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Class | > 1800 ug/d 7

Class Il > 540 ug/d

Class I11 > 90 ug/d 2. Metabolized to innocuous products?
N\

/ YES NO | A
A3. Exposure > threshold B3. Exposure > threshold
of concern for class? of concern for class?

l NO 1 YES 1 NO YES\\

A4. Is the substance B4. NOEL available

or its metabolites with an adequate
endogenous? margin of safety‘7

AS5. NOEL available Bb5. Is exposure NO
with an adequate > 1.5 ng/d? —_—

<+——| margin of safety?
JECFAIZHETAHAETH DR E1EFTMFIE

Additional
data
required

No safety
concern

No safety
concern

No safety
concern




¢ '113“ Y World Health
s

EVENT REPORT %) organization - - @TSAm

APPROVED: 16 February 2016 PUBLISHED: 10 March 2016

Review of the Threshold of Toxicological Concern (TTC)
approach and development of new TTC decision tree

European Food Safety Authority and World Health Organization

Cramer FERET DL E S
BISADTICENDEZYHS

Table 5: Conversion of TTC values into pg/kg bw per day.

Type of TTC value TTC value in pg/person perday  TTC value in pg/kg bw per day
With structural alert for genotoxicity 0.15 0.0025

OPs and carbamates 18 0.3

Cramer Class III 9() 1.5

Cramer Class II 540 9.0

Cramer Class I 1800 30

2014128 . 7)) avt )L TOWHOELEFSAN SREEZENDHNBNEH I TLVS
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1. Structural class

2. Metabolized to innocuous products?

[ oo

/res

N\

A3. Exposure > threshold
of concern for class?

NO
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N\

B3. Exposure > threshold
of concern for class?
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Bb5. Is exposure NO
No safety
> 1.5 ng/d? ——
YES 1

Additional data required

1.5 pg/day (0.025 ng/kg body weight/day) &K EFDAAYALY
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No safety
concern

B4. NOEL available
with an adequate
margin of safety?

Ab5. NOEL available
with an adequate
margin of safety?

WG~ —IZEELT

B JECFAIZHEITHEHFHEICEE T K B

1]

~
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YES

No safety
concern




1. Structural class Class | 2
Class Il 7

Class I > 1800 ug/d '
Class 111 > 90 ug/d 2. Metabolized to innocuous products? /(27000, 200, 20000,
2400, 3000, 48000,

/ 27000 pg/d: SPET)
YES NO
A3. Exposure > threshold 2 7 B3. Exposure > threshold
of concern for class? of concern for class?
1 (200000
1 l NO l YES | ng/d: SPET) . 1 NO YES \ 4 (no

A4. Is the substance B4. NOEL available

or its metabolites with an adequate
endogenous? margin of safety?

No safety
concern

required

Ab5. NOEL available
with an adequate

<+——|] margin of safety?
YES

No safety
concern

No safety
concern

NO YES 1
N 3 (2400, 250,
Additional data required 6000 timgs)

Group 5: Aliphatic and aromatic amines and amides (9) (SPET; 2400 pg/d, MSDI; 0.01 pg/d)
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1. Are there structural alerts for genotoxicity or
chemical-specific genotoxicity data that
indicate that the flavouring agent has the
potential to be a DNA-reactive carcinogen,
based on the weight of evidence?

NO

Y

2. Determine the structural class according to the
Cramer et al. decision scheme

k J

3. Determine dietary exposure using both the
MSDI method and the SPET

Y

4. Does the highest of the predicted dietary exposure estimates

exceed the TTC value for that structural class?

Cramer class |: 1800 ug/person/day (30 pg/kg bwiday)
Cramer class Il: 540 pg/person/day (9 pg/kg bwiday)
Cramer class lll: 90 pg/person/day (1.5 pg/kg bw/day)

NO

l YES

5. Does a NOAEL exist for the flavouring agent or
a structurally related substance that provides an
adequate margin of exposure?

lno

Additional toxicological data and/or updated
data for dietary exposure are required before a
further assessment can be conducted and a
conclusion on safety can be reached

YES

f——=-=-=-=-==-= I
YES
5 Do not use the !
1 Procedure I
L. l

I The flavouring agent

| be a safety concern

—————>1 would not be expectedto |
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