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IIIM 7 Toxicological Studies and Exposure Data and Information for the Microbial Pest Control Product
Introduction

and reported in Annex II, Point 5. All tests revealed that the orgamsm is not toxic and is not dangerous ans

WG is formulated as water dispersible granules and contains 1 x 10'? active spores of Conioth yrlum itansQy

strain CON/M/91-08, per kg. Other components of the formulation are of no tox1colog1®l relevance. %
L\

The acute toxicological properties of the active substance, the soil fungus Coniothyrium minitans, Werg‘ég)t‘ed @

Contans WG is applied soil directed and afterwards incorporated or drenched into thesoil. The forrﬁulatlo
easily be mixed with water, without causing any contamination. There is no indication that car@ will
influence the toxicological properties, including acute oral and dermal toxicity. §§;>n and eye 11”@tlng pytent]
or sensitising properties and will also not influence the lack of@fectlwty and §ﬁﬁhogenlclty g\jﬁed foisthe actiye
ingredient, Coniothyrium minitans, strain CON/M/91-08. Weed a stu n the pulm@lary 1c1t @as
performed by intratracheal instillation of a suspension of the product C s WG: no, s&ls @le ere @
observed, no infectivity was noted. It can therefore be cofisluded that regults of experln@ltal stui @mm
with Coniothyrium minitans, strain CON/M/91-08 areresentatlve fo he l@k of 1c1ty&f both ac&gve
ingredient as well as the formulation. % N @ \
O D v\, @
S & = < N

Table I1IM 7-1 Summary of crit%ll Goq@a&griéﬁura achc@or %@ans@@ @ @ °

Application o~ | <~ Application rate per tre%ment §
F.ormu- Q S @\ Y Weder
lation type @ %> o\@ M&@i/b 2@\; § é %ﬁ@ AL

e

Crop (f\zgcc‘zf Qeth@ Numbé @Q O ©©© @Q
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Q
& $ @8\ N @@ & =
% N >
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! spraying followed by superficially incorporation into the soil
application just before sowing
3 application 1 -7 days after planting and 2 - 3 weeks after planting
* followed by overhead 1rr1gat10n or application on moist soil with irrigation system
3 application either before sowing, pre-/post emergence or post harvest before incorporation of plant residues into soil

@

IIIM 7.1  Acute toxicity studies

IIIM 7.1.1 Acute oral toxicity Cf§ & <&

N
It is referred to a study on the acute oral toxicity in rats presented in Aﬁyex II, Point § 2 § %@g)
\

> NS
Report : M 5.3.2/01: || GG J.;W@« M-4616%@01 -2 : Acute @x1cn§@mdy of0 &@
CON/M/91-08 by oral administration to Spra%e-Dawley ratsQ) %@ ) é’
Unpublished Report No. 8659/94 %@ Q& @ R ©© @Q}
Summary No mortalities were ol@@/ed at dosg\Jeve]s @f 2000Qan @00 I@/kg&(r
corresponding to 1 - 1.25 x 10° CFU@&g b.w. dmm ed ag} si @ose gav o¥ to ras
treatment-related clinical signs of tegicity @re obwrved The IB%

gam of th treated
animals was similar to that exp %ed fro untr 1@ gros necrgpsy c@cted@f
liti

termination of the study reveale% obsQ ble QaQnor

ISP
Conclusions: The results e st perﬁggmed “«gﬁl the\% ive "ﬁgredl may £ transferred to
the microbiological plant 1@ fecti rodlﬁ It g ds oncll@d @ ont oes wgt warrant
classification as being to or har 1 on ha s1s of t acu a

lto@lty st y. %o
A

@ & @ 3
mM7.1.2 A 0 al N @@Q @ @ &
.1.2 Acute percutanects (deg& al) to@ty & @ AN ©

& & & o7

v
It is referred to ¥ stu@&gn the acute al t@mt}’ §ats gesented%n Am@ II, Point 5.5.1
¥, RS S

Report SO Y 5@/0 lw lgﬁt M- 46%30 62-2 : A‘%ute toxicity study of
CON/NI91-08by dern@ad% stration to S@gue—é%ley&rats @@
@

Unp heeport NO866094 < S N

Su ma Ng mortahtles %re 0@1‘V6d@§ dos® level§Zof 2000 and 2500 mg/kg b.w.,

@rrespondmg\gc{:{l - 159x 102 FU/@ w a(f%mst@ed as @fﬂgle dermal dose to the shaved skln
Q\of rats for 24y r& lated chnlca®1gns WMoxich oy were observed. The body weight gain

of the treat@d anjmely was s1rml@‘to tha xpec%d ntreated animals. The gross necropsy

conduct@ﬁx ter@naﬂo@f the @dy %@dled $1Q obsel§le abnormalities.

Concf?smn %T'h ults @’the ﬁ%l"y pe@rme &ith the active ingredient may be transferred to
théﬁucm@@loglc@plan gfgotect@l plz,o dakt. 1t {¥concluded that Contans WG does not warrant
[assification a@mg fyxIC or 1@1 the @w of this acute percutaneous toxicity study.

) ©

)
& e v &
IIIMVLI 3 Acutei 11?10% tlo%oxwl%to ra@

Reppyrt : I&%% 1.3@1 , J; 2003; M-462044-01-1 :

@e pu]‘%)‘harﬁﬂcn& pat}ég!mty study of Contans WG by intratracheal administration to
i}

“”\9
o
S

rats;\,

@@& pu@;@%hed E))@ort N§15944/102
@9 (@;@@enn@ o @PTS 885.3150
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Materials and Methods: The study was conducted during the period 26.11.-18.12.2002 by |}
Germany.

Contans WG was suspended in physiological saline and 30 rats of either sex were given a single
dose of test material by intratracheal instillation at a dose of 50 pL per animal, corresponding to 2.5
x 107 viable spores per animal. Five control animals of either sex received 50 uL saline only. °
Animals were observed for mortality and clinical/behavioural signs of toxicity several times &
day of dosing (day 1) and once daily thereafter for 21 days. Individual body weights were @orded
prior to dosing and on days 8, 15, and 22.

Upon necropsy blood, brain, lungs, liver, spleen, kidneys, lymph nodes @ﬁ content of céécun} \@%

>
i@

taken and analysed for Coniothyrium minitans . D
y yri % (, ©© @@ &
n Sacrifi® on day (malés/females) S
Group | Treatment Males/females Dayi@q Day 2y @?;&i Day S@an@ Daxqﬁ &@
1 Saline 50 L | 5/5 . |- P oo [ 4O
2 Contans WG | 5/5 - Q- L -7 |z @ @
3 suspended in|5/5 @@?Q? 5 -2 R D" el @
4 50 pL saline | 5/5 - IS5 g - T [- 8
5 28 x 10'[3/5 N -2 > T l558 |-
6 Spores  per 55 G- O] & - D o
7 animal 3/5 ﬁ L - - < - @5/5 @
D

*

i O
1h after dosing & 2 R & @& %\ Q éo\? S
Findings: No mortalitiés o qﬁincal s O‘@XlClt ere TVe
The body weights of theQreated@mmal&were %ﬂmlago tho% f u@@ated § ma]&@-ﬁ“he gross
necropsy revealed no ob@vab bnor htles@ @)
No viable organisms @gre found in b@’y or or Wpod e pt in @ lu@uﬂ the first week.

Low levels of Cojifethyriiim miugtans wefd detéoted 20 ecuy contents onfy on the day of
treatment. Initially, high %evels §Baczl@s thurz@zenszs%vere @eovege@rom@%e lungs but after 8

days clearancq was com@te .
P8 s e YIS

Conclusw w1 %ﬁtra‘[ra@eal 111at1gn©of @ntanKWG ata dose level of 2.5 x 10’
CFU per mal no 1’1‘10\&165 no siggs of 101tywere ob$arved. No signs of infectivity were
noted § ztan detected im@ny ingernal qrgan. (ggarance from the lungs was

ng dgys The prepaga ation does notn@smf“@mn as being toxic or harmful

n@ bas% thl%gbntratr@eal k@lty study.

. o @
. 9 D 6\ v o o
S & & & & s
1M 7%&4 Skin 1rrlxa@n o\@ @“ @ > N
v

S
Itis re to%a%tudy the agge de@‘al 1rr&§10n% rabbits presented in Annex II, Point 5.5.1
@ v
Report : ™ 5.5.0402 5 19%%—461933—01-2 : Acute skin irritation test

@tah te@) of /M/9%-08 inrabbi
@ @%\ @6

npubhshed R N@ 661

@v @ & N
Summa% In anri ary s@ irrit@n study 0.5 mL (2.5 x 10° CFU) of C. minitans
08 app

CON/M#9 to shav" dorsal skin (6 cm?) of three female rabbits for 4 h using a
\ patch. The te bstaijee did any acute systemic toxicological signs or mortality. No
signg9f skin irritatieq were @ted \&0 72 h after patch removal.
N %‘“
clusien: res&%ﬂs of@he study performed with the active ingredient Coniothyrium

&ninitags’ CO 91 may be transferred to the microbiological plant protection product. It is
Q@con ed thai Con‘@ns WG can be classified as non-irritating to skin (no labelling requirements).
B

III@I 5 ge 1rr@ 10n

@t is referred to a study on the acute eye irritation in rabbits presented in Annex II, Point 5.5.1
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Report : 1M 5.5.1/03 . 7 ; 1994; M-461942-01-2

Acute eye irritation of CON/M/91-08 by installation into the conjunctival sac of rabbits,
Unpublished Report-no. 8662/94

Summary: In a primary eye irritation study 0.1 mL (2.5 x 10" CFU) of C. minitans CON/@I— @é
ts

08 was instilled into the conjunctival sac of one eye of each of 3 female adult Himalyan tabbits.qy
The test substance did not cause any acute systemic toxicological signs @mortality. N ] @){
eye irritation were noted up to 72 h after instillation. @ N Q

S
Conclusion: The results of the study performed with the acf%ge ingredient omﬁrmn&@
minitans CON/M/91-08 may be transferred to ;@ucmblologlc&%lmt proteqt\?n pro&uct Itgs

concluded that Contans WG can be classified” as non- 1@mg to the @e (@ label@ig &@
requirements). ® % N @
%@ Q < Ve
f@" $ &
IIIM 7.1.6 SKin sensitisation 0 \ Q @ %@2) @@
It is referred to a study on skin sensngmon 1@?11%%%5 pr{%’ntedé%An @&, Point 5.3.1°
& o
Report : 1M 5.3.1/01 . &@5 ﬁ%zoz 01 2o 9O & &
Examination of CON/M/91-08qn the &@n ser%msatlo st 1©mgu neapigs ag dm%o Ma son
and Kligman, @ K w, o %, Q>
Unpublished Report No. 8 4 & Q §9 @
N 2, \ @)@ @

Summary: Undllute@C gipitansCytrain @)N/l\@ -08 @as @nwt by°ﬁatracutaneous
p

injection to 10male @ea pits (Dunféh-H @@y) in@he 1n ion r 7 days 2 mL of the
test item per ani as adrﬁmstev@d topically in the se&(%ﬂ 1ndﬁ@t1on @s@ep Chzf@:nge was after 2

weeks with undiluted C. ¥ nztal@ ram N/M@ -08.

9
During the mdyéﬁbn pha e, very mé%ﬁ;tat att 1@J60t1$1te Wy ol§! ed.

The challenge w1th t ndl%ted C veyled Ksensmgﬁig preperties.
%

NN
Conclusign The re @% stm® pe edw1th tHe actives ingredient Coniothyrium
minit§ @{/ tra&ferred tQthe obl(&oglcal@ant protection product. It is
conclaged t%g ntaks ngan beﬁasmﬁ@as non@enm g w,
Y o O «F o O
& ? & O P
nmMm7.2 ., @perator, y;%anden%%)d @r ex%sure C(Izgjonié@ing {%
s highl

&@ Comothyrz@ mznl@s act mﬁ@md is‘not pgtl@genlc to mammals. This has been shown
in test Xic %path nicityyhd i ipfe tlveg&ss to @ebrates all without adverse effects.
No har ef§e s haygibeen ébserve@on pe@mn@n research or industrial mass production, over

a pro@ctlo riod Qs' mogs than™t0 ye Begalise the carrier used in the preparation is of
ble c1ty well & tox1@"fect @ Cont&s WG on the operator, worker, or bystander can
b xcluded. Fo ’(‘i e s&@% rea@s no @mmu@ allowable concentration (MAC) in drinking water
as calculated S Ao @
@7 < @ @ \%
Estimati operator exposure
bl opegot exposre \Q

Y
N Since no adv@e effeg ots wergbtau@d in any study on toxicity, pathogenicity or infectiveness,
calc@gtions on @lth for gerators become meaningless: no target organ exists and no dose-

t respé%)f%e ( be defermined.

@}Iﬂelthéfhe @ Pm@hve (ﬁrator Exposure Model (POEM) nor the German BBA model is
<O suitable fo%calcu%@lg a risk assessment for operators on the base of a not existing dose-effect

v refafion.
$ niothyyium ‘gginitans preparations including the preparation Contans WG are, therefore,
Q onsidered safeSfor operators.

&

Estimation of bystander exposure
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Following the above given reasons for abstaining from an estimation of operator risk assessment,
this also applies with regard to bystanders. Coniothyrium minitans preparations including the
preparation Contans WG are considered safe for bystanders as well.

IIIM 7.3  Operator and bystander exposure: reporting of hypersensitivity incidents before and aft@ @é
registration N

<)

No cases on hypersensitivity have been reported in production or applica of Contans {% @Q
@

$

D
KN SEES
IIIM 7.4  Safety data sheet for each additive % o © @ 7,

Contans WG does not contain ingredients in cong?[ratlons of t@%cologwally &ﬁ‘cal cem @©1 @
properties of non-active ingredients and their toxicological dat@e prowded 11@00 IS afe@Data é
Sheets for non-active substances. @} & @ Q © LN
Q © @
IIIM 7.5  Supplementary information on all dat?@mts in partZ: Effe@s on hlﬁan h@lth ifdf is
recommended that MPCP be tankn&\ m% an a@an%%anotl@* pes&ntmﬁrodg@c?

Contans WG is not intended for &mbinafdns @Ph 1@ adj @’nts oypest contro]%roductg
Furthermore, due to the nature of’ %s biolggical fangicid&no 1nﬂuenc the t@lcol al p
@?ﬂ ml&l or oth

of Coniothyrium minitans is to*’s@ an&ﬁpated\ﬁ\\@)m 1@%&& Wlth §glcal
SESEES

plant protection products.
& % @ < & >
IIIM 7.6 Summary and evaluatio&@ health effé&(sQ B @ @ § § %@

All submitted tox1colog%al $mdies @d s eme@? o@nat1§ on é%othy%'um minitans
including Contans Tovg “tat thes are &nd 1nfect s t(@aa and impose no
health risk for operatOrs, bystand rkers e prepa raqog@s notirritatingto the eye and not
irritating to the gkin. Si ard 1@ t1ﬁca@>n can for%ny cleégly adverse effect of
Coniothyrium L@mta& a fom@ dos@pon@g assestent 1§§swt n@am@%

o O ¥
Table IIIJ\}@G -1 Sl@ma@of ac@ tox@ stgws on @ mot@num fmmtans and Contans WG

Stutﬁb@ype Tgﬁmtem Dgse lea@l\’) @Flnq@gs Y NOAEL Report
?act ral@@ C m;ﬁ/tg@% q%q@ an&ﬁjoo é No e@t 15)500 mg per kg _,
A ES gpergbwey! O @ |bw.or 1.; 1994;
& y\?@ A 0r91§d 1 25@ @ @% 2.5% 10°CFU/ | M-461626-
< K 10 U W. 5O N kg b.w. 01-1
A @O & and3 €10 <L O
@ > & U/animal) S
Acute > A C. mj ns . 6. ()4@1«1(1 O @ effect 1204mgLor || EEN |
inhalafibn ) | CONM91-08] | n@@; IS 6x 10°CEUL | 1995; M-
rat@ O ¢7 , © 461945-01-1
Ny
& o o @CWIL. ™
Acute > ontans\ WG L pekanimal | No effect 1.25x 10° CFU ‘
\‘y\a intratrac¢heal .miﬂi@zs SX@Z’ CFU per kg b.w. J; 2003; M-
rat QFCON@% 08 [per dnimal 462044-01-1
Acutéd « | Ggy minigns 2@7) mg per kg | No effect 2000 mg per kg | ||| N |
l%)er{ﬁyeal @/Mm-os w.orlx10° b.w. or J: 1995; M-
LG v, QCFUkgb.w. 1'x'10° CFU/KE | 462028-01-1
@ o © & (2x 10° CFU/ b.w.
Q S % S animal)
@9 o@ NS
(/4
& & 7
<
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Dermal C. minitans 2000 and 2500 | No effect 2500 mg per kg ,J;
toxicity CON/M/91-08 | mg per kg b.w. b.w. or 1994; M-
rat or1and1.25x 125x10° 461930-01-2
10° CFU/kg b.w. CFU/kg b.w.
(2 and 3 x 10°
CFU/animal)
SKkin irritation | C. minitans | 0.5 mL/animal | Non irritating
rabbit CON/M/91-08 |25 % 108
CFU/ animal
Eye irritation | C. minitans | 0.1 mL/animal Non irritating
rabbit CON/M/91-08 | 53X 10"CFU/ ﬂ@ &
animal Vs @
Skin C.minitans 2 mL per anm@l Non sensi@%g
sensitisation | CON/M/91-08 | 1% 10°CFU, &
Guinea pig animal Q <)
Magnusson & NN )
Kligman o @ x\n\

/\

@ Ly ¥ o
The absence of toxicity of C. min %m CO /91@% s@mns@ted @ute@ic@tm ¢
using the oral, the intratracheal/inhalative.and thegntra; ntonea:l%xpos route. Indep er@
the route of d ffectSth bsetved intest 1 dmainist f
e route of exposure no ai Ver@w ec ave @n 0 § g 16&35 amigals q@ﬁ a %%ms ra@

the fungus. Q
Although the only point thaOinfe enes&%s a sed b@he ubng C initagssin orgams and
body liquids was in the trache study In t 1s stu able"%a any of the

s wagnot d
samples obtained fr ac ifi @test u stue it was tleared
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