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Determining ReproTracker Bioactivity
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BMD-loose - With BER threshold = 1

> 21/41 low risk utility (BER>1)
> 8 low risk scenarios with no
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BMD-strict - With BER threshold =
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Only Protective using the Loose Criteria
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Ethylzingerone - Dermal aggregate (max 2 x’o Cosmenc

BF3 - Dermal 6% in sunscreen -Cosmetic
Metformin - Oral 2000 mg/daily -Pharmaceutical
Metoclo ram|de - W 10 mg/dally -Pharmaceutical

DEETSamy ate - %eormalp ﬁgtmrs gll(la'nEXS/EEm(?gg#Ir}ulactﬁcl
2EHA - Oral 3.1 mg/daily -Dietary

DBP - Oral 0.6mg/daily -Dietary

Caffeine - Dermal 2% in shampoo -Cosmetic

Digoxin - Oral 0.024 m fda|ly -Pharmaceutical

Imaﬁ?% |Ef0rm qutary?ntaﬁg ng

Oral d D
Sallc'%late y@raa’ﬂ"?é% 5 rﬁ%fﬁ%?ynlgéaarwacelﬁttig
ermal 0.1% trear F'harmaceutlcal
Spiroxamine - Oral 0.025 mgikg b per day -Dietary

Zoxamide - Oral 0.5 mgikg bw per day -Dietary
Caffeine - Oral 100 mg/daily -Dietary
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Only Protective using the Loose C
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Adult: Oral 0.5 mg/daily (Pharmaceutical)
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Loose criteria only

Heart MYHS_7
Heart_QCT4_7
Neural_OCT4 7

Cmax - High

Exposure Scenario

1,2-Octanediol - Dermal 5% body lotion -Cosmetic

2-Methylresorcinel - Dermal 1.8% in ha|rco|0uran1 Cosmehc
spartame - Oral 240 qf’dm % Dietary

Tpriamhte?ﬁld ermal 5.3% in body Iojmnb oﬁmtetlc

o R R e oral™ e areaatt

Saxagliptin - Oral 5 mg once da|lyr -Pharmaceufical

Atrazine - Oral 0. []E]Emgﬁkg bw per day D|e%ary
Tetrabromo %Jsrgﬁg;% EH; SJ’ES EWI:FSF gg% Blgtghv(
ermal a 2 (Max

B hI igﬂreﬂqﬂ 8%§ -Cosmetic
Ceg?p?ronq maf ’E

Bleta

Ieta

2-Amino-6-chloro-4-nitrophenal - Dermal % In ha|r colourant %
Hexazinone - Oral 0.05 mgfk fdaé D|etar},r

GIutaraIE%gde rg%g[ggr%\ga Emg I0t|ér1) gsmetc

osmetic

erma 3% in hlabr ?3 our?crlﬂ ICDSmte ic

2-Amino-6-Chloro-4- NnrnphenJ %ﬂfn\{ |”bf’5 ﬁaw coIEnu%j a%osl’%ea%
Fluzilasaole - Oral 0.0 Og % per day -Dietary

ypermethnn ral 0.3 mgfdany Dnatar},r

Sulfamethazme Oral 50 %fl-(g bwfday D|etar},r
Para Oral |eta

Glutaral CH Org D
F'rugesterongra YE% radalerrE(; I acelﬁttig
Ethylzingerone - Dermal aggregate (max 2 x’o Cosmenc

BF3 - Dermal 6% in sunscreen -Cosmetic
Metformin - Oral 2000 mg/daily -Pharmaceutical
Metoclo ram|de - W 10 mg/dally -Pharmaceutical

DEETSamy ate - %eormalp ﬁgtmrs gll(la'nEXS/EEm(?gg#Ir}ulactﬁcl
2EHA - Oral 3.1 mg/daily -Dietary

DBP - Oral 0.6mg/daily -Dietary

Caffeine - Dermal 2% in shampoo -Cosmetic

Digoxin - Oral 0.024 m fda|ly -Pharmaceutical

Imaﬁ?% |Ef0rm qutary?ntaﬁg ng

Oral d D
Sallc'%late y@raa’ﬂ"?é% 5 rﬁ%fﬁ%?ynlgéaarwacelﬁttig
ermal 0.1% trear F'harmaceutlcal
Spiroxamine - Oral 0.025 mgikg b per day -Dietary

Zoxamide - Oral 0.5 mgikg bw per day -Dietary
Caffeine - Oral 100 mg/daily -Dietary

enaza uin - Pral 3m f%lalgy Bna}ary
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Is The Loose C
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riteria Overly

Exposure Scenario

1.2-0Octanediol -
2-Methylresorcinel -

Dermal 5% body lotion -Cosmetic

Dermal 1.8% in hair colouram Cosmehc
spartame - Oral 240 /daily -Dietary

TPanthe?hold ermal 5.3% in body Io?lonbﬁoﬁmetlc
R e ool % o) SRoqresatt

Saxagliptin - Oral 5 mg once da|lyr -Pharmaceufical

Atrazine - Oral 0. []E]Emgﬁkg bw per day D|e%ary
Tetrabromo %Jsrgﬁg;% EH; SJ’ES EWI:FSF gg% Blgtg
2

ermala re (max 0.8%) -Cosmetic
Ace'gochlo ﬁ HE"H m
|pr0n| maf ’E

Bleta
Ieta
2-Amino-6-chloro-4-nitrophenal - Dermal % In ha|r colourant %
Hexazmolne Oral 0.05 mgfk ::daé D|etatr§,r
%gﬁg%ﬂ B0 i) Cosmetic
erma 3% in hlabr ?3 our?crlﬂ ICDSmte ic
2-Amino-6-Chloro-4- NnrnphenJ %ﬂfn\{ |”bf’5 ﬁaw coIEnu%j a%osl’%ea%
Fluzilasaole - Oral 0.0 Og % per day -Dietary
ypermethnn ral 0.3 mgfdany Dnatar},r

Sulfamethazme Oral 50 %fl-(g bwfday Dietary

GIutaraIE%gde

Gt alracH Cr)al DIE{E
F'rugesterongra YE% radalerrE(; I macetticd
Ethylzingerone - Dermal aggregate (max 2 x’o Cosmenc

BF3 - Dermal 6% in sunscreen -Cosmetic
Metformin - Oral 2000 mg/daily -Pharmaceutical
Metoclo ram|de - W 10 mg/dail F'harmaceutlcal

DEET - t [lari tical
Sa |c‘5.r ate - %eormalp ﬁgmrs g(?’nax S/EEm(?gg#Innlactlac
2EHA - Oral 3.1 mg/daily -Dietary
DBP - Oral 0.6mg/daily -Dietary
Caffeine - Dermal 2% in shampoo -Cosmetic
|D|goxm Oral 0.024 m fda|ly F'harmaceuttlcal
maﬁ?% |Ef0rm |ﬁetar}g ?ntaﬁg Bletg
Oral d 0
Sallc'%late y@raa’ﬂ"?é% 5 rﬁ%fﬁ%?ynlgéaarwacelﬁttig
ermal 0.1% trear F'harmaceutlcal

Spiroxamine - Oral 0.025 mgikg b per day -Dietary

Zoxamide - Oral 0.5 mgikg bw per day -Dietary
Caffeine - Oral 100 mg/daily -Dietary

enaza uin - Pral 3m f%lalgy Bna}ary
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What Are We Missing

Exposure Scenario

SERS

Safety, Environmental
& Regulatory Science

1,2-Octanediol - Dermal 5% body lotion -Cosmetic

2-Methylresorcinel - Dermal 1.8% in ha|rco|0uran1 Cosmehc
spartame - Oral 240 qf’dm % Dietary

Tpriamhte?ﬁld ermal 5.3% in body Iojmnb oﬁmtetlc

o R R e oral™ e areaatt

Saxagliptin - Oral 5 mg once da||3.r -Pharmaceufical

Atrazine - Oral [] 0o bw per day -Dietary

amglkg
monisi kg bw per da eta
Tetrabromo %Jspheno EH; SJ’ES E I:Fer ga% Bletahv(
ermal a regate max 8% Cosmetic

Ace'gochlo ﬁ HE"H m Bleta

|pr0n| maf ’E % Ieta

2-Amino-6-chloro-4-nitrophenal - Dermal % In ha|r colourant

Hexazinone - Oral 0.05 mgfk fdaé D|etar},r

GIutaraIE%gde rg%g[ggr%\ga Emg I0t|ér1) gsmetc

osmetic

erma 3% in hlabr ?3 our?crlﬂ ICDSmte ic

2-Amino-6-Chloro-4- NnrnphenJ %ﬂfn\{ |”bf’5 ﬁaw coIEnu%j a%osl’%ea%
Fluzilasaole - Oral 0.0 Og % per day -Dietary

ypermethnn ral 0.3 mgfdany Dnatar},r

Sulfamethazme Oral 50 %fl-(g bwfday D|etar},r
Para Oral |eta

|

Glutaral CH Org D
F'rugesterongra YE% radalerrE(; gl acelﬁttig
Ethylzingerone - Dermal aggregaie (| max2fo Cosmenc
BP3 - Dermal 6% in sunscreen -Cosmetic

Metformin - Oral 2000 mg/daily -Pharmaceutical
Metoclo ram|de - W 10 mg/dally -Pharmaceutical

DEETSamy ate - %eormalp ﬁgtmrs gll(la'nEXS/EEm(?gg#Ir}ulactﬁcl
2EHA - Oral 3.1 mg/daily -Dietary

DBP - Oral 0.6mg/daily -Dietary

Caffeine - Dermal 2% in shampoo -Cosmetic

Digoxin - Oral 0.024 m fda|ly -Pharmaceutical

Imaﬁ?% |Ef0rm qutary?ntaﬁg ng

Oral d D
Sallc'%late y@raa’ﬂ"?é% 5 rﬁ%fﬁ%?ynlgéaarwacelﬁttig
ermal 0.1% trear F'harmaceutlcal
Spiroxamine - Oral 0.025 mgikg b per day -Dietary

Zoxamide - Oral 0.5 mgikg bw per day -Dietary
Caffeine - Oral 100 mg/daily -Dietary

enaza uin - Pral 3m f%lalgy Bna}ary
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What Are We Missing — Does cytotoxicity help’?UA&ww

1.2-Octanediol - Dermal 5% body lotion -Cosmetic

2-Methylresorcinol - Dermal 1.8% In hair colourant -Cosmetic ‘
ASSErtame Cral 2400 m fda|l Dletary ; ‘.
G b Sk o bon s ¢
al ?cal ‘

Saxagliptin - Oral 5 mg once da||3-r F'harmaceu I

Atrazine - O1ral 0. [][] gj:kg bw per day Dle}ary,r

Tetrabromoll:msphemop;gI Ora HEIEE Bw {: Igtg
A hFrmal aigﬂr?ﬂate (mE}x B;H osmtehc
Cerl?;?mr?l 03 mg ﬁ ay BIStS
2-Amino-6-chloro-4-nitrophenal - Dermal 2% in hair colourant -Cosmetic
Hexazmone Oral 0.05 mgfl-( fdaé -Dietary

Glutaralglﬁgde rg%g[ggr?gﬁ Emg Iutm JSmete

osmehc
h erma 3% in hlabr %401 oura f’d I—C I::“3mte Ic

2-Amino-6-Chloro-4-| N|tr0phen0-|[ %]Dé)r# Ilrb Yo In an col Enu%an?l %oslrﬁeat
FquHasoIe Oral 0.002 @ %bw per day -Dietary
Cypermethrin - Oral 0.3 mg/daily -Dietary

Sulfamethazme Oral 50 pg/kg bwi/day -Dietary
Oral 0227 'myg/daily -Dieta

Progestero%grala CL\Y(?% O?dmﬁlngéam}{ac%lﬁtﬁ%
ate

Ethylzingerone - Dermal aggreg max 2%) -Cosmetic

BP3 - Dermal 6% in sunscreen -Cosmetic
Metformin - Oral 2000 mg/daily -Pharmaceutical
Metoclopramide - IV 10 mg/daily -Pharmaceutical

DEE TS ResTate - Dermal Shamp oe”(?nax':é ARSI
2EHA - Oral 3.1 mg/daily -Dietary

DBP - Oral 0_6mg/daily -Dietary

Caffeine - Dermal 2% in shampoo -Cosmetic

Exposure Scenario

Digoxin - Oral 0 024 m J’c|a|l‘5.r -Pharmaceutical

Imaﬁ?% 8 orm Iifﬁetarf?maﬁg Blg%g
Sallcgflate —Y(Sr?aqn‘?é% SOran PY”E(; gl ac[élt?gig

Dermal 0. 1% Trearm F'harmaceutn:al
Spiroxamine - Oral 0.025 mgikg bw per day -Dietary

Zoxamide - Oral 0.5 mag/kg bw per day -Dietary
Caffeine - Oral 100 mg/daily -Dietary

Fenaza%um Oral 3 m f?agy Ble}ary
REtII"IDEi r1lﬂerm rﬂ] %@ [g)leéy otlﬂoﬁ oslrﬁeat
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Endpoint @ BMD (loose) A BvD (strict) 4 Cytotoxicity BER Type @ BER greaterthan @ Calculated BER Risk classification @ Lo



Final Remarks Undlever

Concluding points

« The ReproTracker assay can be successfully adapted for dose-response modelling
within an NGRA framework

« Using all bioactivity measurements (loose criteria) increases protectiveness, but at the
cost of utility

*  With an initial BER threshold of 1, ReproTracker alone can provide up to 75%
protection for DART risk

Next Steps & Considerations

« Explore a Bayesian approach to derive PoDs that jointly model time and
concentration

« Evaluate the reproducibility of ReproTracker through a multi-lab study

« Develop an approach to infegrate exposure estimates with bioactivity variability and
uncertainty

« Define arobust and protective BER threshold for future applications

SERS

Safety, Environmental
& Regulatory Science
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