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(Ali# 1) ToxRtool MIEFEMEMIEE (in vivo BER) ®EIZDT<

Explanations are available for most criteria and show up, when the cursor is moved over the criteria field.
Please read carefully!

Red criteria: the maximum score is needed for these criteria to achieve reliability category 1 or 2 (see
worksheet Explanations): Please evaluate with special care!

Criteria

No.

Criteria Group I: Test substance identification

Was the test substance identified?

Is the purity of the substance given?

Is information on the source/origin of the substance given?

1
2
3
4

Is all information on the nature and/or physico-chemical properties of the test item given, which you
deem indispensable for judging the data (see explanation for examples)?

Criteria Group Il: Test organism characterisation

Is the species given?

Is the sex of the test organism given?

Is information given on the strain of test animals plus, if considered necessary to judge the study, other
specifications (see explanation for examples)?

Is age or body weight of the test organisms at the start of the study given?

For repeated dose toxicity studies only (give point for other study types): Is information given on the
housing or feeding conditions?

Criteria Group lll: Study design description

10

Is the administration route given?

11

Are doses administered or concentrations in application media given?

12

Are frequency and duration of exposure as well as time-points of observations explained?

13

Were negative (where required) and positive controls (where required) included (give point also, when
absent but not required, see explanations for study types and their respective requirements on
controls)?

14

Is the number of animals (in case of experimental human studies: number of test persons) per group
given?

15

Are sufficient details of the administration scheme given to judge the study (see explanation for
examples)?

16

For inhalation studies and repeated dose toxicity studies only (give point for other study types): Were
achieved concentrations analytically verified or was stability of the test substance otherwise ensured or
made plausible?

Criteria Group IV: Study results documentation

17

Are the study endpoint(s) and their method(s) of determination clearly described?

18

Is the description of the study results for all endpoints investigated transparent and complete?

19

Are the statistical methods applied for data analysis given and applied in a transparent manner (give
also point, if not necessary/applicable, see explanations)?

Criteria Group V: Plausibility of study design and results

20

Is the study design chosen appropriate for obtaining the substance-specific data aimed at (see
explanations for details)?

21

Are the gquantitative study results reliable (see explanations for arguments)?
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A Numerical result leads to initial Category:

B Checking red scores leads to revised Category:

C Evaluator's proposal: Category:

D Justification in case evaluator deviates from B:

Optional documentation of observations with importance to relevance
(not part of the reliability assessment)

During the course of the quality assessment observations may be made which are important for
discussing the relevance of the data for specific purposes. The optional possibility is provided here to
document these observations for future use.

What is the purpose of this quality evaluation (data documentation for use under REACH, classification
activity under GHS, ECVAM validation activities, other)?

Study conducted according to recent OECD or EU guidelines (or other, e.g. national guidelines)?
If yes, which ones? Study conducted under GLP conditions?

(If not a guideline study): Does a guideline exist for the study endpoint(s) under investigation?

Are you aware of relevant deviations from the guideline(s) in the study evaluated? If yes, which one?

Did you make observations with importance to the regulatory use of the data

(example 1: evaluator may hint that a whole body inhalation study was performed with a substance, for
which profound percutaneous absorption is expected or known, leading to substantial percutaneous
uptake in addition to inhalation uptake;

example 2: an Ames reversion assay was performed with strains able to identify frame-shift mutations
only or without external metabolic activation;

example 3: evaluator is in possession of positive evidence that the results obtained with the in \itro
study under evaluation, in conjunction with known toxicokinetic data, are useful to assess the
nephrotoxicity of the substance in humans)?

Would you like to make other/general comments on the usability of the data?
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B, AR R AN SV T — %4 . TUPAC/CAS 4. CAS F 5% OR Tk A TR

e
R

SRR & T2 DHRGY . Ao ) K ORI e B4 B D 5 58213~ T

it
)

AR & 7 B s

(BB 2 (2) -1) BT LITHRET 56

#O  475%IZ

B4 5 RO BRI H W F—T — R

[ N RS s AT

mortality OR skin irritation OR eye irritation OR sensitization OR allergy OR
hypersensitivity OR metabolism OR distribution OR absorption OR excretion
OR kinetic OR PK OR TK OR cytochrome OR enzyme OR mutagen OR DNA
OR genotoxicity OR carcinogen OR cancer OR tumor OR oncology OR
immune OR neurotoxicity OR endocrine disruption/disruptors OR hormone OR
development OR developmental toxicity OR reproduction OR malformation
OR maternal toxicity OR pregnancy OR embryo OR fetus OR offspring OR
dermal OR epidermal OR exposure OR operator OR worker OR occupant OR
biomonitoring OR medical OR poison OR apoptosis OR necrosis OR cytotoxic
OR cohort OR epidemiology OR adverse effect OR case control

EAVEM) K NG Y | Uptake OR metabolism OR metabolic OR breakdown OR translocation OR

Y3 degradation OR storage OR stability OR residue OR process OR preharvest OR
postharvest OR preplant OR pre-/post-emergence OR processing factor OR
conversion factor OR hydroxylation OR photolysis OR rotation OR succeed OR
supervised trial OR field trial OR dietary exposure OR MRL OR maximum
residue level/limit

ATEEREEENEY) & | bioaccumulation OR bioconcentration OR biomagnification OR effect OR

OSEIAET

biodiversity OR protection goals OR eco OR impact OR population OR pest
OR endocrine disrupt OR acute OR chronic OR long-term OR ecotoxicology
OR colony OR hive OR aquatic OR freshwater OR macro-organism OR micro-
organism OR microbial OR biodegradation

degradation OR photo OR hydrolysis OR accumulate OR dissipation OR vapor
pressure OR mobility OR adsorption OR desorption OR persistent OR pollution
OR contamination OR aged residue OR column leaching OR leach OR
lysimeter OR drift OR run-off OR atmosphere OR transport OR long-range
transport OR short-range transport OR monitoring OR surveillance OR
environmental OR exposure OR fate OR residue

(k51 2 (2) -2)

BT LIIRETO5G

O BHICEET D O RICHAW R —TU — |

v MIxFd 5N

Mortality

skin irritation OR eye irritation OR sensitization OR allergy OR
hypersensitivity

metabolism OR distribution OR absorption OR excretion OR kinetic OR
PK OR TK OR cytochrome OR enzyme

mutagen OR DNA OR genotoxicity

carcinogen OR cancer OR tumor OR oncology

immune

neurotoxicity

endocrine disruption/disruptors OR hormone

development OR developmental toxicity OR reproduction OR
malformation OR maternal toxicity OR pregnancy OR embryo OR fetus
OR offspring

©EPeO® © 0O
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dermal OR epidermal

exposure OR operator OR worker OR occupant OR biomonitoring
medical OR poison

apoptosis OR necrosis OR cytotoxic

cohort OR epidemiology

adverse effect OR case control

SISEISISIS)

O ~OOFFECOWTHAR 2 (1) KT 3) OF—TU— & AND THiA
(K= 2 (2) -3) Web of Science (Core Collection) % H\7=55&
HA RTA L DRAIHES THET 4 —/v Fa i,
KO FHlixG L 72 D BB 553507 4 —/L B (Web of Science)

b Moxfd B EME agriculture multidisciplinary
allergy

biochemistry molecular biology
cell biology

clinical neurology

critical care medicine
developmental biology
emergency medicine
endocrinology metabolism
environmental sciences
genetics heredity

immunology

medicine general internal
medicine research experimental
multidisciplinary sciences
neurosciences

oncology

pediatrics

pharmacology pharmacy
physiology

public environmental occupational health
reproductive biology

toxicology
veterinary sciences
BB R OB FE) ~ DR agriculture multidisciplinary

agriculture dairy animal science
environmental sciences

food science technology
multidisciplinary sciences
pharmacology pharmacy

plant sciences

veterinary sciences

zoology

HAVEERBEENE ) S NS5 125§ | agriculture multidisciplinary
BEE biochemistry molecular biology
biodiversity conservation
biology

cell biology

developmental biology
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ecology

endocrinology metabolism
entomology
environmental sciences
environmental studies
fisheries

marine freshwater biology
microbiology
multidisciplinary sciences
neurosciences

ornithology
pharmacology pharmacy
plant sciences
reproductive biology

toxicology
veterinary sciences
zoology
B ERE agriculture multidisciplinary
ecology

environmental sciences
environmental studies
fisheries

limnology

marine freshwater biology
multidisciplinary sciences
soil science

water resources

FKOIWED DT 41—V NIZE £ D 2R % 8.k

(3) XIS D AT
(BB 2 (3))
*0O

AR E R D EMEFEICET 5 F—U—F

v hMoxld 5 @tk

rat OR mouse OR dog OR rabbit OR monkey OR pig OR
human OR hen OR S.typhimurium OR E.coli

JEE VW S OV BER) ~ DR

crop OR commodity OR feed OR livestock OR hen OR
cattle OR goat OR pig OR ruminant OR cow OR poultry

ATEERBEENAE ) M O'F 75 (2 %S
ERAEA kS

avian OR bird OR mallard duck OR quail OR bobwhite OR
lemna OR algae OR fish OR crustacean OR aquatic OR
chironomus OR bumble/honey/solitary bee OR pollinator
OR apis

0y

BRI E

G

soil OR water OR sediment
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4. MEBEEROE LD .
(BERM 4-1) BT —FZ R—Z2EZHMBLIEEREOF LD
#FO KT —HFRXR—RERBLIEEROELDY

F =B R— 24, MEDLINE (PubMed)

s E 2 2021/10/1

T S50 S 1 F) 2006 75 2021/10/1
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D I
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B SR 5
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—R)
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Fm SR
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EAEY) I OGS
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SR

A% B IR TREHI LI B (27— =20 &)

T —H R AW OBER LR TGRSO

SN SR AR A L A Rt B

JEAEY R OV G PEM ~ DB B D am s

TR BRI K OF S K 5w B 2 am s

BREEENREIC BT D am s
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Web of Science (Core Collection) D338~ 4 — /L K Z& W THiZR L7286 138661 4-
1 K OV42 122 T, TRtk 22 Eic LTt d, fHMERR & oA TEREAD
Dt RATARAB 4-3 K OBRAS 4-4 2552 L TS,

(£E=f51] 4-5) Web of Science (Core Collection) TR L 72 fERD E & &

T—HR—= R4, Web of Science (Core Collection)
R H 2021/10/1
ESSES D! 2006 47> 5 2021/10/1
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FElIxT Dt ¥ —U— R&EH)

BB ENRE

IVES RS

MBERME (F—U— ) DOAND® (DAND@AND®
)

%G LI D EARY TR

S 7= e 4,530 NA NA

b MIxFd 5w NA 542 130
EAEY) N OGS PE A~

DR NA 1,054 248
ETRERBEENVEY) S Y

FEIIxT 5t NA 2,405 423
BREEENRE NA 962 573

NA:

U T AL

29




5. WAVERHMEOR 2 BFET NEE LRV ST L7zimsC ) A b & 2o
(B 5 )
%0 MERFAG O S 2 BEPFE T TEE L7gvy ) I L 72w s L £ O P
JA B 5’?7}? EE H R i L3 BHGEEA . 5. 2 | el Y
No. (IE H#E =) — %K
5-1 115.4 xxx et al 2015 Effects of xxx on oxidative stress in peripheral white blood | xxx, 2, pp.15-30 BHAZH W AR
cells. doi: xxx DR TE 720
U SEA MR O 2 B NS Lpwvy) ST 288 (BB 3-2 (7)) IR LEE S TRMLTH RV,
6. PEREAM O 2 BRPE T TIX 4y aJ Xorb ) T3 c | ~mESnizimx ) A & DHH
(%TW6D sr¥ERE R TX 5y
O EEVERHR O 2 B T F[: b | &ECHI L 7ims & E OFH
YA M| F—=HEK EH HURAFE | Fm SRS fellis HWrEL
No. (HH%E ) . NV
6-1-1 1154 xxx et al 2012 | Comparison of the in vivo and in vitro genotoxicity of | xxx, 2, pp.100- | EHRERE O AEIARER, EMAT —
XXX 108 2L LT
6-1-2 1154 xxx et al 2015 | Review of genotoxicity studies of xxx XXX, 5, pp.1-30 | #FEL TH D “kfFH & L Tl
doi: xxx
6-1-3 Irs.5 xxx et al 2010 | xxx toxicity and carcinogenicity xxx, 7, pp.153- | BMBUT 53720, - EDIEE
168 REET D LHESNDREICS B
WD, EMERT — & & LT
Ho
Fe 5.5 1 0,500, 2500 mg/kg bw/day
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6-1-3 115.6 xxx et al 2012 | Reproductive toxicity of xxx exposure in female SD | xxx, 2, pp.65- | $¢5- =% GLP iRbk L [FfEECTH S
rat. 78 25, RERDN 1 B 5 B AT HEN.,
EMERT — & & LT
#5451 0, 5 mg/kg bw/day
6-1-4 115.7 xxx et al 2015 | Neurodevelopmental toxicity on Wistar rats xxx, 5, pp.1-13 | & 581X GLP ik & [FIRRE TH 5
doi: xxx N, 2HEOHDEMTHY .
BREMIECD 5 L& FEF IS0y,
FHEAFEBEMEDFR D DAL\ W T,
ERmINT —Z LITHRER,
B8 1 0,5, 25 mg/kg bw/day
Fmtett RO 2 2 H)
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UA N | 7—&EK e HRAE | G SRS FoHiEE H|Wr B
No. (HHEES) 5, NV
6-2-1 1158 xxx et al 2018 | Impact of the formulant concluding xxx on the rat gut | xxx, 10, pp.15- | S22 4 Hkr3 2 B O R 7R 7o L vE
microbiome. 23 DA, IR ZEHIRL7ZBED A
doi: xxx TRARENAARY, (KEH, FEEN
FUFR S ATV, BELEL X O ff
Hﬂé‘zn HRO b I 0 bR

[ZIEfE, ol EmbEDE <D
WEZKG L TWDHTIZD, 5%
HORE LK TE R0,
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7. PERFAM OS2 BEBE T TX 43 a ) &Il L72imst U A b ROV R 2 51l L 7265 2R
(A1 7)
KO WEEMERHMEOR 2 BFET [Kra ] LW Loz U R b R OMEEME A 3l L7246 R
S N aars NIE = HRAE | G SR PEHGEE Klimisch | /B
k No. | sk (HH 4. T, | THE
#5) N U
7-1 115.5 xxx et al 2017 Xxx use and cancer incidence in XXX, 1, 2 %JE 3-2 () TEE LA MEREAm A v
agricultural health study pp,409- ZR%4,
450 %'ZEF% : 0, 5,25, 125 mg/kg bw/day
doi: xxx NOAEL: xx mg/kg bw/day
LOAEL: xx mg/kg bw/day
ARRBRIT in vivo RERTH Y . ToxRtool fi#
FrexaT—nt 15
7-2 I15.6 xxx et al 2018 Effects of chronic exposure of xxx to XXX, 2, 2 A 3-2 () TERE L7z a MR L
pregnant mice on hepatic metabolism in pp,40-45 7
offspring doi: xxx e 55 0,5, 25, 125 mg/kg bw/day
NOAEL: xx mg/kg bw/day
LOAEL: xx mg/kg bw/day
AFRER T in vivo BRTH Y | ToxRtool fi
FrecAa7—n8 16
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8. EFSA. USEPA. IMPR OFHiiZ W\ TR FICH RS SN TV D5E01. S8 LB, s ShoiHiliES . FBITHEE

1
(BR=\A51 8)

KO WEMERHMBOS 2 BT A L fIWr L73RSCT EFSA, USEPA, JMPR OFHIEIEF ISR R GIH STV D3R
YR | F—HE | EFE HIREE | G SCRE AT T AEAMEERE | RS 1%
kNo. | sk (¥H PN (364 T4E4E)

%5) s
8-1 5.5 XXX et 2012 | xxx affects methylation in the promoter XXX, 2, JMPR 2017 amteth GIIROZ 2 M)
al regions of tumor suppressors pp-100- Part I,
108 pp.5-18
doi: xxx
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