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Are non-animal safety assessments even possible
for systemic toxicity?

Systemic toxicity isnt like local toxicity
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in Humans
NOAEL
+10-1000 ?
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Paradigm shift for systemic safety - Protection not
Prediction

Distributions of Oral Equivalent Values and Predicted Chronic Exposures
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Points of Departure from NAMs can be
protective
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Bioactivity exposure ratios

/ In vitro pharmacological profiling N
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Approach to evaluation of NAM toolbox

Evaluate NAM
toolbox and
decision model
using a wider
variety of

Define decision
model and way
to determine
protectiveness
and utility.
Assess feasibility benchmarks
of approach (main

using limited evaluation).
benchmarks

(pilot phase). >

Including
exposure and
bioactivity NAMs
and decision
model, designed
to provide a
protective first
tier

Define evaluation
Evaluation step
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Pilot phase results

PBK Level 2
Correlation with risk category: -0.76

@ Niacinamide Hair Condtioner, 0.1%
Caffeine Shampoo, 0.2%
Coumarin Food, 4.1 mg/day
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Doxorubicin 4.5 mg/m?/day continfous infusion for four days
Caffeine Overdose, 10g
Rosiglitazone Medical, 8 mg/day l
Paraquat dichloride Pesticide poisoning, 35 mg/kg/ddy
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Main results

PBK level: L2
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73% ADI of 0006 wing the EFSA PRIMo Model for french population
OC:W o m;!m)

W e
YP myv.

60

@ azinam 32% ADI 0.01 maikg bwidsy o .
uaznam -
lutaral g
Eriyatin >90% Protective
Gy o«scum-oew therapeutic, 15mgiday
Nabne Diotary &
thylzngerone 0.70%
Vahne 26 mg'\g MEMN requirements
- luaznam ADY 0.01 bev'day
50 Métformin Low therapeutic, 1000ma/day (o) M H
@Banzdcaine 22mg/kg is the safety dose ~ (0] I I y
@ utylated Hycroxyansole ADI 1mg/ky bwiday
gMetformip Max therapeutic wa‘
gDigoxn Therapeutic, 1.5 mg/day, 0.25mgiday maintanance
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40 A D0xytetracycine hydrochioride Low therapeutic, 1000moiday
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@Fetoconazole Therapeutic, 1200mgiday
Iumse’wde Max therapeutic, 1500mg/day
@Cyclophosphamide Therapeutic, 40 mgfig bw weekly
@Cyclophosphamide Therapeutic, 60 mg/kg bw for 2 days
grzathioprine Low therapeutic, S0mgiday
0 {_@Azathicprine High therapeutic. 303mg -225mgiday
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CONCLUSIONS

* Pre-defining the evaluation strategy helps prevent bias

* Decisions made using the NAM are generally more protective
than those using animal data

« Some modes of action are not covered in this NAM panel - need
to integrate other lines of evidence to make a confident decision
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