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SYRTAF— IR TE B AWD82%IEH T T TR FTHE

Equivocal =& ER9I %<& Equivocal 7=o7=
Non-malformation ZHiER9 $& Equivocal =71

Malformation

2 < Teratogenic index (LCgo/ECgp)

=<
F 4 5T
Ean LC50
EC LG

50
— > > > NS A L\
L SYRTAS—RERIETESIE AT T RTE TS TR
o . . — = .
ARAL2 D13 Biobide ©LEIFkD &R (Equivocal ZHRH ATHKLY)
Table 2. Comparison of MEFL of 22 test compounds in rat, rabbit, human and zebrafish. EC50 LC50
Test compounds Rat Rabbit Human Outcomes
MEFL MEFL Teratogen in Zebrafish E . l
Acitretin X X X Yes (Malformation) q uivoca
| Aspirin X B X Equivocal | 1 < Teratogenic index (LCsy/ECs) < 2
Bosentan X - - Yes (Malformation)
| Busulfan X X X No (Non-malformation) | R e
Carbamazepine X X X Yes (Malformation)
Cisplatin X - - Yes (Malformation) 50 ECx J [ LCx
Cyclophosphamide X X X Yes (Malformation) Aspirin
Dabrafenib X - - Yes (Malformation) ECrin Ll Tbrutinib
Dasatinib X - - Yes (Malformation) Methotrexate
5-Fluorouracil X X X Yes (Malformation)
Hydroxyurea X X X Yes (Malformation) EC50LC50
| Tbrutinib X X - Equivocal |
Ibuprofen X - X Yes (Malformation) _ 1
Isotretinoin X X X Yes (Malformation) NO Ql 8 mrgalstg Em)snztli oon n
| Methotrexate X X X Equivocal |
Pazopanib X X - Yes (Malformation)
Ribavirin X X - Yes (Malformation) ﬁz%
Tacrolimus X X - Yes (Malformation) LG
Topiramate X X X Yes (Malformation) S0
Tretinoin X X X Yes (Malformation) Eﬁ's‘,"f?”
Trimethadione X - X Yes (Malformation) LCrmin HIEL
Valproic acid X X X Yes (Malformation) ; BNE5E
R AR

TI3T4vaDAEERESEHBROERE M - sHEMHE

Mori K et al. J. Tox. Sci. (2024)



Tissue Observation
Body axis Short
Body axis Bent
Somite Unclear
boundary
Notochord Bent
Notochord Unclear
structure
Caudal and | Absent
ventral fin
Caudal and | Hypoplasia
ventral fin
Pectoral fin | Absent
Pectoral fin | Shont
Pectoral fin | Bent
Head Small
Head Edema
Eye Absent
Eye Small
Eye Edema
Otoliths Absent
Otoliths Small
Otoliths Supplementar
4
Lower jaw Hypoplasia

T IS5T492DEFR/NF—2

TR RBX

Mori K et al. J. Tox. Sci. In press.
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Cross-species comparison of teratogen-induced malformation

LEER

B

|||II-

Test compounds |Tissue Rat Rabbit Zebrafish
Body axis/Limb |Humeri, radius, ulna Ectrodactyly; Body axis, short/bent;
malformations Tail malformations; Notochord, bent/unclear
Long bones structure;
malformations Pectoral fin, absent/short
Acitretin e
Craniofacial Cleft palate Cleft palate; Head, small/edema;
Skull malformations Lower jaw, hypoplasia
Eye Open eyelid Eye, small/edema
Intestinal organs |Dilated renal pelvis Abdomen edema
Others
Central nervous |Exencephaly Head, small

system

Body axis/Limb

Severe defects of
vertebral and costal
bones;

Bent fore and hind paw;

Kinked tai;

Craniofacial

Craniorachischisis;
Protruding tongue;

Body axis, bent

Lower jaw, hypoplasia

EBHEESHABROERE T T > RMHE

HICHYHEHD

T hSRERX

Mori K et al. J. Tox. Sci. In press.
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scientific reports

W) Check for updates

OPEN Establishment and genetic
characterization of zebrafish RW
line

Kenichiro Sadamitsu?, Makoto Kashima?, Seiji Wada®, Akiko Ishioka®, Satomi Nakayama3,
Ryoko Nakayama3, Hitoshi Okamoto?*5>I & Hiromi Hirata®™
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The effects of teratogens on malformations, lethality, and gene expression are consistent across

various zebrafish strains during embryonic and larval stages

Chitose Taya', Kota Ujibe', Shinnosuke Shimodaira’, Aoto Sakamoto', Seiji Wada', Makoto Kashima®
and Hiromi Hirata"*

'Department of Chemistry and Biological Science, College of Science and Engineering, Aovama Gakuin
University, Sagamihara 252-5258, Japan.
“Faculty of Science, Toho University, Funabashi 274-8510, Japan.

"Comrespondence: Hiromi Hirata. Aoyama Gakuin University. 5-10-1 Fuchinobe, Chuo-ku, Sagamihara,
Kanagawa 252-5258, Japan. Phone: +81-42-7596235. Emanl: hihiratajrchem.aoyama.ac.jp
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