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Blood (1+) LDH 376 U/L
CK 49 U/L
AU BUN 22 mg/dl
Ht 37.0 % Cr 0.73 mg/dl
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Hb 14.1 g/dl
RBC 448 X10* /ul
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Two cases of type 2 diabetes mellitus that developed
bullous pemphigoid in association with DPP-4 inhibitor use

Naotsugu MURAKAMIY, Makiko TANI', Hiroki INOUE", Yu IWASAKI",
Takeshi KONDO', Yoshiko KANEZAKI", Yasumi SHINTANI",
Kanako YAMASAKI?', Yasutoshi HIDA?', Yoshiyuki FUJII®

1) Division of Metabolism and Endocrinology, Tokushima Red Cross Hospital
2 ) Division of Dermatology, Tokushima Red Cross Hospital
3) Division of Diagnostic Pathology, Tokushima Red Cross Hospital

Dipeptidyl peptidase-4 (DPP-4) and cell surface antigen CD26 exhibit identical cell surface structures.
Moreover, CD26-positive T lymphocytes are associated with immunomodulation through IL-2 and INF-y. DPP-4
inhibitors are widely used in daily clinical practice as a safe hypoglycemic agent;however, side effects are
reported at a low frequency. Herein, we report two cases of bullous pemphigoid in which DPP-4 inhibitor use
could not be excluded as a cause. Case 1 is of a woman in her 80s. She was diagnosed with diabetes mellitus
at approximately 50 years of age, at which time treatment with pioglitazone (Pio) was initiated. Thereafter,
she began a combination therapy consisting of alogliptin (Alo), a DPP-4 inhibitor, and Pio. Six months later,
she developed systemic erythema and blisters. Based on the nature of her eruptions and elevated levels of
anti-BP180 antibody (=1,000 U/mL), she was diagnosed with bullous pemphigoid and was treated with
prednisolone (PSL, 30mg) and azathioprine. During PSL dose reduction, her eruptions became aggravated. PSL
dose was thus increased and treatment with Alo and Pio was discontinued. Her eruptions subsequently
improved. Case 2 is of a woman in her 60s. She was diagnosed with diabetes at 53 years of age, after which
treatment with an oral agent was initiated. After attempted treatment with several medications, including
sitagliptin, she was ultimately treated using a combination of vildagliptin (Vilda), a DPP-4 inhibitor, and
metformin (Met). Although her glycemic control was fair, she developed pruritus after seven months, which
was subsequently followed by the spread of blisters throughout her body. She was diagnosed with bullous
pemphigoid via skin biopsy and was positive for anti-BP180 antibodies (=1,000 U/mL). Vilda was
discontinued and treatment with PSL (60mg) was initiated. Her skin lesions gradually improved. Although the
frequency of bullous pemphigoid development following DPP-4 use is believed to be low, it is necessary to be

careful about possible adverse events associated with autoimmunity during DPP-4 inhibitor treatment.
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