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Letters to the Editor

Sir,
The editorial by Singh AK regarding the comparative analysis 
of recent cardiovascular (CV) outcome trials of antidiabetic 
medications was very informative. Diabetes and coronary 
artery disease are intricately related. Coronary artery disease 
accounts for 75% of hospitalization in diabetes patients.[1,2] 
Population‑attributable risk of acute myocardial infarction 
due to diabetes is 33%.[3] Among various presentations of 
CV diseases  (CVDs), heart failure and peripheral vascular 
disease are most common manifestation in type 2 diabetic 
patients.[4] Diabetes itself is considered as coronary heart 
disease equivalent.[5] As far as India is concerned, the 
incidence of CVD has gone up by 24.8% in people between 
the age group of 25 and 69 years.[6] Age‑standardized CVD 
mortality rates among males and females in India are 363–443 
and 181–281 per 100,000 population, respectively.[7] Around 
50% of coronary artery disease patients have diabetes and 
70% of patients have some form of glucose intolerance.[8] Both 
diseases have great treatment relevance as for as the effect 
of treatment of one disease on the status of other disease is 
concerned.

Coronary artery disease patients are on predominantly 
four classes of medications  –  antiplatelet, antianginal, 
antihypertensive, and lipid‑lowering medications. 
Aspirin  (acetylsalicylic acid) is found to be beneficial for 
glycemic control.[9] Antianginal medications such as ranolazine 
have a beneficial effect on glycemic control.[10] Among different 
antihypertensive medications, increased rates of diabetes 
have been reported with thiazide diuretics and beta‑blockers, 
but not with angiotensin‑converting enzyme inhibitors, 
angiotensin receptor blockers, or calcium channel blockers.[11] 
Lipid‑lowering agent statins are known to increase the risk 
of diabetes.[12] However, in all these classes of medications, 
the beneficial effects are minimal so as to recommend these 
agents as an independent antidiabetic medication and risks 
are outweighed by the benefits so as to continue their use for 
the required purpose.

In case of antidiabetic medications, dipeptidyl peptidase‑4 
inhibitors, sodium‑glucose cotransporter‑2  (SGLT2) 
inhibitors, and glucagon‑like peptide‑1 (GLP‑1) analogs are 
the recent new molecules and are being extensively used due to 
their various beneficial effects. All the three classes of agents 
along with metformin are recommended as monotherapy 
ahead of sulfonylurea, glinides, and thiazolidinediones for 
the treatment of diabetes.[13] Furthermore, all these three 
classes of medications are recommended as preferred 
add‑on therapy ahead of sulfonylurea, glinides, and 

thiazolidinediones for the treatment of diabetes.[13] Hence, 
the recent outcome of various CV safety trials is quite 
relevant to justify the choice of these three classes of 
antidiabetic medications. As mentioned in the article, GLP‑1 
analog (semaglutide > liraglutide) is the best choice when 
major adverse CV event and nonfatal stroke are considered 
whereas SGLT2 inhibitor (empagliflozin) is the best choice 
when all‑cause mortality or CV death is concerned. Cost 
being the important deciding factor in diabetes treatment 
in developing countries like India, the CV safety data of 
these three classes of drugs are further going to support the 
cost–benefit rationale of prescription.

As many diabetic patients have concomitant CVD, it is 
a common query from patients regarding the effect of 
medications on other existing diseases. Most of the times, 
concern is about the effect of antidiabetic medications on heart 
problems. Hence, it is necessary for a clinician to know the 
CV effects of antidiabetic medications. The recent analysis 
will definitely widen the knowledge of clinicians and help 
them take a correct scientific decision regarding the choice of 
antidiabetic medications in diabetic patients with concomitant 
CVD. As the CV safety data for any new antidiabetic molecule 
are must, such studies and their knowledge among clinicians 
are the need of the hour.

Financial support and sponsorship
Nil.

Conflicts of interest
There are no conflicts of interest.

Prashant Ulhas Kaduskar1,2

1Prashant Diabetes and Endocrinology Center, Jalgaon,  
2 Consultant Endocrinologist, Department of Endocrinology, Columbia Asia 

Hospital, Pune, Maharashtra, India

Address for correspondence: 
Dr. Prashant Ulhas Kaduskar, 

Columbia Asia Hospital, 22/A, Near Nyati Empire, Kharadi, 
Pune ‑ 411 014, Maharashtra, India. 

E‑mail: prashantukaduskar@gmail.com

References
1.	 Malmberg K, Yusuf S, Gerstein HC, Brown J, Zhao F, Hunt D, et al. 

Impact of diabetes on long‑term prognosis in patients with unstable 
angina and non‑Q‑wave myocardial infarction: Results of the 
OASIS  (Organization to Assess Strategies for Ischemic Syndromes) 
Registry. Circulation 2000;102:1014‑9.

2.	 Nesto RW, Rutter MK. Impact of the atherosclerotic process in patients 
with diabetes. Acta Diabetol 2002;39 Suppl 2:S22‑8.

3.	 Yusuf S, Hawken S, Ounpuu S, Dans T, Avezum A, Lanas F, et  al. 

Cardiovascular Safety of Oral Antidiabetic Medications: Need of 
the Hour



Indian Journal of Endocrinology and Metabolism  ¦  Volume 21  ¦  Issue 4  ¦  July-August 2017 635

Letters to the Editor

Effect of potentially modifiable risk factors associated with myocardial 
infarction in 52 countries  (the INTERHEART study): Case‑control 
study. Lancet 2004;364:937‑52.

4.	 Shah AD, Langenberg C, Rapsomaniki E, Denaxas S, 
Pujades‑Rodriguez M, Gale CP, et al. Type 2 diabetes and incidence of 
cardiovascular diseases: A cohort study in 1.9 million people. Lancet 
Diabetes Endocrinol 2015;3:105‑13.

5.	 De Backer G, Ambrosioni E, Borch‑Johnsen K, Brotons C, Cifkova R, 
Dallongeville J, et  al. European guidelines on cardiovascular disease 
prevention in clinical practice: Third joint task force of European 
and other societies on cardiovascular disease prevention in clinical 
practice (constituted by representatives of eight societies and by invited 
experts). Eur J Cardiovasc Prev Rehabil 2003;10:S1‑10.

6.	 Cardiovascular Disease in India. Challenges and Way Ahead. 
International Heart Protection Summit; 2011. Available form: https://
www2.deloitte.com/content/dam/Deloitte/in/.../life.../in-lshc-cardio-
noexp.pdf. [Last accessed on 2017 Feb 01].

7.	 Global Atlas on Cardiovascular Disease Prevention and Control. 
In: Mendis S, Puska P, Norrving B editors. Geneva: World Health 
Organization; 2011.

8.	 Mardikar M, Deo D, Deshpande NV, Khanolkar U, Mathew R, Khan A, 
et al. Indo heart survey on latent abnormal glucose regulation in patients 
with coronary artery disease without diabetes across India. Indian Heart 
J 2008;60:113‑8.

9.	 Goldfine AB, Fonseca V, Jablonski KA, Chen YD, Tipton L, Staten MA, 
et al. Salicylate (salsalate) in patients with type 2 diabetes: A randomized 
trial. Ann Intern Med 2013;159:1‑12.

10.	 Eckel RH, Henry RR, Yue P, Dhalla A, Wong P, Jochelson P, et al. Effect 
of ranolazine monotherapy on glycemic control in subjects with type 2 
diabetes. Diabetes Care 2015;38:1189‑96.

11.	 Blackburn DF, Wilson TW. Antihypertensive medications and blood 
sugar control: Theories and implications. Can J Cardiol 2006;22:229‑33.

12.	 Sattar N, Preiss D, Murray HM, Welsh P, Buckley BM, de Craen AJ, 
et al. Statins and risk of incident diabetes: A collaborative meta‑analysis 
of randomised statin trials. Lancet 2010;375:735‑42.

13.	 Garber AJ, Abrahamson MJ, Barzilay JI, Blonde L, Bloomgarden ZT, 
Bush MA, et  al. AACE/ACE comprehensive diabetes management 
algorithm 2015. Endocr Pract 2015;21:438‑47.

Access this article online

Quick Response Code:
Website:  
www.ijem.in

DOI:  
10.4103/ijem.IJEM_47_17

This is an open access article distributed under the terms of the Creative Commons 
Attribution‑NonCommercial‑ShareAlike 3.0 License, which allows others to remix, tweak, 
and build upon the work non‑commercially, as long as the author is credited and the 
new creations are licensed under the identical terms.

How to cite this article: Kaduskar PU. Cardiovascular safety of oral 
antidiabetic medications: Need of the hour. Indian J Endocr Metab 
2017;21:634-5.
© 2017 Indian Journal of Endocrinology and Metabolism | Published by Wolters Kluwer - Medknow

Vitamin D Deficiency among Healthy Children: An Undisputed 
and Booming Problem

Sir,
We read with interest the recently published article entitled, 
“Prevalence of Vitamin D deficiency (VDD) and associated 
risk factors among children residing at high altitude in Shimla 
district, Himachal Pradesh, India” by Kapil et al.[1] and would 
like to make few important comments. The authors noted a high 
prevalence (93%) of VDD (serum 25[OH] D level <20 ng/ml) 
among school children aged 6–18 years residing at high altitude 
in Shimla. This study contributed significantly to the limited 
literature on VDD in apparently healthy children in India.[2‑4]

The authors stated that children in the age group of 6–11 years were 
not included for the assessment of socioeconomic status (SES), 
physical activity, sunlight exposure, and dietary pattern as these 
children were unable to provide valid information on these 
parameters. By doing so, they had missed important information 
from 1/3rd of children which could be simply obtained from the 
parents when consent was obtained. It was not clear how sample 
size was calculated? Whether 25% was estimated prevalence 
of VDD or Vitamin D sufficiency? If it was the prevalence of 
VDD, how it was arrived upon as various studies from India 
demonstrated that the prevalence of VDD is in the range of 
85%–98%? Authors mentioned that VDD was more common in 
females, children belonging to upper SES, those having so‑called 
symptoms due to VDD, sedentary physical activity level, sunlight 
exposure <150 min, and vegetarians. However, on having a look 

at Table 1, it can be found that the pattern was similar in Vitamin 
D deficient and Vitamin D insufficient/sufficient groups with no 
statistically significant difference except the fact that VDD was 
more common in females (54.3% vs. 27.3%, P < 0.001). There 
was no mention about how many children were receiving Vitamin 
D and calcium supplements. It was not mentioned how Vitamin 
D deficient children were treated.

We conducted a study and demonstrated that the prevalence of 
VDD in apparently healthy children (n = 338), 3 months‑12 years, 
belonging to upper SES in Chandigarh was 40.24% and 8.53% 
of them had clinical signs of VDD.[4] On univariate analysis, 
VDD was associated with relatively younger age group, female 
sex, failure to thrive, exclusive breastfeeding, inadequate sun 
exposure, and no Vitamin D supplements.[4]

The prevalence of VDD among healthy children is varied 
in different studies. This difference may be due to different 
populations studied, latitude of residence, sunlight exposure, 
skin color, sunscreen use, weather, environmental pollution, 
dietary intake, Vitamin D supplementation, different methods 
used for measuring 25(OH) D level, and different cutoff 
values considered.[4] A daily intake of 400 IU/day of Vitamin 
D for all infants, children, and adolescents is recommended 
by the American Academy of Pediatrics.[5] In India, there are 
no such guidelines for routine Vitamin D supplementations 
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