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Re: Oxidative stress key events gardening

1 message

Travis Karschnik <karschnikaop@gmail.com> Tue, Jul 23, 2024 at 9:30 PM

To: Saroj Amar <sarojkumaramar@gmail.com>
Cc: aopwiki <aopwiki@googlegroups.com>
Hello Saroj,
| have enacted the changes proposed in my previous email:

AOP450

o Replaced KE1510 with KE1392
o Recreated KER2654 (1391-> 1510) with a novel KER1512 by linking (1391-> 1392)
o Recreated KER2655 (1510-> 352) with a novel KER3312 by linking (1392-> 352)

Type Event ID Title Short name

MIE 12 Acetylcholinesterase (AchE) Inhibition AchE Inhibition m

KE 1391 Activation of Cyp2E1 Activation of Cyp2E1 m
I KE 1392 Oxidative Stress I Oxidative Stress m

KE 352 N/A. Neurodegeneration N/A, Neurodegeneration m

Quantitative
Title Adjacency Evidence Understanding

AchE Inhibition leads to Activation of Cyp2E1 adjacent  Low Moderate m
adjacent Moderate  Moderate m
Oxidative Stressjleads to N/A, Neurodegeneration adjacent High High m
N/A. Neurodegeneration leads to Decreased adjacent High High m
N

Neuronal network function in adult brain

Decreased, Neuronal network function in adult adjacent  Moderate Low m

brain leads to Sensory axonal periphera

Activation of Cyp2E1 leads tq Oxidative Stress

neuropathy

While not identical, the content on KE1510 occurs on the page it was replaced by, KE1392. There wasn’t any text on
either KER2654 or KER2655, so | didn’t transfer anything from those pages to their replacements, KER1512 and KER3312,
respectively. On AOP450 there was one reference to KE1510 specifically. | replaced that instance with the updated
KE1392. There were also references to ‘oxidative stress in the brain’ in the Abstract and Essentiality of Key Events
sections. | updated those to ‘oxidative stress” where they were in the context of the KE specifically and left them as
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‘oxidative stress in the brain” where they were not. Finally, the Graphical Representation lists KE2 as ‘Oxidative Stress,
Brain’. Please consider updating this to ‘Oxidative stress’ to match KE1392.

Let me know if you have any questions, thanks!

On Fri, May 24, 2024 at 2:11 PM Travis Karschnik <karschnikaop@gmail.com> wrote:
Hello Saroj,

A set of apparently overlapping key events has been identified and a proposal to reduce them has been made. The set
of Key Events, with yours highlighted, follows:

Associated | Biological %Fields Action
Event ID & Title Short Name AOP Context Populated
Counts

Event 1392: Oxidative Oxidative Stress 18 (2) Molecular 44 Retain
Stress
Event 1088: Increased, Increased, Oxidative 12 Molecular 11 Replace
Oxidative Stress Stress w/1392
Event 1969: Increase, Increase, Oxidative 7 Molecular 44 Replace
Oxidative Stress Stress w/1392
Event 1510: Oxidative Oxidative Stress in 4 Molecular 33 Replace
Stress in Brain Brain w/1392
Event 211: Propagation, Propagation, 2 Molecular 11 Replace
Oxidative stress Oxidative stress w/1392
Event 356: Increased, Increased, Oxidative 1 Individual 0 Replace
Oxidative damage damage w/1392

KE1392 has been identified as the candidate to be retained. Since KE1510 is included in an AOP you’ve developed,
AOP450, | wanted to give you a chance to review this proposal before actions are taken. Here is a summary of what |
will be enacting:

AOP450

e  Replace KE1510 with KE1392
o Recreate KER2654 (1391-> 1510) with a novel KER by linking (1391-> 1392)
o Recreate KER2655 (1510-> 352) with a novel KER by linking (1392-> 352)

Type Event ID Title Short name

MIE 12 Acetylcholinesterase (AchE) Inhibition AchE Inhibition m
KE 1391 Activation of Cyp2E1 Activation of Cyp2E1 m
[«e 1510 Oxidative Stress in Brain | Oxidative Stress in Brain m
KE 352 N/A. Neurodegeneratic N/A. Neurodegeneration m
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Title

AchE Inhibition leads to Activation of Cyp2E1

Activation of Cyp2E1 leads tq Oxidative Stress in

Brain

IO.:. dative Stress in Bra -fleecs to N/A,

Neurodegeneration

N/A. Neurodegeneration leads to Decreased,
Neuronal network function in adult brain

Adjacency

adjacent

adjacent

adjacent

adjacent
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Quantitative
Evidence  Understanding

Low Moderate

Moderate  Moderate

High High

High High

m Remove
cat | Remove

(e [

I’'m looking forward to hearing back from you. If no response is received by 06/21/2024 I'll move ahead with the

gardening actions described above.

Thanks!

Travis Karschnik

On behalf of the AOPWiki Administrator group.

Travis Karschnik

On behalf of the AOPWiki Administrator group.
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