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Travis Karschnik <karschnikaop@gmail.com>
To: Min-ji Kim <min-ji.kim@inserm.fr>
Cc: aopwiki <aopwiki@googlegroups.com>

Min-Ji,

| have enacted the changes proposed in my previous email.

e Replace AO2018 with A02119

o Recreate KER2934 (2144-> 2018) with a novel KER by linking (2144->2119)
o Recreate KER2935 (2018-> 2145) with a novel KER by linking (2119-> 2145)

Type Event ID

Title

Estrogen receptor alpha inactivation
Decreased, Mitochondrial fatty
oxidation

Increased, Reactive oxygen species

A

Increased, Oxidative Stress

mpaired insulin signaling

N/A. Mitochondrial dysfunction 1

Insulin resistance, increased

MIE 2126
KE 179
KE 1115
' KE 177
KE 1088
KE 2144
AO 2119
AO 2145

Metabolic syndrome

Short name

ERa inactivation

Decreased, Mitochondrial
fatty acid beta-oxidation

Increased, Reactive
oxygen species

N/A. Mitochondrial
dysfunction 1

Increased, Oxidative
Stress

Impaired insulin signaling

Insulin resistance,
increased

Metabolic syndrome
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Title

ERa inactivation leads to Decreased,

Mitochondrial fatty acid beta-oxidation

ERa inactivation leads to Increased, Reactive
oxygen species

Decreased, Mitochondrial fatty acid beta-
oxidation leads to N/A, Mitochondrial dysfunction
1

Increased, Reactive oxygen species leads to
Increased, Oxidative Stress

N/A. Mitochondrial dysfunction 1 leads to
Impaired insulin signaling

Increased, Oxidative Stress leads to Impaired

insulin signaling

Impaired insulin signaling leads t

[ resistance, increased l

|insulin resistance, increased]leads to Metabolic

syndrome

Increased, Oxidative Stress leads to N/A,

Mitochondrial dysfunction 1

adjacent

adjacent

adjacent

adjacent

adjacent

adjacent

adjacent

adjacent

adjacent
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Adjacency

High

High

High

High

Moderate

High

High

High

High

Evidence

Understanding

(e [ o
e [

(e [

There wasn't any content on KE2018, KER2934, or KER2935 so no content was transferred from those pages to the
new ones. | looked through the AOP page (AOP497) itself and didn’t find any specific references to KE2018 so |

didn’t make any updates there.

Please let me know if you have any questions.
Thanks!

On Tue, Apr 9, 2024 at 3:45 PM Travis Karschnik <karschnikaop@gmail.com> wrote:

Min-Ji,

| have enacted the changes proposed in my previous email.

e Replaced KE2018 with KE2119

o Recreated KER2904 (1633-> 2018) with a novel KER by linking (1633->2119)
o Recreated KER2905 (2018-> 2129) with a novel KER by linking (2119-> 2129)
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Type Event ID Title

MIE 2126 Estrogen receptor alpha inactivation

KE 1497 Increased, recruitment of inflammatory cells
KE 2119 Insulin resistance, increased

KE 2127 Increased adipocyte size

KE 2128 Increased adipocyte numbers

KE 2125 Increased fat mass

ERa inactivation leads to increased lipid

accumulation

ERa inactivation leads to Increased adipocyte size

Recruitment of inflammatory cells leads to

Increase in inflammation

Increased cytokine expression leads to Increase in

inflammation

Increase in inflammation leads t

[resistance, increased |

Ilnsulm resistance, mcreasedleads to Metabolically

unhealthy Obesity

adjacent

adjacent

adjacent

adjacent

adjacent

adjacent

High

High

High

High

High

High

Short name

ERa inactivation

Recruitment of
inflammatory cells

Insulin resistance,
increased

Increased adipocyte size

Increased adipocyte
numbers

Increased fat mass
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There wasn't any content on KE2018, KER2904, or KER2905 so no content was transferred from those pages to
the new ones. | looked through the AOP page (AOP493) itself and found one specific reference to KE2018 in the

abstract. | updated that sentence to now reference KE 2119.

An increased fat mass, inflammation and insulin resistance are hallmarks of the metabolic syndrome but there is no AOP
considering the “increased adipocyte numbers™ or “size” or “increased lipid accumulation™ that lead to the “increased fat
mass”. Furthermore, if the “recruitment of inflammatory cells” is an existing KE (1497) in AOP wiki, “increased pro-
inflammatory cytokine expression”, that is commonly measured in experimental laboratories is missing. These events are
well-known factor linking obesity and insulin resistance (KE 2018) leading to metabolically unhealthy obesity [11,12].

Please let me know if you have any questions.

Thanks!

2/20/2025, 4:00 PM



Gmail - Re: AOP-Wiki Insulin Resistance gardening https://mail.google.com/mail/u/0/?ik=ef83b24f86 & view=pt&search=al...

On Tue, Mar 19, 2024 at 11:39 AM Travis Karschnik <karschnikaop@gmail.com> wrote:
Hello Min Ji,

A pair of apparently overlapping key events has been identified and a proposal to reduce them has been made.
The pair of KE’s, with yours highlighted, follows:

Biological % Fields Action

Id Title QOrganization AOPs Populated
2119|Insulin resistance, increased |[Individual 1 56 Retain
2018 |Insulin resistance Cellular 3 0 Replace

KE2119 has been identified as the candidate to be retained as it is more well developed. Since KE2018 is
included in two AOPs you've developed, AOP493 and AOP497, | wanted to give you a chance to review this
proposal before actions are taken. Here is a summary of what | will be enacting:

AOP493

e Replace KE2018 with KE2119
o Recreate KER2904 (1633-> 2018) with a novel KER by linking (1633->2119)
o Recreate KER2905 (2018-> 2129) with a novel KER by linking (2119->2129)

Type EventID Title Short name
MIE 2126 Estrogen receptor alpha inactivation ERa inactivation m
KE 1497 ncreased, recrutment of inflammatory Recruitment of m
cells inflammatory cells
KE 2018 nsulin resistance Insulin resistance m
KE 2127 ncreased adipocyte size Increased adipocyte E
size

ERa inactivation leads to increased lipid adjacent  High m m

accumulation

ERa inactivation leads to Increased adipocyte adjacent High m m

size

Recruitment of inflammatory cells leads to adjacent  High m m

ncrease in inflammation

ncreased cytokine expression leads to adjacent  High m m

Increase in inflammation

Increase in inflammation leads t adjacent  High m m

eads to Metabolically adjacent High m m

unhealthy Obesity

AOP497
e Replace AO2018 with A02119
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o Recreate KER2934 (2144-> 2018) with a novel KER by linking (2144->2119)
o Recreate KER2935 (2018-> 2145) with a novel KER by linking (2119-> 2145)

KE 1088 Increased, Oxidative Stress Increased, Oxidative m
Stress
KE 2144 Impaired insulin signaling Impaired insulin m
signaling
AO 2018 Insulin resistance Insulin resistance n
AO 2145 Metabolic syndrome Metabolic syndrome m
N/A, Mitochondrial dysfunction 1 leads to adjacent Moderate
Impaired insulin signaling
Increased, Oxidative Stress leads to Impaired adjacent  High
insulin signaling m
Impaired insulin signaling leads to adjacent  High
eads to Metabolic adjacent  High
syndrome
Increased, Oxidative Stress leads to N/A adjacent  High m
Mitochondrial dysfunction 1

I’'m looking forward to hearing back from you. If no response is received by 04/09/2024 I'll move ahead with
the gardening actions described above.

Thank you!

Travis Karschnik

On behalf of the AOPWiki Administrator group.

Travis Karschnik

On behalf of the AOPWiki Administrator group.

Travis Karschnik

On behalf of the AOPWiki Administrator group.
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