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Panel on Plant Protection Products and their Residues (2016) EFSA Journal, 14(12),4549
: Guidance on the establishment of the residue definition for dietary risk assessment.
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the TTC approach is not intended to supersede the evaluation of available
toxicological data,... the TTC approach is a subordinate screening tool to (Q)SAR and
readacross, where human exposure is estimated to be very low.

For compounds considered to be of genotoxic concern following (Q)SAR prediction

and read-across, and their cumulative exposure exceeding 0.0025 ug/kg bw per day,
testing will be necessary

EVa—-I2 —iREH
The TTC approach in this module should be seen as a screening tool, which is optional
and restricted to cases where reliable and robust dietary exposure estimates can be
made.
In order to apply the TTC in a cumulative way, the ratio between the exposure of each
metabolite and the corresponding Cramer Class TTC will be summed up. If the sum is >
1, specific hazard and/or comparative risk assessment will be conducted.
The thresholds of 0.3 ug/kg bw per day (for organophosphate and carbamate with

anticholinesterase activity) or 1.5 pg/kg bw per day (Cramer Class lll and Cramer Class
I1) and 30 pg/kg bw per day (Cramer Class 1) should be used.

Panel on Plant Protection Products and their Residues (2016) EFSA Journal, 14(12),4549
: Guidance on the establishment of the residue definition for dietary risk assessment.
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A computational toxicology assessment should be performed using Quantitative
Structure-Activity Relationship ((Q)SAR) methodologies that predict the outcome of a
bacterial mutagenicity assay (Ref. 6). Two (Q)SAR prediction methodologies that
complement each other should be applied. One methodology should be expert rule-
based, and the second methodology should be statistical-based. (Q)SAR models
utilizing these prediction methodologies should follow the general validation principles
set forth by the Organisation for Economic Co-operation and Development (OECD).

M7(R1) Assessment and Control of DNA Reactive (Mutagenic) Impurities in
Pharmaceuticals To Limit Potential Carcinogenic Risk (March 2018, ICH)
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— TTC {& TTC &
(Mg/ AN/B @) (Mg/kg{EE/H ®)

Potential DNA-reactive
mutagens and/or 0.15 0.0025
carcinogens

Organophosphates and 18 0.3
carbamates
Cramer Class lli 90 1.5

Cramer Class Il 540 9.0
Cramer Class | 1,800 30

(a) , (b) Calculated by Safety factor =100, Body weight =60kg/person

TTC (Threshold of Toxicological Concern : HEF B =DR{E)
ELEZMEBHICOVWTZENUTOREETIIHALHIEFTELENRN
BWWeEHHEINSE FEZEDEIE
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fenpicoxamid

For the metabolite X12314005,
based on data provided from two
guantitative structure—activity
relationship (QSAR) models, it
can be considered that it is not
of concern for genotoxicity. (2
DDQSARDFER FRHDICE
EEMEDOBZILHWNE L)

KEFM (_x12314005)
X7y MZTBEWTED 5
N7 H - 7= H%, ﬁkzaﬂe X
Ay SEUA DK TIE
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Of the metabolites identified as process
hydrolysis degradates, X12335723,
X12264475 and X12019520 were flagged
for possible genotoxic effects. X12335723
and X12264475 were also embedded in
the parent. As such, if weight of evidence
suggests that the parent is non-genotoxic,
the level of concern is also low for
hydrolysis degradates.

10%TRRZ B Z HEYD -5 B
KRB (X129300) . H/W
(X11963422/MW208) . K
(X12264475) XU (134955-
35) T MIZHEWTRDH LN
mh-o7=h, BEEITWINE

However, based on structure—activity
considerations, the TTC approach
(Cramer class lll) could be applied to
X12264475 (animal metabolite and
processing product), X12314005 (crop
metabolite and processing product) and
X12335723 (processing product) for the

assessment of chronic toxicity.

0.01pg/g AT L EDTH - T=,

R &Y (X12019520) . O
(X12335723) (&, 10%TRRA W
T -7,
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Ultrafz 1 78172 - 7=, (BT 1B CERERIZ!E (CASE UltrafatE FRIIZEFIE) |
RNEDEYD TEAEREM (CASE Ultraf5E FRIIZBRIGIE) TH Y. AlertiBEDEL
ICEBLEENOZERFHEETEINDG, 24
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OECD HA X > RAD 7 v 7T — b — OECD Residue Definition WG T D&k | S|

Unclassified ENV/IMDMONO(2009)30

Organisation de Coopération et de Développement Ecouomiques
Organisation for Economic Co-operation and Development 28-Jul-2009

A
AN

English - Or. English
ENVIRONMENT DIRECTORATE
JOINT MEETING OF THE CHEMICALS COMMITTEE AND
THE WORKING PARTY ON CHEMICALS, PESTICIDES AND BIOTECHNOLOGY

OECD Guidance document
on the definition of residue
(revised in 2009)

paLjIsseou )

0€(600DONOIW/INT/ AN

& =
—
=T
SERTES ON TESTING ANTY ASSESSMENT

e comments and experiences reported from users in OECD countries and FAO/WHO
e Dbetter harmonisation of residue definitions
e taking into consideration new approaches and tools (grouping of metabolites, TTC)

Ty 7T—bFENT-0ECDHEA XV RER—R|C
EKHPEDIHER F—LZIEE
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BOEICE T ZRERFNOFERF —LDEXRERRE (1/4)
EEEBY s = OBE
REABERD 5. BEYUKRAELEDER ) ETEREY

ATv71 (Principal residue) . D E7XEY) (Lesser residue) . HMEXEY
(Trace residue) (Z4E9 5,

HREWI AL, EYEEARE, SEWREHER )2 OV TEHA
ARTFyv7 2 T3, TOXRTy I, REYDOIXKBEAXFHUITH7-HICHE
ETh D,

EEERBYMOBHNFMEIT I, VR IFMOI-0DEEYD T

259753 71t L HBGV (Health based Guidance Value) D&Y H T, =F
7. EHEFRBR S DEIE (TTC: Threshold of Toxicological Concern) %
BT 5B DRFEZIT Do

25974 ATy 1D B3F TCORBREMTILTCEE EBNEHERE (RPF)
o, T EBTFMERYMEZ AT 5,
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BOEICE T ZRERFMOFERF —LOERERTE (2/4)
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J
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BRI REEIHR

BIEEEZREICRLICRRABYOEREDE (XRTv 7 1)

HFITY— HUEEE (TRRE L VB HZREBEY L VEHE I NS EE) REYDEE
10%TRREL_E A 0.01 mg/kghd £ FEREY
10%TRR & V) /N&E ULy A 0.05 mg/kgd b HEREY

EEY 10%TRR&E W) /& W D = 4E5R L 0.01 mg/kgd b L EZREY
10%TRRL /NE ULy A D MWL 0.01 mg/kg L Y /A& MEZREZY
10%TRRE U /NE Ly D ML 0.05 mg/kg L Y/ E by MEZREY
10%TRREL_E D 0.05 mg/kgl E FEREY

RE L 10%TRREL_E 72 0.05 mg/kg & ) /& Ly WMEREY
10%TRR & V) /& Uy MEXREY
10%TRREL_E 7D 0.01 mg/kgil E FEZREY
10%TRR & V) /& ULy A*D 0.05 mg/kgd_E YEREY

ZEEY) 10%TRR& W) /& L 22D M5B UL 0.01 mg/kgh b LEZREY
10%TRRE WU /NE Uy D MWL 0.01 mg/kg L Y /& Wy MEZRZY
10%TRR& W /NE Uy 2D ZMEFFLY 0.05 mg/kg £ W /& Wy MEZRZY

SR

o FILEMHH—1A—FREBIEVPER v REEDGS
- FLEYDZ v 28 HEIEMHERICH T 5D NOAEL H° 1 mg/kg AE/H
LUF. £7-132 LOAEL A’ 3 mg/kg RE/HLUUT TH 255
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eI REHIHE
in silicog¥{ifi D E FH
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BEAPEICE T ZRENHMOFHERAF—LOERLIER  (4/4)

ATFw T 3&kY
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