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M G ma|| Travis Karschnik <karschnikaop@gmail.com>

Re: AOP-Wiki decreased testosterone gardening
1 message

Travis Karschnik <karschnikaop@gmail.com> Tue, May 7, 2024 at 1:51 PM
To: Sharon.Munn@ec.europa.eu

Cc: elise.grignard@oecd.org, aopwiki <aopwiki@googlegroups.com>

Bcc: "Villeneuve, Dan" <Villeneuve.Dan@epa.gov>

Hello Sharon,

| have encountered a, hopefully, temporary lapse in ability to contact Elise. This email outlines a summary of
gardening updates | enacted as part of an effort to consolidate all the Decreased, Testosterone KEs in the AOP-Wiki.

| understand you were involved in developing this content as well, as you're listed in the Authors sections of both
AOP18 and AOP51, so I've decided to send the change summary to you with Elise's probable new OECD email in the
CC line. If I can regain contact with Elise I'll forward this directly as well.

| have enacted the changes proposed in my previous email.
AOP18

e Replaced KE446 with KE1690
e  Recreated KER439 (413-> 446) with a novel KER2125 by linking (413-> 1690)
e Recreated KER608 (446-> 348) with a novel KER3205 by linking (1690-> 348)

KE 413 Reduction, Testosterone synthesis in Leydig Reduction, Testosterone a
cells synthesis in Leydig cells

KE 1690 Decrease, testosterone levels Decrease, testosterone m
levels
KE 289 Decrease, Translocator protein (TSPO Decrease, Translocator m

protein (TSPO)
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Reduction, Cholesterol transport in mitochondria
leads to Reduction, Testosterone synthesis in
Leydig cells

Reduction, Testosterone synthesis in Leydig cells

leads to pecrease, testosterone Ievc»!sl

Decrease, Translocator protein (TSPO) leads to
Reduction, Cholesterol transport in mitochondria

Malformation, Male reproductive tract leads to

impaired, Fertility

Activation, PPARx leads to Decrease,
Steroidogenic acute regulatory protein (STAR)

Activation, PPARa leads to Decrease, Translocator
protein (TSPO)

IDec'ease, testosterone !eve!sleads to

Malformation, Male reproductive tract

accommodate the new KE and KER names.
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The differences between KE446 and KE1690 have been reconciled previously via email with facilitation by Terje
Svingen. There was no content on the newly created KERs, KER2125 and KER3205, so everything from the existing
KERs, KER439 and KER608 respectively, was transferred over. | looked through the AOP page (AOP18) itself and
found only unspecific references to decreased testosterone, accordingly those instances were not updated to

AOP51
e  Replaced KE446 with KE1690
e  Recreated KER439 (413-> 446) with a novel KER2125 by linking (413-> 1690)
e Recreated KER460 (446-> 414) with a novel KER3206 by linking (1690-> 414)
KE 416 Increase proliferation, Leydig cell Increase proliferation, m
Leydig cell
KE 1690 Decrease, testosterone levels Decrease, testosterone
levels m
KE 413 Reduction, Testosterone synthesis in Leydig Reduction, Testosterone Edit

cells
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Reduction, Testosterone synthesis in Leydig cells adjacent  High m Remove

leads '.c|D~:-C'ease testosterone Io:we‘sl

Reduction, Cholesterol transport in mitochondria adjacent  Moderate m Remove

eads to Reduction, Testosterone synthesis in

Leydig cells

IDec-eage. testosterone é'.'e\elf-ad:; to Increase non- Moderate m Remove

Luteinizing hormone (LH) adjacent
Increase, Luteinizing hormone (LH) leads to non- Moderate m Remove
Increase proliferation, Leydig cell adjacent

Content was already transferred from KER439 to KER2125 as part of the previous work on AOP18. There was no
content on KER460 so nothing was transferred to the newly created KER3206. | looked through the AOP page
(AOP51) itself and didn’t find any references to decreased testosterone in the text so no updates were made in that
regard.

Please let me know if you have any questions.

On Tue, Apr 30, 2024 at 1:17 PM Travis Karschnik <karschnikaop@gmail.com> wrote:
Thanks Elise,
Is there a different email you'd be willing to provide me so | can keep you updated with gardening progress?
On Fri, Apr 26, 2024 at 3:22 AM Elise Grignard <elise.grignard@ed-pepper.eu> wrote:

Dear Travis,

The changes are fine with me.

bestregards

Please note that from 01 May I will no longer work for Pepper, and emails sent to that adress will not be
read.

Elise Grignard (PhD)

Chief Scientific Officer
PEPPER
Elise.grignard@ed-pepper.eu
+33 (0)6 26 73 31 67

30of8 2/20/2025, 3:58 PM


mailto:karschnikaop@gmail.com
mailto:karschnikaop@gmail.com
mailto:elise.grignard@ed-pepper.eu
mailto:elise.grignard@ed-pepper.eu
mailto:Elise.grignard@ed-pepper.eu
mailto:Elise.grignard@ed-pepper.eu
mailto:Elise.grignard@ed-pepper.eu

Gmail - Re: AOP-Wiki decreased testosterone gardening https://mail.google.com/mail/u/0/?ik=ef83b24{86 & view=pt&search=al...

https://ed-pepper.eu/en/

De : Travis Karschnik <karschnikaop@gmail.com>
Envoyé : jeudi 25 avril 2024 21:38

A : Elise Grignard <elise.grignard@ed-pepper.eu>
Objet : AOP-Wiki decreased testosterone gardening

Elise,

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:

Biological % Fields Action
Id Title Organization AOPs Populated

1690 |Decrease, testosterone levels Tissue 2 44 Retain

446 |Reduction, fetal/adult Tissue 4(1) 56 Replace
testosterone

792 |Decrease, Bioactivation of Tissue 1 11 Replace
testosterone

808 |Decreased, Testosterone Individual 1 0 Remove

1612 |Decrease, testosterone Cellular 1 33 Remove
synthesis/level

2138 |Reduction, Testosterone Tissue 1 0 Replace
concentration in plasma

KE1690 has been identified as the candidate to be retained. Since KE446 is included in two AOPs you've
developed, AOP18 and AOP51, | wanted to give you a chance to review this proposal before actions are taken.
Here is a summary of what | will be enacting:

AOP18
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e  Replace KE446 with KE1690
e  Recreate KER439 (413-> 446) with a novel KER by linking (413-> 1690)

e  Recreate KER608 (446-> 348) with a novel KER by linking (1690-> 348)

Type Event ID Title Short name

MIE 227 Activation, PPARG Activation, PPAR

KE 266 Decrease, Steroidogenic acute regulatory Decrease, Steroidogenic
protein (STAR) acute regulatory protein

(STAR)

KE 447 Reduction, Cholesterol transport in Reduction, Cholesterol
mitochondria transport in mitochondria

KE 413 Reduction, Testosterone synthesis in Leydig Reduction, Testosterone
cells synthesis in Leydig cells

KE 446 Reduction, fetal/adult testosterone Reduction of testosterone Edit

KE 289 Decrease, Translocator protein (TSPO) Decrease, Translocator Edit

protein (TSPO)

AO 406 impaired, Fertility impaired, Fertility Edit

AO 348 Malformation, Male reproductive tract Malformation, Male Edit
reproductive tract
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Title

Decrease, Steroidogenic acute regulatory protein
(STAR) leads to Reduction, Cholesterol transport
in mitochondria

Reduction, Cholesterol transport in mitochondria
leads to Reduction, Testosterone synthesis in

Leydig cells

Reduction, Testosterone synthesis in Leydig cells

leads tofReduction of testosterone |

Decrease, Translocator protein (TSPO) leads to
Reduction, Cholesterol transport in mitochondria

Malformation, Male reproductive tract leads to
impaired, Fertility

Activation, PPAR« leads to Decrease,
Steroidogenic acute regulatory protein (STAR)

Activation, PPARx leads to Decrease, Translocator
protein (TSPO)

IReduction of testosteronelleads to Malformation,

Male reproductive tract

AOP51

e  Recreate KER439 (413-> 446) with a novel KER by linking (413-> 1690)

e  Recreate KER460 (446-> 414) with a novel KER by linking (1690-> 414)

Adjacency

adjacent

adjacent

adjacent

adjacent

adjacent

non-
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non-
adjacent
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Evidence  Understanding
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Type Event ID Title Short name
MIE 227 Activation, PPAR Activation, PPAR
KE 414 Increase, Luteinizing hormone (LH) Increase, Luteinizing
hormone (LH)
KE 415 Hyperplasia, Leydig cell Hyperplasia, Leydig cell
KE 416 Increase proliferation, Leydig cell Increase proliferation,
Leydig cell
IKE 446 Reduction, fetal/adult testosterone l Reduction of testosterone
KE 413 Reduction, Testosterone synthesis in Leydig Reduction, Testosterone
cells synthesis in Leydig cells
KE 447 Reduction, Cholesterol transport in Reduction, Cholesterol
mitochondria transport in mitochondria
AO 406 impaired, Fertility impaired, Fertility
Quantitative
Title Adjacency Evidence Understanding

Increase proliferation, Leydig cell leads to
Hyperplasia, Leydig cell

Reduction, Testosterone synthesis in Leydig cells
leads td Reduction of testosteronel

Reduction, Cholesterol transport in mitochondria
leads to Reduction, Testosterone synthesis in
Leydig cells

[Reduction of testosteronelleads to Increase,

Luteinizing hormone (LH)

Increase, Luteinizing hormone (LH) leads to
Increase proliferation, Leydig cell

Hyperplasia, Leydig cell leads to impaired, Fertility

adjacent

adjacent

adjacent

non-
adjacent

non-
adjacent

non-
adjacent

I’'m looking forward to hearing back from you. If no response is received by 05/16/2024 I'll move ahead with

2/20/2025, 3:58 PM



Gmail - Re: AOP-Wiki decreased testosterone gardening

the gardening actions described above.

Thanks!

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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