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Abstract

Vulvovaginal Candidiasis (VVC) is less common in post-
menopausal women because of fungal estrogen depen-
dence. Post-menopausal women with underlying risk fac-
tors for VVC, such as hormone replacement therapy, uncon-
trolled diabetes mellitus, and immunosuppression caused 
by medication or disease, are at risk for chronic or recurrent 
VVC. The Sodium-Glucose Cotransporter-2 (SGLT2) inhibitor 
class has been associated with an increased risk of Genital 
Mycotic Infections (GMI) and urinary tract infections, likely 
the consequence of drug-induced glycosuria. Although cas-
es have been reported describing vulvovaginal candidiasis in 
Type 2 Diabetics (T2D) following SGLT2 inhibitors, this is the 
first such report accompanying the use of Empagliflozin. We 
report a 69-year-old female with Type 2 Diabetes Mellitus 
(T2DM) who developed severe and recurrent vulvovaginal 
candidiasis while her diabetes is well controlled utilizing 
the recently released SGLT2 inhibitor empagliflozin. Despite 
existing reports in the literature indicating the association 
of vulvovaginal candidiasis with this drug class, gynecolo-
gist physicians remained largely unaware of this complica-
tion in post-menopausal women and are prescribed SGLT2 
inhibitors without warning and monitoring and frequently 
marked delay in diagnosis.
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Introduction

Recurrent VVC is defined as three or more episodes of vulvo-
vaginal candidiasis (VVC) within a year but may also manifest as 
chronic persistent vulvovaginitis [1]. Risk factors for precipitat-
ing VVC are antibiotic use, high estrogen-containing oral contra-
ceptives, pregnancy, sexual activity, and uncontrolled diabetes 
mellitus [2]. Most cases of RVVC occur in premenopausal wom-
en and, when occurring after menopause, exogenous triggers 

including drugs are usually identified. In this population, geni-
tal mycotic infections are common in patients with poorly con-
trolled diabetics [3]. Sodium-glucose cotransporter-2 inhibitors 
(SGLT2i), a new class of oral antidiabetic agents, act through an 
insulin-independent mechanism by inhibiting glucose reabsorp-
tion in proximal tubules of the kidneys, increasing urinary glu-
cose excretion, and reducing circulating glucose.
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SGLT2 inhibitors are frequently recommended as an addition 
in dual or triple pharmacotherapy when metformin alone fails to 
achieve normoglycemia. Additional benefits include promoting 
weight loss, posing a low risk of hypoglycemia, lowering systolic 
blood pressure, and reducing cardiovascular and renal events 
in high-risk patients [4]. SGLT2i by inducing pharmacological 
glycosuria increases the risk of urinary tract infections and my-
cotic genital infections [4,5]. The risk of genital infections is five 
times more likely than other antidiabetic agents [5]. We present 
the case of a 69-year-old female with type 2 diabetes mellitus 
(T2DM) who developed recurrent VVC while on empagliflozin, a 
recently introduced SGLT2 inhibitor.

Case Presentation

A 69-year-old woman with T2DM was referred to our Vagi-
nitis Clinic in April 2022 because of uncontrolled vulvar itching 
and vulvovaginal burning sensation over the previous 5 months. 
She had been prescribed vulvar topical betamethasone cream 
that reduced her itching, but recurred following steroid ces-
sation. Her medical history was significant for hyperlipidemia, 
hypothyroidism, and asthma. She has been prescribed Januvia 
(Sitagliptin), empagliflozin and repaglinide for diabetes, Pravas-
tatin 40mg, and Levothyroxine 50 mcg. She has not been on 
any Hormone Replacement Therapy (HRT) for several years. Her 
hemoglobin A1c at the time of presentation was 7.2% and her 
BMI (Body Mass Index) was 30. Due to persistent symptoms and 
chronic extensive undiagnosed rash, a vulvar biopsy performed 
showed nonspecific chronic inflammatory changes. No histo-
logic studies for fungal presence were obtained. Physical exami-
nation at presentation in our clinic revealed an extensive patchy 
erythematous vulvar rash extending to the bilateral inguinal 
folds and perineal area, thickened sub-clitoris, labial swelling, 
vestibular erythema, and diffuse vaginal thinning noted (Fig.1). 
Fungal vulvovaginitis was suspected clinically, with positive wet 
mount microscopy and Candida albicans was confirmed on 
yeast cultures. She was prescribed topical application of nystat-
in 100,000 units/g and triamcinolone 0.1% ointment twice a day 
and 3 doses of 150mg fluconazole at 72-hour intervals followed 
by 150mg fluconazole once weekly maintenance therapy. She 
rapidly responded with complete resolution of symptoms and 
signs (Fig 2), however she decided to stop the antifungal medi-
cation. Symptoms recurred after 3 weeks of maintenance ther-
apy having continued empagliflozin therapy against our advice. 
Restarted oral 150mg fluconazole induction and maintenance 
therapy with recommendations to discontinue the SGLT2 inhibi-
tor and at follow-up off empagliflozin she remained completely 
asymptomatic and yeast culture negative.

Discussion

Prevalence of VVC in postmenopausal women remains un-
derstudied but is reportedly low in non-HRT users, ranging from 
3% to 7% [6,7]. When VVC presents in postmenopausal women 
it is frequently missed and not considered, especially in those 
with no prior history of VVC. Post-menopausal patients are 
still susceptible to being colonized by fungal organisms despite 
being estrogen deprived [8]. When VVC does occur in post-
menopausal women, likely contributory factors are hormone 
replacement therapy, unrecognized and uncontrolled diabetes 
mellitus, and the use of topical steroids. Added to this list in 
post-menopausal diabetics are the entire class of SGLT2 inhibi-
tors [9,10]. We report a case of severe vulvovaginal candidiasis 
in a postmenopausal woman who has been on empagliflozin. 
RVVC was managed with induction and maintenance flucon-
azole therapy and discontinuation of empagliflozin. There is a 

Figure 1: Before treatment. Vulvovaginal candidiasis showing 
extensive patchy erythematous rash extending to bilateral ingui-
nal folds with subclitorial thickening, labial swelling, and diffuse 
vestibular erythema.

Figure 2: After treatment. Complete resolution of vulvar rash.
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lack of awareness among gynecologists and general practitio-
ners as to the causation of VVC in post- menopausal women 
and there are now frequent reports indicating that all SGLT2 
inhibitors cause this syndrome. Strong consideration should be 
given to avoiding SGLT2 inhibitors in women with RVVC in the 
absence of prophylactic antifungal therapy.
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