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93414 2%

CDAAH A FERIEBRREDTERO,
SEIFRT IS FUAZFMHREL T, ARHIZHZ
WEMES 2OISE R B REEN G ST A MDIRD
ATV TbiRR

(EU-11]
20194 | {EFSA EN-1598 21.03.2019)
(1) -BGEEOFRORDOEIFD(Q)SAR £5
WOBEE MBI S EFSA OMBRIZFLIR— bk
(EU-10]
20194 | {Efsa 2019 EN-1761 of 15 November
(7) 2019)

AR R EEEMRICILAERERESEHD
WNIBEZNER D DA/ DRI D SRR AR
BISBBERED(COVTOYRIFHEICEEITDH
15>R

(EU-1]

ZZBHOHIERENTVBHEARR R ERE SR
DRIV
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2. EFSA CHIF2EEHIHIE L BhES R

RRINOFRE FIER (MBI RA)TTRIEDEEN-AORE TOCAOMEZREL . TOR(CIFRTINECK
HEAMIV AN EEeEO—ERER U,

[(BRINICHIFBARFITOER]
€ Regulation (EU) No.1107/2009

Regulation (EU) No0.1107/2009 (&. EEHGBZFINZAT LHIIHOMAEFIEZEDILERTHD.
CORRBNE. URIDDirective 91/414/EEZEBFHULIZED T, BEHBOTISZIRAD—RMNIBRTOCAZITRELT
W3, ZOFHE(E. FRINHEUAL AL TOBRIR DY EDOFGERUNIEEE (Member State) LA TORERR
ROAGEOTOTRCBRESNTNS,

https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32009R1107&from=EN

EUR-1

€ Regulation (EU) N0.396/2005

Regulation (EU) No0.396/2005 (F. FRMIBFAROMRLOFEEZITHRELTVS, MRLIF. ZDOREIENRE
EROFEREL TREOXBYINEM I BEIEEEDHIBMICHU THESIN TS,

https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32005R0396&from=EN

https___eur—-lex.euro

pa.pdf

EUR-2

€ Regulation (EU) No.1272/2008

BEASVINTUMEEMEDDHEE. Regulation (EU) N0.1272/2008 THRESNTLS. BEBRIEDD
ARTOCADRIEEEPETE. DHECEAITZIIFARNDIERNEENS. 2017 FLURE. Regulation (EU)
1272/2008 [CED<EEFRMHYEDH%E(E. Regulation (EU) No.1107/2009 (CEDERRIJOCRELITL
TEHH NTEL.

https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32008R1272&from=EN

.

https___eur—lex.euro

EUR-3 P
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€ Directive 2009/128

Directive 2009/128 (&, EEO¥Ht o] Ae R EAZIERK I DD DRRMIKA TOITENORHE A ZFEZL TS,
Directive(l(E. NNBENEREFEROURIERZEZ RS T IeHDERITEIFTE. IPMBEIL, BRIOMN -7 1F
e RO, BMiEOIRE. BB XIS TOREMEROS/IMEEEELEHDVFZEFEMOEELLE
ZESVERBNIEIND, COXEF. BEHBOZAEHARHICREAL TRIMNES TEMEINTVWSFIBL AT AIC
925 lEIREIRMHEL TV,
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32009L0128&from=EN

-

https___eur-lex.euro

EUR-4 papf

€ Regulation (EU) No.1107/2009 OARE

ARegulation(d 11 BCONMNTVT, BEERED (. TNTNBIIR D OEAGRERGBDAGRCRET 25 2 BEE
3 ETHEINTVS, KOOETIE. T—HRE. [BRADTITR, )\Wr—S 06N EIRLRAEE. &
LUBITIBE (RINIES 91/414 / EECHH0BIT) FHMEINTLS,

> 2 ERPES T LR

Regulation(EU)1107/2009 Tl BEREZ LHI2—MRNATOTR (2 B&E) ([COWTEEENn

TWad,
1. BMRDOER
BB EERINL A TERE &N D, BBEEE (BB WNEIRITA-R) (& BRIRRZORSIE 1 DU ED
BERKBORIZIEEIZ. BRI RO IE. BERAOFREAFRIE (SBRHUE) EIVRRIVN (B3
BT DIFER) ML I2DICERINS. 1 DU EORRMWERASACREIZRRET —FEE M
IFRESORFIRSTICHVTIE. BRIERD RS IHROIY MRS M BWT, E MERRELIRIBELZ 2H(CE
FRURATFHMZITD. BRI & D RKED 1 DOTERMEANMERENIIEECRDAREND, [ZE2 D
E (L. FEANthe Uniform Principles (regulation (EU) No.1107/2009 M55 29 £%S08) (CHERL
LTWBRIEZRIRT B, 2onl[IIMBEOED TR, BRKDZ2ECEERBO_LHIFERRIENRV. NE.
IEEELAN TR BB O] ZERFE I 3l DFHREF THD.
2. HEFRT]
EEEME. INEEVOWREUTIHZ T EMEN3a1lc. FINBEETRAINZ2ENHD. BHiFEHEE EULA
IVTHEGRENTWVD 1 DFEEBHOBRIK D RS ISR TERENKRDHND, £lc. HBEEBEENT -5
BETHIN. EULNILTOBRR D RS IORAS LS/ E(EBFHECRET 2T —5IC (T-IFBENS
DLOAZEMSUT) 7ILATEIEFINDZENRDEND. 3 BEH(C. BEENEARIEREZHBL. EUL
N TROHSNISRINEERFEEOBMRD ORFE 2RI ENAIRET. HMDImatchingRa I, Z2RE
LTWRZENKHBEND. DRI TR THELIRDT —HHrdW\IRERRRAE(.
® EULANLTHIARIRERT —FT07933>&NTORWVERIRR DT —4 (BIZEFEULANILOT—5T0773

SBIRUIET -8 LUHERRKAR)

@ EULANILTHIARIEERT —4707733> &N TV T 9B LUHERBiEL AE DM B 0T — 75 LUGHER
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WINICE L BREEIHBOTERT -y, RuzBENET2REIRRICEFNZIZBIRITOTE
RT =AYy MODT7ICAENREERD.,

IEEOREZSBIE. BRBLUBRR D DT -4, IRRSINIERARM. EFEHISORIES JUSURSE
HHCEDWTUAVF I ZEM T B, IRBEESNIAER AN —IRBI(CERL TVWBRIZE(CDH (Regulation
No0.1107/2009 Art.29 &) . FRaldn?. BEIISU T, Hi—RRIADOIY T51 7> 2= HR T B2 DY
AIE R ENEENDHEEN DD,

C0 2 ERFE7T0-FOERE. BUNOHENRRITH D RIIDATYI OB OILBESERINIY MR,
NOMESZ(E, BRINESL A TEFI (XTI 2DN ERE ThrD. 212U B < DEFERBDUR T iIE 2 DE
RBAECOVTIE. BINBEOREIET. BRIESLUKIRSRMF. URAVEROBIEEMEICKEURF I B0, &
ELAITHNT 20N ERE THD.

> BRI OFEE]
BRI OZERIOBEIZELLT OLKONDRFTYTICHIIN TS,
1. >T)=RAF1YY

Al BRI (IRhs, BRRD R IRUAMKED 1 DM EORKIRST) 250HFSHz. BEH
BIRUIEIIR—4—E (RMS) (CIEHT 5. RMS(E. BREOT LM% 45 BREITIREIL. R E(SUTHES
HEBERL, BEER 3 PBUAICHIET 2Lz RKDHS5NS (Regulation (EU) No. 1107/2009
Art.9.1 288) ., RENTTIRE. BFEEFR IOIC-Z2MONNEE. EER. BLUPEFSAICERXTS
£IRDHHN B,
2. RIIEHE
RMS(E R IDEHEANSZFML . MBSO THRET —Y2ERU. RITMNHERESE (DAR) Z 12 1A
BIRIC/ERR T2 (K 6 hADERNZRHSND) - CODARIZEFSA (#RAI_LETThe AuthoritytTE&EEN
TW3) [ERENS.
RMS(3. BREADOTEMZARIEUILRIC, BEE. EER. EFSABLUZOMONEECERE —RORF
HZIBAIL. Mz BEIE T D, SHMIE O RORAIDRTYI(E. ¥)EHRegulation (EU) No.1107/2009
DAnnexII 3.6.2 15 3.6.4 KU 3.7 (e Thy MATEEZEIZL TV ZFER IS (“Brief answers
on certain regulatory questions regarding EU authorisation of plant protection products and
their active substances”"®XEHRDID No.1 B8R ) . BRI NINSD/\T— R CEIE %%
MICERMEE . E5RBRURTEHMZE T 2N E (R RMS(EFEV\DARZIERL. ZOBRK DN EZE
WISV EEIRET B, 12120, Regulation (EU) No. 1107/2009 (CEDGEERFIEO—EBEL T,
EFSAFECHAICH U TERIBR D DDEEOHZIRET D, o MNBEMEEY D EEZECHAITRETEFIN,.
CNIZEFSADIRRLE(FERDIZEN DD, S5ICECHAICL O TRERUVIREEINID L. RMSDIRREER
dimah®d. EFSALECHAR. EFSANB RZIER I 2LERFICECHANULWERIA D ODFEICRI T E
RZRFIZEZBERC, 2017 FENSINSOFIEDERRZFHIAL TLS.,
BRI H DY MATEHE(SETZUSBA(C(E. of Regulation (EU) No.1107/2009 DArt.4. ([CEDUVEE
o BEEE(CEHIL TOINEOHEIERR T DI DURTFHIN RSN D, FEREAECEERLL TLDNESMNE, A
BED 1 DORKRBAIR, WOWBIE—DRZEMEAR IOBLZCHL T, EOBIKDZSZOLREE 1D
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OERFEHRICOVT, AKED 1 DONEETORAINEIEEERDIETHIRTENS, RMS(E, BAINS 12 H
BBIAIC. EFSABLUEER(CDAREIRRY %0 COSHMHAR (&, RMSOIBHIER(CLDBINGKERE (LB
RORHICERR 6 hBADIERNZZHSN S,

3. E7LE1-

EFSA(EDARZZEE = EMONIERECEIEEL. /NTUvIIX> MesRDBTzbC—RRIC/NFT 5. EFSAL. i E
([SIEUT, EPLE1—%8RRL. DAR. NJUwHIXY NRUFMROETLE1—- (]RIE 7.5 hA. &RE 12.5
m) ([CEDWT. EPLE1—#Em%RI2 (BB 7.5~12.5 h"A) -

EFSA(E. E7LE1—-5298# 30 HUNICDARZERFEEH LUMMONEAECEIEL . HECESU T, BFENE
RS I#[EETRLS5HFEICIE RIS, EFSA(L Regulation (EU) No.1107/2009 Art.63 ([CEDE,
FRZEEIC 2 BRIAICDARZEUE (sanitize) 92L3KDD (B (SHBEIRICEZH T BIBEROHEIFRE)
RIC, SETHRAAREN. 60 BREIONTUvIIX> MIFIAENS. BE(SU T, EFSAZ. URZEHfORSE:
ZiEm I B, NMNEAEOFFREDIBENSOEFIRICLZVONDEPLE1I - bRETS. E@A
(CLBHEDIR T 120 HUA (BFIRZZJNFHESNTLSIHE(E 150 HEA) (2. EFSAFEOMER
NFKID, EFSANERBENSDENEHRZERUGS(C. IBERIEH(CERA 90 HfEl. RMSTOFHIIC 60
HEOEEMEREIN 3.,

4. FEEIHIMT

EFSAQ#EREDARICEDVNT, ZEERE 6 MALAIGEHEEZ (LE1-LR-bN) EEREHIVEE T OIRE
EEERRT 3. CORERE. 1B, B, BMSLUEANCETIEREER (PAFFEER) TORIHISE
DfeHIIRHEEN D FIRENZEICE. FERIBNESOARSr—HIUCAEINS (IRERORFIDIETR
HMSERFET 3N A) -

EFSADFESRDZFEE 6 hNEMAIC. EES (DG SANTE, 1-vhE4) (3. tBY). B . BRSIUEIRHC
I2ENEER (PAFFRER) ((RRAIRZIERIT D, ol RISEORHOMFIRZIEH I 2HIC. EER
DEBRECOVT, BEEBBERI-FIIIN-TEiR5193. TEER(E. RAIRLERICDARB LU
EFSAfER(CEDVWEHMBIE IR R I 2. HliE (. AR OARBIRBEPD THD. EixHF M I S
BRICHIEBENER T 2L I MRA Y MSEN D, FHBEB(C(E. SREBOIONTKE. RERT —IN-A(C
INEEN 3,

> BRIMNCEBITBBIEDERBIORT 1)L
1, AGRFIRO—ARRRAT S 11— 2R . —ARENTEERFIAICE 2 FHN5 3 FHE2ET D, FinT
ED 4 DOEEFEDZENENICOVT, JTOTCATHEA I Z0IREHDOHDENMELEZEH TIOVWTIRE T D, 2
U, —REICCDRT S 1—-)USEET B,
(ERmTEARE)
Directive 91/414/EEC Of3/E@E (Annex I) ((3BHFENDHARIE 104 THolz. Regulation (EU)
No0.1107/20090FshcLD, BIFOINTOI{FEEUNE (Annex I inclusion) J(E[ERE
(approval) J(CE&ZEEENI, Regulation (EU) No.1107/2009(CE DV TfHS5aN 252 eI #ARI (L.
BB OFERAICIHEU T5~ 1580, BBERTROIEIN2BAEIRME 5F. RBIREER
(Candidates for Substitution) (374 (EArt.24288) | ¥ILIOREDHBEF10ENETEENS (F
Art.5288) , BaJEH (renewal) [CDVWTIE 5x K154 (BArt. 15588) ME&EINS.
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‘,( rain. 30 m }

15 m 1I¥m 75m 9m
{ max 44 m )
'1'1.5 m - 18m 125m 9m

M1, BRINCHEFBRIFRRRIOBOIME (5IBE0EREE(CIER)

(EEES )

Directive 91/414/EECH#h HEFITUIBRIC(E. BUNTIHEIC_EHREN TORVEFTLWLWBRIR D (CHB W TEF
ENfz, 1993%F7H158LRICHNERETI TIC EHENTOWABOBEEFRB I (COWVTIE, 1995%F(C
LE1-J0J5L0BEIREN. IRTOBRAD D ERINTISCRUEE TFHficNd LBz, 20 LE1—-T
0935 L2012 (C5E T U BNEE. IARTOBE DD RRMNF—RAI ORI RERTZ

> BiHEoRTT1-)

SR RINBIDIER T, BEMHIVIEHDEL A (notifier) N"E#FHZHEID. EFHI/OTRAORTS1
—J)l (Regulation (EU) No0.1107/2009 AIR3LAf#) (&. Regulation (EU) No0.844/2012(CEE&he
nTW., BERJOCAL, BREDRFEEFIZZENTE, BIFEROBEMERE TICEFHZREI DN
K&HS5NB.

BEOBHADBZETORRE RS IDREZAIEECTRIEHC. COTOTREERFFIEMTRE 102 DDFHEDZ
TYICDIFBENTVD EDSNIEAT S 1-)VOF T, BEREBHI IOt A ZEDHZIX T, IHEARETIC
TRREESAZIRE I LV BN, BHFEOHIR (EHREXHARO3IFR]) FTICE. BHFEERFFI
—BPOENDOHZIRM I IVENDDFET

=

BEEE. RMSIHREZBLEDF 1977217V REN DI HZA(C(FHE . BHEEE14BURICENSZIRE TS
LERHBEND TNUE SEOFA LT UFEZEUR STFREH(E. EEIDRFE(CArt. 6.4 of the
Renewal Regulation (EU) No 1107/2009: (joint submission of renewal dossiers) (CED\\z
EMEmIEI R Z2ENE3Z0HC. EFSAFCOREEICOVTAEKT 2.

2. HEESEEN

AIR4A(CED150BRB I CDWVTIE. BRFBHARRETICRII AN CIREREREE 2 IEGE . BRIHAR
(F1~3FEMLEREIND. REEARCOWVT(E FILVWVBRIERRE T30 AEFL TV HBE(CEERENS.
IRENS30HHUAIC, RMSIFEREFFEICREL TV ERINGINEIN 2B T D, BHFEE(E. 14HURICTH
EUTW3IEHRZIRE T2 ENHDN. RMSOBEEFRHiHkEZ (Renewal Assessment Report :
RAR)DERAEE (HSERSIIRELERZ12NA) ([CERZEULRVN, ERRICE. COHRZEBETENE B
SHERPRNESIEREN S,

EREERIC(FFR AT OBREEIL(C, ROINMET, FARB R D DOREHEE(350.000~150.000R—>(C
B3, BRIIICE. 1DOBAED RS IEIDU ORI RS INGFND. RO ICERE. —IHEIER.
R IHI— (BRI OTier 1 2EE, BEIOTier 1 & 2RUVEMEDERE OTier MESE) HE
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RIDERIRESE (BRI, BEl) HEFENS. RSIOERKIE. FEUTOECDIA—Y MIEEHLL TLBHY
FR(CF—EUTORV, RS TR DFHMRAES (L. [Guidance Document SANCO/10181/20131.
[“CADDY comparison lists” (2007)JICEE&&NTL3, FIX5rMDocument K (study reports), L
(reference lists) and M (summaries) into sections(d. the Data Requirements Regulations
(EU) No 283/20131 (for active ingredients) and 284/20132 (for formulated products) and
the corresponding Commission Communications (2013/C 95/01) and (2013/C 95/02)(cC&D
WTW3. RT3 0ESE BRI EFAEHBIZBFAOTRTRERDN D OECDIA—YY MWL THS
BTV, 2 DitbeikEEZEEDocument J (IEHR) %BRE. RO IENBEENTLS,

RMS(&. #ARB R DDARFD RS THIZ(FFEHT RS IORARDFH &R ZHEZR I 5. DAR / RARIE. the
Guidance Document SANCO/12592/2012D&=#fihRIC#EH#LS D, DAR. RAR(E. BRFEENNEROIE
NIE#HRHD VI EIEZERZHIBRUILZ(CAFENS, DAR / RARDZARIE, /NTUy)IA> NTOEZD—
BT, 201498 F T, EFSAICLD/ Ty X NEIERMENTHS T ET7LE1—[FINEEECLHTHAEES
nrz.

3. E7LE1—-

EFSAN T N> M BEL. BRZVERR T ZFIEL. FRBIIR D DIBELEARIEN . EREWNL. &
EBLENZHRIAINA (1208 TIFRGNA) BULCETT, 22U, CORAMIZ120BM(CNA T, AT>a>
TI0HRINDEMRSFEZFEMI DN TED, HI1DOKREIREVL. EFSAOEKRISU GENIBIRZIZR
FBIHCHBEE (GGFRIEN 2RI B HMDZ S (X 11 A FTRBAKR D DHZEE3NE THD.

DAR . RARICEDUTUw XY M. EFSARMEB(GUTETLE1-BFIREFE2METZ. CO=E
(&, JCTUWIIXS MBS D T — RINWIFZIFEFSABE B OHIET(CED. DAR. RARDRMSIZE(CHEEEN S,
E7LE1-TOCATIREINZEEEER L, EFSAETLE1-REETREINS.

COIREZHEE 200~600 R—JH, NNBECZOMOFIZRAFZRENSTEZEDHTLIBUKRIDDIE
A &K 2,000 (FEICRD. EPLEI-IREE(E /Ty IXD NCIRMEENZIX N (EFSAOIX MEE
D)  BEENSOLIZE. RMSBLUEFSA, BLUETLEI—BFFIRSZETOIA MOIIB(CRET2EDER
%. E7LE1I-IREEE. EFSAKGROIBARLARIRICEII2E RIBIRE. IFED N YI(CEATZNEE DR
DA NEEEHEIN TS RIEHIICEFSAIL conclusions documentzFTat. RAEPFIYIEICART 3.
EFSAE7 L E1—conclusions document®F/TIC(E. 10 HMS 40 HEZZEL. Wiley Online Library®
EFSA JournallC#§8&N 3, EFSANZRIMEAZIFELRVCERFFRTERL BN HIVNEEE
FETERVILTERV. EFSADEEIFIVRAVEHEE . FUNEZEERENVAVERE |OEEIT, FEINE
DRI EFRBIDRE(CEDIVT, REORFEDHIPRD T CERAINAIGENEINZ HIT T3,

4. EREJHIRR

EEOHMTTOCRE. FIFEMRXEERRT. 2016 F 12 AUBTEBEEHFRIOLEI-LR-NE
[EEHEL R— M IEIFENTVS,

EFSA Conclusion®A%k#& . ZEER(FEHEREEOER. BLURA] (FFERE]) HdWIEEHE 3F
BER) OBERZIEMRL. RIEEREL UGSECHT2HIIC. PAFFRERTMBEEERIND. IBRIN
IHIHERRE R (B2 S AN DdHE GFEMELEERIZGFOFIR)  MAIOERNEE
RACEOTTBT (Technical Barriers to Trade) OR—JTAMENS. BiHELR—NI(E. BIASER
WEFIEOBIEN S EN. R0]/FFR B HDVEEER/IEEERR. SRR RM4EHIR. RUENT-—90EH
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WERM(CEEHIND,

> B BIHE (AIR) ORTZ1-)L

(BEHMmTOI3.L)

BIHMTOJ34 (AIRTOV3L) (& BFHMETOCADEEZEIRS LU BT 21H(C. BIHARCBLE

(CEDVTIN-TENYFICERR D ZBNIDH Tz, BFHERAITE. MESHEORTEARZESH. AIR2
(Directive 91/414 / EEC) T, IR HAPR(Z. BIHARD 34~40 nABIELZ. Directive

1107/2009 (AIR3LARF) (CEDVWTHEFHMIcNBRImD (. 1RHEARFERBIBRIEARRD 30 hARTEL

Iz,

{AIR 1)

RYOFRNTOSTINL 7 BRI T, 1B 91/414 / EECGRECED(—IFMNRBEED T T 10 F£MEI(IC

BiHiicn ., EARNCEREARE 2021 & 12 A 31 HToholz, chid. 7 BRI INTHAIR 4 T2 [0

BOE#FHZFELTWSIELZRBIRTD (UTZ2ER)

(AIR 2)

2011 £, 2012 F(CBRIHEARNEINS 31 BRIk (& A (EU) No 1141/2010 (CEDVWTHEIHiie

n. cNSOBERIR 2 OBZNEAR(E 2015 £ 12 A 31 HETERENL, 2012 & 2 ANS 8 AETOMIIC

29 BRI OBl RS IThRH &Nz, 20154 10 A 20 HIC. Directive (EU) 2015/1885 T, ¥

O TLVE 23 OFHMIMREB R DB TIE. 2016 £ 6 A 30 HET 6 hAROBEBHARNMERINT.,

INBOBEETDIDIE 9 BRI E. 2017 £ 6 A 30 HEFTHERZN (Regulation (EU) No

2016/549) . JUKRY—bh(E. 2017 € 12 B 31 HZT 18 hBEZERINE (Regulation

No.2016/1056) .

Directive (EU) No0.2017/841 (2017) T, 2018 £ 6 H 30 HETIC 7 B HBEILERIN.

2017 € 10 A 1 HIC, 2OFROTIVEN IO AFIUIERE]ENTG', 6 BRI D (EERET,

(AIR 3)

DB RI D (CDNTIE. Directive (EU) No.1107/2009(CEDVWTHFHEIOCANBAEINTWT, 52
B]OBEARD3FERIE TICHRFEEZIRH T2MENDD. BUMRIORVION\YF (2014568 14HED
BICERATEABREIN) (CDWTIE. BRIERRD30N A RICERFEENHE S ZIRE I3 LETERNODT,
BREARMERENTZ,

J\WFAIR3.1. 3.2, HLU3.3(EDirective (EU) No0.823/2012TXEfEaN. FILLWVEIHEAR(FENEN
20165 7A31H. 20164 10831H. 20171 A31HERf. NyFAIR 3.1 K% U3.2(CDWTIE,
Directive (EU) No. 2016/950T. BRFE&E(ICREURVIERTHEMR D FHUINEZELIZO T, BRIEARE
HIERSINT, KOOy FIOVTE. BE LB FEERZIEE OB TELIICBEMEARMERENT,
BEMlGE TN, SO AEL TRRET WS,

(AIR 4)

BXEIRN2019F1818H152021F12831HETOEMM D (E. AIRACTIL—TEan., REIBHM
B3[E (Rapporteurs) EHBHIREIBHENMEEE (co-Rapporteurs) HEIDH TSN (Regulation (EU
) No.2016/183 11.02.2016) .
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EUNMNEREEL TOREDBRERRCXTIGU T, REINRMSEZlFco RMSTHOIZAMAAIICOWVT, MERSIN
FRAREENTORV21BR D OB EIDE TZXNE (Regulation (EU) No.2018/155 31.01.2018
) o

20165F7H188 (Rev. 3) [CRANCFEITEN. 20185128 (Rev. 10) [(REEFENLIT—F>JT R+
IX>h (SANTE 2016-10616) Tl COTOVSLD214BMk B EEHC4T ) —T(BINERIFHI TS
EzseEk. ST SE TR,

(AIR 5)

BHEIREN 202118 18M152024F12831HETOBEME (& AIRSTIIL—T{EEN. IREIBEHM
B3[E (Rapporteurs) ¢HBHHREIEENMEEE (co-Rapporteurs) MEIDH TSN (Regulation (EU
) 2018/155 31.01.2018)

CNSOBER I OFHiZ BT DBEINRDDVONDTIN-TIENFEENTVS, sHIEETH,

Renewal process, minimum timeline expiry date ’
1m 14d 12’m gEm 9m
| I I | | AN T AT N T T N N O T T I N O A | I I |
T T T T |£ Ty rrrrrrr T T T T
3yr -30m -24'm -12m
Renewal process, maximum timeline expiry date ’
1m 14d 12 11.5m m
(I O T T O I I I T I T O T O I | | I I |
rrrrrrrrerrrrrrrprrrrrrrirrTrrr T TrTTT
-3/-Byr -30m -24m -12m

X2 BRESBEHhCHIIZRERURROATT1-) (Regulation (EU) No 1107/2009) (BIBZ%D
EHREEIC/ER)

> MHBEFEREY-IATA

Directive 91/414/ EECICBVTH. I TIHEEARDIATLZEAL. HIINEETEEHBHRITEIN
IZ5E . BONNEEEEROZRR ZIEE(CERD. FFR] I 2MENGD O, IZIZU. O AT AlF. I-0Ov/2AK
DEESABLUTURRMOLEHRZEI Z AL TU. FEALONAEE. Ra]ZERCFRHDEEZ T
ANBHfEN, HBWEISERT DNNBE DR N ZENEBEEDOZRMAEFRBL TV ZIEAT 2 LHDEE
RRIIZERUCBERBOT - EHELOAE THOLIZ., FFEE (LB E DR ZERE I 2L HEIRL
TV RABRDFAFNZER I B/ Regulation (EU) No.1107/2009T(d. BEEFERIOFHECHNT
BEORUREMZIF ONMBE R DR N ZIEET DY - S AT LAZEAUR. 320 (RUR/FRH) V-2%%
EL (ALEB. hREIFBLUmER)  V-CATOHRBIEEL, V-VEEEZES (Interzonal Steering
Committee) (C&oTHAEEENS.
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3 D 3Y-> (ACB.C)

(https://www.eppo.int/media/uploaded images/ACTIVITIES/plant_protect_products/zonal_assessment/EPPO_zonal

maps.pdf)

> EURRBRE

Regulation (EU) No0.1107/2009(CBWT. 2DOFER IO, #HFIE (regulatory procedures
) EAEBEEMHSHEIFIE (regulatory procedures with scrutiny) h'$3. =FIOBDE. &2, #El.
KR2BBERE, RAOEHEHATITONISRE (CEAEIN S, 20BEZEEICFRZED. DFD. HRAROFF
HRARAN, 721\ bOTIGZ(CH IRRAN, FEFEZERBIABRRNOT —IEHRE, RAIOIFNAERD
ZHE(GEAINS. 3BEOBISFIE (advisory procedure) (&, FE(IAMBIRERRORE(CEHRIND,
EAE (Regulation (EU) No.1107/2009) (c(d. SREDIEIES (CEOFIRCEIHENHIMNEETS
SHRIERNISEN RETOCROKREPD (. mHORFIFHRETEEK. TERHIREEZEEL. MEEG
HEY). EYD. BYISLUERHCBEIIT2EREE SR (PAFFREER) TEZORERICTUTEERICLPIHERE
93

> ISR

DRRERIOFENCED. FIUWMEZES T ANB AN, [ ZESHR [EFENZZOFHULVSZT AR,
2014F11B1B(ICREMUI, BAERESORETOCR(G. RS OIRZELR UL -V, FILLWS T A
Tl IR=A RT3, 2IBEOZECRNRE,

1. MEEEOBEFER (DRKEE55%., DFN28D55KEH16) KU

2. EUDAODBFE ZHFIIEFEUAODIBILED65% 2K DHENDD)
WECRETOWIIBIC(E D IRKEE4DDNNERE (AOD35%U E2RFTS) HIREERIZRURINERS
3. AOENICHIE T ZEIEE. 98308 (CERMESTRETBNIAFTERT—HHO T, F(CLEERE.

> RETOEX (EMES)
EETORENBEEZEROFESHRA VIO THERINLIGE . BINEERICIOTRIREN.
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RIND. 1BV -8 - B -BRCEATIEEZESR (PAFFRER) (HRECWUTEIRELEDE (a
blocking minority) HMFEI 3156, EERMEBIESNLIREZZEREZER(TRH I N, IEEEINIRE
REREER(CRL T D, HREESN, FEROXIFZR T FESHRARN TEZRRZREULS
B BERMEENIUERZHRIRTZ. HEREESNBRREZRALBVGS (BIXE. ZHTER. H2
WERESZERA R TIRRATERVGES)  EEREEMWESZIRAI LN 6.
BRE(CHUTIHFESERNGIIBEICIRD. BINEERETNZEIRTEY, BiREER(RE I 2D
VVMRREZRE I INENDD. sEmnlEa R (CHEEIER (right of scrutiny) ZRHTWSH. 2070
TRACEBZEBNATIEETERY, HEE. BEESNTERDER (HIXE. Regulation (EU)
N0.1107/2009) NEEBRICHXEITHERZIRLU TWSEZRER(CHSEIDHTHD. TOHE. BR
MEER(E. EFEEDZHRE. BEHVNHMEIETINEINERETIHENDD.

> FERZMHSMEIFIE (Regulatory Procedure with scrutiny : RPS) (F{EZES (delegated
acts) )
DA EMNCEDIUTAIFAIDIENAESR (non-essential elements) (CRAIZATE L BRINES (B
JUHEER) [CLDZLDIERZSZ D, FBREORBRVRFIFHRELORADEVG. BEAEZESNMFESEHR
ARCIOTHERULZE T, BN EREDRIRZFLETERETHS.
[BEMAEZR IOIRERLE. Art.79(4)([CEDVEHAMBINT — &K, 2O D DFRRI (RIS, 5
NVEHHZVEZOMOEEE T, BERESTIHESHRANNEEINIZGE (L. BRETFESIND
FEBEOLHICIREEINS. ZaN 3 NALAICCOBBICRBMUBRWEEIL. ZEER(ICIOTEIRENSM. 3 H
AUAGESN (ZOBRXDN\-D@¥E(CLoT) COBEBEICRMUIGE . REREFENZEHAT L
HTEY . BERERAREIIFUVVERZBEREURINERSRV., FEBEZHIMRFIFIECLS IRE=NE
AZRECIFELZEAB N TRIRINZRVES . EEREZORRZTESDLIVER(CITET D, 5TEs
A2 NAMAIC. IBRICHUTHFES RSN THEIRSNBVEE(CE. BAINRV, FEESMTESER
AR TREZEIRUILEE. H30LE 2 MNALARICERURN OGS AFEDISHIRRERNER(CIREEINS,
BRANEZER(CIDIRVDEBENS 4 MNAMAIRRCRMURWMES. BRSNS, TORABIANIICKRTTS
e RERFENZIEAITIUNTET, BREER(HREIZHOMUVMERZEERIS.

> REARHE

BEmPOEREKXEE(E. MRL Regulation (EU) No0.396/2005 (CEDEFEHEISNTL\S, Regulation (EU)
N0.1107/2009 ((EDCGERIOt AL, 1 DU Eo@ELIR{ERTZE (the single safe use concept) (C
HEOVWTWEFT (LEBR) . 88, BHROFERAZE GARTHIRAIINLAETERY) MRESNEH
ORFWIRERFEEL T ERBFPIHRREIND INSOREXHNRARICERENNIEENZIHBE. ¥
EOMEIERIIN—-TESVINTORNBEEEI I —TCEo T BEEMAINT/EEBILZ L THdLE
IREET BIe8IC, SERBRURTFHENTOND . COURTEHTE, B DZ2SCEERRENE 4.2 £HLU
4. 3KDOBMEHEIZLTVINEINZIERT 5. BERMETOEREIXRE(E. BUEDK. BY). fARHIVEAR
ZBEUTADRRICEERFEZSITEIRSR, LIZU. BRI D 0ORe&ICRA 2 EA I 3. BA
VR TOINTOEABRIICTUT, BUNEATKEBLAIL (MRL) 2R#)CEREL. BBFEEIEBROERS
ETMRLZIBRZIERVCEZFEIETD (PIEATIEER) 7Y% I 2 ENDD REEUT, BE
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RRADEAIDEAEL T, ZEEIRI®HBLEPHI (Prearrest Interval) HE&ESN3.
MRLOFETE(FIA T D2DODERICEDINTLS,

1. MRLE. FZBRIENIERZMG T T ENTNOEMICRHSNICRAKAET. BJRERRNRGRES 2.
2. RESNIEMRLINVOEFEKRBZSORME. SHEE(CEOTEZETRIFNERSRHL, TREB//EYIniE
HENRISHU THEIIENEMRLA RN, EFEMEAEERR SRV, MRLIE. EURNTOFEAICINZT. EU
B OYEYDICIT T D580 (WDDBA>IR—RRLS2R) ([CEDWT, AR U TEHERTERIRE T, BHEEE
EREGEREE BER WMAEE. B (EUFRIFIEEU) BRENMRLEZERETES, MRLIZ, EEREHEO—EB
ELT. BIDERFE (EUTOERFERIEAR—MNLIR) HRWNEEEHMEERFAD—EBE U TRFERIEE.
Regulation (EU) No0.396/2005M % 7% (CAE>feFEmM U RS TEHIC, EUEREETA—L (SANCO /
4044/2008 Rev.10.2) ZfEALT. NMEEOEESBIIRE I 2IHDOHBEE2/EK I 5. Tl 2ME
EldFHMHRES (DAR) ZERL. FHIEFRESMETI2E EMOIARGRFTLRY) | MBEOE
BEUBEENZEFSAICERXL . ZER(GEA]T 5. ZEE=I(E. EFSA(CReasoned OpinionZ{ERk 3 24L5E
AT 2. ZENRBFEOBS. EFSAESHAMURNICMSIHEiEZLE1-U. NKIT . COHABIE. IRTD
MEREN T RFINUL, LDEE)REARELECT BIdIIERAIRE,

EFSAN B IBHIRDIBHZRFEE (CEKRIZI5E. sHIHEOELE (stop-of-the-clock) (CRD, B3k
NrBmMELEN3F T, 3hAFEenBORARN—B{E1E9%. EFSAH'Reasoned Opinionz/AZRU
fz#. BUNZEES(E. Regulation (EU) No.396/20050@&tAMIEZE (ANNEX) OEIECREIT3ER
EVERR T %0 ZAXDIHBE. EBEOERMDDIRENM DOMBIEZ(CISHIN. BRI IREG. EEEH
SHFIFHE (LSRR ([T, 8. 81, BMBSLUERICREIZEREES (PAFFRER) T
KERREINZ, RENTEZSDBLUBSHN TEBNIBVEECOH. AR Sv—HIUIREN3. NI,
PAFFEE R TOIRELEANSI LK EESNMA NN,

EFSA(Z. BRI D3R E]#. Regulation (EU) No0.396/20050%12%&(CEDERESINEMRLZLE L
-9, £12%(C B9 BReasoned OpinionDLE1—(CIFZLDIHE . FEDMRLICDWVWTIISSRBI&ETH
WMHEEDQTIAY MEEND. COURTFHBC LD —AEHEEE(CURINMRVENRENTIZE . MRLEEEMNIC
HIFSN2BEN DN, MRLZEIETZMRANCEREECMRLE—ERRE® (BRERITE2E) (FED
BT —4 (F@zoxil) ([CEIVWTHIRETIDIENHEEEND. BHEEEE H19AXESANTE / E4
VW 10235/2016 Rev. 2([CEDE, FRNSGHTEN2ENBIRZAR. IBHIMESNS5Z5N2. [REI
EUT, BT —4501RE Ot R (& EFSADreasoned opinionOARICDRHNZFTULVMRLOEREEF/IELE
ko TDE. BIFFOMRLZAELE . v UIL2 W\ IHER T 2IchDIREMERME NS,

> HA92ER

Regulation (EU) No0.1107/2009(&HEEOZRMEHEL T, FlE, BESLU S ERICET 2IEREICHRR
ELENENTVSH, FHTIEHIBTOTO TR IIFR(THEHTHD . MHENDZLDBEREIMATE (S, (DN CEFHR
BRERD B EEN D FEHRARS RN, AZFR_EDAREDUZAIN®DD., FBINNZEMLLOETZRAFINEND
13%. 2T RINZE R, MHEIOPRERDZECIZ T, ENIEROEFEA T EERRIFRELANILD
SAFNUIARRRE EHEZ R T DI ERORMEAHOT THEEEOFEELBERECHRHULTHAIVAX

EEMBEHERL. BT D
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HAIYAZEDRBICOWVWTE BEICRETEETOTAH IV EIREERERKRT. COTOCRAEA1T X
XEMEEBELTHSNTWD, CO&IPMREL. AREIOBIFONEZIEIEFIEE I DED TR, — i
HCERSNIGREOFIREENMZIRTR I IIEIROT. BN B FFFFRA(CLHOTEEINRV., 20D
CIRTOHAFVZARF AT ME. RFIXD M GERNIIR D OHINRE2EHFE T EZBRLTORWN]CEZE
AT A BN E SN D,

BRI ELEFFIFROH N, 85267 K(CEDICEEURADITRAOBINELFEIRICRET 2 F M EIRE T3 EiEiE
ZBULTVS. TNICBENST . 19 AN E R BINEZEESUINBEDENY -EXDBES(CLZHIBODLE
NOFERTHD. FRHIOEN X E ORI RERIRDAR N REFIR THILEAFEINIHZEN DD H1TVARFIAT b
(&, BRFORRZRIRL. SEOFUVEEEBIET IHSEEE(CEHEINET H(FIVAXEG. ZEES
DITHA RNCRDOFBENTE, HMiAAIVAEFIBH AT AD2D0HTIVNCHFETES, I-RES (BF
(ZI'SANCO / number / yearl) KURevision NumberT:#Blang, BEFOHAI Y ARFIA ML, Fr
LWV AR L—R(CREETERLSC. BEHICET3IEHRIZENTLET,
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BRI ([CEHVT S FEEHIH E L RhEE R

x1

(&%)

DESRAL () AAIVARUAIRIA>, (f) : 20fh

F 2 BEESEHARIAOOESDEWNCDNT
@® EFSA &ETHRIELENOBICEMEZEER. MNEZEERF BV TARINZETICHMEETS
@ BHFHEINTHETIRNARSNZBR(CIBMRD B EART]ICRS

F BZE &
2019 | EFSA 2019 EN-1761 of 15 November 2019 EU-1
-BRIBPFALRE (PEC) 5TBOYINITY Ei_
https://EFSA.onlinelibrary.wiley.com/doi/epdf/10.2903/sp.EFSA.2 NV et al-2019-EFS
019 EN-1761 A_Supporting_Public.
2019 | EFSA 2019 5804 of 26 August 2019 EU-2
- SLAREMAARDUZ 5 _E OB Ei:
U\ https://EFSA.onlinelibrary.wiley.com/doi/epdf/10.2903/j.EFSA.2 (EFSA)_et al-2019-
019.5804 EFSA_Journal pdf
2019 | 2019/C 229/01 of 08.07.2019 EU-3
T=AT0FISIUCETRRERIED Ei:
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX: | jaATAPROTEGTION
52019XC0708(01)&from=EN pdf
2019 | EFSA 2019 EN-1673 of 28 June 2019 EU-4
R ESTMICRET L L 1-REER Ei_
https://EFSA.onlinelibrary.wiley.com/doi/epdf/10.2903/sp.EFSA.2 Authority et al~201
019 EN-1673 9-EFSA_Supporting_
2019 | EFSA EN-1623 of 23 April 2019 EU-5
WML, DATACEETRE VL E 1 -2 lﬁi_
& https://doi.org/10.2903/sp.EFSA.2019.EN-1623 (EFSA) ot al-2019-
EFSA_Supporting Pt
2019 | EFSA 2019 EN-1612 of 8 April 2019 EU-6
BRI OETLE1-DOBNTRE T2 RS TR USHIEZ(CRIT 215> X Iﬁi:
https://doi.org/10.2903/sp.EFSA.2019.EN-1612 (EFSA)-2019-EFSA
_Supporting_Publicat
The guidance comes with a link to several forms: ZIP J74IL
https://EFSA.onlinelibrary.wiley.com/action/downloadSupplement
?2d0i=10.2903%2Fsp.EFSA.2019.EN-1612&file=efs31612e-sup-00
01-Suplnfo.zip
2019 | SANCO/12580/2012- rev. 4 of 22 March 2019 EU-7

GRERIREZDUAMEICEIIT B A1 >R
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https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_doss_12580.pdf

"X

pesticides_ppp_app—
proc_guide_doss_125

2019 | SANCO/12592/2012 -rev. 2 of 22 March 2019 EU-8
-CLH 3 i50rzshCFHfiEZFIA I 207> T — bk Iﬁi:
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p pesticides. ppp_app—
pp_app-proc_guide doss 12592-2012.pdf proc_guide_doss_125

2019 | SANCO/3030/99 rev.5 of 22 March 2019 EU-9
BERERRARIRUR RO EORE(CEITZHAF R Ei
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p pesticides ppp.app-
pp_app-proc_guide_phys-chem-ana_3030.pdf proc_guide_phys-ch

2019 | EFSA EN-1598 21.03.2019 EU-10
-BEOELBUE FRTZHOBEFD (Q) SAREFIOEA DR Iﬁi:
DI~ EHHR BRI T B ORREDECEECEET DIFUENMT | 5onini ceal-2010-
https://EFSA.onlinelibrary.wiley.com/doi/epdf/10.2903/sp.EFSA.2 | EFSA-Supporting P
019.EN-1598

2019 | OECD 150 18.02.2019 EU-11
‘R hELE S Z M T B DFHER T A RS> Iﬁi:
https://www.oecd-ilibrary.org/docserver/9789264304741-en.pdf? OECDEDS pdf
expires=1583230280&id=id&accname=guest&checksum=D39FD7
099EC2DA2B2843AB387E20A989

2019 | EFSA 2019 EN-1539 of 09 January 2019 EU-120
SBREMEEHEE/ (T IX MER Ei-
https://EFSA.onlinelibrary.wiley.com/doi/epdf/10.2903/sp.EFSA.2 (EFSA) ot al-2019-
019 EN-1539 EFSA_Supporting Pt

EU-12@

EFSA 2019; 5519 of 16.01.2019 Ei:
https://EFSA.onlinelibrary.wiley.com/doi/epdf/10.2903/j.EFSA.20 Committee. et al~20
19.5519 19-EFSA_Journal pd

2018 | SANTE-2018-10048 rev1 of 06.2018 EU-13
15 BRI ICOVWTOBFHMBRAT 1)L Ei
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p pesticides ppp_app-
pp_app-proc_ren-5_sante-2018-10048.pdf proc_ren-5_sante-2(

2018 | EFSA 2018; 5382 of 27.08.2018 EU-14
RIBBRERE(CHIIB TIEP TORKNZ(LICRATRHAF X Ei
https://EFSA.onlinelibrary.wiley.com/doi/epdf/10.2903/j.EFSA.20 | (ppRy et aim2018-E
18.5382 FSA_Journal pdf

2018 | https://EFSA.onlinelibrary.wiley.com/doi/epdf/10.2903/j.EFSA.20 | EU-15
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18.5311

RN <EAEFEYIEIC DOV TOFFATIE %

The new EFSA/ECHA guidance document comes together with an
excel template for reporting the available information relevant for

(JRC)_et_al-2018-E
FSA_Journal.pdf

ED assessment: I7EI7A
https://EFSA.onlinelibrary.wiley.com/action/downloadSupplement | 9—RJ7{IL
?d0i=10.2903%2Fj.EFSA.2018.5311&file=efs25311-sup-0001-Ap
pendix_E.zip

2018 | EFSA 2019 EN-1605 EU-16
-EFSA PRIMo revision 3.1 (CLZEMIKEBOIERETIL Ei:
https://EFSA.onlinelibrary.wiley.com/doi/pdf/10.2903/sp.EFSA.20 RESIDUEINTAKE pd
19.EN-1605 f
related Excel spreadsheet:
https://zenodo.org/record/2620033/files/EFSA_PRIMo_rev3.1.xls | IO I7AIL
m?download=1

2018 | EFSA 2018; 16(1): 5123 of 23.01.2018 EU-17
RHEERME(CRETRER A Iﬁi:
https://EFSA.onlinelibrary.wiley.com/doi/epdf/10.2903/j.EFSA.20 Committee. et al~20
18.5123 18-EFSA _Journal pd

2018 | EFSA 2018; EN-1485 of 04.09.2018 EU-18
HFLAEE MR R 7L L1 —2EER Ei:
https://EFSA.onlinelibrary.wiley.com/doi/pdf/10.2903/sp.EFSA.20 MAMMALIANTOX.p
18.EN-1485 of

2018 | EFSA 2018; EN-1410 of 27.04.2018 EU-19
IR E MR AL E 1~ Ei:
https://EFSA.onlinelibrary.wiley.com/doi/abs/10.2903/sp.EFSA.20 Masjosthusmann_et
18.EN-1410 _al-2018-EFSA Sup

2018 | ENV/IJM/MONO/(2018)19 of 4 September 2018 EU-20
-In Vitro Method Practices (GIVIMP) (B89 23EERERUHREICHITS Ei:
BA9> 2 GIVIMP.pdf
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf
/?cote=ENV/IJM/MONQO(2018)19&doclanguage=en

2017 | SANTE/11813/2017 Rev 0 of 21-22.11.2017 EU-21
REBRCHIBREFRIERUVI/NUT -3 DVTOHAF VR Ei—
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_m | | iicides mrl_guid
rl_guidelines_wrkdoc_2017-11813.pdf elines_wrkdoc_2017-

2017 | SANTE/10632/2017 Rev 3 of 22.11.2017 EU-22
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KRB IBEDOFHRIC DOVWTOFRAMEIH(F >R
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_m
rl_guidelines_wrkdoc_2017-10632.pdf

pesticides__mrl_guid
elines_wrkdoc_2017-

2017 | C(2017) 6766 final of 10.10.2017 EU-23
- MERFZEORIBR BN IZREEADOFEDES) ) LRAEBICRETZH Ei:
19> pesticides_sup_moni
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides s | toring-guidance_ens
up_monitoring-guidance_en.pdf

2017 | EFSA 2017; 5113 of 18.12.2017 EU-24
EGE SRR T AR ODE Ei_
https://EFSA.onlinelibrary.wiley.com/doi/epdf/10.2903/j.EFSA.20 | o, mittes ot al-20
17.5113 17-EFSA_Journal pd

2017 | EFSA 2017; 15(10): 4982 of 19.10.2017 EU-25
- HEROBII2 BRI ED RV OIRIE R FRAIRE(CBI TS EFSA 15> X Ei
https://EFSA.onlinelibrary.wiley.com/doi/pdf/10.2903/j.EFSA.201 | \VIRONMENTAL
7.4982 .

2017 | EFSA 2017; 15(6): 4971 of 03.08.2017 EU-26
-BHMIFCRETRRIEN T TO0-F Ei—
https://EFSA.onlinelibrary.wiley.com/doi/pdf/10.2903/j.EFSA.201 | WEIGHTOFEVIDEN
7.4971 CEpdr

2017 | EFSA 2017; 15(6): 4873 of 30.06.2017 EU-27
- B EIRIN Ei_
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p pesticides. ppp_app—
pp_app-proc_guide tox_dermal-absorp-2018-EFSA.pdf proc_guide_tox_derm

2017 | EFSA 2017; 15(1): 4658 of 24.01.2017 EU-28
-benchmark dose (BMD) 770—F Ei:
https://EFSA.onlinelibrary.wiley.com/doi/pdf/10.2903/j.EFSA.201 DOSEAPPROAGH p
7.4658 of

2017 | EFSA 2017 EN-1326 of 20.11.2017 EU-29
N\yFEfzREiERE (OECD106) (CBITRETLE1—SEER Iﬁi_
https://EFSA.onlinelibrary.wiley.com/doi/abs/10.2903/sp.EFSA.20 Authority—2017-EF
17.EN-1326 SA_Supporting_Publi

2017 | EFSA 2017 EN-1221 of 08.05.2017 EU-30
PMEERUDHTACETZE 7L E1-EER Ei
https://EFSA.onlinelibrary.wiley.com/doi/abs/10.2903/sp.EFSA.20 Authority—2017-EF
17.EN-1221 SA_Supporting_Publi

2017 | ENV/IM/MONO(2017)6 of 05.04.2017 EU-31

- REYDERSRA RDBk ) DEUR
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http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf

/?cote=env/jm/mono(2017)6&doclanguage=en

a7 o

BOTANICALAS pdf

2016 | EFSA 2016 4549 of 22.12.2016 EU-32
-EmiEHOUATFMICS T ABMESR (residue definition) DOH#E Ei:
17 https://EFSA.onlinelibrary.wiley.com/doi/full/10.2903/j.EFSA.20 | resipUDEFINITIO
16.4549 Npf
2016 | ANTE/11956/2016 rev 9 of 14.09.2018 EU-33
{[F5HOROIXEBREEEDHETEL MRL S TE(CBII EAMBIHA RS1> Ei:
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_m | | iicides mrl_guid
rl_guidelines_honey.pdf elines_honey.pdf
2016 | SANTE-2016-11734 Rev 18 of February 2020 EU-34
- AIRIVEZZSBEXNRIDUR S Ei
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p | csiicides ppp_app-
pp_app-proc_air-4_sante-2016-11734.pdf proc_air-4_sante-20
2016 | SANTE-2016-11449 of 07.12.2016 EU-35
-BIHERREAOT> T - Ei:
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_a |  .cticides aas_guid
as_guidance template data-matching-table.pdf ance_template_data-
2016 | SANTE-2016-10616 rev 12 of February 2020 EU-36
-AIRIVEEHITi IO S L Ei_
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p | csticides ppp_app-
pp_app-proc_air-4_renewal-program.pdf proc_air-4.renewaly
2016 | SANTE/E/VW 10235/2016 rev. 4 of 18 February 2020 EU-37
-BifF MRL ZB5HfiL. MRL ZHE:29 31 DT — 3Tl Ei:
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_m | . iicides mrl_guid
rl_guidelines_sanco-10235-2016.pdf elines_sanco~1023%
2015 | SANTE/11945/2015 rev 0 of 01.12.2015 EU-38
-REERBEAMORBEEEL) VT -23>FE Ei:
https://www.eurl-pesticides.eu/library/docs/allcrl/AgcGuidance_S | a,cauidance SANT
ANTE_2015_11945.pdf E_2015.11945,pdf
2015 | SANTE-11073-2015 rev. 0 of 14.07.2015 EU-39
[|BAAI>ZADUR Ei:
k https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_ | | .iicides ppp_app-
ppp._app-list-obselete-guid-docs. pdf list-obselete-guid-c
2015 | SANTE-10832-2015 rev.1.7 of 24.01.2017 EU-40

-BUNAE. FEE. BEBNORETHR
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p
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pp_app-proc_guide_tox_accpt-exp-levs-2015.pdf

"X

pesticides_ppp_app—
proc_guide_tox_accp

2015 | SANTE/2015/10595 rev.5.4 of 27 November 2018 EU-41
-MRLESTEF Ei
JIg https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides pesticides mrl_guid
~mrl_guidelines_mrl-setting-proc.pdf elines_mri=setting-p
2015 | EFSA 2015; 13(7):4195 of 13.07.2015 EU-42
BRI BBEREROT —IDIREENDC T E Iﬁi_
https://onlinelibrary.wiley.com/doi/pdf/10.2903/j.EFSA.2015.419 | pesTicIDERESIDU
5 ESpdf
2015 | pesticides_mrl_guidelines_application EU-43
- EEEIREBERRFD MRL 5RTE. EH Ei
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_m | . ciicides mrl_guid
rl_guidelines_application_mngt_2015_en.pdf elines_application.m
2015 (H) EU-44
SANTE-2015-00080 of 15.01.2015 Iﬁi:
- RIE/KPO/KAE LY RZE 5T pesticides_ppp_app—
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides p | Proc-guideecotox.a
pp_app-proc_guide_ecotox_aquatic.pdf
2015 (1) EU-450
Evaluation Report 2015 old data requirement Ei:
OMRL BERU IT BREOBROIHIETA -y b (BAR) esticides mrguid
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides m | Slines-template_eval
rl_guidelines_template_eval-rep-old-data-req_2015.doc
Evaluation Report 2015 new data requirement EU-45@
@OMRL FEERU IT HFEOBROFHEEZETA—<v b (FfhR) Ei_
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_m pesticides. mrl_guid
rl_guidelines_template_eval-rep-new-data-req 2015.doc elines_template_eval
2014 (H) EU-46
SANCO/12815/2014 rev. 5.2 of 00.05.2016 Ei:
ERRSY R U RS (CEY 3N EREEME( OV T Sestioides pop.anp-
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p | Proc-guide-doss.sen
pp_app-proc_guide_doss_semiochemicals-201605.pdf
SEMIOCHEMICAL : {9t uiERImECFYE
2014 (1) EU-47

SANCO/12574/2014 rev. 5.1 of 01.12.2015

48




-EBEERBOBROEZRF
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_m

rl_guidelines_wrkdoc_12574.pdf

pesticides__mrl_guid
elines_wrkdoc_12574

2014 (1) EU-48
SANCO/12545/2014 rev. 2 of 00.03.2016 Iﬁi:
AR ER(CRI I DR R DV FEFHMOBRD RS TR pesticides ppp_app—
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides p | Proc-guide-applicant
pp_app-proc_guide_applicants-microbial_en.pdf

2014 (1) EU-49
SANCO/12483/2014 rev. 3 of 29.05.2015 Ei:

- RS TVERDBRICT> RIR1> MEERE I 2 TA—Xwh template_list_enpoin
http://eagri.cz/public/web/file/455979/template_list_enpoints_ne | ts-new-data_requirer
w_data_requirements_rev_3_en.pdf

2014 (1) EU-50
SANCO/12184/2014 rev.5.1 of 14.07.2015 Ei:
-BRSNIZB R RUD BN EIIN SOHE R ZTHE S STTECOVTOI | cticides ppp_app-
BBE O PNERD proc_guide fate_efsa
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p
pp_app-proc_guide fate EFSA_protected-crops.pdf

2014 (1) EU-51
SANCO/12117/2014 final of 12.12.2014 Ei:

- RREANRUVES(CHITDTIEREHER pesticides ppp_app-
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides p | Proc-guidefate_efsa
pp_app-proc_guide fate EFSA_degt50.pdf

2014 (1) EU-52
SANCO-12096-2014 rev. of 05.2015 Ei:

B RUERERENSOEERRE IOV TORMIIA1FI> R adv-grp.wg 201506
https://ec.europa.eu/food/sites/food/files/safety/docs/adv-grp w | 2o-tech-guidance.nd
g_20150625_tech-guidance.pdf

2014 (1) EU-53
SANCO/10148/2014 rev. 12 of 00.04.2017 Ei:
B OBEFHMEEE (ERIARRDUAR) pesticides ppp_app-
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p | Proc-2ir3-sanco=20
pp_app-proc_air-3_sanco-2014-10148.pdf

2014 (1) EU-54

SANCO/10148/2014 rev. 12 of 00.04.2017
-FAREREE DDV FEFHMIEER B ORRD M TEM /37
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

"X

pesticides_ppp_app—
proc_guide_doss_101

49




pp_app-proc_air-3_sanco-2014-10148.pdf

2013 (1) EU-55
SANCO/12745/2013 rev. 11(3) of 25 - 26 Nov. 2019 Iﬁi:
VYIRS R UEMDERSED MRL OEIE Pt A 16.00
http://www.eurl-pesticides.eu/library/docs/allcrl/Pt.%20A%2016. SANCO-12745-201¢
00%20SANCO-12745-2013%20Rev11_3.pdf

2013 (#H) EU-56
SANCO/12571/2013 rev. 0 of 19.11.2013 Ei:
VEMRBOROBRODTREBEENR/\UFT -3 FE AqoGuidance. Sanco
http://www.eurl-pesticides.eu/library/docs/allcrl/AgcGuidance_Sa -2013.12571 pdf
nco_2013 12571.pdf

2013 (1) EU-57
SANCO/12415/2013 rev.6 of 15.11.2015 Ei:
-BREmEDHITONTO QA besticides legis_qan
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_le | 9a-regulation.1107=:
gis_ganda_regulation_1107-2009.pdf

2013 (1) EU-58
SANTE/11509/2013- rev. 5.2 of 09.10.2015 Ei:
BN RUBERERROERBPECEAT T —YBRHORBIEE besticides ppp_app-
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides p | Proc-guidedoss.nev
pp_app-proc_guide_doss_new-data-reqg_rev-3.pdf

2013 (1) EU-59
SANCO/11188/2013 rev. 2 of 14.09.2015 Ei:
-ANNEX I IRE0I5177 Sesticides mrl_guid
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_m | elines-sanco-2013~
rl_guidelines_sanco-2013-11188.pdf

2013 (1) EU-60
SANCO/10532/2013 Rev.0 (Word document) Ei:

V-5 WNIMEERDANIETBAT> T — b pesticides aas_guid
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_a | 2nce-netification.art
as_guidance_notification_art_36_3_en.doc

2013 (1) EU-61
SANCO/10181/2013 rev. 4 of 22.03.2019 Ei:

BN RUERERBOSTREECREAIT R IHE pesticides ppp_app
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p | Proc-guide-doss.101
pp_app-proc_guide_doss_10181.pdf

2013 (#) EU-62

SANCO/10180/2013 rev. 1 of 15.03.2013

50




SHBZERET (COVTDIL—
)l https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides

_ppp_app-proc_guide_doss_rules-for-revision.pdf

"X

pesticides_ppp_app—
proc_guide_doss_rule

2013

(#)
SANCO/10087/2013 rev. 0 of 01.02.2013
VEMIFRAS U ERER(CBMRE DS T B RERETORE SO
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_a

as_guidance_wd_emergency_authorisations_article53_en.pdf

EU-63

"X

pesticides_aas_guid
ance_wd_emergency.

2013

(H)
SANCO/10069/2013 rev.3 of 03.06.2014
- RV B R D DBTERIIMEEBUX
b https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_

ppp_app-proc_basic-subst_list-candidates.pdf

EU-64

"X

pesticides_ppp_app—
proc_basic—subst_lis

2013 | (H) EU-65
SANCO/10055/2013 rev. 4 of 03.10.2013 Iﬁi:
EYIEIREERD RS T .
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p DOSSIER pdf
pp_app-proc_guide_efficacy ppp.pdf

2013 | () EU-66

SANCO/10054/2013 rev.3 of 11.07. 2013
SFRRBEIRR D OFEN BRI DH ATV R

CFEA : BFHADOBROBIF OB ICE I 2 EN B SRR ER
n. SANCO/ 10387/ 2010 (cEE&k)
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_efficacy nas.pdf

"X

pesticides_ppp_app—
proc_guide_efficacy_

2013

(1)
Northern Zone Guidance Document rev. 8 June 2019
BEHROBEERCHBVT, ALFINEEOBENRT-I 17
https://www.kemi.se/en/global/bekampningsmedel/vaxtskyddsme

del/northern-zone-guidance-document-2019.pdf

EU-67

northern—z_one—guid
ance—document—201

2013

(1)
Southern Zone Guidance Document rev 7.1 2018
-EEEQOBERICBVT, ERINEEOBENRI-I217
https://circabc.europa.eu/sd/a/5e36a621-7675-4edc-960b-f8239
b19a74f/SMS_GD_Public%?20Version_rev%207(1)_06_08 2018.p
df

EU-68

SMS_GD_Public
Version_rev 7(1)_06_

2012

(1)
SANCO/12592/2012 rev.2 of 22.03.2019

EU-69

51




‘Reg. (EU) No 1107/2009 XU CLH Proposals under Reg. (EU) No
1272/2008 (CLP, classification & Labelling) (CEDGHE(CERIN
37> IL—NIDOWVT

2019 £ 4 A 1 EhsEREINIB R OB RS TICH U TEA.
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_doss_12592-2012.pdf

"X

pesticides_ppp_app—
proc_guide_doss_125

2012

(7)
SANCO/12592/2012 rev.2 of 22.03.2019
-Regulation 1107/ 2009 (CEDVVEEREREE. BRI DR e RZEOUGE
HDVFERNRD DR RIE RUFIEIEFRICHF DR A ZMFOREDD VIR
FERMOBFHAEORRCIRH I 28R, ilBRIRE S 2/
- B9z Regulations t° Guidance Documents DE %R IRT 318Dk
H
SEROUA MORZIE. FRERNAFID EU SHIITERINZONEIH. LWDIEHR
HaI AR, FER(E I TICEEFEGRORHEH THBEINZONEIHREZ A
T(CT 2,
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_doss_12592-2012.pdf

EU-70

"X

pesticides_ppp_app—
proc_guide_doss_125

2012

(1)
SANCO/12576/2012 rev. 1.1 of 01.02.2013
CEEBIR(COVTO., T—IREOIE 2 BFIEXORYS —(CRETIHAIO A% &

EU-71

"X

7.gd_data_protection

[El A (R, _enpdf
http://regpest.com/images/Helpful_Information/7.gd_data_protec
tion_en.pdf

2012 | (H) EU-72

SANCO/2012/12293 rev. 1 (Word document)

-Regulation (EU) No 1107/2009 0 Art. 44.4 (CEDVVAGRDERD TS
SUEICICOWVTH MS 1PEZE 5. EFSA. BIEEENBXN T 2BR(C. 18X ENERA

https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_a

as_notification_2012-12293.docx

@ﬂ

pesticides_aas_notif
ication_2012-12293.

2012

(H)
SANCO/11470/2012 rev. 8 of 20.03.2014
HEYDERSROBEIR D CHNT, KiHe T4 ) - OHIPREL TUVLLFET
@M GD SANC0O/10472/2003 rev.5 of 06.07.2004 OEF
- ZOMBOMEEZ NN U EARBEROEMN S USSR TERVWIECD
WTIHEDT —IBHIDOWTHRL.
- HEYDIMEY FERIEFEREDETE N . EEMRERDEEDENELDKRENT]
BEMEN'SDD. BEUT —YEMHH 2 B I 2.

EU-73

"X

pesticides_ppp_app—
proc_guide_doss_bot

52




https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_doss_botanicals-rev-8.pdf

2012

(1)
SANCO/2012/11284 rev. 22 of 06.2018
-BIHMiT0J54 AIR 3 (CBVWT. 2013418 1 BNM5 2018 & 12 A 31
HORICERNCRZBE KD OBFHECOWVT, HMENR RS IORFBOMEZ
et

https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_air-3_sanco-2012-11284.pdf

EU-74

"X

pesticides_ppp_app—
proc_air-3_sanco—20

2012

@)
SANCO/2012/11251 rev. 5 of 22.03.2019
-Regulation 844/2012 (the Renewal Regulation) (CEDI<BRIKDD
BIMCRE TR A1
-2019 F 4 A 1 BLARF(CERGBINZBRIR D (SEA
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_pai_11251.pdf

EU-75

"X

pesticides_ppp_app—
proc_guide_pai_1125

2012

(7)
SANCO/11114/2012 rev. 0 of 01.06.2012
-Regulation (EU) No 1107/2009 (CED<EREIE (LT, RMS H'EMET
% Level3 OFHEiORHOT> T —b
T=AF vy URIEIEXER,. EARMERIER. Ro0SANRIRRREZ M
HiBJHE
2012 £ 6 A 1 HEARBE(SERaIENcB k7 (CE R
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_doss_temp-assess-rprts_Ivl-3-v1.pdf

EU-76

"X

pesticides_ppp_app—
proc_guide_doss_terr

2012

(7)
SANCO/10363/2012 eev.9 of 21.03.2014

-Basic substance (KRAHEME) U THERINDAIREHOH DB
(CRE9 2FHRAFR(ICONT
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_basic-subst_guidance.pdf

EU-77

"X

pesticides_ppp_app—
proc_basic—subst_gu

2012

(H)
SANCO 2012 09 25 rev. 3 of 20.11.2012
-EERIFO POP, PBT. vPvB (Persistent Organic Pollutants,
Persistent Bioaccumulative Toxic. very Persistent very
Bioaccumulative) D73 FEICHERT —H(CDNT
-REZME (Candidate for Substance) BIAUR MOFEYZICERZEN.
AR BEEFREMR DN Hd W EEHMiIcN S FRICfEA

EU-78

pesticides_ppp_app—
proc_guide_fate_evid

53




https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_fate_evidence_identify-pop-pbt-vpvb-props.p
df

2012

©2))
EFSA 2012; 10(07): 2799 of 02.08.2012
- BERZFHOARREZEVATFHEICOVT. BEONRHIOS
#TE (EFSA Scientific Opinion)
-EEAHTMOERRADREZE LI B2(C. PPR Panel (C&>TEREINLS
FUA
-FE 2 OB ERZROIMNE. FERBROSHEZERUVONDRESFUA

MR REEM

ZERE
- B RZE Tl CH I B (S E SISV EOMHETZ(CRE T 215V ADAR

https://EFSA.onlinelibrary.wiley.com/doi/pdf/10.2903/j.EFSA.201
2.2799

EU-79

a7 o

j.efsa.2012.2799 pdf

2012 | (H) EU-80
EFSA 2012; 10(4): 2665 of 25.04.2012 Iﬁi:
-REEEEICBITSH 15> X (EFSA Scientific Opinion) j.6fsa.2012.2665 pdf
2017 £E(CERETaN. EFSA Guidance 2017;15(6):4873 A\#47
https://EFSA.onlinelibrary.wiley.com/doi/epdf/10.2903/j.EFSA.20
12.2665

2011 | () EU-81

SANCO/12638/2011 rev. 2 of 20.11.2012

-EU BAICBII 2R ERBOMDHEMKICOVT, EXHDIVNIEKRTEFBRVEE
(I 27T0-FOfE— ke FHEFIECKTIZTOCRERT S 1-IVICRET2IE
e teftt,

-2013 £ 3 A 1 BhsiRHENHEECEA
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_phys-chem-ana_formulation-change.pdf

"X

pesticides_ppp_app—
proc_guide_phys—che

2011

(1B)
SANCO/11808/2011 of 15.07.2011
-AIR2 BEOBEMM N BERBES EPROUR L
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_air-2_admissable-apps.pdf

EU-82

"X

pesticides_ppp_app—
proc_air—2_admissab

2011

(7)
SANCO/11244/2011 rev. 5 of 14.03.2011
R RO U S USRI FIAL. EEECBVTEEESIRLR
50

EU-83

pesticides_ppp_app—
proc_guide_doss_risk

54




FFICH—RANCLDFH VBRI D D ER RSN WG EHD W SIELOVEYIEED
GAP W' 2R R ENER I SNRBVGERE,

-Regulation (EU) No 1107 (B D&, BEE MR DIFEEEZERK IS
DICHFEEINLIUZII>AD-T7I0-FICRALT, BREEENAHR. RT3
HOFE.
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_doss_risk-env_20110314.pdf

2011

(7)
ENV/IM/MONO(2011)16
2009 FEMOFAEEL OECD16 FENRUBRET EAINSOEIE(CEDE. B
A CBIDEFARE OBz f#FE
https://www.oecd-ilibrary.org/docserver/9789264221710-en.pdf?
expires=1583174436&id=id&accname=guest&checksum=0FD33A
5930F2BB44935C4692B312DCA7

EU-84

9789264221710-en.
pdf

2010

@)
SANCO/2010/13170 rev. 14 of 07.10.2016
-Regulation (EU) No 1107/2009 0 Article 43 (CE D<Ml ZEXEF#.
BTV, ERB]OEGE (Xt I DFNEDRRE .
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_a

as_guidance_renewal_1107-2009.pdf

EU-85

"X

pesticides_aas_guid
ance_renewal_1107-

2010

(7)
SANCO/13169/2010 rev. 9 of 11.07.2014
-V =L LB EEAM (Art. 33-39) RUMEEZ AN (Art. 40-42)(CEAT 3
Regulation (EU) No 1107/2009 (CEE &N TWSFIEDEER
2011 £ 6 A 14 BitEfT
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_mut-rec_en.pdf

EU-86

"X

pesticides_ppp_app—
proc_guide_mut-rec_

2010

(1)
SANCO/10387/2010 rev. 8 of 28.10.2010
-AIR2 ROBEZNIFKTICDWNT, Directive 91/414/EEC (CE DB &R
MTHN3H. Regulation (EU) NO.1107/2009 DiRENBEERE TDRTE
(SEAEINZCECRDIz. AIR 2 DEMRIS (BT 2H19>R
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_a
as_guidance_air_2_rev_8102010.pdf

EU-87

pesticide;as,guid
ance_air_2_rev_8102(

2009

()
Guidance document SANCO/10997/2009 of 00.07.2009
- BEIHAFEOUREHUMCRET RHAHI VAN E(CTITDSIA > NI—F 29—
ThomIREE,

EU-88

SANCO 10997
2009 pdf

55




-2009 £ 10 A 2 BIGEA.
(URL HIBR)

2009

@)
SANCO/6896/2009 Rev 1 of 2.10.2009
B3RO Annex T UNE#E, Eix- BERCOVTHBORLETHENCETD
FIE, MNBED—-I>17OMIEIF. Regulation 1107/2009 E Y -2&ER
TOERCIHOTELEZIBNTVS,
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_a

as_guidance_intra-inter-zonal-worksharing_sanco-6896-2009.pdf

EU-89

pesticides_aas_guid
ance_intra—inter—zon

2009

@)
SANCO/6895/2009 rev 2.2 of 26.01.2018
‘DRR OFF TOERER RIS TIIA—YYE,
-2010 £ 10 A 2 Bh50EFRHEE(CEA. 2017 F 1 A 1 2851, 20184k 7
A 1 H&ET.
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_doss_reg-report-tech-guidelines.pdf

EU-90

"X

pesticides_ppp_app—
proc_guide_doss_reg

2009

(1)
SANCO/6075/2009 rev. 3 of 07.2009
-ETLE1- OB BT RIRERUEORIZLICEETZED,
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_phys-chem-ana_sanco-2009-6075_rev-03.pd
f

EU-91

"X

pesticides_ppp_app—
proc_guide_phys—che

2009

(7)
SANCO/5634/2009 rev. 6.1 of 12.2013
BB DERA] D confirmatory information O FHEDOFIECES
BDHA9>Z,
-SRETHRAY 2014 £ 3 A 1 B(hE1T,
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_

aas_guidance_confirmatory-data_rev6-1_201312_en.pdf
(GF) confirmatory data: Z/E(EFSA P&E)HMSENNIEEEERIN,
(BREEERENMS)IRHLET—4

EU-92

"X

pesticides_aas_guid
ance_confirmatory—c

2009

(7)
Guidance document SANCO/5272/2009 rev. 3 of 28.10.2010
- Sstraight chain lepidopteran pheromones (SCLPs)(C3%29 23R

EU-93

-

SANCO 5272 2009

BOHMCRIT 2 — NS R FIBOHET, Rev 4pdf
(URL Hlfg)
2009 (#) EU-94

EFSA 2009 1438 of 17.12.2009

56




-EU IBAICHIT B BEMEFLFED R Vsl x PR 7 0 —F THAE
https://EFSA.onlinelibrary.wiley.com/doi/epdf/10.2903/j.EFSA.20
09.1438

Authority—2009-EF
SA_Journal.pdf

2007

(7)
ENV/IM/MONO(2007)17 of 01.02.2013
- BEREROHTE(SANCO/825/00) (AT 414> AD##5EELTD OECD /i
SEPZ
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf

/?doclanguage=en&cote=env/jm/mono(2007)17

EU-95

OECD_PESTISIDE p
df

2007

@)
No number; rev. 16 of 18.10.2007
-CADDY LEEUZ K (EC 3t OECD) 2007 &R
REIER (T-RA>Y) OI-RMEOBIE, OECD HS &L EC R IFBESDVYY
FIER.

(EFREFERA)
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides__

ppp_app-proc_guide_doss_comparison-list_chem.pdf

(YD EEA)
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_doss_comparison-list_micros.pdf

EU-96®

"X

pesticides_ppp_app—
proc_guide_doss_con

EU-96@

"X

pesticides_ppp_app—
proc_guide_doss_con

2005

(7)
SANCO/10058/2005 rev 2.0 of 00.06.2006
SHERSRATOIREKEHER, ESMRER, /K- EERBR(CEAL T, BEEMER
SODFBREDETEE
-BHEN/\SA-4—(& FOCUS REKETEICFIA,
https://esdac.jrc.ec.europa.eu/public_path/projects_data/focus/d
k/docs/finalreportFOCDegKinetics. pdf

EU-97

finalreporﬁ)CDegK
inetics.pdf

2004

(5
SANCO/10328/2004 rev. 8 of 24.01.2012
SRR ROBMA D DIBINT —SDIRE (CRE T 24k 4 RIBRICRE T 2IAREIR
HE. BERRGRUBRIRD ORGERFICHITIBENLEESEIE (I MRT
SNIZXREKRET. B S OER) (CBIET 2BIMNT —YDOEURITELCDOVWTER
&to
2005 7 A 15 HIC&#Mb. 20124 1 A 24 HIZRET. 2012 1 A 24
BHI(THE T,

EU-98

pesticide;as,guid
ance_annex2_10328r

57




https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_a

as_guidance_annex2_10328rev5_en.pdf

2003

@)
Sanco/10796/2003 rev. 12.2 of 15.07.2011
-Annex I IN&RDEERRROAGICEL. BIFOBMADZSORAICEL
THRER. BRI -
BN T EEER BT B IR — 7 O —F DL
- MNEEEDBESNT)Y — A2 KON R (AR I3 Izsb DN EEE D175 1 DekE
-MNEBEFORE(CHIFDEESEDNE
2011 & 7 A 15 BhtEfT
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_a

as_guidance_re_reg_guidance_10_4 as_noted_on_2_ 10 2009.pd
f:

EU-99

pesticides_aas_guid
ance_re_reg_guidanc

2003

(H)
SANCO/10597/2003 rev. 10.1 of 13.07.2012
-EUIBAICHEWVT, 12DV -ZANSDIRADEF 425 I 5t —F Bz,
-BLEREZEOFHE (Bl FILLW—X FIEOZEE, RIESEDZLE., RiEis
FROZEERE, ) Z2ENMI .
BEEHIRORASEFT LWV — AP ZEORMGEZ LI T DL IC LD, BEMDTIEE
HZARETL. BRI N FERRERBRDT — Iy T %5 T2,
-tRETXE(F 2012 & 7 A 13 BIHE T,
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_g

uidance_equivalence-chem-substances_en.pdf

EU-100

"X

pesticides_guidance
_equivalence—chem-—

2003

(7)
SANCO/10473/2003 rev. 4 of 06.07.2004
-BAF AR OFHE IO S ADEE 4 ERFE(CBIET ZHIERS 15> R, SEHHLDE
HCEIVT, B D RUEOBMKRD 2 SCEERMOT —TEH TS
BHIFOVTERENT7TO-F2IRE,
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_phys-chem-ana_chem-subst.pdf

EU-101

"X

pesticides_ppp_app—
proc_guide_phys—che

2003

(#)
Botanicals Guidance, SANCO/11470/2012 rev. 8 A#1T.
SANCO/10472/2003 rev. 5 of 06.07.2004
BN & DV SAEYIHB I S A RSN DR EB R D DT — Y EAHCBIL T, B
7 TO—-FICEDVZEMHMITDIRE.
http://wwww.minagric.gr/greek/data/plant_extracts.pdf

EU-102

X

plant_extracts pdf

2002

(7)
SANCO/10329/2002 rev. 2 of 17.10.2002

EU-103
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PEAIRIBRZEIHMICPRL T, SHMOEMBEAFFIRICEII ZNNEE. E7LE1—-3E
HEE. EREEEADH1F> A,
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_ecotox_terrestrial.pdf

"X

pesticides_ppp_app—
proc_guide_ecotox_te

2000 | (#) EU-104
Guidance document SANCO/2000/4145 rev. final of 25.09.2002 Iﬁi:
- SUIHFLEACEE 9 3 R V5 T % EhtE 5% SANGO 4145
-Guidance Document on Terrestrial Ecotoxicology 2002,pdf
(SANCO/10329/2002)6Z8
(URL HlIB%)
2000 | (#) EU-105

SANCO/1090/2000 rev. 1 of 00.06.2003
- BRMII TOFRIEICOWVT O, FRIBFZESTE . A RSR &M HI R4
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_crop_rice.pdf

"X

pesticides_ppp_app—
proc_guide_crop_rice

2000

@)
SANCO/825/00 Rev. 8.1 of 16.11.2010
‘B (ED. YD)  £IE. K KRR OKE DI 57E. OECD Guidance
Document on pesticide residue analytical methods (2017;
ENV/IM/ENV/IM/MONO(2007)17)D%#5T.
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_res_post-reg-cont-monitor.pdf

EU-106
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pesticides_ppp_app—
proc_guide_res_post-

2000

(7)
SANCO/222/2000 rev. 7 of 19.03.2004

- ESEAMEEDKRTEICET2H149>X. EFSA Guidance OZESE @M
Dermal Absorption (2012)&3EE)LTLT. SANTE/2018/10591 rev. 1
NZIT,
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_tox_dermal-absorp-2004.pdf

EU-107

"X

pesticides_ppp_app—
proc_guide_tox_derm

2000

(H)
SANCO/221/2000 rev. 10 of 25.02.2003
- KA ORIEAHYIOFHUHCRIITBLE1—
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_fate_metabolites-groundwtr.pdf

EU-108
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pesticides_ppp_app—
proc_guide_fate_met:
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7199/V1/99 rev. 5 of 05.07.2001
RS RRIEDETE .. BAINS ARD (3. VAVFHE RV EELANIIORES R

EU-109
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https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_tox_acute-ref-dose.pdf
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pesticides_ppp_app—
proc_guide_tox_acute
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SANCO/3030/99 rev. 5 of 22.03.2019
[RAAFRERBIR OB D ORIELEE(CH T DDA E
EThR 5 (Rev. 5) (&, Regulation (EU) No 283/2013 and 284/2013
DFLVWT—AEMH(CESE, 20 1 9F 1 0 A 1 BHhsRHEENLERS IICE
F.
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p

pp_app-proc_guide_phys-chem-ana_3030.pdf

EU-110
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pesticides_ppp_app—
proc_guide_phys—che

1999

(H)
SANCO/3029/99 rev. 4 of 11.07.2000
-Directive 91/414/EEC (B D GKB NS EICREIEHRAIOT — Y&/
BIREOEZAIEDODHTAECDOVTIE. Guidance SANCO/825/00 (C
R MBADHAF YA E. BREERILRFERODEZNN-F3T31 >k
HA9> R,
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_m

rl_guidelines_wrkdoc12.pdf

EU-111
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pesticides_mrl_guid
elines_wrkdoc12.pdf

1997

(7)
9188/VI/97 rev. 8 of 12.02.2000
-MS LEREEEAD Annexes 11, III and VI to Directive 91/ 414 DIRIEE
ERCIRIR BN (TIBR R (CRAT DN MR, BRAE - IKEEM DL RERZE T
(Draft Guidance Document on Aquatic Ecotoxicology, Document
8075/V1/97 XU Draft Guidance Document on Terrestrial
Ecotoxicology, Document 2021/VI/98)ADTUyS >4,
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides

ppp_app-proc_guide_fate_soil-persistance.pdf

EU-112
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pesticides_ppp_app—
proc_guide_fate_soil-

1997

(1)
FREBT —4ICDU\T Directive 91/414 @ Annex 1II, part A, section 6 &
Annex III, part A, section 8 [CEC&k.

1607/VI/97 rev. 2 of 10.06.1999 (FX)
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_

mrl_guidelines_foreword.pdf
7028/V1/95 rev.3 of 22.07.1997 (Appendix A : Xt 917)
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_

mrl_guidelines_app-a.pdf
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pesticides_mrl_guid
elines_foreword.pdf
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7029/VI/95 rev. 5 of 22.07.1997 (Appendix B : %8t ERDLET. %
i, EHECEII 2EMIIESR)
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_m

rl_guidelines_app-b.pdf
7524/VI/95 rev. 2 of 22.07.1997 (Appendix C : Z{EY)5&ERER
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_m

rl_guidelines_app-c.pdf

7525/V1/95 rev.10.3 of 13.06.2017 (Appendix D : MRLs :XTEDERD
F—HBE)
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_

mrl_guidelines_app-d.pdf
7035/VI/95 rev. 5 of 22.07.1997 (Appendix E : Nl TEMmIXEEHER)
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_

mrl_guidelines_app-e.pdf
7030/V1/95 rev.3 of 22.07.1997 (Appendix F : ZxZE5H)
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_

mrl_guidelines_app-f.pdf
7031/VI/95 rev. 4 of 22.07.1996 (Appendix G : FRZ&EF%REERER)
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_

mrl_guidelines_app-g.pdf

7032/VI/95 rev. 5 of 22.07.1997 (Appendix H : FREBRERHFIDIRTF
ZEM)
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_

mrl_guidelines_app-h.pdf
7039/VI/95 of 22.07.1997 (Appendix I : 5RxEBE#{BEL PHI HH)
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_

mrl_guidelines_app-i.pdf
SANCO/11187/2013 rev. 3 of 31.01.2013 (Appendix J: f5%E8)
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_

mrl_guidelines_app-j.pdf
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EU-113®

"X

pesticides_mrl_guid
elines_app—fpdf

EU-113®

"X

pesticides_mrl_guid
elines_app—g.pdf
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pesticides_mrl_guid
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1996 | (#) EU-114
7617/V1/96 of 29.02.1997 Ei:
- TIEKBUETIE EU BRICBEITZIEOT, TIEPOERFREEDHECATY pesticides_ppp_app—
TRPTO-FEHEE, LOFHBIES 15— SV EFNEESN. FFobitRiaTRY | Proc-suide fatesol-
AWs,
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_p
pp_app-proc_guide_fate_ soil-persistance-1997.pdf
1995 | (#H) EU-115
SANCO/7531 (formerly 7531/VI/95) Rev. 10 of 07.07.2006 Ei:
- B E¢E EFSA [BID#1(CED. EU AT AOELs Z5%TE 9 dlcoh Dt —FlIE%Z pesticides_ppp_app—
TR, BINBEANIRA —ERTUTONEAR TOS T MORKER T | Proo-suidetox.acep
%)
"Recommended method for the establishment of acceptable
operator exposure levels (AOELs)" (M. Maroni et al.)
kU
"Criteria to establish health-based occupational exposure limits for
pesticides"
([CEIH15>
A https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides
_ppp_app-proc_guide_tox_accpt-exp-levs-2006.pdf
1995 | 7017/VI/95 of 14.06.1996 EU-116
-GLP E# U TEMEN TV HEROZ I AN AT SRR OIZdD A1 > X Iﬁi:
(URL HI53) Cuidanss
7017_V1.95 of 1996
1995 | (#H) EU-117

7109/VI/94 Rev. 6 c1 of 14.07.1995

-Directive 91/414/EEC @ Annexes II, Part A, And III, Part A (CHEL),
F—ABMHCXTS GLP BRI A1 R51>
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_

ppp_app-proc_guide_doss_glp_7109-vi-94.pdf
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pesticides_ppp_app—
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7.3.1. FARAINT (ii-1-1~ii-1-5)
(N DRREZESMCDOVTOER]

> KE

v EPALE1—R-2 (B 1)
https://www.regulations.gov/docket?D=EPA-HQ-OPP-2011-0932

e
FH B i BERZFHTOABREZELY FRA>H
-ENNESK
199798 | I7Uh>—b ANEERZZE R U FQPA D=L
Fact Sheet for Thiobencarb (PDF, 14 pp, | -ZEIRINE
46K)
2011 5% 12 A | Preliminary /EZ&51E(PWP). J77h—h | - BIIERT -0
Thiobencarb Summary Document
201241 A |EmER7—4 (Data Call-In) -90 HREIRASH
- ENNERERE KDDL HRL R Et
[TU-17] | -Comparative cholinesterase assay
20124 58 | Final /EZ5tE(FWP) -90 BERAS4
https://www.regulations.gov/document?D | - &%
=EPA-HQ-OPP-2011-0932-0015 -Comparative cholinesterase assay
20184 1 A | DRA (BN UEF(CEAT %5 HlERT) REIIRMEL (20126F18~20174
(TU-12] | 10A8)
2018 3 A | BXRLKFREESHE ERRKERE (FEEEELLT
(TU-9]
201843 H |DRA -cRfD : 0.01 mg/kg/H
[TU-8] | -aRfD : 1 mg/kg
IBIIERIEERU
‘FQPA Z2%#x10 = X1 NA\ZE
(residential exposure FHfli#% 1)
-90 HERA S, RE=t.
Comparative cholinesterase assay (cD0L)
Tl& waiver #EH
2018 F 3 A | Em-8XRUKFTOURY *MRL : 0.5 ppm (3)LY) . 0.2 ppm (%
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-The Food Commodity Intake
Database (DEEM-FCID) ZHU\zPAD
(BEEHIEME) SBRTAE

DA E)

(TU-7]
20184 12 H | PID (Proposed Interim Registration | EBINERT—4
Decision) BB (BfmE. EREFEA)
(TU-3]
201949 H | ID (Interim Registration Decision) IBINEKEL
(TU-2]
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> RN

v BRI RN CHVTEREI SN TLRL
v EUT-4AR-X (BIfK 1)
https://ec.europa.eu/food/plant/pesticides/eu-pesticides-database/public/?event=activesu

bstance.detail&language=EN&selected|D=1943

v ECHA 7—49R—-2Z (BlI#& 1)
IRIEOEZEEDFEESNSY + GHS07: Health hazard . GHS09: Hazardous to the
Environment, Warning!

https://echa.europa.eu/substance-information/-/substanceinfo/100.044.461

e
F- B ii BERFHTOANERTZEIS MRIU N
-BINEK
2006 56 A | RMS (RR1>) h50D DAR -ADI : 0.01 mg/kg/H
N=)\A= 2B OFFHHIC(EFTUIX | -ARfD : 0.25 mg/kg
FI—EEREN A BINERT—4
-Svh 90 HEEZMSEYE (3VIXF5-E
EHAEZETE0)
-germ cell ZAAVVGEGS MO 1 5168
-EFGHESY (OECD418)
http://www.efsa.europa.eu/sites/default/ | -YDURIEMSM (EILFRE. RERE. 1)
files/consultation/consultation/116.zip JIATI—-EEMERECOVTOEINT —58H
BVFBHROR)
2008 £ 1 A | Commission Regulation (TE-5] | -MRL: 0.01 mg/kg(LOQ)
2008 £ 12 A | Commission Decision
-ANNEX I NS0 B EELTF (S
(TE-4]
201148 A | EFSA Opinion -ADI : 0.01 mg/kg/H
(TE-3] | -ARfD : 0.25 mg/kg
- CMRLIFERESNTORLVZE, FEARICDWNT
10.005 mg/kg (LOQ) DHTFs:
2013 % 11 A | EFSA Opinion SRHSNIAER BB BRONMEDIzsh, B4
‘EMS (ZEE) (CLZIADAR—=MRL T | (BFRE TSRO,
AERTE
(TE-2]
2014 % 1 A | Commission Regulation -ANNEX I UNEKHIBRDIZE ., EFRKZN
*MRL 25T ‘MRL Z LOQ [CEXTE
(TE-1]
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KE

HWERMBEEICBVWTEREFBRU

v USDANEERZHUH. Auburn XETEREAEYI B ERFOITRELFRORIR TER., 1EAMEFOERENM
(USDA 7—A/R—2 : 2006 £F)

https://reeis.usda.gov/web/crisprojectpages/0207897-herbicide-based-common-liverwort-c

<\

ontrol.html

v RN S MNDSERAR, BREAEY) OIS FER RO R TR EIRHEE. EPA 3R] (LET—IN-IN5
FENMBRCHEAD (2006~2007 F) . REFEIEFRARRT. AREBEEEHD V. BEEMERRK
EARETHD, BRESN TV,

v EPA BRI DT —AIN-RIC—ARIEHRIBE (BIHE 1)
https://iaspub.epa.gov/apex/pesticides/f?p=CHEMICALSEARCH:3:::N0:1,3,31,7,12,25:P3 XC
HEMICAL 1D:3693

> BRM

v BRI EERRIENTORL,

BRI BENEAR 2018 4F 12 A 31 H. RmEHFBEHAR : 20194 12 H 31 H.

v EU BEF-IR-R(—%IEHRIBE (B 1)
https://ec.europa.eu/food/plant/pesticides/eu-pesticides-database/public/?event=activesu
bstance.detail&language=EN&selected|D=1817

v ECHA7—-AR-2X (Bl#&K 1)

IWENBEZEDEE - GHS08: Serious Health Hazard . GHS07: Health hazard
GHSO06: Acute Toxicity . GHS09: Hazardous to the Environment. Danger!
https://echa.europa.eu/de/substance-information/-/substanceinfo/100.018.663

g

£H Eii] BEmEETOARREZETY PFRA>
SEMEK (B RFHE)

1993 FLRT | KRELANIILTOREE R

1993 & 91/414/EC Iie1T

7H26H

20062 A | RAOBFHMEELT RMS (RU1—-7>) ' | RMEAARE GEFREA. it/ §&E) TO
DAR A% ADI s TEARE

(QE-14] | AMEAARTO ARMD HEAE
ANNEX I UX&k(CEHIhBINERIFRL
2007 £6 A | DAR &#&R3Jb ADI :0.0021 mg/kg/H

(QE-13] | ARfD : 0.05 mg/kg
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IENNEK
EHAHEHER T ORBE ERHED

2007 % 11 H

EFSA Conclusion : F&((ETEF . 2. BE
FABREH!

ADI :0.002 mg/kg/H
ARfD : 0.05 mg/kg

(QE-11]
2008 2 A | MMNEESRIEIER ADI :0.002 mg/kgik&E/H
(QE-10] | ARfD : 0.05 mg/kg {AEE
2008 6 A | ANNEX I UX& (QE-9]
2013 % 3 B | EFSA Reasoned Opinion IEBRRAETHZH. MRL, 1>R—~RLS5
(QE-7] | Y RHFICKERTE
20144 6 8 | ANNEXI. II. IVZ&:T MRL KEEEDH. T IAIMEELT 0.01
(QE-6] | mg/kg %&EF
2016 F 6 A | -BIHBIOHEAFEEN. RMS & co-RMS | ENiELT—4
(RAY) ([CRSTIRH. A& AIRITOY | (B

S LI/
SBAIRHET—A(C(E CLH 3t (ECHA) &
Er UL

(QE-4. QE-5]

-Comparative in vitro metabolism of
[(1,4,5,8)-1*C] - Quinoclamine in rat and
human liver microsomes

-Acute oral toxicity of quinoclamine in rats
-Evaluation of in vitro phototoxicity of
Quinoclamine technical in 3T3 fibroblasts
using the Neutral Red uptake assay
(=21

-Assessment of acute inhalation toxicity with
Mogeton Top in the rat (Nose-only) (Acute
Toxic Class Method)

-Mogeton 50% WDG - Single dose toxicity
study by the oral route in the rat (LD50)
-Mogeton 50% WDG - Single dose toxicity
study by the cutaneous route in the rat
(limit)

-Assessment of acute inhalation toxicity with
Mogeton Top in the rat (Nose-only) (Acute
Toxic Class Method)

-Mogeton 50% WDG - primary cutaneous
irritation and corrosively test in the rabbit
(P.C.I.C)

-Mogeton 50% WDG - Ocular irritation and
reversibility test in the rabbit (O.1.R)
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-Skin sensitization: Local Lymph node assay
with ASU 95570 H

-Determination of the dermal absorption of
Quinoclamine

Formulated as Mogeton TOP through human

and rat skin in vitro

2019 6 A

EFSA. ECHA £F® RAR/CLH #&E
-EAE5A(E 2018 £ 5 HIC RAR ZiRIE#R Y
CICBEM(CHEFMARFZERO T T, £
T. A RAR O EFSA E7LE1—(FFE &N T
(AVEAR
= BT IR

(QE-2. QE-3]

ADI : 0.002 mg/kgih&E/H
ARfD : 0.05 mg/kg {k&

81




A 1. T-AIR-X

> KE
EPA BRIB DT —HNR—R

- L T aall e S o ik ¥ SRS} ¥ E ¥ - U el o

[T Y ——

[

UJsibrael Lamsii: Tav Pt

> RN

EU 7—AR—-X

B L (st it [ et el on | 9 0L Frdeideail | v
o oA IS T PR daire bbbl abiE s LY AT ——— WL 1 U T
.
PLENTS

[ ssmm e sssss T

Quineciamine
CsEEsT———

B

82



ECHA 7—AR-X

B a5 Ouansckamide frehi ) B | rtaricle faant i B DU Pt e | B Pl
. ]

| B e daiw = 5w
o s s [
gl e

F R L Ty

bt ey

o
S P i
AN i . =, - -
@
e
(N
)L
.
u ¢ m 8B 8B 5 8 "

83



¥8

H¥ENGY

W E (O wddg-y *(1£2 D
B IS EHYNHEEC
HAOBILO HETIHE
/RN " "B IC D)
HAEOXLNY EHFEY
VBRI EREOIUD
=R

BIEED Y winany “ D
2EHL\G VASN RO
LRI OFHUR
HEEQY V3 RINEEEGY

Qqam/Aog epsn'siaal//:sdny

[Y-vé— L vasn)

=]
CGLURFEFE (1B
B FYBAFFREEIN
CRRHEERH NBLE
HEHEIE PIRHOIUY
i
FEHEOLHLMNGEEIS
2R GBI URE
HEPIEHE °oL A KR EE
PIREd L AREREE
\ILTIEEBEOC 6 B VdI-
°¥2e1=) 35 £002-9002
SIH ¥ OB LES LI
UHEEOZ T BT
¥ PHEREESEOCS
CEWNRATE
YRR D \YLISE
VENBECEFSY OE
gy PEREYE CRE-
RO (W) B
B NEBERMETYE
(81 995 VH4IA) M=

£69¢°al TVOINFHOX €d'Ge
TIULIEEONTZ I HOUYIS
IVOINIHO=dz4/Sop1onsad/
Xade /Aog edaqndsel//;sdny

(Y- V- LEWEE vaa]

B — O
VEBES

€69€:l TYOINFHOX €'
ZTILIEE FONTEHOUVIS
IVOINFHO=dz4/SapIonsad/
¥Xade /Ao ede qndsel/ /STy

BEIVYIFTNTRE | [Y-vi— LEWEE vaa) vdl
BEXGEECISMOY [k
HOX/EMEE © EOEMHEE & EHOLLE HEORTHOQO © NWEEEE= YRR BT © EXOLEECINANOIEE O )2

HEHEEWIEEE O SLL/F QLTI VST WRENY VI E¥




S8

CHCHRWHOED
swweJsoud |1 HIV P W24
-~ LOBY°HZIR29 6
HE2HE- L ONHORE
B22) £102/¥82 ON (N3) B2y
pue £10z/€82 ON (N3) 8y
TEAnRIUH UG L
2\1CF2) 6002/L011 ON
OCNRBREBOUH Y

(¢-30)

SUITO0P—Z—MoY
E7epOWNINSeI WO ETeq
SIS U] [ -¢4282d /33501
\ﬂ:&uEO\_L OL\jw.m O\_Jw.ﬁww

@'suonsanbjous)sial//:d1y
(4

YNEEEQ hBEN W (W
) TAA QBT E W]
(¥-30)

HUITO0p—|-Mmoy
B1EP—_OW}|NSaI-WI04|lB32(q
30UBISqNS—_[aUE|€1ap—Iaua

ISTHUIT [ 1495ed /33501

a__ﬂW«WH\,, /puajuoibo./na‘edoina‘esy
JOHBFRHOLWRE(Q | TSU0RsaNbjoIRISEal/ /ARy
A1 N3 SN (L) SWY-09) [4YN¥5¥2ny TR FHEE)
LL-T(YO SINY “E) B4l Hozoloz | VS
(e-30)
©Z3P80G0961S
CEEDE\IF | —YA0V-v1E9-9018-€89z9aE
USTEHPIEHEESRY | g/dizxsuuesuluedouinb™ds
(YRYHB L LH (QuN BUEINGFEE (@hdn) | TUI9/929€1/29101/5308Wn
UL F—F LA - ‘10'050103/030N>100'0) S\ GFIME G E )% | 50p/needoinseyps//SAy
CRYUETYERE) 01=40398)- N FCHE>SYTEH B (g-awnjop
B RN RERLF - ‘0LYH '} ouoayp onenby *(dod) BARESHETE E58 H10/4vY)
R GF (1/3w 1'050603>10°0) ¥ (18d) (REEHEL
WY G2 01=40308)- PUHBBUGT 1 QTEH (2-30)
SRR HE ‘00vH ‘| @3Ny onenby CARHEUF RFIEE TPYOSHERE
SEhE [EZOB G F MDY\ LWNE | [8-826V-20°90379E-81 o8
ZEREOXTIHT DEY (§h2 (1-30) B “P| 11 Xeuuy '6002/L0)) | 00€/4pdUs eUILIEPOUIND 08
FEIRAERICIGF TN = LEEBLID NG 491 62°4206vP-P996— ON (O3) uonensay 1 gEE! | I UPP/929¢€1 /29101 /S3uswin
EH5PISE=NLH- NIBEOTEYWEIE - | JBep-10o7-PPEIq|e9/4pdus 50p /Nedoina 8o/ Samy
MREELIS &Y - (EERI PLOEH Y- | G66C| dulejoouinb woory PN L UK LLE) MoInL (1ownjop
€99°810°001/0juoueIsan | ACEEINRTMQITEO%) | 19/917599€2/29101 /Suswn 499d ¥S43 O UVY “2C 228 H10/4VY)
S 5T)%EI60SHD | S/-/UORBULIOUI-S0UEISINS | B IBIPNIQ@HRF |- | oop/noedoinaeyos//sany SOV UR B G BRI (23
| EEL0SHD | /3p/needoinareyos//sdny - L [42¥c@ g SW R EEETIWE QEBITLAANNVENTEEY VHO3
HEFHFTXE 80SHD [Y-v{—LVHO3] | LEHIESIWLZDE- | OHIIEHE 470 VYHOI] B @EZ2 uvd v vS43 | —BWOPIIME% T d10]
[ VEREE BB 0BM) H 23502207 | 1SEH ' v\ M [EFH L] H 836102 I G 37 8102\ EHH - Hox6loz | /vS43
B 1€ H ¢ % 0202
HHEEONEHD W
B 0¢ K 9 3 0202 Mk
WO HTIE YL - L
H 1 H 2l & | 18I=(IPe103]e53NI=0o8eN3U
6107 FM GBI F WG | ©IBIeIopooURISqNSaARoe=)
B 1€ H ¢l 35 8102 | U9AS;/olqnd/eseqeiep—sap
HIB R | PoRsad-na/sepionsad Aued
% /P004/naedoinaos //;sdpy
V2 URBERIEHEE - (Y- vE— LEETENX]
[EHOBYEE] H 2 3 0202 vs43
EXCLECIEMO> B
WO/ EM4Y © EWHEHLEE @ EHOALE HEOFREHO0Q © NYHEEEURBNT © EXQLECINMNNOIEE O W2




98

2=
QUYLAUZIETREL
BOUGGERIZIHEHE

BB -
BHOUFFH-
CR2VI2NE

$2I°9 SHERHEY
YTE HFEOREY
BRI
LTHES oY LB

2 (YesH [ewiuy pue uleyd
po0o4 ay3 uo sdPIWWOYH
Suipuels M "R H vI H
€ 37 8002)1 1 Xlpueddy (p
ORISR
MaINa * R C T IA XBuuY
CIYLEYTIEHRYE
Bl LB IE LT
BHEYCPOL O LEH
ZIFB Q@MY 2Py )
HPIES NI RI2LIW
HOERY LEBREWE
BB O E R
HIHI#H8l0c~H I H
| 3 600 LU K EEEF -
MEGL WTEES-
(suouin
boypydeu-p'|-0.0|yoIp-¢°z)
QUOIYOIP : [Tkl -

34/3 696
TEWOGHEE VY-
[2xh xouuy]

(6-30)
N3=wod

439900718002€:X3130=1n¢/
40d/1X1/N3/euod-[eds
|/needouna’xa|-ina / /:isdly

[2ARR0341Q UoISSIWWOY ]
H 9 37 8002

ez (ke
0€ E 93 8002)03/99/800¢
9AI399.41( UOISSILIWOY (P

(8-30)

N3=wod

#30¥504 1 102€°X3130=1n¢/
40d/1X1/N3/3us3uod—[eds
_\Zw.m Oxjw.xmf\xjw\\“m 1Y
[L102/07S ON (N3)
uone|ngay Sunuaws|dwy

£ EITHN O ¥102/€0L'ON
(N3) FGBENYT

*>CFT) 5002/69€ON(O)
uonensay (p
SHEEMANTSENE

F3E0L0dY 102€XT130=HN6/
30d/1X1/N3/3usuoo—[ese
_\:w.m OLJ&.XE\ij\\“m 1Y
(123 A I T Xouuy ]

H 9% vioz

W GRS G RIS
EY gL URARERY
ALY T p QLI YR
TUHP) THN DTGB R SR
O~ HE "2 M¥E N3

22 CRIEHOUREEO UOISSILIWIOD & 6 ]

T RCFETI6002/L0LION | SNYNS MBS R ]

(03) uonendey H S35 1102

°Q S HER B/3W 100 Y

QENNF¥L L EHBOX §— LT YL HREZR 001 (L-30)
I URITER) TN XERKBEORLOFE TrIeeI0zese
ACCIEHERY (9-30) | W& QLI FEE °\1 | T/E06201/4pds/10p/WooAs
12300 A T XUy & NI=Wol | £ 2| FqE [0 Q p BE DI | [IMAIRIqaUUOES}S/ /Sy

[uoluidp pauoseay

VS43 Q£ THN

H¥I>CF1 5002/96€°N
(03) uoneinsay]
HeHeloe

HOX/EMGYE ©

EHOHEE HEORHO0Q© ©

EXCPECIZMOY

N EEEE=YRABIT ©

EXQHETINEANOEE O

[
W




/8

2 ER Moined 00d \GGT
QU WHODLE
DM TSR
SHEE Y RYHBEY
SIBTRERUTILOL
SNAYEALTOYC I B
SIQ Y ETIERBERO

WHYLLIES ¢
ETINE

PEEYYIETIGR P
2\1CTHERN O | [Xouuy
P12 OHEWANOLYEE

WE NUIETRH
B Y OB MY -
WERE (L0 H
BN T OUFF -
*FUY2LAUZ)
BORHEES S
BB TFHQ opusisig
~Jeyiom ‘4ojedado.

i22¢

HREEHIHTIE QLR
E% WHOSBHOBE

LRI ON
VEUSUY HE 2
RSB HETBY

24 OHEHE UL
URVEE L UMW
YOO~ BHH @Y
RUHYEEHHTY B
OO I

Aep/mq 3y /3w £0'0 130V
Mmq 33/3W G0'0 QRIY
Aep/mq 33 /3w 2000 IV

YR HEIET)
HIOTEERREOHGH
O} 3 £00Z “F| WHA °HEE
- YijesH |ewiuy pue uleyy
POO4 Y3 UO 991WWOYH
Supuels 2RI
EoUHa 2 MHeHOL
LO0Z PISEEM "RCE
2121 3PV 0 2002/06Y -
ON (D3) uone|n3ey ¥
Y URFEHIR
(D 3UAWNOOP) UOISN|OUOD (P
VS43 * (UoISN|ou0d MaIAaL
499d S 43) g Juswnooq

* (dva)V wswnooq
02U WS
OBHEWN EH-41¥

(01-30)

GET=pragm
SINOYMBI A\ "90UBISqNSaAlOe
aplonsad-na /sepioniisad Jue
|d/pooy/naedoinaos //.d1y
(YB3 ESEEN]

H ¢ 33 8002

WKLl FRIERE
ROV LRSI EHEF
H Y LRI F R
FRIURYRE 2
N UGS NP EHBHY
TOLREE CHYHE R
QYEREEY) YD BH
QEFLNPANYBFHE
(¥

"YRGH

¥EOYHEZ 130V 8%
UREETIHY W "RIF
HEEWHOLRCNE
°d 71 130V L HEHY
QVSDIEERNCYEE
PIEE—E— v E%01 2
Mp's '%2G9 2 L— LM
LW CPIFG A
°Mq 3%/3W 600 F)

QpdV “Aep/mq 34/3w £0°0
) 130V ‘Aep/mq Bx/3w
2000 ¥ 1QV °=fcf2
(FE R OZEFRI=R0YN2
YIS £9Y) € AoSa3ed oudas
TAGITHULY G BET
HLEB OGN "\
RLPIRY G FIEEE
eny

QYGRS 2%
HERNSTHOL) L°Y
DG ((QHFEIAFZ
WROPIWSREIE evd)
FhAPRE T DLURITR
B G (R FTRE g
98H) Y BIREILT *\ 13
FREHH WEYW N
@2 (pamoyjems J1 [njuiiey
o EHIY W)
HHGAHUEWSOH-
(F2)

GBI LI o(suounn
boyjydeu—y'| -00|yolp-g'z)
uoYoIp I THE "1

G BRI LY
LUTRORH L2
LN TF Bkl
FUET e KOIGTOX
HEZN G B9
ENEFE TR ¥
IHERHEHO

HE FZ F& H#A1
BHOHEY (ENE
Thy B8 SRIHEY -

(11-30)

JLVVL00geS}
9T/€06¢°01/4pd/1op /w0 ks
M Aieaqijauruoesya //:;sdny
H:o_m:_o:oo <wu_m:

H 11 % L002

CUHELEZ eeniwwoy
Supuers H 6 H 01

% [002 £ UVA "HEHE
,U_ 29jwwoy mc__uEMuw W
yva 2£4H 6 H 01 35 £00Z
FISEHE RCETIZY
© 21 2PV (0 200Z/06Y |
OZ Aomv :O_um_:mvw_ .
HEUEROD
YIS EE VP vs43
CRCEUW) L1 2Ry

0 2002/067 ) uonensay .

—h2f

QEZLLJE dodvdd-
BB L dva Ol

OB HT vs43 YAt

OEE SN 2£Kc ¥va-

(21-30)
SUTeWENS[Y—g-SIU
awndop-JaulejuoHsiuswno

o@indino—wio4indno—isua
ISIPUNT1-01°38d /39M0IM
/puajuoibo. /na‘edoinaesy

o'suonsanbjoialsisal/.dny
[Hodau mainsy J9ad YS43]
H 6 % L00Z

HOX/EMGYE ©

EHOHEE HEORHO0Q© ©

EXCPECIZMOY

N EEEE=YRABIT ©

EXQHETINEANOEE O

[
W




88

“BigR(6
—gg ©8ed) podad oynualog

VS43 “RNYN¥EENITN

AINEION7E
LY OB ER g
OIGHB TR/ FE-
NERLEH G-
AHERIEROY Yo
YR LA Z T30V
“PIEEE Anue-oy O£+
MEOL
YAEIEEE OB TFO21.y
1B SNYBREHLYE
B

E2 P SWY 2122
WHHEOY (R OMREITE
HGHGRETOC T O
2 (*3pIysp|ezuagAxoqieo—g
“proe dljeyiyd
VEHRUBLKOC T
CGERIWE K TR
BN GG
sef— LS f BTG 2
[EIES ,U_ﬁ_e MOAIDI 499 -
B EIHES £
BICHEERLTYHE P
1SS E -
LEeE

WIS BTG HE TR
2

MUY IR RRBC
ORI VELETE “RIX
VICTIEIEBOYNS £EET)
BEEOVGFFENTEA
I URBIEREHEYY
GREIDER SN 2C\¢=f
NV IRRLEIZ 2T E44Y
PR R OEC )R E
BOBHEILCPIHER
BE S URMNGR Y L
IS RIRE PGS




X
WREUNWDEORE
LB O G ENCEE SN
SR=LCLLZ manad Jead (py
LG LETIU2T UVA T F
VSH3HIEREUC L
BEc1dva 03 BEEs7 S
O£ P VS43 "I
21 L1 3PY D 2002/06Y 1
ON AONV Eo_um_meI
CHERTAN-N249Y

e PER SWISYH

E "RCETI@01 2PMY O
2002/067 | (O3) uohensay
“219R “HEFR Uva
Q6B [ xouuy *\
vS43 ZIH St H 9 & 5002
TP SWH RCETIZHO
(1O} @RV (O 2002/067 -
OZ AOMV EO_um_:mUZ .
CEHE

2O SWY @£ 21 ExhO
o1xeuuy (@ 033/¥1v/16-
TN URBNYE- L

(¥1-30)

1Z°2g,/U0I1e3NSU0O /UoT}

B}|NSU0D /S3]1} /3 N3P /SeHS
/ne'edoina’esyommm / /:d1y

L HEE YRS [4va @ swy]
244 SWY "R B8e- H ¢ 3 9002
WH20Y(OBEGT TN -
W20 Y OB A7 -
#4£03d-
HEE
YUHER QU AN - (€1-30)
W24 Y (1 EEFE oniom NuaweN
* JopuesAq  ‘uojesado . %
FHEOF NN | UlBquoHsuaWNo0ogIn
BEO no—wio4indino—Jis
AEHNGEEEEY G- | U9ISITUIT [ -9,95.
T | /39¥0IM/pusijuoijboi

2Bz "2 uva ©
[ E YR B NG SNY-

(EHY
LEICLAANNVE  BRETE)

/na'edoina’esja’suoln}
sanbjo4a3sigau/ /:d1y
LA @ yva)

E 9 35 002

HOX/EMGYE © EHOHEE HEORHO0Q© ©

EXCPECIZMOY

N EEEE=YRABIT ©

EXQHETINEANOEE O

[
W




06

67
4pdg uonoag
dO~TdOL Uojeso

%

4pd| uonoeg
d0=TdOL uoresop

L

L
[001x0} G UoRoag v
O-W dulweouINy

L

4pd| uonosg
VO-1 aulwejoouiny

L

134

€

1e

8y
pazniues—/ uonoag

dO-TdOLL uoreso

}ISse|o | uoldsg <Nv
O-sulweoouINy

=l

RAjeue  uonosg <wn
O-N"sulweoouINy

=l

4pd'e uonoes
VO-1"2ulwejoouiny

=il

0¢

Ly
1-80-910Z § Uonoss
dO-TdOL Uoresol

L.

mesoy| 6 uonosg v'”
O-N"BulWweoouUINY

L.

i1 48y10 ¢ UoRd3g {Qu
O-N"BulweoouUINY

L.

62
-80-910¢ 8 UoRo3g
VO-1 2ulwejoouiny

L.

oy
4pdy uonoag
dO-TdOLL uore3op

.,

X0]009 g UONOag <o
- aulwejoouiny

&,

>-sAyd g uonoeg <vm
O-WdulweoouINy

&,

8z
d'80-9107 L uonoss
VO auiwe|oouiny

&,

4

Jpdg uonosg
dO-TdOLL uore3op

.,

IUOJIAUD / UORODg <m
- aulwejoouiny

=l

Anusp! | uonoeg <mm
O-WsulweoouINy

=l

€

Lz

4pdg uonoeg
VO-T"sulweoouiny

&,

v
4pdg uonoag
dO~TdOL Uojeso

%

NpIsal g uonoag <m
O-N"auIwe|oouIny

L

43
Hues-80-910¢ [B30L
VO-1 aulwejoouiny

L

9z
i-80-910¢ G UoRd9g
VO-T1 2ulwejoouing

L

€

14 ¥ x4 144 12 @
i-80-910¢ ¥ Uolossg jpd'g uonoeg 4pd'g uonoeg 4pd'| uonoag 4pdd0-0 4pd'vVO-0
VO-T eulwe|oouiny VO-T"eulweoouiny VO eulweoouiny VYO-T"eulweoouIny —50(Q aulweoouIny) —20(Q aulwe|oouINy
Jpd'siswos] G-N ® jow aoueAd|aYy _\\Z@ )W saouesqng mwz@ »dpua jo Sunsr] z-N NjoUOD [|eJaAQ —\Z@ Jpdi ®
20(] aulweoouIny) 00 dulweoouIny 20 aulweoouIny 20(] dulwe[oouIny 200 aulweoouINy 200 aulweoouIny
€ @ Q) -@ - ® _©
4pdH #pdD € dlv G xlpuadde™§ € YIV v xlpuadde™4 € YIv ¢ xlpuadde™§ € Ylv | xlpuadde”
20 dulweoouIny 200 aulweoouIny 20 dulweoouIny 00 BulweoouINy 00( aulweoouIny 20(Q dulweoouIny)
® © - ® ® ® 50p—Z—MOYEIEP—OWINSaI—
_ apdg _ spd3 p480-9102 A ) _ pdy HUIEOP-EMOUmEp-SlNInEe-
20a 0:_|En_oo:_30 Y mﬁm_oo:_zo °0d wﬁm_ooc_zo 20a mﬁm_oo:_zo 20q wc_lEm_uo:_:O 10|1e33(J90UB}SqNS_[aUB|IBIdp—IaUd3SIUI] | —g¢,959ed /39%0IM /pusjuoi 4bo. /na edoina’es a'suoisanbjoialsisal / /:dny
uﬁﬁ- “HH- “HH- “HH- “mn- H 935910 §-30
wo3uo g uswyoeny®  dn vy woneonddy®  wpoeny g7-10-9107 HUNIOP-LMOUEEp-athnse -
G1-¢1-G10¢ VMV € HlV sulwejoouind 232pdn viY 104[1e19(J20UeISqNS—[aUE|IB}9p—IaUa)SI UM [ | ;,95ed /3959IM /pUaiuc.Jbo. /na edoina es o 'suolsenbjoialsisal / :dny
“HH- H 9359102 ¥-30
- ® - © - ®© 79
X3NNV 61-200610- X3NNV 61-200610- X3aNNV 61-2008 10— aove
SdS LLV 434 H10 SdS L1V 34 H10 SdS LLV d3d H1O 05096 1 G-790v—¥ | £9-901 E-£892°9£8,/dIZ XeUUE SUILIE[20UIND 45 U[9,/929€ | /2910 1/S3UaWNoop /e edoIna s //-Sany
H 936107 €-30
279G61E66.8-8¢6V—°
0°9-49¢-817°00€ z
-ﬁﬁ PYoGHE66L8-826V—2099-379E—8 1 79B00E /4pd Us SUIlE[o0UIND d31 U[5,/929€ | /29101 /S1UaWNO0p /Naedonaeyds //-sany
H 9356102 ¢-30
1162°49067P-P996-+ Aa16e242067
BEP-L392PPELAL®® | 5 oog6-seep-13o7-PPe 1a155/4p0 US G667 | SUIE00UI Wo5T Uo/9 | 7690EZ, 20101, /SUaWINo0p /e edeina euas /S amy
“ﬁﬁ- H 836102 1-30




16

)
>do1|qnd 8 g g|0A ™90
“YvQg auiwe|oouiny

L

N )
>d01|qnd™, g E10A G0
“YVQ aulwejoouiny

L,

I )
2d01|qnd 9 g EIOA 10
“YvQg eulwejoouiny

L

S )
011gnd’G-| G EIOAED
“YVQ@ auiwe|oouiny

L,

- on ©
#pdol|gndgoAZ0
“dvQ@ eulwe|oouIny

L,

- ©
Jpdalignd™|oA"LO
“YvQ@ auiwejoouiny

L

diz'zg,/Uone}NSU0S /UOIEINSUOD /S|l /1Nejap /S811S /Na edoina es o MMM / /-1y

H ¢ 4 902 ¥1-30
jpdppeds| SUToWEN3|lj— | —SIUBUNOOP—IaUIEIUo
-ﬁﬁ- DS3UBWN50(JINdIN0O—WI0 J3NdIN0—_IdUBYSIHUI | —9¢,95ed /39%0IM /puajuo. Jbo. /naedoina esa'suoisanbjoiaysisal / /:diy
i H 935 L002 £1-30
Jpdidaz |y S{UoWEN 3| lj—¢—SIUBUNOOP—IaUIEIus)
lﬁﬁ S3UBWND0(QINAIN0-WIO {INAIN0—IBUBRISIHUI] | -0 | ¢,@5ed /38)2IM /pudluo. {bo. /na‘edoinaesa suollsanbjoialsisa / /:diy
E H 6 35 L002 ¢1-30
4pd
|eudnopr S 43-L002
.ﬁﬁ- 4L11°L002es32T/€062 01 /4Pd/10p /Wod'AsjimAleqijauljuo esia / /:sdpy
i H 1135 L002 11-30
Jpot
ua~aulweoouInbTsi|
WMﬁ GEZ=PIgMIIASYMaI/"90UBISqNSIAIIOB=JUSAS;, /o1|[qnd /9sBqeIBp—SapIol}sad—na /Sapidonsad,/ue|d /poo} /naedoinaos / /-1y
e H 2 % 8002 01-30
Jpd-ed
04n9a'X3|-4na~ sdny
— NI=W0439900718002€°X3 130=1N¢,/30d/1X L /N3 /¥23u0d-[eFs| /ne'edoinaxe|-Ine /- sdny
“ﬁﬁ- H 9 3 8002 6-30
Jpd-ed
04na'xa|-4na~sdpy
— N3=to430yS0d | 102€°X3T130=1N; /40d/1X1/N3/333U00—[e8d] /naedoinaxal—ina / /SRy
“ﬁﬁ- H G 1102 8-30
Jpd-jeuinor’ys
— —Ajuioyn
43 n—ONl oy 17 1€€ 102 es3eT/8062 01 /3pde /10p /WwodAsjim Aieiqijauljuoes)s //:sdny
“ﬁﬁ- Heeloz L-30
Jpd-ed
04na’xa|—4na~sdpy
— NI=WOoIP3E0L0MY 1 02€XTTI0=1N;,/40d/LXL/NI/¥su0o—[eds] /needoinaxe|—ins //:sdpy
Hﬁﬁ- H 9% vi0z 9-30

_ 19
uoRoss do-IN doL
uoje3oN

L

_ et}
uoRoss do-IN doL
uoje3oN

s

. 09
uoRvas do-N doL
uoja3o

=il

. ¥S
uoRvas do-IN doL
uoja3o

e

. 69
uoRv3s do- doL
uojalo

L.

. €9
uoRv3s do- doL
uojaso

-

_ 8S
uonRoss do-N doL
uoja3o

&,

4]
Hues-80-910¢ |e30L
n.OlJ\n_m uoyasol

e

. €9
uonRvas do-N doL
uoja3o

=il

. LS
uonRvss do-N doL
uoja3o

&,

1§
-80-910¢ 0} uohRosg
do-1 n_m uoja3o

e

. 29
uoRoss do-IN doL
uojleSop

L

. 99
uoRoss do-IN doL
uojeSopN

-

d'80-910Z 6 UonoaS
d0-TdOL Uore3on

-




6

doliqnd 69 EI0A™LO
“HVvQ eulweoouiny

-

©




7.3.3. A4=A907UR (ii-3-1~ii-3-5)
(N DRREZESHMCDOVTOER]

> KE

v EPA LE1-R-2 (Bl 1)
https://www.regulations.gov/docket?D=EPA-HQ-OPP-2008-0844

v BIHMmIN-T (RAZIFIAR)

(Bl 1)

https://www.epa.gov/ingredients-used-pesticide-products/chlorpyrifos

F- B ii BERFHTOANERZETIS MRAU
BENIEEN
199798 | EPAXEIH L UF : X300
-HIARC (the Health Effects Division's | iBHIFHERER
Hazard Identification Assessment FoEMEES4EER (DNT)
Review Committee) (C&k2EB 4T —7:F
i
(IU-42]
1997 &£ 11 B | EPA XTS5 L MOE : 300 Z#HF 3 3IeH(IUA T DERIZ
‘HED (Health Effect Division) H50ig | B3R
- ABOZIF IR EFME TOSHEFRIR
(IU-40] | IB&EMHABRECOVWTORIFE RS
-DNT B
1997 & 12 B | EPA XE5>45 A NHEBmXEELE1I-UER. LTFo7-4
‘HED (Health Effect Division) h'50ig | &K
=3 -EMHIVNEADFEBIRATOREECLDHE
(IU-39] | REFEEZ1R L TAER DNT HER
1998 &£ 4 8 | EPAXES> AL
‘FQPA T2 HEERIRE FQPA Z21%ES X3 h'&Z=H
(IU-38]
2002 % 10 B | EPA XEF>4 A FQPA Z:RICEDE,
‘HIARC LE1-EERRES -aRfD : 0.14mg/kg (UF=300)
(IU-37] | -cRfD : 0.057mg/kg (UF=100)
2008 £ 8 A | EPA XES>H L
-SBHERES
(IU-36]
2008 £ 12 A | Imidacloprid Summary Document BEINZ2EMEK
Registration Review sH

-Preliminary Work Plan (PWP)
A SN

-SefEEs R (870.7800)
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(IU-34]

2009 F 6 H

Imidacloprid Final Work Plan (FWP)
(1U-32]

2010fEmData Call-InDBR(CERFE
- titER (870.7800)

20134

Data Call-In
([IU-22]

st
-efES R (870.7800)

20154 H

EPA NSEFFREADL A —

AN R EE EORERRBOEIMER

(CBIT2FMB LUMREBHDEHEECEIL T,

EPA(Z. FTLULEINCOERZZERILRL
(IU-20]

2015F 6 H

EPA XES>H
~Tierl 29> (CE T AR AT
FAEREREL TUA T OFBRICD VT OFH
(DER)

-Androgen Receptor Binding (Rat Prostate)
890.1150
-Aromatase Assay (Human Recombinant)
890.1200
-Estrogen Receptor Binding 890.1250
-Estrogen Receptor Transcriptional
Activation (Human Cell Line HeLa-9903)
890.1300
-Hershberger (Rat) 890.1400
-Female Pubertal (Rat) 890.1450
-Male Pubertal (Rat) 890.1500
-Steroidogenesis (Human Cell Line - H295R)
890.1550
-Uterotrophic (Rat) 890.1600

(IU-19]

20156 H

EPA XES>H L
“Tierl Z9U—Z>7J 45RO EDSP #4417
(1U-18]

2017 F 6 A

EPA XES>45 1A
BERUVRINLDERBRHOMBEREL
i) DY B il

(IU-15]

aRfD : 0.08 mg/kg/H
cRfD : 0.08 mg/kg/H
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EU FT—49R—2Z (Bl 1)
https://ec.europa.eu/food/plant/pesticides/eu-pesticides-database/public/?event=activ

esubstance.detail&language=EN&selectedID=1473

ECHA 7—A~-2Z (Bl 1)

RITOBEDSE : GHS07: AORERICBEE. GHS09: RIBICWULTEE. Warning!
KEEMIFR(CBEES T, REAN(CHT I 2 EN DD, RO EEEE.
https://echa.europa.eu/de/substance-information/-/substanceinfo/100.102.643

£R BRLii] BmifEHTOAERSZELY FRA> b
[ENIESK

2006 £2 H | RMS (RF(Y) @ DAR ADI:0.06 mg/kg/H

(IE-33] | ARfD : 0.4 mg/kg/H

2008 & 5 A | EFSA Scientific Report ADI:0.06 mg/kg/H

-HIHEETLE 1 —fEm ARfD : 0.08 mg/kg/H
(IE-30. IE-31] | -BINERT—971L

2008 6 A | EC Review Report ADI:0.06 mg/kg/H

-ANNEX T U¥&(CFRU TOERIE ARfD : 0.08 mg/kg/H
(IE-29]

2014 &£ 2 A | EFSA Scientific Opinion

< 7EAZN) RERUMZA07Y ROFGERR
BRI 3eMETIR
< ARAT- BRSO I 5T
cTEAZTT)RELZAIOT ROFERIRRIE
Z5Hi I B12(C. PPRINRIVE. AR
DAR. iERIREEEZIFE. ML&YHN' "1
—O>OFREEBECER S X 2T HEMEN D
BEEmATIIT,
AZAIOTIRICOVWTIFIRARDADIZHEFF T
E5LE .

[IE-22]

20154 58 | EC Final Review Report ADI : 0.06 mg/kg/H

ARfD : 0.08 mg/kg/H

2018 &£ 5 A | Official Journal

-ENNHIBRZAS IR NENFICIT T 2573231
ADEBRINT BILIFTERL,

-EU BRI TRDDEWOANINOEMMREZHE
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ABEMED TUREENEF . [BARE

EDHTOERDHEEE
(IE-6]
2019 1 B | Reasoned Opinion
BIFEMRLLE1—
(IE-1]
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7.3.4. J0LEVURZR (ii-4-1~ii-4-5)
(N DRREZESHMICDOVTOER]

[V0ILEURR]
> KE

v" EPA Docket (BlUff 1)
https://www.regulations.gov/searchResults?rpp=25&po=0&s=EPA-HQ-OPP-2008-0850&fp=t

rue&ns=true
v EPAT—AR-Z (BlU%E 1)
https://www.epa.gov/ingredients-used-pesticide-products/chlorpyrifos

v’ ESAFHM (BUHE 1)

https://www.epa.gov/endangered-species/biological-evaluation-chapters-chlorpyrifos-esa-a

ssessment
b
FH B ii BRFHTOANERTZEIS MRIU N
BENIESIY
1998 2 A | EPA MEMORANDUM -BX#F RfD : Single exposure RfD :
-FQPA E3KICL2BEF RfD DREULKRU FQPA | 0.05 mg/kg/H. Repeated
TEFBOTE exposure RfD : 0.01 mg/kg/H
(CU-23] | =
-RfD : 0.0003 mg/kg/B (ChEI)
-FQPA ZL1%#K : X10
1998 &£ 12 A | EPA MEMORANDUM NFRAXRUFATOERIRNS, cRFD K&
-HIARC (the Hazard Identification U FQPA Z2FBORBELZIRE
Assessment Review Committee) HERFEE
RHOAFKRRS . IBIMER OB FHMhEM
[CU-21]
19994 5H | EPA MEMORANDUM T RE%E X10 5 X3 (CHEFNT32E
‘FQPA Z2RHEZERRS IR
(CU-20]
2000 £ EHRE(E EPA LB ERIAERBIR. BELEICDOWT
ar
-FQPA (1996) ZERNDZAN
- FHMEAITERVEROTF VARSI £
PUSAERFIUOEE XIS AR LE
->O7VEHEREELE
- N MERBELE. U TEAFIR, JROEEER
K
2001 €£9 A | IRED (Interim Reregistration Eligibility aRfD : 0.005 mg/kg/day
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Decisions)
[CU-18]

cRfD : 0.0003 mg/kg/day
FQPAZ2ZEN : 10 (L4128, &%
13-50)

2007 £

NRDC (National Resources Defense

. PANNA (Pesticide Action
Network North America) HSABRIKID
IRTOBEEEZEVHL. B2 HRE I 2IENH
Jf&

https://www.regulations.gov/docket?D=E
PA-HQ-OPP-2007-1005

Council)

2009F 11 H

FWP
- B A ORI E
(CU-13]

BhlT—45EK

s (870.7800)

-Acute and Repeated Comparative
Cholinesterase Assay(CCA) : 1t
BMRUAFTYAR

2011 5H

Official Journal
-BIHmERCLZEREIRR (LYR)
[CU-12]

20116 H

PHHRA (Preliminary Human Health Risk
Assessment)
(CU-10]

-aRfD of 0.0036 mg/kg/day
-cRfD of 0.0003 mg/kg/day
-FQPA : X1~X10 TH&RsT

20131 H

NRDC. PANNA NSRBI DI R TOEAEE
EZHECHL. B eI EDREA
(CU-6]

20154

HAEBRKHCET L)L
-BRAUIFREADERICHUR 57 &R
https://www.regulations.gov/docket?D=E
PA-HQ-OPP-2015-0653

2016 £ 3 A

HAETR— MAFT DR FEISCHAL £ 1—F55R
(CU-3]

2015 11 H

FHHIFFNSDFFEAICKT I BT ILaRTs
(CU-4]

2016 11 H

BiMiA® HHRA (Human Health Risk
Assessment)
[CU-1])
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2017 % 3 A | NRDC. PANNA N"5D:5REZES DO | FEMESME Dz R
BT, URDEFHIEAHE T U TR
2018 F 8 A | HZERHHIFINARBI NI DKL Z T . BEE
MESHECHEREZEK,
2019 4 B | #HIFANEREEN T (T I 2RASREZ T
2019 7R | sRRRIEAICHIZEZRDAT

https://www.regulations.gov/document?

D=EPA-HQ-OPP-2007-1005-0527
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RN

A\

v EUT—-AIR-X (Bl 1)
https://ec.europa.eu/food/plant/pesticides/eu-pesticides-database/public/?event=activesub

stance.detail&language=EN&selectedID=1130

v ECHA 7—AR-2Z (B4 1)
https://echa.europa.eu/de/substance-information/-/substanceinfo/100.018.969

b
F- B ii BERFHTOANERFZETS MRAU
BENIEEN
1992 & 12 B | Directive 91/414/EEC ((CBD&:Miig 3
EERTE
(CE-22]
1999 2H | RMS (ZR1>) H' DAR ZERMNEZEE SR
H
(URL AFAH]]
2005 6 A |ECLE1-#HREE ADI : 0.01 mg/kg/H
[CE-19] | ARfD : 0.1 mg/kg/H
2005 £ 10 A | Official Journal A4 0,0,0,0-F NS IFILSFAEADR
BN ZZ8II D J1—b (AWITATYY) (FEMHERERZHD
(CE-18]
2011458 | Official Journal A 0,0,0,0-FRSIFISFAEAOR
-Regulation (EC) No.1107/2009 fti4T | J1—b (RIATYY) (FEMHEREZHD
-Directive 91/414 BE1E
(CE-16]
2012 &1 A | Reasoned Opinion ADI : 0.01 mg/kg/H
-B%7F MRL {&1E ARfD : 0.1 mg/kg/H
(CE-15]
2014 £ 4 A | EFSA Conclusion ADI : 0.001 mg/kg/H
-EPA(F2011£E(C, FRITA—-ARH D35 | ARfD : 0.005 mg/kg/H
E% (Comparative cholinesterase assay
(CCA) | IRASMER | s taiR) | BINiieEk
(CkDPHHRAZ Xt - R BRI 4
-Pesticide Peer Reviewsik CHRET DS
R, I M1 O RBELZEE,
(CE-11]
2015 % 6 A | Reasoned Opinion -J0JLEVURZ
-EBRBW TCP ((BRBEHRT ADI : 0.001 mg/kg/H
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[CE-10]

ARfD : 0.005 mg/kg/H
-3,5,6-trichloropyridinol (TCP)
ADI : 0.03 mg/kg/H

ARfD : 0.25 mg/kg/H

2017 5H

DAR
-BEMli 034 AIR3 0% 3 \wF
‘RMS (RRA{>) . co-RMS (R—3>R)
-in Vitro CEERENIZOXY NPy A B5 1%
ExEREI L. DNABISICRIT 258 V=B
(LT 2ENDD.
- SEE (R T BiEm(I ISR,
-FETOMRRICETZEEREL TV
BEMENBD, SIS TORVIS RRA > M
932N H3.
-BRESEEFIVVIRTS-UHEENSRE
BONR-ZERZEREFEDS VI RS> b
THRLICER,

(CE-6]

-HOLEURZ

ADI : 0.001 mg/kg/H

ARfD : 0.005 mg/kg/H
-3,5,6-trichloropyridinol (TCP)
ADI : 0.03 mg/kg/H

ARfD : 0.25 mg/kg/H

201948 H

EFSA Statement
- NMEERZZZFHADHOE 7L E 1-3RkEs
BB O (JKAEL TRATHD.,
SHFNSRIEZHEIIITDILETERN
FEEMESEER(CEEL T, Sy hORE
AETsEnNsigRent (ME=CLDMHIE
SNTIAE DIRAY)
-ASENTIV-1B (RESMCELT) O
SHELTHEE,
- NMEERIOEREN 2R R B4 (TSN TL)
A AR

(CE-4]

2019 12 H

EC Final Review Report
EBLBEOREEMECOVWTEEIBILEFT
S0\, in VitroDREARERERERRZ U 2 D0
in vitroO AR EEADNAS R EBR T4, in
VivOTOIZ MR EAREE. Bt
LREENRAYAS—T T BRE(CIoTEKT
DDNABB (RIS R THESR.

- NEERFZEVR VM BT 22EFTER:
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(AR

FEEMIESECRAI SR TR ENRRS

n GybhtoRBEASETEEEANRESN.

BRNTBEERALAIINOAEL J(3HEL

TER)

JOVEUIRA, JOIEUIRZ-AFIADIEREEL

INBOFEBEROMERZE (R HEHLN

N

- DNTEHERIERNSARBRIA D ZETES

4., H7TU—1B. H360DEULTHEET 2 %

e

-FEREL CABIR D ZBEERULE
(CE-2]

2020 1 H

Official Journal

BRI ZE=(F. BHFFE(CEFSA Opinionf

UDARICEE92IX> btz ke, [EEE(C

RETUIHER . BRI NS 2 BRI D

ZEFTERIDOI,

-ABRE D ORI ZEFLBVNENE].

IZIZU. BBl R EEZ g5 T 26D TRV,

-SEEEAR 1 20204 A 16 H
(CE-1]
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7.3.5. JUrB—hk (ii-5-1~ii-5-5)
(ANDfERSZETMCOVTOER]
> KE
v' EPA Docket (Bl#f 1)
https://www.regulations.gov/searchResults?rpp=25&po=0&s=EPA-HQ-OPP-2009-0361

&fp=true&ns=true
v EPAT—-AR-Z (BUfE 1)
https://www.epa.gov/ingredients-used-pesticide-products/glyphosate

=&
FH B i BRFRTOANERZEIS RRA>
/IBINEK
199349 H | RED (Reregistration Eligibility BINERT—4
Decision) -BEDEERU
[GU-29]
1997 F 4 H FEDERAL REGISTER RfD : 2 mg/kg/H
[GU-28]
2009 6 H | PWP (Preliminary Work Plan) IBINEkT—4 (40CFR158)
(GU-27] | -2 RUESMEHFE R
(870.6200)
SR EE (870.7800)
REWD AMPA (CDWT. S513Y A5 Hih s
EMREID
20094 12 A | FWP (Final Work Plan) IBHNERT—4 (40CFR158)
[GU-26] | -2 RUTESMEHFE R
(870.6200)
-SEE (870.7800)
20134 8 A | Data Call-In BNERT—4
SIRVYIEFRE I T RBMNT —FEK -Neurotoxicity Screening Battery
(GU-25] | (870.6200)
-$eiEE% (870.7800)
2014F 2 A EPA MEMORANDUM
Tier I LNVOERERS
[GU-24]
2015 6 A EPA MEMORANDUM
<IZMOZ1>. 7>ROZ1>. BIRERRILEY
OBEEBEIEROEMMTTFEZRAVE
FRAT
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[GU-23]

20173 H

EPA MEMORANDUM
-FIFRA SAP EDESBHRNRURRIRES
-EH#FFFE(weight of evidence
methods) |1z ALVZER
ARBERR D EEENICFRRI RIS 2
TIETASHUTREDRAMEDNDDEITRR, &
i, — 2B/ (RILAN—FEE. DX
N—=EAREE,
-REULHEEOHRFTNSONAMERER. 3E
CRICET2EMT IR,

(GU-20]

20174 11 H

EPA MEMORANDUM
- Bz 45T 9 Sz DEEM-FCID
(the Dietary Exposure Evaluation
Model - Food Consumption Intake
Database) ZRVEYIRHBSRELRT
(GU-18]

2017% 12 H

EPA MEMORANDUM
- RBEMRRTERD A RIS 2 NTRMID
BEFHLE 11—

(GU-17]

2017 12 H

EPA MEMORANDUM
- ABRT (CRE T DEMIFRN A EERER DT
SHB(CDOWTOIBEHRER

[GU-16]

2017 12 H

ISUUE PAPER
SETERFEDNAMECRE I EEREEETIR
[GU-15]

2017 12 H

EPA MEMORANDUM
NREBXDORIFHILE T
-#F49PMRA (Health Canada’s Pest
Management Regulatory Agency ) &
HETABIMAD SEERER G TOREHIIC
JU\WTLE1—

[GU-12]

2017 12 H

EPA MEMORANDUM
- BIHmORDOETE NFERSZE) AV Hl

cRfD : 1.0 mg/kg/H
aRfD : RTERL
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(HHRA)
[GU-11]

FQPAZ£A3%K : X1

20194 H

PID (Preliminary Interim Decision)
-LXOWDIEDIT° ZELE R TI OPID
(Proposed Interim Registration
Review Decision)
[GU-5]

NEREZE (DB MNERT -3 B0
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> BN

v EUT-AR-Z (Bl 1)
https://ec.europa.eu/food/plant/pesticides/eu-pesticides-database/public/?event=activ
esubstance.detail&language=EN&selectedID=1438

v’ ECHA 7—49~-2X (BIfEK 1)
JURb—h
B=EIB#R : GHS05: Corrosive. GHS09: Hazardous to the Environment. Danger!
KEEYICRAABBE. RRIOELBFE
https://echa.europa.eu/de/substance-information/-/substanceinfo/100.012.726
JURH = RMNUXS I LIE
BZEIE#R : GHS07: Health Hazard. GHS09: Hazardous to the Environment. Warning!
KEEMCRIABBE. BOEIREGE
https://echa.europa.eu/de/substance-information/-/substanceinfo/100.113.346

e
FH B ii BRiFRTOANERZETIY MRA1U
/IBINESK
2002 % 1 A | Review Report ADI : 0.3 mg/kg/H

-ABNAKIIE 2002 F(CRFICEIFISHEU | ARD : RE
FRANAE O TR TNLIRTE. Sk
OEINMRACAEDT. MSTOERDHER] . | FHIXIRIE

-BERA YRITA-RDEY I NTZ) JUib—b : JREEY.
J\. Feinchemie Schwebda. aminomethylphosphonic acid (AMPA)

2221244 (Zeneca Agrochemicals) | JURb—RRNUXSTL - HUEEYD.

(& JURS—RNIXSDAICRET 2T —548E | aminomethylphosphonic acid (AMPA)
ET. COBMEAIOVNTE, J1250RY
BhsENlEHR MELEN. hESMHCRET
37 — IRV EIIPBIFIRII-H SRS,

-BRNBEERE JURND - M EURER
mEEDSNEZEBMAEITT

K EADIRFESNIAERNSEUD5REY)
W ABFEEMORRICEE R EEZR
(S0

[GE-59]

2008 £ 1 H | OFFICIAL JOURNAL

-BREHTOIURY — NRUNIXFILZILIR
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ZOLBFAVMRLERET
[GE-58]

2008 F 7 H

OFFICIAL JOURNAL
BRPOJURY— MMRLIET
(GE-57])

20099 H

REASONED OPINION
JUIRG — hOURTFHII T OIS BB E R
GMO/EMEIRI A ~OEOTS . KERULKD
HOEWIEREG(COWVT, JURE -5
[JURY — b~ N-7EFILJUIRS—RAMPA,
N-7tEFILAMPA J(IELE

(GE-56]

ADI :

0.3 mg/kg /H

ARfD : A&

2010 11 H

OFFICIAL JOURNAL

-Directive 91/414 / EECRET. Ukt —

rDFRE](X 2015 fF 12 A 31 HETER.
(GE-55]

20124 10H

STATEMENT
SEETFHERZ MOEDTIS NK603 EJURY
— NI 2 BB AR I 5 i BR(C RS
FRNRMXD EFSA LE1—

[GE-49]

20134 H

OFFICIAL JOURNAL
-CODEXH'CODEX MRLs (CXLs) %#%
RUIzs BRINSER TERVEDZFRNT,
REBEMEME (MRL) ZifiE

(GE-48]

2013 12 H

RAR (Renewal Assessment Report)
‘RMS : RA4Y, co-RMS : 20/)(+7
SSRIE : JURY - NRUI RS —NE
(DU —NYTOEN 7R HUDLIE.
PUEZUALE, SAFIVTOEZIAIR)
(GE-46D~®B)]

ADI :

0.5 mg/kg /H

ARfD : A&

2015 10 H

OFFICIAL JOURNAL

JUIRG — NRUZOAMOBRIBE D DV TE
SOHAEIDIER(CRE 9 BC0E . SR PIER(E
2016 £ 3 H 30 BH&T.

(GE-44]
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2015 11 H

EFSA CONCLUSION

‘RAR E7LE1—(CRALT, 2012 FhH'5
2015 FOHABI OB T, SEHBEIF
HEFAEAY MS & EFSA Tt

[TJURY — MIANDFENABERE2ET S
BIREME RV EVSHEERZ AR,
(GE-43]

2016 £ 6 A

OFFICIAL JOURNAL

- ABERB D DOFE R EARIOZER(CBIL T, Ht
17#3% Implementing Regulation (EU)
No 540/2011 %ZcSE 9 htf TRl

2016 £F 6 A 29 HOIETF&EENSE
B/ RIS DV NICHEZ LR TELR TERND
ez BN EE R (SPRE U AR AGRZAE
RIBEHIRL. ZOHABIAIC ECHA h5N
ADBEIREMECOWCEHMESEMES DL e,

o n] DIERAARE (60 H 5B WNIECHADUX
JFHEARID2017412A31HFTOLIN
RV,

(GE-41]

2016 £ 8 H

OFFICIAL JOURNAL

- AN CRE I BERRISRAHCRE I BT T
MAZIE T DDDOIRIMNEBSDHETAR
Al

‘MS NREKROFEE (CHIDERINE
= 1 ORIIMACHRETZ 2 BIEMELT
ERZILE QAHKE (RE. AHOBES
15, BEME) TOEAOR/IME OUGE
HI{EAORIERE.,

[GE-39]

2017 &
5A~7H

COMMISSION IMPLEMENTING
REGULATION
-BEHMlEARZ 10 FREETHIRECOVTR

MEERE MS MR T DLICER.

-BENMURY - FNEBRERBOHFOR
(BRI INER
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R KOLRE

- PR EEFFRRINBY) DIRFE

-MS DFEHESRICTIDER (Bl : AHKX
B TOERADER/IMESE)

-BIEMEL TEEREN TUWIRUI MSAbA
2014

(GE-33~37]

20176 H

ECHA OPINION

ECHA hSERINZE RAXfFENI ECHA 7
E-A>

2016 FHHA. BEHmICHIZD. FENAMEC
DUWT IARC LB R—ENRANBhofecE
5, BEREFHRERTIC ECHA NS4S
iz I 2ENFEHEEZBNTZ,

-ECHAT(EARB IR D HANDFEN AR
EIBEHHMIAR D EFER DI, FEREL
T BEEGZ51EECY (ERRMENS
3) FI(FEIEZIHTHMEEL THREEND
NETIFR,

EEOWHO®OIMPRTH. EIUFSRIGELE
Tz, IRACOHNERZE R Z2H o T\
EROTWVB,

(GE-32]

2017 10H

COMMISSION IMPLEMENTING
REGULATION

‘RN EERFEEZERRECHBVTH
SHMHARBIDERTZ 5 FiE I DIRFICRALT
BEESRDIHRDIBEHITI.

(GE-23~28]

20174 11 H

SUMMARY APPEAL COMMITTEE
-EEHY (EE5(Appeal Committee)
THHMEAEZ 5 FREITINEZERICK
DIRENMFELEATEIR

(GE-16~18]

2017 11 H

FINAL REVIEW REPORT

ADI : 0.5 mg/kg/H,
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- BEZERCHBV TR ESNEHEE.
-BAEZERICHVWT, BFMIEAR%Z 5 F(C
I BIHORRMNZB SDIRE(CUE 3 iR)(CE
LUER., BEZEREIORECHUTE
EAEGEAVAQZVINS) R

(GE-19~21]

ARfD : 0.5 mg/kg/H

2017% 12 H

OFFICIAL JOURNAL
-BEREROOENARDNET | EFEM
HABR(F 2022 £ 12 A 15 HET.

(GE-13]

2018 5H

OFFICIAL JOURNAL
-B37F MRL OLE1—
PR BRI SR
- — S DVEM R UNEAL FHER X /)
-JUkg—K, AMPA. N-acetyl-JURb—
N, N-acetyl-AMPA

(GE-11])

20194 5H

OFFICIAL JOURNAL
-RMS KU co-RMS 5@ MRUEEENHE
T RMS O1%E|Z1B5E 0 Regulation (EU)
No 844/2012 MekET

[GE-10]

201949 H

AGG (Assessment Group of

Glyphosate ) &&=k

UG —MIZOF - L (BRFREOREOE

BR)E AGG (FHEI2&E) THIE.
(GE-6~7]

SEhEELER

-RBROS TOBRRIB D RUTAEHCONT
DIRUNHEHAEERER

-VEEYD . RENHMOEERE. 2
H/EREST

- K HiEE A

2020 1 H

AGG h5DL5—
-BERBREIEFTELTVS,
(GE-1]
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7.4.1

Guidance for Considering and Using Open Literature
Toxicity Studies to Support Human Health Risk Assessment

PROCEDURES FOR REVIEWING RELEVANT EFFECTS DATA PUBLISHED IN THE
OPEN LITERATURE
FOR USE IN OPP’s HUMAN HEALTH RISK ASSESSMENTS

8/28/2012

Office of Pesticide Programs
U.S. Environmental Protection Agency
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1. Introduction

1.1.  Purpose

Toxicological and metabolism data for pesticide chemicals (active and inert ingredients) are
provided by the registrants as required in 40 CFR Part 158. Guidelines for conducting studies to
meet these requirements are available on the OCSPP Harmonized Test Guideline webpage:
http://www.epa.gov/ocspp/pubs/frs/home/guidelin.htm. In addition to the information submitted
by the registrants, effects data from studies published in the open literature may also be
considered in risk assessments conducted in the Office of Pesticide Programs (OPP).

The purpose of this document is to provide further information and clarification to assist in the
selection and review of relevant publications available in the open literature (i.e., non-test
guideline studies) for use in hazard and dose response assessment. This guidance was developed
to assist OPP scientists and is intended for use in OPP’s risk assessments. This guidance draws
from OPP’s long standing experience and guidance for review of registrant-submitted studies
submitted in response to the 40 CFR Part 158 data requirements. It is intended to ensure
consistent consideration, use, and documentation of information in the open literature by OPP
scientists and risk assessors when evaluating the potential adverse effects on human health. This
document is also intended to make transparent how OPP judges the scientific quality of open
literature publications of relevance and importance to human health risk assessment.

Although this guidance focuses on mammalian in vivo toxicity studies, its general principles and
criteria also apply to pharmacokinetic/metabolism, mechanism of toxicity and in vitro studies.

1.2.  Organization of the Document

This guidance is divided into the following three sections:

e Screening the Open Literature Studies: Discusses how to determine which journal
articles / publications to consider relevant to the specific purpose of human health risk
assessment.

e Reviewing the Open Literature Studies: Provides study categorizations, criteria for
study reviews, and preparation of documentation of reviewed open literature [i.e.,
preparation of a Data Evaluation Record (DER) or Abbreviated Data Evaluation Record
(AbDER)].

e Use of Open Literature Studies in Risk Assessment: Provides guidance for use of
quantitative and qualitative data in OPP’s risk assessments conducted for Registration
Review and Registration actions.
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2. Screening the Open Literature Studies

When evaluators conduct a literature search, the evaluator should keep the search parameters and
the results of the literature search as a record. It is possible a large amount of published papers
will be identified that are of possible interest. An initial screening process is needed to identify
those papers that are appropriate for the purposes of addressing the critical questions of human
health risk assessment (e.g., what are the potential toxicities of the chemical, at what doses are
effects found, what lifestages are impacted, how does the chemical causes its toxicity). The
purpose of this section of the guidance is to discuss the screening process used to identify
potentially suitable and useful open literature journal articles/publications. The screening criteria
for accepted journal articles/publications that are described below in Section 2.1 are taken from
the Pesticide Reregistration Rejection Rate Toxicology document (USEPA.1993).

2.1. Accepted Journal Articles/Publications by OPP

In order to be eligible for consideration, journal articles/publications need to meet the following
minimum criteria:

The toxic effects are related to defined chemical exposure;

The toxic effects are on an appropriate test animal species;

The presence or absence of toxicological effects is observed;

A chemical concentration/dose or application rate is reported;

An explicit duration of exposure is included;

Toxicology information is reported for the chemical of interest or its structural
analog;

7. The article is available in the English language;

8. The study results are presented as a full article (i.e., not an abstract);

9. The paper is a publically available document;

10. The paper is the primary source of the data;

11. Treatment(s) are compared to acceptable controls;

12. The location of the study (e.g., laboratory vs. field) is reported;

13. Adequate data are provided on the chemical tested (i.e., test article characterization);
14. Adequate data are provided on the species tested;

15. The study results (findings) are adequately reported; and

16. The study findings are relevant to assessing human health risks

AN ol S

2.2. Documenting Relevant Journal Articles/Publications

Once the determination is made that the open literature article/publication is eligible for
consideration (based on the screening criteria discussed in Section 2.1) and may be used
quantitatively or qualitative in risk assessments, a Master Record Identification number (MRID),
for the article should be requested. The purpose of assigning an MRID to the open literature
study is to ensure that the study is documented as part of the study bibliography for the chemical

4
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in the Office of Pesticide Program’s Information Network (OPPIN) and electronically available
via Documentum. In order to obtain an MRID number for an open literature study, an electronic
copy of the study should be provided to the Alternate Contracting Officer Representative
(ACOR) of the Data Management Contract in the Information Technology Resources and
Management Division (ITRMD). Currently, the ACOR point of contact in ITRMD is Teresa
Downs (703-305-5363, downs.teresa@epa.gov). An electronic copy of the study should be
provided to the ACOR in an email and the MRID number is typically assigned within 2 to 10
days. Once the MRID is assigned to the open literature study, the citation for the study will
appear in the OPPIN bibliography. In addition, a “.tif” file of the study will be available in
Documentum approximately one month after the MRID is assigned to the study.

Journal articles are sometimes submitted to the Agency by outside stakeholders such as
environmental groups or the registrant. When this occurs, the article is processed in the same
manner as standard test guideline studies (i.€., scanned into Documentum, entered into OPPIN
and assigned an MRID by ITRMD).

3. Reviewing the Open Literature Studies

All open literature journal articles/publications that are identified as potentially useful based on
the selection criteria discussed in Section 2 should be reviewed, categorized, and documented.
A description of the open literature study categorizations, guidelines for study reviews, and
completion/documentation of open literature data summaries is provided in Sections 3.1
through 3.3, respectively.

3.1. Study Categorization

Open literature studies that may provide additional information on measurement doses/endpoints
should be reviewed and categorized as to their usefulness in a risk assessment. The three general
categories for open literature studies are:

e Quantitative: Appropriate for quantitative use [i.e., establishing a point of departure such
as No Observed Adverse Effect Level (NOAEL), Lowest Observed Adverse Effect Level
(LOAEL), Benchmark Dose (BMD), cancer slope factor, etc.] in risk assessment;

e Qualitative: Not appropriate for quantitative use, but is of sufficient quality, relevant to
issues and questions within the risk assessment of a chemical, and can be used
descriptively in the weight of the evidence and risk characterization; and

e Unacceptable: Inappropriate for quantitative or qualitative use in risk assessment
because it is of insufficient quality and lacks scientific reliability and defensibility.

Further description of the guidelines for open literature study categorization as “quantitative”,
“qualitative”, or “unacceptable” is provided below in Section 3.2.
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3.2. Guidance for Open Literature Study Review

This guidance will enable scientists to consistently differentiate open literature studies into the
three categories outlined in Section 3.1. The scientist must also use best professional judgment,
in addition to the considerations discussed below to determine the appropriate study
categorization for open literature studies. While a single factor may result in categorization of
the study as unacceptable (e.g., excessive control mortality), more typically, several issues
combine to render the study of questionable reliability and utility.

3.2.1. Guidance for Evaluating the Acceptability of Open Literature
Studies

Consistent with guidance to determine whether a study meets the criteria outlined in pesticide
testing guidelines, general information that should be considered as important in determining the
reliability and utility of an open literature study in risk assessment includes the following:

e Nature of the test substance (percent active ingredient). The study needs to indicate the
exact nature and source of the pesticide; the percent active ingredient and/or the purity of the
test compound should also be reported. If a solvent vehicle is used, the vehicle should not
interfere with the absorption, distribution, metabolism or the elimination (ADME) of the test
substance nor alter the behavior/response of the test organisms. Studies which use a solvent
vehicle should also include solvent vehicle controls.

e Test organism. Species, age, sex, size, health and life stage and source of the test species
should be reported. Any observed diseases and treatment need to be reported.

e The number of organisms tested per concentration and the number of concentrations or
dosage levels evaluated. This type of information should be reported and be sufficient to
yield statistically sounding data. An inadequate number of test organisms per test level can
also produce unreliable results. The appropriate comparable guideline study Standard
Evaluation Procedure (SEP) should be consulted for further information on the adequate
number of test organisms per test level.

e Husbandry conditions. Guideline studies have been developed using particular species to
establish conditions under which the test organisms are most likely to thrive and where
husbandry conditions will not confound the interpretation of the study. Reviewers need to be
cognizant of husbandry conditions and verify whether the environmental conditions of the
study are adequately described and/or addressed to ensure that the test organisms are not
adversely affected. This description should include the number of animals per cage or test
container (i.e., biological loading rate); nature and composition of bedding used for
mammalian studies (if available); ambient temperature and humidity; photoperiod;
description of the diet; source of the animal feed; dimensions of the test container.
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Exposure method, route, and frequency of administration and length of the treatment
period. The dose administered (test substance plus carrier) to each organism (in feed or
water) at each time administration is made need to be reported. In addition, the frequency of
administration and duration of the exposure need to be reported. For all studies, the exposure
conditions need to be clearly described and documented. Additionally, the reviewer needs to
consider whether test conditions may not sufficiently preclude exposure to other chemicals
that could potentially confound the study. In such cases, the reviewer should consider the
variability associated with the measured endpoints from the controls.

Controls. A suitable number of controls need to be run to test whether study conditions are
adequate. Control performance should be used as an indicator of whether study conditions
and animal performance are adequate. To this end, controls need to be run concurrent with
the study; failure to do so would render the study unacceptable. As mentioned previously,
studies which rely on solvent vehicles should report concurrent solvent controls. As an
indicator of study conditions, control performance in terms of mortality and disease should
be carefully evaluated to determine the adequacy of the study. Mortality of greater than 10%
in controls for most test species is sufficient to conclude that the study is unacceptable.
Ideally, studies should also report the measured concentrations of test chemical in the
controls.

Performance of test species. Normal development times (where available) should be
compared to those reported for the test species. Where the development time for the control
animals differs substantially from normal reported values, the reviewer needs to determine
whether study conditions have impaired the animals’ ability to thrive. In cases where
development time is substantially different than what is typically observed for the test
organisms, the study should be considered as unacceptable as the study’s ability to
distinguish treatment effects is uncertain.

Macroscopic observations of the test animals. During the course of the study, a detailed
description of the nature, incidence, time of occurrence, severity, and duration of all observed
toxic effects, including death and any other abnormal or unusual signs and symptoms (i.e.,
sub lethal effects) should be reported.

Microscopic observations of the test animals. Tissues and organs for microscopic
examination should be fixed in 10% buffered formalin or recognized fixative. Reporting of
microscopic evaluations should consist of accurate diagnosis of all non-neoplastic (e.g.,
atrophy, hypertrophy, hyperplasia, and dysplasia) and neoplastic (i.e., tumors) lesions
observed in the control and treated groups. Neoplastic findings (i.e., tumors) where
applicable, may be reported as benign and malignant. This evaluation is important for
integrated interpretation of the findings to identify and characterize the histopathological
findings of a study. Microscopic evaluation of the slides should follow the guidelines
established in the Society of Toxicological Pathology’s Best Practices Guideline paper
(Toxicological Pathology 32:126-131; 2004).
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e Invitro studies should include the following data: description of the test system/test method;

purity/composition/origin of the test substance; data on dose/concentration tested; data on
solubility, impurities, and pH; presence of absence of metabolic activation; appropriate
negative/positive controls; and the appropriateness of the method of analysis performed.

e Statistical method used to derive the test endpoints. Verification of the statistical analysis
is an integral part of the data evaluation process. As such, studies should provide descriptive

statistics that report measures of central tendency (€.g., means, medians) and measures of
dispersion (e.g., standard deviations, standard errors) along with associated sample sizes (N
values). The report should state which methods of statistical comparison (e.g., t-test,
ANOVA, chi square) were used and the presumed nature of the data (parametric versus
nonparametric) and whether the data supported use of parametric analyses.

e Information necessary to provide a complete and accurate description of test
procedures and evaluation of the test results. Each report should include a summary of
the data, a description of the statistical analysis of the data, and a statement of conclusions
drawn from the analysis that allows the reader to independently understand the conclusions
of the author. Sometimes it is important to obtain raw data from the study authors.

e Important information missing from the study. Inconsistencies or deviations with
recommended methodologies, as discussed in the appropriate comparable guideline study
SEP and/or 870 guideline for each of the respective studies, should be addressed. SEPs

and/or 870 test guidelines can provide additional measures of gauging the reliability of study

conditions.

e The toxic effects must be able to be attributed to exposure from the chemical.

An acceptable open literature study may have some limitations but will still contribute
information to the assessment. Unacceptable open literature studies, however, are those that are

not considered scientifically sound and as such do not provide useful/reliable information. These

can include studies that were performed under conditions that deviated significantly from

scientifically accepted methods or recommended protocols such that the scientific integrity of the

study is uncertain and the results should not be used to support risk assessment. In addition to
the guidance discussed in this section, a list of additional factors that could result in an open
literature study being categorized as ‘unacceptable’ is provided in Attachment 1.

3.2.2. Guidance for Differentiating Between Qualitative and Quantitative
Studies

If a study is considered to be acceptable based on the guidance described in Section 3.2.1. and/or

Attachment 1, a determination is made regarding whether the information provided in the study
is adequate for “qualitative” or “quantitative” use in risk assessment. For OPP’s purposes,
“qualitative” refers to data that can be used in a weight of evidence evaluation to support
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conclusions regarding potential hazard. “Quantitative” means the dose response data from the
study can be used for establishing a point of departure for risk assessment.

To be used quantitatively, the data reported in the open literature need to meet all of the
following criteria:

e The dose from the open literature study is lower (i.e., more sensitive) than the lowest
dose from a comparable registrant-submitted study;

e The open literature data are reported in (or have the ability to be converted to) units that
can be compared to other study results; and

e Sufficient information is provided in the open literature to substantiate whether the study
conclusions/endpoints/doses are accurate, reliable, and reasonable and a judgement can
be made that the study findings could potentially be replicated (as per Section 3.2).

If a scientifically valid study does not meet any of these three criteria, the data from the study
should be categorized as “qualitative.” OPP recognizes that the third criterion (i.e., sufficient
information is provided to substantiate whether the conclusions/endpoints/doses are accurate)
requires best professional judgment. The most reliable means of determining whether study
conclusions can be verified is through access to the raw data; however, it is recognized that very
few open literature journal articles/publications provide this type of information. Therefore, the
quantitative use of open literature requires that the study provide a relatively comprehensive
understanding of the conditions under which the study was conducted and of the data generated
by the study. If the open literature study is important to the risk assessment and this
comprehensive understanding is not provided, the reviewer should attempt to obtain missing
information from the study, including the raw data from the study authors.

To assess the third criterion the reviewer should consider whether the study reports relatively
detailed measures of the variability associated with the data and the methods used to analyze the
data. Reviewers should note whether the statistical tests used in the study are appropriate to the
design of the study, the nature of the measurement endpoint, and of the data generated in the
study. Tests using parametric statistics should indicate whether the conditions for such tests (i.e.,
normal distribution and homogeneity of variance) have been met.

Where raw data cannot be obtained or are not available to verify the study results, the reviewer
needs to discuss the uncertainties associated with quantitative use of the data relative to studies
where raw data are provided. Consideration needs to be given as to the extent to which results
are aligned with other lines of evidence. Open literature values that are inconsistent with similar
measures of toxicity should be carefully scrutinized to determine their reliability.

Ultimately, distinguishing between data that can be used qualitatively versus quantitatively will
largely depend on professional judgment.
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3.2.3. Special Notes on Epidemiologic Data

In addition to experimental toxicological evidence, OPP is interested in querying the peer review
literature for observational epidemiology studies of potential adverse acute and chronic health
effects linked to pesticide use. Epidemiologic research utilizing cohort, case-control or cross-
sectional study designs may provide information to strengthen OPP’s understanding of the
potential hazards, exposure-response characterization, exposure scenarios or assessment
methods, and ultimately risk characterization (Van den Brandt, 2002). In addition, at times
compelling case reports or case series analysis may illumine a health effect or mechanism of
action previously unidentified.

Recently, OPP has developed draft guidance for incorporating epidemiologic research into the
risk assessment process. OPP anticipates increased use of these types of data in our risk
assessment process as epidemiologic cohorts such as the National Cancer Institute’s Agricultural
Health Study, among others, continue to mature (increased time on study), and associations
between pesticide use and adverse cancer and non-cancer outcomes are refined and clarified.

To perform a query of the published epidemiologic data, OPP scientists utilize biomedical search
tools such as MedLine/PubMed, Web of Science, and Google.scholar. These three biomedical
search tools are among the most well-developed and characterized for use by epidemiologists
(Falagas 2006). Working in conjunction with EPA reference librarians, internal data query
experts, and using best professional judgment, OPP scientists develop a search string appropriate
to the research question of interest. Use of Medical Subject Heading (MeSH) indexing is
particularly helpful in developing a comprehensive search string. Manually searching reference
lists of key/pivotal articles (secondary level searching) is also recommended. Using the IS/Web
of Science search tool, OPP scientists can also perform citation mapping in which articles that
cite key/pivotal research are automatically identified. In this way, additional studies potentially
pertinent to the research question may be identified. Ultimately, the particular needs of the risk
assessment will dictate the level of sophistication of the biomedical literature review. In all
cases, search string variables, date of search, and original reference lists can be retained to
delineate literature search methodology and allow replication, if needed.

Regarding the selection of epidemiologic studies identified in the peer reviewed literature for use
in risk assessment, OPP is currently in the process of developing a guidance document detailing
the characteristics of epidemiology studies deemed desirable for this purpose. The guidelines
discussed in this document with respect to querying the experimental toxicological literature may
or may not be used for the purposes of selecting observational epidemiology studies.

Generally speaking, the quality epidemiologic research, sufficiency of documentation of the
study (study design and results), and relevance to risk assessment will be considered when

selecting epidemiology studies from the open literature for use in OPP’s risk assessments. These
include:
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Clear articulation of the hypothesis, even if the study is hypothesis-generating in nature;
Adequate assessment of exposure for the relevant critical windows of the health effects,
the range of exposure of interest for the risk assessment target population, and the
availability of a dose/exposure-response trend from the study, among other qualities of
exposure assessment,

3. Reasonably valid and reliable outcome ascertainment (the correct identification of those
with and without the health effect in the study population),

4. Appropriate inclusion and exclusion criteria that result in a sample population
representative of the target population, and absent systematic bias,

5. Adequate measurement and analysis of potentially confounding variables, including
measurement or discussion of the role of multiple pesticide exposure, or mixtures
exposure in the risk estimates observed,

6. Overall characterization of potential systematic biases in the study including errors in the
selection of participation and in the collection of information, including performance of
sensitivity analysis to determine the potential influence of systematic error on the risk
estimates presented (e.g., Greenland’s formula)

7. Evaluation of the statistical power of the study, if under-powered to observed an effects,
appropriate discussion and/or presentation of power estimates,

8. Use of appropriate statistical modeling techniques, given the study design and the nature

of the outcomes under study.

N —

OPP will finalize the draft Framework for incorporating epidemiology into risk assessment,
including factors to consider when selecting studies for inclusion in qualitative or quantitative
aspects of the risk assessment. FIFRA Scientific Advisory Panel comments on OPP’s draft
framework can be found at:

http://www.epa.gov/scipoly/sap/meetings/2010/0202 1 Omeeting.html#transcripts

3.3. Completion of Data Evaluation Records (DERs) for Journal Articles

Once a journal article has been determined useful for risk assessment (qualitatively or
quantitatively), OPP staff should complete a DER (or AbDER) for the review using the standard
toxicology template form that is the best fit for the type of study described in the article
following the established Standard Operating Procedures (e.g., HED SOP 2001.02 and 2001.03).

The purpose of completing the DER is to ensure an efficient and consistent process for
documenting reviews of open literature and avoiding duplicative and possibly conflicting efforts
associated with study. The procedures for completion and submittal of DERs for endpoints that
are categorized as “qualitative,” “quantitative” or “unacceptable” are described below in
Sections 3.3.1 through 3.3.3, respectively.

An MRID number needs to be obtained for any open literature used or qualitatively or

quantitatively in risk assessments (based on the screening criteria discussed in Section 2.1). See
Section 2.2 for instructions on obtaining an MRID number. Once the risk assessor has obtained
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an MRID number and completed the journal DER (including secondary and/or peer review), the
journal DER should be out-processed as for any other OPP work.

3.3.1. Completion and Submittal of Journal DERs for Data Used
Quantitatively

Review summaries of open literature data that are used quantitatively (i.e., to establish endpoints
and points of departure for risk assessment) should include all available information that would
normally be included as part of the current guideline/non-guideline DER templates. Although
the journal DER should include the same type of information, it is expected that they will be
reduced in length and detail as compared to standard DERs because raw data are generally not
available for review and only the data in the published study are being evaluated. The basic
study requirements should be verified and reported using the standard DER template that best fits
the article content. The review should document all statistically or biologically significant
effects. In addition, the duration of exposure, the magnitude of the effect, and the test
concentration (nominal, measured, and time-weighted average, if it can be determined) at which
the effect was observed should be documented. In addition, the reviewer is encouraged to
include relevant figures and tables from the study that include key findings; table and figure
captions should properly cite the relevant publication if the figure and/or table is copied from the
publication.

All open literature studies that are categorized as “quantitative” need to undergo secondary
review and/or peer review within OPP.

3.3.2. Completion and Submittal of Journal DERs for Data Used
Qualitatively

At the discretion of the evaluator, DERs may be completed for open literature studies that
include data to be used qualitatively in the risk assessment. The evaluator should consider
preparing a DER for studies that provide novel information and are critical to the conclusions of
the assessment. In addition, DERs for qualitative assessments should include the same type of
information and level of detail as reviews that are completed for quantitative assessments. DERs
for qualitative data need to include descriptions of the study limitations which preclude their
quantitative use. These DERs should undergo secondary review.

3.3.3. Completion and Submittal of Journal DERs for Unacceptable Open
Literature Studies

Literature studies that are determined to be unacceptable do not require a DER since they will
not be considered for use in the OPP risk assessment. However, DERs should be completed for
unacceptable studies that are submitted to the Agency by outside stakeholders. The level of
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detail for an “unacceptable” review relative to “quantitative” and “qualitative” reviews should be
significantly reduced. The DERs for unacceptable studies should be condensed into 1-2 pages
and focus on the limitations of the study which preclude its use in hazard/risk assessment.
Detailed description of the experimental design is not required for studies that are categorized as
“unacceptable.”

4. Use of Open Literature in OPP’s Risk Assessments

The extent to which open literature data categorized as either “qualitative” or “quantitative”
should be used in the risk assessment is discussed below in Sections 4.1.1 and 4.1.2,
respectively. Open literature studies that pass the initial screen and are determined to be
“unacceptable” based on the risk assessor’s review should not be included in the risk assessment.

4.1.  Use of “Quantitative” Open Literature Data in Risk Assessment

As previously discussed in Section 3.2.2, endpoints and points of departure from the open
literature that are more sensitive (or lower) than the lowest registrant-submitted study and are
categorized as “quantitative” may be used for establishing a point of departure for risk
assessment.

Where data from open literature are deemed to be of sufficient quality to permit their use
quantitatively in OPP’s risk assessment, the assessment needs to provide a relatively
comprehensive review of the open literature study associated with the dose/endpoint. Any open
literature data that are categorized as ‘quantitative’ and used for endpoint and dose selection in
the risk assessment needs to be fully described in the toxicological effects section of the
assessment, with particular emphasis on those open literature endpoints that result in lower
values than those used in previous risk assessments. In addition, the risk assessor should cite the
DERs for all ‘quantitative’ endpoints and doses in the risk assessment. If applicable, the risk
assessor needs to provide clear and transparent rationale for quantitatively using the open
literature data over guideline and GLP-compliant data. As described in more detail in Section
3.2., the criteria used to evaluate test guideline studies and best professional judgment should be
used to determine the appropriate use of an open literature study in risk assessment.

4.2.  Use of “Qualitative” Open Literature Data in Risk Assessment

Although data from the open literature that are categorized as “qualitative” are not appropriate
for quantitative use (i.e., dose selection), they should be discussed in the toxicological effects and
risk characterization sections of the risk assessment as additional lines of evidence to support risk
conclusions regarding metabolism, adverse effects of concern, life stage susceptibility, and mode
of toxic action. A clear rationale should be provided in the effects section that describes why the
data were not used quantitatively. These reasons might include limitations in the study design,
lack of sufficient information to substantiate whether the conclusions/endpoints/doses are
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accurate, and other uncertainties that confound the ability to discriminate a dose-related effect.
As previously stated, best professional judgment should be used to determine the appropriate use
of an open literature study in risk assessment.

Conclusion

In summary, this document provides guidance for the use of open literature publications and
criteria for judging its quality and relevance in support of OPP human health risk assessments.
To permit independent review of the study findings, the study method and findings need to be
sufficiently documented and transparent. In principle, the more details of the methodology and
findings, the greater the confidence in the publication's reliability. Studies that use scientifically
sound and appropriate methodology and relevant routes of exposure are important to consider
because they may provide valuable information for the risk assessment.
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Attachment 1:
Criteria for Invalidation of Open Literature Studies

e Lack of characterization of the test substance

e Lack of characterization of vehicle/solvent controls used
e Inadequate or missing analytical data

e Insufficient number of animals tested

e Poorly controlled test environment

e Insufficient number of dose levels tested

e Insufficient number of parameters evaluated

e Lack of clinical pathology data

e Lack of macroscopic and/or histopathology data

e Lack of appropriate statistical methodology

e Deficiencies in reporting of study data
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ABSTRACT

This Guidance of EFSA provides instructions on how to identify and select “scientific peer-reviewed open
literature” and how to report it in a dossier, as required by Article 8(5) of Regulation (EC) No 1107/2009 on the
placing of plant protection products on the market. The EFSA Guidance is intended for: (1) applicants
submitting dossiers on active substances of plant protection products under Regulation (EC) No 1107/2009; (2)
EU Member States’ competent authorities evaluating the dossiers and preparing the draft assessment reports; and
(3) the European Food Safety Authority (EFSA), responsible for drawing conclusions on the dossiers. This
EFSA Guidance provides a definition of scientific peer-reviewed open literature and instructions on how to
minimise bias in the identification, selection and inclusion of peer-reviewed open literature in dossiers,
according to the principles of systematic review (i.e. methodological rigour, transparency, reproducibility). The
EFSA Guidance is compatible with existing OECD Guidance documents for the preparation of active substances
dossiers.
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assessment, study selection.

! Regulation (EC) No 1107/2009 of the European Parliament and of the Council of 21 October 2009 concerning the placing
of plant protection products on the market and repealing Council Directives 79/117/EEC and 91/414/EEC. OJ L 309,
24.11.2009, p. 1.

20n request from EFSA, Question No EFSA-Q-2009-00827, issued on 24 February 2011.

® Correspondence: amu@efsa.europa.eu

4 Acknowledgement: EFSA wishes to thank the members of the Working Group on EFSA Guidance on Submission of
scientific peer-reviewed open literature for the approval of pesticide active substances under Regulation (EC) No 1107/2009
for the work on this scientific output Geoff Frampton (Rapporteur) and Julie Glanville and EFSA staff Elisa Aiassa, José
Oriol Magrans and Laura Ciccolallo. EFSA wishes to thank EFSA staff Manuela Tiramani and Daniéle Court Marques for
the support in finalising the Guidance and former EFSA staff Karin M. Nienstedt for the input provided at the beginning of
the process.

Suggested citation: European Food Safety Authority; Submission of scientific peer-reviewed open literature for the approval
of pesticide active substances under Regulation (EC) No 1107/2009 (OJ L 309, 24.11.2009, p. 1-50). EFSA Journal
2011;9(2):2092. [49 pp.]. d0i:10.2903/j.efsa.2011.2092. Available online: www.efsa.europa.eu

© European Food Safety Authority, 2011 1
208



w

efsam

s P By ity Submission of scientific peer-reviewed open literature under Regulation (EC) No 1107/2009

SUMMARY

Article 8(5) of Regulation (EC) No 1107/2009 requires that applicants submitting dossiers for the approval of
active substances of plant protection products under Regulation (EC) No 1107/2009 shall provide “Scientific
peer-reviewed open literature, [...], on the active substance and its relevant metabolites dealing with side-effects
on health, the environment and non-target species and published within the last ten years before the date of
submission of the dossier...” as determined by the European Food Safety Authority.

This EFSA Guidance provides a definition of scientific peer-reviewed open literature. The EFSA Guidance also
provides instructions on how to identify, select and include scientific peer-reviewed open literature as required
by Article 8(5) of Regulation (EC) No 1107/2009, and how to report the literature search and selection process in
a dossier.

The intended users of this EFSA Guidance are: (1) applicants submitting dossiers for the approval of active
substances of plant protection products under Regulation (EC) No 1107/2009; (2) competent authorities of the
European Union Member States in charge of evaluating the submitted dossiers; and (3) EFSA, responsible for
drawing conclusions on the dossiers.

This EFSA Guidance is based on recognised best practices for evidence synthesis and is consistent with the
fundamental principles of systematic review, to ensure methodological rigour and transparency, and to minimise
bias in the identification and selection of scientific information in dossiers. The method for identifying and
selecting scientific peer-reviewed open literature for active substances, their metabolites or plant protection
products in this EFSA Guidance is based on three initial steps of the systematic review process, namely: (1)
clarification of the objective of the review of the scientific literature and setting of the criteria for study relevance
to the dossier; (2) searching for scientific literature; and (3) selection of relevant scientific literature for inclusion
in the dossier. The method is also consistent with a later step of the systematic review process, namely the clear
and systematic reporting of the searching and study selection processes.

This EFSA Guidance was developed by a working group that considered in detail how to pragmatically integrate
best practices in evidence synthesis with the structure of existing Guidance documents to avoid unnecessarily
increasing the effort needed to prepare and appraise dossiers. This EFSA Guidance is consistent with the existing
EU and OECD Guidance documents that are widely used to assist the preparation of dossiers (SANCO, 2005;
OECD, 2005, 2006).

The EFSA Guidance does not currently include safeners and synergists, since data requirements for these
compounds are not yet available. In principle, this EFSA Guidance could also apply (with adaptation if
necessary) to these compounds.

This EFSA Guidance may be revised when experience is gained in its application and in view of any
amendments to Regulation (EC) No 1107/20009.

EFSA Journal 2011;9(2):2092 2
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BACKGROUND AS PROVIDED BY EFSA

Directive 91/414/EEC® concerning the placing of plant protection products on the market will be
replaced by a Regulation of the same name that is expected to be adopted by Council and Parliament
in October 2009°. The new Regulation shall enter into force on the 20th day following that of its
publication. However, it shall only apply 18 months after the date of entry into force. The basic
principle of the new Regulation is comparable to that of Directive 91/414/EEC: the active substance is
assessed and approved at EU level, the plant protection products are assessed and authorised at
Member State level. Member States can only authorise plant protection products containing approved
active substances, synergists and safeners. Chapter 1l of the Regulation lays down the procedure for
the approval of active substances. The producer applying for the approval of a substance has to submit
an application to a Member State, together with a summary and a complete dossier. The Member State
will then prepare a draft assessment report and submit it to EFSA. EFSA shall adopt a conclusion on
the substance.

Article 8 of the new Regulation lays down what should be included in the summary dossier and the
complete dossier the applicant has to submit to the rapporteur Member State. Article 8 refers to the
data requirements to be laid down in separate Regulations (and corresponding to the current Annexes
Il and 1l of Directive 91/414/EEC). However, Article 8(5) adds a further requirement: “Scientific
peer-reviewed open literature, as determined by the Authority, on the active substance and its relevant
metabolites dealing with side-effects on health, the environment and non-target species and published
within the last ten years before the date of dossier submission shall be added by the applicant to the
dossier”.

EFSA is requesting the Assessment Methodology Unit (AMU), through a self-tasking mandate, to
develop a guideline for the applicants on how to implement Article 8(5).

TERMS OF REFERENCE AS PROVIDED BY EFSA

In view of the above, EFSA shall produce a Guidance document for the implementation of Article 8(5)
of the new Regulation® concerning the placing of plant protection products on the market. For the
development of the Guidance a working group of internal EFSA staff and external scientific experts
shall be constituted. Particularly, the Guidance shall be produced by the Assessment Methodology
Unit, which is responsible for developing and implementing decision support approaches in all fields
within EFSA’s remit, such as methods for extensive and standardised information retrieval, objective
selection of relevant studies, data extraction, appraisal and synthesis. The core concepts of the project
on the application of systematic review methodology to food and feed safety assessments in support of
decision making , for which AMU’ Unit is currently responsible, should be integrated in the Guidance.
Close coordination and cooperation with the PRAPeR® Unit are recommended in order to address all
specific content issues related to plant protection products, active substances, synergists and safeners.
The external experts shall have relevant scientific knowledge (toxicology, ecotoxicology,
environmental chemistry, pesticides) and expertise in systematic information retrieval, assessment and
synthesis. The Guidance is for use by the applicants for the approval of active substances and should
therefore be practical. It shall include a definition of “scientific peer-reviewed open literature” and
indicate the basic principles and standard methods required for a comprehensive collection of peer-
reviewed open literature in a way that is systematic, transparent and reproducible. Instructions shall
also be provided on standard methods for objectively selecting the literature (documenting the reasons
for excluding potentially relevant studies), and appraising and synthesising data from the studies that
are included in the dossiers.

% Council Directive 91/414/EEC of 15 July 1991 concerning the placing of plant protection products on the market. OJ L 230,
19.8.1991, p. 1-32.

® Regulation (EC) No 1107/2009 (OJ L 309, 24.11.2009, p. 1-50), adopted by the European Parliament and the Council on 21
October 2009 and not yet adopted at the time of the preparation of the EFSA mandate.

" Assessment Methodology Unit.

8 pesticide Risk Assessment Peer Review Unit.
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EVALUATION

1. Approach to the mandate

For the development of this EFSA Guidance, the Assessment Methodology Unit (AMU) of the
European Food Safety Authority (EFSA) established a working group which comprised EFSA
external members and EFSA staff. After three working group meetings a first draft of the EFSA
Guidance was completed by the working group on the 20" of April 2010.

The first draft of the EFSA Guidance document was submitted to the EFSA Panel on Plant Protection
Products and their Residues and the Pesticide Steering Committee. The feedback from both groups of
experts was considered by the working group during a meeting and was used to produce a second draft
of the EFSA Guidance, which was made available on the EFSA website, for public consultation.

The public consultation lasted from 23 July to 15 October 2010. The draft EFSA Guidance was
commented on by sixteen interested parties including individuals, non-governmental organisations,
industry organisations and national assessment bodies. All comments received that related to the remit
of EFSA were assessed and the EFSA Guidance was revised taking relevant comments into
consideration. The comments received and a Report on the outcome of the public consultation were
published on the EFSA website.

2. Intended users of the EFSA Guidance

This EFSA Guidance was written for the use of applicants submitting dossiers for the approval of
active substances of plant protection products under Regulation (EC) No 1107/2009. Intended users of
this EFSA Guidance are also the competent authorities of the European Union Member States in
charge of evaluating the submitted dossiers and preparing the draft assessment reports, and EFSA, as
the authority responsible for peer-reviewing and drawing conclusions on the dossiers.

3. Introduction

This EFSA Guidance provides instructions with respect to Article 8(5) of Regulation (EC) No
1107/2009: “Scientific peer-reviewed open literature, as determined by the Authority, on the active
substance and its relevant metabolites dealing with side-effects on health, the environment and non-
target species and published within the last ten years before the date of submission of the dossier shall
be added by the applicant to the dossier”.

Regulation (EC) No 1107/2009 lays down the rules for the approval of active substances, safeners and
synergists. At the time of preparing this EFSA Guidance, data requirements are clearly defined only
for active substances. The principles outlined in this EFSA Guidance on how to identify and select the
scientific peer-reviewed open literature are likely to be applicable also for safeners and synergists.
However, adaptations may be needed when data requirements for these compounds become available.

This EFSA Guidance was written in light of the general principles of systematic reviews as described
in the EFSA Guidance “Application of systematic review methodology to food and feed safety
assessments to support decision making” (EFSA, 2010) and is consistent with the EU and OECD
Guidance documents for the preparation of dossiers (SANCO, 2005; OECD, 2005, 2006).

As this EFSA Guidance applies to data requirements as indicated in Regulation (EC) No 1107/20009, it
is recommended that applicants consider it at an early stage of the process when compiling a dossier
on an active substance.

EFSA Journal 2011;9(2):2092 5
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This EFSA Guidance may be revised when experience is gained in its application and in view of any
amendments to Regulation (EC) No 1107/2009. The applicants should consult the EFSA Journal® to
make sure they have the latest version of the EFSA Guidance.

% <http://www.efsa.europa.eu/en/efsajournal.htm>.
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4. Terminology and glossary

This section provides an explanation of the terminology used in this EFSA Guidance.

4.1. Application of terminology employed in Article 8(5) of Regulation (EC) No 1107/2009

Acrticle 8(5) of Regulation (EC) No 1107/2009 states that “““Scientific peer-reviewed open literature,
as determined by the Authority, on the active substance and its relevant metabolites dealing with side-
effects on health, the environment and non-target species and published within the last ten years
before the date of submission of the dossier shall be added by the applicant to the dossier”.

Scientific peer-reviewed open literature is literature that has been through a peer-review process. In
this EFSA Guidance, peer review is defined as the critical assessment of manuscripts (e.g. draft
journal articles, reports, or scientific conference abstracts) prior to publication®, performed by
independent and competent experts (adapted from ICMJE, 2006; Hames, 2007; RIN, 2010). The peer
reviewers examine and assess matters such as the research design and methodology; and the validity,
accuracy, originality and significance of the findings, making a recommendation as to accept, reject or
ask the author(s) to amend and resubmit the manuscripts.

For the purposes of this EFSA Guidance, an “active substance” is defined as in Regulation (EC) No
1107/2009: “substances including micro-organisms having general or specific action against harmful
organisms or on plants, parts of plants or plant products”. To assess the “side effects” of the active
substance, the applicants should consider also the plant protection products containing the relevant
active substance.

“Relevant metabolites” of a particular active substance as defined by Regulation (EC) No 1107/2009
can only be definitively identified at the end of the risk assessment process. Therefore, for the
purposes of this EFSA Guidance the scientific literature search should focus on metabolites,
degradation products, or transformation products of an active substance formed either in organisms or
in the environment, for which further assessment is required according to the data requirements and
the Guidance documents applicable at the time of submitting the dossier™.

In this EFSA Guidance, “side effects on health, environment, and non-target species” refers either: (1)
to any unintended effects that may occur in humans, animals, or non-target organisms, caused by
exposure to the active substance, its relevant metabolites or plant protection products as a result of
intended usage; or (2) exceeding regulatory limits for environmental contamination (e.g. of
groundwater), by the active substance, its relevant metabolites or plant protection products as a result
of intended usage.

In line with Article 8(5) of Regulation (EC) No 1107/2009 the applicants should include in the dossier
the most recent scientific peer-reviewed open literature published during the ten years prior to the
dossier submission date. Scientific peer-reviewed open literature may also be included from more than

10 post-publication peer review is not included in this definition.
" Relevant Guidance documents to decide for which metabolites a scientific literature search should be performed are, for
example:

e Guidelines for the generation of data concerning residues as provided in Annex Il part A, section 6 and Annex Il, part
A, section 8 of Directive 91/414/EEC concerning the placing of plant protection products on the market (Directorate-
General for Agriculture, 1999).

e Guidance document on the assessment of the relevance of metabolites in groundwater of substances regulated under
council Directive 91/414/EEC. SANCO0/221/2000 rev.10 final. 25 February 2003 (SANCO, 2003).

e Guidance document to determine the toxicological relevance of metabolites of PPP active substances (Evaluation of the
toxicological relevance of metabolites and degradates of pesticide active substances for dietary risk assessment) (EFSA,
in progress).

These are only examples and other Guidance documents may need to be considered at the time of preparing the dossier to
decide for which metabolites a scientific literature search is needed.

EFSA Journal 2011;9(2):2092 7
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ten years prior to dossier submission, provided that the literature is identified and selected in
compliance with this EFSA Guidance and that clear justification is provided.

Without prejudice to Article 8(5) of Regulation (EC) No 1107/2009, the search may be updated within
6 months before the date of submission of the dossier and the search dates should be reported (section
5.2).

The applicants are responsible for providing dossiers with full relevant information as specified in this
EFSA Guidance. Ensuring that copyright, licensing, and data protection issues relevant to the
information included in the dossiers have been fully satisfied remains the responsibility of the
applicants. The applicants should consult their national copyright licensing authority for guidance on
purchasing copyright licenses to reproduce any copyright publications submitted to Rapporteur
Member States and EFSA. It should be noted that applicants remain the sole legal or natural persons
responsible and liable for obtaining all necessary authorisations and rights to use, reproduce and share
the publications submitted in their applications. Under no circumstances may EFSA be held liable for
any breach of the relevant legal framework.

EFSA Journal 2011;9(2):2092 8
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4.2. Other relevant definitions

Bibliographic database

Bibliographic reference

Boolean operator

Co-formulant

Document K

Document M

Dossier

Full-text document

Plant protection product(s)

A searchable database which contains summary records (often with
abstracts and sometimes linking to full-text documents) of scientific
literature and, in some cases, providing indexing terms (e.g. subject
headings) to assist searching

The information used to identify a full-text document. Typically this
includes the author name(s), publication date, the title of the
document, and publication details of the document (e.g. the name,
volume and page numbers of a scientific journal, or the URL and
publisher of a website)

Boolean operators are words used to combine terms or concepts
when conducting electronic bibliographic searches. Examples
include “AND” (used to narrow a search), “OR” (used to broaden a
search) and “NOT” (used to exclude terms from a search).

A substance or preparation which is used or intended to be used in a
plant protection product or adjuvant, but is not an active substance,
safener or synergist (Regulation (EC) No 1107/2009).

A document in the dossier containing individual test and study
reports in accordance with the legislative requirements of the country
to which the dossier application is made.

A comprehensive summary and assessment of tests and studies
included in the dossier, in accordance with relevant evaluative and
decision making criteria.

Documentation providing the evidence submitted by applicants for
the approval of active substances of plant protection products, under
Regulation (EC) No 1107/20009.

A document (e.g. journal article, dissertation) in which details of one
or more studies are reported; provides more information than a
summary record.

A product, in the form in which it is supplied to the user, consisting
of or containing active substances, safeners or synergists, and
intended for one of the following uses (Regulation (EC) No
1107/2009):

a. protecting plants or plant products against all harmful
organisms or preventing the action of such organisms, unless
the main purpose of these products is considered to be for
reasons of hygiene rather than for the protection of plants or
plant products;

b. influencing the life processes of plants, such as substances
influencing their growth, other than as a nutrient;

c. preserving plant products, in so far as such substances or
products are not subject to special Community provisions on
preservatives;

d. destroying undesired plants or parts of plants, except algae
unless the products are applied on soil or water to protect
plants;

EFSA Journal 2011;9(2):2092
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Primary research study

Publication bias

Safener

Secondary research study

Selection bias

Sources of scientific literature
other than bibliographic
databases

Study

Summary record

Synergist

e. checking or preventing undesired growth of plants, except
algae unless the products are applied on soil or water to
protect plants.

The original study in which data were produced. The term is
sometimes used to distinguish such studies from secondary research
studies (e.g. reviews) that re-examine previously collected data.

The preferential reporting of certain types of primary research results
(e.g. positive results may be more likely to be reported than negative
ones). When primary research is synthesised in a secondary research
study, publication bias can lead to findings which deviate from the
truth.

A substance or preparation which is added to a plant protection
product to eliminate or reduce phytotoxic effects of the plant
protection product on certain plants (Regulation (EC) No
1107/2009).

A study (e.g. a review) that re-examines existing data from one or
more primary research studies (see primary research study).

The selection of primary research results that are not representative
(e.g. if researchers preferentially choose full-text documents of
studies that are well known to them). Selection bias can lead to
findings which deviate from the truth.

Any repository of information other than a bibliographic database
that contains scientific literature in the form of bibliographic
references, abstracts and/or full-text documents. Examples include
internet search engines which access information in a variety of
formats, internet pages, online journals and their tables of contents,
and reference lists within full-text documents.

A scientific analysis which aims to establish facts. A study can be
either a primary research study or a secondary research study. A
study might be reported in one or more full-text documents.

Summary information about a full-text document or conference
presentation, typically included in a bibliographic database, which
may include a bibliographic reference and one or more of the
following: an abstract or summary of the scientific content,
additional categorisations or indexing terms.

A substance or preparation used in a plant protection product which,
while showing no or only weak activity, can give enhanced activity
to the active substance(s) in the plant protection product (Regulation
(EC) No 1107/2009).

EFSA Journal 2011;9(2):2092
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5. Identification and selection of scientific peer-reviewed open literature to be incorporated
into EU dossiers of active substances of plant protection products

The process of identifying and selecting scientific peer-reviewed open literature for active substances,
their metabolites, or plant protection products (sections 5.1 — 5.4) is based on the fundamental
principles of systematic review, which are: methodological rigour; transparency; and reproducibility.

A systematic review is an overview of existing evidence pertinent to a clearly formulated question,
which uses pre-specified and standardised methods to identify and critically appraise relevant
research, and to extract, report and analyse data from the studies that are included in the review
(EFSA, 2010)".

It is important to clarify two fundamental but distinct aspects of scientific studies when preparing a
dossier in the context of Article 8(5) of Regulation (EC) No 1107/2009. These are the concepts of
relevance and reliability.

In this EFSA Guidance, studies relevant to the dossier are those that inform the data requirement(s) set
out in Regulation (EC) No 1107/2009 (referring to Directive 91/414/EEC - and subsequent updates),
including hazard identification, hazard characterisation and exposure assessment, for the active
substance under assessment, its relevant metabolites, or plant protection products. Based on the initial
steps of a systematic review (summarised in Box 1), this EFSA Guidance provides general principles
and suggestions on how to define studies relevant to the dossier and on how to search for and select
them for inclusion in the dossier and risk assessment (sections 5.1-5.3). The method is described
taking into consideration issues unique to the process of dossier approval.

Study reliability concerns methodological quality and refers to the extent to which a study is free from
bias and its findings reflect true facts. Some issues around reliability are highlighted later (section 5.4).

Box 1: Initial steps of the systematic review process (from EFSA, 2010)

1. A priori clarification of the review question and scope, and a priori definition of the eligibility criteria
for the inclusion of studies into the review. This information is stated, together with the methods to be
used in the review, in a protocol (project plan), which helps to reduce biases in the review, as the
process is clearly specified in advance and the reviewers are committed to follow it.

2. Extensive searches for relevant research studies. This involves the development of a search strategy
(combinations of search terms) and identification of information sources that must be searched in order
to retrieve as many relevant studies as possible. Biases in the selection of research studies are
minimised by an extensive and reproducible search strategy and a transparent reporting of how studies
are selected and included in the review. The search method (the search strategies and information
sources used) is thoroughly reported in order to allow readers to judge how much of the relevant
literature is likely to have been found.

3. Detailed assessment of studies against the pre-defined eligibility criteria, to determine whether they are
eligible for inclusion in the review. The process by which decisions on study selection are made is
clearly reported.

12 systematic reviews typically do not include primary collection of new data.
13 For details see “Application of systematic review methodology to food and feed safety assessments to support decision
making” (EFSA, 2010).
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Core steps of the systematic
review process

STEP 1 of SR process
Developing the review protocol
(including defining and refining
the review question and
developing the eligibility criteria
for studies)

A

STEP 2 of SR process
Searching for research

studies

A
STEP 3 of SR process
Selecting studies for

inclusion in or exclusion

from the review

!

STEP 4 of SR process
Assessing methodological
quality of included studies

l

STEP 5 of SR process
Collecting data from the
included studies and
creating evidence tables

!

STEP 6 of SR process
Synthesising data from
included studies — Meta-

analysis

!

STEP 7 of SR process
Presenting data and results

;

STEP 8 of SR process
Interpreting results and drawing
conclusions

Requirements for identifying and
selecting scientific peer-reviewed open
literature given in this EFSA Guidance

Relevant
sections in
this EFSA
Guidance

» Analyse the data requirements

» Develop the criteria for study
relevance (iterative process)

> Provide a list of relevance criteria
(Table 1)

Section 5.1

A 4

» ldentify sources of scientific peer-
reviewed open literature and clarify
the reasons for choosing such
sources

> Develop appropriate search
strategies

» Clearly report the search process
and its results, using Table 2 for
searches in bibliographic databases
and a separate list for searches
performed in other sources of
scientific peer-reviewed open
literature

Section 5.2

A 4

» Discard non-relevant studies (i.e.
those non-compliant with relevance
criteria previously defined)

> Report the results of the study
selection (Table 3)

» Produce two lists of relevant and
unclear relevance studies, one
ordered by data requirement (Table
4) and one by authors (Table 5)

» Produce a list of studies excluded
from the risk assessment, with
reasons for excluding (Table 6)

Section 5.3

Classify and summarise in the dossier
relevant studies and studies whose
relevance remains unclear

Section 5.4

A 4

» Produce scientific peer-reviewed
literature Report(s)

> Include in the Report(s) copies of
the studies listed in Tables 4 and 5

Section 6

Figure 1: Core steps for performing a systematic review (SR) (EFSA, 2010) and requirements for
identifying and selecting peer-reviewed open scientific literature set out in this EFSA Guidance
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5.1. Developing criteria for study relevance in relation to the data requirements

A systematic review starts with a thorough consideration of the question which the review seeks to
answer and a definition of the criteria for inclusion of studies in the review. In the case of dossiers, the
review questions are represented by the data requirements illustrated in Box 2 (set out in Regulation
(EC) No 1107/2009, referring to Directive 91/414/EEC and subsequent updates).

Studies relevant to the dossier are those that inform one or more data requirement(s), including hazard
identification, hazard characterisation and exposure assessment, for the active substance under
assessment, its relevant metabolites, or plant protection products.

Relevance criteria generally applicable to all data requirements cannot be defined here as they will
depend on the availability and structure of information in the peer-reviewed open scientific literature.
This EFSA Guidance provides a framework of general principles to help develop relevance criteria for
including studies in a dossier.

To avoid missing relevant studies, the relevance criteria should not be too restrictive. Only clearly
irrelevant studies should be excluded from a dossier. The assessment of study relevance does not
involve considerations of study reliability (which may be addressed in a later step - section 5.4).

Developing relevance criteria is likely to be an iterative process that starts with a clear analysis of the
different components that characterise the data requirements, to set the characteristics of the relevant
studies. A preliminary search of the literature may be useful to test and refine the relevance criteria on
a subset of summary records or full-text documents, to assess their applicability. Some examples of
how the components of the data requirements may be analysed to develop relevance criteria are
illustrated in Box 3.

For the purposes of this EFSA Guidance, the fact that a study may not be conducted in accordance
with Good Laboratory Practice (GLP) does not imply that the study is irrelevant.

Once the relevance criteria used for each data requirement have been determined, they should be
clearly reported, using Table 1. This table should be included in the corresponding protocol of the
scientific peer-reviewed Literature Review Report(s) of the dossier, described in section 6.

EFSA Journal 2011;9(2):2092 13
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Box 2: The main categories of data requirements given in Regulation (EC) No 1107/2009
(referring to Directive 91/414/EEC), for which scientific peer-reviewed open literature should be
searched. Note that any changes to the data requirements arising from updates of Regulation (EC) No
1107/2009 should be considered by the applicants when compiling a dossier*

1. Data requirements on chemical active substances (Annex Il, part A, Directive 91/414/EEC):

a. Toxicological and toxicokinetic studies (OECD code: I1A 5)

b. Residues in or on treated products, food and feed (metabolism and residues data) (OECD code:
11A 6)

c. Fate and behaviour in the environment (OECD code: I1A 7)

d. Ecotoxicological studies (OECD code: 11A 8)

e. Other data requirements for which information may have a direct or indirect effect on overall risk
assessment (OECD code: 1A 1- I1A2 -11A 3 - 11A 4) (only data requirements under these points
having a direct impact on the risk assessment need to be considered)

2. Data requirements on microbial active substances (including viruses) (Annex Il, part B, Directive
91/414/EEC):
a. Effects on human health (Toxicological and exposure data)(OECD code: 1IM 5)
b. Residues in or on treated products, food and feed (metabolism and residues studies)(OECD
code: 1IM 6)

c. Fate and behaviour in the environment (OECD code: 1IM 7)

d. Effects on non-target organisms (Ecotoxicological studies, environmental impact) (OECD code:
1M 8, 1IM 9)

f. Other data requirements for which information may have a direct or indirect effect on the overall

risk assessment (OECD code: 1IM 1 — [IM2 - 1IM 3 - 1IM 4) (only data requirements under these
points having a direct impact on the risk assessment need to be considered)

3. Data requirements on plant protection products based on chemical preparations (Annex Ill, part A,
Directive 91/414/EEC):
a. Toxicological studies (and exposure data) (OECD code: I11A 7)
b. Residues in or on treated products, food and feed (metabolism and residues studies) (OECD
code: 111A 8)

c. Fate and behaviour in the environment (OECD code: I11A 9)
d. Ecotoxicological studies (OECD code: 111A 10)
g. Other data requirements for which information may have a direct or indirect effect on the overall

risk assessment (OECD code: IHHA 1 - 1I1A 2 - 11IA 3 - I1IA 4 - 111A 5) (only data requirements
under these points having a direct impact on the risk assessment need to be considered)

4. Data requirements on plant protection products based on preparations of micro-organisms including
viruses (Annex Ill, part B, Directive 91/414/EEC):

a. Effects on human health (toxicological studies and exposure data) (OECD code: I1IM 7)
b. Residues in or on treated products, food and feed (metabolism and residue data) (OECD code:
[1IM 8)

Fate and behaviour in the environment (OECD code: 11IM 9)

Effects on non-target organisms (ecotoxicological studies) (OECD code: 111M 10)
Other data requirements for which information may have a direct or indirect effect the overall risk
assessment (OECD code: HIM 1 - 1IIM 2 - 11IM 3 - I1IM 4 - I1IM 5) (only data requirements
under these points having a direct impact on the risk assessment need to be considered)

Sao

* The OECD codes are taken from OECD, 2005; 2006.
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Box 3: Examples of how to consider the different components that characterise the data
requirement(s) to develop relevance criteria for studies

Example 1 (Persistence in soil). When addressing persistence in soil (data requirement “fate and behaviour in
soil”, “rate of degradation” (data requirement 7.1.1.2 in Directive 91/414/EEC, Annex Il, part A; OECD IIA
7.2.1 and IlIA 7.3), two types of studies may be sought: laboratory controlled degradation studies (data
requirement 7.1.1.2.1; OECD IIA 7.2.1) or field dissipation studies (data requirement 7.1.1.2.2; OECD IIA
7.3). In the laboratory studies, appropriate components for defining relevance would be the substrate used in the
degradation experiments (soil) and its experimental conditions (temperature, soil moisture), the application
rates (exposure), and the measurements of the amount of substance remaining over time and the calculated
degradation kinetic parameters (endpoints). Relevance criteria in this case could be based on the substrate used
(agricultural soils, non-agricultural soils and artificial substrates), on the exposure (application rates within the
range expected for the representative uses) or the reporting of the actual measured concentration (endpoint). In
the particular case of studies that aim to determine the effect of photolysis on the degradation of an active
substance in soil (data requirement 7.1.1.1.2; OECD 7.1.3), another component to consider would be the
presence of a dark control (comparator) and therefore the reporting of dark control results in the peer-reviewed
open scientific literature would be another appropriate relevance criterion. For field dissipation studies (data
requirement 7.1.1.2.2; OECD IIA 7.3), appropriate components would be the geoclimatic conditions (setting),
the application rates (exposure) and the data to derive dissipation half lives (endpoints). Relevance criteria
based on the geoclimatic conditions could, for example, be used to exclude studies performed in tropical or
other areas not representative of European geoclimatic conditions.

Example 2 (Residues). If residue trials are sought (data requirement 6.3 in Directive 91/414/EEC, Annex I,
part A; OECD IIA 6.3), appropriate components would be the crops and the cultivation conditions (population
and setting), the application rates (exposure) and the residues analysed (endpoint). In this example relevance
criteria may be established by considering the agricultural cropping scenarios for the representative use, the
application rates within the range of good agricultural practices proposed, and the measurement of all the
components of the residue in the residue definition.

Example 3 (Toxicological and metabolism studies). For the data requirements “toxicological and metabolism
studies” (data requirements 5.1 to 5.7 and 5.8.2 in Directive 91/414/EEC, Annex II, part A; OECD IIA 5.1 to
5.7* and OECD lIA 7.1 and 7.2), fundamental components are, among others, the test species, the test material
and the use of different doses and the specific endpoints of interest. Thus studies relevant to these data
requirements are studies that appropriately address these components, i.e. studies that present a well-identified
test material (including its purity and impurity profile); a test relevant to the mammalian toxicological
assessment (preferred species will be rodents - rats and mice, the dog is the preferred non-rodent species); a
number of animals per group sufficient to establish a statistical significance; several dose levels tested (at least
3), preferably including a negative control, to establish a dose-response; relevant route of administration in
terms of risk assessment (oral, dermal or by inhalation); and a description of the observations, examinations,
analysis performed, or necropsy.

* OECD data points 5.1 and 5.4 present more specific protocols (toxicokinetics and genotoxicity studies, respectively) for
which different relevance criteria would be applicable.

EFSA Journal 2011;9(2):2092 15
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Table 1:  How to report the list of criteria for relevance for each data requirement'®

Data requirement(s) Criteria for relevance
(indicated by the correspondent
OECD data point number(s))

Example: Example:

Toxicological and metabolism | 1. Well defined test material ( including its purity and impurity profile)

studies (OECD IIA 5.1 to 5.7 | 2. Relevant test species (to the mammalian toxicological assessment -

and OECD IIA 7.1 and 7.2) preferred species are rodents - rats and mice, the dog is the preferred
non-rodent species)

3. Number of animals per group sufficient to establish a statistical
significance

4. Several dose levels tested (at least 3), preferably including a negative
control, to establish a dose-response

5. Relevant route of administration in terms of risk assessment (oral,
dermal or by inhalation)

6. Description of the observations, examinations, analysis performed, or
necropsy

7. In addition: studies which may be helpful for the interpretation of
other studies present in the dossier, but do not fit under a specific
toxicological endpoint

* This example excludes OECD data points 5.1 and 5.4 which present more specific protocols (toxicokinetic and
genotoxicity studies, respectively); in practice, these two data points and their relevance criteria would be specified
separately in the table

1> For a specific example see Appendix C.
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5.2. Searching for scientific peer-reviewed open literature

In order to retrieve as much relevant scientific peer-reviewed open literature as possible (thereby
reducing selection biases and publication biases), the applicants should perform an extensive®
literature search and report it in detail in the scientific peer-reviewed open literature review Report(s)
(section 6). The principles of extensive and sensitive literature searches are illustrated below.

5.2.1. Identifying sources of scientific peer-reviewed open literature

There may be a number of different sources which will yield relevant scientific peer-reviewed open
literature. The applicants should make reasonable efforts to locate all sources of relevant scientific
peer-reviewed open literature and provide their reasons for choosing such sources. If the Rapporteur
Member States or EFSA identify relevant sources not included in the dossier, they may require the
applicants to include such sources.

Examples of sources of scientific peer-reviewed open literature are represented by:

o Bibliographic databases which record documents such as journals, reports, conference
proceedings and books;

e Sources other than bibliographic databases, such as reference lists of full-text journal articles
(e.g. reviews); journals’ tables of contents; or websites of conferences or organisations.

Searching various sources of scientific peer-reviewed open literature is likely to result in duplication
of summary records. In addition, different reports of the same study may be identified and care should
be taken to avoid double counting of data.

Advice on identifying suitable sources of scientific peer-reviewed open literature can be sought from
information specialists, web-based resource lists and library guides. Support may also be asked from
Rapporteur Member States and EFSA.

5.2.2.  Developing appropriate search strategies

Appropriate search strategies (i.e. search terms and their combinations) should be developed in such a
way as to capture concepts related to the active substance, its metabolites, plant protection products
containing the active substance and components of the data requirements (e.g. the population under
assessment, the exposure scenarios or endpoints).

Different approaches can be used for developing searches:

e Using a single concept search strategy that captures all data requirements of interest in one
search, for example by searching using search terms for the active substance and its synonyms
only (or a metabolite, or plant protection product and their synonyms only);

e Using separate focused search strategies for individual or grouped data requirements by
searching for the active substance and its synonyms (or metabolites, or plant protection
products and their synonyms) combined with one or more other concepts relating to the data
requirement(s) in question. In this case the additional concepts will capture one or more
components of the data requirements.

An advantage of the first (single concept) approach is that the search is likely to be highly sensitive,
and less time consuming than a series of more focused searches, and to produce fewer duplicate

18 Comprehensive literature searches are rather difficult to perform because of the number of databases in different languages
available to be searched. Therefore, this Guidance aims to give advice on how to perform literature searches in such a way
that they are as extensive as possible.

EFSA Journal 2011;9(2):2092 17
224



- efsam

Submission of scientific peer-reviewed open literature under Regulation (EC) No 1107/2009

summary records. As summary records identified by searching are assessed for relevance they will
need to be classified according to the data requirements they may inform. A disadvantage of a single
concept search strategy is that potentially a large number of search results may be returned which
would need to be assessed for relevance to each of the data requirements.

If the number of summary records returned by a single concept search is extremely large, focused
searches for individual or grouped data requirements could be developed. Such searches could
combine synonyms for the active substance (one concept) with terms and synonyms for characteristics
of the data requirement (second concept). The concepts would usually be combined using the AND
Boolean operator to produce summary records which contain both concepts. For example, for a data
requirement about mutagenicity, the active substance combined together with the concept of
mutagenicity (or other concepts such as the test species, or the type of test design) could form the
search strategy. If conducting a focussed search, care should be taken not to include too many
concepts, as relevant studies may be missed by such an approach.

EFSA does not recommend any specific approach for the search strategy and the applicants may
choose the most practical on a case by case basis. However, all data requirements listed in Box 2
should be addressed.

Search strategies should ideally be designed to be sensitive so that they retrieve as much potentially
relevant scientific peer-reviewed open literature as possible. This usually involves using as many
synonyms and related terms as possible for an individual concept to compensate for the fact that the
information available to be searched (i.e. summary records) may be quite brief and the way authors
describe their research can vary. The combination of search terms (using the OR Boolean operator) is
crucial for sensitive searching and applicants should not rely on single search terms alone. For
example, to capture the concept of mutagenicity, the range of terms which may signal the theme of
mutagenicity would need to be included in the strategy (e.g. including terms for genotoxicity)'’.The
search strategy must be capable of capturing scientific peer-reviewed literature published during the
ten years prior to the dossier submission date (as required by Article 8(5) of Regulation (EC) No
1107/2009). Scientific peer-reviewed literature may also be included from more than ten years prior to
dossier submission, although it is not mandatory, provided that the literature is identified and selected
in compliance with this EFSA Guidance and appropriate justification is provided.

Without prejudice to Article 8(5) of Regulation (EC) No 1107/2009, the search may be updated within
6 months before the date of submission of the dossier and the search dates should be reported.

Search strategies should be in English and will need to be adapted to run successfully in different
information sources. Considerations when adapting strategies include differences in search syntax, for
example truncation symbols and subject indexing schemes may vary among information sources.

In some cases, the search may be made more sensitive by including trade product names. Any limits
applied to the search strategy (for example to exclude non-peer-reviewed publication types such as
commentaries or editorials) should be explicitly reported in the dossier.

The Rapporteur Member States and EFSA may request an updated search if the submitted search is
inadequately sensitive.

Examples of searches for scientific peer-reviewed open literature for some specific active substances
are illustrated in Appendices A and B of this EFSA Guidance. Advice on preparing search strategies
can be found in Appendix B of the EFSA Guidance “Application of Systematic Review Methodology

1 A search of the literature can help to identify synonyms and different ways that a concept may be described; thus, the
process of developing a search strategy may be iterative, with the literature identified in searches providing information that
can assist further refinement of search strategies.
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to Food and Feed Safety Assessments to Support Decision Making” (EFSA, 2010) and is also
available in other guides to systematic reviews (CRD, 2009; Higgins JPT, Green S (editors), 2009).

Recently, guidance on assessing search strategies has been published (Sampson et al., 2009). This may
assist in developing and checking search strategies.

EFSA Journal 2011;9(2):2092 19
226



- efsam

Submission of scientific peer-reviewed open literature under Regulation (EC) No 1107/2009

5.2.3. Reporting clearly the searches and their results

To promote transparency and to allow an assessment of the quality of the searches for scientific peer-
reviewed open literature, the search process and its results should be clearly documented and reported.

For searches in bibliographic databases, the following information should be provided for each

database:

1. the bibliographic database name and the service provider used,;

2. the justification for choosing the database;

3. the date on which the search was conducted;

4. the date of the most recent update of the bibliographic database;

5. the date span of the search;

6. the complete search strategy or strategies used, including all the search terms, text-words
(words in titles or abstracts), subject index headings (thesaurus terms or descriptors), and the
relationship between the search terms (how they have been combined using Boolean
operators). The search strategies ideally should be copied and pasted in Table 2 (see below)
exactly as they were run in the databases and included in full, in such a way that they can be
rerun;

7. any limits applied to the search (e.g. publication types);

8. the total number of summary records retrieved from the database after removing duplicates.

The details above should be reported in a table (Table 2) that can be expanded by columns and/or rows
to include as many bibliographic databases and/or search strategies as necessary. If only a single-
concept search is applied (i.e. a wide search on the active substance alone), there will be only one
table. If separate search strategies are run for individual data requirements, or groups of similar data
requirements, there will be a separate table for each of the data requirements or groups of data
requirements searched. The table(s) should contain the most current searches at the date of submission
of the dossier.

If peer-reviewed literature is found in sources other than bibliographic databases, the following
information should be reported:

1. ajustification for choosing the source;
2. for a website (e.g. a conference or organisation website containing peer-reviewed scientific
literature):
a. the website name and the service publisher used (e.g. Author/Editor/Organisation's
name and Title of the page);
b. the URL (internet address);
c. the date on which the search was conducted;
d. the date of the most recent website update at the time it was searched;
e. the date span of the search;
f. the search terms used,
g. any limits applied to the search (e.g. publication types);
h. the number of relevant summary records or full-text documents retrieved.
EFSA Journal 2011;9(2):2092 20
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3. for journal tables of contents:
a. the journal name;
b. the journal URL (internet address) or publisher;
c. the dates, volumes and issues searched:;

d. the method of searching, e.g. scanning tables of contents for each issue, or using a
search engine;

e. the search terms used (if any);
f. the number of relevant summary records or full-text documents retrieved.

4. for reference lists:
a. the bibliographic details of the documents whose reference lists were scanned;
b. the number of relevant bibliographic references retrieved.

Searches for peer-reviewed literature performed in sources other than bibliographic databases should
be reported systematically, in the format indicated above, as one or more text list(s) immediately
following Table 2.

Table 2 and the text list(s) describing the searches performed in sources other than bibliographic
databases should be included in the scientific peer-reviewed open literature review Report(s) (details
of the structure of this Report(s) are given in section 6 of this EFSA Guidance).

Examples of how to report the search process are shown in Appendix A.4.
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5.3. Selecting the relevant studies and reporting the selection process

Following the initial removal of any duplicate summary records retrieved, the remaining summary
records should be assessed for relevance by applying the relevance criteria that have been previously
defined (section 5.1).

The process of selection of relevant scientific peer-reviewed open literature is normally undertaken in
two steps. Each of these steps may be iterative. If the first iteration results in a large number of studies
that are of unclear relevance, refinement of the selection criteria may be considered.

1. Rapid assessment for relevance based on summary records (e.g. titles and abstracts), to
exclude summary records which are obviously irrelevant. Summary records which appear to
be relevant and those of unclear relevance go to the next step. If there is insufficient
information in the summary record to determine relevance, then assessment of full-text
documents (step 2 below) will be required. During this assessment, a summary record may be
excluded on the basis of the title alone (e.g. if an abstract is not available), provided that the
title provides sufficient information to clearly indicate non-relevance.

2. Detailed assessment of full-text documents. Full-text documents should be obtained for those
summary records not excluded in step 1 and assessed in detail for their relevance. During this
step, individual primary or secondary research studies should be identified, bearing in mind
that some full-text documents may report more than one study, whilst some studies may be
reported in more than one full-text document. All information relating to the same study
should be grouped together as a single unit for assessing relevance. Studies not excluded by
the detailed assessment in this step should be classified (either as relevant or of unclear
relevance) and summarised in the dossier (section 5.4).

Once assessed as relevant, full-text documents should preferably be provided in English; however,
official EU languages would be accepted. Relevant full-text documents in non-EU languages should
be translated to English.

Peer-reviewed secondary research studies (i.e. reviews) may include bibliographic references to, or
summaries of, potentially relevant primary research studies that address the data requirements under
assessment. Potentially relevant primary research studies identified in reviews should be assessed
individually for relevance as outlined above. If reviews are identified as a source of relevant
bibliographic records, this should be reported in the search results for reference lists (section 5.2.3).

The process for selecting scientific peer-reviewed open literature is illustrated in Figure 2. A specific
example of the first step of the study selection process (i.e. rapid assessment of summary records) is
illustrated in Appendix C.

The following information concerning the selection of studies should be clearly reported in the
scientific peer-reviewed literature review Reports(s) (section 6):

1. The results of the selection process for each data requirement or group of data requirements
searched, recorded using Table 3.

2. A list of the bibliographic references, in a format exportable to reference management
software?, for all relevant studies and for studies whose relevance remains unclear (i.e. the
studies which were not excluded after the detailed assessment of the full-text documents),
ordered by data requirement, recorded using Table 4.

20 Applicants may need to consult the competent authorities to agree on the most suitable format.
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3. A list of the bibliographic references, in a format exportable to reference management
software, for all relevant studies and for studies whose relevance remains unclear (i.e. the
studies which were not excluded after the detailed assessment of the full-text documents),
ordered by first author, recorded using Table 5.

4. A list of the bibliographic references, in a format exportable to reference management
software, for all studies excluded from the dossier after detailed assessment of full-text
documents for relevance, with justification for their exclusion, recorded using Table 6.

Table 3:  Results of the study selection process, for each data requirement or group of data
requirements searched

Data requirement(s) captured in the search (as indicated in Table 2): n

Total number of summary records retrieved after all* searches of peer-reviewed
literature (excluding duplicates)

Number of summary records excluded from the search results after rapid assessment for
relevance

Total number of full-text documents assessed in detail*

Number of studies excluded from further consideration after detailed assessment for
relevance

Number of studies not excluded for relevance after detailed assessment (i.e. relevant
studies and studies of unclear relevance)

*both from bibliographic databases and other sources of peer-reviewed literature

Table 4: Report of all relevant studies and studies of unclear relevance that are included in a
dossier after detailed assessment of full-text documents for relevance: ordered by data requirement(s)

List of bibliographic references for all relevant and unclear studies, classified by data requirements (in a
format exportable to reference management software)

Data requirement (indicated by the Author(s) Year Title Source
corresponding OECD data point number)

Where for a particular author there is more than one bibliographic reference, they should be listed in chronological order
(most recent last). In cases where for a particular author, more than one bibliographic reference is listed for the same year,
the references should be distinguished by inserting letters after the year i.e. 2009a, 2009b, 2009c, etc. If a study is
represented by more than one full-text document (e.g. where different full-text documents report different data from the
same study), this should be indicated by coding all full-text documents that refer to a study using the same letter in square
brackets i.e. [A], [B], [C], etc. The list should be compiled using a Microsoft Word compatible table, with a separate row
for each bibliographic reference.

EFSA Journal 2011;9(2):2092 24
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Table 5:  Report of all relevant studies and studies of unclear relevance that are included in a
dossier after detailed assessment of full-text documents for relevance: ordered by author(s)

List of bibliographic references for all relevant and unclear studies, classified by authors (in a format
exportable to reference management software)

Author(s) Data requirement (indicated by the Year Title Source
corresponding OECD data point number)

The bibliographic references to studies should be listed alphabetically by author, and for individual authors, in
chronological order, following the same principles as in Table 4. The list should be compiled using a Microsoft Word
compatible table, with a separate row for each bibliographic reference.

Table 6: Report of the studies excluded from the risk assessment after detailed assessment of
full-text documents

List of bibliographic references for all studies excluded from the risk assessment, classified by authors
(in a format exportable to reference management software)

Author(s) | Year Title Source Reason(s) for not including this study in the dossier

Examples of how to fill in this table:

. The study does not fulfil any of the relevance
criteria listed in Table 1

. The study does not provide information on criteria
2 and 4 listed in Table 1

The bibliographic references to studies should be listed alphabetically by author, and for individual authors, in
chronological order, following the same principles as in Table 4. The list should be compiled using a Microsoft Word
compatible table, with a separate row for each bibliographic reference.
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Figure 2: The process for selecting studies to be included in a dossier
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5.4. Including in a dossier the studies classified as relevant or of unclear relevance

Once studies have been identified and selected for inclusion in a dossier, they should be classified and
summarised (section 5.4.1). Studies that are clearly relevant to the risk assessment may then be
considered for reliability assessment (section 5.4.2).

54.1. Classification of the studies in a dossier

The studies in a dossier should be classified and summarised as follows for each data requirement:

(a) Studies that provide data for establishing or refining risk assessment parameters. These studies
should be summarised in detail following the subsequent steps of the OECD Guidance
documents (OECD, 2005; 2006) and should be considered for reliability (see 5.4.2).

(b) Studies that are relevant to the data requirement, but in the opinion of the applicant provide
only supplementary information that does not alter existing risk assessment parameters. A
justification for such a decision should be provided.

(c) Studies for which relevance cannot be clearly determined. For each of these studies the
applicants should provide an explanation of why the relevance of such studies could not be
definitively determined.

5.4.2.  Reliability assessment

Reliability refers to the extent to which a study is free from bias and its findings reflect true facts. For
peer-reviewed studies available in the open literature the reliability of studies is likely to vary. In
addition, the level of reliability of a study depends on the nature of the risk assessment the study is
going to inform. For example, a study may be considered not reliable enough to provide information to
establish a deterministic endpoint to assess human toxicity but reliable enough for an ecotoxological
probabilistic risk assessment.

There are some general principles that may be considered when assessing the reliability of the studies
described under point a) in section 5.4.1 (e.g. statistical power; verification of measurement methods
and data; control of experimental variables that could affect measurements; universality of the effects
in validated test systems using relevant animal strains and appropriate routes of exposure; biological
plausibility of results; and uniformity among substances with similar attributes and effects) (adapted
from Becker et al., 2009).

For many data requirements, guidance already developed to support the risk assessment of plant
protection products in the regulatory framework of directive 91/414/EEC provide minimum quality
criteria for studies considered in the risk assessment. These guidance documents should be considered
when assessing the reliability of scientific peer-reviewed literature for a particular risk assessment as
appropriate. Links to the guidance documents normally used in the European assessment of plant
protection active substances are:

e European Commission:

http://ec.europa.eu/food/plant/protection/resources/publications_en.htm#council

e FOCUS: http://focus.jrc.ec.europa.eu/

e EFSA: http://www.efsa.europa.eu/en/ppr/pprscdocs.htm

e OECD:
http://www.oecd.org/document/7/0,3343,en 2649 34377 37051368 1 1 1 1,00.html)

e WHO: http://www.inchem.org/
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The methodological quality of studies may alternatively be assessed by applying other criteria to
classify the studies according to their likely reliability for use in risk assessments. Some possible
classification schemes are illustrated by Klimisch et al. (1997), Durda and Preziosi (2000), Hobbs et
al. (2005), Schneider et al. (2009), Kiister et al. (2009) and Kiuster et al. (2010). However, attention
should be paid to the advantages, disadvantages, applicability, and compatibility of such schemes as
they may not provide similar results (Agerstrand et al., 2010). It must be emphasised that compliance
with good laboratory practice (GLP) standards should not be considered as a guarantee of reliability.
Study reliability must be judged solely on the basis of the accuracy and reproducibility of the facts
reported. The main difference between GLP and non-GLP peer-reviewed studies is in the background
information reported and the potential access to raw data that may be lacking in the latter type of
studies. Therefore, reliability appraisal for non-GLP studies may be more difficult.

When reliability assessment is performed, the applicants should provide both a detailed documentation
of the process used and a summary of it in document M of the dossier. After the reliability assessment,
the results of each study should be incorporated in the risk assessment following Regulation (EC) No
1107/2009.
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6.

How to present in a dossier the identification, selection and assessment of scientific peer-
reviewed open literature

The applicants should produce one or more Literature Review Reports.

The number of Literature Review Reports provided is at the discretion of the applicant, to optimise
clarity of presentation (e.g. to prevent tables which report multiple search strategies or multiple data
requirements becoming very large). For single-concept searches covering all data requirements a
single Literature Review Report would normally be provided, whereas multiple-concept searches
focusing on specific data requirements may be more clearly reported in separate Literature Review
Reports (e.g. one for each data requirement, or group of related data requirements, searched).

Each Literature Review Report should contain the following sections:

1.

2.

Title.
Authors of the review.

Summary: a brief summary indicating the purpose of the report, the methodology employed
and the results obtained.

Protocol, which should contain:

e A statement of the objective of the review (i.e. to provide information on side effects of
(a) determined active substance(s), metabolite(s), plant protection product(s));

e The criteria for relevance with which decisions to select studies in the dossier were made
(Table 1).

Search methods and results, including a descriptive summary, together with:

e Table 2, which reports the search process for scientific peer-reviewed open literature in
bibliographic databases;

e Astructured text list documenting any searches and related results performed in sources of
peer-reviewed literature other than bibliographic databases (section 5.2.3).

Results of the study selection process (section 5.3), including a descriptive summary, together
with:

e Table 3, reporting the results of the study selection process, for each data requirement or
group of data requirements searched,;

e Table 4, reporting the bibliographic references to all relevant studies and studies whose
relevance remains unclear after detailed assessment for relevance of full-text documents
(i.e. the second step of the selection process), ordered by data requirement(s);

e Table 5, reporting the bibliographic references to all relevant studies and studies whose
relevance remains unclear after detailed assessment for relevance of full-text documents
(i.e. the second step of the selection process), ordered by author(s);

— Copies of the full-text documents listed in Table 4 and Table 5 should be provided with the
dossier (document K). These copies should be placed within the subfolders that contain
studies relevant to the data requirements for which the full-text document has been found
relevant. If studies are relevant to more than one data requirement, only one copy of the
corresponding full-text document should be provided, but cross references would need to be
inserted in the other folders for which the full text document is considered relevant. Relevant

EFSA Journal 2011;9(2):2092 29

236



- efsam

Submission of scientific peer-reviewed open literature under Regulation (EC) No 1107/2009

full-text documents should preferably be provided in English; however, official EU languages
would be accepted. Relevant full-text documents in hon-EU languages should be translated to
English.

e Table 6, reporting the bibliographic references to studies considered non-relevant after
detailed assessment of full-text documents (i.e. second step of the selection process).

Copies of the full-text documents considered irrelevant after either rapid or detailed assessment do not
need to be submitted with the dossier. However, the applicants should be prepared to provide them
later if requested by the competent authorities evaluating the dossiers.

All Literature Review Reports should be incorporated in document K of the dossier, in a folder 11A 0.

The applicants are responsible for providing dossiers with full relevant information. Ensuring that
copyright, licensing and data protection issues concerning the information included in the dossiers
have been fully satisfied remains the responsibility of the applicants. The applicants should consult
their national copyright licensing authority for guidance on purchasing copyright licenses to reproduce
copyright publications which must be submitted to Rapporteur Member States and EFSA. It should be
noted that applicants remain the sole legal or natural persons responsible and liable for obtaining all
necessary authorisations and rights to use, reproduce and share the publications submitted in their
applications. Under no circumstances may EFSA be held liable for any breach of the relevant legal
framework.
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APPENDIX A - EXAMPLE OF A FOCUSSED SEARCH FOR PEER-REVIEWED OPEN SCIENTIFIC
LITERATURE (ACTIVE SUBSTANCE COMBINED WITH A SPECIFIC DATA REQUIREMENT)

A.1. Introduction
Topic: side effects of Chlorpyrifos active substance in human health.

This example suggests possible search approaches for identifying the active substance and its side
effects in humans.

Chlorpyrifos is an organophosphate insecticide that inhibits acetylcholinesterase and is used to control
insect pests.

IUPAC name: Diethoxy-sulfanylidene-(3,5,6-trichloropyridin-2-yl)oxy-A5-phosphane.

Trade names include Brodan, Detmol UA, Dowco 179, Dursban, Dursban F, Empire, Eradex,
Lorshan, Pageant, Piridane, Scout, and Stipend.

Other names given to the substance include: chlorpyrifos-ethyl, ENT 27311, ethion, NA 2783, OMS-
0971, o,0-diaethyl-0-3,5,6-trichlor-2-pyridylmonothiophosphat, 0,0-diethyl 0-3,5,6-trichloro-2-pyridyl
phosphorothioate, phosphorothioic acid, o,0-diethyl 0-(3,5,6-trichloro-2-pyridyl)ester, pyrinex,
Phosphorothioicacid, O,O-diethyl O-(3,5,6-trichloro-2-pyridyl) ester (7CI,8Cl), Bonidel, Chlora,
Chloroban, Chloropyrifos-ethyl, Chloropyriphos, Chlorpyrifos, Chlorpyrifos E, Chlorpyrifos-ethyl,
Chlorpyriphos, Clorpiran, Clorpirifos, Coroban, Cyfos, Danusban, Dhanusban, Dowco 179, Durmet,
Dursban 10CR, Dursban 4E, Dursban Pro, Dursban R, Dursban TC, Dursband, Durshand 48, EF 1315,
Emperor, Equity, Ethyl chlorpyriphos, FE, Geodinfos, Gigant, Grofo, Killmaster, Lentrek, Lock-On,
Lorshan 50SL, Nufos 4E, O,0-Diethyl O-(3,5,6-trichloro-2-pyridinyl)phosphorothioate, O,0-Diethyl
0-(3,5,6-trichloro-2-pyridyl) phosphorothioate, 0,0-DiethylO-(3,5,6-trichloro-2-pyridyl)
thiophosphate, O,0-Diethyl-0-3,5,6-trichloro-2-pyridylphosphorothionate, Pyrifos, Pyrinex, Radar,
Sabre, Saurus, Spannit, Stipend, Tafaban, Terial, Terial 40L, XRM 429, XRM 5160, Xinnongba,
suSCon, suSCon Blue, suSCon Plus, suScon Green.

It is the active substance in over 800 pesticide products.

In this example, only a few of these alternative names for the active substance are included in the
search strategy. For some information sources it may be sufficient to use the CAS number/s or the
SMILES structure array.

A.2. Identifying the search concepts
Search concepts are likely to be either:
e The active substance alone: chlorpyrifos (section A.3.1)
e The active substance (chlorpyrifos) AND its side effects (section A.3.2)
A.3. Building the search term lists for each concept
A.3.1. The active substance
Identify the Registry Number of the substance (i.e. 2921-88-2).

The search on the trade names shows that some, for example “Empire”, are used in multiple contexts,
not all specific to chlorpyrifos. So the search on those terms needs to be linked to the area of interest,
i.e. pesticides. This is shown in line 5 of the search strategy in Figure 3.
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Many products contain the active substance chlorpyrifos. There may be some significant products
which represent those in widest use or use in Europe which could be introduced into the search.

One possible bibliographic database strategy to retrieve summary records about chlorpyrifos is shown
in Figure 3. A combination of search terms in the title, indexing and registry number fields are
required to ensure that recent summary records which have not yet been indexed with Subject
Headings are also captured.

Search strategy Number of summary records
retrieved
1. Chlorpyrifos/ 1473
2. 2921-88-2.rn. 1473
3. chlorpyrifos.ti,ab. 2075
4. (Brodan or Detmol or (Dowco adj "179") or Dursban or 132
eradex or Lorsban or Pageant or Piridane).ti,ab.
5. ((scout or stipend or empire) and (pesticide$ or 9
insect$)).ti,ab.
6. or/1-5 2341
Legend:

o /: Indicates a Subject Heading assigned to a summary record by an indexer

e .rn.: Indicates that the search is restricted to registry numbers

e .ti,ab.: Indicates that the search is restricted to words in the title and abstract

e adj: Indicates that the words must appear next to each other

« $: Indicates that all words beginning with the stem before the $ will be retrieved, e.g. insect$ retrieves insect,
insects, insecticide, insecticides

¢ and: Boolean operator to focus search by ensuring both concepts are present in a summary record

e or/1-5: Boolean operator combining sets 1 to 5, to widen search by ensuring all summary records with any of
the terms are captured

Figure 3. Bibliographic database strategy to identify summary records about chlorpyrifos conducted
May 21 2010 using the Ovid search interface

A.3.2. Possible side effects

In this EFSA Guidance, “side effects on health, environment, and non-target species” refers either: (1)
to any unintended effects that may occur in humans, animals, or non-target organisms, caused by
exposure to the active substance, its relevant metabolites or plant protection products as a result of
intended usage; or (2) exceeding regulatory limits for environmental contamination (e.g. of
groundwater), by the active substance, its relevant metabolites or plant protection products as a result
of intended usage. This example focuses on side effects in humans and in particular on the data
requirement “toxicological and toxicokinetic studies”. This approach can be adapted to capture other
data requirements if required (illustrated in Box 2 of this EFSA Guidance) by adding in terms referring
to concepts linked to those data requirements.

In humans chlorpyrifos may cause a range of specific side effects, which can be captured in the search
strategy using the following concepts:

e neurological effects (neurotoxic/neurotoxin);

e reproductive and developmental disorders (mental and motor development delays, attention
deficit hyperactivity disorder, low birthweight);

e autoimmune disorders;
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e endocrine disruption;
e asthma.

Capturing all the potentially relevant terms which could signal a side effect (e.g. toxicity) is
challenging. The terms identified above have emerged from searching on the pesticide name and
looking at a sample of summary records and full-text documents to explore the terminology and
indexing they use. This selection is not exhaustive and illustrates why, for some substances, it may be
more efficient to search on the substance name alone and not limit the results further to side effects.
There is a risk of missing relevant studies if all relevant side effects have not been identified. The side
effects strategy in Figure 4 is combined with the chlorpyrifos strategy (as illustrated in Figure 5) to
provide a focused search and to reduce the number of summary records that need to be assessed for
relevance.

The strategy in Figure 4 makes use of a range of features provided by a bibliographic database:
e Subject Headings such as Toxicity tests/ or Consumer product safety/.

e Floating subheadings. The bibliographic database indexers assign subheadings to the Subject
Headings to signal the focus of a summary record. Subheadings of relevance to these searches
include toxicity (to), drug effects (de), chemically induced (ci) and adverse effects (ae).

e Some journals focus on safety issues, and the search interface may allow searches using single
journal words, such as interactions.jw., to retrieve highly relevant journals.

o A further approach might be to search the author address field to capture research conducted
in toxicology departments. This has not been demonstrated in Figure 4 but could be achieved
by adding a search term such as “toxicology.in.”, where “in” is the field limit for “institution”.

In human health research, searches for adverse events are not consistently described and advice on
searching for adverse events in the medical literature suggests adopting a variety of approaches
including searching for the generic issue (adverse events) as well as specific known issues (e.g.
developmental delay, autism). This is demonstrated in Figure 4, but is only an example.

Search strategy Number of summary records
retrieved
9. to.fs. or toxico$.ti,ab. or neurotoxic$.ti,ab. or 346569
deleterious$.ti,ab. or toxic effect$.ti,ab.
10. (Residue$ or breakdown$ or degrade$ or degrading or 2789180

disrupt$ or deficit$ or inhibit$ or impair$ or expression or
expressing or harmful or biodegrad$).ti,ab.

11. (hazard$ or risk assess$ or exposure assess$).ti,ab. 107094

12. (Adverse event$ or adverse effect$ or side effect$).ti,ab. 247544

13. (Health risk$ or Drug effects).ti,ab. or de.fs. 2060100

14. Toxicity tests/ or Consumer product safety/ or Risk 128960
assessment/

15. Maximum allowable concentration/ or Pesticide residues/ or 37598

Drug-induced liver injury/ or Maternal exposure/

16. (Androgen biosynthesis or Endocrine disrupt$ or Memory 20178
deficit$ or neurobehavioral deficit$ or neurobehavioural
deficit$ or autism).ti,ab.
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17. (mental delay$ or developmental or behavio$ or brain 681889
development).ti,ab.
18. (metabolism or safety or interactions).jw. 98465
19. or/9-18 4992333
Legend:

¢ /: Indicates a Subject Heading assigned to a summary record by an indexer

e .rn.: Indicates that the search term is restricted to registry numbers

o .ti,ab.: Indicates that the search is restricted to words in the title and abstract

e adj: Indicates that the words must appear next to each other

o fs.: Indicates that the subheading is searched as a floating subheading (unattached to a specific subject
heading)

¢ jw.: Indicates that the search term is searched within journal titles

¢ 3: indicates searches for words beginning with a word stem, for example the search term “degrade$” would
retrieve summary records containing the words “degrade”, “degraded” or “degrades”

e de: is the subheading for drug effects

e to: is the subheading for toxicity

e and: Boolean operator to focus search by ensuring both concepts are present in a summary record

e 0r/9-18: Boolean operator combines sets 9 to 18, to widen search by ensuring all summary records with any of
the terms are captured

Figure 4. Example bibliographic database search strategy to identify side effects for toxicity (data
requirement: “toxicological and toxicokinetic studies”), conducted May 21 2010

A.3.3. Limiting the search results

There are several ways to limit the results retrieved by searches. One option is to limit by date of
publication. Figure 5 shows how to limit search results to scientific literature published in the last ten
years (Figure 5, line 21). Another option to limit results is to exclude summary records of document
types which may not be relevant such as letters, editorials and comments, which are not peer-
reviewed. This latter exclusion is demonstrated in the full strategy shown in Figure 5 (as lines 7 and
8).

A.3.4. The full strategy

The full strategy (Figure 5) combines the search terms for chlorpyrifos and for side effects and
removes unwanted document types. Scientific peer-reviewed literature is limited to that published in
the ten year period 2000 to 2010 (line 21), as requested by Article 8(5) of Regulation (EC) No
1107/2009. Searching for chlorpyrifos alone generates 2519 summary records. In this example for
human toxicity, focusing the search by adding the side effects concept reduces the summary record
yield a little, to 2002 summary records. The decision facing the searcher is whether the reduction in
the number of summary records identified repays the effort of developing the side effects search and
also whether relevant scientific peer-reviewed literature is missed.

Search strategy Number of summary records
retrieved
1. Chlorpyrifos/ 1580
2. 2921-88-2.r. 1580
3. chlorpyrifos.ti,ab. 2246
4. (Brodan or Detmol or (Dowco adj "179") or Dursban or 132
eradex or Lorsban or Pageant or Piridane).ti,ab.
5. ((scout or stipend or empire) and (pesticide$ or 10
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insect$)).ti,ab.
6. or/1-5 2519
7. (letter or editorial or comment).pt. 1072596
8. 6not7 2487
9. to.fs. or toxico$.ti,ab. or neurotoxic$.ti,ab. or 361830
deleterious$.ti,ab. or toxic effect$.ti,ab.
10. (Residue$ or breakdown$ or degrade$ or degrading or 3281843
disrupt$ or deficit$ or inhibit$ or impair$ or expression or
expressing or harmful or biodegrad$).ti,ab.
11. (hazard$ or risk assess$ or exposure assess$).ti,ab. 114017
12. (Adverse event$ or adverse effect$ or side effect$).ti,ab. 257948
13. (Health risk$ or Drug effects).ti,ab. or de.fs. 2131467
14. Toxicity tests/ or Consumer product safety/ or Risk 137226
assessment/
15. Maximum allowable concentration/ or Pesticide residues/ or 38781
Drug-induced liver injury/ or Maternal exposure/
16. (Androgen biosynthesis or Endocrine disrupt$ or Memory 21989
deficit$ or neurobehavioral deficit$ or neurobehavioural
deficit$ or autism).ti,ab.
17. (mental delay$ or developmental or behavio$ or brain 723616
development).ti,ab.
18. (metabolism or safety or interactions).jw. 101670
19. or/9-18 5481145
20. 8and 19 2002
21. limit 20 to yr="2000 - Current" 1499
Legend:

o /: Indicates a Subject Heading assigned to a summary record by an indexer

¢ .rn.: Indicates that the search term is restricted to registry numbers

o .ti,ab.: Indicates that the search is restricted to words in the title and abstract

e adj: Indicates that the words must appear next to each other

o fs.: Indicates that the subheading is searched as a floating subheading (unattached to a specific subject
heading)

e jw.: Indicates that the search term is searched within journal titles

¢ $: indicates searches for words beginning with a word stem, for example the search term “degrade$” would
retrieve summary records containing the words “degrade”, “degraded” or “degrades”

e de: is the subheading for drug effects

e to: is the subheading for toxicity

e .pt.: Indicates that the search terms are Publication Types

o and: Boolean operator to focus search by ensuring both concepts are present in a summary record

o or: Boolean operator to widen search by ensuring all summary records with any of the terms are captured

e not: Boolean operator to limit search by excluding terms or concepts

Figure 5. Example strategy (conducted Oct 10, 2010) to identify adverse events of chlorpyrifos in a
bibliographic database, after removing specific publication types
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Submission of scientific peer-reviewed open literature under Regulation (EC) No 1107/2009

APPENDIX B — EXAMPLES OF SINGLE CONCEPT SEARCHES FOR PEER-REVIEWED OPEN SCIENTIFIC
LITERATURE (ACTIVE SUBSTANCE ONLY)

This section provides some examples of single concept searches (i.e. using the active substance names
and its synonyms) for three active substances. The results of such searches show that a small amount
of open scientific literature is available for these particular substances.

For the three active substances the publication type "patent” was excluded. Three bibliographic
databases were searched.

1. The first active substance searched was substance Isopyrazam, a new broad spectrum foliar
fungicide:

e CAS Name: 3-(difluoromethyl)-1-methyl-N-[1,2,3,4-tetrahydro-9-(1-methylethyl)-1,4-
methanonaphthalen-5-yl]-1H-pyrazole-4-carboxamide.

o CAS registry nr. 881685-58-1.
e Other names: BONTIMA.
The results of this search are illustrated in Table 9.

2. The second active substance searched was Ipconazole, a new fungicide for certain seed fungal
diseases:

e Other names: Vortex FL, Rancona, Acceleron.

e CAS Name: 2-[(4-chlorophenyl)methyl]-5-(1-methylethyl)-1-(1H-1,2,4-triazol-1-
ylmethyl)cyclopentanol.

o CAS registry nr. 125225-28-7.
The results of this search are illustrated in Table 10.
3. The third active substance searched was Valiphenal, a new systemic fungicide:

e CAS Name: p-Alanine, N-[(1-methylethoxy)carbonyl]-L-valyl-3-(4-chlorophenyl)-,
methyl ester (9CI).

e Other names: IR 5885, Valifenalate.

e CAS Registry Nr: 1018966-01-2; 283159-91-1; 283159-90-0 (sterecisomer 283159-94-4
only 3 references in CAS).

The results of this search are illustrated in Table 11.

EFSA Journal 2011;9(2):2092 42
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APPENDIX C — EXAMPLE OF THE FIRST STEP OF THE STUDY SELECTION PROCESS: RAPID
ASSESSMENT OF SUMMARY RECORDS

This Appendix provides an example of the first step of the study selection process (i.e. rapid
assessment of summary records) for the topic “side effects of the active substance chlorpyrifos in
human health” (Table 9 in section A.4). The example covers the data requirements “toxicological and
toxicokinetic studies” as set out in Annex Il of Directive 91/414/EEC (data points: Annex Il 5 and
Annex IlIA 7; equivalent to OECD dossier data points 1A 5 and IIA 7). The rapid assessment
consists of the screening for relevance of the summary records, without examination of the full-text
documents. Hereafter, this example refers only to the OECD dossier data point codes.

C.1. Setting of relevance criteria

The criteria for relevance were developed in an iterative process that involved discussion and
agreement among the reviewers. The experts agreed that relevant studies were those that would
inform, or partly inform, the data requirements set out in Regulation (EC) No 1107/2009 (referring to
Directive 91/414/EEC - and subsequent updates), by presenting the following characteristics:

1. For data requirements OECD IIA 5.1 to 5.7% and OECD IIA 7.1 and 7.2 relevant studies
would:

o present a well identified test material, including its purity and impurity profile;
include test species that are likely to be relevant to the mammalian toxicological
assessment (preferred species are rodents - rats and mice, the dog is the preferred non-
rodent species);

¢ include a sufficient number of animals per group to establish statistical significance;

o test several dose levels (at least 3);

o preferably include a negative control, to establish a dose-response relationship; and
include a relevant route of administration in terms of risk assessment (oral, dermal or
by inhalation);

o describe the observations, examinations, analyses performed, or necropsy.

2. For data requirements OECD IIA 5.9 and OECD I11A7.3 to 7.5, and 7.7 to 7.11 all summary
records regarding epidemiological studies, medical reports and actual exposure measurements
were considered relevant at this stage without limitation by the above mentioned
considerations, except the identification of the test material.

3. For data requirement OECD Il1I1A 7.6 relevant studies would:
e present a well identified test material, including its purity and impurity profile, as well
as the presence of co-formulants in the tested formulation;
o include test species (preferred species are rats);
e test relevant dose levels;
e describe the analysis and calculations performed.

4. For data requirements under OECD IIA 5.8 IlIA. Studies which may be helpful for the
interpretation of other studies present in the dossier, but do not fit under a specific
toxicological endpoint (broadly included in the OECD code referred as “other toxicological
studies”) would be relevant. Their use for regulatory purposes is generally limited to help
addressing species sensitivity and safety factors. Examples of these studies would be:

% For OECD data points 5.1 and 5.4 the mentioned criteria apply only partially, due to the specificity of these
protocols (toxicokinetic and genotoxicity studies, respectively).
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Studies indicating the effects of combined exposures.

Studies on hormonal effects.

Studies indicating hyper-susceptibility of specific subpopulation groups.
Studies indicating effects of sensitisation other than skin sensitisation.
Studies indicating gender and age variation in susceptibility.

Studies clarifying the mode of action of the active substance.

Unusual routes of exposure would be included in this section as they may introduce important
information on other possible toxicological effects.

C.2. Rapid assessment of study relevance based on summary records

The information to assess relevance according to the criteria listed in section C.1 were not always
reported in the summary records (abstracts and/or titles) examined for this example of the first step of
the study selection process for chlorpyrifos.

Typically an abstract illustrated the test material (without giving details of purity and impurities), the
species and dose(s) tested, the route of administration, and in some cases a reference to observations or
examinations was given.

Due to the lack of relevance information in the summary records, the following revised criteria were
used to classify a summary record as potentially relevant to the toxicological risk assessment:

Test material identified in the summary record (regardless the purity/impurity profile).
Test species relevant to the mammalian toxicological assessment.

Sufficient number of doses tested (except for OECD code 5.1 and 5.4).

Relevant route(s) of administration.

Epidemiological studies, medical reports and actual exposure measurements were
always considered relevant at this stage.

e Studies which may be helpful for the interpretation of other studies present in the
dossier, but do not fit under a specific toxicological endpoint (broadly included in the
OECD code referred as “other toxicological studies”).

In total, 1791 summary records were retrieved from bibliographic databases (Table 9 in section A.4)
and were screened by expert reviewers and grouped into two categories according to their likely
relevance after rapid assessment of titles and, when available, abstracts:

1. Obviously not relevant: 1316 summary records.

These summary records were either lacking of the information on the animal species or their
object was not relevant to the toxicological assessment (and maybe relevant to another data
requirement, e.g. to method of analysis, eco-toxicity, or efficacy).

2. Not excluded after rapid assessment: 475 summary records were classified as potentially relevant
and thus to be assessed in detail (i.e. step 2 of the study selection process, detailed assessment of
the full-text documents).

Within this category, the reviewers were able to identify summary records (150) that were likely to
have a limited relevance on the risk assessment (i.e. likely to provide only supplementary
information that does not alter existing risk assessment parameters — point b) in section 5.4.1.
These were mostly experimental, molecular and biochemical investigations (which might be
helpful for the comprehension of the whole toxicological picture, but whose use at regulatory level
is expected to be rather limited) and studies that would be useful for developing guidance

EFSA Journal 2011;9(2):2092 47
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documents or models (as QSAR Quantitative structure-activity relationship investigations, or
exposure models).

The rapid selection of the 1791 summary records was undertaken in a total of 45 working hours. The
results of the rapid assessment process are illustrated in Figure 6.

No: obviously irrelevant summary records, after assessment
Yes: summary records not excluded after rapid assessment
Limited: within the “yes” category, summary records that are likely to have a limited relevance to the final risk

assessment

Figure 6. Results of the rapid assessment of summary records for the topic “side effects of
chlorpyrifos active substance in human health”
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ABBREVIATIONS

AMU Assessment Methodology Unit

CAS Chemical Abstracts Service

EFSA European Food Safety Authority

EU European Union

GLP Good Laboratory Practice

IUPAC International Union of Pure and Applied Chemistry
PRAPeR Pesticide Risk Assessment Peer Review Unit
SMILES Simplified molecular input line entry specification
SR Systematic review

URL Uniform Resource Locator
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