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ABSTRACT 

Dipeptidyl Peptidase-4 Inhibitors (DPP-4 Inhibitors) are a class of oral medications used 

primarily for the management of type 2 diabetes. They work by inhibiting the enzyme 

dipeptidyl peptidase-4, which plays a role in the breakdown of incretin hormones. Incretins, 

such as glucagon-like peptide-1 (GLP-1) and glucose-dependent insulinotropic polypeptide 

(GIP), help regulate blood glucose levels by stimulating insulin release and inhibiting 

glucagon secretion. studies have indicated that certain individuals using DPP-4 inhibitors, 

like sitagliptin, have experienced risk of developing Bullous Pemphigoid.  This case report 

delves into the correlation between the antidiabetic drug Sitagliptin and the onset of Bullous 

Pemphigoid, an autoimmune blistering disorder. 
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INTRODUCTION 

Bullous Pemphigoid (BP) is an uncommon autoimmune blistering disease primarily observed 

in elderly individuals, characterized by generalized pruritic tense blisters and erosions on the 

skin. The autoimmune response in BP targets hemidesmosomal proteins, specifically BP180 

and BP 230, at the dermo epidermal junction [1]. Dipeptidyl Peptidase 4 (DPP-4) inhibitors 

constitute a recent class of oral antidiabetic agents used in the treatment of type 2 diabetes. 

These inhibitors, including the first FDA-approved Sitagliptin in 2006, function by 

preventing the degradation of incretins [2]. This action leads to decreased glucagon release, 

increased insulin secretion, and a subsequent reduction in blood glucose levels. The drug-

induced form of BP may occur following the oral or, in some cases, topical administration of 

specific drugs, with DPP-4 inhibitors being implicated. Recognizing this variant of BP is 

challenging as it closely resembles classic BP clinically [3]. It becomes crucial to consider 

this possibility in elderly patients who have recently initiated or modified their medication 

regimen, particularly by adding new drugs. This underscores the importance of vigilant 

monitoring and prompt medical attention if clinical features of BP or other adverse reactions 

arise in patients using DPP-4 inhibitors. 

 

CASE REPORT 
This was a ICSR (Individual Case Safety Report) reported to our Adverse drugs reactions 

monitoring center govt Kilpauk Medical College. The report from a healthcare professional 

presented a 72-year-old female with bullous Pemphigoid crusted erosion over scalp, trunk, 

feet. She was diagnosed with type II diabetes and with no other comorbidities. Her blood 

sugar levels were poorly controlled on conventional antidiabetics. So oral sitagliptin therapy 

was initiated. The dosage was 100 mg twice a day along with other hypoglycemic drugs. 
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After three weeks of taking sitagliptin therapy, she developed bullous Pemphigoid crusted 

erosion over scalp, trunk, feet. The preliminary diagnosis remained as gliptin-induced bullous 

pemphigoid. The suspected drug was stopped, and medical treatment was initiated. Later the 

patient started recovering from the event. The reporter has not mentioned the concomitant 

drugs and rechallenge/rechallenge in the ICSR report. 

 

DISCUSSION 

Sitagliptin phosphate belongs to the DPP-4 inhibitor class for hypoglycemic drugs and was 

approved by the US Food and Drug Administration in 2006 [2]. It is used as a second-line 

drug for the management of type 2 diabetes mellitus. There are a few reports of cutaneous 

adverse effects such as bullous reaction, fixed drug eruption, and photosensitivity with 

sitagliptin. Definite pathogenesis of allergic reactions in the patients taking sitagliptin is 

unknown. DPP-4 inhibitors are incretin-based drugs used in diabetes mellitus type 2, which 

act by inhibiting the degradation of incretins and cause increased insulin secretion with 

alteration of blood glucose levels [4]. 

 

The analysis of previously published articles based on pharmacovigilance databases suggests 

an association between DPP-4 inhibitors and bullous pemphigoid, with most affected patients 

being over 70 years of age. Older age is one of the important risk factors, and most of the 

studies have reported the mean age of subjects with DPP-4i induced BP > 70-75 years. 

Patients with DPP-4 inhibitor-induced bullous reaction may present with inflammatory or a 

non-inflammatory phenotype of bullous pemphigoid [5]. Clinical improvement after 

withdrawal of the suspected drug suggests the diagnosis of drug-induced BP in our patient. 

Discontinuation of DPP-4 inhibitor treatment in patients with diabetes should be done when 

bullous reactions occur [6]. 

 

As stated in the WHO-UMC system for standardized case causality assessments, adverse 

drug reactions are rarely specific. According to the WHO-UMC algorithm, the level of 

causality of linagliptin-associated BP in our patient is ‘probable/likely.’ 

 

CONCLUSION 

To conclude, the connection between the use of Dipeptidyl Peptidase-4 inhibitors (DPP-4i) 

and the development of autoimmune disorder is intricate. Recent research indicates that the 

utilization of DPP-4i may be linked to a reduction in the incidence of composite autoimmune 

disorder [7]. Bullous Pemphigoid (BP) is one such type of AD that can be induced by DPP-

4i, particularly among the elderly population. studies also reported that females are more 

likely to develop DPP-4i induced BP [8]. This highlights the complexity of the relationship 

between DPP-4i and Autoimmune disorder, where the medication may have both positive 

and negative impacts on different aspects of Autoimmune disorder incidence.  
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