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Introduction
IIM 6 Metabolism and residues studies on the microbial pest control agent

IIM 6.1 Rationale for waiver of residue data based on information showing that MPCA is not
hazardous to mammals, i.e. lack of potential for a known mammalian toxin and negative rgsult @
from the acute oral toxicity test @ @

Coniothyrium minitans is an indigenous soil-borne fungus whose activity js limited by the @esence
of its hosts, Sclerotinia spp.. C. minitans is not harmful to non-target ies, 1nclud1

animals and man. Microbiologically active metabolites known to be prd@iced within he spe ic by
other isolates than the production strain CON/M/91-08 are macrosphelide A, bez@ran
chromanes (McQuilken et al., 2003, M-461 lf@l—l; Machida*et “al., 2001 -461

1
Macrosphelide A is inhibitory to Sclerotinia s tiorum and@lemtlum cepiy Svoru ut n & @
other fungi or bacteria (McQuilken et al., 2003, M-461155-01£D; Hayashi et @ 199 16 &
01-1). Production capacity varies between ins. For th @oductlon s@m

macrosphelide A was detected (Tornprefa@> al., 2004, 293@1201 Dl rth rmore, }@pu

densities of C. minitans in the soil are V%&OW When cempared @) other@ll bo@e fun@ Rec

of C. minitans from sclerotia decreased Yafter reach a maxlmumﬁ@"y -4 S afﬁeg ap fi&ition

(Jones et al., 2003; M-461102-01-1 i @ﬁ ly Q%Fabol dly aefive in Ctose contact to
sclerotia of 1ts hosts, Sclerotinia spp=~and §¢ie rotl@t spp. @rod an@’secre«ﬁgon of patentially
harmful metabolites only occurs cg;rmg @f % at thessite %f hostv:@arasne Qonta her%re,
accumulation of metabolites in {%‘I is v&&% impzgbable. & . 2y
@ ®) w\?\ Q> v S
C. minitans strain CON/M/@DS @é% not@duc@md a@@inul oxin& se ary metabolites
of toxicological concerng, neithé®’ durittg maniifactu no@‘ter lic tqq\? il in any
environmental compartneat. I\@toxw effect 1@10wr§£‘[he &rain tox1c®y testsydid not reveal
any harmful effect. @ & w @j@ @ Q& S @ K
% SO g
Colonization of humans @gwan@b nimx@'does ot ocgar as C rinit straln CON/M/91-

08 does not gro@ at 3 g M-46 292@-1@@ irritation or allergy

associated to the stram\is k sir@@@ases ogjothyrium=spp ctions in humans have

been repo for i une& presse patjeirts. These stra@ wergnot related to the biocontrol strain

CONM/SL,08. (Micle ¢ @ M-4511610¥-1:
mutageicity g Co tcmgﬂs ral%ON/N@l -08@ave a aegativé@esult (please refer to Doc. M,

AnnegylIMSection 8, Po Cefbeulturedstudie@are @elevant as the fungus does not

t ITIM 55
re@ate &%ﬁm@oode&ﬂkﬁrm%&[pmpa@ s lonagirs experience in production of the

active sufggtance¥and t %formulatlon ans WG for e a nt protection product, no cases of
@nsmsatlon r%ctlon occyfryd in rkers @en 1@11ey hagpe allergies and do not use face masks.

iu et al2004,"M-461264-01-1). A test on

& Due to th%%ph tl% to soil bef@ se @ or pf%'m %©d the low environmental concentration in

soil pre d fré{,n ma field US&9 Cns W (PECsoil = 1.07 x 107 CFU/ kg d.w. soil)
resid n cr S are ly t@ mipital in a un@Vhen applied to lettuce 1 day to 3 weeks after
planting, re sted«grop patentiall ¥hay occur. However, any potentially occurring

rest@ual 51t crops are 1& elev& as a hman health concern in view of the toxicological
ot fthe s

%pr ﬁle o (P @se refe@o Am@; II ¢ 1IM, Section 3).

@7 In summan)%%?\e lackof 1nfec 1vit Emly treatment related effect upon exposure to C. minitans
mdlcates%@i an 51duep0 of t ngus will not impose a health risk for consumers. In this
d n

case, thére is ﬁ ced.a c1enﬁ®ally justified value to define an Acceptable Daily Intake
(ADI). There fetrlati @otentlal exposure of consumers in terms of the Theoretical
M% um Qa1ly ke DI) its relation to the ADI is not relevant, and conclusively a
@ﬂml% esi LeveI%MRI_@does not need to be proposed.

)

@)ue @lis la€k of oxicity potential to mammals, residue data on C. minitans are considered not
& rel@@nt % S
@9 @ N
I @atmn:@’ for§alver based on a substantiated estimation that MPCA is unlikely to occur on
@@ treated food/feed stuffs in concentrations considerably higher than under natural conditions

Coniothyrium minitans strain CON/M/91-08 is of natural origin and not genetically modified. It is
ubiquitous occurring worldwide had has been detected in soil in many European countries e.g.
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Austria, Belgium, Bulgaria, Denmark, France, Germany, The Netherlands, and Portugal (Sandys-
Winsch et al., 1993; M-461253-01-1). The product is applied either soil directed before sowing or
planting or sprayed in lettuce 1 to 3 weeks after planting. Spores are not able to survive on plant
tissue for more than two weeks (- 2012; M-483654-01-1). GAP directed uses provide sufficient
pre harvest interval that any active on food or feed can be excluded (please refer to Doc D-1).
Contamination by splashes through irrigation water is unlikely and not regarded relev@ as ©©
C. minitans does not grow or multlply in the absence of host sclerotia (Sandys-Winsch et 93qy
M-461253-01-1). A rapid decrease in population density to undetectable@vels can fre@tly e
observed soon after their release (for further details, please refer to A II Section iLPom
2.2 and Annex II, Section 5, Point IIM 7.1.1. Furthermore, C. minitans 1 not taken upwyia roots and
therefore translocation within the plant is not possible. COlOHlZ&thﬁ%)f Sclerotinid3pp. igside thé?
plant will can be excluded, as the MPCA is tering the I{jﬁ\it by the s stemic_foot. Thas;
associated colonization by C. minitans inside the%r?t can be extdided. Colom@ron ots E@C @
minitans is minimal and not considered relevgnt for the plangge uses. The n‘{ge § tans@
population is as well restricted to sclerotia oé”clerotzma sph, for growth multipiicat
the MPCA is not likely to occur on treat food/feed stuffssin c@%ent@wns c@mdera@hr er
than under natural conditions. %0
Gerlagh et al. (1999; M-482941-01;{é§praye five rentg@ minjfhs Stf&s withv to§ 10°
conidia per ml. Suspensions were ied @ya ratept 10 to HE erent crops o control
Sclerotinia sclerotiorum. Populatigns of mlté@ 0110 n po ato leage@
Initial populations were crop w\? endent and vari ﬁ n 60@13 U/em* o tié&&nd
11n

100 CFU/cm? on chicory. On béth croﬁg pop tlons& a f%: or 0 Wlt&n 2w
declined further until the end@ S| Pthe e%}erlmeg

% 9
I1IM 6.3 Persistance and llkellhoébof muf@i)hcatlon 1lgr on S, @ngst S or é) stgfky

The active organism 1@?ontm€?VG @% fun}@ Cor@yrl mmlt@s sp@cal%attacks sclerotia
of Sclerotinia spp “Retive Translagation or reading in &1 canghe exclu d. Mdturally occurring
spores of Coniothyrium Winitanggan etern@ed 1n %@11 %%he absg@ce o clerotra but spores
remain inactive. @@nly ifthe h rgaggs S st to dz@\\gelop a mycelium and

S esent
infects the host™ Gro of C. minitap cur§srd and on Selerotialind only at these sites,
pycnidia fo an nidio

prag uced Goniothy minitans population
decreases@Bain wh n th@uml%g@f vrt§cler is reduced @etan% mycelia disappear and the
fungus £&3ts in 6&3 sta&@ spore

(Whipps &@rlag]@-@% M- 462@’@; -01-1).
As@@ tre ent ontan Q%\/G pheegg%t a n@umu@te of 60 kg/ha (i.e. 0.300 kg spores of
C. ha) before sowmg 'I%% prodart is ed il diréded and thereafter incorporated into
@e soil by m chamc@éf%ean T dre@h watl®? Th@ntend%soﬂ directed uses before sowing or
\plantlng proée suffieient harvest int@val thd>any agtive on food or feed can be excluded.
& Conmderm@exclu of active nsLo@mn otvspreading, the relatively long period between
treatme th the rod and @Vestz(\l}the ¢rQp, the@spearance of any residues in or on the plant
or pro s th reof is ghly uhlikely@ven 1@he ro-organism will get in contact with roots of
the cr Ve tr@por‘@ \%ﬁh so@partlc@ during heavy rainfalls), and assuming that the
is infesded b lerotlg%nd C@nmgm@ coul@enetrate the roots by hyphal interaction with the
specics, th ras1&c§un Swill d@}ppea@s soon as the sclerotia are destroyed.
ccordmg to G ted f Céaitan WG in lettuce 1 to 3 weeks after planting at 1 to 4 kg
product/ha (i%. 0. O 0 O 200 kg @res od C. minitans/ha) via spraying, above ground parts of the
plants wi@t in %ntactmm hth§‘ PCA@pray application of Contans WG is followed by overhead
D

and

v irrigatiofiyin order to.wash oresQoft the plants and bring them to soil where the target pest,

Sclerotinia Sp@’rs lo@ed ifrans highly depends on the presence sclerotia of Sclerotinia

Spp. @or growth a ultipfrcatio r%roliferation of the fungus on the leaves is unlikely to occur.

oV oreg@re notiable to survive on plant tissue for more than two weeks (| 2012; M-

654@ -1). eref&e C.~gynitans CON/M/91-08 will not multiply on crops and potentially
@%cc @g residues aegarded to be negligible.

M Q%ﬁ @erﬁrmﬁwn required
III{( 4.1 on-viable re ues
@ Production and accumulation of toxins or any toxicologically relevant secondary metabolites by

C. minitans strain CON/M/91-08 has not yet been reported. Any tests on non-viable residues are,
therefore, not required.
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IIM 6.4.2 Viable residues

IIM 6.5

\mammum fi @
& case, there g and

The results of acute toxicity tests for CON/M/91-08 and the demand for temperatures below 33°C
for germination and growth of C. minitans indicate that the species does not show any pathogenicity
or infectivity to mammals (refer to Point IIM 6.1). As detailed in Point IIM 6.3, the possibility for
viable residues to occur on food from treated plants is extremely low due to the b101€§

C. minitans. Above-ground parts of plants get in contact with the MPCA due to spray appcha

@
lettuce 1-3 weeks after planting. However, subsequent overhead irrigation geduces the spo@mou ]z@j

on leaves. Furthermore, the spores do not attach to and do not prolife on leaves. C¥mini
populations rapidly decline in the absence of the host which is the cad@ron above grou d P of
plants. Thus viable residues on crops are unlikely to occur. As no uptake by roots apghtransiQeatio
inside the plant is possible, no viable residues will.occur. Specific #avestigations @n viabli@esidgg
are not required. V @ S N

Sy o & &
Q <

Summary of residue behaviour and overall@‘!aluatlon & 6\9 QR O &

@
The applicant applies for a waiver of s (@Mmg res1duglata@1 Co thyr@w mzmt%s
CON/M/91-08 based on the following cédgiderations: @

Coniothyrium minitans strain COW/91 O&Qﬁs otumk, orlg @A tlon\m coﬁgol of
Sclerotinia spp. means only a fluctu@bion oi@he c@eentr 1n @’blot he tar spec1es
Active growth and multiplication ef C. ans per@nt on the B&ence

no active translocation occurs. Cagtans ‘M is u%e,d to trol rotingg>spp,, in s01l Q8
applied either pre-sowing or ntm&l 501\f0110\& by@ anfeal in oratiep or dr3n

sprayed on lettuce 1 to 3 we€ks aft&p antiffg fol d b erhe irri n. ThHe produ

at a max. application rate §90. ‘.s g Gyninitang/ha. Qr ardl rviv pla tissue for

more than two weeks 2012; M-483 4—01-1 deg@lses @}%\/Ide Sufficient pre
or fi exclded. @ 1s hkely to occur. C.

harvest interval that actiyé@n f
minitans is unable t@@y ter plan tl%es by 1t@1f or e@ mult@ on <p@ant sur es. @

The micro-orgagism is &t han§ul ton targ't spec1es I‘F@mdl om ?@ animals and man.
C. minitans ddes not produce (@accu nlate ghy toxi@s or se\z%nda% etab@q es of toxic relevance.
Colonization_of hur& or @arm b@oded mals@)es ﬁQt oceur as G r@zmns does not grow at
33°C and @bove. KB i aller ssom@}d to e str kzg\wn Only single cases of

Conzoggg% SRP- infectigns m@’uman e@ to tiw b1ocontr01 aln CON/M/91-08 have been
report@ or \ une-, iﬁppress%d patl‘éms Cs tans® not ard having genotoxic potential.
‘”\g

Tlﬁa@ppiﬁnce o@ny visBle o&g@; v&?l’e regidiies igJhinimgl, to absent. Due to the lack of any

xicity tentia to n@nmal and low 1r0nmenta1%@ncentrat1on in soil predicted from
data . mi z@%s are considered not relevant. In this
eghﬁca@ Justﬂ@ed Va@ to define an Acceptable Daily Intake

(ADI). efo >scalculagion 0@6 pétentia xposug\of consumers in terms of the Theoretical

Maxi Dally IntalegS(TMBY]) an rel the ADI is not relevant, and conclusively a
Maxitgmm el (W) neéd not g prop@d A consumer hazard with respect to toxicity

du@) 1nge@ 1 0@ minifgs is 1@)0551 Q
S

\"\
L 2 O
& 7 <

@%

@
S
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