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EFFECT OF ASCORBIC ACID, - TOCOPHEROL AND IS COMBINATION
ON HUMAN UMBILICAL VEIN ENDOTHELIAL CELLS PERMEABILITY

EXPOSED TO HIGH CONCENTRATION OF GLUCOSE

Yudi Purnomo', Djoko W Soeatmadji’, M. Aris Widodo®
‘Department of Phamacology, Faculty of Medicine, Islamic University of Malang
? Department of Internal Medicine, School of Medicine, University of Brawijaya
3 Department of Pharmacology, School of Medicine, University of Brawijaya

ABSTRACT

Objective: Chronic hyperglycemia on patients with diabetes mellitus enhances the

disrupt its structure and function. Ascorbic acid and o-tocopherol are antioxidant that
could protect endothelial cell damage caused by ROS. The study aims to evaluate effect
of ascorbic acid, a-tocopherol and its combination on the permeability of HUVEC'S

culture exnosed to high concentration glucose.
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Editor decision :

=== On 2019-08-08 04:21, Anton Kiselev wrote:

=>=> Dear Authors,

>

=>=> Thank you for giving the Russian Open Medical Journal editors the
==>=>> opportunity to review your manuscript entitled "Effect of Ascorbic
===>> Acid, o-Tocopherol and It's Combination on Human Umbilical Vein
==>=>> Endothelial Cells Permeability Exposed to High Concentration of
===> Glucose".

T

==>=> Your paper has now been reviewed and discussed at an editors’
===> meeting.

==>=>> Based on our review, your manuscript will require minor revision. A
=>=> decision on its acceptability has been postponed until after we

>>=>> examine a revised version of the paper addressing our concems which
==>> are enumerated below. Although we realize that substantial work will
=>>> be required to revise the manuscript, this request does not imply
=== Ay

==>=>> commitment to accept the paper once it has been revised.

=

==>> You are invited to consider our comments and those of the reviewers
===> which appear at the end of this letter and to revise your manuscnpt
==>>> gocordingly. In the letter accompanying your resubmission, please
===> explain your response to each of the comments. If you agree with a
===>> comment, then state where you hawve incorporated changes into the
==>=>> revision. If you disagree with a comment, then explain why you have
===>> not incorporated it into the revision.

=

==>>> Because we are trying to facilitate timely publication of

==>>=> manuscripts

==>=>> submitted to Russian Open Medical Joumnal, your revised manuscnpt
==>=> should be submitted by 20 Oct 2019. In the letter, iIndicate the

===> registration number (#269) of your manuscnpt.

=

===> Submit a revision via e-mail: usomj@mail.rui.

>

==>>> Best regards,

=

===> Anton Kiselewv

=

=== Editor-in-Chief

T

===>> Russian Open Medical Journal

Editor comments :

===>= There are a number of ermors in the text. Here are just a few of
==== therm:

=== Line 49
===> The culture is an _in wvitro_ model of vascular endothelium that can
e
=== used o evaluate BOTH OF its structure and function. (Or just
=== without
= (D)
===>> Line 114
==== Administration of the second combination of antioxidant decreased
=== endothelial permeability until NO DIFFERENCE TO THE NORMAL GROUP WWAS
=== OBSERWED IT IS NOT DIFFERENT COMPARED TO THE NORMAL GROUP (p=0.05).

=== Line 153

==== Therefore protects CELLS FROM damage caused by free radicals
= BN PEINMOMEHMMOTC Y TCEY S TNOANEHRaLLjee |

=== "Therefore ascorbic acid? protects™____)

B

===> Line 160

=

==== Firstly, it is due o both OF ascorbic acid and ascorbic radical

=== hawe
=== @ low reduction potential, so they could react with all of radical
== ared

=== bhiology OXIDAMTS.

==== Line 163

=== Ascorbic acid is entering the CELL CELLS (CELL OR CELLS?7?)via two
=== transporter SYSTEMS, which are Na dependent Transporter and Glucose
===>> Transporter-1 (GLLUT-1).

=== Line211

==== Effect OF combination of ascorbic acid and a-tocopherol on HUWECS
=== culture exposed high glucose concentration



Resubmit revised article :

=== Dear Anton Kiselev

>>> Editor-in-Chief of Russian Open Medical Journal,

=

=== Thank you for your email.

=== | hope this email finds you well. | have made the requested changes
=>> and uploaded a revised Author Version, as well as noting those
=== changes

=== in the Response Letter.

=== Please kindly find the attached revised file and proceed to further
=>=> process.

=

=== Thank you for your kind cooperation.

=

=== With best regards,

=== Yudi Purnomo
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Confirmation to editor about manuscript progress :

>

> Dear Editor in Chief,

> Russian Open Medical Journal
>

> |s there any new information related to reviewing process of my

> revised manuscnipt entitled "Effect of Ascorbic Acid, a-Tocopherol and
> It's Combination on Human Umbilical Vein Endothelial Cells

> Permeability Exposed to High Concentration of Glucose"?

>

> I'm looking forward to hear from you soon.

>

> Best regards,

> Yudi Pumomo

Dear Editor in Chief,
Russian Open Medical Jounal

Please give me information related to reviewing progress of my revised
manuscript.

Paper ID: 269

Paper title: Effect of Ascorbic Acid, a-Tocopherol and It's Combination

on Human Umbilical Veein Endothelial Cells Permeability Exposed to High
Concentration of Glucose

I've been sent the revision since 2018-09-17 by email.
| hope my manuscript could be considered for publication in the journal.
I'm looking forward to hearing from you soon.

Best Regards,
Yudi Pumomo



Editor responses :

---------- Forwarded message ---------

From: Anton Kiselev <tusomj@mail. ru>

Date: Fr1, 28 Dec 2018 at 02:55

Subject: Re: Revised Manuscript #269 status query
To: <capa.journal 1 6@klinikjurnal.com>

Dear Author,

We did not receive the specified revised article.
Send files again.

Best regards,

Anton Kiselev

Editor-in-Chief

Russian Open Medical Journal
E-mail: rusomj@mail.ru

Resubmit revised article

== = T & cJ266 REVISI QC [Compatibility Mode]
Insert Design Layout References Mailings Review View
J!\', . TimesNewRo.. * (10 + A= Av @4+ Ag i iz .=y 4= 9= q
Pt o B I U voabe X; x? O . A B - == 1= ||| Emphasis | | Heading1

4 5 6 3 9 10 11 7] ) 15

ON HUMAN UMBILICAL VEIN ENDOTHELIAL CELLS PERMEABILITY
EXPOSED TO HIGH CONCENTRATION OF GLUCOSE
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2 Department of Internal Medicine, School of Medicine, University of Brawijaya
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ABSTRACT
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could protect endothelial cell damage caused by ROS. The study aims to evaluate effect
of ascorbic acid, a-tocopherol and its combination on the permeability of HUVEC'S
culture exposed to high concentration glucose.

Methods: The study was performed using HUVEC'S culture on transwell polyester filter
where ascorbic acid, a-tocopherol and its combination at a dose of 25-200 pM were
given concomitantly with glucose 22 mM on culture media. After seven days of
treatment, endothelial permeability was observed by measuring the concentration of
tryphan blue-labelled albumin in a luminal compartment with spectrophotometer 1 = 592
nm. The morphology of endothelial cell was observed under an inverted microscope. The
data was analyzed using ANOVA test continued with Dunnet test (p < 0,05).
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Editor Comments :

—————————— Forwarded message ------—-
From: Anton Kiselev <rusomj@mail.ru=
Date: Sat, 28 Dec 2019 at 03:26
Subject: Re[2]: from RusOMJ_decision-3
To: <capa.journal16@Aklinikjurnal.com=>

Dear Authors,

Your article is on the English language quality and technical design test. We will inform you of the results as soon as we
receive our expert opinion.

Best regards,

Anton Kiselev

Editor-in-Chief

Russian Open Medical Journal
E-mail: rusomj@mail.ru

Editor Responses (Acceptance) :

noreply@@unverified_beget_.ru <noreplydunverified beget.ru=> 18 February 2020 at O3:11
Reply-To: Anton Kiselev <rusomijc@mail.ru=

To: Yudi Purmnomo <capa journallG@@klinikjurmnal corm=

Co Djoko Soeatmad)i =soeatmad]i dws@yahoo com=>, "M, Widodo™ <widodo maw@@Dyvahoo com>=

from Russian Open Meaedical Jourmal

Dear Yudi Purnomeo,

1 am glad to inform you that your manuscript entitlted "Effect of Ascorbic
Acid, a-Tocopherol and It's Combination on Human Umbilical Vein
Endothelial Cells Permeability Exposed to High Concentration of Glucose™
after the review by independent referees, is accepted for publication in the
Russian Open Medical Journal.

The date of publication will be informed lataer.

1 would like to congratulate you with the study you have done and wish
further success.

Anton R Kiselaew
rusormjEmail ru

Regards,
Anton Kiselaewv

Editor

Russian Open Medical Journal
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ACCEPTANCE LETTER

18 Feb 2020
from Russian Open Medical Journal

Dear Yudi Pumomo,

| am glad to inform you that your manuscript entitied “Effect of Ascorbic
Acid, o-Tocopherol and It's Combinaon on Human Umbilical Vein
Endothelial Cells Permeability Exposed to High Concentration of Glucose™
after the review by independent referees, is accepted for publication in the
Russian Open Medical Joumal. The date of publication will be informed later.

| would lke to congratulate you with the study you have done and wish
further success.

Anton R Kiselev
rusomi@mail. ry




Editor comments :

Anton Kiselev <rusomj@mail.ru>
Reply-To: Anton Kiselev <rusomj@mail_ru=
To: capa_journal16@klinikjurnal .com

Dear Authors.

23 March 2020 at 21:37

1. Please, check and approve the preprint of your article. If necessary, make corrections. Your corrections
should be highlighted in green, please.
2. Please, make additions to the text, highlighted in yellow.

Because we are trying to facilitate timely publication of articles submitted to Russian Open Medical

Journal, your approved article's preprint should be submitted by 26 March 2020.

Submit this checked preprint via e-mail: rusomj@mail.ru.

Best regards,

Anton Kiselev
Editor-in-Chief
Russian Open Medical Journal
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Editor responses :
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Dear Author,

We're waiting for the article you approved.
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Best regards,

Anton Kiselev

Editor-in-Chief
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[Quoted text hidden]
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Effect of ascorbic acid, a-tocopherol and its combination on human umbilical vein endothelial cells
permeability exposed to high concentration of glucose

Yudi Purnomo ?, Djoko W. Soeatmadiji 2, M. Aris Widodo ?
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Abstract: Aim — To evaluate the effect of ascorbic acid, a-1 and its ion on the ility of human umbilical vein
endothelial cells (HUVEC'S) culture after high glucose concentration exposure.

- Material and Methods — The study was performed using HUVEC’S culture on transwell polyester filter. The ascorbic acid, a-tocopherol,
and its combination (25-200 uM) were concomitantly given with glucose 22 uM to the culture media. After seven days of treatment,
endothelial permeability was observed by measuring the concentration of trypan blue-labeled albumin in a luminal compartment with a
spectrophotometer (A=592 nm). The morphology of the cells was observed under an inverted microscope. The data was analyzed using
ANOVA test followed by Dunnet test (p<0.05).

Results — HUVEC'S culture exposed to high ion glucose i ial permeability better than those which exposed to
normal concentration (p<0.05). The treatment of ascorbic acid 200 uM, a-tocopherol 100 uM and 200 uM were capable to inhibit the
increase HUVEC'S permeability exposed to high concentration glucose better than control group (p<0.05). Moreover, two combinations of
ascorbic acid and a-tocopherol, respectively 50 and 100 uM, could prevent the increased permeability of HUVEC'S culture better than
control (p<0.05).

Conclusion — Ascorbic acid, a-tocopherol, and its combination could inhibit the increase of endothelial permeability exposed to a high

___concentration of lucase. |
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