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Pemphigoid diseases are a group of subepidermal
autoimmune blistering disorders. Patients with
pemphigoid often present with blisters on an
erythematous or urticarial background, subepidermal
bullae with eosinophils or neutrophils on
histopathological examination and linear deposition
of IgG and/or C3 at the dermo-epidermal junction.
Serum tests may also identify specific autoantibodies
to basement membrane zone antigens, such as BP180
(1). Numerous cases of drug-induced pemphigoid,
including reactions to certain biological agents, have
been reported. Immune checkpoint inhibitors targeting
programmed cell death receptor 1 and its ligand are the
most commonly associated biologics (2). Vedolizumab,
a monoclonal antibody that inhibits the gut-selective
α4β7 integrin, is administered intravenously to treat
ulcerative colitis (UC) (3). While cutaneous adverse

reactions like psoriasis and acneiform eruptions have
been documented (4, 5), vedolizumab has rarely been
linked to autoimmune bullous diseases.

Here, we report a case of bullous pemphigoid (BP)
induced by vedolizumab, with immunopathological
findings and serological evidence of autoimmunity
against BP180, and discuss potential pathogenic
mechanisms.

CASE REPORT

A 50-year-old male with a history of UC presented
to the dermatology clinic due to erythema and blisters
lasting for approximately 2 months. Two months prior,
the patient had begun vedolizumab treatment for UC,
receiving 300 mg doses administered intravenously at
weeks 0, 2 and 6, followed by maintenance infusions
every 8 weeks. After the vedolizumab treatments at
weeks 0 and 2, the patient developed scattered red
papules across his body, which were left untreated.
Following vedolizumab treatment at week 6, the
patient developed extensive confluent erythema and
bullae, without itching or pain. The gastroenterologist
prescribed prednisone 35 mg once daily (qd) to treat
the skin lesions and advised the patient to visit the
dermatology clinic for further evaluation.

Upon physical examination, scattered erythema and
tense blisters were found on his trunk and limbs,
with some confluent erythema and tense bullae
present on the lateral sides of his lower chest and
upper abdomen (Fig. 1a). No mucous membrane
was involved. A shave biopsy of a newly formed,
non-ruptured bulla was sent for routine haematoxylin
and eosin staining and revealed a subepidermal
blister containing sparse lymphocytes and eosinophils,
with moderate perivascular lymphocytic infiltrate and
scattered eosinophils in the superficial dermis (Fig.
1b and e). A punch biopsy of perilesional skin was
sent for direct immunofluorescence (DIF) and showed
positive linear IgG and C3 staining along the basement
membrane (BMZ) (Fig. 1c and d), while IgA and IgM
were negative.

Serological testing was performed to confirm the
diagnosis. While IgG Enzyme-linked immunosorbent
assay (ELISA) for the BP180 NC16a domain
and BP230 were negative, salt-split skin indirect

Fig. 1. Clinical and laboratory findings. (a) Scattered haemorrhagic
blisters and vesicles on the patient's chest and abdomen. (b) The
histopathological examination reveals a subepidermal blister with an
inflammatory infiltrate consisting predominantly of eosinophils and
lymphocytes. (c) Faint linear deposition of IgG along the basement
membrane (BMZ) by direct immunofluorescence (DIF). (d) Linear
deposition of C3 along the BMZ by DIF. (e) High-magnification (×400)
view showing eosinophils and lymphocytes within the dermal infiltrate.
(f) Immunoblot (serum dilution 1:10) analysis using epidermal extract
revealed a strong IgA reactivity and a weaker IgG reactivity against
the 180 kDa antigen (BP180). A lane with serum from a known
bullous pemphigoid (BP) patient serves as a positive control for
IgG. Immunoblotting with serum from a healthy normal control was
negative. (g) Indirect immunofluorescence (serum dilution 1:10) on 1M
NaCl-split skin revealing IgG reactivity on the epidermal side of the
split.
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dual-isotype response likely reflects a broad, drug-
triggered immune dysregulation resulting in polyclonal 
B-cell activation against the BP180 antigen. This case, 
therefore, represents a unique variant of drug-induced 
pemphigoid, rather than a classic presentation of either 
BP or LABD.

The mechanism linking a gut-selective integrin 
inhibitor to this specific autoimmune response remains 
unclear, but two main hypotheses can be considered. 
The most established explanation involves immune 
dysregulation. By blocking the homing of α4β7-
expressing lymphocytes to the gut, vedolizumab alters 
systemic T-cell trafficking (8). This may redirect certain 
T-cell populations to the skin, disrupting local immune 
homeostasis and unmasking a latent autoimmune 
predisposition. This type of paradoxical inflammation 
is a known phenomenon with other biologics (5).

A second, more speculative hypothesis involves 
molecular mimicry and epitope spreading. The α4 
integrin subunit targeted by vedolizumab shares 
structural homology with the α6 integrin subunit, a 
key component of the hemidesmosome in the skin’s 
BMZ (9). It is theoretically possible that an immune 
response initiated against α4 integrin could cross-react 
with α6β4 integrin in the skin. As α6β4 is physically 
complexed with BP180, such a misdirected attack 
could lead to collateral damage and exposure of 
BP180 neoantigens, ultimately triggering the production 
of the anti-BP180 antibodies we detected (10). We 
acknowledge this mechanism is speculative; if common, 
a higher incidence of pemphigoid would be expected, 
and definitive proof would require complex assays not 
performed here.

Regardless of the initial trigger, the result was a 
pathogenic autoimmune response against BP180. Prior 
reports of cutaneous adverse events from vedolizumab 
include inflammatory conditions and rare cases of 
drug-induced lupus (11–13). Our case expands this 
adverse event profile to include a severe autoimmune 
blistering disease.

In conclusion, this case establishes pemphigoid as a 
potential, albeit rare, adverse reaction to vedolizumab. 
Clinicians should maintain a high index of suspicion 
for autoimmune skin events in patients receiving the 
therapy. If pemphigoid is suspected and initial serology 
is negative, immunoblotting should be considered.
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immunofluorescence (ss-IIF) (serum dilution 1:10) 
revealed clear IgG reactivity on the epidermal side of 
the split, a classic finding for BP (Fig. 1e). A parallel 
ss-IIF assay for IgA autoantibodies was also performed 
and was negative. Further analysis by immunoblotting 
(serum dilution 1:10) using normal human epidermal 
extract revealed serum IgA autoantibodies targeting 
BP180, accompanied by a weaker but detectable IgG 
reactivity against the same antigen. Immunoblotting 
with serum from a healthy normal control was negative 
(Fig. 1f).

Based on the temporal relationship with drug 
initiation, clinical presentation and immunopathological 
findings, a diagnosis of vedolizumab-induced 
pemphigoid was made. The patient was instructed to 
permanently discontinue vedolizumab while continuing 
prednisone 35 mg daily. At a 4-week follow-up, 
the bullae had resolved completely, leaving residual 
post-inflammatory erythema.

DISCUSSION

We describe a case of pemphigoid induced by 
vedolizumab. While rare, this association is supported 
by a recently published report identifying a similar 
adverse event (6). The diagnosis is supported by a clear 
temporal onset, characteristic clinical and histological 
features, positive DIF, definitive serological evidence 
and resolution upon drug withdrawal.

A key immunopathological finding in this case was 
the detection of a dual IgA and IgG autoimmune 
response against BP180 via immunoblotting. While 
standard ELISA was negative, the more sensitive 
immunoblot confirmed the diagnosis and revealed 
an unusual, IgA-predominant profile. A diagnosis of 
classic linear IgA bullous dermatosis (LABD) was 
ruled out by the negative IgA deposition on DIF. The 
specificity of the immunoblot was confirmed by a 
negative result from a healthy control.

The weaker IgG signal is likely attributable to 
the patient’s initiation of systemic prednisone prior 
to serological analysis, a factor known to suppress 
antibody titres. Clinical studies have shown that 
prednisone reduces serum IgG levels more substantially 
than IgA – for example, a short course of prednisone 
(mean 16.8 mg/day for 15 days) decreased serum IgG 
by 22%, compared with only 10% for IgA, while IgM 
remained unchanged (7). This established differential 
effect provides a strong precedent for our findings, 
suggesting that prednisone suppressed the pathogenic 
IgG response more profoundly than the co-existing 
IgA response, resulting in the IgA-dominant profile we 
observed.

The presence of both IgA and IgG autoantibodies 
targeting BP180 is uncommon in idiopathic pemphigoid 
and strongly suggests a drug-induced aetiology. This
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