2025/1/9 BEEREMFAES AR ANNI74TOZILEFELSN)]

ESEISEU)
LI DARSTRRO0FRNMIR VEIRHBAN SR EN F U,
[No. |~[#% (& EANCIRVEREENSIRESNIEEROFEDEHELTVET . 212U,

FRICVEEVWVHHE RZEER. [TARERODIEIRUT DEOF RrOER |z &kUEU.
EMRESZHFAVLET .

Z2=1REI=FN)
J47OZIVCDWT, FAOAHBIFIXAS MECTVFEE A

UNOEMEZEELD]
FHIOXY MECEVEFE A
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FEER XY MERTESVER Ao
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IASRTEVFE A
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IASRTEVFE A
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r>T FIl
— - | BYIEHE in vivo (mg/kgthEX . &
NR | EE0 - =E TO NOAEL LOAEL Klimisch SHEDERIED
No. Xk Sv—FIE%E EEA - EILIER AR EF e gco (B7E) & e v A~ e
F FRIEH#RES Vs S| BOBE E1)::[0) T vt ma/kgtkeE/ /NOEL /LOEL J-R BEEMCEIT3IER
ki =D
“Category c” . e .
Food and chemical The in vivo metabolism study is considered as relevant because EMAPSENEIC BT 532k — —
toxicology (2015) - of the hepatic endpoint. The study demonstrated that fipronil *0. 1. 5. 10. 15 mg/kg/AE/HOMBET. SyN6H
Volume98y3 (215—2,21 https://doi.o © ex osurepin liver oFI: rats: ina doseyran e between 1 m /i bw - RS EEARIE L S, BRILILSYNORT=I0) L2
6-2-5 Fipronil induces cyp ISSN: 0278-6915 2015 Caballer |Universidad Complutense |rg/10.1016/ Metabolism Original|  EPA o rat 1,5, 10, _ - _ 15pm /kg bw (dose dependend mannger) for 6 davs signif(-izjcantl SH@ICERL |WTI(TOZIOCYPESERAIELR,
isoforms in rats o ) oetal. |de Madrid j.fct.2015.0 paper | (2020) 15mg/kg/day : 9/kg P ; ¥s Sig Y st < J470ZIVE BIERICHITBCYPE SREFE U,
Published by: Elsevier 6.019 DP No induce some members of the hepatic phase I CYP enzymes
Ltd Source Note: ’ ; (CYP2E, CYP 1A, CYP2A, CYP2B and CYP3A subfamilies with . - JE— N
2015 Sept. v. 0283 431560 CYP1A1/2, CYP3A1/2 and CYP2B1/2 isozymes) which could FPA (2220) T, SCEHEO.L. BRI
) h - R FREL THEEEIN TS,
influence the metabolic activation of different compounds.
A “Category c”
Toxicology Letters ] . . .
crec ot tonton (S G015, | o
6-2-6 |enert meiabolism in (236) 34-42. 2015 [Medeiro (Univ Estadual Paulista ro/10.1016/ Metabolism Original - — rat 10,15, 25 - — - that fi ron[i)l—induce[::l rat Iiv:a/; showed effects czln the energy- FHCERFAL |- 10, 15. 25, 50 MO THTRERILE,
the ggﬁused rat liver http://www.elsevier.c s et al j.toxlet.2015 paper and 50 pM Iinkedphe atic metabolism. However. the results are not ay TRUVSZHR SEREBYICHVT, 50 pMABET(E, JILD-2ARUFLED
i’ om/locate/toxlet. . :04.016 su Iemepnta data for se'ttin or re:/iewin risk assessment BRI UREROEEEREDSNL,
CODEN: TOLED35 pp i 9 9
parameters.
-ENMMARRBIAER(CRE S B3k
-MCIEUI D402 %10 mg/kgREDRRTSY M8
JEemESTON RE(C SYUIHRESR. #Ri
Chemosphere (2013) @Sﬁﬁﬁlfﬂ}i%b {aklfﬁéb [COVTIRFTUIHER, iR
(2276-2283 ISSN: https://doi.0 DIETREDKEB D FAEHHIBTHO.
. ' ) —— BRHT 5 D, FHPT 3 BRORBMIRES N,
Disposition of fipronil 0045-6535 Published Cravedi ro/10.1016/ invivo (3y |10 mg/kg & p7IU-b STmICEERL
5-1-14 |>'P P by: Elsevier Ltd 2013 INRA, UMR1331 j.chemosphe|By#n@hsE BE |- - A JEGLPERER/HEHILIT A NI RS54 S DEEEBL Frm _ R i}
in rats Source Note: 2013 etal. re.2013.07 b = WERBEEDD, n=3 USR-Sy MR EARBIERER (SRR LS. (2)] (-
N . . T ’ ) BUT, BIEERIREOFRFPREEL TDRVEN, EHA
ov. v. 2293 no. 083 - NP,
2210 HELTB, CRUENEESNTLS,
Sy AVEEMIARENEER (RORS) [FHEE
RI.5.(7)] CBVT, REHADBOIIR, A, BERHRUFTAE
ANOSITNERHSNIZ,
- ENMARR BN AR R U TN EEIRIC RIS B 3k
5 F1AR0H, (ML)
-0, 100 mg/mL (RAAE50 mg/kgihE) ZH#IIX
[RRUESULER. 25 (MUK, Mk, FERAHERE. FHE)
[CHTRL. ECAHECREMWIBICR BN,
=201 FKIRERER T TN, — TR
|pesticide . TN EEORBMOENOBIEN. IIRERBNTRIFENTED. R RS+ FRIEBATIEA -7 P~ LOWERMOTES
The effects of fipronil Biochemistry and doi: 2N, EELASEIRHLTLS . YFREEEHER T I N - EDIBINN RSN,
/A |on emotional and remistry Suzuki o 10.1016/5:D | gt oo pesoss - F BEEEEEERL e, FRTICIERL |- M EEME (RERAok—/{ B8LBE0tOhs
. " .~ . |Physiology Volume 2021 Hokkaido University EYERE/ RS | RS NUA D AR N N e e 4 1
k2 |cognitive behaviors in et al. estbp.2021. PN X i - TRUSZRK >) OEMNERHENT,
175, June 2021, 8% : WESTHEHSMHRULESNTLS, AAOENEEIRETTS LT, Sl - - s
mammals 104847 104847 CEFSNBAELETS *SYh YOR RAREAZOFFZI0Y - W RVASEREE
- BT, RIRUA OVmax/KmiBid 5y NEUIIRLD
BROEMENE LN,
YOZEAVEEWMANENERER (BROKS) [FHESE
FR1.5.(7)] [ZBVWT ATONVRUREHIBOIIR, Bk
BERE R UBFREA DS TNERHS NIz,
Evaluation of the
enantioselective in o
vitro metabolism of IMPR Not relevant REBANZZLICRIT DR
the chiral pesticide partl-  This is a in vitro study on human liver mictosomes. EMNFIIOY-AEBIZI4T0Z (SE3HEK) WUES -
fipronil employing a Food and Chemical Daniel https://doi.o Residues T4TOZIWRUR -I4TOZINDin vitro AR, STAZIRK
human model: Risk . Blascke |Universidade de Sao rg/10.1016/ ) Original in vitro Remark: Report on enantioselective metabolism. SHECERL [BERERHENBH MR,
8-1-43 Toxicology 123:225- [ 2019 ~ . . Metaboism (2021) — - - - - - . . R , . . : N
assessment through 232 Carrao |Paulo, Brazil j.fct.2018.1 paper Partil- (human) In vitro metabolism of rac-fipronil, S-fipronil, and Rfipronil TRUVSZHR
in vitro-in vivo ' etal. 0.060 Toxicolo by human liver microsomes was evaluated. -JMPR(2021) TIHERNSI &N, J1TOZLOIIAEIR
correlation and s & Concluded that it is unlikely to be of toxicologic importance in BIHIRENCBVTEREFHICEBE THBLFE RIS
prediction of humans. ntws.
o (2021)
toxicokinetic
parameters.
R “Category c”
ROI? of Iong non - . . The in vitro study is relevant because in perspective to
coding rna in deet- Pesticide biochemistry § o .
N } ) . understand the molecular approach of fipronil induced effects in
and fipronil -mediated|and physiology (Jul . . . . ) . } S = - e
alteration of 2020), Volume 167 https://doi.o in xenobiotic metabolism in human primary hepatocytes. Within REIXDZXLCBIT D (FE14EE)
6-2-8 |transcripts associated (104667 ISSN: 2020 Lawrie |North Carolina State rg/10.1016/ Metabolism Original _ | vitro(primary 10 uM - - B the study, used RNA-Seq of 10 major enzyme categories SHIICAEERL |- MIACAFHEARIC10 uMALIBURNAS —I T > RFRARUIEES
with hzse i and 100048-10357.5 et al. University j.taap.2019. paper human H involved in phase 1 and phase 2 xenobiotic metabolism were TRUVSZHR R, BUESLUE2BRAHCRESIZ100FERER D
p” o 114873 hepatocyte) significantly up- and down-regulated after 10 uM fipronil FIU-THERRMEMNEHIINRHSNI,
phase ii xenobiotic Source Note: July
X - exposure (53% up and 47% down). However, these results are
metabolism in human |102020 v. 104167 . S X
- not supplementary data for setting or reviewing risk assessment
primary hepatocytes
parameters.
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- r>T L
- | BYNEH in vivo (mg/kgkEX _ .
NR | EE0 - BE | To NOAEL LOAEL Klimisch SHEDERIED
No. Sv— % _ B LTI - BT 9, g =
o L S P PR AL REDE | s | B |sime| @M & JNOEL | JLOEL | 3-k EAT SR
S|R0EE /in vitro mg/kg{kE/
=F 3 =

Category ¢
-In vitro cell culture test with human cell lines
+Non-GLP study VEFF(CRIS DR, (FEMERY)
-Non guideline study b MIABFRREZ0.1~25 pMOI4TOZ)L TABURE

Department of £, CYP1A1, CYP2B6. CYP3A4KUCYP3ASDHEN

Fipronil induces CYP Chemico-Biological Environmental and https://doi.o o in vitro 0.05, 0.1, Remark: The treatment of human hepatocytes with fipronil BNz,

7 8-1-40 isoforms and Interactions (2006), 2006 Das et [Molecular Toxicology, rg/10.1016/ Hepatotoxicity Original IMPR - (human |0.5, 1, 3.125, 0.05 uM 0.10M _ resulted in a dose dependent increase of CYP1A1, CYP3A4, SHEICEERL |- 20Eh . £ NTHRRRER MR (HepG2#ia) #7470
cytotoxicity in human | Vol. 164 (3), p.200- al. Raleigh, NC 27695-7633, |j.cbi.2006.0 P paper (2021) hepatic and | 6.25, 12.5, oM - CYP2B6, and CYP3A5 mRNA expression starting from 0. 1 pM.  [7RUL\SZEK DR (SAHYBTUIBULHER, 77 VBT —iEH.
hepatocytes. 214 USA 9.013 HepG2 cells) 50 uM Additionally, increases of enzymatic activities were measured for| HRN-E3/7;E OB RDSN,

CYP3A4 and CYP1A1. Cytotoxicity increased throughout the
dose groups. Cytotoxicity was shown to be driven by apoptosis, -JMPR (2021) Tld, RHERADEELUTHERNTEH
as indicated by significant time- and dose-dependent induction SN EAZEARCARNDIERIOVWTEREIN TS,
of caspase-3/7 activity in both HepG2 cells and human
hepatocytes.
T:‘: ::Efir:cc: pttc;)rrs Biochemical Tiit(ierfJ c\)/Ii’\\lllocstud is categorized in Category c because of S LBEOG. (FIE)
gndgconstitutivep Pharmacology INRA, UMR1331, Toxalim, consideration ofythe endgoint hepatic gn;yex ression to thyroid 0. 3 mo/kghiE/EIOMETUESY M- 14 E RN E5H
androstane receptor (2013), Volume 86, Research Centre in Food http://dx.doi Wistar rats hormone metabolism afti:r fi ro:il ex| gosition Eould be of Y RHESL. I0PLARUPCRIBE T REARAAL
contribute to thep Number 7 (997-1039 Roques Toxicology, F-31027 orp./10 1'01 Original © wildtype ' 3,510 significance. For instance, fi ionil treaptment result in ERWICEER | AER. TSHIBAN AR CCARRUPXREGEEE T OR

8 6216 (i1 imact of fipronil on ISSN: 0006-2952 12013 etqal Toulouse, France, é/'%c 2013| Mechanism ag or | PR L C57BZ;)6J ma/kg per o o B ugre Ulation of several éngs involved in the metabolism of SEIEEEDS ARSI
o Published by: Elsevier " |Universite " de Toulouse, |~ cP0 PAPET | (2021) Nt day e e e b B HRIACBNTE, BIETRREBMIERNT.,
expressi%n "ked to | Inc: Source Note: ENVT, INP, Toxalim, F- 08 e loctomao ghase I enzy o everal membrane T REUREACDBETFCOVT, PXRARIATIZTIIH
o proi e e 2013 Oct. 1031 v. 31076 Toulouse, France e o V‘;r s p B, CARRIEVIX THERITRA RO, B

yroic 1086 no. 1037 porters. '/ hese | PP v RETRILES JUT 5 A BB BN RSB NRIT.
metabolism data for setting or reviewing risk assessment parameters.
< J470ZI5%RFIRT4TO=ILELTO. 0.1, 1, 10 mg/L
Sub-chronic exposure Category c (0. 0.02. 0.2, 2mg/kgAE/BHHEY) ORETHIYN
to fipronil induced Abdel- . Nog:n;zrmation on GLP (CASHRIBUKIES USSR . ASTRUALTOIENEDF
oxidative stress, https://doi.o O . I N SODEES(ER N ANY—H—DIBINN (FRANNERHSN
) _ ) Tawab ) : - o * No NOAEL/LOAEL were obtained BaliltEz

9 8-1-54 biochemical and Toxicology Reports 2015 |H National Research Centre, |rg/10.1016/ Sub-chronic Original| EPADP | in vivo 2.0.0.2,0.02 Not Not - « The number of animal per group (n=6) wasn't enough SO o

histopathological 2: 775-784 ’ Egypt j.toxrep.201 toxicity paper No. (rat) mg/kg b.w. available | available per group (n= 9 P - HRBRYEE NEF Tr Dk

A A Mossa (OECD408) 53Rk
changes in the liver ot al 5.02.009 431560
and kidney of male ) Remark: 45 days sub-chronic repeated oral toxicity in rats -EPA (2020) T(d. XMl L FHlE(CERLRVX
albino rats. ’ 4 P Y ’ FRELTHEEENTLS,

CAHETEER (—B¥6IL) MAMRUVEER.

Is the mechanisms of " ”
fipronil -induced Category
thyroid disruption Toxicology Letters UMR181 Physiopathologie doi: The focus of the study is to evaluate the mechanism of thyroid 531 AEOH. (EMN)

10 |6-2-101s :;cific of thz rat: (Shannoi\; (2010) 2010 Leghait et Toxicolo );e EF>J< " 9 10.1016/j.to Mechanism Original B B Shee 0.5 mg/kg, 5 B B B disruption in sheeps after fipronil exposure. Thus, the in vivo SHmICEERL |-0. 5 mg/kgRE/4AHDAETLY (4R (1 LAMKRE
Rz-evaluation of ’ (194) 51-57 ! et al. rimentales gIJNRA p xlet.2010.01 paper P mg/kg/day study is considered as relevant because of the endpoint thyroid [/2U\SZER EHIROIRSUER. WINORSHARICSV T, MmEE
finronil thyroid ' .018 disruption but does not contain supplementary data for setting T5. T, TSHIBECELRFERDSNBN LR,

P o Y or reviewing risk assessment parameters.
toxicity in sheep?
Transcriptomic Toxicology and

Scrip! Applied Pharmacology M . 53 1AROH. (EMEN)

modifications of the ; Category ¢ = - .
thyroid gland upon (2020), (389) Article Wistar rat This study is relevant regarding the endpoint endocrine activit -0, 3 mo/kgthE/BOME TUETY b 14 BIRIRIEERF

yroid gland upon Iy - 114873, , https://doi.o0 . nis stucy garding P ; v FOHESUIAER, Ts, T/REORA RSN, $4050
exposure to X . ToxAlim (Research Centre . (Wistar Fipronil treatment decreased T4 and T3 concentrations and = o v e a N

) http://www.journals. Martin |, _ rg/10.! ) Original ) X SHECEERL [TV B FORIRIENENRHIN,

11 | 6-2-11 |phytosanitary-grade g . 2020 in Food Toxicology), . Mechanism - — HsdHan: 3 mg/kg/d — — - modulated key genes related to thyroid hormone synthesis, but | e N N o N
! - ) elsevier.com/toxicolo et al. ) " 016/j.taap.2 paper TRUSZRK -FHEICERRFIAK R AMSSNTLRL,
fipronil: Evidence for —and-applied- Université de Toulouse 019.114873 WIST only one dose level was tested. However, the results are not
the activation of 9y pp : Outbred) supplementary data for setting or reviewing risk assessment

compensatory
pathways

pharmacology/#descr
iption. CODEN:
TXAPA114879

parameters.

- ERRARBEBEN DR E(CRI T 3GLPERER MR SN TLWS
[FHMfiEZ T .13.(1)~(4)].
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- Rz T L
- | BYNEH in vivo (mg/kgkEX _ .
DR | o =50 - BE |’ TO NOAEL LOAEL Klimisch SHEDERIED
No. S -1 _ Eerr e - Evg N . -
o L S P PR AL REDE | s | B |sime| @M & JNOEL | JLOEL | 3-k EAT SR
S|R0EE /in vitro mg/kg{kE/
ki =D
*InstitutNationaldelaRech
ercheAgronomique,UMR1
331, Toxalim,ResearchCen
treinFoodToxicology,F- " ” - - _
Cyp450-dependent 31027Toulouse,France;an Category ¢ W51 AR0OG, (EH)
biﬁransforiwation of d+ Universite ’d’e ! Wistar rats The publication is relevant as if focused on the fipronil induced < J4TOZIVR (R EIB%O. 3.4 pmol/kgihkE/BHORE
the insecticide fioronil Toxicological Sciences Toulouse InstitutNational |doi:10.1093 (Wistar effects on the endpoint thyroid disruption. The results of this in THIRBREIBREESY N (TSRE QR TECLDHERF) (C14
) ) ) P (2012), (127) 29-41. Roques ' ) . ) Original 344u vivo study showed that fipronil sulfone (metabolite) treatment  [FHEiICfEAL |BRRERHBIROIESUER, WINICBWTETIVTS
12 | 6-2-15 |into fipronil sulfone . . 12012 Polytechnique,EcoleNatio |/toxsci/kfsO Mechanism - — HsdHan: — — - ¥ . N N SN . .
: ) - |http://toxsci.oxfordjo et al. s paper mol/kg/day could reproduce the fipronil treatment effects on T4 clearance  [[#2V\SZ#k SZIEN, UGTRUSULTEEE, CYPEMHEMNRHSN
can mediate fipronil - naleVe 'te 94 WISTOutbred A A .
X - urnals.org/ S , and hepatic enzyme induction in rats. However, these results 2o
induced thyroid rinairedeToulouse,Ecoled ) X L .
disruption in rats Inge’ are not supplementary data for setting or reviewing risk
<& A HEE A] g
nieursdePurpan,Universite assessment parameters. MRORINHHOEIIERES.
"PaulSabatier,UMR1331,
Toxalim,F-
31076Toulouse,France
“Category b”
Fipronil -induced The in vivo study is relevant because of the endpoint endocrine H5R1IAE0H, (EMHEHN)
disruption of thyroid UMR181 Physiopathologie system linked with hepatic enzymes with the point of view to -0. 3 mg/kghE/HOAETHESYMNI14X(F28H MR
function in rats is ot Toxicolo »;e P 9 https://ww evaluate the effects of fipronil on thyroid hormone (TH) ERFROIRS USSR, MIEPT,, TR TSHIENO
mediated by ) ) g ps: ) concentrations and elimination in the rat which are ENN IINI0>EENS YRI5 - TEEDIBIIENRHSN
increased total and Toxicology (2009), Julien et Experimentales. INRA, w.sciencedir Endocrine Original supplementary data for reviewing risk assessment parameters. [FHEICERAL |1z
13 | 6-1-9 _ (255) 38-44. CODEN: | 2009 ENVT, 23 Chemin des  |ect.com/jou ndoen . - - Rat |3 mg/kg/day| - - - pplementary fata’ 9 P o -
free thyroxine TXCYAC al. Capelles. BP ral/toxicolo disruption paper In conclusion, fipronil (3 mg/kg/day) decreased TH plasma TRUSRIR
clearances 87214 3.1076 Toulouse concentrations simultanously to increased thyroid stimulating - ERIRARMERE ICRI I BGLPEEBR MBI N TWVS [FHEBER
concomitantly to Cedex '3 France oy hormone plasma concentrations in intact thyroid female rats. I.13.(4)].
increased activity of ! ! This study was to be able to show that fripronil induced a two
hepatic enzymes fold increase free and total T4 clearance which mediated by SHECERRIAMBEMESN TR,
increased hepatic enzyme activity.
Journal of
Occupational Medicine
and Toxicology
(2016), Volume 11, 5 F1AR0H, (M)
Number 10, (18 “Category b” + 0.8 mg/kgAE/BORET. YIRIC7BRIRERHIRE
March 2016) p., 28 Western College of The aim of this in vivo acute toxicity study is to evaluate OX(FHRBIGS USSR, MREPRORE. KB _EE O
Fipronil induces lung |refs. ISSN: 1745 Merkow Veterinar Megicine DOI10.1186 Pulmona Original immunbhistologically the lung, which showed lung inflammation L 2. MERROIEE. MENK-iEHREEMDEOVWF
14 | 6-1-12 |inflammation in vivo |6673 Published by: 2016 |sky et Universi yof ! /s12995- toxicit i ag or - - Mouse 8 mg/kg - - - after oral and-irhatative intranasal fipronil administration (8 ;‘L\XZW B IEDIBANNERHSNIZ,
and cell death in vitro |BioMed Central Ltd, al. Saskatcr?v;wan 016-0102-0 4 pap mg/kg). Because of this endpoint, this study possibly available ¢
London URL ! as supplementary data for setting or reviewing risk assessment [EAECRDIER (YUAOMR]) HNE&HEESNTORL,
(Availability): parameters.
http://occup RBIN S B E (BT BT,
med.biomedcentral.c
om/articles/10.1186/
512995 016 0102 0 (
“Category c”
Anderstand the tnocular mechaniom of pulmonary toxit 0. 4.75. 9.5 mo kit B/EO R THE /005
Respiratory Research, induced by fioronil (orally, 90 days) and B bl o RAERHETHYSURRER, 4.75 mo/kgikE/BEHHL
Transcriptome Vol. 20, 20190101 - Ieme:}'tap P ;'émn 0‘; reviewﬁ’n ris: B TWNT-6. MAPK-8, IL-4/%UIL-17CORILBAMENML
analysis reveals the | [SSN: 1465 993X & Arif Guru Angad Dev hitps://doi.0 9.5 a?;)meters ‘IZ]e focus of the ?n vivo stud ?Nas to reflect the e
role of the pcp ISSN: 1465 9921 Ang . rg/10.1186/ Pulmonary Original mg/kg/day. p . v SHMCAEERL | -RIEFRRICOVTRIPUS D RMESN TV, HlFER
15 6-2-2 - . 2019 |Ahmad ([Veterinary and Animals . - — mouse - — - involvement of the Wnt/PCP pathway which plays a role of N . N
pathway in fipronil DOI: 10.1186/s12931 : ) ) $12931- toxicity paper 4.75mg/kg/d L o TRUSRIR PEEESNTORRL,
. R etal. Sciences University chronic inflammatory conditions after long term exposure of
and endotoxin- 019 0986 1 Published 019-0986-1 ay fipronil in mice lung. Longterm exposure after fipronil treatment
induced lung damage |by: BioMed Central, P 9. Longte P P “WNT-6. MAPK-8, IL-4 R UIL-17COENICFIEAER
low (4.75 mg kg— 1) and high (9.50 mg kg-1)] altered the R N
London ( . ’ : ) EFFRHSN TR,
transcriptome and histoarchitecture of mice lung. However,
the_se r_esult_s are not supplementary data for setting or B RA DA B AN TR,
reviewing risk assessment parameters.
Pulmonary expression
of pla2g5 during lung . ) +0. 4.75, 9.5 mg/kgiRE/HOAETHYIR(CI0HM
. h Journal of Applied ; https://doi.o . B
. - o e |- _ if HER. 4. B
16 | 5163 [roumage nice  [and Natural Science |, (POt O ANGAIDEY  rgriozions| L e | C v @ |, oo o IR X=X LIRTED. URDSHE) 54— SORIEFT A RIELOIC [Py Lot TR 475 ma/kol®/A LR
il (2019), 11(2), 285 . Lerinary and A fiansvitiz, |77V - 2) hthd FIRITIAERT —FESATUR, pus | 9 R
and 290 Sethi Sciences University 2043
lipopolysaccharide HEROBENNHROENERRS,
interaction I RRA > B HEE DBIENBARE TR
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- L. | BYNETE in vivo (mg/kgkEX . -
No. ik s-rnes | DX | gas EEO B wrnn | e | meo | 2| @ & NOAEL | LOAEL | Klimisch  FHEOBRED
F FRIEH#RES [#655 3| HoSE E1)::[0) Jin vitro ma/kgikE/ /NOEL /LOEL J-R AR BIER
ki =D
“Category b”
Environmental The focus of this developmental study is the endocrine system, H5E1IAE0H, (EMHEMN)
Thyroid disrupting Toxicology and particularly oxidative damage and genotoxicity in lymphoid - J4TOZIOERFIZ0. 0.475 mg/kgihE/HORETIH
pesticides mancozeb Pharmacology organs in SWISS albino mice. According to the EFSA conclusion #YIA(C308R[ (E?§31~60E|‘) &iﬁﬁﬁﬂ]?&lﬂ?ﬁ%b
and fipronil in mixture (2020), (79) Article https://doi (2006), in long term studies and reproductive studies, thyroid THER. Hﬁﬂﬁ&&lﬁﬂ@ﬂzﬁ(iﬁﬁ%SOD;E’IE&UEE%EHEE%
- No.: 103408. Bano ’ ) Genotoxicity, . 95-mgrkgbw changes were observed and therefore, the publication is I OZALA NSRBI FERHS NN DT,
caused oxidative ) ) ) Org/10.101 Original R Sl CfERL
17 6-1-1 damage and http://www.journals. | 2020 [and University of Allahabad 6/j.etap.202 developmental paper - - Mouse 0.475 mg/kg - - - regarded as supplementary data for setting risk assessment RSt . “
genotoxicity in elsevier.com/environ Mohanty 0.103408 toxicity #HE/H parameters. Fipronil (95 0.475 mg/kg bw) did not show any NP TEOREFECLDRES L, THHFICLIHE
vmbhoid organs of mental- toxicology- ’ effect on SOD (superoxide dismutase activity) and LOOH (lipid ZARFTLTHD. HEROBNNTHEO BN E RS,
rZ]icz 9 and- hydroperoxide level activity) of lymphoid organs in sex and - HRBRYEE NEF Tdr DRk
pharmacology/#descr timepoint (PND 61/PND 91). Furthermore, no DNA damage in
iption splenocytes and thymocytes on fipronil exposure via the comet -HEBROBENRFAIESNIEENTHMEOB N ERRD.
assay were observed.
BS5E1AE0H. (EHH)
- J4TOZIOEFZ0, 0.475 mg/kglhE/BORZTIH
Thyroxine modulation . HEYDRIC308 R ($?§31~60l?|) RIEEHERR O™ SL
of immune toxicity Life Sciences (2020) Bano https://doi.o b?j')_f.b ) ) i i =t N EF’%H;??IUIz?)f\w%g(iéﬁﬂ)‘iﬂ@b‘jmih\ ®
18 | 5-1-6 |induced by mixture |(260) Article No. ! 2020 |and Department of Zoology, |rg/10.1016/ mE e } } in vivo (Y7 |0.475mg/kg JEGLPERER/HEERLLI=T A NG A RS> DR BRL STAMh(CfERL Hibkﬂﬁﬂfﬁ?ﬁﬂ]ﬂﬂ&l)‘ﬂ’@ﬂ%ﬂ]ﬂﬂ&?*f N1 RIBIUIZBR O
pesticides mancozeb |118539 Mohanty University of Allahabad  |j.Ifs.2019.11 2) RE I4TOZIESEHE 1 15800 MO-ILDOd. HERYIE SRR ZHBIRL TH | Rusaik FUEIEE S DI ENERHE N,
) S ' 7078 D, IS AENDHTEN TR - HRBRYEE NEF] Tdr DXk
and fipronil in mice
- FORR BRI CE VTR A P12y I REZENRHSN BN, 5t
BROBNNHEOEN RS,
S5EF1RAE0H. (EHH)
Elucidation of -0, 10 mg/kgWi/Ei@ﬂii'@iﬁi‘yl\(CZBBFﬁi}i@ﬁﬂ
immunomodulating https://doi.o ) o BOKSUFER. \{VBC\ I_.ym\ TP. Alb. ?Iob&UHA{ﬂﬁ
potential of morus Journal of Animal Swarnka|College of Veterinary and rg/10.30954 in vivo (5v OECD407 (2008) (CHEHLL EHEENIA, 6ILDFY Me ALV TERBRN EMaE TR EFIEEBUR OO ML RICNeuDIEBNINERSHS NI,
19 |5-181 | against sub Research, Vol. 9, No. | 20197 " ™| r 0 2 e o /2277- oS/ REslt |RE |- - ) 10 nr. i RSZER
acute exposure of 5 (759-765 940x.05.201 FIABRME(COVWTIHETORBRUNEREN TR, :jfjﬂilbpﬁﬁﬁ'ri(if@3’%%@%1*1(:&5%%&@
fipronil in rats 9.20 FLTHEN. Eit:ﬁﬁ@@ﬂ'ﬂb‘%ﬂﬂﬁ@ﬁ?%i@&i
SYNCHIIB28BMER SR (GLPAER) MR
ENTWS [FHEERT.7.(1)].
“Category c”
The focus of this study was to investigate the ability of fipronil
to induce oxidative stress as a molecular mechanism of fipronil
apoptosis and Environmental that fipronil significantly raised oxidative s'tress—induced - 0. 10 mo/kgthE/BOMAET. iy N-ASHMR{ER
histopathological ) ) https://doi.o ! ) BIRCIS S USSR, 1HR. FR TERUEREICSNT,
alterations in brain |°C/ence and pollution . . rg/10.1007/ . macromolecular alteration (MDA, PCC and DNA fragmentation) | AN ROSNIEN, SEHEENZ)(—E-3, INOS,
research (Jan 2022) , Awad et |Environmental Science L Original 10 (p < 0.05). In addition, significantly increased immunoreactivity |[FHfi(CERL 50~
20 | 6-2-3 |stem and 2022 ) $11356- Neurotoxicity - — rat - — - ; A - : N GFAPOFIRIEMM DN,
diencephalon induced Volume 29, Number 1 al. and Pollution Research 021-15537- paper mg/kg/day to GFAP, iNOS and cas.pase-3 (active form) in the ﬁpron{l- ) TRUSRIR
(936-948 913 p. treated group was noticed (p < 0.05). Moreover, alterations in = gt £ P
by subacute exposure ISSN: 0944-1344 3 the histoarchitecture of the neural tissue of these regions were 10 mg/kgD L EMOERMIBERTHS, X=X L0
to fipronil in albino ' N ) - T BERNLZPRHZ - EOESOVTRLTED. ZOR
observed. It was conclude that fipronil can induce oxidative e
rats ; ) - o ) FEENDD.
stress, leading to apoptosis and tissue reaction in brain stem
and diencephalon. However, these results are not
supplementary data for setting or reviewing risk assessment
parameters.
International journal “Category c”
Chronic of molecular sciences, This in vivo study is well described and reliable. Therefore this REE1IAE0H. (EMH)
administration of (2020 Aug 09) Vol. study is relevant for the further assessment of the neurotoxic - 0. 10 mg/kgiRE/HOAET. >y MI21 BERE®R
fipronil 21, No. 16. Electronic https://doi.o properties of fipronil. The chronic oral administration (10 mg/kg HIROIRS USSR, AEEINNE . ESEEEREE R UK
heterogeneously Publication Date: 9 Bharatiy rg/10' 3390'/i Original 10 bw/day) of fipronil modified the dopamine (DA) and PRl Eéﬁ'\]ﬁ?][ii’u’.&ﬁn@b?)r:b\ REARSEIRICBIT B R—)(Z>
21 6-2-4 |alters the Aug 2020 Journal 2020 aetal University of Cagliari jm52i16571 Neurotoxicity paper - — rat ma/kg/day - — - homovanillic - EEORE OB ENRHENT.
neurochemistry of code: 101092791. E : 1 acid; serotonin (5-HT) levels in a few brain regions while

monoaminergic
systems in the rat
brain

ISSN: 1422 0067. L
ISSN: 1422 0067.
Report No.: PMC
PMC7461054. (

sparing the NA levels to some extent. The toxic effects, possibly
related to some metabolites from fipronil and their action on
oxidative metabolism, would not be related to its primary site of
action, namely the GABA receptors.

+10 mg/kgD1AEQEMIRFER. R(EOh=>0
RENMORDBMBHTRAESN. T TOZATNSOFEE
REMBOLNVCER 2 EN TN TWS.
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— - | IBYIEHE in vivo (mg/kgthEX . &
NR | EE0 - =E To NOAEL LOAEL Klimisch SHEDERIED
No. Xk Sv—FIE%E EEA - EILIER AFIEF - ET0 (EN¥7E) & . g =
#E o NOEL LOEL J= =y &
F FRIEH#RES Vs S| BOBE E1)::[0) T vt ma/kgthE/ /NO /LO! K AR BIER
ki =D
5 F1AR0H, (M)
International Journal J470ZVERIC—RE. 10mg/kg. 48 BRI SR -0, 10 mg/kgHREDAE TIENIRGE1E48BHEIRE
Long-Term Fipronil of Environmental Koslows doi: R, 43BRCEEMERUL, SREIROIRSURIER, A—T>74—)L RRERT(E, 4388
AFEX [Treatment Induces ) ) ) ) - e = 10mg/kg/wee FHECEERRL |([CEBNFTEN RSN, Morris Water MazeitBR T3,
22 | "1 |Hyperactivity in Ressearch and Public | 20200 S et |Centre de Perharidy, | 10.3330/ker)  ThiEstE e XA K % | EROBIUHRCRIEL LBV T, THCVENESH |SUSH | RBEEERS L.
Female Mice 29_17(5)_1 579 ' P 3. NEXBIREB(CE., CORSIBRN—EIRBMINTORVN, BREHCME
! ’ IRRFTEEZ . +10 mg/kgD1FAEDEMMLFER. REES(CLD, ¥
ASBFEBNRSNA IBEE RN,
-0, 0.05, 0.5%, 5 mg/kg/AZE/EHORRTHIIACH
EIERHIRORSU. 1555 2405ME&CRITEIERNE M
nr.
Influence of acute - A—=T>T4— L RERERICBN T, 5 mg/kghE/BEETHE
FI2(335. n=8-15, = . S
exposure to a low ENEEREC S BIRE DIBINNRHS NI,
d f systemi The ] | of e RN — N N ‘=R FREERER TS, HORERE, A—T>7 - LMBAEK
NEX inZZit?ciZéSﬁegﬁil on Vefer?nuamaMZdical Maeda doi: 5% : XOAONOELEZOIS T FIRFINLESNT ~ INFEMENTE | FHllcRFAS ;;f;titﬁéﬁﬁ ii{;(f'ﬁ’ifﬁ;’fmi‘j;f‘ HEAE
23 3 |locomotor astivity Science ;’;(2),3 aa. | 2021|y ot o1 |Kobe University 10.1292/jv REN RE IR 0.05, 0.5, 5 10 D, NEXIHREE (CHBNESR/N THIICHENS T, IREBICHERN—) [|ZETEEMDH IR ALIS -

) ' ' ms.20-0551 Bk, RACHIBRENZAIEE NG, £ MOBHEEHRICANIANE /I | D3Rk N - N - y
and emotional 348 e e . PR -BREEHE(CRALTE. SAEZAVTHD. AEMKFMEN
behavior in adult REO\|BMHEESYN BMSBRSEA 0T -5ZAVTED. 2074 #5N3. NOELADE=REHD. BBRE

) EEE(CIBLBNBEDTE. : = ) a
male mice.
* L XX ORIE TEA—T > T4— L REtERT(30.5 mg/kg
AE/BIRSETCOERLIZEENTVSN, BEEDTRH
R,
Pesticide biochemistry https://ww “Category b”
Firpronil |n_d%1ce.d and physiology w.saencgdlr Developm | Developm The study_ is con5|dgred as re_levant in perspectlve.of t_he -0, 2.5. 5. 10 mg/kg{hTE/BOMETHSY NC28ER
spermotoxicity is (2015) , Volume 124 ect.com/jou reproductive endpoint. The aim of the short term in vivo study |[__ . _ ., " . O Lin
: . ) ) L Developmental . etal: 2.5 | ental: 5 - ) : FHECEAY (RIEREIEOIRSUER. 2.5 mg/kghE/BU L85
associated with (8-14 ISSN: 0048- Khan et |Indian Veterinary rnal/pesticid - . _|Original 2.5,5.0,10 was to evaluate the spermtoxicity after fipronil treatment (2.5, e, e Tr e s
24 | 6-1-10]  idative stress, DNA |3575 Published by: | 2% [al Research Institute e- toxicity/Genotoxic| " . B B Rat ma/kg/da B 5.0 and 10 mg/kg/day) in male rats. Exposure of fipronil SEIEKEOD | BICSULTIEREROR TR, IBEOBMIL. 5 mg/kg
' , Vi : ) , ity pap 99798 | Genotoxici | Genotoxici > g/kgrday) In | - EXposure of Tipron! B 1K/ B LIRS BHCH TR T ODNAIEIE. BB,
damage and Elsevier Inc. Source biochemistry - ty: 2.5 induced reproductive toxicity based on oxidative stress induced IR
apoptosis in male rats|Note: 2015 Oct. v. -and- Y yios DNA damage and apoptosis in spermatozoa (dose dependend - o -
0124 physiology manner).
Fipronil -induced “Category b” H5R1IAE0H, (EMHEN)
depcrease in the Animal Reproduction bOL: The ir?vli?/,o study is relevant because of the focus on 0. 5 mo/kgE/BORBTEESy NC14H RIS
. (2018), (15) 1223- College of Agricultural 10.21451/1 - . Y . . ) } I SUIER. TR ENRHEN,
epididymal sperm Mazzo . Develpopmental |Original 5.0 reproductive system with the conclusion that fipronil (5 mg/kg  |sf(CfERL
25 161111 int: Oxidative 1230. 2018 ¢ ) and Technological 984-3143- toxicit aper B B Rat mg/kg/da B B - bw/day) decreased the production of spermatozoa in male SR
o e o |PEtPS://www.animal- " |sciences AR2017- y pap o/kglcay e e wata | IO BRI T B ST EICE BRI
b vitaminpe reproduction.org/ 0040 for settin .or reviewi: prisk azsessment aran:)::)ters N SHETTAD. HROBNIFHEOBENCRLS.
4 9 9 P ' BRRE LT (EIES) |
Category ¢
-Non-GLP stud
Ng: . desnlr']eystu 4 -J4FONOREET4FOZLELTO, 0.1, 1. 10 mg/kg
No NgAEL was obt:ined {RE/HORETHIR6~ 20 H DI 5y MR B HIFE 1%
-Testing of a commercially available product SURER. MARSYNHISEEEND.1 mg/kgil
E Y P /EBETHA 10 mg/kgthE/BRFTIEMLE,
. ) ) . A=T>T4— )V RERERTIE, 10 mg/kgihE/BEHCHITD
Remark. To assess the effgcts of fipronil on maternal aggress!ve 5 A OB OIS E . SRR DAL LRSI
. . behaviour, 10 pregnant Wistar rats per group were treated with
Prenatal exposure to | Neurotoxicology and Universidade hitps://doi.0 O 0.1, 1.0, 10.0 0.1, 1.0, or 10.0 mg/kg bw/day of a commercially available PorE,
fipronil disturbs Teratology (2015), Magalha o ) rg/10.1016/ | Neurotoxicity / |Original in vivo I e g 9 : Y Y SHECAERL |- SEERUBRRORIZEMF WL EERHS NN,
26 |8-1-59 . 2015 Presbiteriana Mackenzie, |. EPA — ma/kg - 0.1 - Product containing fipronil from the 6. to the 20. N s , .
maternal aggressive | Vol. 52 (Pt A), p. 11- esetal. |_. ) j.ntt.2015.0 Teratology paper (rat) - A - ) TRUSZRK - HRBRYEE NEA] Tdr Dk
behavior in rats 16 Sé&o Paulo, Brazil 9.007 (2020) bw/day day of gestation. Histopathology of ovaries and the thyroid
| | e s |33 StoE ANy S3 0
e § MHIEOVT, ERE TR AL, SRR TREHENLT
the lowest dose, but increased B0 ZALle—BERE
at the highest dose, without interfering with the general activity Ml bl
of the dams in the open field test at either dose. As a resul.t it “EPA (2020) Tld. 50 L. SHHCERLANT
was suggested that the altered maternal aggressive behaviour BRELTHIBENTIS
was due to a influence of the test substance on GABA-A °
receptors.
Reproduction, “Category b”
fertility, and _ The study is regarded as relevant because of the reproductive +0. 0.03. 0.3. 3 mg/kgihE/HOASRTIFIR15H ~1%
Perinatal exposure to |development (2017), - endpoint in male rats. Pregnagt rats were treated with fipronil 7B OMSY NMCRIEEFR OIS USSR, £%90H0
insecticide fipronil: ~ |Volume 29, Number 6 De ) o http://dx.doi ) - = (0.03, 0.3 or 3 mg/kg bw) via gavage between Gestational Day |FHEi(CERT | D TENWHEFHEREADRZENERDHSNI, AFBERES(C
27 | 6-1-4 |Effects on the (1130-1143 ISSN: | 2017 |Barros IB”OS:L'JEL;ttiOf Biosciences of | /10,107 325273”5;‘1 O”ag':' (ZEOPQ)) - Rat 30&?3/‘k0"2‘w - - —  |(GD) 15 till Postnatal Day (PND) 7. At PND 90, changes in STIHEEDD RIS OREETHSNAN .,
reproductive system [1031-3613 Published et al. 1/RD15517 P pap DP No 9/%9 sperm motiliy, with decrease in motile spermatozoa and an 532k
in male rats by: CSIRO Publishing 431566 increase in non-mobile spermatozoa (highest dose) were ‘EPA (2020) T(d. &30 L, FHE(CAERLRV

Source Note: 2017 v.
1129 no. 1136

notified in the offspring with effects on sperm quality.

FREL TSN TS,
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- r>T i
- | BYNEH in vivo (mg/kgkEX _ .
NR | EE0 - BE | To NOAEL LOAEL Klimisch SHEDERIED
No. Sp— 3 _ EiE i - BT < . =
o L S P PR AL REDE | s | B |sime| @M & JNOEL | JLOEL | 3-k EAT SR
S|R0EE /in vitro mg/kg{kE/
ki =D
) oo In vitro: “Category b” +0. 0.009. 0.9 mg/kgAE/HORAETHIR 1 ~3HD
52?[:?':%52(312)_'221 Institute ofAnimal https://ww — I?nzllf:e). 0.1, 1, 10, These studies are considered relevant for the endpoint IR (C/RIERF RO SURFER. 0.009 mg/kgikE
Fipronil causes X p.. ; O ) . 100 uM developmental toxicity. Fipronil impaired the development and /B LSRR I OSEMRRIEMN R DA NI,
L ISSN: 0300-0483X . Physiology, Centre w.sciencedir . preimplantati . X . . L I
28 |6-1-14 toxicity in mouse Published by: Elsevier | 2018 Sefcikov ofBiosciences ect.com/jou Develpmental |Original EPA _ on embryos _ _ _ quality of mouse preimplantation embryos in both in vitro (0, SHmCERAL
preimplantation By Sourceyl.\lote' aetal oo oo - /toxigolo toxicity paper | (2020) Y In vivo: 0.1, 1, 10 and 100 uM) and (0.009 and 0.9 mg/kg bw/day) in  [|[RUSZER  |-EPA (2020)Tld. URVEHTICEZ % 5 X PODEIRICHL)
embryos 2(.)1.8 Dec. 0301 v ofSciences Y DP No. In vivo: 0.009, 0.9 vivo tests. Because of this endpoint, this study possibly available TERSNZERESOHAFREL TR LFsNN, —8Bo
0410 ’ ’ 9y 431560 Mouse. mg/kg as supplementary data for setting or reviewing risk assessment ENOERT - INFER TERV L E BRI BNHDE
bw/day parameters. s, EHREHIRTEN TV,
“Category b”
The in vivo study considered as relevant because of the
In utero and Journal of Toxicolo _ endpoint reproductive toxicity. Pregnant rats were treated with +0.0.03. 0.3. 3 mg/kgiAE/HORE THIR15H~1%
|actational exposure |and Environmentalgy http://dx.doi - fipronil (0.03, 0.3 or 3 mg/kg bw) via gavage between FL7B OS>y NIRIEREIR O SULFER. 3 mg/kgik
) al exp De ) oo .org/10.108 ) - = Gestational Day (GD) 15 till Postnatal Day (PND) 7. At a dose of |ZHfilCfEMAY |&/BI%SE OO REMWCRERO R UMM ERIRIR
to fipronil in female |Health Part A (2016), Institute of Biosciences of reproductive Original EPA 0.03. 0.3, ) . . 26, . e
29 6-1-5 2016 |Barros 0/15287394 L - Rat - - - 0.3 mg/kg bw fipronil, the duration of the estrus cycle was ZOIEEMDS | (FEIB) BIENRHSNI.
rats: Pregnancy (79) 266-273. Botucatu toxicity paper | (2020) 3mg/kg bw - . .
outcomes and sexual |http://www.tandfonli etal. .2016.1149 DP No significantly increased and number of cycles significantly 532k
development ne F():.om/loi/L;tehZZO 132 431566 reduced but no significant effects on fertility. The absolute and -EPA (2020) T(F. &3 EHfiD L FHl(CERLRVX
P : relative weight of the thyroid was significantly increased. BkeLTHEEIN TV,
Fipronil influenced the development of the neonatal female
reproductive system.
Category ¢
-Non-guideline study
-No NOAEL was obtained
-Testing of a commercially available product
R i Y VAT, 01,1 10
Department of Clinical available I'OdL:IC; c.on'tainin . fi rgnilgfron: the 6. to the 20 yda PRE/EIORE CUEIRG ~ 20El DI 5y MR
Prenatal exposure to P ) X . .p g P ’ - cay SUER. REMICHVT. AEAEREMEORVREIADS
2 low fipronil dose Neurotoxicology and and Toxicological https://doi.o o of gestation. Maternal toxicity was evaluated by means of BHROBNE
. P 9y Udo et |Analyses, Faculty of rg/10.1016/ | Neurotoxicity / |Original invivo 0.1, 1.0, 10.0 reproductive quality, maternal behavior, and offspring physical = ||FHECHERBU |, . eap i .
30 |5-1-88 |disturbs maternal Teratology (2014), [2014 A - . EPA — - 0.1 - A - N - HRBRYEE NEA] T Dk
- al. Pharmaceutical Science, [j.ntt.2014.0 Teratology paper (rat) mg/kg/day as well as reflex development. Slight maternal toxicity was TRUVSZHR
behavior and reflex Vol. 45, p. 27-33 University of S&o Paulo, S [5.010 (2020) observed at all dose levels during the 2. and during the 3. week
development in rats. N Y ) ! ’ L . 9 ’ 9 o *EPA (2020) Tld. 350 L. FHMICEERLRN
ao Paulo, Brazil of gestation in the highest dose group as reduced food intake. X .
. : ; FRELTHERENTLS.
The lowest dose level compromised active and reflexive
maternal responses. For offspring development the negative
geotaxis reflex development was delayed at the lowest dose,
and palmar grasp was lost earlier at the lowest and
intermediate doses. It is suggested that these results indicate
alterations based on effects on GABAergic signalling or
endocrine disruption.
https://€0+0 in vitro SEEEMER. (EES)
rgito-1016/ (Salmonella | Ames test “Category b” BIRERZERERER (TA97, TA9S. TA100. TA102.
Limitations of Toxicology In Vitro 20190 typhimurium (255 This in vitro/in vivo study considered the genotoxic endpoint of TA1535. 5 mg/FL—b. +/-S9). in vivo MZERER
ici ici - i il. il vi - B =14 EO%S. &
pest_|C|de genotOX|C|ty (2019), 57, 110 116 Tlyushin |Federal Scientific Center 2618 . Original (TA97, m_g/plate) fipronil The results were able to show that ﬁpro.nll via the E AL (24 il’e-‘il’e-‘iﬁ:'@@%ﬁ%ﬁx[l&@ BRA25 mg/kgihE
31 6-1-7 |testing using the CODEN: TIVIEQ; 2019 actal |of Hygiene Genotoxic aper - — |TA98, TA100,| /micronucleu - - - genotoxic testsystems Ames test (2:5-mea/ptateinTAS7 5 g T3ME) ORR. BMTHIL,
bacterial in vitro ISSN: 0.887 233'3 ( ' Y9 https://doi.o pap TA102 and | s test (MTD mg/plate in TA97, TA98, TA100, TA102 and TA1535) and
method ’ rg/10.1016/ TA1535) of 25 mg/kg micronucleus test in blood erythrocytes (MTD of 25 mg/kg bw) +OECDTAMIA RIA UTERLL 1B IR R A E BB U
j.tiv.2019.0 /in bw) displayed no genotoxic effects. in vivo /MZERER (WINEGLPEER) MRHEINTVS
2.018 vivo(mouse) [FHMfEZERDT.11.] .
Category ¢ BB, (EMER)
-Non-GLP study -320FBOBREICOVT3ED) AR —Ty Pyt 12X
-Non-guideline study U BEADERE B R VRN A R BRIE R LR LIz
-No NOAEL was obtained ke
Evaluation of high- +High throughput screening (HTS) assays <7470V TS, TKeHEREE L zGreenScreen HC7ytz
e ulatory Toxicolo https://doi.o AT, HepG2#iR% L= CellCiphrilfa B T 077
gnpu g Y ay ) ) ps: ) . @) Remark; The study provides information from three different I USRIV PyA TR, HCT-1164k% R
genotoxicity assays and Pharmacology Knight |Gentronix Ltd., rg/10.1016/ - Original S X SHmCERL o y
32 |8-1-56 R - 2009 . Genotoxicity JMPR — in vitro - - - - HTS assays, which are the GreenScreen KC assay, a N CellSensor7ytA T4 THol,
used in profiling the (2009), Vol. 55 (2), et al. Manchester, UK j.yrtph.2009 paper (2021) enotoxicity assay, the CellCiphr Cytotox Profiling Panel with TRUSZRK
US EPA ToxCast p. 188-199 .07.004 9 Y assay, phr Ly 9

chemicals

p53 endpoint and the Invitrogen CellSensor p.53RE-bla HCT-
116 assay, both p53 activation assays. The results for fipronil
were two times negative for genotoxicity in the GreenScreen KC
and the CellCiphr Cytotox Profiling Panel assay with p53
endpoint and positive for genotoxicity in the Invitrogen
CellSensor p53RE-bla HCT-116 assay.

*OECDTAMI A RIA AR ILBIRESHICRI T 5 —E0
GLPEERMRHENTWS [FMAEZREDT.11.] .

<JMPR(2021) TlHERMBEEIN TSN, [PytA (3
T—hRENTHHY, RIE. BILSHEEHHOIHDOT AN YT
U-C@EEFNTURL, IEDEFRNZHINTNS,
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- r>T i
- | BYNEH in vivo (mg/kgkEX _ .
NR | EE0 - BE | To NOAEL LOAEL Klimisch SHEDERIED
No. Sp— £ _ EiE i - BT < . =
0 ik TeTIRS |y | BEE PR SR | e | ECO lsime| (@) & /NOEL | JLOEL | 23—k EATHCRIT B
S|R0EE /in vitro mg/kg{kE/
ki =D
Maximum tolerated
Sostehsrca)n:iesis effects SEGEMEER. (EEN)
inn;he rrF:ouse bone Toxicology Reports, https://doi.o 3 dose, “Category b” «in vivo /IVZERER (24B5REIRIMRE T2EIEHIROES. &
(1 Jan 2019) Vol. 6 Ilyushin |Federal Scientific Center |rg/10.1016/ ) Original highest: The study is considered relevant because the in vivo SHEICEERL | K25 mg/kgRET3HE) DRERIRMETHOR.
33 6-1-8 |marrow by 79 . 2019 ) - Genotoxic - - Mouse - - - . ¥ N
esticides' technical (105-110. Refs: 122 aetal. |of Hygiene j.toxrep.201 paper 25(mg/kg micronucleus test confirmed the results of non TRSCRIR
:)naterials assessed ISSN: 2214-7500 8.12.006 b.w.) mutagenic/genotoxic effects according EFSA conclusion (2006). +OECDT R M4 RSA UTERLUTZin vivo )M&ZERkER (GLP
. - AER) MRHEnTW [FHESEXIT.11.] .
with the micronucleus
assay
e @) -EFSADEREBMIHMADE R 5% FEDHITIR.
Clarification of some .
aspects related to EFSA-Q-2017-00112 hitps://doi.o IMPR Not relevant
. - BT . S =t it =Y
34 | 8-1-55 |genotoxicity EFSA Journal, 15(12).| 2017 |EFSA EFSA rl'g/10.2903/ Genotoxicity Review PalrtII — - - - - - oIt is a review article which does not contain information on the “fmﬁ( AL JMFR(ZOZI)U; UDSHIROER (ath) £RIETS
assessment EFSA -efsa.2017. Toxicolog active substance fipronil TSR XL TSN TS,
o . 5113 ies P ’ -UDSERER(F, R TCEBNEL MERRIERESF ORI
Scientific Committee.
(2021) nougn,
U.S.EnvironmentalProtecti “Category c”
. Toxicological Sciences onAgency, The in vitro study is considered as relevant with regard to
Screening the toxcast . . .
hase 1. phase 2. and (2019), 168(2), 430 OfficeofResearchandDevel effects on the endocrine system after fipronil exposure. All three
zlk che;n[i)cal Iibréries 442 CODEN: TOSCF2; Olker et opment; ¥ doi:10.1093 Tox cast Original deiodinase enzymes (DOI) play a role in converting thyroid TRl VEFARER(CBAT 23k,  (EMER)
35 |6-2-13 for inhibitors of ISSN: 1096 0929 2019 al NationalHealthand /toxsci/kfy3 screenin ag or - — | HEK293 cells 200 uM — — - hormons between active and inactive forms (T4 to T3 and ;‘L\SZW -1, 2X (3B I~ RE¥ZRRIRHEK 29 3HBRB R (CALIE
iodothyronine URL: ’ EnvironmentalEffectsRese |02 9 pap reverse). Fipronil inhibit significantly all three in vitro deiodinase < USSR WINOR(CHU TEREERNRHS NI,
A _y https://academic.oup. archLaboratory, Mid- enzym assays (= 50% Inhibition across the DIOs). However,
deiodinases - . - :
com/toxsci ( ContinentEcologyDivision, these results are not supplementary data for setting or
Duluth reviewing risk assessment parameters.
Not relevant
] - P . . VEFRF(CRIS DR, (FEMERY)
The |n_sect|C|_de N ) @] -_It is a in vitro study in rat ce_IIs. The exposu_re method is -Syha1B2y2L GABAZEHRIRHEK 29 3MIE LT
fipronil and its British https://doi.o JMPR L different from that of requred in Japanese guideline. o - - _ P [
P . ’ ) ) ) ) . in vitro SHlCERY | SRS IR R UE —Fr )L EIToE I3 BREER
36 |8-1-19 metabolite fipronil Pharmacological 2008 Li P. et |Washington University rg/10.1038/ Intracellular Original| PartII- o (HEK 293 _ _ _ _ BETEEE DR SRR RN, IC50 = 1.140.2 UM Tl
sulphone inhibit the Society al. School of Medicine bjp.2008.30 signaling paper |Toxicolog Remark: The modulation of the common brain GABAA receptor Ae = - o oM 2l
rat a1B2y2L GABA(A) |  155(5):783-94 9 ies cells, rat) subtype by fipronil and its major metabolite, fipronil sulphone. |2
¥ ' : vpe by Tipronil and Its maj  Tipronit suiphone. “IMPR (2021) Tl in vitroSIERIREL T SERIEH
receptor. (2021) Exposure to fipronil inhibits GABAA receptor function through an
. . - SNTLS.
increase in the apparent desensitization rate.
E:(f;?:;]itcﬁl Profile of i)rf]tl\e/lg::zag?gg:rr\r;aels https://doi.o AERRFICBIIEE.  (EIEN)
: . i -~ o N el - B, _
37 |5-1-56 IncRNAs from Primary|(2017) , Volume 18, 2017 Mitchell [North Carolina State rg/10.3390/i SR LEAZE = ) B in vitro 10 UM AGRER(EANZ X LFRERTHOURTEHE/ (S A - I DEREFFRELORHIC  ||FHECERL ;Tii;?ggﬁ( i;ﬂﬁf&fw@i;ﬁﬁlfggﬁﬁgﬁ
Human Hepatocytes [Number 10, 2104 p., et al. University jms1810210 i - H FIBTIRERT -9 S ATV, FRUSZRIR =R i A Mlce
F.ollow'mg DEET and |65 refs. ISSN: 1661 4 SREBROBENAHEOENE RS,
Fipronil Exposure 6596
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- | BYNEH in vivo (mg/kgkEX _ .
NR | EE0 - BE | TO NOAEL LOAEL Klimisch SHEDERIED
No. Sr—FIa% : e i o | =T 8 e
o L S P PR AL REDE | s | B |sime| @M & JNOEL | JLOEL | 3-k EAT SR
S|R0EE /in vitro mg/kg{kE/
ki =D

Environmental

Toxicol d k. ('

Pg::f;:i‘{:” laboratory of Metabolic “Category c” AERMFIEAT XA, (EtaY)
Comparative effects (2015) (40?206_ and ToxiZ)Io ical The study is considered as relevant because of the endpoint Sy NFREA S BERELIZS MY R P%E5~25 pMOJJ 0=
of fipronil and its 514 ! Biochemist g(LaBMeT) http://dx.doi in vitro/rat |0, 0.5.1, 2.5 hepatoxicity (investigation of effects on the isolated rat liver JVTRUIRUFER. MY RUTBRE(ERN RSN,
metabolites sulfone ’ . Tavares Ty " |.0rg/10.101 ) Original ) Lo T mitochondria). Fipronil showed mitochondrial inhibitory effects |FHECAERL |- 74 TOZINOVEFERELEERZEO0. REIBRUFICD

38 |[6-2-21 X http://www.journals. | 2015 UNESP - Univ Estadual . Mechanism - — liver 5,10, 15, 25 — — - . R . R N o e — N
and desulfinyl on the ; . et al. : 5/j.etap.201 paper : ) in a concentration range of 5-25 uM and effects in a decreasing ||2U\SRK WTE, SRV RUTBHEERNGRHSNIZ.
X . elsevier.com/environ Paulista. Campus of mitochondria M X R .
isolated rat liver mental-toxicology- Dracena. Dracena. SP. 5.06.013 of mitochondrial membrane potential. However, these results
mitochondria and- 9y Brezii ’ T are not supplementary data for setting or reviewing risk -In vivo sRERICBVT, IV MR NIBES ZF AT RN
assessment parameters. FFIEICERSHSN TR,

pharmacology/#descr

iption
High-throughput " ” VEFMEFICRIT 3R, (ETERY)

R . 1.00x10° Category ¢ N .
screening and Environmental U.S. Department of https://pubs 00X The investigated endpoint is relevant for the assessment of ERFRUDLT-RI VR4~ (NIS) ZFIRUELhNIS-
quantitative chemical |Science & Technology Energy, Oak Ridge acz c;r [/)doi/ hNIS- °,1.00x10°%, fioronil. Fi ?‘onil demcF:nstrated cianificant radioactive-iodide HEK293T-EPA#fE% FAULVEARET IV LYIERDIA G+
ranking for sodium- [(2018), 52(9), 5417 Wang et |Institute for Science and |~ g ) Original 1.00x10° P + Hipronil cemo 9 ) FH@EICEEAL | (RAIU) 7yEADFER, 10 uMA5100 UMTHERER

39 (6-2-22| . 2018 ) . 10.1021/acs Mechanism - — HEK293T- ; } — — - uptake (RAIU) inhibition between 10 suM and 100 uM with N - _ SN e —
iodide symporter 5426 CODEN: al. Education, Oak Ridge, paper 1.00x10 N o o [oszak RAIUBRE/ER%RL. 100 pMTEER RS EERL
- . . .est.7b0614 EPA cells ! significant cytotoxicity at 100 uM. However, the results of this in
inhibitors in toxcast |ESTHAG; ISSN: 0013 Tennessee 37831, United 6 1.00x10°° . . - Tz,

- . 5 e ’ vitro study are not supplementary data for setting or reviewing

phase i chemical 936X ( States 1.00x10™“M -
K . risk assessment parameters. . -
library -HEBROBENNFHROENER RS,
“Category b”
This in vitro study is well described and reliable. The study is
relevant for the understanding of the toxicity caused by fipronil
- . (tested at concentrations of 25, 50, 75 and 100 uM) in the liver,
Brazilian Archives of a known effect for fipronil and its metabolites. The results in this
Citotoxicity of fipronil Biology and http://dx.doi study suggested thatpthe mechanism of fi ror;il hepatotoxicit AEFRMFICETSER, (EY)
on hepatol tesp Technology (2015), orp)lo 1'59 invoI)\I/ed(-Jagn effect on mitochondrial bioengr etics apnd an i Y MR AIEZAIIRIC25~100 UMILIBLIEER, 25
on hepatocy (58) 843-853. Guelfi et |Universidade Estadual | 2r%/ > Metabolism , |Original 25, 50, 75, °c an efrec rial bioenerg ) SPABICREFRL | UM TESSREE R . S NI RUFISEBAHE T, ATP
40 | 6-1-6 |isolated from rat and http://www.scielo.br/ 2015 al Paulista 0/S1516- Toxicolo aper - — | Hepatocytes 100 uM - - - alteration in calcium homeostasis, which led to a decrease in - EEOHA . 50 UM CHIKIA 7 R RS
effects of its .p. o ' 8913201506 9y pap H ATP synthesis with consequent cell death by necrosis. This study| OB S0 U " R R -
biotransformation scielo.php/script_sci_ 0298 also showed that the metabolism of fipronil, which was
serial/pid_ 1516- ot tprontl, . HROBNNFEOB RS,
8913/Ing_en/nrm_iso performed by cytochrome P450 in the liver, influenced its
9 - toxicity because there was a decrease in the toxic potential of
fipronil in the presence of proadifen, which indicated that the
metabolites had greater potential than that of the parent
compound.
Phenylpyrazole VEFMER(CB T2 (FE14EHY)
inseczligges induce b MEIBARE BRMABER (Caco-2) %150 pMOT(T0
cytotoxicity by https://doi.0 0.50. 75 DL R(SAEHBEFCTRIBUIAER, TEER (R LR
: ) Toxicology In Vitro ) ' ) ) e PR e ) [—— I Negr BRIEH) AECLDEVTNORKICEVTE LD/
ki e L \ . Sk —XLFRERTHO. = —AOFREFLERBELOHIC [[FHIC o o _
41 |5-1-00 gltermg mechamsms (2009), (23) 589- 2009 Vidau et INRA, UMR 406 AGE ljg./10.1016/ XEH_ZAEHn/‘ﬁﬂH’E = R B in vitro 100, 125 ES ﬁ%ﬁﬁx\tﬂ ZL\“IEQ‘C@D\ URIFHINSA - A DR EFERBELOTHI fﬁlﬁ( AL R R RSB, F. 50~200 UMAZILD,
involved in cellular al. j.tiv.2009.0 |BMH 150. 175. FIFAEIHERT —HZSA TR, RS B e )1\t 2k
. 597. ATPERE DR ERHANI,
energy supply in the 1.017 200 pM
rr;uonszrczrégc?;hal cell +In vivo sEBRICBVT. IV RRAY NCRSET 35 AR A
SEEBISERDENTLARN,
VEFRF(CRIS DR, (FEMERY)
In vitro impact of five https://doi.o b NERSAREERSRMARR (Caco-2) #(0.1~100 puM
i - N - N . NIBUTEHER 7Y q L & DI
pesticides alone or in |12 %% KR0S boudo [INRA UMR 1331T0xalim [ra/10.1016 | o o0 ARHURILE AT RO Caco- MIERVMRBIE AT =Xa) o [SEE, MIT7VET 68 LB CRIRE R
42 | 5-1-36 |combination on Y oL 2014 (Research centre in food |%2Fj.toxrep | e BE |- - in vitro 0.1~100 uM HERTH. URIFHI (S~ DR EERERELORDIHIBTEERT -5 [0 B T RIS BRI
R X Vol. 1 (474-489. et al. X =k e N 72U\STHR EnRwsns.
human intestinal cell Toxicology) .2014.07.00 ZEATVRL,
) Refs: 463
line caco-2 8

-In vivo sRERICBVT, IV MR NIBES ZF AT RN
FRHENTLVRU,
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- | BYNEH in vivo (mg/kgkEX _ .
DR | o =50 - BE |’ TO NOAEL LOAEL Klimisch SHEDERIED
No. Sy— % _ B LTI < BT < N -
o L S P PR AL REDE | s | B |sime| @M & JNOEL | JLOEL | 3-k EAT SR
S|R0EE /in vitro mg/kg{kE/
ki =N
VEFRF(CRIS DR, (REMERY)
Fipronil upregulates -E MR SR ERZHERRIC1~10 pMABLIZRER, 1 p
inflammatory https://doi.o MTRIEMEY 1 M1 > RUMUCSACORIRIBIAERHEN
43 |5-1.47 cytokines and Rhinology (Utrecht) 2010 Kortager|Graduate School of " /[IOI 4193'/ XNZZLFRFT/HARE [ } : in vitro 1.2.5.5.10 AFRER(EN =X LGRERTHOUR VT (S A —HDREFERBELORSIC ||FHEICEERL |z, 2. 10 pMUBUZREER, ERK1/2, p38. NF-kBOY
MUASAC expression  [(2020), (58) 66-73. e etal. |Yeungnam University rginlé 172 E-{cd - uM FIFARTRERT — 92 EATLRL, 72Uk SEEEREN RSNz, T1TOZINCEBMUCSACOFIR
in human nasal : 0. ERK1/2. p38. NF-kBOFEEHCLDiRIEUI.
epithelial cells
REROBENNHEOEHIE RS,
Anti-androgenic ) ) ) ) . ) “Category c” VEFRER(CBAT 23k,  (EMER)
activities of Toxicology In Vitro Ait- Institut National de hitps://doi.0 ) . o This in vitro study is well described and reliable. The study is | _ -MDA-kb2#}2(20. 1. 10 pMALEBLIAER. J470IIE
. (2010), (24) 1979- ) I'Environnement rg/10.1016/ Endocrine Original in vitro(MDA- ) I ; SHBICAERRL [1r e o pen o < b
44 6-2-1 |environmental 2010 |Aissa et ) ) e : X - — ) 1,10 uM - — - relevant for the assessment of the endocrine disruptive N 7> ROT AR NEE (IC5,=6.82 UM) .
L . 1985. CODEN: Industriel et des Risques |j.tiv.2010.0 disruption paper kb2 cell line) . ) R X ; . - TRUVSZHR
pesticides in the mda- TIVIEQ al. (INERIS) 8.014 properties of fipronil. In this study fipronil was newly identified
kb2 reporter cell line ’ as potential antiandrogen. BRI EHECR AR BT — (85N TLRL,
Fundamental “Category c”
Finronil. an Toxicological Sciences Fundamenta the human The in vitro study is considered as relevant because of the VEFM(CB T 23k, (EMERT)
inzectici’de acts as an (2016), 3(1), 33 37 breast cancer endocrine effect of fipronil. The study showned that after 48 ‘e LD AEESEHMERE (MCF-7(ERa B314) #HA2) (C25 1
anti-estro ,en via the CODEN: FTSUBZ; Okazaki Department of Molecular Toxicological Original cell lines hours, fipronil down-regulated significantly the expression of L MAUBUT#EER . ERa. ERaDFAENE(ZFCDC2, E255E
45 |6-2-12 ) 9 ISSN: 2189 115X 2016 Biology, Daiichi University | .. 9 Mechanism g - — 25 M — — - ERalpha and its regulated gene CDC2. PSE1, an E2-inducible o - ERFDPES 1 OMRNADFIRHEA HERHSNIZ
concomitant down- etal. Sciences. paper (MCF-7, ) ) TRUSCRIR
requlation of era and URL: of Pharmacy Vol.3. No.i MDA-MB- gene which regulates the expression of ER alpha was
egsl http://www.jstage.jst 33_'3§ 20'16 231) selectively/significantly decreased by fipronil. However, these -In vivo sRERICBVT, IV MR NIBES ZF AT RN
P .go.jp/article/fts/3/1/ ! results are not supplementary data for setting or reviewing risk FRHENTLVRU,
3_33/_pdf ( assessment parameters.
VEFM(CB T 23k, (EMERT)
ik Cof i/lo“tm?'ff (Hzaozf‘;‘)jc\’/usl ttos://do IR B EHENUL R~ —BIET Pyt A OFSER,
isk assessment of aterials, ol. ps://doi.o =i b1 _
. . - o I | OZL(FEK)(E5Xx10°MBLET R (- OZLE
46 |5-1-76 the endocrine- 338 (57-65. Refs: 67 2017 Song et |Zhejiang University of rg/10.1016/ | X=X LFAFT/A5> [ } : invitro 10-8~10-6 i | AFRER(EN =X LGRERTHD. YRV FA—FDFEE 2 (ERBELOHIC ||FHCEERL Zl?o”MlSLF{j‘)f‘ i—;ig}RE’J/}{‘IZI\D’J(");]g%fb
disrupting effects of |ISSN: 0304-3894; E- al. Technology j.jhazmat. 20 <L - M FIFEIHERT —SESATLR, (A S g t»f%(:; 5 jD_f)“b _t:{{gR_ ; 5
nine chiral pesticides |ISSN: 1873-3336 17.05.015 - Y ) ; s ,(?_ " ) _( )2
CODEN: JHMAD0309 Oz)L(10 MHJ:T%EH’?iEFE1D$O),JEE/ 2RIz, S -
(+)74T O TEREZEERHSNBIOT.,
VEFME(CB T 23k, (EMERT)
- MPERATBRESRAAAE (NT2/D1#EAR) (CJ4FOZLRI(
Neurotoxicity “Category b” AHWIBE. ©1.98~62.5 UMULIBUIAER, J4T0Z)UE
Developmental Research, (August https://doi.o Human The study is considered as relevance because of the investigated 62.5 UMT, REEHIBE31.2 UM TR ERBRAEN
neurotc[))xicit of 2021) Vol. 39, No. 4 Institute of Physiology ; /[;0' 1007'/ neuronal endpoint neurotoxicity after fipronil exposition.The in vitro study @1.95~62.5 UMUUBUAER . T4 TOZIRUREHIB
47 | 6-1-13 lfipronil and Zotenone (1189-1202. Refs: 2021 Schmitz |and Cell Biology, 591264.0- Developmental |Original _ _ recursor cell 1.98 ~62.5u _ _ _ based on fipronil and fipronil sulfone exposure during utero and [FHE(CEAL |£67.81 pMELE THEHBRBODMEFEEN, 31.98~
oﬁ a human neuronal 1156 ISSN: 1029- et al. University of Veterinary 021-00364- neurotoxicity paper pline NT2 in M postnatal development on human developing model neurons. TRUVSZHR 62.5 PMUMBUTAER . T4 TOZIRUMEIBEE15.6 p
o 8428; E-ISSN: 1476- Medicine Hannover . Results showed that fipronil and fipronil sulfone display MBL_ETNT2/D1RROBEE R DRSS NIz,
in vitro test system 8 vitro .
3524 CODEN: developmental neurotoxicity effects on human model neurons
NURRFI NT2. I TOZWVRUGRBYIBOFEMR B I RUILR. in

vitro ONT2/D1HlFBADE RIS RADIEAN
ARH(CDNTIORNZDNEER] .
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antioxidants

CODEN: TOLED45

Complutense de Madrid

increases in nitric oxide (NO) levels and 4.7-and 5.0 fold
increases in lipid peroxidases (at concentration of 100 puM).
However, these results are not supplementary data for setting
or reviewing risk assessment parameters.

- r>T i
- | BYNEH in vivo (mg/kgkEX _ .
NR | EE0 - BE | To NOAEL LOAEL Klimisch SHEDERIED
No. Sp— £ _ EiE i - BT < . =
o L S P PR AL REDE | s | B |sime| @M & JNOEL | JLOEL | 3-k EAT SR
S|R0EE /in vitro mg/kg{kE/
ki =D
Tiztii?gy |bs considered as relevant based on the focus on APRRITICRIS XA, UEIER)
Biochemistry and neurolo ?/cal effects of fipronil regarding to neurodegenerative XOZGHESFAHIREETRAGR (Neuro 2 AfilR) (0.5
Pesticides deet, Biophysics Reports disordergs (Parkinson s c[l)isease aid Alz?weimer's disiase) and mMILELIZESR. MRS L ZRRAIFEAL. elF200U>8
fipronil and maneb  |(2021), (28) Article - https://doi.o ) ; ) b, BYEZ L ZIBINARD SN,
. Department of Biological - neuroblastom therefore possibly available as supplementary data for setting or|_. .. _
induce stress granule [No.: 101110. Bhadaur | _ . rg/10.1016/ - Original ) L A SHmCERL
48 6-1-2 - 2021 . Sciences and - Neurotoxicity - - a cell line 0.5mM - - - reviewing risk assessment parameters. The in vitro study N R _ RPN
assembly and https://www.journals iya et al. Bioengineerin j.bbrep.202 paper Neuro2a showed that fipronil (0.5 mM) in cell biological assays (TBARS 7RSIk 3TEFAOEE (DEET. 7470V, IURD) hiszilne
translation arrest in  |.elsevier.com/bioche 9 9 1.101110 Assay & FISH)psi nifica'ntl induced stressg ranules ¥SGs) and (L5238 8%iR5IU. J4702)UE0.5 mMEVSERE
neuronal cell mistry-and- transTation arrestgs oo ‘r'nost koo ene%_ate by ot 1203, DEET, 24707k, T2 T, eIF200RELEAL
biophysics- reports/ stress in neuroblastoma cell line Ne\(lrc?ZA The ex| Z)sure time TEUTAN ZRHIEHEL. BHEX ML AN DR ARIE S
) neee UTWBTENRANIL. TEHHITEN, BRI
was limited to 1 hours.
“Category c”
The study is relevant because of the neurotoxic approach after
fipronil exposure. The focus of this in vitro study is the
consideration of the neuronal cell toxicity through an apoptotic
Toxicology letters itogen-actvated protein kiase (MARG) in human HERIFITESER (EAEH)
Reactive oxygen oY 9 P N - MESF RSN (SH-SYSY#ENA) (25~
A X (2012), Volume 211, neuroblastoma SH-SY5Y cells. The results showed that fipronil T N v [t
species and mitogen- . X o i . 200 UMAMBUTAEER, 25 uMEL_E THIRRAFZ SRR
- - Number 1 (18-28 https://doi.o (100 pM) induced cytotoxicity in SH-SY5Y cells via apoptotic ot — - < =
activated protein . o 25, 50, 70, ) - - o BHENTZ. COFH. SEEEERBRELE . RN, MR
. K ISSN: 0378-4274 X ) h rg/10.1016/ . Original in vitro(SH- pathway. Also, after fipronil exposure a significantly decreased |[FHfi(cfERL . 50~
49 6-2-7 |kinase induce ) . |2012|Ki et al. |Hanyang University ) Neurotoxicity - — 100 and 200 - - ) A N N—-D—FBRUET . MAPKsOUSEEALZENTRHENT.
apoptotic death of sh- Published by: Elsevier j.toxlet.2012 paper SY5Y cell) M tyrosine hydrolase (TH), a marker for dopaminerg neurons, and [[72VL\SZ#k
to fipronil : y pec ; par FEMAPKIEES OB AL 380 TRMERIBSE A B ISR 3T
v. 0211 no. 0371 were recognized which could reflect the dopaminerg neuronal e - e N
. R - R K LETRUIERS . BiRE TOREI T, BR&RED R,
properties. Furthermore, in perspective of MAPK signaling
pathway which plays an important role in fipronil-induced
neuronal cell death. However, these results are not
supplementary data for setting or reviewing risk assessment
parameters.
“Cat " o
Th?a ei%:?:::tion is relevant because of the consideration of the AEFRMFIBIT S GEAEH)
Toxicology letters neuthoxic endpoint. Under the aspects of the neuronal cell- ErARETRIREERAR (SH-SYSYRE) 106,25~
o 9 point. pects o ) 200 PMIMEUIER. 50 UM L THIBBEERR IR DR
Aktgsk3p signaling is |(2011), Volume 202, death, study results showed that fipronil induced cytotoxic N - Y,
. 2 ; K ) BHENI. oo 100 uMIUREDFER . FOS VKB LEESRD
involved in fipronil - |Number 2 (133-141 Department of . effects in a concentration depend manner of human o iy e taat o e
. ) www.elsevie . 0, 6,13, 25, . I FIRE T hRN—E3EMAE. p53DABTEDIEINNER
50 6-2-9 induced apoptotic cell [ISSN: 0378-4274 2011 Lee et |Pharmacology. College of r.com/locate|  Neurotoxicit Original _ o SH-SY5Y 50. 100. 200 o _ neuroblastoma SH-SY5Y cells (dopaminerg). The IC50 value for |[FHfi(CfERL BN, TR =3 R (L BB RN
death of human Published by: Elsevier al. Medicine. Hanyang . ¥ paper cells ! ! fioronil was about 100 pM in SH-SY5Y cells. In addition, fipronil- [[72VL\SZEk » ST Al S oRER R AR e,
neuroblastoma sh- Ireland Ltd Source University foxlet HM induced neurotoxicity (at a concentration of 100 uM) was
sy5y cells Note: 2011 Apr. 0325 evident in a significant decrease in the ex ressior:l of tyrosine 470N HROSOEREANLTSH-SYS VB PRI
. v ozbz no 027.2 hydrolase, a n'?arker of dopaminergic neufons Howeer these SAZREL, AKt/GSKIBS T L RBERORLIOT
: : Y ' P d ne. ver, thes OERICBISL TVBILERUE R, BRETORIT, &
results are not supplementary data for setting or reviewing risk EEDBL
assessment parameters. BT
VEFM(CBT 23k, (EMERT)
- MR SEHRRRAE SRR (SH-SYSYHEAZ) (CD/T0=
“Category c” VR I(FAHMIB%E 3 ~300 uMALBLFER. @740z
The publication is relevant because of the consideration of the (360 pMEL L, AEEIBE3 uMBL L THERB EF RIS
Finronil sulfone Toxicology Letters neurotoxic endpoint. The in vitro study comprises cytotoxicity . @7470ZILE100 pMBLE. REIBIE3 pMILET
inzuced higher (Shanno% (2016) Department of Toxicology http://dx.doi effects of fipronil-induced human neuroblastoma SH-SY5Y cells LDHAREIBINNERSHEN Tz,
totoxicits than (252) 42-49 ! Romero and Pharmacology, orp)lo 1'01 Mechanism (in Original SH-SYSY in significant decrease of cell viability and significant increase of L - EMRRCT4F0ZI 2 10~100 uMX (SR EIBZ0.1~3
51 |[6-2-14 :’:iyronil in Sh-sy5 http://www .elsevier c 2016 ot al Faculty of Veterinary é/'gtoxle.:t 20 vitro ag or - — cells 3-300 uM — - LDH release in a concentration related manner (100, 200, 300 ;‘L\XZW WUMIBUIAER, ©T4702IU(E30 pMBLE. ARE#IB(3
P Sy P: ' ’ ’ Medicine, Universidad J: : neurotoxicity) pap UM). Fipronil induced oxidative stress by 2.2-and 2.0-fold < UM TMDADEELIENNN, @74T0ZILE100 pM, a5
cells: Protection by om/locate/toxlet. 16.04.005

B(d3 uMTNODEEIBIAERHENT.

-REWIBEI(TOTINLDERR RS 215, TOEME
FEAEZ N RICLBEDTHSEIREMENE VI IEESH-SY5Y
HRRZAVTRUIGRX . BRE TORIITHD, BEGD
BO.
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“Category b”
The study is considered as relevant because of the neuronal
effect of fipronil desulfinyl in the specific view of the production VEFRER(CBAT 23k,  (EMERY)
of Amyloid-beta peptides (increased production of AB42/AB43 - 7E04 RBYV NV ERIEMATHD . ABPPE695% T TEMIICH
over AB40) which in the aggregation form characteristic of REPYIZAR SR AERSR AT (N2a-APP695HH
Induction of amyloid- [Journal of ManRos Therapeutics http://dx.doi Alzheimer disease (AD). The focus was on the consideration of B2) (L. 24702V, REWIBRUREIYIFZ100 uMALIEL
beta (42) production |Alzheimer&apos;s Cam et S .0rg/10.323 - Original L familial AD (FAD), to investigate "altered AB production SHECERL |18, AB420DEEIENIN RSN,
52 6-1-3 X ; . 2018 Centre de Perharidy, Neurotoxicity - - in vitro - - - - - . . L
by fipronil and other |Disease (2018), (62) al. Roscoff, Bretagne 3/JAD- paper originates from specific mutations of ABPP or presenilins 1/2 TRUVSZHR
pyrazole insecticides |1663-1681 ! 170875. (PS1/PS2), the catalytic subunits of y-secretase". Fipronil < J4TOZWVRUZOREI DA - R UHRET Y-S 25
desulfinyl showed a AB42 inducing activity. Cell-free y-secretase LD TABR42/ABA3DERZIBET DL RUIERS
activity assays showed that fipronil desulfinyl clearly increased ADE DB EZRUL R TEERN BN S (@
the AB42/AB40 ratio. To sum, fipronil, fipronil sulfone or fipronil 2 AN
desulfinyl (at a concentration of 100 uM) also modulate ABPP-
processing by directly binding to the y-secretase complex.
“Category c” %’Fﬁiﬁéfi:l’aﬁ@'éﬁ(mo (FEMEE)
Biochemical and Neuronal degeneration/neuronal disease/neurotoxicity is a ErARETHIRMERAR (SH-SYSYHlE) (:6'257
biophysical research relevant endpoint. The results of the study supports the 100 pMAMBUTEARER, 50 uMBL_E THIRBAETF IR MY,
Involvement of communications evidence ' 25 pMBL_E THHRZER O RS OB NRHSNI,
) o ) (2017), Volume 486 . |Environmental Toxicology |http://dx.doi - ) ) TOFAZHZREBARTICED. EXSF S RBUBMERIRTZ71Y
vimentin in neurite N K Ruangja - 0, 6.25, that the toxicity of fipronil, as a risk factor for neuronal I  ADEALHRSHENT:
53 | 6-2-17 |outgrowth damage (652-658 ISSN: 2017 |roon et Program, Chu_labhorn .0I?g/10.101 Neurotoxicity Original - — |SH-SY5Y cells| 12.50, 25, — — - degeneration which in long term, could result in neuronal ":\Fmﬁuiﬁﬁb 74— LhOB{ENER -
induced by fipronil in 0006-0291X al. Graduate Institute, 6/3.bbre.201 paper 50, 100 uM diseases. Therefore, further studies need to be conducted to LSRR
sh-sy5y cells Published by: Elsevier Bangkok, Thailand 7.03.081 ! better understand t%e role(s) of vimentin in fipronil-induced <J4T0ZIUH in vtro I‘SH—SYSY“?H]BE[CBQL\'UM%%E‘
Inc. Source Note: neurotoxicity. However, the results of this in vitro study are not m;ﬁ%ﬁb%ﬂiﬂ@iﬁa@mﬁ?&?l%ﬂ:b\ 7’““"@*”
2017 May 0006 v. supplementary data for' setting or reviewing risk assessment A-NIro-4inNIE, %IZEXD?‘/@%E%{E}J‘HK\%
0486 parameters HCEBEREEIZRIEL TWSERHURSREHFB A=A
’ TEH3N, SHEHEICEHEE RV,
“Category c”
The study is relevant because of the neurotoxic endpoint. The in
vitro neurotoxicity study based on the evaluation of VEFME(CB T 23k, (EMERT)
Toxicology letters Department of Infection differentiation of mouse Na2 neuroblastoma cells exposed with YOZHR TR MAT (N2atlR) (; 1~10 pM
Fipronil interferes (2011), Volume 201, Biology, Institute of fipronil in a concentration range between 1 - 10 uM. Fipronil Miibfc.’ﬁﬁ%\ 1 HMJ—)U:TW?E?‘%E?Y&UU)E’%E
with the Number 1 (86-91 Sidiropo Infectio’n & Global Health https://doi.o N2a impaired the formation of axon-like processes from i ERK1/2Di@ANaeshsn Iz,
54 | 6-2-18 |differentiation of ISSN: 0378-4274 2011 |ulou et |University of Liverpool " |rg/10.1016/ Neurotoxicity Original _ _ |neuroblastom 0,1,5,10p - - _ differentiating N2a cells (IC50= 1uM). Furthermore, the study |FF(CfERL
mouse n2a Published by: Elsevier al. Leahurst Campus. " |j.toxlet.2010 paper a cells. M showed that fipronil induced disruption in the ERK/MAPK signal  [[72VL\3Z#k -jo:’l:I:JI/(i\ R ODMEICEEIRERKL/2-MAPF
neuroblastoma cells Ireland Ltd Source Leahurst. Neston. Wirral .12.009 transduction pathway, which plays an important role in the F-CRERAE I 2T YIAN2aHHE SRR DEZRAR
Note: 2011 Feb. 0325 Che4 7_|_i5 UK ! development of the nervous system. No axon-inhibitory action EROFEEAE I DL RUHN . FOEMRS LD
v. 0201 no. 0371 ! in perspective of the cytoskeletal proteins, the total and BEEZRIEL TVBAN, OISR TER,
phosphorylated neurofilament heavy chain (NFH) levels.
However, these results are not supplementary data for setting
or reviewing risk assessment parameters.
VEFME (BT 23k, (EMERT)
-SyMEEMMIBIERRMEL (PC12MIRR) (. J1JO0ZILX
“Category c” (FREIB. CEUIEFE0. 1 ~50 uMAMBUTAER, J4F
Ecotoxicology and The aim of the in vitro study is to evaluate toxic effects in O0Z)U(E2.5 pMBLET, AE#B(30.5 pML LT, C(30.5
Environmental Safety metabolomics and lipidomics after 72 hours fipronil exposure WML ET, F(30.1 pMI L THiRR AR Uz,
(2021), (224) Article Institute of Quality (dosages of 0.5, 12.5 and 50 uM). The in vitro study BACEYICEIDEER R BRERNMRRELL T, 7470
Toxic effects of No.: 112677. Standards and Testing https://doi.o 0 01 05 demonstrated oxidative stress effects which lead to cellular )L’f(ilo.’fﬁ%\ ARBEYIBTIF L2428, CTER7#REE. FT
55 |6-2-19 fipronil and its http://www.journals. 2021 Song et |Technology for Agro- rg/10.1016/ Neurotoxicity Original _ o PC12 cell z'é i2'.5 ' 2’5 - - _ macromolecule damage, nerve transmission disturbance and SHECERAL [15REBAREESN. 717°|:I:}L(:;D%E%ﬁ”é%‘x’ﬁéﬁ&%l;
metabolites on pc12 |elsevier.com/ecotoxic al. Products, Chinese j.ecoenv.20 paper an’d 0 ;;M energy metabolism disorder induced by fipronil and its TRUVSZHR JITIWTPSZ2/FOI/ NTNI7E SRR, D-JIL5
cell metabolism ology-and- Academy of Agricultural |21.112677 metabolites (fipronil sulfone, fipronil sulfide and fipronil >/D-FIVAZBEREHRRE, 75>/ RINSF B/ IINAZ>
environmental- Sciences, China desulfinyl). The presented results could be helpful for a better BACEHIREE Tl
safety/#description. understanding of the influence of fipronil and its metabolites on
CODEN: EESADV amino acid metabolism. The results are not supplementary data -PC12#HRBIC. J1TODILEZDAEDE. BEER N 2ENT
for setting or reviewing risk assessment parameters. UTHIRBREDIBE IRV F —REBIOENZSIFRIT, 5§
(C. REWIDERBEIBIE. MBDILEMLDEEVEENHD
ZEERL TV, S EHEi(C (BB R,
Department of
Physiological Scences AEBFCEITBE, GEM)
Environmental and -5y MIRARFEALHRRM R—/NZAFEN M HRRE (N274ER3)
Mitochondrial and Neurotoxicology Human Toxicology, “Category c” ‘:O'ZS.NSOO pMMIEbr;ﬁi\FOO prﬁmﬂﬂiﬁﬁm
transcriptome (Amsterdam) (2021) University of FIorid’a https://dol. Rat primary Neuronal degeneration/neuronal disease/induced neurotoxicity A 250 pMJ—)U:?JJX}\"—t%ﬁ‘)ﬁ'liighﬂb\ 2.5 uM
responses in rat (85) 173-185. ! Genetics Institute org/l immortalized | 0.25, 2.5, is a relevant endpoint. This study clarifies molecular targets of i B ETENIY RPEREBRIOE T HRHSNI. 25 pMALIE
56 | 6-2-20 |dopaminergic http://www.journals. | 2021 Souders Interdisciplinary P’rogram 0.1016/j.ne Neurotoxicity Original B | mesencephali| 12.5, 25, 50 B B B fipronil-induced neurotoxicity and supports, through multiple SHIECAERL |0 YAIVTNEIZAOFRER. SN R 7RISR S Ry b
o A | etal. X ! : paper [¢ 100,250, 500 lines of evidence, that fipronil acts as a mitochondrial toxicant in ||Z2V\3ZER D= OINFIHERHEINIZ,
neuronal cells elsevier.com/neuroto in uro.2021.05 . . ; L X
following exposure to |xicology/#description. Biomedical Sciences .011 dopaminergic HM dopamine cells. However, This in vitro study only with a o
the insecticide fipronil |[CODEN: NRTXDN Neuroscience, College of cells (N27) supplementary character for setting or reviewing risk < J470ZIVE RV AEBN MR HRRR(CS VTS NI RUT
Veterinary Me’ dicine assessment parameters. ElE TGl ~haON ?W’?ﬁ%ﬁ'liﬁ%@?ﬁi@?’éﬁ?&ﬂﬂiﬂﬁ5
University of Flori da’ MUTzo COBAFE(E. T4TOZILHIN—F DY AR L IR
ooy : ZHRBL OB RIBL TS, BIETECEE R,
Gainesville, FL 32611,
USA
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- Rz T L
- | BYNEH in vivo (mg/kgkEX _ .
DR | o =50 - BE |’ TO NOAEL LOAEL Klimisch SHEDERIED
No. ST 8% . BiH iz o | =T : o
0 ik TeTIRS |y | BEE PR SR | e | ECO lsime| (@) & /NOEL | JLOEL | 23—k EATHCRIT B
S|R0EE /in vitro mg/kg{kE/
ki =D
VEFME (BT 2SRk (FE14ERY)
b MR EHERRAE R IMAE (SH-SYSYHERE) (C25~
Fipronil is a powerful 150 uMAMBUTHER, 25 pMBL_E THIRRAEF IR
uncoupler of oxidative Neurotoxicology https://doi.o 0. 25. 50. 150 UMTIFEFERN50% 2R, FMO-LA ¢ &R
i i . —X LR/ - . 100, ZZLRERTHD, YAYFHE/ (S A—FDREFERELORHIC ||FHEIC (— U 3RIUBINZ(CLD TR RICLBTENTRIE:
57 |s.1-01 pf_\osphorylanon_thgt (Amsterdam) (2011), | 2011 Vidau et INRA, UMR 406 A&E |.'g/10 1016/ XIJJ A LFRZT/40RR = ) ) in vitro 75. 100 } & it%ﬁ{i)l‘)]d. N i\fﬁf@')\ YRS/ NS A - DRTEFI(ERELDH( iF{ﬂﬁ( ERAL |hRAN—E3RBUENNECLD TR RICLBTENTREEN
triggers apoptosis in (32) 935-943 al. j.neuro.201 |&H% 125, 150, FIFEIRERT —9ZEATULRL, TRSCRIR Tzo
human neuronal cell 1.04.006 175,200 uM
line shsy5y - J470ZIVE. SH-SYSYHIRRICE VTR D BES LU B
AEOBRRGHIELTHERL, PR3 22FE I 3L %RL
ke MR THD, FBIEHMEHCES R,
DOI:
GABA ASZAAIEHBEZE |Journal of Pesticide . “Category b” o — U
y ST (C SHiET \ TEFIVRR(C: =
58 |6-1-24 |tikRlfipronio@iE |Science, 2012 % 37 | 2012|8#K5  |BASF Japan co.,Ltd W1 toxicty  |Review| - | - - - - - - poniommscorsEnmER s [ Y | IR TSR SEB AR R IR
JaIrqUsy # 4 5 p.349-361 24 : HTOI7ANVERT /X THD. —RIEHREL TR, <
o Not relevant
Environmental fate Journal of Pesticide grg::;s University of California, Et;[ii)/l/sg:l/o Environmental JMPR ;f:ttil\feas[lebvslte;;rtflidsO:iTICh cocs not contain information on the STAMh(CERL AT OEURBIERLBIECBIS SH8HE
59 |8-1-49 |and toxicology of : 2007 |7 California Environmental |/ 1" ) Review | PartI- — - - - - - P ' W +JMPR(2021) Tl SEEZEAEL TER#2NTLBH, A
fipronil Science 32:189-199. ekara et Protection Agen jpestics.R07 | fate, Toxicology Residues 72U\STHR FRICEREAL
P : al. gency -02 (2021) Remark: Combined summary and assessment of important an S
toxicological and environmental fate information
. - L Critical Reviews in https://doi.o
Fipronil insecticide A .
) -~ |Toxicology (2016), N rg/10.1080/ | _ .=, H73U-b -
60 |5-1-96 2‘;’:;2'2% Oxidative | 46) 876-899. 2016 Z\Ilang et gg';i:fdad Complutense |, 05444, | HBE/BIEAN 1o | - - - TTODIMCEBBER N ZDB BRI TOILETORBIIOR BRI g&iﬁ;gmb T4 TOZNOBAER N R RIS BHA5
. http://www.tandfonli ’ 016.122301 H33LD50RULC50%RLTHD. ZIRIEHREL TR,
metabolism )
ne.com/toc/itxc820/ 4
Not relevant
oIt is a review article which does not contain information on the
active substance fipronil.
A comparison of rat o . _ SYNCRRBBN BB T EIEOL MOIHFIEI LT
chronic progressive Critical Reviews in https://doi.0 Remark: The publication reviews the differences in the FLHBNTEET
nephropathy with X ) ps: . @] development of chronic progressive nephropathies (CPN) in rats |[FFfi(C{ERT o A X e
) Toxicology (2009), Hard et |Private consultant, rg/10.1080/ | Target organ ) B ) e, +JMPR(2021) T3, 28BS/ FNAEHETER
61 | 8-1-45|human renal disease- Vol. 39 (4), p. 332 2009 al Tairua, New Zealand 1040844080 toxicity Review | JMPR — - - - - - and nephropathies in human. The conclusion drawn by the SRIRETEDS (Gyl) (CBVTRHBNIBIERESED. £ MO
. . . . + P- - . ’ . . . (= B CI ) N
) : 30 J4T0ZICEIT BIBIRIFEHSNTLRL,
assessment health risk assessment. Furthermore, the authors claim, that
increases in the incidence of CPN-related tumours should not be
considered relevant for human health risk assessment.
However, fipronil was not a part of this review.
Consideration of rat O Not relevant FENAMETHRICHT D5y MOBIEETIHEESAE (CPN) (2D
chronic progressive ) https://doi.o JMPR oIt does not contain information on the active substance fipronil.|__ . _ WTHRET NI
) Toxicologocal Gordon SHillCfERAT o Y .
_,_c- |nephropathy in ) e . rg/10.1093/ ) - ) PartII- o _ B _ _ _ e +JMPR(2021) T3, 28 MS M/ FNAEHETER
62 |8-1-57 regulatory Sciences 217352(2)'268 2013 gt :lard Private Consultant, N2 toxsci/kfs30 Carcinogenicity | Review Toxicolog Remark : RTT, developed as a result of Chronic progressive 22;';&@@ (GYh) [CBVWTERHSNIZIBMEEITERED. EMOFH
evaluations for ' ' 5 ies nephropathy(CPN) exacerbation in rats, have no relevance for ’ FRMENMEV\CEZERBA S BT DSHRO—DELTEIFEN TV
carcinogenicity. (2021) human risk assessment. 3 J4T0ZIVICET BIBIRIEE RSN TR,
Not relevant
Current Dru National Institute of https://doi.o o It does not contain information on the active substance £ hOCYP2CEIZF DE S IR DHGR .
The transcriptional Metabolism (20%9) Chen et Environmental Health " /[;0' 2174'/ O fipronil. SR AEFL +JMPR(2021) (&, ToxCastlcHl}3d. CARZNTUILIER%Z
63 | 8-1-17 |regulation of the Vol. 10 (6) 567—' 2009 al Sciences, Research 193892.00097 Drug metabolism | Review | JMPR — - - - - - ;JL\SZW I 927y AL EDEANIIER MR I D XRRD—DEL
human CYP2C genes. ' 57;3 P: ' Triangle Park, NC 27709, 89375397 (2021) Remark: In this review the transcriptional regulation of the TEIAENTVWSA. J4TOZVCRES BIBRIGERE;ENTL
USA human CYP2C genes is discussed. Z\AN
However, fipronil was not a part of review.
Not relevant
o ) e . It dges not contain information on the active substance BB CY PIAME S SR R 550,
Transcriptional Current Drug Marti https://doi.o o fipronil. -IMPR(2021) (2. ToxCastiziiis. CAREFMUIERI%
_4_op |regulation and Metabolism (2007), nez-Jim [Hospital Universitario "La |rg/10.2174/ A . o _ _ _ _ _ SHIICERL | iy e ; . o
64 |8-1-20 expression of CYP3A4| Vol. 8 (2), p. 185- 2007 énez et |Fe", Valencia, Spain 1389200077 Drug metabolism | Review | JMPR Remark: In this review the transcriptional regulation and TRUVSZHK SIS }t/”“;mabnfﬁu%%ﬁigé%m@ (i
(2021) TEIAENTVSH, J4TOZVCRIT iERIFE RSN TL
in hepatocytes. 194 al. 79815986 expression of the P450 enzyme CYP3A4 in hepatocytes is 2o : A it
discussed. e
However, fipronil was not a part of review.
Not relevant
o It does not contain information on the active substance
fipronil.
Phenobarbital- ;Zbc:gzt:’gvc;fan d
responsive nuclear Molecular and Cellular DeSeIo mental https://doi.o o Remark: In this study the cellular mechanisms of phenobarbital +JMPR(2021) (&, ToxCastlcHl}3d. CARZNTUILIER%Z
translocation of the A Kawamo eop ) rg/10.1128/ - Original in vivo (PB)-induced increase of constitutively active receptor (CAR) FHBCERAL (5T 927y A ICIDEANIIEREHR I D XBD—DEL
65 ([8-1-32 Biology (1999), Vol. | 1999 Toxicology, National Cellular toxicit IJMPR — - - - -
receptor CAR in 9y o to et al. ) 9 MCB.19.9.6 Y paper (mouse) binding was investigated in mice. The authors showed that TRUVSZHK TEIAENTVWSH. J4TOZVCRIT BIBRIEERE;ENTL
19 (9) 6318-6322 Institutes of Health (2021)
induction of the ' P ! 318 treatment of mice with PB resulted in nuclear accumulation of Z\AN

CYP2B gene.

Research Triangle Park,
North Carolina, USA

CAR. Furthermore, CAR activation results in transactivation of
the phenobarbital-responsive enhancer module (PBREM) found
in PB-inducible CYP2B genes. However, fipronil was not part of
this study.
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- | BYNEH in vivo (mg/kgkEX _ .
NR | EE0 - BE | To NOAEL LOAEL Klimisch SHEDERIED
No. S -1 _ %;, | e - % J N . -
o L S P PR AL REDE | s | B |sime| @M & JNOEL | JLOEL | 3-k EAT SR
S|R0EE /in vitro mg/kg{kE/
ki =D
Not rel t I _ . o _
. cI)t ;i:: ?\r;t contain information on the active substance PSSR SBOENIAPFZAIT5 T (B
Regulation of the brug Metabolism Runge- Institute of Environmental|https://doi.o o fipronil BEER) OFMEICOWTEEDIHEE
66 |8-1-50 cytosolic Revie\?vs (2013), Vol. | 2013 Mor?is Health Sciences, Wayne |rg/10.3109/ ADME Review| IMPR o _ B _ _ _ P ’ SHBICEEAL [-IJMPR(2021)Tl(d, ToxCastlcHi3d. CARZNTUILIEF%Z
sulfotransferases by 45 (1) 15_’33 ' et al State University, Detroit, [03602532.2 (2021) Remark: This review covers cytosolic sulfotransferases (SULTS) TRUSZRK FHES D7y A (CEDBANIIERE MR I DXBO—DEL
nuclear receptors. P ' Michigan, USA 012.748794 i o Y i TEIRAENTLSBH, J4TOIVCRET BIEIRIGER EHan TV
as enzymes of xenobiotic and endogenous metabolism. 2o
However, fipronil is not a part of this review. ¢
Not relevant
» It does not contain information on the active substance
Effects of microsomal Department of fipronil
enzyme inducers on Toxicology and Pharmacology, https://doi.o . ) . - -JMPR(2021) T3, S MRIRBRARSHERBAEE DHETE/ER
outer-ring deiodinase |Applied Pharmacology Hood et |Toxicology, and rg/10.1006/ Endocrine Original © in vivo Remark..The .study focgses on effect.s induced by mlcrosom.al “Hﬂﬁkﬁﬁﬁ' HWFEEERIZ LT, SYNIBIZRIRREERET KU
67 |8-1-31 - 2000 . ) ) ) . JMPR — - - - - enzyme inducing chemicals on thyroid hormone homeostasis BETHEIE DS s ¢
activity toward (2000), Vol. 163 (3), al. Therapeutics, University |taap.1999.8 disruption paper (2021) (rat) and the influence of the outer-ring deiodinase (ORD). The ety TSHADFZE%FBA T 2RO —DELTBIAENTLSHN
thyroid hormones in p. 240-248 of Kansas Medical Center, |883 9 ; ) J47OZIUCBAT BIBIRIEEHESNTLR,
various rat tissues Kansas City, Kansas, USA authors were able to show, that the assumption, of the ORD
Yo ! stabilizing the T3 concentration and thereby consuming T4
levels is not the underlying mode of action. However, fipronil
was not part of the chemicals tested within this study.
Increased
hepatobiliary Not relevant
clearance of © « It does not contain information on the active substance
unconiugated Harve https://doi.o IMPR, fipronil ST -IMPR(2021) Tl S MRRIR B R HRBAEE OHEE/FF
68 |8-1-33|th roxJin?a determines Toxicological Sciences 2005 [won yet Bristol-Myers rg/10.1093/ Metabolism , |Original| PartII- - in vivo B B B B P ' %EJ":‘E@&B HWFEERTZ LT, SYNIBITZRIRBRECIERET U
Y ) 84(2):232-242. 9 Squibb Company toxsci/kfi09 Toxicology paper |Toxicolog (rat) . . o Ae TSHADRZ &% 5BA T 33D —DELTEIAEN TS HN
DMP 904-induced al. B Remark: Subchronic toxicity studies in Sprague-Dawley rats. BN i s e N
S ) 4 ies ) . J4TOZVCEI T BIBIREE BN TR,
alterations in thyroid DMP 904 produced thyroid follicular cell hypertrophy and
B (2021) ; o )
hormone homeostasis hyperplasia, and a low incidence of follicular cell adenoma.
in rats.
Effects of microsomal https://doi.o O
enzyme inducers on Curtis rg/10.1080/ JMPR Not relevant R +JMPR(2021)Tld. v NRIRERARRMRAAERB OHEE/ER
69 |8-1-36 thyroid follicular cell | Toxicologic Pathology 2001 D. University of Kansas 0192623013 Cancer Original| PartlI- o in vitro B B B B It does not contain information on the active substance fipronil. %EJ“:‘E(D@ HWR2ERIZD LT, SYNBIZRIRBRRICIERLT KU
proliferation and 29(1):34-40. Klaasse |Medical Center 01418838 paper |Toxicolog (rat) 5).(;]; TSHADFERBAT 2 XHD—DELTEIBHENTLSH
thyroid hormone n et al. ies Remark: Effects of microsomal enzyme inducers on TSH in rats J470ZIUCBETBIERE TSN TLRL,
metabolism. (2021)
Developmental O
exposure to https://doi.o IMPR Not relevant IMPR(2021)Tld. 5y RIRIRBRMMIEB DI TE/ER
: . . - . . X P ep— . Y 7 it el
brominated diphenyl |Toxicological Sciences Tong University of North rg/10.1093/ Endocrinology, Original| PartlII- in vivo *It does not contain information on the active substance fipronil ,,Hﬁﬁl;ﬁiﬁi@' HWFEEERIZ LT, SYNIBITZRIRBREERLT KU
70 |8-1-39 , 2002 (Zhou et e } developmental ) — - - - - BRIRENEDSD a5 = N
ethers results in 66(1):105-116. al California toxsci/66.1. toxicity paper |Toxicolog (rat) Remark: Effect of Brominated Diphenyl Ethers (DE-71) , not ety TSHADFZE%FBA T XD —DELTBIAENTLSHN
thyroid hormone : 105 ies emark: peny ’ J4TOICRIS BIBIREEHAN TR,
. } Fipronil. No treatment-related effect was detected.
disruption. (2021)
Not relevant
o It does not contain information on the active substance
fipronil.
Remark: In this study rats were treated with the UDP-
Reduction of thyroid glucuronosyltransferase (UDP-GT) inducers phenobarbital (PB),
hormope levels an.d Toxicology and . . https://doi.o 3-methylcholanthrene (3MC)_’ pregne_nolone—16a—cart_)on|tr||e I -JMPR(2021) T3, S MRIRBRARSHERBAEE DHETELER
alteration of thyroid : University of Kansas, . . @] L (PCN), as well as a polychlorinated biphenyl (PCB) mixture for |[FHii(cfEAY e . A
) Applied Pharmacology Barter ) rg/10.1006/ Endocrine Original in vivo ) . f e HWFEEREIZ LT, SYNBIZRIRBRRICIERLT KU
71 | 8-1-41 |function by four 1994 Medical Center, Kansas ) . JMPR — - - - - 21 days, to determine their effect on thyroid hormone levels BETHEIE DS s ¢
X (1994), Vol. 128 (1), et al. X taap.1994.1 disruption paper (rat) R A R X TSHADRZE%RBAS 2 XED—DELTEIFENTLSH,
representative UDP- City, Kansas, USA (2021) and thyroid gland function. UDP-GT activity in the liver as well  [33Z#k i s e N
p.9-17 174 ) JTOZVCEI T BIBIREE BN TR,
glucuronosyltransfera as serum levels of free and total thyroxine (T4), free and total
se inducers in rats. triiodothyronine (T3), and thyroid-stimulating hormone (TSH)
were determined. As a result the test substances increase UDP-
GT activity toward T4, and decrease T4 levels. It was concluded
that the induction of UDP-GT is involved in the effect of these
chemicals on the thyroid gland. However, fipronil was not a part
of this study.
Not relevant
It is a review article which does not contain information on the
active substance fipronil.
Remark: The publication reviews the underlying mechanisms for
Institute for Applied the development of thyroid follicular hyperplasia and
Human relevance of . Biosciences, Karlsruhe . subsequently +JMPR(2021)Tld. v NRIRERARRIRARAERB OHEE/ER
) A Regulatory Toxicology : https://doi.o A . . . I e - -
follicular thyroid and Pharmacolo Bartsch Institute of Technology rg/10.1016/ Original @) to thyroid follicular adenomas and carcinomas in rodents upon [FHEICERT |MFEZ2ERI3_ LT, FIRIRZIE_ERZHROIZHREMICLD
72 | 8-1-42 |tumors in rodents (2018), Vol. 98 Y 12018 et al (KIT), Department of _g t h 2018 Carcinogenicity ag or JMPR — - - - - - chronic TSH stimulation. Furthermore, the authors are assessing|2FI8EEDH |51EEETENZ—EDOFE K RHAMREZ AT S XEREL
caused by non- 1939—2(38 + P ’ Food Chemistry and J'0y7 825 pap (2021) the relevance of these effects in humans. They conclude, that (33t TBIAINTWAH, J4TO0ZVCRETBIERIESE BN TV

genotoxic substances

Toxicology, Karlsruhe,
Germany

there is no chemical known which increases the incidence of
thyroid tumors in human and hence, that the increased
incidence of such tumors upon chronic stimulation of the thyroid
via TSH is specific to rodents. Therefore, the authors conclude,
that such findings should not warrant classification as a
carcinogen in humans. No experimental data for fipronil were
included.
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Not relevant
It does not contain information on the active substance
fipronil.
Comparison of the
hepatic and thyroid Remark: In this study the effects of phenobarbital (PB) on the
gland effects of liver and thyroid gland were investigated using wildtype (WT),
sodium phenobarbital constitutive androstane receptor (CAR)-knockout (KO) and
in wﬂf:l type and . https://doi.o pregnane X'receptor (PXR)-KO rats. Add|t|or.1al.ly, the effects of - -IMPR(2021)Tld. 5y NPIRIAIMIAE SO TR
constitutive Toxicology (2018), . . . . . O L the PXR activator pregnenolone-16a-carbonitrile (PCN) were SHmCERAT R i .
Haines [Concept Life Sciences, rg/10.1016/ Endocrine Original in vivo : - e, HFEERTZ LT, SYNIBI3RIRRELIERET KU
73 | 8-1-44 |androstane receptor |Vol. 400-401, p. 20-|2018 . . . JMPR — - - - - examined in WT and PXR knockout rats. As a result the authors (3BIEEHDH o .
et al. Dundee, UK j.tox.2018.0 disruption paper (rat) ) ) A ) S . TSHADRZEZFBAT D —DEL TBIAEN TSN
(CAR) knockout rats 27 (2021) showed that CAR is required for PB-mediated increases in liver [33Zfik e e e
3.002 ! ) ) o . J4TOZVICBIT BIBRET BN TR,
and pregnenolone-16 weight, stimulation of hepatocyte replicative DNA synthesis and
a-carbonitrile in wild induction of hepatic CYP enzymes. Furthermore, a functional
type and pregnane X PXR is required for PCN-mediated increases in liver weight and
receptor (PXR) induction of hepatic CYP enzymes, while the induction of
knockout rats. hepatocyte replicative DNA synthesis is also mediated through
PXR activation. The authors conclude that the respective KO-
models used in this study constitute useful tools for mode of
action studies. However, fipronil was not part of this study.
Not relevant
o It does not contain information on the active substance
fipronil.
A possible mechanism Remark: In this study the effects of phenobarbital (PB) on the
fofthe decrease in Toxicology and https://doi.o o in vivo (mice, levels of serum thyroid hormones such as total thyroxine (T4) R +JMPR(2021) T3, S NRIRARARSHERBAEZE DOHEE/EFR
74 | 8-1-46 |serum thyroxine level Applied Pharmacology 2010 Kato et |Tokushima Bunri rg/10.1016/ Endocrine Original IMPR o hamsters, B B B B and triiodothyronine were examined in male mice, hamsters, %EJ“:'&(D@ HWRE2ERID LT, SYNBIZRIRBRRICIERLT KU
b heno)tl)arbital in (2010), Vol. 249 (3), al. University, Sanuki, Japan |j.taap.2010. disruption paper (2021) rats, and rats, and guinea pigs. Treatment with PB resulted in varied 55(;]; TSHADRZEZFBAT B HD—DEL TBIAEN TSN
rgdZnts p. 238-246 09.024 guinea pigs) reductions in thyroid hormones between the the species. J470ZIUCBETBIERE TSN TLR,
! Overall, these findings indicate that the PB-mediated decreases
in serum T4 level in mice, hamsters, and rats (but not guinea
pigs) occur mainly through an increase in the accumulation level
of T4 in the liver
However, fipronil was not part of this study.
Not relevant
o It does not contain information on the active substance
School of Environmental fipronil.
Effects of and Biological Science
perfluorooctane Env.|ronmental anq Tec.hnology, Dalian ) Remark: The study focuses on effects |ndu_ced by - SIMPR(2021)Tld. 59 NRIRESIAIEE O e
Toxicology and University of Technology, |https://doi.o . - O L perfluorooctane sulfonate (PFOS) on thyroid hormone SHmCERY i .
sulfonate on rat ) Endocrine Original in vivo ; e HWFEEERIZ LT, SYNIBITZRIRBREERET KU
75 |8-1-48 . Chemistry (2009), |2009 |Yu et al. [Key Laboratory of rg/10.1897/ . . JMPR — - - - - homeostasis. The authors were able to show, that the enzyme [[2B]8E4DH S .
thyroid hormone ) disruption paper (rat) . ) TSHADRZE%RBAS 2 XED—DELTEIFENTLSH,
. : Vol. 28 (5), p. 990- Industrial Ecology and 08-345.1 (2021) uridine diphosphoglucuronosyl transferases 1A1 (UGT1A1l) was |23#k . D e e N
biosynthesis and - ; . . A J47OZIUCBITBIBIRIEEHESNTLR,
metabolism 996 Environmental responsible for an increased hepatic T4 glucuronidation and the
' Engineering, Dalian, enzyme type 1 deiodinase (DIO1) was responsible for an
China increased thyroidal T4 to T3 conversion in context of PFOS-
induced hypothyroxinemia in the rat. However, fipronil was not
part of the chemicals tested within this study.
Effect of microsomal @)
enzyme inducers on Nichole https://doi.o JMPR Not relevant R +JMPR(2021)Tld. v NRIRIR AR IRARAERE OHEE/ER
76 |8-1-51 the biliary excretion |Toxicological Sciences 2002 R. University of Kansas rg/10.1093/ Biliary Excretion Original| PartlI- o in vivo B B B _ It does not contain information on the active substance fipronil. %EJ“:‘E(D@ HWR2ERIZD LT, SYNBIFZRIRBRRICIERLT KU
of triiodothyronine 65(2):184-191. Vansell |Medical Center, US toxsci/65.2. Y paper |Toxicolog (rat) 5).(;]; TSHADFE#BAT 2XHD—DELTEIBHENTLSH,
(T3) and its et al. 184 ies Remark: Study on serum levels of TSH in rats J470ZIUCBETBIERE TSN TLRL,
metabolites. (2021)
Evaluating chemicals -in vitro DFRERNSISSNTZT —H%VvivonsSsnTzast
P ERERUEUD ry ND— SR UIHS
for thyroid disruption: Environmental. O Not. relevar'1t . ' N . ):ﬁ%ﬁ MFERLFEUDIFBA0PRY NI — )RR U
opportunities and Health Perspectives Pamela https://doi.o JMPR oIt is a review article which does not contain information on the T o
L ) D. ' . . . Partll- | _ _ _ _ _ active substance fipronil. il +JIMPR(2021) Tl Y hTOREHENERILES
77 |12t challenges with n 127((92)609;5001' 2019 oyes  |EPA ro/10.1259/ | Endocrinology | ReVIEW! roxicolog 22;]; 0B | (TSH) 4IRS PRISEI IS S
adverse ou(-t:Jcome PR). etal. ies Remark: Chemical interactions with molecular targets of the (F2HREIRBAND MEERBA T B(CHID, SEEUINIREL T
(2021) thyroid system have been developed and implemented. SIAENTWSBH, J4FOZNCRET B IBHRGEHINTOR
pathway approaches. 0w
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Not relevant
* It does not contain information on the active substance
Critical Reviews in fipronil.
Thiazopyr and thyroid| Toxicology (2006),
disruption: case- Vol. 36 (10), p. 793- Remark: This case study discusses the carcinogenic hazard of
study within th_e 801 . Office of Pesticide https://doi.o the pesticide thiazopyr towards. humans within the context of o -IMPR(2021) Tl 4 TO- IS BE RIS IRERIE
context of the ipcs IPCS mode of action Programs, U.S. O the IPCS framework for analysing the relevance of a cancer SHECERAY | - e o7 ALt =,
. Dellarco . . rg/10.1080/ . . . A ) . o e, (ST REMFNZ LS —BHEERIIHDEEL
78 | 8-1-58 |framework for framework: IPCS | 2007 Environmental Protection Carcinogenicity |Review| JMPR — - - - - - mode of action for humans. Thiazopyr increases the incidence of | 3BIEEMEDS | - . -
: o X et al. . 1040844060 ) . o . . FRO—DELTBIAENTVSH, J4T0ZVICRIT 215k
analysing the harmonization project Agency, Washington, DC, 0975242 (2021) male rat thyroid follicular cell tumours but it is not carcinogenic |%3Z#k HANTUAL
relevance of a cancer [document; no. 4. Part USA in mice and it is not genotoxic. Although a postulated mode of e
mode of action for 1, pp 30-43. World action could theoretically be relevant in humans, the
humans. Health Organization, quantitative differences in the susceptibility for neoplasia to
2007 thyroid hormone imbalance in rats led to the conclusion that
thiazopyr does not pose a carcinogenic hazard to humans.
However, fipronil was not a part of review.
-FFEE SRR B R (C L B FRIRBRAILE S RRUBIRARADRZE(C
The effect of hepatic O Not relevant ESEEE 5
enz me-inducinp Peter G https://doi.o JMPR oIt is a review article which does not contain information on the Y +JMPR(2021)Tl&. J4TOIIHSICL DTy NCBIF R
Y ) 9 Endocrine. Reviews University of Chicago rg/10.1210/ ) . PartlI- active substance fipronil. § L_: [RARAMRREER DL MOIMEIEZIRET T B(C D, I
79 |[8-1-18|drugs on thyroid 1991 |Curran ) Endocrinology | Review ) — - - - - - EIEEIEDH _ e s g
hormones and the 12(2):135-150. et al Medical Center, USA edrv-12-2- Toxicolog ik AATYIZEWREN UL EERFEICLD, £ hOFRIRARR
thyroid gland ’ 135 ies Remark: Review on metabolism of thyroid hormone and effect WESORENE L% Z 3B A REMECBI T 33O —DEL T
Y gland. (2021) of hepatic enzyme-inducers on thyroid hormone metabolism. BIAENTWLSH, J4FOCRT BIBHRIGEHIN TV
W
(Rarte:;z‘;:?:)re“” o ttos://pub o Not relevant -IMPR(2021)Tl4. F4TOIMESICEBTYNCBHZTIR
I\/Tolecular clo;lin The Journal of W P me[(; nctz nl Metabolism Original PartIf— in vitro « It does not contain information on the active substance SHECEEFT | BRBREHRBIEE DL MOIMEEEIRET 3 BICH D, BR
80 |8-1-14 nudeotide se UOSI’;CE Biological Chemistry | 1985 Di<':kson University of Melbourne m ni.h 0\.//3 Biochemist ! ag or | Toxicoloa| — (rat) - - - - fipronil. ZEIBEMEDS |RRARIVES DENREY )\ VB THD NSV APALFIARBHER
dUeNce, | He0(13):8214-8219. g vo| pep Icolog B O—DELTBIBENTLSH, J(TOT VBT ZIERIE 8
and gene expression et al. 839240/ ies . ’ N
S . Remark: Molecular cloning of rat transthyretin SNTULRL,
in liver and brain. (2021)
Not relevant
o It does not contain information on the active substance
fipronil.
Remark: This study examined the effects of antipyrine,
phenobarbitol and rifampicin on thyroid hormone metabolism in
humans. Volunteers received either antipyrine (1200 mg), AR = b2 =4 i
The effect of https://doi.0 henobarbital (100 mg) o rifampicin (1200 mg) daily for 14 “IMPR(2021) T3, ITU=NBSISB5YNCBIHETR
antipyrine, European Journal of ps: . P X 9 X P 9 X Y I IRBRMERBAER DL MOIMEEZIRET I DD, N
) . - . . . rg/10.1111/ - @) L days while treatment occurred in a crossover design. Before and ||zHfilCfEF3 _ e iy .
phenobarbitol and Clinical Investigation Ohnhau |University Hospital Essen, |, - ) Original in vivo o e AAT1YIZERENUIATEE RS EI(CLD, E hOERIRARAR
81 (8-1-22|" . . 1981 3.1365- Clinical trial IJMPR — - - - - after each treatment antipyrine clearance, y- EIEEIEDH L S b — N
rifampicin on thyroid | (1981), Vol. 11 (5), setal. |Germany 73621981 t paper (2021) (human) lutamyltranspentidase, d-glucaric acid and urinary excretion of |53zt WESORBINFEZZ (I OIEEIECBIT RO —DEL T
hormone metabolism p. 381-387 ) ’ 9 v pep . €0 ry ) SIRENTUWSH, J470ZIUCBIT3IERIGEHINTOR
in man b02000.x 6-B-hydroxycortisol were analysed. Furthermore, thyroxine- "
' binding globulin (TBG), T3-resin uptake (RT3U), thyroxine (T4), °
free thyroxine (FT4), triiodothyronine (T3), reverse T3 (rT3),
and thyroid stimulating hormone (TSH) were estimated. As a
conclusion the authors state that drugs capable of inducing liver
microsomal enzyme activity may markedly enhance T4 turnover
in man.
However, fipronil was not a part of this study.
Not relevant
o It does not contain information on the active substance
fi il. _ N
o https://doi.o tpront -IMPR(2021)Tld. JTOIUESICEBIYNCBIFBRR
A senescence up- Biochimica et . . =, ) = —1 =
regulated protein: the Biophysica Acta Savu et Faculte de Médecine ro/10.1016/ Endocrine Original © in vivo Remark: This study demonstrates that rats possess a thyroxine- FHi R | IRSRAIRIERBOL MOSHRIEERE T BILLID, Syhe
82 |8-1-23 ra?th roxi[r:e-bin(iin (199p1)yVoI 1007 |19l Xavier Bichat, Paris, 0925- disruption ag er | MPR O — (rat) B - - - binding globulin (TyBG) ene, which is rese:t in humansybut SEIEKEOS |E ORI ESRBTUPSS ARIBOELE SRS L
Y 9 ) VoL : France 4439(91)90 P PaPEr | 5021) 99 gene, P 32t TIRHLES BXED—DEL TBIBEN TS, I4TOZINC
globulin (TBG). (1), p. 19-22 017-4 was thought to be absent in rodents. Moreover, the authors B BB R RN TOA
investigated that TBG is actively transcribed during post-natal pres Sl
development and might therefore be a positive senescence
marker in rats. However, fipronil was not part of this study.
Thyroxine binding to N . o Not relevant -IMPR(2021)Tl. F4FOZIMESICEBTYNCBHBEIR
serum thyronine- University of https://doi.o IJMPR. - . . I ) - . —
binding alobulin in Endocrinolo Ruth A. Massachusetts Medical r9/10.1210/ originall PartiL- in vivo « It does not contain information on the active substance SHCERAT |ARBHIEEE O MOIMEERIRETTB(CHIZD. Sy
83 [s-1-25[ 9 IO | 122(5).951 o paoy | 1988 [Young |25sCNusE S PEN o iag.e.| Endocrinology [T AT C | (rat) - - - - |fipronil. BEIRELEDD |E NORIRIRAILE AU PSS ARISOBUEE TS |
i d’:”t S ' : etal [ R e Sl pap o 9 ik TIRME B DELTEIBEN TS, J4TOZINC
9& ! Remark: Appearance of TBG in rat serum B9 BIBEIRSE SN TLRL,
neonatal rats. (2021)
Not relevant
Alteration of thyroid l:| I:O(:]?f s not contain information on the active substance - BB CANAZEDE MIB BRIV ES DIERHEAD
hormone pronil BEICONTEDIAE
. . . i . B S L35y NCE g
honjeqstags by . E.uropean Journal of Drug Metabolism and hitps://doi.0 . O Remark: In this review alterations of thyroid hormone SHmCERY JMPR(ZOZ{)UI‘ j{ju_»hglféjj_l\\‘, bUéFﬁJf
antiepileptic drugs in |Clinical Pharmacology Benedet o rg/10.1007/ Endocrine ) L o ) . RRARHBRBIEE O MOIMBEEEIRET I DICERD, TN
84 |8-1-34 ) 2005, Pharmacokinetics, ) . Review | JMPR — - - - - - homeostasis in humans by antiepileptic drugs are discussed, BETHEIE DS — o O I
humans: involvement | (2005), Vol 61 (12), ti et al. Nanterre Cedex. France s00228- disruption (2021) together with the involvement of glucuronosyltransferase 5t AATYIZEWREN UL EERFE(ICLD, £ MO FRIRBRR
of p- 863-872 ' © |005-0056-0 inguction It is concluded that sevgeral antie iTe tic drugs which NELORBNTEERISRIRENEBIT SO T
glucuronosyltransfera " . plieptic arugs w BIAINTWVSH, J4TOZVCRETZIBERIE TN TR
se induction alter thyroid hormone homeostasis probably act via induction of 0
: uridine diphosphate glucuronosyltransferases (UGT). °
However, fipronil was not a part of this review.
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Not relevant
It does not contain information on the active substance
fipronil.
Influence of REJT(?TOIILIJ?ntehIihSt;JodiZ ::)‘i:::::csnzfar:i‘lmﬁ'ﬁz ;’;::g’;ﬁ'sdm -IMPR(2021)Tl4. T4 TOIF5ICEBTY NS BRI
rifampicin on thyroid | Acta Endocrinologica Christen |National Hospital for hitps://doi.0 O a/as investiga'ted)iln man. Volunte:ers were?rleated with TAM(CfER T B;?BBE%EBEE?E(DEI\AU)?H@I?&@E#@%(C%T;D\ e
85 | 8-1-35 gland volume, thyroid (Copenhagen) 1989 |sen et  |Epilepsy, Sandvika rg/10.1530/ Endocrine Original IMPR o in vivo B _ _ _ ifampicin (450 ma/day) for 28 days whereupon hepatic TS 47r?f‘y’]f§§:17k’éﬂb7tﬂﬂ¥§§§i§—(:;0\ £ hOERIRARA
hormones, and (1989), Vol. 121 (3), al Norway ! ! acta.0.1210 disruption paper (2021) (human) microsomal enzymes and thyroid function variables were 2zt WESORBINFEZZ (I OIEEIECBIT RO —DEL T
antipyrine p. 406-410 ' 406 ) . ) . SIRENTWSH, J4F0ZIUCBIT3IERIGEHINTOR
metabolisrm. investigated. Overall, this study supports the hypothesis that the o
increase in thyroid volume after treatment with rifampicin (and
other hepatic enzyme system inducers) is a compensatory
mechanism caused by an increased hepatic degradation of
thyroid hormones. However, fipronil was not a part of this
study.
Not relevant
* It does not contain information on the active substance
fipronil.
Remark: This study investigated the effect of
Effect of carbamazepine(CBZ), phenytoin (DPH), and phenobarbitone on
carbamazepine, Scandinavian Journal flve;ﬁ?ILivejse:;t?igéizszr;?n:?i:r?ti w%;ottr:?ap;:elrr:ag]:r?;:iiéll +JMPR(2021)Tl&. JTOIIHSICL DTy NCBIF R
phenytoin and of Clinical and Department of Clinical https://doi.o o related ar?tiepileptic P ¥ BT IRARHRBIEE O MOIMBEEEIRET I BICERD, TN
86 |8-1-38 phenobarbitone on Laboratory 1978 Rootwel [Chemistry, Rikshospitalet, |rg/10.3109/ Endocrine Original IMPR B in vivo N B B B drugs DPH or CBZ resulted in similar changes in serum thyroid |3aI8EH®s 4%?1W7§§Pk&ﬂbkﬂ?@$§%%§(i&0\ @ NOLEEVNE TN
serum levels of Investigation (1978), tetal. [Ulleval sykehus, 0036551780 disruption paper (2021) (human) hormone concentrations, the long-term phenobarbitone 5t WESORBIN G E%Z(F DRI REIEICRE T 2 XXHRO—DEL T
thyroid hormones and| Vol. 38 (8), p.731- Sandvika, Norway 9104880 o BIAEN TV, J4FOZCRET B IBHRGEHIN TV
thyrotropin in 736 treatment had no convincing effect on these parameters when o
humans. used alone. The authors explained the effects of CBZ and DPH
by means of interference with thyroid hormone binding to
thyroxine binding globulin combined with enzyme-induced
increased metabolic clearance rate of thyroid hormones without
homeostatic maintenance of premedication levels of free
thyroxine and triiodothyronine.
However, fipronil was not a part of this study.
Not relevant
oIt is a review article which does not contain information on the
active substance fipronil.
Interspecies
differences in Regulatory Toxicology https://doi.o Remark: The study summarizes the results of different other +JMPR(2021)Tl&, J4TOIRS(CEZ Ty NCBIFZERIR
susceptibility to and Pharmacology Lewand Gradient Corporation rg/10' 1016'/ Endocrine @] in vivo studies on perchlorate induced thyroid effects in rats, mice, SHmICERY (AR RAMERRAER DL MOIMEMERIRET T (TN, Syhe
87 | 8-1-47 |perturbation of (2004), Vol. 39 (3), p 2004 |owski et Seattle. USA ! j yrtpr.1 2004 disruption Review | JMPR — (rat and - - - - rabbits and humans. The results indicate, that the rat has a DEIBETEDS | MOERIRARAILES ARV 5> ARIGOEWNCEE I3k
thyroid homeostasis: 548—5’:62 ! al. ! '03 00'2 (2021) human) higher susceptibility towards sodium/iodide symporter (NIS) 532k O—2ELTBIAENTVSH, J1TOZIUCRIT 2IERIETH
a case study with o inhibition resulting in altered thyroid hormone homeostasis SNTLRL.
perchlorate compared to other species. Hence, the authors concluded, that
the rat is a problematic model for human health risk assessment
of chemicals affecting thyroid function. However, fipronil was
not a part of this review.
Journal of agricultural
Human exposure of and food chemistry . . https://doi.o — N . . N
fipronil insecticide (31 Dec 2021), Chen et China National Center for rg/10.1021/ i H7IU-b , B AEFL -717"D;)L/\®;§EB‘J@(1<$UHﬁE:’iU)OU)ﬁH%%i
88 |[5-1-12 and the associated Volume 70, Number 1| 2021 al. Food Safety Risk acs jafc.1c0 —fEEST Eos - - - - IHTOWNDREBERUV I TOZNRECLIE NTORERUZRICOVNTEED A DT
health risk (63-71 69 p. ISSN: Assessment 5604 THH, TIRIEIREV TR, SEFRRONEEZED.
0021-8561; 1520-
5118; 1520-5118
Not relevant
- . oIt does not contain information on the active substance fipronil.
Kristi L. hitps://doi.o o . -EPA(2019)Tl. KimBOXH (5-1-43) OFHHCHID
89 |8-1-15|The Apgar Score. 136?2()jla8t$f822 2015 :Y_Zt:irb ézﬁ:ti?cr; Academy of ;i/dlsozt'r’l‘;z_/ Pediatrics O[l)';g;zfl EPA — - - - - - Remark: Introduction of the Apgar score which provides an Ji@zgﬁﬁb SRUETTH—-ZI7ICBET 33RO —2EL TN TL
! al 2651' (2019) accepted and convenient method for reporting abstract the 3h J4T0ZIVICEET BIBIRIESE RSN TR,
: status of the newborn infant immediately after birth and the
response to resuscitation if needed.
) . Not relevant
f\_\/leptfggso?’l gsglza'\:;aovr: AneASntglegseI:i:nd Virginia :];2;/1/;;”3? Original O It does not contain information on the active substance fipronil. SR EFL -EPA(2019)MF(?.K Kim5D3Zik (5-1-43) OFHMICEHRED
90 |8-1-16 of the Newborn May 2015 120(5): 2015 Apgar Columbia University, USA ANE.Ob013e Pediatrics paper EPA — - - - - - g zﬁ?ﬁbf’;?j’t7137(1553'5)‘{WU)*’J&LI%IFﬁéntb\
Infant 1056-1059 31829bdc5e (2019) Remark: A practical method of evaluation of the condition of the 3h J4T0ZIVICET BIBIRIEE SN TR,
newborn infant one minute after birth has been described.
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