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pemphigoid successfully treated
with stapokibart combined
with corticosteroids
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IgA-mediated Anti-Laminin-g1 (p200) pemphigoid is a rare subtype of

subepidermal autoimmune blistering disease (AIBD) characterized by IgA

autoantibodies targeting the laminin g1 chain, a 200 kDa protein located at the

dermal-epidermal junction. Patients typically exhibit skin-dominant blistering

lesions, also mucosal involvement has been reported. We report a 73-year-old

male patient diagnosed with IgA-mediated anti-Laminin-g1 (p200) pemphigoid.

He initially presented with prominent palmoplantar blisters erosions on the

eyelids, lips and face, accompanied by mild pruritus. Skin biopsy demonstrated

hyperkeratosis, parakeratosis, acanthosis, subepidermal blister formation, and

mild perivascular lymphocytic infiltration in the superficial dermis. Direct

immunofluorescence showed C3 deposits on the basement membrane. The

patient was initially treated successfully with methylprednisolone. During the

second recurrence, he presented with annular erythema topped with blisters and

erosions on the lips. Comprehensive pemphigus and pemphigoid antibodies

panel test showed Laminin g1 IgA with a titer of 1:10. The rash recurred when

corticosteroids were tapered. The patient was then treated with Stapokibart

(CM310) in combination with corticosteroids, leading to complete resolution of

the skin lesions and successful tapering of the corticosteroids. This case

represents the first successful treatment of IgA-mediated anti-Laminin-g1
(p200) pemphigoid using Stapokibart in combination with corticosteroid.
KEYWORDS

anti-Laminin-g1 pemphigoid, autoimmune, case report, facial erosions, palmoplantar
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Introduction

IgA-mediated anti-p200 pemphigoid is a rare variant of

subepidermal autoimmune bullous disease (AIBD) characterized

by circulating IgA autoantibodies targeting the p200 antigen (a 200

kDa protein at the basement membrane zone). which distinct from

IgG-mediated anti-p200 pemphigoid. It was first reported by

Wozniak K in 2011 (1) and reported the second case in 2025 (2).

Immunoelectron microscopy studies revealed that the epitopes

recognized by IgA antibodies are located below the lamina densa,

similar to the localization of IgG antibodies, a distinct epitope

recognition pattern compared to other subtypes (such as IgA-MMP

or IgA-EBA), suggesting it may represent a distinct clinical entity

(2). Clinically, it may resemble bullous pemphigoid, linear IgA

bullous dermatosis, or dermatitis herpetiformis (3). In mucosal

pemphigoid (MMP), the presence of IgA anti-laminin g1 antibodies
has also been observed. A unique case demonstrated IgA reactivity

on the dermal side by indirect immunofluorescence (salt-split skin),

and immunoblotting confirmed the presence of IgA autoantibodies

targeting LMg1 (4).

Since IgA-mediated anti-p200 pemphigoid is rare reported,

treatment strategies are mostly extrapolated from Linear IgA

bullous dermatosis (LABD), Dapsone is the most commonly

recommended treatment for LABD, as it is often effective in

controlling the disease (5). When dapsone is not accessible or not

tolerated, other treatment may include, such as systemic

corticosteroids, immunosuppressants, biological agents which are

mentioned for autoimmune bullous diseases in general (6). The 2

cases which have been reported before, they both were treated with

dapsone combined with corticosteroids. Similar to Dupilumab, New

biologics Stapokibart which targets the interleukin-4 receptor alpha

subunit (IL-4Ra) effectively blocks the signaling of interleukin-4

(IL-4) and interleukin-13 (IL-13), demonstrated clinical efficacy in

treating moderate-to-severe atopic dermatitis (AD) (7), chronic

rhinosinusitis with nasal polyps (8) and seasonal allergic rhinitis in

clinic trials (9). However, It has not been reported for the treatment

of pemphigoid or Linear IgA bullous dermatosis (LABD).

Here, we report a 73-year-old male patient diagnosed with IgA-

mediated anti-Laminin-g1 (p200) pemphigoid. To our knowledge,

this is the third reported case of IgA-mediated Anti-Laminin-g1
(p200) pemphigoid. The two cases reported previously received

dapsone combined with corticosteroids. This patient was initially

treated successfully with methylprednisolone. However, two

relapses occurred during steroid tapering. The addition of

Stapokibart ultimately enabled successful steroid reduction and

maintenance. This case represents the first successful treatment of

IgA-mediated anti-Laminin-g1 (p200) pemphigoid using

Stapokibart in combination with corticosteroids.
Case report

On March 22, 2025, a 73-year-old male presented to our

dermatology clinic with a 6-day history of bullous lesions on the

palms and soles and erosive lesions on the face. The initial
Frontiers in Immunology 02
manifestations consisted of erosions on the lips, along with

erythematous patches and blisters on the palms and soles. The

condition subsequently progressed, with the appearance of multiple

erosions on the eyelids and face (without evident blister formation

in these areas), a progressive increase in blisters on the palms and

soles, and the emergence of new, scattered vesicles on the upper

arms and lower abdomen. The patient reported mild pruritus.

There was no history of suspicious medication use or infection

prior to symptom onset. His medical history included generalized

pruritus for two years without visible rash and longstanding

darkened urine, both of which had not been medically

investigated. He also had a 10-year history of hypertension, which

was well-controlled with oral irbesartan. Dermatological

examination revealed multiple tense blisters on the palms and

soles, some of which had coalesced into larger bullae, in addition

to scattered blisters on the upper arms and lower abdomen.

Erosions were observed on the eyelids, lips, and face, again

without visible blisters in these areas. The oral mucosa was

unaffected. The findings are illustrated in Figures 1A–C. Based on

the clinical presentation, the differential diagnoses included

pemphigoid and erythema multiforme. The patient was

hospitalized for further investigation and management.

A skin biopsy was obtained from the right upper arm.

Histopathological examination with hematoxylin and eosin

(H&E) staining revealed hyperkeratosis, parakeratosis, acanthosis,

subepidermal blister formation, and a mild perivascular

lymphocytic infiltrate in the superficial dermis. Direct

immunofluorescence (DIF) demonstrated linear deposits of C3

along the basement membrane zone, as shown in Figure 2.

Serological testing for circulating autoantibodies, including

BP180, BP230, Dsg1, and Dsg3, returned negative results. A

comprehensive immunological profile revealed no significant

abnormalities. However, hematological investigations showed

neutrophilic leukocytosis, along with elevated levels of

inflammatory markers, including C-reactive protein (CRP), serum

amyloid A (SAA), erythrocyte sedimentation rate (ESR), and D-

dimer. Laboratory tests also indicated a marked increase in total

IgE, and urinalysis confirmed hematuria. Procalcitonin (PCT) levels

and liver and kidney function tests were within normal limits.

Serological tests for hepatitis B surface antigen, hepatitis C

antibody, syphilis, and HIV were negative. Tumor markers,

including AFP, CEA, CA724, and CA199, were not elevated.

Imaging studies included a chest CT scan, which identified right

middle lobe bronchial obstruction with associated atelectasis,

localized emphysema in both lungs, and arteriosclerosis.

Abdominal ultrasonography demonstrated mild fatty liver and

multiple hepatic cysts. Renal ultrasonography revealed a left renal

cyst and prostatic hyperplasia with calcification. Based on the

clinical presentation and supportive histopathological and

immunofluorescence findings, a diagnosis of pemphigoid

was established.

The patient was initiated on intravenous methylprednisolone

100 mg/day, supplemented with topical halometasone and daily

drainage of bullous lesions. After five days of treatment, laboratory

tests showed a marked decrease in inflammatory markers, including
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CRP, SAA, ESR, and D-dimer, and urinalysis indicated resolution of

hematuria. Significant clinical improvement of the skin lesions was

observed by day 10. By hospital day 17, the corticosteroid was

tapered and switched to oral triamcinolone at 48 mg/day. The

patient was discharged following complete resolution of the rash, as

shown in Figures 1D–F.

During outpatient follow-up, the triamcinolone dose was

gradually tapered. However, three months after discharge (July 10,

2025), when the dose was reduced to 16 mg/day, the disease recurred

with the appearance of new blisters on the palms and soles.

According to medical orders, the triamcinolone dose was

subsequently increased to 48 mg/day. This intervention led to
Frontiers in Immunology 03
substantial resolution of the skin lesions within two weeks. On

August 16, 2025, during a corticosteroid taper at a dose of

triamcinolone 28 mg/day, the patient experienced a recurrence.

This episode presented with a distinct morphology, featuring

annular erythema on the right shoulder and anterior lower leg

surmounted by multiple blisters, accompanied by erosions on the

lips, as shown in Figures 1G–I. A comprehensive pemphigus and

pemphigoid antibody panel was subsequently performed (Table 1).

The results were positive for Laminin g1 IgA at a titer of 1:10,

confirming a diagnosis of IgA related Laminin g1 (p200) pemphigoid.

Given that long-term corticosteroid therapy had already

induced complications including hyperglycemia and coronary
FIGURE 1

Multiple vesicles and bullae, partially coalescing into larger bullae, were present on the palms (A) and soles (B). Erosions were also observed on the
eyelids, lips, and facial skin (C). Following treatment, the blisters on the palms (D) and soles (E), along with the facial erosions (F), resolved
completely. featuring annular erythema on the right shoulder (G) and anterior lower leg surmounted by multiple blisters (H), accompanied by
erosions on the lips (I).
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heart disease, the medical team opted not to escalate the steroid

dose. Instead, Tripterygium wilfordii (Thunder God Vine) was

introduced at 20 mg three times daily. The skin lesions gradually

subsided over the following two weeks. However, on September 19,

2025, as the triamcinolone dose was reduced to 20 mg/day, new

lesions emerged. The treatment regimen was therefore escalated to

include Stapokibart, administered subcutaneously with a 600 mg

loading dose, followed by a maintenance dose of 300 mg every two

weeks. This intervention led to substantial resolution of the rash by

September 30. Subsequent tapering was accomplished without

recurrence: the Tripterygium wilfordii dose was reduced to 10 mg

three times daily on October 16, 2025, and the triamcinolone was

tapered to 16 mg/day by November 1, 2025. The patient remains on

maintenance therapy with Stapokibart 300 mg subcutaneously

every two weeks and has exhibited no recurrence of skin lesions

to date.
Discussion

IgA-mediated bullous diseases constitute a subset of autoimmune

blistering disorders characterized by IgA autoantibodies targeting

structural proteins in the skin and mucous membranes. This group

primarily includes linear IgA bullous dermatosis (LABD) and IgA

pemphigus. LABD is defined by linear deposition of IgA at the with

tense blisters, erosions, and mucosal involvement, which may

resemble bullous pemphigoid (BP) in certain cases (5, 10). IgA

pemphigus, a rare variant, is mediated by IgA autoantibodies

against desmogleins (e.g., desmoglein 3), resulting in intraepidermal

acantholysis. Its pathogenesis involves Fca receptor (FcaRI)-
mediated neutrophil activation (11). First-line treatment for LABD

typically includes dapsone and corticosteroids. However, dapsone

carries risks of hematologic toxicity, while corticosteroids may induce

metabolic disorders, osteoporosis and other adverse effects. In

refractory cases, conventional immunosuppressants may be
Frontiers in Immunology 04
considered, though they are not always effective and are associated

with significant side effects. Biologics such as rituximab (anti-CD20),

omalizumab (anti-IgE), and dupilumab (anti-IL-4Ra) have shown

promise in treating IgG-mediated bullous pemphigoid (12).

Nevertheless, targeted therapies for IgA-mediated diseases remain

underdeveloped (5). To date, the use of anti-IL-4Ra biologics such as

dupilumab or stapokibart has not been reported in the treatment of

IgA-mediated bullous diseases. The potential application of these

agents may offer clinicians new therapeutic options in the future.

Anti-Laminin-g1 (p200) pemphigoid is a rare subepidermal

autoimmune blistering disease (AIBD) characterized by

autoantibodies targeting a 200 kDa protein, with laminin g1
identified as the primary antigen in 70%-90% of cases (13). Despite

its recognition, the pathogenic role of anti-laminin g1 autoantibodies

remains unclear. Recent studies have identified laminin b4 as an

additional target antigen in anti-p200 pemphigoid, which localizes at

the basement membrane zone and is predominantly expressed in

keratinocytes, inducing dermal-epidermal separation via leukocyte

activation and reactive oxygen species (ROS) release (14).

IgA-mediated Anti-Laminin-g1 (p200) pemphigoid is a unique

subset of this disease involves IgA-mediated autoimmunity against

laminin g1, as evidenced by cases of mucous membrane pemphigoid

(MMP) with IgA reactivity to laminin g1 in immunoblotting and

indirect immunofluorescence (4). This IgA variant underscores the

heterogeneity of anti-p200 pemphigoid, Clinically, it may resemble

bullous pemphigoid, linear IgA bullous dermatosis, or dermatitis

herpetiformis, which may present with mucosal lesions, though the

mechanism linking IgA autoantibodies to mucosal pathology is

poorly understood (4).

IgA-mediated anti-laminin-g1 (p200) pemphigoid can be

diagnosed using a combination of specialized laboratory techniques.

Immunoprecipitation and immunoblotting are employed to identify

laminin g1 as the target antigen in patient sera. In these assays, skin

extracts and patient sera are analyzed to detect the presence of

autoantibodies directed against laminin g1 (15). Indirect
FIGURE 2

Hematoxylin-eosin staining showed hyperkeratosis, parakeratosis, acanthosis, subepidermal blister formation, and mild perivascular lymphocytic
infiltration in the superficial dermis (A). Direct immunofluorescence demonstrated C3 deposits on the basement membrane (B).
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immunofluorescence (IF) is another key method used to detect IgA

autoantibodies bound to laminin g1 within the basement membrane

zone (BMZ) of normal human skin or salt-split skin substrates. A

positive IgA signal localized to the dermal side of salt-split skin is

strongly suggestive of the diagnosis (16). Mass spectrometry is utilized

for precise antigen identification and for characterizing the molecular

interactions between laminin g1 and other laminin chains (e.g., a3, g2)
(17). Immunoelectron microscopy provides high-resolution

localization of the epitopes recognized by IgA autoantibodies within

the BMZ, offering valuable structural insights, although it is a relatively

time-consuming technique (2). The differentiation of anti-p200

pemphigoid from other AIBDs, such as laminin-332 pemphigoid or

bullous pemphigoid, relies on identifying specific autoantigens (e.g.,

laminin b4 or g1) (2). Due to limitations in the hospital laboratory

conditions, serum anti laminin b4 was not tested for this patient.

Currently, there is a lack of large-scale clinical trial data

regarding the treatment of IgA-mediated anti-p200 pemphigoid.

Consequently, therapeutic approaches are primarily extrapolated

from those used for linear IgA bullous dermatosis (LABD).

Dapsone is considered a first-line treatment, with an initial dose

typically starting at 0.5 mg/kg/day. The dosage may be titrated

upward based on clinical response and patient tolerability (18).

Treatment is continued until clinical remission is achieved, often

followed by maintenance therapy to prevent relapse (5). Systemic

corticosteroids are frequently used in combination with dapsone or

other immunomodulatory agents, such as doxycycline, and are

administered at variable doses. The corticosteroid regimen is
Frontiers in Immunology 05
gradually tapered in accordance with clinical response (18). In

severe or refractory cases, immunosuppressants such as

azathioprine or mycophenolate mofetil may be considered (19,

20). Intravenous immunoglobulin (IVIg) has also shown potential

efficacy in refractory disease Recent research has explored targeted

therapeutic strategies, including anti-CD89 monoclonal antibodies,

which inhibit IgA-induced neutrophil activation and have

demonstrated promise in preclinical LABD models (21).

Similarly, anti-FcaRI monoclonal antibodies have been shown to

prevent disease onset and resolve established inflammation in

experimental settings. New biologics Stapokibart is a humanized

IgG4 monoclonal antibody that specifically targets the interleukin-4

receptor alpha subunit (IL-4Ra). It shares a similar mechanism of

action with Dupilumab. By binding to IL-4Ra, it effectively blocks

the signaling of two key type 2 cytokines: interleukin-4 (IL-4) and

interleukin-13 (IL-13), which play crucial roles in the pathogenesis

of various type 2 inflammatory diseases (22). It has demonstrated

clinical efficacy in treating moderate-to-severe atopic dermatitis

(AD) (7). Beyond AD, stapokibart has shown promise in other type

2 inflammatory conditions: such as chronic rhinosinusitis with

nasal polyps (8), seasonal allergic rhinitis (9). Stapokibart received

its first approval in China (September 2024) for moderate-to-severe

AD, followed by approvals for chronic rhinosinusitis with nasal

polyps (December 2024) and seasonal allergic rhinitis (February

2025) (22). It represents a novel therapeutic option for multiple type

2 inflammatory diseases by targeting the shared IL-4/IL-13

pathway. Mild to moderate adverse events were frequently
TABLE 1 Serum pemphigus and pemphigoidantibody test.

Pemphigus and pemphigoid antibodies Test method result Reference value

Desmoglein1(Dsg1)antibody IgG Cell based assay (CBA) Negative (-) Negative (-)

Desmoglein 1(Dsg1)antibody IgA Cell based assay (CBA) Negative (-) Negative (-)

Desmoglein 3(Dsg3)antibody IgG Cell based assay (CBA) Negative (-) Negative (-)

Desmoglein 3(Dsg3)antibody IgA Cell based assay (CBA) Negative (-) Negative (-)

BP180 antibody IgG Cell based assay (CBA) Negative (-) Negative (-)

BP180 antibody IgA Cell based assay (CBA) Negative (-) Negative (-)

BP230 antibody IgG Cell based assay (CBA) Negative (-) Negative (-)

BP230 antibody IgA Cell based assay (CBA) Negative (-) Negative (-)

Anti-Type VII Collagen Antibodies IgG Cell based assay (CBA) Negative (-) Negative (-)

Anti-Type VII Collagen Antibodies IgA Cell based assay (CBA) Negative (-) Negative (-)

Anti-Laminin-332 Antibodies IgG Cell based assay (CBA) Negative (-) Negative (-)

Anti-Laminin-332 Antibodies IgA Cell based assay (CBA) Negative (-) Negative (-)

Anti-Laminin-g1 (p200) Antibodies IgG Cell based assay (CBA) Negative (-) Negative (-)

Anti-Laminin-g1 (p200) Antibodies IgA Cell based assay (CBA) Positive (+) 1:10 Negative (-)

Anti-Integrin a6 Antibodies IgG Cell based assay (CBA) Negative (-) Negative (-)

Anti-Integrin a6 Antibodies IgA Cell based assay (CBA) Negative (-) Negative (-)

Anti-Integrin b4 Antibodies IgG Cell based assay (CBA) Negative (-) Negative (-)

Anti-Integrin b4 Antibodies IgA Cell based assay (CBA) Negative (-) Negative (-)
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reported, with 68.0% of patients experiencing them in one study

(23). The most common treatment-emergent adverse events

(TEAEs) included upper respiratory tract infect ions,

conjunctivitis, cough, and dyspnea. Injection site reactions were

mostly mild (24). Serious adverse events were rare, occurring in

2.2% of Stapokibart-treated patients compared to 1.1% in the

placebo group. Arthralgia was reported in 7.8% of patients

receiving Stapokibart versus 0% in the placebo group.

Hyperuricemia was observed in 5.6% of treated patients

compared to 1.1% in the placebo group (8). Some studies also

noted occurrences of sinus bradycardia and hyperlipidemia (25).

No new safety signals were identified in long-term studies lasting up

to 52 weeks (7). When combined with corticosteroids, no significant

additional risks were reported, though larger controlled studies are

needed for confirmation (25). To date, there have been no reported

treatments for IgA-mediated bullous diseases using this agent. The

present case represents the first successful treatment of IgA-

mediated anti-Laminin-g1 (p200) pemphigoid with Stapokibart in

combination with corticosteroids. The patient has shown no

recurrence of skin lesions, and no significant side effects have

been observed to date.
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