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Sir,
Vildagliptin and its combination with metformin are among 
the most commonly used antidiabetic drugs in India. With the 
expiry of patent, there is an explosion of generic Vildagliptin in 
India. Generic drugs being cheaper will result in a significant 
reduction in costs and better adherence. However, prescribers 
should be aware of the differences from the branded drug and 
the difference among various generics.

Generic drugs should be identical or within an acceptable 
bioequivalent range to the branded drug with respect to 
pharmacokinetic and pharmacodynamics properties. Central 
Drugs Standard Control Organization (CDSCO) requires 
bioavailability (BA)/bioequivalence (BE) studies to be 
conducted on the generic drug prior to approval.[1] These 
single-dose studies are done in healthy individuals with 
normal BMI, 18–60 years of age and with normal renal 
functions. As per CDSCO, the confidence interval for the ratio 
of geometric means of area under the plasma concentration 
curve (AUC) and maximum plasma concentration (Cmax) 
determined using log-transformed data should generally 
be within the range of 80% to 125%, when the generic is 
compared to the reference (brand) product after single-dose 
administration. The procedures leading to approval of the 
drug are stringent, with emphasis on the BA/BE studies 
from approved labs, analytical procedures, excipients, 
manufacturing process, impurities characterization, etc. 
However, most branded molecules world over are first 
submitted to regulatory agencies like USFDA or EMA. The 
results of PK/PD studies, the toxicity studies, phase I-III 
clinical trials, and studies in special populations like elderly 
and in renal and hepatic dysfunction are available in public 
domain.[2] However, BA/BE studies of generics in India are 
not usually available in the public domain to be scrutinized 
by the practicing physician.

Concerns have been raised that generic drugs may not 
identical to that of originator molecules.[3] This could be due 
to reasons that are beyond the testing capabilities of BA/
BE studies. All drug products are formulated with Active 
Pharmaceutical Ingredients (API) and excipients. The 
major cost of the drug is the cost of API. API of the branded 
drug may differ from generic in terms of various synthesis 
related (e.g., starting material, impurities, residual solvents, 
polymorphism, isomerism, and manufacturing process) and 
formulation related factors (solubility, particle size, bulk 
density, polymorphism, and flowability).[4] Changes in the 
API supplier subsequently over the years may affect the 
quality of the drug.

Excipients are ingredients other than the API that comprise 
a completed dosage form. It acts as a carrier and contributes 
to the stability, appearance, and biopharmaceutical profile 
of the drug. Generics may have excipients which can differ 
from the brand drugs and may affect the drug concentration in 
steady state.[5] It is well known that various forms of branded 
and generic levothyroxine preparations if interchanged may 
lead to a difference in therapeutic efficacy. Further, in fixed 
drug combinations (e.g., Vildagliptin+ Metformin), various 
technologies like monolithic, bilayered, hot-melt extrusion, 
etc. may differ between the brand and generic products.[6]

Although generic drugs are always to be welcomed, it should 
not be at the cost of safety or therapeutic efficacy. Systems 
should be in place for pharmacovigilance, adverse event 
reporting, and constant surveillance of drug quality across 
batches. The results of BA/BE studies of approved generics 
should be published or available in the public domain for 
physician scrutiny.
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Like A Horse With Blinders: Care of A Transgender Person
Sir,
Mr. S is a Female (F) to Male (M) transgender. Mr. S will be 
addressed as “He” as he prefers the same. He is 24-year-old 
and consulted for cross-sex hormone treatment. He is from 
a small village in Tamil Nadu and given his gender identity, 
he moved out of his family. Mr. S has researched well and 
understood the process of cross-sex hormone therapy. He is 
a teetotaler, has no sexual partner and opted out of fertility 
preservation. He consulted a psychiatrist and is diagnosed with 
gender incongruence and had no other psychiatric conditions. 
After baseline hormone investigation, which was all-normal, 
he was started on testosterone 100 mg intramuscular (IM) 
every two weeks. During his regular follow up after two years 
on cross-sex hormone treatment he developed grade 2 pitting 
pedal oedema. He reported tiredness and easy fatigability. Mr. 
S was managing a terrace garden and he attributed his tiredness 
to his job. His lab work repeatedly showed triglycerides (TGL) 
600 mg/dl (normal <150), normal liver function test, fasting 
blood glucose of 94 mg/dl (normal <100 mg/dl), TSH 
2.4 (0.54-5.4 µIU/ml) and Testosterone 480 ng/dl (65-800). 
This unusual change in his clinical profile and lipid was 
attributed to testosterone therapy even though his testosterone 
level was in the normal male range. He was not taking any 
other forms of over the counter cross-sex hormones. He was 
started on statin and gemfibrozil in addition due to his lifestyle 
changes for hypertriglyceridemia. He was asked not to take 
testosterone therapy until his next follow up.

In the next few months, his leg swelling worsened. He reported 
exertional shortness of breath, extreme fatigability, daytime 
sleepiness, and had not resumed his menstrual cycle. He was 
evaluated by a cardiologist for his worsening symptoms. His 
electrocardiogram showed a resting heart rate of 44 bpm and 
the echocardiogram (ECHO) did show mild pericardial effusion. 
Cardiologist ordered a full thyroid profile which showed a very 
low free T3 0.5 pg/ml (1.4-4.4 pg/ml), free T4 0.2 ng/dl (0.8-1.8) 
and a normal TSH 1.2 µIU/ml (0.5-5.3). He was advised to review 
with an endocrinologist for an abnormal thyroid function test.

Pituitary hormone evaluation showed secondary adrenal 
insufficiency, hypogonadism, and hypothyroidism. Magnetic 

resonance imaging (MRI) done showed an empty Sella 
syndrome. He was started on hormone replacement therapy 
and within one month all his symptoms resolved completely. 
His abnormal lipid profile normalized during follow up. He 
was restarted on testosterone treatment.

There are substantial barriers to care in the management 
of transgender individuals. Nearly 25% of the transgender 
individuals responded that they have been denied medical 
service and 30% reported that they have avoided medical 
care due to discrimination according to a web-based survey 
that included 6000 transgender individuals.[1] In this patient 
of mine, I did not think about the possibility of other medical 
conditions and attributed all his problems to cross-sex hormone 
treatment. It took nearly 8 months to diagnose pituitary 
hormone deficiency and start him on pituitary hormone 
replacement.
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