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Authors' reply

Sir,
We thank the authors for their comments on our article “Effect 
of lanosterol on human cataract nucleus:”[1,2]

•	 In regard to the comment on mechanisms of cataract 
formation in congenital and acquired cataracts being 
different, we agree with the authors and have hi‑lighted 
the same issue in the discussion, quoting Hejtmancik and 
Kantorow.[3] While it would be appropriate to do this study 
in the pediatric population, the mechanism of removal of a 
cataract in the children (lens aspiration) may not allow such 
a study in vivo, and this would be a major limiting factor to 
perform such a study

•	 We mirrored our experiment on the one designed by Zhao 
et  al. wherein they had immersed the lens for 6 days.[4] 
While we agree that adult lenses may need to be exposed 
to lanosterol for longer/higher concentration and have 
acknowledged the same in the discussion. However, the 
absolute absence of difference between the control and 
lanosterol groups at the end of 6 days makes us wonder if 
changing the concentration or duration would have made 
any difference to the results

•	 It is possible that our methodology of immersing bare 
nuclei without the capsule may have impacted the study 
results, and we have indicated the same in the discussion. 
However, lanosterol acts by reversing the protein 
aggregation within the lens fibers and in the absence of 
the capsule, lanosterol would have better access to the lens 
fibers and should theoretically have been more effective 
and not less effective.
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Comment to: Dual effect hypothesis 
of insulin analogs on diabetic 
retinopathy

Sir,
I read the current review article titled “Does tight control 
of systemic factors help in the management of diabetic 
retinopathy?” by Rajalakshmi et  al. with great interest.[1] 
Authors present the impact of tight control of systemic factors 
on progression of diabetic retinopathy (DRP). I congratulate 
the authors for this lightening review and want to make a 
contribution.

One of the systemic factors discussed in the article is the 
glycemic control. Authors stated intensive glycemic control to 
reduce development and progression of DRP. They also stated 
that tight glycemic control is most effective when initiated 
early, but it may at times have adverse effects, including 
worsening of DRP. According to this statement, tight glycemic 
control seems to have “dual effect” on progression of DRP 

that associate with the duration of treatment. We previously 
hypothesized a mechanism as “dual effect of insulin analogs 
on progression of DRP” that may explain this phenomenon.[2] 
As authors addressed in the article, upregulation of insulin‑like 
growth factor‑1 (IGF‑1) may be the reason of early worsening 
of DRP. Insulin and its analogs stimulate IGF‑1 receptors. 
Especially some insulin analogs, being developed by changing 
amino acid chain, are more potent than human insulin. Insulin 
glargine was reported to be 10 times more potent than human 
insulin to stimulate IGF‑1 receptor.[3] IGF‑1 signaling may 
cause the progression of DRP. IGF‑1 is a receptor of growth 
hormone  (GH). An association between GH and DRP has 
being known for a long time. DRP regresses after spontaneous 
infarction or surgical ablation of pituitary gland.[4] In dwarfs, 
GH deficiency is a protective factor for the development of 
DRP.[5] Despite the same glycemic control, development of DRP 
is significantly higher in pubertal subjects than prepubertal 
subjects.[6] GH acts on IGF‑1 receptor. Insulin analogs also 
stimulate IGF‑1 receptor and may cause progression of DRP 
through GH‑like effect. Insulin analogs may change cellular 
composition of retina through stimulation of IGF‑1 receptors. 
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