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Vorwort 

Für neue Wirkstoffe werden die EU-Mitgliedstaaten in den Richtlinien zur Aufnahme der 
Wirkstoffe in Anhang I verpflichtet, den nach Abschluss aller Prüfungen erstellten 
Beurteilungsbericht (Review Report) mit allen Anlagen (mit Ausnahme von vertraulichen 
Informationen im Sinne von Artikel 14 der Richtlinre 91/414/EWG) allen Interessierten zur 
Verfügung zu stellen oder auf besonderen Antrag zugänglich zu machen. Für alte Wirkstoffe 
ergibt sich diese Verpflichtung für die Mitgliedstaaten bereits aus Artikel 7 Absatz 6 Unterabsatz 
2 der Verordnung (EWG) Nr. 3600/92. 

Die Mirgliedstaaten und die Europäische Kommission haben vereinbart, dass die 
Beurteilungsberichte, einschließlich der zum Teil sehr umfangreichen Hintergrunddokumente, 
vorzugsweise beim berichterstattenden Mitgliedstaat angefordert oder eingesehen werden sollen. 

Die Biologische Bundesanstalt stellt die Beurteilungsberichte als Berichte aus der Biologischen 
Bundesanstalt für Land- und Forstwirtschaft als Band D in der Reihe "Rechtliche Regelungen 
der Europaischen Union zu Pflanzenschutzmitteln und deren Wirkstoffen" über den Saphir 
Verlag gegen Erstattung der Unkosten zur Verfügung. Das vorliegende 35. Heft dieser Reihe 
(Band D 35) enthält nicht die Hintergrunddokumente A, B und C des Beurteilungsberichtes. 
Diese können bei Bedarf bei der BBA eingesehen oder für die Wirkstoffe, für die Deutschland 
Berichterstatter ist, ebenfalls beim Saphir Verlag gegen Erstattung der Unkosten bezogen 
werden. Für Cyclanilide war Griechenland Berichterstatter. 

In der Reihe "Rechtliche Regelungen der Europäischen Union zu Pflanzenschutzmitteln und 
deren Wirkstoffen" sind bisher erschienen: 

Heft 1 Rechtliche Regeiungen der Europäischen Union zu 
, Pflanzenschutzmitteln und deren Wirkstoffen 

35/97 BandA: Richtlinie 911414/EWG und diesbezügliche Protokolle 
{3. Auflage, Stand: 01. November J 997) 
wird ;;ur Zeit bearbeitet 

!68/2000 BandB: Verordnungen und Protokolle zur Wirkstoffprüfung 
i (4. Auflage, Stand 01. Juli 2000) ' I wird zur Zeit bearbeitet 

BandC: wird zur Zeit bearbeitet 

I 



Preface 

According to the Directives for the inclusion of active substances in Annex I with regard to new 
active substances, EU-Member States are obliged to keep available or make available on special 
request the review report which is prepared after completion of all evaluations including its 
appendices (excluding confidential information, in accordance with article 14 of Directive 
91/414/EEC) t.o all interested parties. For existing active substance this obligation for Mernber 
States already arises from article 7 (6) subparagraph 2 of Regulation (EEC) No 3600/92. 

Mernber States and the European Commission agreed that requests of review reports including 
their background documents which are partly very voluminous, shall preferably be addressed to 
the Rapporteur Member State. 

The Federal Biological Research Centre makes available review reports as reports from the 
Federal Biological Research Centre for Agriculture and Forestry, Volume D of the series "Legal 
Regulations of the European Union for Plant Proreetion Products and their Active Substances" 
via Saphir Verlag against reirnbursement of expenses. The present 351

h report beionging to th1s 
series (Volurne D 35) does not include background documents A, B and C of the review report. 
If the need arises. their inspection at the BBA is possible or they may be also obtained frorn 
Saphir Verlag against reimbursement of expenses, however, only for active substances with 
Germany as Rapporteur Mernber State. For cyclanilide Greece acted as Rapporteur Member 
State. 

In the series Legal Regulations of the European Union for Plant Proreetion Products and their 
Active Substauces the following Reports have been published: 

lReport I Legal Regulations of the European Union for Piänt Protection ~ 

1 Products and their Active Substauces 
35/97 rVolumeA: Directive 91/414/EEC and respective Protocols 

! (3'6 Edition, date: 1 November 1997) 
in profl:ress 

68/2000 Volume B: Regulations and Protocols regarding the Evaluation of 
Acti ve Substauces 
(4111 Edition, date: I July 2000) 
in progress 

Volurne C: in progress 
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RICHTLINIE 2001/87/EG DER KOMMISSION 

vom 12. Oktober 2001 

zur Änderung des Anhangs l der Richtlinie 91/414/EWG des Rates über das lnverkebrbringen von 
Pflanzenschutzmitteln zur Aufnahme der Wirkstoffe Acibenzolar-s-methyl, Cyclanilide, 

Eisen(III)·phosphat. Pymetrozin und Pyraflufen·erhyl 

DIE KOM~vHSSlON DER EUROPÄISCHE!\ GEM.E!NSCH:\ITEN ~ 

auf den Vert:ag zur Gründu;::~g der Europilsehen 
Gemt,inschaft, 

gestürzt auf die Richtli;üe 91/414/EWG des Rates vom 15. Juli 
1991 über das In verkehrbringen von PflaDzenschutzmineln (1), 
zuletzt geändert Curch die Richtiime 2001f49/EG der Kommis
sion (2), insbesondere auf Artikel 6 Absatz i, 

in Erw·agung nachstehender Gründe: 

(11 

(2) 

(3) 

(4} 

(5) 

Die Behörden Frankreichs haben am 15. Oktober 1996 
gemäß Artikel 6 Ab$atz 2 der Richtlinie 91/414/EWG 
(im Folgenden .,die Richtlinie" genannt) einen Antrag 
von Novartis - jetzt Syngenc.a ~ auf Aufnahme des 
\Virkstoffs Adbenzolar-s-rnerhyl (CGA 24r?04) in 
Anhang l der Riebtlinie erhaltel1. r-...fü der Emsche-idu:1g 
97f865fEG der Kommission e) wurde besratlgr, dass die 
Crm:rlagen "vollständig" sind und somit grundsatzlieh 
die Anforderungen der Anhange Il und lU der Richtlinie 
him.ichdich der Daten und Infonnationen erfüllen. 

Die Behörden Griechenlands haben arn 27. :1\·iiirz 1996 
einen Antrag von Rhöne Pouknc Agrochimie S.A. Qetzr 
Avenrü CropSdence) fü::- Cydanilide (RPA 090946) 
erhalten. Dieser :\nrrag \Vutde mit der Entscheidung 97/ 
l37fEG der Kommission{~) für vollsranrlig erklärt 

Deutschland hat am 27. August 1998 einer; Antrag von 
der W" Neudorff GmbH KG fur Eisen(lll)-phosphar 
erhalten. Dieser Antrag wurde mit de:- Entscheidung 
1999j43fEG de:- Ko:n:nission (') fur vollstandig e:klärt. 

Deutschlai!d bat dar.iber hjnaus am 4. September 1996 
einen Antrag von Novartis für Pynretrozin {CGA 21) 
944.) erhalten. Dieser Antrag >vurde mtt der Entschei~ 
dung 97/865/EG für vollständig erklärt. 

Belgien hat arn 16. Juni 1997 einen Amrag von Nihon 
)lohyaku Co. Ltd fUr Pyraflufen-ethyl erhalten. Diese; 
Antrag wurde mit der Ernscheidung 98/242/EG der 
Kommission (~) für voliständig erklärt. 

(6} Die Au:>wJrkungen dieser fünf Wid<stoffe auf die 
menschliche Gesundheit und auf die Umwelt wurden 
gemäß Artikel 6 Absätze 2 und 4 der Richtlinie fur die 
von dem jeweiligen Antragsteller vorgeschlagenen 
Anwendungen geprüft. Die Bericht erstattenden 
Mitgliedstaaten haben der Kornmission jeweils am 17. 

() ABL L 230 vom EUU991, S. L 
(') ABJ. L 1!6 vom 29.6.200!, S. 61. 
CJ :\Bl. L J5l ~-om 23.12.1997, S.. 67. 
C! AB;. L 52 vom n.2.1997, S. 20. 
hAB:. L 14 vom l~U.l999, S. 30. 
(

0
) ABL 1 96 vom 13.3.1998. S. 45. 

(7) 

Dezember 1998 (Acibenzolar~s-methyl), 11. Febttla:-
1998 (Cydani!ide). 30" Juli 1999 (Eisen(lll)-phosphat). 
28. Mai 1998 (Pymetrozin) und 8. Juli 1999 (PyraOufen· 
etbyl) einen Entv.-urf des Bewertungsberichts über die 
Wirkstoffe übemtittelt. 

Die Entwürfe der Bewertungsberichte wurden von den 
,t..{itgliedstaaten und der Kornmission im Rahmen des 
Ständigen Ausschusses für Pflar..ze:Jschutz geprüft. Diese 
Prü.fung 1vurde arn 29. Juni 2001 in Form einzelner 
Beurteilungsberichte der Kommission fi!r Acibenzolar-s
rnethyl, Cydanilide, Eisen(III)-phosphat, Pymetrozin und 
Pyraflufen-ethyi abgeschlossen. 

(S) Die Unterlagen und die aus den Prüfungen hervorgegan
genen Informationen wurden dem Wissenschaftlichen 
Ausschuss .. Pflanzen" itbetmmelt Vlas Acibenzo1ar-s
methyl u:1d Eisen(HI)-phm.phat a::~geht, so wurde;1 dem 
Ausschuss keine besonderen Fragen vorgelegt. Der 
Aussz:huss war de; Auffassung, dass i:n Hinblick auf elne 
mögliche Aufnahme dieser \Virkstoffe ln Anhang 1 der 
Richtlinie keine Anmerkungen zu machen sind f}. Er 
wies darauf hin, dass dies nur als ein Hjnweis darauf 
verslanden werden sollte, dass keine offensichtlichen 
GrJnde für Anmerkungen vorliegen. 

(9} [n seiner Stellungnahme (s) Ube:r Cyclanilide hat der 
Ausschuss seine Auffassung hinsichtlich bestimmter 
AuS\\irkungen auf Mäuse und Kaninchen dargelegt und 
eine Neubewenung betreffend den Abbau des Bodenme~ 
taboHren 2,4-Dichloranilin empfohlen, Die Empfeh~ 
hmgen des. Ausschusses wurden berücksichtigt. 

(lüf In seiner Stellungnahme (") über Pymetrozin hat der 
Ausschuss bestimmte Auswirkungen im Zusammenhang 
mit der Festlegung einer duldbaren täglichen Aufnahme
menge und eine1' akuten Referenzdosis ftir Verbraucher 
bewertet. 

(11) ln seiner Stellungnahme {' 0) über P.;raflufen-ethyl ist der 
Ausschuss zu dem Schluss gekommen, dass ein im 
Allgerneinen vernachlässigbares Risiko einer Grundwas
serkontamination bei der Grundverbindung und ihren 
Abbauprodukten besteht Unter extremen Bedingungen 
soilte jedoch der Verbleib bestimmter Abbauprodukte 
sorgfaltig gepr'".l.ft werden, 

(') Bericht über die Plenarsitzung des Wtssenscbafdichen Ausschusses 
~Pflanzen" vom 7" März 2001 {l\cibenzolar-s-methyl}, 
Bericht Uber die Plenarsimmg des Wissenschaftlichen Auss.chussez 
_?flanzen" vom 4, Juni 2001 (Eisen(lU)·phosphat). 

(') Stellungnahme des Wissemchafdichen Au:rn.hussc.s ~Pflanzen" 
hinsichtlich der Bewertung von Cydanillde 1m Zusammenhang mit 
der Richtlinie 91 /414/EWG U':Jer das fnverkehrbrir.gen von Pflanzen
schutzmitteln. SCP,ICYClAt\/002-endg. vom i 1. Dezember 2000. 

\'I Stellungnahme des Wissenschaftlichen Atl.fischusses ~Pflanzen" 
hinsichtlich der Bewertung von Pymetrozin im Zusammenhang rrJt 
der Richtlinie 9li4"0LEWG über das Imrerkehrbringen von Pl:1:mzen· 
schutzmitte!n. SCPWYt;.fETRjü02.endg. vom 31. Januar 200L 

{
10

) Stellungnahme des \Vis.s.e::vu:haftlichen Ausschusses ffPtlanzen"' 
hin,;ich:Hch der Bewertung von P,vraflufe:H":thyi im Zusammenhang 
mit der Richtlinie 91/414-/EWG über das loverkehrbringen von 
Ptlam:ensdmtzmitreln. SCPfPYR.-\/·Clldg. vom 7 Män 2001. 
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{12) Un<ersuchunge:J ha_":Jer: ergebe:1, dass davon ausge
gar::gen werden kann, dass di>E betreffenden \Vir~toffe 
cr:.thahende Pflanzenschutzmittel im Allgemeinen die 
Anforderungen gernaß Artikel 5 Absatz l Buchstaben a) 
und b) und Absatz 3 de: Richtlinie erfüllen, insbeson
dere h.insfchtllch der geprüften und in den Beurteilungs
beiichren der Kommission behandelten Anwendungen" 
Daher ~ollten die betreffenden Wirkstoffe in Anhang I 
der Richtlinie aufgenommen werden, damit Pflanzen
schutzmittel mit den betreffenden Wirkstoffen in allen 
Mitgliedstaaten gemäß den Bestimmungen der 
genannten Richtlinie zugelassen werden können. 

{13} Nach der Aufnahme ist den Mitgliedstaaten eine ange
messene Frist einzuräwnen, um dle Bestimmungen der 
Rtchtllme Uber Pflanzenschurz:mJttel, die Adbenzolar-s
methyL CydanHide. Elsen(IH}-phosphat, Pymerrozin u:Jd 
Pvraflufen-ethvl enthalten, umzusetzen und insbesondere 
i~nerhalb diCser Frist bereits bestehende vorläufige 
ZuJassungen zu überpnifen bzw, spatestens .,.·or Ablauf 
der Frist neue Zulassungen gemäf~ der Richtlbie zu 
erteilen. Fur PflanzenschutzmitteL die einen cier betref
fenden \Virkstaffe und andere in Aallang 1 aufgefuhrte 
Wirkstoffe ent~alten, kann auch eine langere Frist e;:Jor
derHch sein. 

(l4J Der Beuneihmgsbericht ist erfordertich für die Ordnungs-
Umsetzung bestimmter Teile der einheitheben 

Grun,dsätze gemäß i\nhang VI der Richtlinie durch die 
Mitgliedstaaten. sowcit sich diese Grundsatze auf die 
Bewertung der beziehen, die zwecks Aufnahme 
des Wirkstoffs in Anhang I der Richtlinie vorgelegt 
vmrden. Es ist daher vorzuschreiben. dass die Mitglied
staaten die endgültigen Beurteilungsberichte (mit 
Ausnahme von vertraulichen Informationen im Sinne 
des Artikels 14 der Richtlinie) allen Interessierten ;:,ur 
Einsicht zur Verfügung stellen oder zugänglich mach-en. 
Muss ein Beurteilungsbericht aktualisien werden, um 
technischen und wissenschaftlichen Entwicklungen 
Rechnung zu tragen, so sollten die BedJngungen filr die 
Aufnahme des betreffenden Wirkstoff:s in Anhang I der 
Richtlinie in Übereinstimmung mit der Richtlinie eben
falls geändert werden. 

(15) Die in dieser Richtlinie vorgesehenen Maßnahmen 
entsprechen der Stellungnahme des St.:indigen 
Ausschusses ftir Pflanzenschutz 

HAT FOLGENDE RICHTliNIE ERLASSE:\: 

Artikel 1 

Die TabeHe in Anhang I der Richtlinie 91/414/EWG wird 
gemäl5 dem Anhang der vorliegenden Ricinlinie geändert. 

Arr.ke! 2 

(1} Die Mitgliedstaaten erlassen du; erforderlichen Rechts
und Verwaltungsvorscbriften, um dieser Richtlinie bis spates~ 
tens 31. März 2002 nachzukommen. Sie unterrichten dle 
Kommission unverzüglich davo:L 

Bei Erlass dieser Vorschriften nehmen die Mitgliedstaaten in 
den Vorschriften selbst oder dt:rc.h einen Hjnweis bel der arm
liehen Veröffentlichung auf diese Richtlinie Bezug. Die 
Mitgliedstaaten regeb die Einzelheiten der Bezugnaflme. 

{2) Hinsichtlich der Beurteilung ur1d Entscheidungsfindung 
gem2ß den einheitlichen Grundsätzen von Anhang Vl der 
Richtlinie 91/41_4/E\VG wird dei in Absatz 1 festgesetzte Zeit
raum jedoch aut der Grundlage von Unterlagen, die die Anfor
deru:tgen von Anhang Hl derselben Richtlinie erfüllen, für 
vorläufige Zulassungen von Pflanzenschutz:mitteln, die Adben~ 
zolar-s-methyl, Cydanilide, Eisen(HI)-phosphat, Pymetrozin und 
Pyraflufen-ethyi emhahen. bis zum 31. !v1än 200 3 verlangen. 

(3) Bei Pflanzenschutzmitteln, die Acibenzolar-s-methyl, 
Cydanilide, Eisen(III}-phosphat, Pymetrozin oder PyraJlufen
ethyl zusammen mit einem anderen in Anhang I der Richtlinie 
91 /414/E\VG aufgeführten \Virkstoff enthalten, wird der Zeit
raum gemäß Absatz 1 jedoch insoweit verlängert, als die 
Vorschriften der Richtlinie über die Änderung des genannten 
Anhangs I eine längere Umsetzungsfrist vorsehen, t.lm den 
Wirkstoff in den Anhang aufzunehmen. 

(4/ Die Mitglledstaaten steilen die Beurte1lungsberichte für 
Acibenzolar-s-methyl, CydaniJide, Eisen(In)-phosphat, Pyrne~ 
trozin und Pyraflufen-ethy1 (mit Ausnahme von vertrauhc:ht .. 'l1 

Informationen im Sinne des Artikels 14 der RichtHnic) aHen 
Interessierten zur Einsicht zur Verfügung oder mache:1 sie gege
benenfalls auf besonderen Antrag zugänglich. 

ArtiRd 3 

Diese Richtlinie tritt am 1. November 2001 in Kraft. 

Artikel 4 

Diese Richtlinie ist in a!le Mitgliedstaaten gerichteL 

Bn.lssel, den 12. Oktober 2001 

Für die Kommission 

David BYRNE 

Mitglied der Kommission 



ANf/ANr; 

IN DIE TABELLE IN ANHANG I DER RICHTLINIE 91/414/EWG AUFZUNEHMENDE EINTRÄGE 

Ne. 
Gebräuchliche Bezeichnung, 

IUPAC-Bezeichnung Reinheit(') !nkrafltretcn Aufnahme befristet bis 
Kennnummern 

.,20 Acibenzo!ar+methyl Henzo[ 1, 2, 3}tiadiazol-7 -carbothioat -s-methyl 970 g/kg J. November 2001 31. Oktober 2011 

CAS Nr. 135158-54-2 

C!CAP Nr. 597 

21 Cydanilide Nicht verfügbar 960 gfkg 1. November 2001 31. Oktober 2011 

CAS Nr. 113136-77-9 

CICAP Nr. 586 

22 Eisen(I!J)-phosphat Eisen(lll)-phosphat 990 g/kg 1. November 2001 31. Oktober 2011 

CAS Nr. 10045-86-0 

C!CAP Nr. 629 

23 Pymetrozin (1:)-6-methy\-4-[ (pyridin- 3-ylmrthy!en)amino ]- 950 g/kg 1. November 200 I 31. Oktober 2011 

CAS Ne. 123312-89-0 4, 5-dihydro-2H-[ I, 2.4]-triazin-3-onc 

CICAP Ne. 593 

-

Besondere lkdingtutg{'n 

Nur Verwendungen als Pflanzcnaklivator dürfen 
zugelassen werden 

Der Beurteilungsbericht wurde vom Ständigen 
Ausschuss für Pflanzenschutz am 29. Juni 2001 
abgeschlossen 

Nur Verwendungen als Wachswmsn•glrr dürfen 
zugelassen werden 

Der Höchstgehalt der Vcnmrcinigung 2,4-Di-
chloroanilin (2,4-DCA) im hergestellten Wirk-
stoff sollte sich auf 1 g{kg belaufen 

Der Beurteilungsbericht wurde vom Ständigen 
Ausschuss für Pflanzenschutz arn 29. Juni 2001 
abgeschlossen 

Nur Verwendungen als Mollusdzid (h"11·fen zuge-
lassen werden 

Der Beurteilungsbericht wurde vom Ständigen 
Ausschuss für Pflanzenschutz am 29. Juni 2001 
abgeschlossen 

Nur Verwendungen als lnsckti:zid dürfc•n zuge-
lassen werden 

Bei der Emse hcid u ngsfi nd11 n g gemäf~ den 
einheitlichen Grundsätzen müssen die Mitglied-
Staaten dem Schutz von Was.serorgan·L~men 

besondere Auftmrksamkeit widmen 

Der Beurteilungsberkht wurde vorn Ständigen 
Ausscht1.~S für Pflanzenschwz am 29. Juni 2001 
abgeschlossen 
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Ne. 
Gebräuchliche Bezeichnung, 

IUPAC-Bezeichnung Reinheit (l) lnkra!ttreten Aufnahme befristet his 
Kennnummern 

----
24 Pyraflufcn-ethyl Ethyl 2-chloro- 5-{4-chloro- 5-difluoromethoxy- 956 g/kg 1. November 2001 31. Oktober 2011 

CAS Nr. 129630-19-9 1 -met h ylpyrazo 1- 3-y\)-4-fluorop hcn ox y aceta t 

CICAP Ne.. 60 5 

(I) Weitere Einzelheiten hinsichtlich der Identität und Spezifikation des Wirkstoffs sind dem ßeurtl'i!ungsbericht zu entnehmen." 

Bc.~onderl' Bedingungen 

Nur Verwendungen als Herbizid dürfen zuge-
lassen werden 

Bei dec. Entscheidongsfindung gcmäR den 
einheitlichen Grundsätzen müssen die Mitglied-
staatcn dem Schutz von Algen und Wasser-
pflanzen besondere Aufnwrksamkeit wirdmcn 
und sollten gegebenenfalls MaRnahmcn zur Risi-
kominderung treffen 

Der Beurtcilungsbcrirht wurde vom Ständigrn 
Ausschuss für Pflanzcnsd1utz am 29. Juni 2001 
abgeschlossen 
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COMMISSION DIRECTIVE 2001/87/EC 

of 12 October 2001 

amending Annex I to Council Directive 91/414/EEC concerning the placing of plant protection 
products on the market to include acibenzolar-s-methyl, cyclanilide, ferric phosphate, pyrnetrozine 

and pyraflufen-ethyl as active substances 

THE COMMISSION OF THE EUROPEA.N CO?vfMUNITIES, 

Having regard to the Treaty establishing the European 
Community, 

Having regard to Council Directive 91/414/EEC of 15 July 
1991 concerning the placing of plant protection products on 
the market (1), as last amended by Commission Directive 2001/ 
49/EC (2), and in particular Anicle 6(1) thereof, 

\Vhereas: 

(1) In accordance with Article 6(2) of Directive 91/414/EEC 
(hereinafter referred to as 'the Directive') France received 
on 15 Ocrober 1996 an app!ication from Novartis (now 
Syngenta) for the inclusion of the active substance 
acibenzolar-s-methyl (CGA 245704) in Annex I to the 
Directive. By Commission Decision 97/865/EC (3) it was 
confirmed that the dossier was 'complete' i.e. it could be 
considered as satisfying, in principle, the data and infor
mation reguirements of Annex li and Annex lil to the 
Directive. 

(2) 

(3) 

Greece received a similar application on 27 March 1996 
from Rhöne Poulenc Agrochimie SA (now Aventis 
CropScience), concerning cyclanilide (RPA 090946). 
This application was declared complete by Commission 
Decision 97/13 7fEC ('). 

On 27 August 1998, Germany received an application 
from W. Neudorff GmbH KG, conceming ferric phos
phate. This application was declared complete by 
Commission Decision 1999/43/EC e1. 

(4) Germany also received on 4 September 1996 an applica
tion from Novartis concerning pymetrozine (CGA 
215944). By Commission Decision 97/865/EC this 
application was declared complete. 

(5) On 16 June 1997, Belgium received an application from 
Nihon Nohyaku Co. Ltd. conceming pyraflufen-ethyl. 
This application was declared complete by Commission 
Decision 98/242/EC ('). 

(6) For these five active substances, the effects on human 
health and the environment have been assessed, in 
accordance with the provisions of Article 6(2) and (4) of 

('I OJ l 230, 19.8.1991. p. 1. 
(l) OJ L 176, 29.6.2001. p. 61. 
(l) OJ L 351. 23.12.1997, p. 67. 
e) OJ L 52, 22.2.1997, p. 20. 
(') OJ L 14. 19.1.1999. p. 30. 
(") OJ L 96, 28.3.1998, p. 45. 

(7) 

(8) 

(9) 

the Directive, for the uses proposed by the respective 
applicant. The nominared rapporteur Member Stares, 
submitred draft assessment reports concerning the 
substances to the Commission on 17 December 1998 
(acibenzolar-s-methyl). 11 February 1998 (cyclanilide). 
30 July 1999 (ferric phosphate), 28 May 1998 (pymeth
rozine) and 8 July 1999 (pyraflufen-erhyl), respectively. 

The draft assessrnent reports have been reviewed by the 
Member Stares and the Commission within the Standing 
Committee on Plant Health. The reviews were finalised 
on 29 June 2001 in the fonnat of the individual 
Commission review reports for acibenzolar-s-methyl, 
cyclanilide, ferric phosphate, pymethrozine and pyra
flufen-ethyl. 

The dossier and the infonnation from each of the 
reviews were submitred to the Scientific Committee for 
Plams. As regards acibenzolar-s-methyl and ferric phos
phate, no specific guestions were addressed to the 
Committee. The Committee considered that there were 
no issues that it wished to raise regarding the active 
substances in the context of a possible inclusion in 
Annex I to the Directive C'). The Committee noted that 
absence of comment should only be interpreted as an 
indication of no obvious reasons necessitating comment. 

In its opinion (8
) concerning cyclanilide the Committee 

provided its Interpretation of certain effects observed in 
mice and rabbits and recommended a reassessrnent of 
the degradation of the soil metabolite 2,4-dichloraniline. 
The recomrnendations of the Committee have been 
taken into consideration. 

(1 0) In its opinion (9) on pymetrozine the Committee 
assessed certain effects in the context of deriving an 
acceptable daily intake and an acute reference dose for 
consumers. 

(11) In its opinion (1°) on pyraflufen-ethyl the Committee 
concluded that there is generally negligible risk of 
groundwater contamination for the parent compound 
and its breakdown products. However, under extreme 
conditions the fate of certain breakdown products 
should be assessed carefully. 

0 Minutes of the plenary meeting of the Scientific Committee for 
Plams from 7 March 2001 (acibenzolar-s-methyl). 
Minutes of the plenary meeting of the Scientific Committee for 
Plams from 4 June 2001 (ferlic phosphate). 

( 8) Opinion of the Sdentific Committee for Planrs regarding the evalua
tion of cyclanilide in the context of Directive 91/414/EEC concer
ning the placing of plant protection products on the market. SCP/ 
CYCLAN/002-final dated 11 December 2000. 

(9) Opinion of the Scientific Committee for Plants regarding the evalua
tion of pymetrozine in the context of Directive 91/414/EEC concer
ning the placing of plant protection producrs on the market. SCP/ 
PYMETRf002-final dated 31 January 2001. 

(10) Opinion of the Scientific Committee for Plants regarding the 
evaluation of pyraflufen-ethyl in the context of Directive 91/ 
414/EEC conceming the placing of plant protection products on 
the market. SCP/PYRA/-final dated 7 March 2001. 
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{12} It has appeared from the various exaninations: made 
that plan:: protect\on products conta.ining any of the 
active substances concerr.ed may be e.x:pected to satis.fy, 
ir. generat the requfrements taid down in Artidc 5(1r(a), 
(b) and {3) of the Direcrive, in particular \Vith regard to 
rhe uses which were exami;u:d and detailed in the 
respective Commiss:ion review reports. lt is therefo;e 
appropriate to indude these active substances in Annex 
I, in orde:- to ensure that in aH Membe1" States the 
authorisations of plant protection products containing 
the active substances conceilled ca:1 be granted in 
accordance with the provisions of the said Directive. 

(13} After indusion, a reasonable pe:iod is necessary to 
permit Member Stares to implement the provisions of 
the Directive on plant protcction products containing 
adbenzolar~s~methyl, cyclanilide, ferric phosphate, 
pymctrozine or pyraflufen-ethyl and in particular to 
review, \Vithln this period, existing pro\isional author
isations or to grant, by the end of thtf period at the 
latest. new authorisations in accordance wilh the provi~ 
sions of the Directive, A Ionger pt'fioci may also be 
requircd for plant protection product.s. containing any of 
the active substances concemcd and other acttve 
substances induded in Annex I. 

(14) The review report js required for the pro-per imple
memation by the Member States, of sevcral sectiom of 
the uniform principles laid down in Annex V! to the 
Dire-ctive, \'.rhere those prindples refer to the evaluation 
of the data which were submitted for the purpose of the 
il'idusion .of the active substan~e in Annex I to the 
Directive, It is, therefore, appropriate to prmide that the 
finalised review reports {except for confiCentlal infonna
tion in the meaning of Artide 14 of th!;" Direcrive) .are 
kept available or made available by the Member States 
for consultation by any interested pa:ties. !f a review 
report has to be updated to takc account of technical 
and scientific developments, the conditlons for the indu
sion of the active substa.;Ke concemed in Annex I tO the 
Directive should also be amended in accordance with 
the Directive. 

{15} The measures provided for in this Directive are in 
accordance with the opinjon of the Standing Commlttee 
on Plant Health, 

HAS ADOrTED TH!S DlRECTIVEo 

Artide 

The table in Annex I to Directive 91/414/EEC shali be amended 
as set out in the Annex hereto. 

Art.ide 2 

1, Member States shaU bring into force the laws, ;egulations 
and administrative provisions necessary to compiy with this 
Directive, at the latest by 31 March 2002. They shall forthwith 
inform <;:he Coaunissio::I thereof 

Wflen Member States .adopt those provisions, they shall 
contain a reference to this Direct!ve or shall be accompanied by 
such a reference on the occasion of their offlcial publication. 
Member States shall detennine bow such reference is to be 
macie. 

2. However, with regard to evaluation and decision~making 
pursuant to the uniform principles prm'ideC for in Annex V1 to 
Directive 91j414jEEC, on the basis of .a dossier s.atisfying the 
requirements uf ./mnex III thereto, the period laid down in the 
first paragraph is extended for cxisting provisionai author
isa:tions of plant protection products containing acibenzolar~s~ 
rnethyt cydanilide, ferric phosphate, pymetrozine or pyra~ 
flufen-ethyl to 31 March 2003. 

3. However for plant protection products containing adben
zo!ar-s-methyt cyclani1ide, ferric phosphate, pyrnetrozine or 
pyraflufen~ethyl together with another active: substance which 
is in Annex I to Directive 91/414/EEC, the period referred to in 
paragraph 1 is extended to the extent that a Ionger imple
rnentation perJod is providerl for by the prmisions laid -do .. vn 
in the Di~ective amending Annex I to Directive 91]414/EEC to 
indude the submmce in the Annex. 

4. Member States shall keep available the review reporrs for 
acibenzoiar-s-methyL cydani!ide, ferric phosphate, pyrnetrozine 
and pyraflufen~ethyi (exccpt for confidential Information within 
the meaning of Artide 14 of the Directive) for consultation by 
any interested parties or shaJI m.ake it available to them on 
specific request. 

Artide 3 

This Directive sball enter into force on 1 November 2001. 

Artic!e 4 

This Directive is addressed to the Member States. 

Done at Brussels. 12 October 2001. 

For the Commission 

Da,id BYRNE 

Memb...ar of the Commission 



ANNEX 

ENTRIES TO BE INSERTED IN TIIE TABl.E IN ANNEX I TO DIRECTIVE 91/414/EEC 

------------------------- ···-·- ·····-----··----··· ······-----:---····-·········· .. -------·-·-····- . ~~, ~-·•·-·-•-~m·-•·-~-·~·~·-·-·-·----• 

No Comrnon namr, idt•;HJfkalinn 
IU!','IC n<~mt i'uri!rCl Lnt!y illlo FHH' bpit·ation uf inchl:.lr>n Spn ifi; pnt l~iom 

numl"~!s 

-~~~.~-~-_,,_" _________ ····--·------- ···-···-···-·-·-···- --· -··~---·-· . 
'20 Atllwnwlar-s·mcthyl lknz.url ,2. 3Jthiadi:u.olt·· 7 ·C<1rh11th ioic acid s ,. 970 gjkg l Nowmhn 20!}1 ). 1 On ober 2011 Only mes its a plont nnivator may be authoriscd. 

CAS No ! 3515S-54-2 mnhyl esu·r 
DHH: nf StantliO}j Commit!Ct on J!bnt H:·alth ;tt 

Clf'AC No 597 which th(' rcvic1v rcpnn W'.l.li finali:'i!.'tl: 29 funr 
200 l. 

·----- -----·---------·--------·- -----· -----·- ·--··--
ll Cydauilide Not available %0 g/kg 1 Nowmher 200 l 11 Ocrol,t:r 201 J On!y U.SPS as a plant grow!h reguhnor may be 

CAS No 11 3136-77-9 au1hmis.ed. 

ClPAC No )86 The nuximttm conteut of the irnpnrity 2,4-
dichlomaniline ~2,4-DCA) in the active substarKe 
as manufnctut(>(l slHJu!d bc t g/kg. 

Date of St<didiug CtJmmlttcc on Plant He;lhh <.tt 
which !lw n:view Jtj1(Jff wa;; finalised: '29 Junc 
2001 

-----~ . -·-·- ---·- -·-~·~· ''"""'~- .. ~---

22 Ferric ph('sph:11e ferric phosphatc 990 gfkg 1 Novernbo 2001 H Ocrolwr 20 ll: Only list.s as mol!uscJndr may hc ;1uthnrisc(l 

CAS No 1004 5-86,0 Date of Semding Cunti11!Ht'c on Pl.mt I kalth ;:H 

C!l)AC No 629 -..vhtch tht: r!!Vil"W rt'pur! was flnali~cd: 29 hmr 
200! 

·-·--·- "··--··-· -·--~·~- .. 

23 Pymetrozhlt in-6-mt•thyl-4-( fpyridin- 3-ylmctylt:lte}am ino ]- 950 gjk~ I Non:mhcr 2001 31 Octoh(T 1011 Only uses <15 an in:-.t'(Jkide mily be ;mthndstd 

CAS No 17.3312··89-0 4, 5-dihydm-lH-{1 ,2AHriazin-3 one 
ro dtdsion-m;ddng ac(orJing to tiH' nnifonn 

ClPAC No 593 ptmdplcs Membtr States must pay pilrtkular 
atto:ntion 1lJ the prott'nion nf aquatic organhnH, 

Date nf Standing Committee on !'la11t 1-kalth at 
whkh 1h1~ rcview report was f1mk,ed: 2() Junc 
200! 

. 
---·----~-------·-- ... ·"--·····----~-~· 
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EUROPEAN COMMISSION 
DIRECTORATE-GENERAL HEALTH & CONSUMER PROTECTION 

Directorate E - Public, animal and plant health 
Unit E1 Legislation relating to crop products and animal nutrition 

Cyclanilide 

7463NIJ98-final 

12 December 200 I 

COMMISSION WORKING DOCUMENT · DOES NOT NECESSARIL Y REPRESEJ\'T 
THE VIEWS OF THE COMMISSION SERVICES 

Review report for the acti ve substance cyclanilide 

Finalised in the Standing Committee on Plant Health at its meeting on 29 June 2001 in view 
ofthe inclusion of cyclanilide in Annex I ofDirective 911414/EEC 

1. Procedure followed for the evaluation process 

This review report has been established as a result of the evaluation of the new active substance 
cyclanilide, made in the context of the work provided for in Articles 5 and 6 of Directive 
91/414/EEC conceming the placing of plant protection products on the market, with a view to 
the possible inclusion of this substance in Annex I to the Directive. 

In accordance with the provisions of Article 6(2) of Directive 911414/EEC, the Greek authorities 
received on 27 March 1996 an application from Rhöne-Poulenc Agrochimie S.A.(now known as 
A VENTIS CropScience ), hereafter referred to as the applicant, for the inclusion of the active 
substance RPA 090946 (cyclanilide) in Annex I to the Directive. Greek authorities indicated to 
the Commission on 30 May 1996 the results of a first examination of the completeness of the 
dossier, with regard to the data and information requirements provided for in Annex II and, for 
at least one plant protection product containing the active substance concemed, in Annex III to 
the Directive. Subsequently, and in accordance with the requirements of Article 6(2), a dossier 
on cyclanilide was distributed to the Member States and the Commission. 

The Commission referred the dossier to the Standing Committee on Plant Health in the meeting 
of the working group 'legislation' thereof on 14 June 1996, during which the Member States 
confirmed the receipt of the dossier. 

In accordance with the provisions of Article 6(3), which requires the confirmation at 
Community Ievel that the dossier is to be considered as satisfying, in principle, the data and 
information requirements provided for in Annex II and, for at least one plant protection product 
containing the active substance concemed, in Annex ill to the Directive andin accordance with 
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the procedure laid down in Article 20 of the Directi ve, the Cornmission confirmed in its 
Decision 97/1371 of 3 February 1997 that these requirements were satisfied. 

Within the fra.'T!ework of that decision and with a view to the further organisation of the works 
related to the detailed examination of the dossier provided for in Article 6(2) and (4) of Directive 
911414/EEC, it was agreed between the Member States and the Cornmission that Greece would, 
as rapporteur Member State, ca.tTy out the detailed examination of the dossier and report the 
conclusions of its exarnination accompanied by a11y recommendations on the inclusion or non
inclusion and any conditions relating thereto, to the Commission as soon as possible and at the 
latest within a period of one year. 

Greece submitted to the Com1nission on 11 February 1998 the report of its detailed scientific 
examination, hereafter referred to as the draft assessment report, including, as required, a 
recommendation concerning the possible inclusion of cyclanilide in Annex I to the Directive. 

On receipt of the draft assessment report, the Corninission forwarded it for consultation to all the 
Member States on 23 June 1998 as weil as to the applicant on 30 June 1998. 

The Cornmission organised further an intensive consultation of specialised scientific experts 
from a representative number of Member States, to review the draft assessment report and the 
cornments received thereon (peer review), in particular on each of the foliowing disciplines : 

identity and physical/chemical properlies ; 
fate and behaviour in the environment : 
ecotoxicology ; 
mammalian toxicology ; 
residues and analytical methods ; 
regulatory questions. 

The meetings for this consultation were organised on behalf of the Commission by the Pestleide 
Safety Directorate (PSD) in York, United Kingdom, from September 1998 to January 1999. 

The report of the peer review (i.e. full report) was circulated, for further consultation, to Member 
States and the sole applicant on 18 May 1999. 

The dossier, draft assessment report and the peer review report (i.e. full report) including in 
particular an outline resume of the remaining technical questions, were referred to the Standing 
_Committee on Plant Health, and specialised working groups of this Cornmittee, for final 
examination, with participation of experts from the 15 Member States. This final exarnination 
took place from September 1999 to June 2001, and was finalised in the meeting of the Standing 
Cornmittee on 29 June 2001. 

The present review report contains the conclusions of this final examination; given the 
importance of the draft assessment report, the peer review report (i.e. full report) and the 
comments and clarifications submitted after the peer review as basic Information for the final 
examination process, these documents are considered respectively as background documents A, 
B and C to this review report and are part of it. 

1 0J No L52, 22.02.1997, p.20. 
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These documents were also Submitted to the Scientific Committee for Plants for separate 
consultation. With regard to certain effects of cyclanilide on the thymus and spieen of mice, the 
SCP did not consider these effects to indicate a specific immunotoxicity of the substance. These 
effects were considered to represent an unspecific response to stress following exposure to vety 
high Ievels of the active substance. Also the results of the developmental toxicity study in rabbits 
were not regarded as indicaiive of reproducti ve toxicity potential of cyc!anilide to humans. The 
reported findings were only observed in the top-dose animals showing salient signs of systemic 
toxic effects and no similar effects on reproduction were seen in other studies for reproductive 
toxicity. The report of this Committee was formally adopted on 30 November 20002

. 

2. Purposes of this review report 

This review report, including the background documents and appendices thereto, have been 
developed and tinalised in support of the Directive 2001187/EC concerning the inclusion of 
cyclanilide in Annex I to Directive 911414/EEC, and to assist the Member States in decisions on 
individual plant protection products containing cyclanilide they have to take in accordance with 
the provisions ofthat Directive, andin particular the provisions of article 4(1) and the uniform 
principles laid down in Annex VI. 

This review report provides also for the evaluaiion required under Section A.2.(b) of the above 
mentioned uniform principles, as weil as under several specific sections of part B of these 
principles. In these sections it is provided that Member States. in evaluating applications and 
granting authorisations, shall take into account the information conceming the active substance 
in Annex IT of the directive. submitted for the purpose of inclusion of the active substance in 
Annex I, as weil as the result of the evaluation of those data. 

In parallel with the provisions of Article 7(6) of Regulation 3600/92 for existing active 
substances, the Commission and the Member States will keep available or make available this 
review report for consultation by any interested parties or will make it available to them on their 
specific request. Moreover the Commission will send a copy of this review report (not including 
the background documents) to the applicant. 

The information in this review report is, at least partly, based on Information, which is 
confidential andlor protected under the provisions of Directive 91/414/EEC. It is therefore 
recommended that this review report would not be accepted to support any registration outside 
the context of Directive 9114141EEC, e.g. in third countries, for which the applicant has not 
demonstmted possession of regulatoty access to the information on which this review report is 
based. 
3. Overall conclusion in the context of Directive 911414/EEC 

The overall conclusion from the evaluation is that it may be expecled that plant protection 
products containing cyclanilide will fulfil the safety requirements Jaid down in Article 5(1)(a) 
and (b) of Directive 911414/EEC. This conclusion is however subject to compliance with the 
particular requirements in sections 4, 5, 6 and 7 of this report, as weil as to the implementation 
of the provisions of Article 4( 1) and the uniform principles laid down in Annex VI of Directive 
911414/EEC. for each cyclanilide containing plant protection product for which Member States 
will grant or review the authorisation. 

2 Opinion of the Sdentific Committee on Pla.nts regarding the tnclusion of cyclaniiide in Annex I to Council 
Directive 9!14!4/EEC conceming the placing of plant protcction products on the market. (Opinion adopted by 
the Sdentific Committee on Piants on 30 November 2000) 
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Furthennore, these conclusions were reached within the framework of the following use. which 
was proposed and supported by the notifier: 

- plant growth regulator for use in cotton 

Extension of the use pattem beyond that described above will require an eva!uation at Member 
State Ievel in order to establish whether the proposed extensions of use can satisfy the 
requirements of Article 4(1) and of the unifonn principles laid down in Annex VI of Directive 
91/414/EEC 

4. Specific condusions whicb are bigbligbted in tbis evaluation 

4.1 Residues of cyclanilide in foodstuffs 

The review has established that the residues arising from the proposed uses, consequent on 
application consistent with good plant protection practice, have no hannful effects on human or 
animal health. The Theoretical Maximum Daily Intake (T:tviDI) for a 60 kg adult is 2.7% of the 
Acceptabie Daily Intake (ADI) of 0.0075 mg!kg b.w./day, based on the FAOf\.VHO European 
Diet (August 1994). This low intake value reflects the current limited use pattern for this active 
substance. The highest National CUK) estimates of short tenn intake (NESTI) for toddlers is 
0.0006 mglkg b.w./ day, which corresponds to 4% of the Acute Reference Dose (aRID) of 0.015 
mg/kg b.w./day. 

4.2 Exposure of operators, workers and bystanders 

The review has identified acceptable exposure seenarios for operators, workers and bystanders, 
which require. however, confinnation for each plant protection product in accordance with the 
relevant sections of the above mentioned unifonn principles. 

4.3 Ecotoxicology 

The review bas concluded that the proposed use has no unacceptable effects on the environment, 
as provided for in Article 4 (1) (b) (iv) and (v) ofDirective 911414/EEC. 

5. Identity and Pbysicallchemical properfies 

The identity and the main physical/chemical properties of cyclanilide are given in Appendix L 

The active substance shall have a minimum purity of 960 glkg technical product. 

The review has established that for the active substance notified by the applicant Rhöne-Poulenc 
Agrochimie S.A. (now known as Aventis CropScience), the manufacturing impurity 2,4 
dicloroaniline (2,4 DCA) is of toxicologica! concern and the maximum content in the active 
substance as manufactured should be not higher than l g!kg. 



6. Endpoints and related information 

In order to facilitate Member States, in granring or reviewing aut:horisations, to apply adequately 
the provisions of Artic!e 4(1) ofDirective 911414/EEC and the uniform pnnciples lmd down in 
lumex VI of that Dm:ctive. the most important endpoints as identified during the evaluation 
process are listed in Appendix TI. 

7. Particular conditions to be taken into account on short term basis by Member 
States in relation to the granting of authorisations of plant protection products containing 
cyclanilide 

On the basis of the proposed and supported use, no particular issues have been identified which 
would require short term attention from t:he Member States. in the framewerk of any 
authorisations tobe granted, varied or withdrawn, as appropriate. 

8. List of studies to be generated 

No further studies were identitied which were considered at this stage, and under the current 
inclusion conditions necessary in relation to the inclusion of cyclanilide in Annex I. 

9. Information on sturlies with claimed data protection 

For Information of any interested parties, Appendix lli gives Information about the studies for 
which the applicant has claimed data protection and which are not present in the original dossier 
neither mentioned in the monograph. This Information is only given to facilitate the operation of 
the provisions of Article l3 of Directive 91/414/EEC in the Member States. Jt is based on the 
best information available to the Commission services at the time this review report was 
prepared: but it does not prejudice any rights or obligations of Member States or operators with 
regard to its uses in the implementation of the provisions of Article 13 of the Directive 
91/414/EEC neither does it commit the Commission. 

10. Updating of this re~iew report 

The technical information in this report may require periodic updating to take account of 
technical and scientific developments as weil as of the results of the examination of any 
information referred to the Commission in the frmnework of Articles 7, 10 or 11 of Directive 
91/414tEEC. Such adaptations will be examined and finalised in the Stauding Committee on 
Plant Health, in connection wit:h any amendment of the inclusion conditions for cyclanilide in 
Annex I of the Directive. 
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Apyendix l 
ldentity. phys;cal and chemJcr:l pr(>pcrties 

22: May 2001 

ldentity, physical and chemical properties 

Common name (ISO) 

Chemical name (IUPAC) 

Chemical name (CA) 

CIPACNo 

CASNo 

EECNo 

IFAO SPECIFICATION 

!Minimum purity 

iidentitv of relevant im urities of . p 
toxicological significance in the active 
substance as manufactured (gfkg) 

Molecular formula 

Molecular mass 

Structural formula 

CYCLANILIDE 

lCyclanilide 

!Not available 

1-(2,4-dichlorophen y laminocarbony 1 )-cyclopropane 
.t: 'd 'J'" ac1 

iS86 
I 

113136-77-9 

Not yet assigned 

Not yet assigned 

!960 gfkg 

I2A-dichloroaniline. max I /k g g 

1274.1 

Cl )Z 
C' 0·· NH-c_: y-OH 

~- llli 
0 0 
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-
!Melting point 195 °C (purity 99.2 %). 196 "C (purity 99.0 %) 

!Boiling point Not relevant 

IAppearance jPure active substance: no data 

!Technical acti ve substance (purity 99 %): \vhite powdery 
Isolid with no characteristic odour 

Relative density 11 _. .. , ;ml · ~o "C · 99 ~ n • 
1 

• ~~ g;, at- (punty .~ -;o) 

l 1.469 g/ml at 20 °C (purity 99.0%) 

,Va our ressure !0.84 ·10 5 Pa at 50 °C uri 99.0 %) (p ty 

r-------------------------------+IE_s_tr_·m_a_t_eo_'7~ __ L_3_3~·1_o·':aat25°C 
p p 

jHenry's law constant < 7.41 ·10·· Pa·m'·mor at 20 "C 

I l(lt was calculated using the vapour pressure value of < 1()'
5 Pa 

!and the 0.037 g/1 water solubility va1ue) 
~-- ·~~· 

Solubility in water !At 20 oe, purity 99.2 %: 

jpH 5.2 (distilled water): 0.037 g/1 

jpH 7: 0.048 g/1 

lpH 9: 0.048 g/l .... 

1

solubility in organic solvents !At20 4C: 

lhexane: < 0.001 g!l 
I 
I ltoluene: 0.6 g/1 

jdichloromethane: 1. 7 g/1 

imethanol: 59.1 g/1 

!octano!-1: 67.2 g/1 

lpropanol-2: 68.2 g/1 

lacetone: 52.9 gil 

I 
ethyl acetate: 3 !.8 g/1 

acetonitrile: 5.0 gll 
-~ .. 

' Partition co-efficient (log P0 w) Distilled water (pH not stated): log Pow= 3.25 at 21 "C (purity 
99.4%) 

··-· 
Hydrolytic stability (DT50) jpH 5, 7 and 9: Not hydrolysed at 25 "C 

Dissociation constant fpKa: 3.5 

Quantum yield of direct photo· I Quantum yield at 305 nm: 4.26xl0'3 

transformation in waterate >290 nm 

Flammability Not highly flammable 
~~~-

Explosive properlies Non-explosive 

UVNIS absorption (max.) Am": 211.0 nm, 256.0 nm 

e (M·'·cm·'): E2ll= 29840, 

!At 290 nm. E=l215 !vr' ·cm·' 



CYCLANlLfDE 

IPhotostability (DT so) 

I 
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ldentit;. physi-::al and chemlcal prcp;:nies 
2.: May 200: 

lamp equivalenr to 49.9 summer! 
i 

lpH 5: 997 h und er xenon 
ldays in Florida 

ipH 7: 1173 h under xenon lamp equivalent to 55.1 summerf 
[ctays in Florida I 
lpH 9: 995 h under xenon lamp equivalent to 53.7 sunnnerj 
:ctays in Florida I 
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APPENDIX II 

E~l) POINTSAND RELATED INFOR\tiA TION 

CYCLAl'JlLIDE 

1 Toxicology and metabolism 

Absorption, distribution, excretion and metabolisrn in rnamrnals 

Rate and extent of absorption: 

Distribution: 

Potential for accumulation: 

Rate and extem of excretion: 

Toxicologically significant compounds: 

Metabolism in animals: 

Acute toxicity 
Rat LD50 oral: 

Rat LD50 dermal: 

Rat LC50 inhalation: 

Skin irritation: 

Eye irritation: 

Skin sensitization (test method used and 
result) 

Short term toxicity 
Target I critical effect: 

Lowest relevant oral NOAEL/NOEL 

Lowest relevant dermal NOAEL 

Lowest relevant inhalation NOAELINOEL 

Rapid. Tmax approximately 1 h. mlnimum 62 % absorbed 
at low dose. 

Highest concentration skin and fur. Jower in Ii ver and 
kidney after 7 days. 

Low potential for body accumulation. 

Higher than 90% elimlnation at 48 hrs mainly via urine at 
low dose. 

Parent compound. 2.4-DCA. 
0 i Less exknsrve metabohsm m farm ammals 

Approximately 90 ';0 metabolised mainly to methyl ester 
and amlno acid conjugates (at least 32 fractions). 

208 mg/kg bw 

> 2000 mglkg bw 

> 5.15 mg/1, nose only exposure 

Non-irritant 

Non-irritant 

1 

Not sensitising (M&K maximisation test, result: negative) 

l 1ver an d ovanes 

4.2 mglkg b.w./day (160 ppm}, I year dog study 

1000 mg/kg bw/d 

No data required 

' 
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Genotoxicity 
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APPENDIX I! 

END POINTSAND RELATED INFORMATION 
i .Toxicology and metaOOCsm 

9 March 2000 

Evidence of clastogenic potential in virro. 
No evidence of genotoxicity in the micronucleus test. 
No evidence of UDS induction in vivo. 

Long term toxicity and carcinogenicity 
.-~----------------------------, 

Target I critical effect: 

Lowest relevant NOAEL: 

Carcinogenicity: 

Reproductive toxicity 
Target I critical effect- Reproduction: 

Lowest relevant reproductive 
NOAEL!NOEL: 

Developmental target I critical effect: 

Lowest relevant developmental NOAEL: 

Delayed neurotoxicity 

Other toxicological studies 

Medical data 

Summary 
ADI: 

AOEL systemic 

AOEL Inhalation 

AOELdermal 

ARID (acute reference dose): 

Dermal absorption 

Li ver 

5 mgfkg bw/d (150 ppm). 2 year rat study 

No carcinogenic potential 

Decreased pup weight and number of implantation sites at 
parental toxic doses. 

LOEL of 1.5 mg/kg bw/d (30 ppm) due to renal calculi at 
this dose in F I. 

Embryo-feto toxicity at matemally toxic doses. 

Below 3 mg/kg bw/d, rabbits. 

NOEL subchronic = 2.5 mg/kg bw/d (50 ppm) based on 
1 increased motor acti vity in the rat 

Acute neurotoxicity NOEL =50 mg/kg bw/d 

Currently limi!ed: new active substance. 
l\o detrimental effects in manufacturing or development 
personnet 

Value Studv Safetv factor 
" . 

r:-::: 
j2-generation rat 200 j 0.0075 mg/kg 

bw/day 1 reproductive study 

0.0045 mg!kg 17 . 1-·generatJon rat 1200 
bw/day ! reproduction study 

I (60% oral 
i absorbtion) 

not required ! 
not required i 

0.015 mg/kg 1 Rabbit 200 
bw/day developmental I 

I toxicity study 

110% default value used. 

l 

I 
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2 Fate and behaviour in the environment 

2.1 Fate and behaviour in soil 

Route of degradation 

Aerobic: 

Mineralization after 100 days: 

Non-extractable residues after 100 days: 

Relevant metabolites above 10 % of applied 
active substance: name and/or code 
% of applied rate (range and maximum) 

Supplemental studies 

Anaerobic: 

Soil photolysis: 

Remarks: 

Rate of degradation 

Laboratory studies 
Method of calculation 

DT50lab (20 "C, aerobic): 

DT50lab (25°C, aerobic) 

2,4-dichloroaniline (2,4-DCA) 

DT90lab (20 oc, aerobic): 

DT50lab (10 "C, aerobic): 

DT 50lab (20 "C, anaerobic ): 

at day 120 4.3 % of CO, 

at day 180 24.5% of CO, 

at day 120 30 % of bound residues 

2.4-Dichloroani1ine (2,4-DCA): 1.5- 16% of applied 
radioactivity (A.R.) 
maximum of 2.4-DCA at day 30: 16% of A.R. 

Practically cyclanilide is not degradable. 

I DTso at 25.4 "C : 151 days 

None 

a: non-linear analysis (Gustafson and Holden, 1990) 

b : first order kinetics 

20"C, aerobic: 15-49 days (b, n=3, R2=0.99) 

mean: 29 d. 

25±1 °C, aerobic: 16- 62 days (a, n=2, R2=0.76- 0.90) 
mean: 39 d. 

DT50lab, 25"C, aerobic: 65.6- 78.5ßays (b, n=2, R2= 
0.983-0.996) 

mean: 72 d. 

50- 162 days (b, n=3, R2=0.99) mean: 96 d. 

not required 

? 15 months (b, n=1) 
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Field studies (country or regiou) 

DT sor frorn soil dissipation studies: 

DT90r from soi! dissipation studies: 

Soil accumulation studies: 

Soil residue studies: 

Remarks: 

e.g. effect of soil pH on degradationrate 

Adsorption/desorption 
Kr! 

pH dependence: 

Mobility 
Laboratory studies: 

Column leaching: 

Aged residue leaching: 

Field studies: 

Lysimeter/Field leaching studies: 

Remarks: 

APPENDIX!! 
END POINTSAND RELATED INFORMATION 

2. Fate and behaviour tn the errvironrnent 
22 May 2001 

! II - 45 d ( S.France and Spain, b. n=2. 
[ R2=0.76-0.85i mean · 28 d. 

134- 114 d (Mississippi. N.Carolina. Califonüa. 
! Texas. b. n"'4. R2=0.66-0.93) mean: 65 d. 

37 ·!51 d (S.France and Spain. b. n=2, 
R2=0.76-0.85) mean: 94 d. 

No data are required. 

not required 

iNone 

Koc: cyclanilide 

304 194 565 367 300 
SL LS SiL C pond sediment 

513 883 

Koc: 2.4-DCA) 

349 492 681 
SL LS SiL C pond sediment 

1.05 3,83 for cyclanilide and 1.28- 21.8 for 2.4-DCA 

Yes (Koc value decreases when pH increases) 



2.2 Fate and behavionr in water 

Abiotic degradation 
Hydrolytic degradation: 

Relevant metabolites 

Photolytic degradation: 

Relevant metabolites 

Biological degradation 
Readily biodegradable: 

Waterlsedimem study: 

DT50 water: 

DToc water: 

DT" whole system: 

DT 9o whole system: 

Distribution in water I sediment systems 
(active substance) 

Distribution in water I sediment systems 
(2.4-dichlorganilins;) 

Mineralization 

Non-extractable residues 

Accumulation in water andlor sediment: 

Degradation in the saturated zone 
Remarks: 

- 8-

No degradation for the pH values 5. 7 and 9 tested. 

no metabolite found above 10% of A.R. 

I DT50 (summer days in Florida): 

49.9 days 55.1 days 53.7 days 

pH 5 pH7 pH9 

I no metabolite found above !0% of A.R. 

No data are required. 

Ri ver (Mumpf) 

18 days 

201 days 

63 days 

208 days 

Pond (Anwil) 

17 days 

157 days 

56 days 

185 days 

DT 50 sediment(2.4-dichloroaniline) 
78 days 45 days 

water phase: 41 -45% at day 28 

14- 18% at day !05 

sediment 29- 37% at day 28 

13- 15% at day 105 

I water phase :max. of 0.5% at one time point 

sediment: 12- 15% ar day 56 and 10- 11% at 
day 105 

5 - 7% C02 at day 105 

sediment : 27 - 31% at day I 05 

not required 

I ~o data are required. 

None 
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2.3 Fate and behaviour in air 

Volatility 
Vapour pressure: 

Henry's law constant: 

Photolytic degradation 
Direct photolysis in air: 

Photochemical oxidative degradation in air 

DTso: 

Volatilisation 

Quantum yield of direct phototransformatioo 

Remarks: 

-9 -
APPEND!Xll 

END POiNTS AND REL"-TED INFORMATION 
;2, Fate and behav;our in the envlronment 

22 May 2001 

0.84 · 10·' Pa at 50 °C (purity 99.0%) 

Estimated <1.33· 10·5 Pa at 25 °C 

< 7.41 ·10·5 Pa·m3·mor' at 20 °C 

(lt was calculated using the vapour pressure value of 
< 10 5 Pa and rhe 0.037 g/1 water solubility value.) 

Not required. 

DT50 : 8 daylight hours (Atkinson method) 

From plant surfaces: not volatilized in 24-hour period. 

From soil: not volatilized from soil 

not required 



3 Ecotoxicology 

Terrestrial Vertebrates 

Acute toxicity to mammals: 

Acute toxicity to birds: 

Dietary toxicity to birds: 

Reproductive toxicity to birds: 

Short renn oral toxicity to mammals: 

Aquatic Organisrns 

Acute toxicity fish: 

Lang tenn toxidty fish 

Bioaccumulation fish: 

Acute toxicity invertebrate: 

Chronic toxicity in vertebrale: 

Acute toxicity algae: 

Chronic toxicity sediment dwelling organism: 

Taxicity a\Ulatic plants: 

Honeybees 

Acute oral toxicity: 

Acute contact toxicity: 

- 10-

I > 5000 mg aslkg bw 

I > 216 mg aslk" bw 
: ~- "' 
j > 1240 mg as/kg 

Not required due to minimal risk 

160 ppm, I year dog study 

LCso = 11 mg as/1 ( 0. mykiss. short tenn) I 
NOEC = 2.6 mg as/1 (P. promelas) 

Distilled water (pH not stated): log Pow= 3.25 at 
21 oC (purity 99.4%}- BCF: 0.36, no 
bioaccumulation is anticipated. 

EC50= 13 mg as/1 (D. magna. short term) 

NOEC = 12.6 mg as/l (D. magna) 

I EC50( cell density )= l.7 mg as/1 
( S. capricornutum, short term) 

NOEC = >0.5 mg 2.4-Dichloroaniline/1 

I (C riparius, lang term) 

~_sr,:-> 0.22 rngll ~ !::!Q!;;!:,;- 0.22 mg/! 
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Other arthropod species 

Orius insidiosus 

T pyri 

Pardosa sp. 

A, rhopalosiphi 

A. rhopalosiphi 

Earthwonns 

Acute toxicity: 

Reproductive toxicity: 

Soil micro-organisms 

)litrogen mineralization: 

Carbon mineralization: 

- ll -
APPENDIX II 

END POINTSAND RELATED INFORMATION 
-3. Ecctoxico!ogy 

21 May 2001 

Survival and reproduction of nymphs and adults 
(stage: nymphs; EXP 31039C: 4.05 kg a&/ha-
fonnulation contains 480 g/l ethephon and 60 g/1 
cyclanilide ): 

1.9% overall survival & reproduction; 
!7% nymphal mortality; 
22% mortality of nymphs and adults 

Mortality of protonymphs (stage: 14 d old; EXP 
31039C: 4.05 kg aslha- fonnulation contains 480 gll 
ethephon and 60 g/1 cyclanilide ): 

I 
jlOO% 

j Mortality behaviour and feeding rate 
1 (stage: 14 d old; EXP 31039C: 4.05 kg a&lha-

formu1ation contains 480 g/1 ethephon and 60 g/l 
cyclanilide ): 

No effect 

Mortality (stage:parastitisation; 

EXP 31039C:4.05 kg a;;lha- fonnulation contains 
480 g/1 ethephon and 60 g/l cyclanilide ): 100% 

Extended Labaratory Test: 
Mortality, behaviour & parasitization rate 
(stage:adult parasitisation: 3 1 EXP 31 039C /ha-
fonnulation contains 480 g/1 ethephon and 60 g/1 
cyclanilide ): 

Beneficial capacity: 7.1% effect 

469 mg as/kg d. wt. soil 

> 1000 mg /kg d. wt. soil (fonnulation) 

Not available 

By 28 days of exposure the effect on all processes was 
less than 15% at either application rate. 

i
l By 28 days of exposure the effect on a!l processes was 

less than 15% at either application rate. 

I 
l 
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Appendix III 

CYCLA.~TI.IDE 

List of studies which were subrnitted dming the evaluation process and were not 
cited in the draft assessment report: 

B.l Identity 

Annex Author(s) Year Title Date of 
point/ Source (where different from company) submission 
reference Company, Rcpm1 No. 
number GLP or GEP status (where relevant) 

i Published or not 

IIA. 1.9, Cousin, J: 1996 Technical Cyclanilide Analysis and 1998 
1.10, Lll certification of product ' 

ingredients 
Rhöne-Poulenc Agro 
Reportifile N°: 
R&D/CRLD/AN/9615841 
GLP or GEP: yes 
Published: no 

B.2 Physical and chemical properties 

Annex ' j Author(s) Year Title Date of 
point/ Source (where different from company) submission 
reference Company, Report No. 
number GLP or GEP status (where relevant) 

Published or not 

IIIA, 2.7 Bertrand, A. 1998 FINISHlEXP31039C, Determination of 1998 
the freezing point 
Rhöne-Poulenc Agro 
GLP or GEP: no 
Pubiished:no 

lilA, 2.7 Uceda, L. 1997 EXP31039C, Stability after 2 years 1998 
Le Gren, L Storage at ambient temperature 

Rhöne-Poulenc Agro 
Report/file N°: 
R&D/CRLD/AN/9715584 
GLP or GEP: yes 
Published:no 
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Annex Author(s) Year 
point! 
reference 
nurober 

IIIA, 2 5. Uceda, L 1997 
2.6 Le Gren, L 

13-

Title 

APPENDIX !II 
LIST OF STUDIES 

22 May2001 

I Date of 
Source {where different from company) 1 submission 
Company, Report No, 
GLP or GEP status ( where relevant) 
Published or not 

EXP3l039C, Determination of 
physico-chemical characteristics 
Rhone-Poulenc Agro 
Report!file N°: 
R&D/CRLDi AN/9716693 

, , 
' ' GLP or GEP. ye, 

Published: no 

! 1998 
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B.3 Data on application and further information 

Annex Author(s) !Year 
poinU I reference 
number 

IIA 3.5.1 M. K. Pedersen. 1995 
J, D. Burton & 
H. D. Coble 

IlA 3.5.1 M. K. Pedersen, 1996 
J. D. Burton. J. 
Collins & H. D. 
Coble 

IIA 3.5.1 , M. K. Pedersen, 
I J.R. Collins. J. D. 
iBurton, H. D. 
j Coble & D. Fritz 

Title 
Source (where different from company) 
Company, Report No. 
GLP or GEP status (where relevant) 
Published or not 

Effect of RP A90946 on auxin Iransport 
Proceedings of the 22nd Annual 
Meeting 
Plant Growth Regulation Society of 
America 
Hyatt Regency, Nieoller Mall 
Minneapolis, Minnesota 

Jul y 18-20, 1995 

GLP or GEP: no 
Published· yes 
Activity of Cyclanilide as an Ethephon 
synergist 
Proceedings of the 23rd Annual 
Meeting 
Plant Growth Regulation Society of 
America 
Uni versity of Calgary 
Calgary, Albena, Canada 
July 14-18, 1996 

GLP or GEP: no 
Published: yes 
Efficacy of Finish and its mechanism 
of action 

GLP or GEP: no 
Published: no 

B.4 Proposals for classification and Iabelling 

Annex Author(s) IYear Title 
pointl Source (where different from company) 
reference Company, Report No. 
nurober GLP or GEP status (where relevant) 

Published or not 

• No studies have been submitted. 

Date of 
submission 

1998 

.. 
1998 

··-
1998 

Date of 
submission 
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B.5 Methods of analysis 

Annex Author(s) l Year 
point/ 

I 

reference 
number 

IIA,4.L2 Cousin, J. A. 1998 

IJA, 4.2.1 Class, T. 1999 

I 
I 

' I 
!IIA, 4.2.1 1 Cain, P. 1998 

I 
I 

IIA, 4.2.3 Hausmann, S. 1999 

I 

IIA, 4.2.1 Shaffer, S .R. 1995 

~ 15 -

Title 
SoUTee (where different from company) 
Company, Report No. 
GLP or GEP status (where relevant) 
Published or not 

Validation data for the HPLC 
determination of RPA 116741, 
Assessment 
GLP or GEP: no 
Published: no 
Determination of cyclanilide in cotton 
seed: Assessment (and consecutive 
validation) of Multi-Residue 
Enforcement Method(s) 
Rhone-Poulenc Agro Study 99-56 
PTRL Europe Report No B 331 G 
GLP or GEP: yes 
Published:no 
Cyclanilide, specificity of analytical 
methods for residues, 
Position paper 
GLP or GEP: no 
Published:no 
Validation of the analytical method AR 
113-95 for the determination of 
cyclanilide and its metabolite 2,4-
dichloroaniline in surface water. 
Rhone Poulenc Agro Study No. 99-55 
PTRL Europe Report No. B 329 G 
GLP or GEP: yes 
Published:no 
Validation of methods for the analysis 
of cyclanilide 
(RPA090946) in Bovine Milk, Muscle, 
Kidney, Liverand Fat. 
Rhöne-Poulenc Agro 
Horizon Labaratory Reportlfile N°: H 
#10123/ 
EC-95-294 
GLP or GEP: yes 
Publlshed: no 

APPENDIXIII 
LIST OF STUDIES 

22 May 2001 

I Date of 
submission 

1998 I 
I 

I 
,1999 
i 

!999 

1999 

1999 
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Annex Author(s) Year Title I Date of 
' pointJ Source (where different from company) submission 

reference Company. Report No. 
number GLP or GEP status (where relevant) 

Pubiished or not 

IIA, 4.2.1 Williams. M. 1994 Validation of methods for the analysis 1999 
of RPA090946 in 
Cottonseed and cottonseed processed 
fractions 
Rhöne·Poulenc Agro 
Horizon Labaratory Reportifile Ne: H 

:#10079/ 
IEC-94-272 
i GLP or GEP: ves 
i • I 

···-·· I J>.tl!Jlished: no i 

IIA, 4.2.1 Williams. M 1995 ! Supplemental report for: Validation of 1999 I 
I methods I 

i i for the analysis of RPA090946 in I I Cottonseed I 

j and cottonseed processed fractions I 
I Rhöne-Poulenc Agro j 
Horizon Laboraiory Report/file N°: H I 

I 
#10079/ ! EC-94-272 

i 

I 
GLP or GEP: yes 

Published:no 
IIA, 4.2.1 Williams. M 1995 Validation of mefhods for the analysis 1999 

of RP A090946 in Cottonseed and 
cottonseed processed 
fractions, Supplemental report on i 
method specificity I 

' I 
Rhöne-Poulenc Agro I 

I 
Horizon Laboratory Reportifile N°: H I 

I 
' 

#10079/ 
I ' EC-94-272 

I GLP or GEP: yes 
' Published: no 

i----«~«·•-'------+--~7""~~-----·--;---;-----::;c~---+- ·----1 
Le Gren, I 11998 Ethephon, Determination by GLC IIIA, 

5.1.1 analysis in formulation EXP31039C 
(SC) 
Rhöne-Poulenc Agro 
Report No: R&D/CRLD/ AN/9815534 
GLP or GEP: yes 

Published: no 

1999 
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B.6 Toxicology and rnetabolism 

Annex Author(s) Year 
pointl 
reference 
number 

IIA, 5.4.2 Harn, AL 11998 
i 
i 
I 

I I 

llA, 5.2.6 Manciaux, X. 1999 

i 
I 
I 

I 
B.7 Residue data 

Annex Author(s) Year 
point/ 
reference 
number 

No new sludies have been submitted. 
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APPENDIX !II 

LIST OF STUDIES 
:22 May 2001 

j Title I Date of 
1 Source (where different frorn company)! submission 
Company, Report No. 

I GLP or GEP status (where relevant) 
Published or not 

Cyclanilide. In Vivo!ln Vitra 1998 
Unscheduled DNA Synthesis in Rat 
Primary Hepatocyte Cultures at Two 
Timepoints 
Rhöne-Poulenc Agro I Covance Report N" 18871-0-494 

. GLP or GEP: yes 
I Pub lished: no 

Skin Sensitization Test in Guinea-Pigs 1999 
. 

(Maximization method of Magnusson, 
; 

B. and Kiigman, A.M.) 
Rhöne-Poulenc Agro 
Covance Report N. 18053 TSG 

GLP or GEP: ves 
J Published: no. 

Title Date of 
Source (where different from compan y) submission 
Company. Report No. 
GLP or GEP status (where releval'1t) 
Published or not 
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B.8 Environmental fate and behaviour 

Annex i Author(s) Year Title Date of 
; 

pointl l Source (where different from company) submission I 
reference I Company. Report No. 
number I GLP or GEP status ( where relevant) 

Pub!ished or not 

HA, 7.1.1 G. Reinken 2001 Kinetic modeling of the degradation in 2001 
soil using bi-phasic kinetics 
Generated by: A ventis 
I Submitted bv: A ventis 
IReportifile No: C011593 
iNoGLP 
I Not published 

lilA. G. Reinken 12001 ! Predicted Environmental Concentra- 2001 
9.1.3 1 I tions in soil and groundwater (PECsoil, 
lilA, i PECGW) for the metabolite 2,4-DCA 
9.2.1 using bi-phasic kinetics I 

I Generated by: A ventis 
I Submitted by: Aventis ' I Report/file No: C011776 

I 
No GLP 
N_<;J!_p_ll_~l!shed 
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B.9 Ecotoxicology 

Annex J Author(s) Year 
point/ l 
reference ' ' 
number i 

I 
·uA, 8.2.8 Hoberg,J.R 1995 

IIA, 8.2.7 Odin-Feurtet, M. 1998 

I 
' 1 
I 

I 
I C. Mead 1998 .nA, 8.7 

I 

IIA, 8.6 M. Berard 1999 

I 

I IIIA, Engelhard, E.K 1998 
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1 Title 
Source (where different from company) 
Company. Report No. 
GLP or GEP status (where relevant) 
Published or not 

RPA 090946, Taxicity to Duckweed, 
Lemna gibba, 
Rhöne-Poulenc Agro 
Springborn Report Ne 95-6-5922 

GLP or GEP: yes 
Published: no 
2,4-Dichloroaniline, Taxicity to the 
Sediment Dwel1ing Chironomid Larvae 
- 28 days ( Chironomus riparius) 
Rhöne-Poulenc Agro 
Report W SA 98210 
GLP or GEP: yes 
Published: no 
Cyclanilide assessment of the inhibitory 
effect on the respiration of acti vated 
sewage sludge. 
Rhöne-Poulenc Agro 
SPL 282/531 
GLP or GEP: yes 
Published: no 
Adjacent crops I results of screening 
data. 
Rhöne-Poulenc Agro 
06 November 1999 
GLP or GEP: no 
Published: no 
EXP31 039C : An extended Iabaratory 
test to evaluate effects on Aphidius 
rlwpalosiphi (Hymenoptera: 
Aphidiidae) 
Rhöne-Poulenc Agro 
Springborn Report W: 98-066-1013 
GLP or GEP: yes 
Published: no 

I 
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SCPH3/01 

SL1V1MARY REPORT 
OF THE MEETING OF THE ST ANDING COMMITTEE ON PLA:\1 HEAL TH 

HELD ON 29 J[J!'.'E 2001 IN STOCKHOLM 

President: G. Dei Bino 
All Member States were present. 

1 Exarnination and possible vote on a draft Commission Directive concerning the 
inclusion of Cyclanilide in Annex 1 to Council Directive 91/414/EEC (Sanco/1285/2000 
rev. 6: Review Report 7463/Vl/98 rev. 4). 

The Commission presented the Review Report on cyclanilide in document 7463/VI/98 rev. 
4. The Committee took note of the Review Report. 

The following dec!arations were made: 

Commission: At the adoption of the Uniform Principles by Council in 1997, the Council 
and Commission agreed to the following declaration: 

"The Council and the Commission note that application of this Directive is without 
prejudice to the legislation in force conceming the protection of workers. The Council and 
the Commission state tbat this principle will be unequivocally clarified in Directive 
91/414/EEC on the occasion of the first amendment ofthat Directive. The Commission 
intends to submit a proposal for such amendment wirhin one year from the date of 
notification of this Directive." 

The Com1nission can for its part confirm its agreement with this declaration (subject to 
adequate adaptation of the dead!ine in the declaration). 

The Commission presented the draft Diretive. 

Vote : unanimous favourable opinion 

The substance is a new active substance used as plant growth regulator. 

The measures on which the Comm:ittee has given its opinion are subject to the appropriate 
procedures for formal adoption by the Commission. 

A CHECCHl LANG 
Director 
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1. TITLE 

OPINIO:'>J OF THE SCIENTIFIC COMMITTEE ON PLAl'ITS ON THE 
EVALUATION OF CYCLANILIDE IN THE CONTEXT OF COUNCIL 
DIRECTIVE 91!414/EEC CONCERNING THE PLACING OF PLANT 
PROTECTION PRODl:CTS ON THE MA..RKET 
(Opinion adoptcd by the Scientific Comrnittee on Plants on 30 November 2000) 

2. TERMS OF REFERENCE 

The Sciemific Cornmittee on Plants (SCP) is requested to respond to the following 
questions in the context of the Commission's work on the implementation of Council 
Directive 9!1414/EEC conceming the placing of plant protection products on the rnarket. 

I) Does the SCP consider the effects on the mouseimmune systemtobe of any 
re!evance for man? 

2) Does the SCP consider the teratological effects observed in the rabbit srudy tobe of 
any relevance to man? 

In addition, in the course of the evaluation of thc documentation submitted to it. the 
Committee raised a specific environmental issue relating to the setting of the half-life for 
the soil metabolite 2,4-DCA. 

3) The opinion ofihe Committee on this issue is expressed in Section 4.3. 

3. BACKGROt:ND 

The draft Commissinn Directive for inclusion of cyclanilide in An11ex I to Directive 
911414/EEC conceming the placing of plant protection products on the market was 
submitted to the Committee for opinion. Tne Committee had been supplied with 
documentation comprising a draft evaluation report (monograph) prepared by the 
Rapporteur Mernber State (Greece) on the hasis of a dossier prepared by the notifier 
(Rhöne-Poulenc Agrochimie now Aventis CropScience), a review report prepared by the 
Commissinn and the Recommendations of the ECCO 1 Peer Review Programme. 

Cyclanilide (RPA-90946) is a new active substance, intended for use in cotton field in 
combination with the plant growth regulator ethephon. Tbe mixture of the t:wo substances 
promotes boll opening, leaf abscission and inhibits growth following defoliation. Tbe 
intended rate of use of cyclanilide ranges from 0.12 to 0.18kg a.s.lha. 

1 European Comrnunlty Co-ordination. 
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4. OPINION 

4.1 Question l: 

"Does the SCP consider the effects on the mouse immune system to be of any 
relevance for man?" 

Opinion of the Committee: 

The SCP does not consider the effects of cyclanilide on the thymus and spieen of mice 
relevant for the assessment of the risk in humans. Thymus involution and spieen 
depletion/atrophy were detected in mouse only at very high doses causing severe 
systemic effects and lethality. Thus, there is no sufficient evidence to conclude that the 
detected effects are related to a specific immunotoxic activity of cyclanilide. These 
effects should be considered to represent an unspecific response to stress following 
exposure to very high Ievels of the active substance. Further argument for the absence 
of specific immunotoxicity by cyclanilide is provided by the Iack of any evidence of 
immunotoxicity in other short- and long-term toxicity studies. 

Scientific background on which the opinion is based: 

4.1.1 Toxicity profile 

Cyclanilide is moderately toxic to rats, minimally irritant to the skin, and irritant to the eye. 
The toxicity profile from short-term and long-term studies in different species is 
characterised by macroscopic and microscopic pathology in liver, kidney, thymus, spieen, 
and mesenteric lymph nodes. Effects on reproduction are discussed in section 4.2. 
Behavioural neurotoxicity was reported in subchronic studies, with no evidence of 

' , 4 neuropathological changes. An ADI" of 0.0075 mg/kg bw' was based on the NOAEL of 
1.5 mg/kg bw in the reproductive study in rats, and a safety factor of 200. 

The concems raised on the potential imrnunotoxicity of cyclanilide were based on the 
findings observed in the 90-day mause study and also on studies in other species (1-year 
dog study and 2-year rat study). 

4.1.2 Thymus involution and mortality in the 90-day mause study 

Groups of 10 mice/sex/dose were administered 0, 40, 200, 2000, and 4000 ppm of 
cyclanilide for 3 months. Mortality up to 50% occurred at the two highest doses (2000 and 
4000 ppm), main1y during the first month. At 4000 ppm, decreased body weight and food 
consumption were observed at the beginning of the study. Macroscopic post-martern 
examination did not reveal any specific cause of death. Toxic signs like lethargy, 
hypothermia, pallor andlor yellow staining of the anogenital area were observed in several 
animals prior to death. 

Haematology and clinical chemistry findings were: decrease in platelet count at 2000 (not 
significant) and 4000 ppm (significant); significant elevation of serum AP activity at the 

2 Acceptable daily intake. 
3 Body weight. 
4 No observed adverse effect level. 
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two top doses; significant decrease in serum globulin and total protein Ievels in males at 
4000 ppm. No effects were observed on total and differential WBC5 counts. 

The main microscopic findings in the animals which died were liver, lung and thyroid 
congestion, and gastric changes. Moderate to severe thymus involution and slight to severc 
spieen depletioniatrophy were observed. Malignant Iymphoma of the lymphoreticular 
tissue was the cause of death in one female at 2000 ppm. There were no substance-related 
effects on other lymphoid organs. Mortality was attributed to acute stress. Animals 
surviving up to study termination did not show any aherations of thymus, spieen or other 
lymphoid organs. 

The NOAEL was established at 200 ppm, equivalent to 34 mg/kg bw for males (37 mg/kg 
bw for females ). 

The observed changes the thymns and spieen cannot be interpreted as primary 
"immunotoxic effects" because they were only observed in animals with severe or lethal 
systemic effects. 

The observed changes in the thymus and spieen of animals which died during the first 
weeks of high-dose treatment may be interpreted as a response to acute stress occurring at 
the beginning of the study, when significant decreases in food consumption and body 
weight were observed. The evidence that stress can influence immunity and onset of 
diseases has been reported by several authors'. 

A single occurrence of lymphoreticular tissue malignant Iymphoma cannot be related to the 
test substance administration. Even though its occurrence is not frequent in young animals. 
malignant ly111phoma is the most common haematopoietic tumour in the CD-I mice. 
Moreover, in the mice long-term study (18 months) neither an increase of lymphoreticu!ar 
tissue tumours nor treatment-related effects on the ly111phoid organs were seen. 

4.1.3 Evidence from other studies 

The short-tenn and long-tenn toxicity studies conducted with cyclanilide in different 
species were reviewed with the purpose of identifying possible effects on the immune 
system. 

Chronic active inflammation in the liver was reported in the 1-year dog study, only in the 
top dose group ( 640 ppm ), with central lobular hepatocellular degeneration and necrosis. 
This effect should be interpreted as a direct consequence of the extensive destruction of 
hepatic tissue, rather than as an immune effect. 

Lung purulent inflarnmationlabscesses and snb-acu!e and chronic inflammation and 
fibrosis of tbe visceral pleuraicapsule were reported in the 2-year rat study, at the end of 
study, but not at interim sacrifice. These findings were restricted to the high dose animals 
(I 000 ppm ). No effects on lymphoid organs were observed. This effect should be 
considered as a response to acute stress due to the high doses administered to aged rats. 

5 White blood cell. 
6 See ref. 2 Dean er aL 
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Markers ofpossible effects on the immune system (total and differential ieukoc:yte counts, 
serum globulinlevels, weight changes and histolo&'Y oflymphoid organs} were not affected 
in any of the short- and long-term studies. 

4.1.4 Conclusions 

Since thymus involution and spieen depletion!atrophy were detected in the mouse only at 
very high doses causing severe systemic effects and lethality, there is no sufficieot 
evidence to conclude that these effects are related to a specific immunotoxic activity of 
cyclanilide; these effects should be considered to represent an unspecific response to stress 
following exposure to high Ievels of cyclanilide. 

Furtherargument for the absence of specific irmnunotoxicity by cyclanilide is provided by 
the observation that no consistent evidence of immunotoxicity of cyclanilide was observed 
in any of the other short- and long.term toxicity studies. 

4.2 Question 2 

Does the SCP consider the teratological effects observed in tbe rabbit study to be of 
any relevance to human? 

Opinion ofthe Committee: 

The SCP does not consider the results of the rabbit study indicative of reproductive 
toxicity potential of cyclanilide to humans. The reported findings in the rabbit study 
are considered substance related, however they were only observed in the top..<Jose 
animals showing salient signs of systemic toxic effects. The types of effects on 
reproductiou were all seen also in control rabbits either in the present study or in 
control gronps from previous studies in the performing laboratory (historical 
controls). In addition no similar effects of cyclanilide on reproduction were seen in 
other sturlies for reproductive toxicity i.e. teratology study in rats or two generation 
reproductive toxicity study in rats. 

Scientific background on which the opinion is based: 

4.2.1 Toxicological evaluation 

No specific effects of cyclanilide on reproduction were seen in studies for reproductive 
toxicity in rats, i.e. teratology study and two generation reproductive toxicity study. 

The Rapporteur Member State has established an ADI of 0.0075 mg for the active 
subsrance using the NOAEL of 1.5 mg/kg bw/ day in the reproductive toxicity study in rats 
based upon renal lesions (microscopic mineralization foci in the renal papilla and 
microscopic calculi in the renal pelvis) observed in the F1 females and applying an 
uncertainty factor of 200 (the additional safety factor of 2 is applied as NOAEL is 
considered as a LOEL\ 

7 Lowest observable effect tevel. 

4 



4.2.2 The teratology study in rabbits8 

The teratology study in rabbits is a well reported study perfmmed in compliance with GLP. 
Cyclanilide was administered to pregnant rabbits (artificial insemination) during the period 
of major organogenesis, gestation day 6 through gestation day 18. The 20 females per 
group received 0 (controis), 3, 10 and 30 mg/kg bw/ day in 0.5 ml com oiL 

The animals dosed 30 mg/kg bw/day showed overt signs of toxicity including wobbly gait, 
partial bind limb paralysis, decreased activity and partial hair loss. ln addition body weight 
gain and food consumption were markedly reduced during the treatment period. 

Two fernales in the top dose group and one in the control group aborted on gestation days 
18, 20 and 28 respectively. No remarkable internal findings were observed at necropsy. A 
slight but not statistically significant increase was noted in the nurober of early resorptions 
at the 30 mg/kg bw/day Ievel when compared to the control group. This finding was due to 
a slightly lower than normal group vaiue in the controls and two females with total litter 
resorption. A correspondem slight increase in mean post implantation loss was recorded. 
Embryo-foetal death is known to be a consequence of salient toxicity in dam as observed 
in the present study9

• Death of an embryo or foetus is usually followed by resorption of the 
tissue or abonion in rabbits 10

• 

No statistically significant increase in tbe incidence of treatment-induced malformations 
nor foetal weight effects were noted. Some scattered foetal findings were observed, some 
of which only occurred in the dosed animals. The type of effects ( e.g. hean and!or great 
vessel ar10maly, right-sided retro-oesophageal aortic arch, extra site of ossification anterior 
to stemebra 1, 8'h sternal costal cartilage, 25 presacral vertebrae, 7th stemebrae, and reduced 
ossification ofthe skull) have however all been seen in control animals either in the present 
study or in control groups from previous sturlies in the performing Iabaratory (historical 
controis). The incidence of tbe individual findings was close to or within the range of tbe 
historical controls of this rabbit strain. It is a common observation that treatment at very 
high matemallv toxic dose Ievels can provoke small increase (2-3 fold) in the nurober of 
foetus with ab~onnalities 11

. 

4.2.3 Conclusion 

The SCP considers the findings in the study substance related and as such relevant for 
human risk assessment. However, the SCP does not consider the data indicative of a 
reproductive toxicity potential of cyclanilide to hurnans for the following reasons: 

Tbe effect of cyclanilide on reproduction is only observed in the top-dose animals 
showing salient signs of systemic toxicity. 

The types of effects on reproduction are all seen in control animals eilher in the present 
study or in control groups from previous studies in tbe performing laboratory (bistorical 
controls). 

'See Rodwell. D.E Teratology srudy in rabbits with RPA 090946. January 3, 199L 
• See Barlew and Sullivan. 1982, Khera, 1985 
" See Barlew and Sullivan I 982. 
" See Barlew and Sullivan 1982. 
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Tbe sligbt but not statistically significant increase in embryolethality noted in the high 
dose group, can be considered to bc a consequence of salient toxicity in dams, 

No similar effects of cyclanilide on reproduction were seen in other studies for 
reproductive toxicity i.e. teratology study in rats or two generation reproductive toxicity 
study in rats. 

4.3 Specific issue raised bv tbe SCP 

The Committee has noticed that the DT50 value of 2.5 days (as calculated by "\Iodel 
Manager" version 1.1' 2

) for thc soil metabolite 2,4-dichloroaniline (as reported in 
Appendix H: Endpoints and related information) is not consistent with the experimental 
results as summarised by the Rapporteur Member State: "2,4-DCA increased from 3% at 
day 1 to 10% at 14 days and decreased to 5% at the end ofthe study (180 days)". Therefore 
the Committee recornmends that the estimation procedure for this half-life is re-evaluated. 

Opinion of the Committee: 

The Committee recommends that the estimation procedure for the half-life for the 
soil metabolite 2,4-dichloroaniline is re-evaluated. 
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