29

OECD 2015 Integrated Approaches to Testing and Assessment
(IATA) Case Studies Project
IATA
IATA
invitro
A.
OECD 2015

IATA Case Studies Project

IATA
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B.
[ ]
OECD IATA
IATA
B-1 OECD IATA
CAS
[ ]
QSAR
Annex
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non-
GLP 7
non-GLP

12 GLP



ADME

MOA/AOP

REACH
REACH

OECD HP (OECD, 2017,
http://www.oecd.org/chemicalsafety/risk-
assessment/iata-integrated-approaches-
to-testing-and-assessment.htm#case
studies)

D.
2016 OECD IATA Case Studies
Project 2

2016-1: Repeated-Dose Toxicity of
Phenolic Benzotriazoles [Japan]
2016-2: Pesticide Cumulative Risk
Assessment &  Assessment  of
Lifestage Susceptibility [the United
States]
2016-3: 90-Day Rat Oral Repeated-
Dose Toxicity for Selected n-Alkanols:
Read-Across [ICAPO]
2016-4: 90-Day Rat Oral Repeated-
Dose Toxicity for Selected 2-Alkyl-1-
alkanols: ReadAcross [ICAPO]
2016-5: Chemical Safety Assessment
Workflow Based on Exposure
Considerations and Non-Animal
Methods [JRC/BIAC]
2 1 2

9

2016-
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2016-5
AOP
2016-2
6
1 1 IATA AOP
1 9
5 2016-5 AOP
MOA/AOP /
4
5
NAM
5 / /
2015
OECD, /
2016a 2016-3 2016-4
6 /
MOA / AOP 1
/ New Approach Methodologies (NAM)
2 5
IATA NAM
2016 2
NAM
MOA/AOP
2015 1 OECD OECD 2014
2 IATA OECD 2016b

Defined Approach
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NAM
IATA
NAM
NAM
NAM
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OECD

2016-3, 2016-4, 2015-1,
2015-2
Wu et al., 2010; Blackburn
Stuard, 2014; Schultz et al., 2015
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one to one
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WoE
invitro in silico
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2
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F.
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in vitro

in vivo
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IATA Case Studies Project

Blackburn, K. and S.B. Stuard (2014) A

framework to facilitate consistent

characterization of read across
uncertainty. Regul. Toxicol. Pharma

col, 68, 353-362.

OECD (2014), Guidance document for
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framework for using structural,
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G.
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Serizawa, H., Igarashi, T., Yamada, T.,
Hirose, A. Toxicity of repeated 28-day
oral administration of acenaphthy
lene in rats, (2017) Fundam. Toxicol.
Sci., 4, 247-259.
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IATA

No

Chemical
structure
Chemical name
CAS No.

Su

Cat

gor

Trans
cripto
mic
profile

Repeated-dose toxicity

Experimental results
(GLP/non-GLP)

Integrate
d
conclusio
n
(read-
across)

D value
(hazard
assessme
nt
value)*

3846-71-7

CAR
PXR
PPAR
Nrf2

Species: rats
Dosing: 0, 0.1, 0.5,2.5
mg/kg bw/day (male),
0, 0.5, 2.5, 12.5 mg/kg
bw/day (female), 52
weeks by gavage
NO(A)EL: 0.1 mg/kg
bw/day (0.0003
mmol/kg bw/day)
Liver effects: weight
increase, hypertrophy
of hepatocytes (0.5
mg/kg bw/day in male
12.5 mg/kg bw/day in
female), altered
hepatocellular foci
(0.5 mg/kg bw/day in
male)
(Hirata-Koizumi et
al., 2008)
GLP study

0.001
mg/kg
bw/day

HQ
@jN\
/N
\N

25973-55-1

Not
tested

Species: rats
Dosing: 0, 100, 200,
400, 800, 1600 ppm,
90-day feeding
NO(A)EL: 100 ppm
(ca. 20 mg/kg bw/day,
0.057 mmol/kg
bw/day)
Liver effects: focal
necrosis, bile duct
proliferation,
parenchymal cells
enlarged (200 ppm in
male and female)
Kidney effect: tubular
necrosis (200 ppm in
male),
Hematological effects
(200 ppm in male),
(Til et al., 1968)
Non-GLP study

0.010 mg
bw/kg/da

y

3864-99-1

CAR
PXR
PPAR
Nrf2

Species: rats

Dosing: 0, 2.5, 25, 250
mg/kg bw/day,

56—57 days for male,
55—69 days for female
by gavage

0.004
mg/kg
bw/day
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NOEL.: 2.5 mg/kg
bw/day (0.007
mmol/kg bw/day)
Liver effect: weight
increase (25 mg/kg
bw/day in male) non-
adverse

(Ema et al., 2008)
GLP study

36437-37-3

Not
tested

Species: rats
Dosing: 0, 0.5, 2.5,
12.5 mg/kg bwi/days,
42 days (male), 41-55
days (female) by
gavage
NO(A)EL: 2.5 mg/kg
bw/day (0.008
mmol/kg bw/day)
Liver effect: weight
increase (12.5 mg/kg
bw/day)
Kidney effect: weight
increase (12.5 mg/kg
bw/day)

(METI, 2011)
GLP study

0.004
mg/kg
bw/day

a4 )
<Y
N
./
N ()

70321-86-7

)

PPAR

Species: rats
Dosing: 0, 50, 300,
2000, 10000 ppm, 90
days by feeding
NO(A)EL: 50 ppm (ca.
2.5 mg/kg bw/day
(0.0056 mmol/kg
bw/day)
Liver effects: weight
increase, hypertrophy,
and/or cytoplasmic
vacuolation of
hepatocytes (2000
ppm in male, 300 ppm
in female),

(Basler, Phil 11 W.
and Gfeller, W., 1987)
GLP study

0.0125
mg/kg
bw/day

HQ

2440-22-4

®3)

Nrf2

Species: rats,
Dosing: 0, 30, 100, 300
mg/kg bw/day, 42
days (male), 42-53
days (female) by
gavage

NOEL: < 30 mg/kg
bw/day (< 0.133
mmol/kg bw/day)
Liver effects: weight
increase (30 mg/kg
bw/day in male, 100

0.005
mg/kg
bw/day
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mg/kg bw/day in
female),
hypertrophy of
hepatocytes (300
mg/kg bw/day in male,
100 mg/kg bw/day in
female),
Kidney effects:
degeneration and
regeneration in
proximal tubules (100
mg/kg bw/day in
female),

(METI, 2007)
GLP study

HO,
N—<‘ ; :
~ /
N

3147-75-9

(4)

CAR
PPAR

Species: rats
Dosing: 0, 12500,
25000, 50000 ppm, 30
days of feeding
NO(A)EL: 5658 mg/kg
bw/day (17.49
mmol/kg bw/day)
No effects,

(American Cyanamid
Company, 1968)
Non-GLP study

9.43
mg/kg
bw/day

Cl
/N\
N
=~/
N

3896-11-5

No

def
ine

Not
tested

Species: rats
Dosing: 0, 62.5, 250,
1000 mg/kg bwi/day,
42 days for male,
44-56 days for female
by gavage
NO(A)EL: 1000 mg/kg
bw/day (3.167
mmol/kg bw/day)
No effects

(MHLW., 2007)
GLP study

5 mg/kg
bw/day

\_/><

o<
! )
NG \ (
‘>_O

d N\

84268-33-7

No

def
ine

Not
tested

Species: rats
Dosing: 0, 50, 200,
1000 mg/kg bw/day,
28 days by gavage
NO(A)EL: <50 mg/kg
bw/day (< 0.141
mmol/kg bw/day)
Liver effects: weight
increase, Necrosis,
hypertrophy of
hepatocytes (50 mg/kg
bw/day in male),
diffuse hypertrophy of
hepatocytes (50 mg/kg
bw/day in female)
(Ciba-Gaigy, 1986)
GLP study

0.008
mg/kg
bw/day
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NO(A)EL
1 <64
. 7 No mg/kg
o t | N bw/day) | 4 911
10| " g def ot (<0.141 mg/kg
0 . tested mmol/kg
y ine bwiday bw/day
127519-17-9 d
Hepatoto
xic
effects
NO(A)EL
125
O mg/kg
» " bw/day 4
. C@ o | Nt 00056 | 0904
tested mmol/kg
73936-91-1 bwiday) | 29
Hepatoto
xic
effects
NO(A)EL
1< 35
HO No mg/kg
N bw/day
@ /“Q Ul Not (<0.133 | 0006
12 N def mg/kg
. tested mmol/kg
ine bwiday) bw/day
3147-76-0 d Hepatoto
xic
effects
*D (mg/kg bw/day) = NOEL (mg/kg bw/day) /uncertainty factor.
If NOEL was not available, D = LOEL (mg/kg bw/day)/uncertainty factor.
1 2
Year-No. Assessment Endpoint IATA topics
approach AOP™ | UR™ | NAM™3 | L/N*
2016-1 Read-across Repeated dose X X
(Japan) toxicity
2016-2 Grouping for Neurotoxicity X X
(US) cumulative risk
assessment
2016-3 Read-across Repeated dose X X X
(ICAPO) toxicity
2016-4 Read-across Repeated dose X X X
(ICAPO) toxicity
2016-5 Safety Repeated dose X X
(JRC/BIAC) | assessment toxicity
workflow
2015-1 Read-across Mutagenicity X X
(Canada/US)
2015-2 Read-across Repeated dose X X
(Canada) toxicity
2015-3 Read-across Repeated dose X X
(Japan) toxicity
20154 Read-across Bioaccumulation X X
(Japan)
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*1. AOP: MoA/AOP
*2: UR:

*3: NAM:

*4: L/N: /
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