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Development of an alternative testing strategy for the FELS test using the AOP network
“thyroperoxidase and deiodinase inhibition leading to impaired swim bladder inflation”
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Objectives Materials and Methods

_ 2a. In vitro assay | 2b. Acute exposure | 2c. Chronic exposure

Develop non-animal testing strategy for prediction of

th (AOP) f " Toxicity test measure molecular Acute Toxicity test (FET, Stage Toxicity test (FELS,

pathway ramework. initiating events (MIEs) OECD TG 236) OECD TG 210)

1. Develop thyr0|.d > swim bladder AOP network Zebrafish (ZF): 120/168 hpf e
2. Select and optlmlze dSSdays to measure relevant Exposure time 30-60 minutes Fathead minnow (FHM): FHM' 51 (Fj)pf
key events (KEs): 144 hpf |
a) In vitro assays . Thyrope.rox.ldase (TPO) Posterior swim bladder Anterior swim bladder
. Endpoints and deiodinase (DIO) . . . .

b) Acute In vivo exposure b chamber inflation (KE) chamber inflation (KE)

c) Chronic in vivo exposure MBT. MMI. PTU, 2-TU.

3. Validate delineated AOP TestiEe >1 compounds with IOP, PFOS, PFBS, PFOA,

compounds Z?Ssriecttiid g::}clir\?i’lcd BPA, TCBPA, BP2, 2,4,6-
PHNg Y TBP, ANS, SA, NaPER

MBT, MMI, 10P, PTU

Results and Discussion

1 The AOP network is part of Project 1,35 of the OECD AOP
® development programme workplan
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E ------------------------------------------- : ------------------------------------- = . MBT (prototype TPO inhibitor), PTU and IOP (prototype
--------------------------------------------------- r R % < 0.003 DIO |nh|b|tors) are indicated Wlth AFTOWS  as these

compounds were used to construct the AOP network.

AOP-Wiki numbers: 155, 156, 157, 158 and 159
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Conclusion

Our results are in line with, and increase confidence in, our AOP network and we successfully

“ ) O v
used an AOP-based approach to select KEs, develop assays, and correctly predict acute and g%’ceflc @C@T@C
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