesions. The patient remained alive with no tumor recurrence or skin rash.]
Figure 3 | Timeline of the patient’s treatment course.





Discussion

DILE refers to a class of clinical syndromes with similar clinical manifestations and serological characteristics of systemic lupus erythematosus after taking certain drugs (14). Different drugs cause different adverse reactions, and many drugs have been found to be involved in causing DI-SCLE, including angiotensin-converting enzyme inhibitors, thiazide diuretics, proton pump inhibitors (PPIs), ICIs, antimicrobials (11, 13, 15). ICIs act through non-specific activation of the immune system and thus induce similar autoimmune diseases, most commonly affecting organs such as the skin, endocrine system, and liver (16).

Nivolumab is a fully human IgG4 PD-1 immune-checkpoint-inhibitor antibody (17). The binding of endogenous PD-1 to one of its two ligands, PD-L1 and PD-L2, generates inhibitory signals, leading to the suppression of T cell activation, proliferation, cytokine production, and reduction of cytotoxic activity, thereby significantly weakening the immune response (18). Nivolumab selectively blocks receptor activation of PD-L1 and PD-L2, leading to the release of PD-1-mediated suppression of the immune response (19). At present, nivolumab, with certain safety and tolerability, is used to treat patients with renal cell carcinoma, metastatic melanoma, colorectal cancer, non-small cell lung cancer and so on (20). To identify high-risk subgroups among patients with colorectal cancer at an early stage, molecular testing was performed on this patient, which will help refine prognostic assessment, predict potential metastatic risk, and guide the direction of precision therapy for the patient (21). This is critical for enabling early intervention and will further contribute to improved overall survival (OS) (22). The results demonstrated a dMMR/MSI-H phenotype. Cancers with dMMR/MSI-H are characterized by elevated tumor mutational burden (TMB), increased production of tumor-derived neoantigens, and more robust intratumoral T-cell infiltration (23, 24). Studies have identified strong expression of immune checkpoint ligands in this type of tumor microenvironment, including PD-1 (25), which accounts for the higher sensitivity and superior efficacy of PD-1 inhibitors in dMMR/MSI-H tumors (26). Therefore, nivolumab was selected as the treatment for the patient reported in our study. However, recent studies have reported that patients with non-small cell lung cancer, melanoma, and gastroesophageal junction adenocarcinoma have caused DI-SCLE after the use of nivolumab (3, 27–29). In addition to SCLE, nivolumab can also cause bullous lupus, vitiligo, lichenoid skin, and other adverse reactions (12).

IrAEs can occur at any time during treatment or several months after stopping treatment (1), but DILE generally develops a few weeks to several months after drug exposure (14). Our patient developed skin symptoms of SCLE about 4 months after starting nivolumab treatment. Studies have reported that even after discontinuation of nivolumab treatment, the drug’s effects may persist from 16 weeks to over 56 weeks due to prolonged saturation of PD-1 receptors for several months post-treatment (3, 30). Furthermore, as ICIs targeting the PD-1 pathway are designed to reduce immune tolerance and reverse T-cell exhaustion in malignancies, the loss of inhibitory signals transmitted through these pathways may shift the balance toward T-cell-mediated inflammation and disruption of self-tolerance (31). Additionally, individual variations in genetic susceptibility, hormonal profiles, inflammatory status, and systemic involvement lead to differential degrees and temporal patterns of immune tolerance breakdown, consequently resulting in heterogeneous timelines for the development of autoimmune manifestations (32).

The clinical manifestations and histopathological features of DI-SCLE are similar to those of LE, with erythema, ring-shaped, papulosquamous lesions, mainly located in sun-exposed areas such as the neck, shoulders, upper chest, arms (with a “V” shaped distribution), and upper back (33); however, they can also occasionally be observed in non-sun-exposed areas (3). The typical histopathological pattern is interfacial dermatitis with lichenoid infiltration, which is characterized by lymphocytes confined to the upper dermis surrounding blood vessels, epidermal thinning, abnormal keratinized cells extending to the upper spine, and basal cell vacuolation (34).

The causes of nivolumab-induced SCLE may be related to the genetic susceptibility, drug conversion, and epigenetic disorders of the body (35), and may also be related to the systemic activation of the immune system caused by nivolumab (29). In our case, the potential mechanism by which nivolumab induces SCLE is illustrated in Figure 4, which can be explained in conjunction with the presence of positive autoimmune antibodies. In DI-SCLE, especially ICIs-induced SCLE, the main serum laboratory feature is that most patients are positive for ANA and Ro/SSA antibodies (36). Circulating antibodies Ro/SSA ribonucleoprotein antigen strongly supports the diagnosis of subacute CDILE (7), with Ro/SSA antibodies being positive in up to 80% of cases. La/SSB antibodies are positive in 25% of cases (37). These are consistent with the positive ANA, Ro/SSA, and SSB antibodies in our case. Approximately one-third of DI-SCLE cases test positive for anti-histone antibodies (38). The positivity of autoantibodies may be related to the formation of immune complexes, which is driven by UV-B radiation promoting the translocation of Ro/SSA antigens and increased exposure of autoantigens on the cell surface; this process subsequently leads to antibody-dependent cell-mediated cytotoxicity (29, 39). Anti-double-stranded DNA (anti-dsDNA antibodies) are rare in DILE, and complement levels are usually normal (7). The prevalence of anti-dsDNA antibodies in monoclonal antibody induced SCLE is higher than that of DI-SCLE (40). However, the anti-dsDNA antibody in our case was negative, which is consistent with other case reports of ICIs-induced SCLE (29, 41). As reported in the literature, PD-1/PD-L1 inhibitors may modulate humoral immunity, thereby amplifying pre-existing autoantibodies and unmasking subclinical autoimmunity (42). PD-1/PD-L1 and PD-1/PD-L2 pathway, nivolumab can induce the immunological recognition of previously immunologically tolerated drug antigens, which in turn leads to epitope spreading (43). This spreading promotes the translocation of Ro/SSA antigens and an increase in cell membrane antigen expression, thereby contributing to the development of SCLE (42, 43). As with many other autoimmune phenomena, the presence of autoantibodies indicates B-cell responsiveness to immunotherapy (44). Moreover, direct stimulation of B-cell-mediated humoral immunity by ICIs can generate autoantibodies targeting cutaneous antigens (42, 45). However, interindividual variability in anti-dsDNA antibody expression exists due to the involvement of genetic predisposition, drug biotransformation, and epigenetic dysregulation across immune cell subsets (39). Nevertheless, this does not affect the final diagnosis of SCLE, as the diagnosis is determined comprehensively based on characteristic cutaneous lesion morphology, laboratory findings, histopathological features, differential diagnosis, therapeutic response, and other relevant factors (46).

[image: Diagram illustrating Nivolumab's role in inducing autoimmune responses leading to subacute cutaneous lupus erythematosus (SCLE). It shows Nivolumab binding to the PD-1 receptor, blocking pathways, and stimulating B cells. UV-B from the sun exacerbates epitope spreading and translocation of Ro/SSA antigens, producing autoantibodies against skin antigens, resulting in SCLE.]
Figure 4 | A model for potential involvement of nivolumab in the pathogenesis of SCLE. (1) By blocking the PD-1/PD-L1 and PD-1/PD-L2 pathway, nivolumab can induce the immunological recognition of previously immunologically tolerated drug antigens, which in turn leads to epitope spreading; this spreading promotes the translocation of Ro/SSA antigens and the increase in cell membrane antigen expression, thereby contributing to the development of SCLE. (2) Stimulation by UV-B radiation can further exacerbate epitope spreading; by promoting the translocation of Ro/SSA antigens and increasing the expression of cell membrane antigens, it ultimately leads to the development of SCLE. (3) PD-1/PD-L1 and PD-1/PD-L2 blockades can directly stimulate B cell mediated humoral immunity, resulting in the production of autoantibodies against cutaneous antigenic targets, thereby facilitating the onset of SCLE.

The diagnosis of ICI-induced SCLE can be challenging, and it is crucial to differentiate between paraneoplastic SCLE and idiopathic SCLE; detailed differentiation criteria are provided in Table 1. The diagnostic criteria for paraneoplastic SCLE were established over 30 years ago, requiring that SCLE must manifest after the onset of cancer and that both conditions must progress in parallel (51). On average, paraneoplastic SCLE develops 6 months after cancer diagnosis (range: 0–48 months), resolves during cancer remission, and reappears if the malignancy recurs (52). However, in our case, the patient developed SCLE 4 months after cancer diagnosis and 1 month after tumor resection. The mean age of onset for idiopathic SCLE is 54 years, whereas PD-1/PD-L1 inhibitor-induced SCLE typically presents at an older age (53). While idiopathic SCLE predominantly affects sun-exposed areas, PD-1/PD-L1 inhibitor-associated SCLE may additionally involve non-sun-exposed regions (3). Furthermore, systemic symptoms and signs-particularly arthralgia, arthritis, dry eyes, or nephropathy that frequently accompany idiopathic SCLE-are generally absent in PD-1/PD-L1 inhibitor-induced cases (39). The patient we reported presented with cutaneous manifestations alone, without any systemic involvement.


Table 1 | Clinical manifestations and management of nivolumab-induced SCLE in the literature.
	Patient No./ Sex/Age, y (References)
	Tumor type
	ICI to SCLE onset (cycles)
	Cutaneous eruption sites
	Morphological characteristics
	Positive autoantibody serologies
	ICI management
	SCLE treatment
	SCLE response
	Tumor response



	1/F 54y (55, 56)
	NSCLC
	3.25 mo
(NR)
	Cheeks, nasal bridge, on the V-neck of the chest, the upper back, the upper outer arms, forearms and legs
	Darkly erythematous to violaceous patches and thin scaling annular plaques
	ANA,
Anti-Ro/SSA, Anti-Ro/SSB
	Discontinuation
	Topical and systemic CS, HCQ
	Improvement
	NR


	2/F/54y (57)
	MSCLC
	20 mo
(NR)
	Trunk and extremities
	Annular eruption
	ANA,
Anti-Ro/SSA, Anti-Ro/SSB
	Continuation
	Topical CS, HCQ
	Resolution
	NR


	3/M/60y (57)
	MM
	0.5 mo
(NR)
	Trunk and extremities
	Annular eruption
	ANA,
Anti-Ro/SSA
	Continuation
	Topical CS
	Improvement
	NR


	4/M/60y (28)
	MSCLC
	1 mo
(2)
	Photo-distributed
	Erythematous macules and scaly papules
	ANA,
Anti-Ro antibody
	Rechallenge
	Topical and systemic CS, HCQ
	Resolution
	DP


	5/F/58y (27)
	MNSCLC
	5 mo
(NR)
	Mainly involving the trunk
	Polycyclic and annular papulosquamous plaques
	Anti-Ro52/Ro60
	Rechallenge
	Topical and systemic CS, HCQ
	Improvement
	NR


	6/M/75y (58)
	MNSCLC
	2.5 mo
(5)
	Chest, back, legs, arms,
dorsal aspect of the hands, and cheeks
	Erythematous eruption
and papulosquamous
plaques with an
annular configuration
	ANA,
Anti-SSA/Ro60
	Discontinuation
	Systemic CS
	Improvement
	DP


	7/F/66y (58)
	NSCLC
	12 mo
(9)
	Trunk, limbs and face
	Annular papulosquamous
and crusted plaques
	ANA,
Anti-SSA/Ro60
	Rechallenge
	Systemic CS
	Resolution
	DP


	8/F/72y (3)
	SSM
	2 mo 
(post cycle 13)
	Back and arms
	Nummular
erythematous plaques
	ANA,
Anti-Ro/SSA,
Anti-La/SSB
	Discontinuation
	Topical CS, HCQ
	Improvement
	CR


	9/M/43y (3)
	NSCLC
	1 mo
(2)
	Hands, arms, chest, and the rest of the
body
	annular
erythematous eruption
	ANA
Anti-Ro/SSA
	Discontinuation
	Topical and systemic CS, HCQ
	Improvement
	DP


	10/M/75y (12)
	GJA
	1 mo
(1)
	Bilateral dorsal forearms, upper arms,
upper chest, and upper back
	Photo-distributed oval pink to
violaceous scaly papules and plaques
	ANA
	Discontinuation
	Topical and systemic CS, HCQ
	Improvement
	DP





SCLE, subacute cutaneous lupus erythematosus; ICI, immune checkpoint inhibitor; y, year; F, female; M, male; NSCLC, non–small cell lung cancer; mo, months; ANA, antinuclear antibody; SSA, Sjögren’s syndrome-A; SSB, Sjögren’s syndrome-B; CS, corticosteroids; HCQ, hydroxychloroquine; NR, not reported; CR, complete response; DP, disease progression; MSCLC, metastatic small cell lung carcinoma; MM, metastatic melanoma; MNSCLC, metastatic non-small cell lung cancer; SSM, superficial spreading melanoma; GJA, gastroesophageal junction adenocarcinoma.



Treatment of ICI-induced SCLE depends on several factors, including severity of rash, treatment response, and the setting in which ICIs are treated (54). Through a comprehensive review of currently reported cases of nivolumab-induced SCLE, we have systematically summarized the clinical manifestations and treatment strategies for this condition (Table 2). Furthermore, severity of rash is an important indicator for us to formulate treatment plans and is graded according to the Common Terminology Criteria for Adverse Events (59). Patients with grade 1–2 toxicity (<30% body surface area (BSA), with or without mild symptoms), are treated with moderate-high potency topical corticosteroids. Systemic corticosteroids (prednisone 0.5–1 mg/kg daily, tapered over 4 weeks) may also be necessary. Patients with grade 3 toxicity (>30% BSA, moderate-severe symptoms), require withholding of ICIs treatment, dermatology consultation, and systemic corticosteroids (prednisone 1 mg/kg daily, tapered over at least 4 weeks). Grade 4 toxicity (requiring urgent intervention or hospitalization) should be treated with IV methylprednisolone 1–2 mg/kg daily with slow tapering once the toxicity resolves and necessitates reconsideration of ICIs rechallenge (29, 60). In addition, other adjuvant medications can be incorporated to help improve rashes and repair the skin barrier. In our case, the patient was treated with compound glycyrrhizin, which also contributed to the improvement of the skin condition. Compound glycyrrhizin (CG) contains glycyrrhizin, aminoacetic acid, and methionine (61), and exhibits anti-inflammatory, anti-allergic, and immunomodulatory effects. It can exert glucocorticoid-like effects safely (62). In China, it is an immunomodulator commonly used in the treatment of immunological skin conditions (63). In addition, after the occurrence of DI-SCLE by ICIs, close follow-up is necessary if immunotherapy is continued. In the case of nivolumab induced SCLE reported by Marano et al, the patient continued nivolumab treatment after the rash recovered, and then it progressed to the anti-melanoma differentiation-associated gene 5 (anti-MDA-5) antibody associated dermatomyositis (28). Although nivolumab was suspended later, unfortunately, the patient died from the worsening of the disease.


Table 2 | Differential diagnosis of ICI-induced SCLE, paraneoplastic SCLE, and idiopathic SCLE.
	Distinguishing features/Diseases
	ICI-induced SCLE
	Paraneoplastic SCLE
	Idiopathic SCLE



	Incubation period
	4 to 14 months after drug administration, or even more than 14 months.
	An average of 6 months (range: 0–48 months) after cancer diagnosis.
	No incubation period.


	Diagnostic criteria
	(A) one or more clinical symptoms consistent with SCLE; (B) no history of SLE prior to use of this specific drug; (C) sufficient and sustained exposure to a specific drug; (D) the symptoms will be relieved when the specific drug is discontinued; (E) systemic symptoms and signs rarely occur (47).
	(A) cutaneous lesions of SCLE occur subsequent to the onset of malignant tumors; (B) the skin disease and malignant tumor exhibit a parallel progression trend; (C) the rash should resolve following the treatment of malignant tumors and recur upon tumor relapse.
	(A) typical cutaneous lesions of SCLE; (B) systemic symptoms and signs are often present, particularly arthralgia, arthritis, dry eyes, or nephropathy; (C) other known secondary factors (e.g., drugs, malignant tumors) are excluded.


	Clinical features
	Erythema, ring-shaped lesions, and papulosquamous lesions are mainly located in sun-exposed areas, but they can also involve non-sun-exposed sites and are rarely accompanied by systemic symptoms.
	Erythematous, papulosquamous/psori-
asiform, or annular lesions can occur in both sun-exposed and non-sun-exposed areas, and they are rarely accompanied by systemic symptoms (48, 49).
	The typical photosensitive symmetric, nonscarring annular polycyclic or papulosquamous lesions, usually occur in sun-exposed areas (50), often accompanied by systemic symptoms and signs.


	Histopathological pattern and immunofluorescence
	Interface dermatitis and perivascular lymphocytic infiltration in the dermis.
Granular deposition of IgM, IgG and C3 in a band-like array at the dermal-epidermal junction, and the direct immunofluorescence findings are most commonly described as granular staining at the dermal-epidermal junction (38).
	Interface dermatitis and perivascular lymphocytic infiltration in the dermis.
Immune complex depositionin can be scant or negative (49).
	Focal vacuolization of the epidermal basal layer associated with a perivascular dermal lymphocytic infiltrate (38).
Granular deposition of IgM, IgG and C3 in a band-like array at the dermal-epidermal junction, and the direct immunofluorescence findings are most commonly described as granular staining at the dermal-epidermal junction (38).


	Laboratory features
	Most patients are positive for ANA and Ro/SSA antibodies. La/SSB antibodies are positive in 25% of cases.
	A high frequency of ANA and Ro/SSA antibodies and a low frequency of La/SSB antibodies (48).
	The frequent presence of anti-Ro/SSA and/or anti-La/SSB, together with ANA (50).





IgM, immunoglobulin A; IgG, immunoglobulin G; C3, complement factor 3; other abbreviations are provided in the Notes of Table 1.



Our case report provides clinically relevant data that may assist physicians in both early identification and timely diagnosis of ICI-induced SCLE, while simultaneously facilitating appropriate management for cancer patients requiring prompt and accurate treatment. Furthermore, these findings underscore the importance of enhanced dermatological surveillance and long-term monitoring for cutaneous manifestations in patients undergoing ICI therapy. Given that approximately 50% of SCLE cases meet the American College of Rheumatology (ACR) classification criteria for systemic lupus erythematosus, patients receiving ICIs require regular monitoring for organ involvement, disease activity, cutaneous manifestations, and quality of life (64). As well as educating the patient on sun protection and avoiding prolonged UV exposure, which is crucial for reducing rash recurrence (29). When clinically indicated, rheumatologic serologic tests should be performed (36). For patients diagnosed with ICI-induced SCLE, disease activity and skin lesion severity must be evaluated at initial onset and monitored periodically during follow-up.

Furthermore, significant research gaps remain that warrant further investigation, particularly in developing biomarkers to predict the risk of SCLE induced by ICIs such as nivolumab, and in establishing the prevalence and characteristic patterns of case-specific autoantibody profiles in this disease entity (39). Additionally, while nivolumab is applicable for treating various cancer treatments (20, 65), as shown in Table 2, documented cases of nivolumab-induced SCLE have primarily been reported in small cell lung cancer, non-small cell lung cancer, and melanoma, with pulmonary malignancies constituting the majority (7 out of 10 cases). These findings suggest a potential association between nivolumab-induced SCLE and specific tumor types, possibly due to differences in tumor immunogenicity or patient-specific immune responses. Notably, previous studies have found that SCLE is associated with various malignancies in patients older than 50 years, including lung, breast, gastric, uterine cancers, melanoma and so on (66). However, the number of reported cases of nivolumab-induced SCLE remains limited, making it difficult to establish a definitive correlation. Therefore, future research should place greater emphasis on nivolumab-induced SCLE. By increasing case reports, further studies can be conducted to determine whether specific tumor types predispose patients to this complication.

To sum up, reports on nivolumab-induced SCLE or ICI-induced SCLE remain extremely limited in the medical literature, and there is a lack of systematic and comprehensive review studies. This study provides a relatively thorough summary of the clinical manifestations, histopathological features, laboratory findings, disease severity, and corresponding treatment strategies for ICI-induced SCLE, with a focus on nivolumab as a representative agent. Furthermore, we propose specific long-term monitoring and follow-up protocols for patients receiving ICIs and discuss the impact of ICI-induced SCLE on treatment continuation and oncological outcomes. These findings aim to improve the diagnosis and management of ICI-induced SCLE. Multidisciplinary research into the skin toxicity of these drugs facilitates early diagnosis and effective management, which allows patients to continue to receive some of the treatments that prolong survival, as shown in this case.




Study limitations

We reported only one case to analyze the characteristics, diagnosis and treatment of DI-SCLE caused by ICIs, which limited our study to some extent. Due to the rarity of nivolumab-induced SCLE, the number of cases is very limited, so we analyzed and summarized this disease on the basis of existing research. Moreover, during the initial visit and follow-up periods, our monitoring primarily focused on cutaneous manifestations and systemic symptoms of ICI-induced SCLE, as well as tumor progression status, while the assessment of disease activity remained incomplete. This underscores the necessity for implementing more comprehensive evaluations of disease activity in the clinical management and follow-up of patients with ICI-induced SCLE. Such dynamic and holistic disease assessments would enable optimization of therapeutic strategies. In addition, our follow-up time was not long enough, and the long-term prognosis of the patient also required further follow-up in the future.






Conclusion

In summary, our report suggests that the use of ICIs may cause SCLE, and that early diagnosis and treatment are important for prognosis. By providing a detailed overview of the typical features and diagnostic criteria of ICI-induced SCLE, clinicians can improve their understanding of ICI-induced SCLE diagnosis and treatment, avoiding unnecessary tests and speeding up appropriate treatment. Multidisciplinary research into the skin toxicity of these drugs facilitates early diagnosis and effective management, which allows patients to continue to receive these life-prolongation treatments. With the increasing application of ICIs, while bringing medical progress, we should also pay attention to the adverse reactions it may cause, such as SCLE, and then diagnose and treat in time. In addition, although this is a case report, rare disease case reports and summaries of diagnosis and treatment are important and will provide a basis for future research.





Data availability statement

The original contributions presented in the study are included in the article/Supplementary Material. Further inquiries can be directed to the corresponding author.





Ethics statement

Written informed consent has been obtained from the patient for the publication of this article and any potentially identifiable images or data contained therein.





Author contributions

LC: Conceptualization, Data curation, Methodology, Writing – original draft, Writing – review & editing. ZJ: Data curation, Methodology, Supervision, Writing – original draft. ZS: Conceptualization, Data curation, Writing – original draft. YZ: Conceptualization, Methodology, Writing – original draft. LZ: Conceptualization, Methodology, Supervision, Writing – original draft, Writing – review & editing.





Funding

The author(s) declare financial support was received for the research and/or publication of this article. Supported by SanmingProject of Medicine in Shenzhen (No. SZSM202211025).




Acknowledgments

The authors sincerely thank the patient and his family for making this study possible. And thank you to all the authors involved in this study, who all made significant contributions to the work of this report, participating in the drafting, revision, critical review of the article, and so on. In addition, we would like to thank our families and those who helped us for their support.





Conflict of interest

The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.





Generative AI statement

The author(s) declare that no Generative AI was used in the creation of this manuscript.

Any alternative text (alt text) provided alongside figures in this article has been generated by Frontiers with the support of artificial intelligence and reasonable efforts have been made to ensure accuracy, including review by the authors wherever possible. If you identify any issues, please contact us.





References

	 Suijkerbuijk KPM, van Eijs MJM, van Wijk F, Eggermont AMM. Clinical and translational attributes of immune-related adverse events. Nat cancer. (2024) 5:557–71. doi: 10.1038/s43018-024-00730-3, PMID: 38360861


	 Cascone T, Awad MM, Spicer JD, He J, Lu S, Sepesi B, et al. Perioperative nivolumab in resectable lung cancer. New Engl J Med. (2024) 390:1756–69. doi: 10.1056/NEJMoa2311926, PMID: 38749033


	 Zitouni NB, Arnault JP, Dadban A, Attencourt C, Lok CC, Chaby G. Subacute cutaneous lupus erythematosus induced by nivolumab: two case reports and a literature review. Melanoma Res. (2019) 29:212–5. doi: 10.1097/cmr.0000000000000536, PMID: 30489484


	 Ramos-Casals M, Sisó-Almirall A. Immune-related adverse events of immune checkpoint inhibitors. Ann Internal Med. (2024) 177:Itc17–itc32. doi: 10.7326/aitc202402200, PMID: 38346306


	 Zhang Y, Chen J, Liu H, Dai J, Zhao J, Zhu S, et al. The incidence of immune-related adverse events (irAEs) and their association with clinical outcomes in advanced renal cell carcinoma and urothelial carcinoma patients treated with immune checkpoint inhibitors: A systematic review and meta-analysis. Cancer Treat Rev. (2024) 129:102787. doi: 10.1016/j.ctrv.2024.102787, PMID: 38905806


	 Sun LY, Zhang KJ, Xie YM, Liu JW, Xiao ZQ. Immunotherapies for advanced hepatocellular carcinoma. Front Pharmacol. (2023) 14:1138493. doi: 10.3389/fphar.2023.1138493, PMID: 37025485


	 Solhjoo M, Goyal A, Chauhan K. Drug-induced lupus erythematosus. In: StatPearls. StatPearls Publishing, Treasure Island (FL (2023)., PMID: 28722919


	 Bataille P, Chasset F, Monfort JB, De Risi-Pugliese T, Soria A, Francès C, et al. Cutaneous drug-induced lupus erythematosus: Clinical and immunological characteristics and update on new associated drugs. Annales dermatologie venereologie. (2021) 148:211–20. doi: 10.1016/j.annder.2021.02.006, PMID: 34711400


	 Jatwani S, Hearth Holmes MP. Subacute cutaneous lupus erythematosus. In: StatPearls. StatPearls Publishing, Treasure Island (FL (2023).


	 He Y, Fan Z, Guo Y, Wang C, He Y, Ouyang L. Analysis of clinical characteristics of terbinafine-induced subacute cutaneous lupus erythematosus. Expert Opin Drug safety. (2025) 24:847–51. doi: 10.1080/14740338.2024.2390644, PMID: 39136391


	 Fietz S, Fröhlich A, Mauch C, de Vos-Hillebrand L, Fetter T, Landsberg J, et al. Manifestation of subacute cutaneous lupus erythematosus during treatment with anti-PD-1 antibody cemiplimab - a case report. Front Immunol. (2023) 14:1324231. doi: 10.3389/fimmu.2023.1324231, PMID: 38143738


	 Khorasanchi A, Korman AM, Manne A, Meara A. Immune checkpoint inhibitor-induced subacute cutaneous lupus erythematosus: a case report and review of the literature. Front Med. (2024) 11:1334718. doi: 10.3389/fmed.2024.1334718, PMID: 38362536


	 Bolton C, Chen Y, Hawthorne R, Schepel IRM, Harriss E, Hofmann SC, et al. Systematic review: monoclonal antibody-induced subacute cutaneous lupus erythematosus. Drugs R&D. (2020) 20:319–30. doi: 10.1007/s40268-020-00320-5, PMID: 32960413


	 Kaya Akca U, Sener S, Batu ED, Balik Z, Basaran O, Bilginer Y, et al. Drug-induced lupus erythematosus in childhood: Case-based review. Lupus. (2024) 33:737–48. doi: 10.1177/09612033241245078, PMID: 38580326


	 Lazar AL. Subacute cutaneous lupus erythematosus: A facultative paraneoplastic dermatosis. Clinics Dermatol. (2022) 40:728–42. doi: 10.1016/j.clindermatol.2022.07.007, PMID: 35907579


	 Okiyama N, Tanaka R. Immune-related adverse events in various organs caused by immune checkpoint inhibitors. Allergology international: Off J Japanese Soc Allergology. (2022) 71:169–78. doi: 10.1016/j.alit.2022.01.001, PMID: 35101349


	 Gordeev A, Vaal A, Puchkova M, Smirnova I, Doronin A, Znobishcheva A, et al. Preclinical comparison of prolgolimab, pembrolizumab and nivolumab. Sci Rep. (2024) 14:23136. doi: 10.1038/s41598-024-72118-3, PMID: 39367001


	 Philips EA, Liu J, Kvalvaag A, Mørch AM, Tocheva AS, Ng C, et al. Transmembrane domain-driven PD-1 dimers mediate T cell inhibition. Sci Immunol. (2024) 9:eade6256. doi: 10.1126/sciimmunol.ade6256, PMID: 38457513


	 Gulturk I, Yilmaz M, Tacar SY, Tural D. Prognostic importance of SUVmax values evaluated by 18F-FDG-PET/CT before nivolumab treatment in patients with metastatic renal cell carcinoma. Q J Nucl Med Mol Imaging. (2023) 67:223–9. doi: 10.23736/s1824-4785.21.03395-1, PMID: 34881845


	 Potluri LB, Nanjareddy S, Al Sbihi A, Manasrah N, Smith WT, Sano D. Two primary cancers appeared after discontinuation of nivolumab in the course of treating Hodgkin lymphoma: a case report. AME Case Rep. (2023) 7:30. doi: 10.21037/acr-22-87, PMID: 37492791


	 Zhu G, Pei L, Xia H, Tang Q, Bi F. Role of oncogenic KRAS in the prognosis, diagnosis and treatment of colorectal cancer. Mol cancer. (2021) 20:143. doi: 10.1186/s12943-021-01441-4, PMID: 34742312


	 Aggarwal S, Chougle A, Talwar V, Shukla P, Rohtagi N, Verma A, et al. Liquid biopsy and colorectal cancer. South Asian J cancer. (2024) 13:246–50. doi: 10.1055/s-0044-1801753, PMID: 40060351


	 Phillips SM, Banerjea A, Feakins R, Li SR, Bustin SA, Dorudi S. Tumour-infiltrating lymphocytes in colorectal cancer with microsatellite instability are activated and cytotoxic. Br J surgery. (2004) 91:469–75. doi: 10.1002/bjs.4472, PMID: 15048750


	 Dolcetti R, Viel A, Doglioni C, Russo A, Guidoboni M, Capozzi E, et al. High prevalence of activated intraepithelial cytotoxic T lymphocytes and increased neoplastic cell apoptosis in colorectal carcinomas with microsatellite instability. Am J pathology. (1999) 154:1805–13. doi: 10.1016/s0002-9440(10)65436-3, PMID: 10362805


	 Llosa NJ, Cruise M, Tam A, Wicks EC, Hechenbleikner EM, Taube JM, et al. The vigorous immune microenvironment of microsatellite instable colon cancer is balanced by multiple counter-inhibitory checkpoints. Cancer discovery. (2015) 5:43–51. doi: 10.1158/2159-8290.Cd-14-0863, PMID: 25358689


	 Bhamidipati D, Subbiah V. Tumor-agnostic drug development in dMMR/MSI-H solid tumors. Trends cancer. (2023) 9:828–39. doi: 10.1016/j.trecan.2023.07.002, PMID: 37517955


	 Liu RC, Sebaratnam DF, Jackett L, Kao S, Lowe PM. Subacute cutaneous lupus erythematosus induced by nivolumab. Australas J Dermatol. (2018) 59:e152–4. doi: 10.1111/ajd.12681, PMID: 28726325


	 Marano AL, Clarke JM, Morse MA, Shah A, Barrow W, Selim MA, et al. Subacute cutaneous lupus erythematosus and dermatomyositis associated with anti-programmed cell death 1 therapy. Br J Dermatol. (2019) 181:580–3. doi: 10.1111/bjd.17245, PMID: 30244487


	 Manjunath J, Mochel M, Nutan F. Nivolumab-Induced de novo Discoid Lupus Erythematosus. Case Rep Dermatol. (2022) 14:88–92. doi: 10.1159/000523800, PMID: 35702724


	 Topalian SL, Sznol M, McDermott DF, Kluger HM, Carvajal RD, Sharfman WH, et al. Survival, durable tumor remission, and long-term safety in patients with advanced melanoma receiving nivolumab. J Clin Oncol Off J Am Soc Clin Oncol. (2014) 32:1020–30. doi: 10.1200/jco.2013.53.0105, PMID: 24590637


	 Pardoll DM. The blockade of immune checkpoints in cancer immunotherapy. Nat Rev Cancer. (2012) 12:252–64. doi: 10.1038/nrc3239, PMID: 22437870


	 Song Y, Li J, Wu Y. Evolving understanding of autoimmune mechanisms and new therapeutic strategies of autoimmune disorders. Signal transduction targeted Ther. (2024) 9:263. doi: 10.1038/s41392-024-01952-8, PMID: 39362875


	 Poh YJ, Alrashid A, Sangle SR, Higgins E, Benton E, McGibbon D, et al. Proton pump inhibitor induced subacute cutaneous lupus erythematosus: Clinical characteristics and outcomes. Lupus. (2022) 31:1078–83. doi: 10.1177/09612033221104237, PMID: 35635045


	 Bitar C, Menge TD, Chan MP. Cutaneous manifestations of lupus erythematosus: a practical clinicopathological review for pathologists. Histopathology. (2022) 80:233–50. doi: 10.1111/his.14440, PMID: 34197657


	 He Y, Sawalha AH. Drug-induced lupus erythematosus: an update on drugs and mechanisms. Curr Opin Rheumatol. (2018) 30:490–7. doi: 10.1097/bor.0000000000000522, PMID: 29870500


	 Miyagawa F. Current knowledge of the molecular pathogenesis of cutaneous lupus erythematosus. J Clin Med. (2023) 12:987. doi: 10.3390/jcm12030987, PMID: 36769633


	 Gambichler T, Doerler M, Scheel CH. Onset of subacute cutaneous lupus erythematosus after the initiation of immune checkpoint inhibitor therapy of cancer. Lupus. (2021) 30:531–3. doi: 10.1177/0961203320983448, PMID: 33407044


	 Lowe GC, Henderson CL, Grau RH, Hansen CB, Sontheimer RD. A systematic review of drug-induced subacute cutaneous lupus erythematosus. Br J Dermatol. (2011) 164:465–72. doi: 10.1111/j.1365-2133.2010.10110.x, PMID: 21039412


	 Wu Z, Huang R, Sun W, He B, Wang C. Clinical characteristics, treatment and outcome of subacute cutaneous lupus erythematosus induced by PD-1/PD-L1 inhibitors. Arch Dermatol Res. (2024) 316:722. doi: 10.1007/s00403-024-03484-1, PMID: 39460790


	 Costa MF, Said NR, Zimmermann B. Drug-induced lupus due to anti-tumor necrosis factor alpha agents. Semin Arthritis rheumatism. (2008) 37:381–7. doi: 10.1016/j.semarthrit.2007.08.003, PMID: 17977585


	 Kosche C, Owen JL, Choi JN. Widespread subacute cutaneous lupus erythematosus in a patient receiving checkpoint inhibitor immunotherapy with ipilimumab and nivolumab. Dermatol Online J. (2019) 25:13030/qt4md713j8. doi: 10.5070/D32510045821, PMID: 31735010


	 Hasan Ali O, Bomze D, Ring SS, Berner F, Fässler M, Diem S, et al. BP180-specific IgG is associated with skin adverse events, therapy response, and overall survival in non-small cell lung cancer patients treated with checkpoint inhibitors. J Am Acad Dermatol. (2020) 82:854–61. doi: 10.1016/j.jaad.2019.08.045, PMID: 31449902


	 Achtman JC, Werth VP. Pathophysiology of cutaneous lupus erythematosus. Arthritis Res Ther. (2015) 17:182. doi: 10.1186/s13075-015-0706-2, PMID: 26257198


	 Curry JL, Tetzlaff MT, Nagarajan P, Drucker C, Diab A, Hymes SR, et al. Diverse types of dermatologic toxicities from immune checkpoint blockade therapy. J cutaneous pathology. (2017) 44:158–76. doi: 10.1111/cup.12858, PMID: 27859479


	 Sibaud V, Vigarios E, Siegfried A, Bost C, Meyer N, Pages-Laurent C. Nivolumab-related mucous membrane pemphigoid. Eur J Cancer (Oxford England: 1990). (2019) 121:172–6. doi: 10.1016/j.ejca.2019.08.030, PMID: 31586756


	 Eastham AB, Vleugels RA. Cutaneous lupus erythematosus. JAMA Dermatol. (2014) 150:344. doi: 10.1001/jamadermatol.2013.10393, PMID: 24623331


	 Borchers AT, Keen CL, Gershwin ME. Drug-induced lupus. Ann New York Acad Sci. (2007) 1108:166–82. doi: 10.1196/annals.1422.019, PMID: 17893983


	 D’Gama JD, Hashemi DA, Fedeles F. A case of paraneoplastic subacute cutaneous lupus erythematosus in a patient with metastatic melanoma. JAAD Case Rep. (2021) 15:88–91. doi: 10.1016/j.jdcr.2021.06.030, PMID: 34458535


	 Opneja A, Mahajan S, Kapoor S, Marur S, Yang SH, Manno R. Unusual paraneoplastic presentation of cholangiocarcinoma. Case Rep Med. (2015) 2015:806835. doi: 10.1155/2015/806835, PMID: 26495003


	 Vedove CD, Del Giglio M, Schena D, Girolomoni G. Drug-induced lupus erythematosus. Arch Dermatol Res. (2009) 301:99–105. doi: 10.1007/s00403-008-0895-5, PMID: 18797892


	 McLean DI. Cutaneous paraneoplastic syndromes. Arch Dermatol. (1986) 122:765–7. doi: 10.1001/archderm.1986.01660190043013


	 Gantzer A, Regnier S, Cosnes A, Ortonne N, Wolkenstein P, Bagot M, et al. Subacute cutaneous lupus erythematosus and cancer: two cases and literature review. Annales dermatologie venereologie. (2011) 138:409–17. doi: 10.1016/j.annder.2011.02.015, PMID: 21570567


	 Marzano AV, Lazzari R, Polloni I, Crosti C, Fabbri P, Cugno M. Drug-induced subacute cutaneous lupus erythematosus: evidence for differences from its idiopathic counterpart. Br J Dermatol. (2011) 165:335–41. doi: 10.1111/j.1365-2133.2011.10397.x, PMID: 21564069


	 Bui AN, Singer S, Hirner J, Cunningham-Bussel AC, Larocca C, Merola JF, et al. De novo cutaneous connective tissue disease temporally associated with immune checkpoint inhibitor therapy: A retrospective analysis. J Am Acad Dermatol. (2021) 84:864–9. doi: 10.1016/j.jaad.2020.10.054, PMID: 33323344


	 Knapp C 3rd, White KP, Fett N. Photosensitive eruption in a patient with metastatic non-small cell lung cancer: challenge. Am J dermatopathology. (2019) 41:e68. doi: 10.1097/dad.0000000000001119, PMID: 29494355


	 Knapp C, White KP, Fett N. Photosensitive eruption in a patient with metastatic non-small cell lung cancer: answer. Am J dermatopathology. (2019) 41:528–9. doi: 10.1097/dad.0000000000001120, PMID: 31232735


	 Bui AN, Hirner J, Singer SB, Eberly-Puleo A, Larocca C, Lian CG, et al. De novo subacute cutaneous lupus erythematosus-like eruptions in the setting of programmed death-1 or programmed death ligand-1 inhibitor therapy: clinicopathological correlation. Clin Exp Dermatol. (2021) 46:328–37. doi: 10.1111/ced.14449, PMID: 32939795


	 Diago A, Hueso L, Ara-Martín M, Abadías-Granado I. Subacute cutaneous lupus erythematosus induced by PD-1 Inhibitor therapy: two case reports and literature review. Australas J Dermatol. (2021) 62:e347–9. doi: 10.1111/ajd.13538, PMID: 33484581


	 National Cancer Institute. Common terminology criteria for adverse events (CTCAE). (2017). Available online at: https://ctep.cancer.gov/protocoldevelopment/electronic_applications/docs/CTCAE_v5_Quick_Reference_8.5x11.pdf (Accessed November 7, 2023).


	 Schneider BJ, Naidoo J, Santomasso BD, Lacchetti C, Adkins S, Anadkat M, et al. Management of immune-related adverse events in patients treated with immune checkpoint inhibitor therapy: ASCO guideline update. J Clin Oncol Off J Am Soc Clin Oncol. (2021) 39:4073–126. doi: 10.1200/jco.21.01440, PMID: 34724392


	 Li M, Xiang L, Li Y. Efficacy and safety of compound glycyrrhizin in the patients with vitiligo: a systematic review and meta-analysis. Expert Rev Clin Pharmacol. (2023) 16:601–11. doi: 10.1080/17512433.2023.2213887, PMID: 37218470


	 Chen S, Cao W, Xiao X, Wang L, Wan R, Zou Z, et al. A systematic review and meta-analysis of efficacy and safety of compound glycyrrhizin combined with second-generation non-sedated antihistamine for the treatment of chronic urticaria. J Dermatol Treat. (2024) 35:2299597. doi: 10.1080/09546634.2023.2299597, PMID: 38166511


	 Yu JJ, Zhang CS, Coyle ME, Du Y, Zhang AL, Guo X, et al. Compound glycyrrhizin plus conventional therapy for psoriasis vulgaris: a systematic review and meta-analysis of randomized controlled trials. Curr Med Res opinion. (2017) 33:279–87. doi: 10.1080/03007995.2016.1254605, PMID: 27786567


	 Grönhagen CM, Nyberg F. Cutaneous lupus erythematosus: An update. Indian Dermatol Online J. (2014) 5:7–13. doi: 10.4103/2229-5178.126020, PMID: 24616847


	 Ntwali F, Gilliaux Q, Honoré PM. Nivolumab-induced cytokine release syndrome: A case report and literature review. Am J Case Rep. (2024) 25:e941835. doi: 10.12659/ajcr.941835, PMID: 38625840


	 Ho C, Shumack SP, Morris D. Subacute cutaneous lupus erythematosus associated with hepatocellular carcinoma. Australas J Dermatol. (2001) 42:110–3. doi: 10.1046/j.1440-0960.2001.00491.x, PMID: 11309033







Publisher’s note: All claims expressed in this article are solely those of the authors and do not necessarily represent those of their affiliated organizations, or those of the publisher, the editors and the reviewers. Any product that may be evaluated in this article, or claim that may be made by its manufacturer, is not guaranteed or endorsed by the publisher.

Copyright © 2025 Chang, Zhang, Sun, Zhou and Zheng. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) and the copyright owner(s) are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.


OEBPS/Images/fonc-15-1674823-g004.jpg
The translocation of
Ro/SSA antigens and an

Exacerbate epitope @ increase in cell membrane

°.° spreading antigen expression.
[
® o
Induce the immunological
recognition of previously °
immunologically tolerated G SCLE

drug antigens ) )
Epitope spreading

: X )
Jk PD-L1/PD-L2 f

4 Bind to ’
| i PD-1 receptor
| N|vqumab—’ e
PD-1 receptor

; B cell
Blocking the PD-1/PD-L1 (Stimulate humoral

and PD-1/PD-L2 pathways Produce autoantibodies

immunity) against cutaneous antigenic
targets





OEBPS/Images/cover.jpg
& frontiers | Frontiers in Oncology

Nivolumab-induced subacute cutaneous
lupus erythematosus in a patient with
sigmoid colon cancer: a case report and
review of the literature





OEBPS/Images/fonc-15-1674823-g002.jpg





OEBPS/Images/fonc-15-1674823-g001.jpg





OEBPS/Images/fonc-15-1674823-g003.jpg
Diagnosed Complete Erythema was Scattered Diffuse erythema Dermatology
with stage The first THa/SeEsRd surgical present on the erythema and and papules on the consultation
11A sigmoid dosaof dosa of resection of trunk, and papules on the scalp, retroauricu- and biopsy
colon cancer nivolumab nivalurmab sigmoid n|vo|:mab scalp, trunk, lar regions, trunk, suggested
was discon- iti iti
(pT3NOMO) (480 mg) (480 mg) colon cancer tined and extremities and extremities SCLE
16 Dec 2022 29 Dec 2022 1 Feb 2023 21 Mar 2023 Apr 2023 Sep 2023 Dec 2023 Jan 2024

The patient
remained alive with
no recurrence of
the tumor or skin
rash.

Occasionally, small-area
rashes occurred after sun
exposure. Oral methylpred-
nisolone (12 mg/day) , hydro-
xychloroquine, topical mom-
etasone and tacrolimus. The
rashes basically resolved.

Oral methylprednisolone 16mg
(maintaining hydroxychloroquine
and topical mometasone),
supplemented with compound
glycyrrhizin tablets resulting in
near-complete resolution of
systemic cutaneous lesions.

-

Oral methylprednisolone
28mg daily (maintaining
hydroxychloroquine and
topical mometasone), with
significant regression of
widespread lesions

Received oral methylpre-
dnisolone 32mg daily plus
hydroxychloroquine 400mg
with topical mometasone,
resulting in initial rash
improvement

Follow-up lasted for 17 months

Week 8

Week 4

Weeks 2-3

First week

Initiate
treatment





OEBPS/Images/crossmark.jpg
©

2

i

|





