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Comments on: Ocular surface 
characterization after allogeneic stem 
cell transplantation: A prospective 
study in a referral center

Dear Editor,
We commend the authors’ work in their study on ocular 
surface characterization after allogeneic hematopoietic stem 
cell transplant (allo‑HSCT).[1] We wish to highlight a few points 
based on our experience.[2‑4]

The authors have not clarified the diagnostic criteria used 
to diagnose ocular GVHD (oGVHD) in their methodology and 
perhaps used the Spanish NIH diagnostic criteria (which has 
not been referenced) which, they mentioned in the discussion. 
Currently the 2 most widely acknowledged diagnostic criteria 
for oGVHD are the National Institute of Health Consensus 
Conference criteria  (NIH‑CC)[5] and International Chronic 
oGVHD  (ICCGVHD) consensus group diagnostic criteria.[6] 
In chronic systemic GvHD (cGVHD), eyes, skin, oral mucosa 
and the hepatic system were commonly affected.[3,4] Chronic 
oGvHD occurred in 61.5–89.4% of cGvHD patients, with skin 
and oral involvement being highly indicative of risk for ocular 
involvement.[2‑4]About 30%–33% of our allo‑HSCT patients had 
ocular surface involvement, with altered impression cytology 
findings even in the absence of oGvHD.[2,3]

The group two patients have been described as those with 
cGvHD under methods, but are referred to as oGvHD patients 
elsewhere creating an ambiguity.

The authors[1] could have considered giving details of 
conditioning regimen and if this was the same for groups 1 
and 2, as this can have implications in dry eye disease (DED). 
Addition of standard deviation and range to study parameters 
results and DED severity grades in oGvHD would have 
been helpful. Also, as per the authors Spanish NIH criteria 
requires Schirmer’s of  <5, however, the oGVHD patients’ 
mean Schirmer’s is stated as 9.4 and 8.64 which does not seem 
to corroborate. The interpretation of TBUT as nonsignificant 
in Branch‑1 under Discussion is contradictory to the mention 
of significant P values under results. The authors’ reference 
to Nassar et  al.’s paper,[7] about the degree of punctate 
keratitis being evaluated by Oxford test and compared to 
Schirmer’s for GVHD diagnosis or relationship of OSDI with 

systemic prognosis is inaccurate as both are not stated in the 
aforementioned paper. Also, the widely referenced paper 
on oGVHD diagnostic criteria by Ogawa et  al.,[6] has been 
inaccurately stated in text as well as in reference number 16.

Changes in ocular surface evaluation parameters and their 
relevance in oGVHD has been widely researched.[2,3,6] The 
author’s work on detection of CD8 + lymphocytes in conjunctiva 
of allo‑HSCT patients without oGVHD is commendable which 
adds on to the evolving understanding of the disease.

Financial support and sponsorship
Nil.

Conflicts of interest
There are no conflicts of interest.

Sridevi Nair, Murugesan Vanathi
Cornea, Cataract and Refractive Surgery Services, Dr R P Centre 
for Ophthalmic Sciences, All India Institute of Medical Sciences, 

New Delhi, India

Correspondence to: Dr. Murugesan Vanathi,  
Prof. of Ophthalmology ‑ Cornea, Cataract and Refractive Surgery 
Services, Dr R P Centre for Ophthalmic Sciences, All India Institute 

of Medical Sciences, New Delhi ‑ 110 029, India.  
E‑mail: mvanathi.rpc@gmail.com

References
1.	 Alba‑Linero C, Rodriguez Calvo de Mora M, Lavado Valenzuela R, 

Pascual Cascón MJ, Martín Cerezo AR, Álvarez Pérez M, 
et  al. Ocular surface characterization after allogeneic stem cell 
transplantation: A prospective study in a referral center. Indian J 
Ophthalmol 2020;68:1556‑62.

2.	 Vanathi M, Kashyap S, Khan R, Seth T, Mishra P, Mahapatra M, 
et al. Ocular surface evaluation in allogenic hematopoietic stem 
cell transplantation patients. Eur J Ophthalmol 2014;24:655‑66.

3.	 Nair S, Vanathi M, Mahapatra M, Seth T, Kaur J, Velpandian T, 
et  al. Tear inflammatory mediators and protein in eyes of post 
allogenic hematopoeitic stem cell transplant patients. Ocul Surf 
2018;16:352‑67.

4.	 Khan R, Nair S, Seth T, Mishra P, Mahapatra M, Agarwal T, et al. 
Ocular graft versus host disease in allogenic haematopoietic stem 
cell transplantation in a tertiary care centre in India. Indian J Med 
Res 2015;142:543‑8.

5.	 Jagasia  MH, Greinix  HT, Arora  M, Williams  KM, Wolff  D, 
Cowen  EW, et  al. National Institutes of Health consensus 

Mangesh.Kamble
Rectangle



460	 Indian Journal of Ophthalmology	 Volume 69 Issue 2

development project on criteria for clinical trials in chronic 
graft‑versus‑host disease: I. The 2014 diagnosis and staging working 
group report. Biol Blood Marrow Transplant 2015;21:389‑401.e1.

6.	 Ogawa Y, Kim SK, Dana R, Clayton  J, Jain  S, Rosenblatt MI, 
et  al. International chronic ocular graft‑vs‑host‑disease  (GVHD) 
consensus group: Proposed diagnostic criteria for chronic 
GVHD (Part I). Sci Rep 2013;3:3419.

7.	 Nassar A, Tabbara  KF, Aljurf M. Ocular manifestations of 
graft‑versus‑host disease. Saudi J Ophthalmol 2013;27:215‑22.

Cite this article as: Nair S, Vanathi M. Comments on: Ocular surface 
characterization after allogeneic stem cell transplantation: A prospective study 
in a referral center. Indian J Ophthalmol 2021;69:459-60.
© 2021 Indian Journal of Ophthalmology | Published by Wolters Kluwer - Medknow

This is an open access journal, and articles are distributed under the terms of 
the Creative Commons Attribution‑NonCommercial‑ShareAlike 4.0 License, 
which allows others to remix, tweak, and build upon the work non‑commercially, 
as long as appropriate credit is given and the new creations are licensed under 
the identical terms.

Access this article online
Quick Response Code: Website: 

www.ijo.in

DOI:
10.4103/ijo.IJO_2501_20

PMID: 
***

Modified emulsion polymer 
isocyanate‑gluing: A minor 
amendment in cyanoacrylate glue 
application

Dear Editor,
We have recently described a modified method of 
cyanoacrylate glue (CG) application named “Emulsion polymer 
isocyanate‑gluing (EPI-gluing)” for noninfective nontraumatic 
corneal perforations ≤3 mm in size.[1] Briefly, in this method, 
a small patch of fresh epithelium harvested from an adjacent 
healthy area of the cornea is transplanted to the site of melt 
before the application of CG. We conceptualized that the former 
might function as a mechanical barrier to aqueous leak and 
intracameral manipulations besides providing tectonic support 
to CG and promoting host‑site epithelial healing. However, we 
also expressed our concerns regarding a remote possibility of 
infection and melt at the donor‑site due to breach of epithelial 
integrity.

In order to overcome this fear, in our next five cases, we 
debrided 1mm concentric peri‑melt epithelium  (PME) and 
packed it inside the melt area, a process akin to inverted 
internal limiting membrane (ILM) flap technique for macular 
hole closure  [Video 1].[2] However, unlike inverted ILM 
flap technique, in our modified method of EPI‑gluing, we 
completely detached the PME from its adhesions and took 
necessary care to lay it epithelium side‑up on the melt area (to 
avoid any risk of epithelial ingrowth). Usually, this PME is 
discarded due to the belief that it being necrotic and inflamed, 

could limit stromal adhesion of CG. No intraoperative or 
postoperative complications were encountered in our series of 
patients with the results being reasonably favorable. Modified 
EPI‑gluing with PME, therefore, provided all benefits of 
EPI‑gluing without disturbing the adjacent healthy corneal 
areas. Postoperative serial anterior segment optical coherence 
tomography could not reveal the status of transplanted PME 
due to shadowing effect of overlying CG  [Fig.  1]. The final 
assessment after dislodgement of glue revealed a healed 
perforation with an intact epithelium.

Unlike adjacent healthy epithelium, the PME can be easily 
debrided due to its weak adhesions with the underlying stroma. 
This circumvents the need for any alcohol‑based delamination 
and its subsequent intraocular entry. Nevertheless, extreme 
caution is required during the harvesting process to prevent 
unnecessary trauma to the already fragile melt area. We believe 
that utilizing PME not only evades the need for manipulating 
adjacent healthy areas, but also promotes adhesion of CG 
by baring the surrounding stroma. We presume that this 
minimalizes the risk of infection as the latter remains almost 
always covered by CG till its dislodgement. However, 
long‑term studies comparing different methods of gluing are 
required for any conclusive evidence.
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Figure 1: Postoperative clinical photograph (a) and ASOCT (b) showing 
shadowing effect of cyanoacrylate glue on underlying corneal layers
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