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BACKGROUND EXPERIMENTAL DESIGN (key) RESULTS for NOAEL

The study was conducted according to the 10 CD-lICKe{group

Enniatin B (ENN-B) Is an emerging mycotoxin, secondary product of Fusarium European Community Council Directive 2010/63/UE ‘
fungi, detected in food and feed, mainly in cereal grains. ENN-B showed the Italian Law 4 March 2014 n. 262 and the OECD Enterocyes vacuolatin
antibacterial, antihelmintic, antifungal, herbicidal, and insecticidal activities, the Principles on GLP.
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main mechanism of action being its ionophoric characteristics. ENN-B showed a Dose level calculation - _ - _ Histopathological

potent cytotoxic activity in several mammalian cell lines; despite this, European RIS lection
before sacrifice i

Spleen white pulp = . = Fam oa0s.  Uterus endometrial area data

Food Safety Authority (EFSA) stated that acute exposure does not indicate Starting point
concern for human health. Nevertheless, insufficient data exist to establish a LD50 = 350 mg/kg b.w. |
tolerable daily intake and/or an acute reference dose given the lack of relevant .'
toxicity data following chronic exposure and a risk assessment was not possible.
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» Appropriately accounts for variability + Does not account for variability and
and uncertainty resulting from uncertainty in the experimental results
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W > . /.’ § i \ 7 \ ¥ : i - N . - * a N
i % Wl s . s & < : =
_ _ _ _ _ appropriately) _ N ) g | x ‘o ’ 1 spleen white pulp area,
» Takes into account the shape of the = Dose-response information (e.g., shape - £ 31 | 5 S ’
:. 3 | S ~ thymus cortex area and
1 r 3 ]

pulp

rtex_area

dose-response curve and other of dose-response curve) not taken into _ _
uterus endometrial area in

females and vacuolization in
duodenum in males.

related information account
vs » Corresponds to consistent response = Does not correspond to consistent

level and can be used to compare response levels for comparisons across - " I
results across chemicals and studies studies R eaCt | V e Oxy g e n I m m U n O t O X I C O O g y

» Flexibility in determining biologically <+ A LOAEL cannot be used to derive a

Benchmark dose (BMD) annroach O
BMD limitations NOAEL advantages 3
%

logl0-Spleen_Whit
log10-Thymus_

05 0.0
logl0-group

a
& r-
1.0 0.5 1.0 -1.0 5 0.0 0.5 1.0
V rou

ENN-B treatment affected spleen, brain and thyroid in both sexes, whereas thymus,
T ; kidneys, adrenals and reproductive system were affected in female mice only, and

m anses ’) @] | duodenum in male mice only.
1_ = | m " The data generated by the present study could be used to propose a NOAEL/LOAEL
according to the traditional toxicological approach, and BMDL values according to the BMD

LA ' T R T 1 approach. Indeed, the BMD approach is a scientifically more robust method and it is of
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limited by the format of data amenable for BMD modeling

presented
» Time consuming » Easy to derive :
* More complicated decision making = Has been the standard method for
b

process deriving a POD for decades (e.g., is

familiar to most risk assessors) H I S t O p a,t h O | O g y

» Ability to estimate BMD may be * Can be used when data is not ‘%
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D R T ORE I R '] particular value taking into account directly the shape of the dose-response curve.
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