Case report

GENERALIZED BULLOUS PEMPHIGOID AND GLYCAEMICCONTROLIN THE
GERIATRIC AGE GROUP: A CASE REPORT

ABSTRACT

Bullous pemphigoid (BP) is a rare autoimmunobullous disease which is seen more in the elderly.
There are many factors that have been associated with BP including medications, vaccines, and
different diseases including diabetes mellitus. Diabetes mellitus is known toenhance the
production of autoantibodies by glycosylation of dermal proteins and increase skin fragility. This
case report looks at the management of BP with consideration forglycaemic control with
emphasis on the need for multidisciplinary approach while alsotaking note of medication side
effects.
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INTRODUCTION

Bullous pemphigoid(BP) is a rare autoimmunobullousdiseasethat commonly occurs in older
adults though any age group can be affected. It could be generalized or localized. Hyperglycemic
states such as diabetes mellitus have been associated with an increased risk of developing bullous
pemphigoid.*The mechanisms involved are increased skin fragility ( due to hyperglycemia) and
the production of autoantibodies by glycosalation of dermal proteins.?*Ironicallysome anti-
diabetic drugs have been implicated in also causing BP.°On the other hand, corticosteroids
which is the first line therapy for BP has alsobeen implicated in predisposing to hyperglycaemia
and actually causing diabetes mellitus. >These make management of BP in patients with diabetes
to be very challenging especially in the elderly who most often than not already have long term
microvascular and macrovascular complications of diabetes.* °Glycaemic controlis essential in
managing BP effectively becausepoor glycaemic control is associated with poor outcome of BP.
Therefore, utmost care must be taking in the management of hyperglycaemia especiallyin
geriatric patients with BP to ensure optimal glycaemic control for age without causing
hypoglycaemia.The interpretation of glucose readings in geriatric patientwith BP must therefore
be carefully done to avoid hypoglycaemia or hyperglycaemia that can worsen the outcome of
bullous pemphigoid. The aim of this case report is to effectively interpret hyperglycemiain
geriatric patients with BPwith the purpose of adequate control of BP in spite of co- existing
morbidities.



CASE REPORT

We present two cases of generalized bullous pemphigoid occurring in the geriatric age group
seen within a 3month period in our centre that presented with documented evidence of poor
glycaemiccontrol.

Case 1

She was a 75 year old retired administrator, known to be living with diabetesand hypertension
for more than 10 years with good adherence to therapy. She had complicatingcerebrovascular
disease with residual right hemi paralysis that caused her to be immobile most part of the day.
She suddenly developed a vesicobullous rashwhich initially, started as pruritic papules which
then progressed to form tense blisters. They were on normal looking skin, initially at the inner
thighs and upper arm but rapidly progressed to involve the trunk and other parts of the body with
very few lesions in the mouth. Blisters were itchy, tense, of varying sizes which later broke down
to become ulcers. However, new lesions continued to appear to become blisters. There wasno
known relieving or aggravating factors. There was history of ingestion of rivaroxaban, two days
prior to thedevelopment ofthe rash. She had been on insulin and metformin for herdiabetes. She
had also been on amlodipine, atorvastatin and clopidogrel with good blood pressure control. Her
fasting blood glucose on the day of presentation was 14.3mmol/l. An initial diagnosis of Steven
Johnson” syndrome in a known type 2 diabetes mellitus was made at the Accident & Emergency
but the dermatologists on review felt it was an autoimmune bullous disease. The diagnosis of
drug induced bullous pemphigoid was made from histology. She was co-managed by the
endocrinologists and dermatologists. Insulin was maximised and adjusted daily. Topical 0.05%
clobetasol pripionate with oral prednisolone 30 mg daily was commenced, however the oral
prednisolone had to be stopped due to worsening hyperglycaemia. Oral azathioprine 100mg daily
was used in its place. Antipruritic agents such as piriton, certirizine andketotifen were used,
sometimes in combination due to the intense itching. Patient was discharged after she showed
good clinical response to treatment and good glycaemiccontrol was achieved. She is currently on
follow up at themedical outpatient clinics.
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Figure 1:Bullae and ulcers on the upper armFigure 2: Micrograph showing sub-epidermal split.



Case 2

He isa 71 year old retired directornot known to be living with diabetes who presented with a
three month history of vesicobullous rash which was intensely pruritic, tense, discharging
haemorrhagic fluid when ruptured. The rash was not photosensitive. The initial rash started as a
blister on the leg and then spread rapidly over a period of days. There was no history
ofpolyuria,polydipsia or polyphagia, but he had history of unintentional weight loss. He was
initially managed as a case ofstaphylococcal scalded skin infection at a peripheral centre but was
referred to the dermatologist after a couple of months of being on intravenous antibiotics without
any improvement. Initial investigations showed, FBS was 5.2mmol/l and HbAlc was 6.9%. The
endocrinologist requested a 2 hour post-prandial test after breakfast be done daily for 1 week
which showed the range to 6.8-8.4 mmo/l which was within normal glucose range for his
age.Skin punch biopsy initially done was suggestive of psoriasis but the samples left had to be
reanalysed and bullae at dermal—epidermal junction was visualized. The clinical diagnosis of
bullous pemphigoid was confirmed. Patient was treated with topical 0.05% clobetasol
propionate and oral prednisolone 30 mg daily for 3months. The dose of oral prednisolone was
later tapered down as patient made significant improvement and went into remission. He was
later commenced on azathioprine as the bullae reoccurred and is currently being followed up on
outpatient basis.

Figures 3: Bullae, eschar and ulcers on the head and neckFigure 4: Bullae, eschar and ulcers on the trunk

DISCUSSION

The cases above typify the classical cases of generalized bullous pemphigoid which is known to
be commoner in the elderly if they occur. T2DM and BP share a common epidemiological factor
which is older age but this alone cannot fully explain the rarity of BP even in older adults when
compared to T2DM. The aging process has been associated with alteration in the immune status
of patients.” Co-morbidities such as cerebrovascular diseases (as in the first case)dementia,
multiple sclerosis and epilepsy have been implicated but the mechanisms involved are not
known.® ® In BP there is self- induced destruction of the membrane of the epidermis by the
antibodies and white blood cells. It is known to be an autoimmune sub-epidermal blistering
disorder, as a result of damage by the basement collagen protein knownas type 17(XVII)
collagen which is also called BP 180 and a plakin (BP 230).The antibodies responsible are the



immunoglobulin G and E, while the T-lymphocytes are the white blood cells implicated. ° These
autoantibodies are enhanced by the glycosalation of dermal proteins leading to increased skin
fragility.'It has been established thatDM is a predisposing factor to BP even as reported in an
older patient in similar settings who after few months of developing asymptomatic DM came
down with BP.*? Poorly controlled T2DM hasalso been shown to have a negative impact onthe
management of BP. It has been shown in patients with DM and BP that it is more difficult to
achieve remission particularly if there is poor glycaemic control as wasseen in the first case. *
“Multidisciplinary approach is needed particularly good collaboration between endocrinologists
and dermatologists as a study has shown that up to one third of BP patients are
diabetic."*Establishing a correct diagnosis of diabetes in the elderly is very important The second
case showed that using glycated haemoglobin alone may give a false diagnosis of DM. The
combination of HbAlc and fasting plasma glucose increased diagnostic sensitivities
andspecificities." The glycated haemoglobin is not always reliable. Itis influenced by
severalfactors one of which is anaemia which the elderly are predisposed to.*®

Several drugs have been implicated as causal factor in BP including drugs being used for
treatment of T2DM particularly the gliptins.>® " ® Recalcitrant BP has been shown with the
gliptins, metformin and sulphonylureas. This hyperglycemic state is likely to predispose to
formation of more autoantibodies resulting in a re-occurrence of BP.%® There areabout ninety
or moremedications and vaccines that have been identified to cause drug induced BP. These
drugs have been classified into likely, probable and uncertain association and include ( in
addition to the anti-diabetic agents)anti-hypertensives, antibiotics, anti-platelets, and diuretics
which the older adult are likely to receive for co-morbidities as it was in the first
case.'®Rivoraxaban has good safety profile in persons living with diabeteshowever the report of
rivoraxaban associated bullous pemphigoid is increasing across the globe.'® The mechanisms is
not fully understood but the treatment modality is to stop the offending agent and start
corticosteroids as it was done in this case report. Corticosteroids have their own adverse effects
on glucose control. Corticosteroids are known to cause hyperglycemia by stimulating hepatic
glucogenesis, muscular non-esterified fatty acid production, adipose lipolysis, and inhibition of
pancreatic beta cells insulin response.?’In the two patients discussed corticosteroids had to be
discontinued and azathioprine started. In the first case the patient was a known diabetic whose
glucose control was poor while in the second case the patient not diagnosed with T2DM has the
potential to fully becomediabetichaving used corticosteroids for more than 3 months with other
risk factors such as being in the geriatric age group.

CONCLUSION

Bullous pemphigoid is an autoimmune blistering disease that has been known to be induced by
several external factors including hyperglycemic states such as diabetes mellitus and a variety of
drugs. Corticosteroid which is the first line of treatment in most cases of BP has the potential to
cause hyperglycemia if used for a prolonged period hence worsening outcomes for BP care.



Dermatologists and endocrinologists need to collaborate with other specialists in developing
guidelines in managing patients with these co-morbidities.
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