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Sir,
Recent drug safety communication from U.S. Food and 
Drug Administration reported cases of necrotizing fasciitis 
of the perineum - Fournier’s gangrene with sodium-glucose 
cotransporter-2 (SGLT2) inhibitors. Their findings are 
according to the reports from FDA Adverse Event Reporting 
System and case reports from medical literature from March 
2013 to May 2018.[1]

We work at 750 bedded tertiary referral hospital in South India 
with five consultant endocrinologists treating on average 
monthly 3000 patients through outpatient clinics of which 
80% are type 2 diabetes mellitus (T2DM).

SGLT2 inhibitor- canagliflozin was launched in India during 
April 2015 followed by dapagliflozin and empagliflozin. Since 
then, we have used all three SGLT2 inhibitors in our hospital 
according to the recommendation of various international 
guidelines and as per approved local indications. We undertook 
this analysis to understand our local experience of SGLT2 
inhibitors and Fournier’s gangrene.

We identified total 23 cases of Fournier’s gangrene in our 
hospital medical records from April 2015 to July 2018. 
All cases were reported in male patients with a mean age 
of 56.8 ± 5.5 years. In total, 70% of cases had a history of 
T2DM (mean duration of 5 ± 3.2 years). The mean score 
of severity of Fournier’s gangrene severity index[2] was 
5.08 ± 4.6. Mean HbA1c in the cohort of T2DM patients was 
10.36 ± 1.1 (range 8.6–13). None had significant medical 
history of chronic liver disease. The mean serum creatinine 
level in people with diabetes was 1.83 + SD mg/dl as opposed 
to 1.1 + SD mg/dl in people without T2DM.

All cases required surgical intervention in form of 
debridement and received intravenous antibiotics. Three 
patients with diabetes underwent debridement twice during 
their hospital stay. Twenty-two cases had positive wound 
or excised tissue culture results with streptococcus and 
Escherichia coli being most common organisms. Mean 
hospital stay was 5 ± 3.2 days for entire cohort, and it 
was 8 ± 3.3 days in the cohort with T2DM. Five patients 
required additional  Intensive Care Unit (ICU) stay during 
hospitalization. Three patients died due to multiple organ 
dysfunction associated with sepsis.

We found only one case of Fournier’s gangrene with 
concomitant SGLT2 inhibitor (empagliflozin) treatment in 
combination with other anti-diabetic drugs. SGLT2i was started 
12 months before date of admission, HbA1C was 10.5%. The 
patient was discharged after 10 days of hospital stay.

Our experience at present does not suggest SGLT2 inhibitors as 
a potential causative factor for Fournier’s gangrene. We believe 
that warning of SGLT2 inhibitor and Fournier’s gangrene needs 
to be looked from multifactorial perspective. There can be 
multiple risk factor associated with the development of Fournier’s 
gangrene in T2DM patients such as poor glycaemic control, 
genital hygiene, recurrent fungal infection, obesity, smoking, 
urinary catherization, operative procedures, immunosuppressive 
disease or therapies, etc.[3] The limitation of our analysis is longer 
and continuous follow-up of all the patients prescribed different 
kind of anti-diabetic medications and reporting bias. Overall, as 
clinicians, we feel that benefits of SGLT2 inhibitors currently 
outweighs risk by manifold though close pharmaco-vigilance is 
warranted. It is important for clinicians to understand and focus 
on pertinent issue of controlling hyperglycemia and reduction 
of micro- and macro-vascular complication with judicious 
and safe use of SGLT2 inhibitors than panic and debate about 
Fournier’s gangrene.
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Juvenile Autoimmune Hypothyroidism and Gender Dysphoria: 
A Causal Relationship or A Casual Coincidence?

Sir,
We hereby report the case of a 24-year-old girl referred to us 
for evaluation of poor growth and irregular menstrual cycles. 
The mother noted that there was almost no linear growth 
since the age of 8 years, but no medical opinion was sought 
for the same. The girl had attained spontaneous menarche at 
the age of 14 years and menstruates once in 3–4 months. We 
also noticed that the patient was dressed like a boy. On further 
enquiry, the patient expressed her desire to be identified as a 
male and that she has been harboring such feelings since her 
childhood. Her mother also revealed that the patient liked to 
play with boys and dress up in male clothes. On examination, 
her height was 115 cm (<third percentile, ht standard deviation 
score (SDS) of −8.8), target height = 156 cm (target ht 
SDS −0.44), and weight 24.5 kg (<third percentile). She 
had no goiter and her skin was very dry [Figure 1]. She had 
normal female genitalia and her breasts were Tanner stage 3. 
Laboratory results showed the following: thyroid-stimulating 
hormone >100 uIU/mL, free T4 <0.4 ng/dL, T3 <0.5 nmol/L, 
anti-TPO-positive, bone age of 7 years, and Karyotype 46XX. 
Psychiatric evaluation revealed that the patient indeed had 
gender identity disorder.

A literature search on this strange association of undetected, 
untreated juvenile autoimmune hypothyroidism and gender 
identity disorder revealed a paucity of data on the subject. An 
earlier study[1] had reported an association between thyroid 
dysfunction in pregnancy and same-sex attraction/gender 
nonconformity in the offspring. Hence, we also evaluated 
the mother to find out whether she had any undetected 
hypothyroidism or thyroid autoimmunity which was negative. 
The mother did not have any history of hypothyroidism during 
her pregnancy. Earlier studies have also hinted at a possible 
relationship between polycystic ovarian syndrome and thyroid 
autoimmunity in female-to-male transsexuals.[2] Another 
study reported a higher prevalence of autoimmune thyroiditis 
in same-sex married Danish individuals.[3] A possible theory 

Figure 1: Patient with juvenile hypothyroidism with severe short stature 
and cross‑dressing, accompanied by mother

behind this association would be the effect of a reduced supply 
of thyroid hormones for optimal brain development including 
those areas for sexual orientation. Another consideration which 
merits further research would be whether less vital neurons 
are sacrificed for the more crucial ones for preservation of 
intelligence when the thyroid hormones are low.[1] Whether 
this association is purely coincidental or there is a causal 
relationship merits further research. Another interesting 
finding will be whether this gender dysphoria will persist 
after the correction of hypothyroidism which will require 
further follow-up of the patient and reassessment which we 
intend to do.
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