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Introduction

The company Bayer CropScience AG is submitting a dossier for the re-approval of the microorganism
Purpureocillium lilacinum 251 as an active substance under regulation (EC) 1107/2009.

The Microbial Pest Control Agent Paecilomyces lilacinus strain 251 was included into Annex I of §i1v <
91/414/EEC on 01/08/2008 (Commission Directive 2008/44/EC) and then appsqved accord1§o the
Commission Implementing Regulation (EU) No 540/2011 of 25 May 2011, implemienting Reg )
No 1107/2009 of the European Parliament V. P. lilacinus strain 251 was @dtified and defended> by
Prophyta GmbH. The active ingredient has been evaluated in Belgium accordidg to Unlform§n01p<t® The;,
representative formulated product for the initial evaluation was the experintental formulaﬁgn PB @@100
containing 2 x 10° spores/g. PBP-01001-1, is comparab@o the com@%rmal formulation &oAct @
102000028478, containing 1 x 10'° spores/g, and the only changes bet@en both formgylatio 1ght S
adjustments of the content of two co-formulants, w1th0ut 4ny impact on t@ performan@@r ph cal pé?eme%

of the formulated product. The recommended rate in te of spores pe@ec are remaine tly the €ame. T@
¢ formulat produ@%loAc@vG 000028478-62;

data on PBP-01001-I can therefore be extrapolated {,
wettable granule formulation (WG), the representative formulation ifthe &e@ent ap@acah@for thegenevﬁ@

In 2013 Bayer CropScience AG acquired Prop@&ta B@?@og ens& , W na d Bayer
CropScience Biologics GmbH. Bayer CropScience AG%” the ﬁer @ the re @f P. lzl nus @%ﬂ 2 Q‘)‘e in
the procedure of AIR 3. W\? \"\

The microorganism has been previousl &ass &d as %czlo %es l@mus&mnl rRN@ geneQinternal
transcribed spacer (ITS) and partial tra1on§e¢ongat@ factﬁ@l -a ( ncingyeve thatP. lilacinus
is not related to Paecilomyces. The genus@’ame P%trpure&ézllm as b@n propgsed faiyP. lilacjnus and the
new species name was assigned: urpz@oczllt@ lzl ere e h@@trm G nowsidentified as
Purpureocillium lilacinum. In t@osslé&Paecz @§ Hlacin¥s d Pu reo@um Ylacinum 251 are
used as synonyms: Paecilomycgs, lacinus = P@@ur@oczl lum li cznu .

\
It has to be taken into accoﬁﬁ@t that @ta o @’aecz & ces ll acinus fron‘%%% \htera&% stated before 2011

may not necessarily prov1d§re11a ¢ informédtion .g\-' to wsuffici&t classi cation, met used in these studies,
especially, if the strain %@entlf@ n 1s@0t pr dvided /oro§ tification Qgthodso used were based solely on
morphological charactgristics @ay p@de gevant informa@n trarﬂgferrable to Purpureocillium
lilacinum. @ @

N @
Purpureocilliuaczn@m 251 % a 1qu1t0@ sapre@c ﬁla&n;g@fungm@ commonly isolated from soil,

decaying vegef@{ion, ingects arfd nemafodes P. lil¢dcinum useg, in plant protection products due to
their nematicide actng@y Thésmod action ag inst plapgpathogenic nematodes of P. lilacinum strain 251 is
pr1n01pally based upon parasitis %? as well as ve orm stages of the nematodes, leading
eventua, 0 their deat@@’\hth%ard he results @xw oxicity studies of the active substance
P. lilacinum strain 25% it ceﬁk c&cludeb@at zacz‘i\um strgk 251 shows no risk for exposed humans,
animals and environ: Q>

P. lilacinum 251 is nte % to bevused @’plan@otec@n prodiicts to control plant pathogenic nematodes. The
representative §2 ed i shis og%er c@prwe@pphcz@%ns of the formulation BioAct WG in protected
and non-protected veg abl ps ontr@ tk@}/ ne@ode Meloidogyne spp.

Here we @1‘[ data that@ere pr&lously® alu@@?by RMS Belgium as well as new data and information based
on literature searches studies: & @

Due\:% the producv\iﬁstq§ S wer@con(@ed with different formulations, as described for every
study. The com@smon of these is cm@den and described in detail in Document J, Point IIIM 1.7.2.2.
These formulations a%%th @ repr senta formulation are all comparable for their effects on human
health.

N\
! OJEI@M 13 Commission Directive 2008/44/EC of 4 April 2008 amending Council Directive 91/414/EEC to
include benthiavalicarb, boscalid, carvone, fluoxastrobin, Paecilomyces lilacinus and prothioconazole as active
substances
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M 7.1

M 7.1.1

N

\(f@mglc oral desg of %J

Acute toxicity studies

General remark: The inert ingredients of the preparation BioAct®*WG, P. lilacinum 251 formulated

as WG, are effectively nutritional additives generally used in human food, which exert no health
effects (see Doc. H, Safety Data Sheets for all inert ingredients). Therefore, toxicological stdies
performed with the active ingredient, i.e. spores of P. lilacinum 251, are cons1dered apph b @
relevant with regard to the evaluation of the formulated product, and wice versa. Corr@ndm
reference to Annex IIB studies has been made for annex points I1IB, 7.1.3acute 1nha1at£ toxi

and I1IB, 7.1.4 (skin irritation). In addition, the intraperitoneal test witfOBioAct®WG is refe{

under annex point 7.1.1 (additional toxicological studies). % @ & @@
Most of the submitted studies have been performe support registration of the &g aratr%l io
in Australia or the first PROPHYTA WG formudgtion of Paecil@myces lilacinygs, $traj \251 wizich @

both had the identical concentration 2 x 10° spores per gram, reby the PR@HY t10n
was cleaner and did not consist of any resigyjes of the fermentation proc The@mp$
BioAct®WG 102000028478, PaecilomycesNilacinus, straiQZSI has a clncentgation ofJ x
spores per gram, but otherwise is id al to the e%nposn of the fo for@llatlo@ In
connection with complementally perfornied studies, fata on“the A@trali ioacty an G the
PROPHYTA formulation, Paecilomses likieinus, e T %rant rtlng %egwtratlon of
Paecilomyces lilacinus, strain 251 W lo%g@ 028 8-02 g@% 101@pores/

%\\6&% @j

& SEES
Acute oral toxicity Q

& 2o & O
SIS Il
Report: KITIM 7.1.1/0 i ,J. (l®7b,g§764%§02-16@wt6@(1 t())@@l y gﬁ@ioact
AN
. N

(Paecilomyces lilacinus)tn th&pat AN Oy  «

pubBlished: no,

report No. T1953t4 ggdts ofXrk gct 22, 199 S

Guideline: 901 it @EEC@ S § Q <
N @NOHWOHG . @ & o . (©)
GLP: & W A @ w9 S
Materigi&and Metho QCOIatio?E)fa i@l 8 x @9’ sporesper glam
Bloa aec z@m cedNjlac mﬁ%snau@\ZS 1),Ob§@h 11@@0228@@3»1@ n crumble

1i§prc%§%aw@/ 1ats@ ma %d %@,&mal dgcd©§wn@<s weighing 184-228 g, obtained
from the mmzﬁ\Rcso e Centre, Pegth,"Aus

% test's bstancc ad @mtuc@és a 10% w/w suspension in water at
a dose of L/ l@ dy v ht equwal }%m(r/ of Bioact.
At the ds of dosing (% 1) ar dls ngre observed idrequent intervals for signs of toxicity and
abnon ehdw&mu rtdh» dnd ical &gns were assessed daily in the following 14 day
peno@@ el(Th ere%&mde@ D%l 8 a@l 5. At study termination gross necropsy was

pe@n med® @ >
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Findings: All animals survived to day 15. The LDso exceeded the tested dose level of 2000
mg/kg bw. No weight loss was observed, and no abnormal clinical signs regarding behaviour/ skin
and fur/ eyes and mucous membranes/ respiratory, circulatory, autonomous and central nervous
system or digestion were recorded. All major organs appeared normal at terminal necropsy. @ @

N
Table 7.1.1-1 summarises the results for clinical observations, and table 7.1.1.-2 the ﬁndln@?&t o8
gross necropsy. @
N & Q
Table 7.1.1/01-1: Summary of clinical observations for oral fpxicity of Bioag®d® @
(P. lilacinus, strain 251) (NA= no abnormalities) % °\© s ) %@
P ISV
Group Day 1 Day2 - Dz&@j ay 8§)ay@@ é
(5 min. to 24h after ) < s R o &
dosing) Q ol & & @) &@
Male (#1-5) NA A @ | % \%?A @
Female (#6-10) NA i& \5@ O NA R : QNA\ ‘”\a
U @%ﬁ' @@ @7 @ @ &o
Table 7.1.1/01-2: Summary of%%ss fkgcropstdl%%)r &%l toxj y of BlOdCt ( 11§1S,
strain 251); (NA= no abnormgafities), (7,, S @\%
Organ Femay® R 2 &ale ;\9 & @ S)
Stomach NAO N LS « [INA o N \\ @ &
Liver DY 7 NAS S © > WY
Kidneys N © 9 L hNO S N
Adrenals CONA, Y Y @ N Q RS N
Gonads w Y INA N NA O o @)
Spleen R SAS @INA Qo ? G
Heart . 2 N e § < NA & S N
Lungs & NAVQ S @;@ N B (s%
F TS e & 080
@ $ SIS @Q @ @
N Q N v AN o 9 @} Q
< N\ A AN &\ > %,
& £ .0 O « g @
AN . NN
2 2 A% Y 4 &
o\ R R
S o & & & N
A O@\Q & .9 %\©
§\ & éﬂ o\@ 6§\ & Q
o O ¢ .09 o O @
VW 0O O S & D
O 9 8 @% @
<) N @%F y %o
@’ NS ISEREN
i AN NG ERAN)
Y LS IR S
N (g @\ R Q
@° SIS
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Conclusions: The tested Bioact (P. lilacinus, strain 251) is not harmful and not toxic via the
oral route, and requires no labelling according to EU labelling regulations.
Acute oral LDso> 2000 mg/kg bw or 3,6 x 10° spores per gram.

Increased risk of an intoxication or infection caused by Paecilomyces lilacinus, strain 251 (@ to @©
use of BioAct®*WG 1 x 10'° spores per gram, which is the same formugmn but contaig®more®?
spores, is not expected: @
The test animals (rats) were treated with the original Australian @§0Act formul%bion.o s
formulation contained 1.8 x 10° living conidia per gram. The used formulatio@addi@ally
contained the fungus culture substrate. If there are some toxic or %wmse hazard@s metébolit ©
produced, they most probably can be found 1n@ culture suate But, the@rm%?ﬁon w @
found to be not toxic. V 9

K @ &

O

The weight of the rats used in the study @ about ZOO@ams There 0@ the sgl uct(@
applied about 0.4 grams of the product ining about 7 ©f"coni ) pe 1ma1 dlspeichi
in about 4 ml water (concentration 1. 108 con1d1a T ml> er) ke assum rr@fé)d t

conidia concentration got further red&ced in@he d1g®1ve tfagt Thg? ore thls ﬁudy tﬁ‘eg self-
inhibition of the conidia germmatlo@:ause(@y a hsgh co ntra m1&ht not ]%/e been
effective yet. But if the conidia centr@n in@e dlg@we tra w11 e high®y tha@ %1
stomach or gut content, the coridid may~inhi Nlem ves a ay (O] ger&lﬁlnate anymoreQ his
effect is know from many vgiy cl \elate@ pe01e§ 1ke zczll’m sppand A&gpergt spp.

(M < 21 2004 M- -4989 6@%??1) Bgbause th1s -1nh1@ ct, ippwould niake no

sense to use higher comc&@onc ation_1h thewpy du pl1 the S ac 1n GECD 401.

This also may be the re@)n that the O PTS 1de1 @iﬁ developed
for MPCAs, determings a si h1g mal ded number of CFU
in the OPPTS Guidghne 883.3050 for Blo@:t@‘)WQ ven 10 (i%vhat was tested
above. A sufficiefftvhigh,spore ¢ entr&mn w, show CCtb& /pat@gemcny once the feature
would apply andgt is ndDas for<chemi ctive substances a @@sho@f &tration alone.

In order to confirm this arguniéntatigs; the shost relevant stidies kike the daitraperitoneal Injection
(OPPTS 88@32?@@ ¥gs rep@ed W 1QA@®W 010 spo;e@er gram and the acute
eye irrit O 400@nd O 40@ )and d PTS&%O 2500 and OECD 404)

irritati tude were cateeven follgher conce@rated formulation (1 x 10"

sporeser graf) WIQ\QO 51gr3§90f @hogen / t ty fi ngs{@ee Point 7.1.5 and 7.1.6).
In gsfiseq e, it is mosoba hat ,&fsepeag oral §101ty Study would not reveal additional
o © K

fifidings . S @
2 3 b\ v o &
o\ Lo % \
& F§ ¥ s T8

T N %, N N
Additiong) Studies Q Q
) Q> o SN

ﬁ 1/0 Qv. K@()(B M-476474-02-1): Acute intraperitoneal
ity c‘h@ 1nf 1ty o&u y % 10Act®*WG  (Paecilomyces lilacinus, strain 251
@

R 7
epor
ity, @@mg‘

formuldted as

publishu@@, rcg 0:3490 (Dgtc ofk; Nov. 13, 2001 to Dec. 14, 2001)
v D
Guidgine: @ Shenaot, i R est

India —

& %% Dew&¥ons: Qe test substance was not administered orally but by the
@ N mt%ent@edl route, for which no separate guideline is available. Additional
X Q grameféP assessed: enumeration of spores of the test substance in blood and

> S
@ © ifferent organs.
&
$ @@P: ¢§ @N Yes
¢ £
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Materials and Methods: Concentration: 4.48 x 107 spores per gram, batch no. 201062702
Paecilomyces lilacinus strain 251 formulated as WG, PBP-01001-1

24 Wistar rats (12 male + 12 female), from JAI Research Foundation; 8 weeks old, weighing 193-
245 g at study start @

4 animals (2m + 2F) were used for the range finding study, confirming the 2000 mg/kg bw dese rate@§

Main test: a single dose of 2000 mg/kg bw test substance was admlmst@d intraperito y ag a
suspension in 4 mL of sterile distilled water to a group of 5 males agd™> females. Fae neg@e
control group (5m + 5f) received the water vehicle at a dose of 4mL/kg bw alone. N

Deaths and overt signs of toxicity were recorded at 1, 2, 3 and st adm1m§t1@0n oﬁﬁay&@
From Day 1 to 14 after dosing animals were obse@d for mortaligy and morbldw%%t leasn2x dady.
Clinical signs were assessed daily during the IRIay observatjQ @ period. Indi ual y vg%@hts g
were recorded prior to dosing (Day 0), and or@ays 7 and 14 @’ r dosing. Ag ina@n, on©
day 14, all animals were necropsied for grog@pathology. Telasses infectivi® sample of d a
homogenized organs/tissues were 1ncubn approprlate@gar ﬁafdiur@latesr enumeratiogof
colony forming units of P. lilacinus. 0 . 9 @

%\ @D L

@

'S S
Findings: Mortal@/ u Y weu@ No rtal& occfdred u&the tr ment as
ibited @9y clinfeal si url Nhe

well as in the control group (see le 7. Z@P an@lo ani@al e
observation period. On Day 7 o %ﬁb ma ?&ts 1 t trea@ent %p exl@lted gglight declin ody
weight, compared to body wel@ galmn un{a@ed gn‘fmals (& tab]&?bz 2L ”\a

@ L P
Table 7.1.1/0202-1: Mm@htles Nané in @atrolé@up a@mm@dosed@vlth 2000

mg/kg bw BioAct®*WG (@— m&yp, F= @nale)f\ m@
Dose L@ts °\L\’ %gf Amm@ &w M@%litig@ex o ortalltles
% =4
(mg/kg bfody weig'%&) &% @’ Ma% Fe@%e 63 %
N e sgg s S N 0 0
9 Y D
T S é@ Lyod [ o 0

0
NN < N} I
& @
Table § /{)2@§-2 °\@ @roup‘h&ean b& WGI@S (n%l = ficantly lower than control)
E? @(Jse I@VE[S (o3 L@ t%Iean body weights (g)

AN @ a )
%/kg Body wegght] Sex ~
2 @g & & @Q? Sl I o
N S
A o\@% (Cagi ) S Vg | Yo 259419 265£19
ﬁ§ \& j(@@ g F@éle 9 fuo+12 219+15 230+18
7000 RACH R (3,969 Mg | 27210 22349 | 24617
2 Sporan}’ S ° >
9 Fegle gy 212:18 22347 223+9
S) S &F o2 <7
& SN \@ &® o)
R
N (g @\ ) Q)
> @ A
G @ © 9
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Gross pathology: Necropsy findings in terminally sacrificed animals of control and treatment group
related to different lesions in lungs (hemorrhage, pneumonic foci, hepatisation), liver (congestion,
whitish foci), kidneys (congestion), pancreas (cyst) and splenomegaly. Table 7.2-3 summarises the
observed abnormalities.

The most frequently affected organ in either group was the lung (6/10, and 7/10 animals for g‘fol
and treated animals respectively). The recorded abnormalities in lungs presumably were je %@§
from mycoplasmosis commonly occurring in laboratory rats, although stated to be a rare @)edmg
incidence in toxicological studies. Still, the spore counts for P. lilacinu@nﬁrmed abs@re of@
test substance from lungs and any other organ (see table 7.2-4)6” Another rather fre
phenomenon was a mild to moderately enlarged spleen, in 1/10 congrol and 5/10 ted %@}nals
Splenomegaly is considered as a non-pathological finding and notygehtment- relag sinc@he SIEG

and weight of spleens may considerably vary au@ rats of the @me age and 18&450 mﬁ}ence@y @
the mode of euthanasia at necropsy. @ Q 2. &
Enumeration of spores: No spores were de@{ed in bloo%@npled on 7 ar@% § afte&
dosing. Further, on Day 14 at terminal saciyfice no sporeQ)vere detected In livgr, kldn@ spled®)

lungs, brain, urinary bladder, lymphatic glia (lymph node) gy % thy@s of @1mal@osed@ th
BioAct®WG. The test substance was detecfed in the d§§§1ve fract of t&@@ S, whigh sho¥ no
severe pathological signs. Results of %@re coé@s ono ans/i%“ues sumr@rlsed ivtable 12-4.

@ v @ S
Shiines ® 2 i
Table 7.1.1/0202-3: Necropsy fimdingg Th amgnals g ont%l gro@and animalsQeose ‘Mth
BioAct®WG, at terminal sacrlﬁg&@ Y (0} (:\0\0 %
Group Rat# | Sexy Abn%\(malltl&found’\\ oy & < ©
I 1 O oy . N o RS S-S S
Control 2 &v{ Lu¥t gs: Coﬁolid\@tlon an(L@@ffusc @Jmon@)\foci indpht loBs,
3 DY @ungs; @)HS;;@OH a@lffu ~s@9- fociyPright 10be
© SY\aSpleer{@\%’nod ely epf@eed Q © h@% G
4o M™ |Logps: Grey and whit® hepgtiédtion & O
5 Wi rdney 2chy cdfipestion N L2 &
2 NMFE g f scpln point haemorghaes SO R
7T N F ‘Lu fﬁ&s@me pofp&%ﬁacmorrhagcs o ,;&
N 8T Lun\gg g@hda{gﬂ in ht nial diffuse haemorrhages in
§ (Y O [r@ainingbes Xy @ % zQ
L9, OF _YSungs: mild c@q‘ idatj
@ S Liversymild tsgngesti@@é%@ @% {®@

Lu@: modSsate ;&sﬁidati R

O B
§ QL S S Kidney: &éhy CoRIESHORS s
@%[ ‘o L Y oM QSpleﬂ%&everely&larged Ko
N 96 x 10 A~ gyiKidnéyWpatchy congf@n
&@ spores/gra 120 Liver wh1§sn foci Q
SEleeén: motitrately chlarged.

BloACt‘“’W\) o — - -
Q3 N ngs: Yiffuse pis, point Remorrhages
®§ \ ﬁ?j@ Splegn@nlargc@ fe
@@W 14 MR [Luagd’ hepa@sation &
N
DT

@ &y | o L&os: cofDlidatid®
O © @] ngs: @derat@onsohdatlon
S NS
N S ASpleepnildly@larged
@’ @) 17@’) F @' [Lugs: congoation
SN K ey: p@yhy congestion
Ry § Sy [ @F |@ngs Awsolidation
N @§ i <%anc : numerous cysts
N 19 F@ |Lungs: diffuse pneumonic foci
@ N J@ A Sp@n: mildly enlarged
Q r/@ N @yngs: consolidation
= F= 1
& S T
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Table 7.1.1/0202-4: Spore counts (CFU/organ, tissue) for different organs and tissues of
untreated rats and rats dosed with 2000 mg/kg bw BioAct®WG (ai: P. lilacinus, strain 251) at
terminal sacrifice

organs/ tissues & @
Group [Rat#|Liver | Kidney | Spleen | Lungs | Brain | Digest. | Urin. | lymph. Thyins |
tract | bladder | ganglia & v
I I 0 0 0 0 0 0 oY 0 @01
Control | 10 | © 0 0 0 0 0 R 0 S
il 11 0 0 0 0 0 0 0 0 & &
Treated | 12 | 0 0 0 0 0 0 o VO & ©
13 ] 0 0 0 0 (9o 0« ] 0 0 S0 &Y
14 0 0 0 0 XY o Y 0 G0 & 0,9
15 0 0 0 0, 0 s 0 P S & 1O
16 0 0 0 @ 0 &0 0 o o] Q©
17 | 0 0 0 AN 0 R o oK | @ 90 P
18 | 0 0 0 @90 0 @ | R D B 0@
19 0 0 0 [ o ] 30 [0 & 0 O
20 [ 0 0 0;\& @?) VYV ol A oY o 0
@ @U 0@27 é % &
Gross pathology revealed no ext@{ﬁ%l ab&@lahﬂgi or %QB n%ny te@imal @? @

Conclusions: na ; ome y o@ved ﬁ con@ol and
experimental group mayg| @ coggilered bev\gpon n ntal natuép, and not
treatment-related. Plesen@ of s ores W3as cot dtot 136 tragfdn 2/@111113&& likely to be
incidental as no seve@path% ical 01m§ seef Sup@ ed he absence of spores
from blood and maidrgantyand %sence o@t’redtn@nt rel d lesions in theSe orggns, together with
lack of any chmcﬁ%qlgn@\m treaggd animals, 1@3 concm ed tgéf)%tra@g%l of P. lilacinus is not
pathogenic and igfective@ rats “§@éondmon§ of this stt?@ y\’@
LDso mtraperlt&\qedl >%000 mg/kg b N

The acute | perwﬁeal g&e?@lan let@al@ (LM of P&z/om%es likagiitus, Strain 251 in Wistar

rats Wd@ ermine @1 ea@nan m@g bo% weight©O S
@D

1 h a crease&d ris of an i x1cat1Qn or 1n§§ct1used§ Paecilomyces lilacinus, strain

e to@se of BjoAct™WG 1926000 78 > 101°ores@ram) is not expected and although
%e tested@roduePBP£]1001-1 had ear ¢ northal gQnicentration of BioAct®*WG (1 x 10"

o Spores / gramythe te ted ordlng to O@TS @ﬂelme 885.3200, which is provided in
~Annex 11 Poj MI@Z @ <
IS o O

o,

SN > Ry
N @Q o @’ S &
<) % @@, \% Q

1M 7.1.2 pe@ (deQnal) t\@ny
%eport
aectlomvce@g}zlau

§> Z@ @%9721 M-474160-02-1): Acute Dermal Toxicity of
biost@in 28 thK o
7 @*‘

st 1a N
publishé¥e no, r@r bg@fws (D&@ of work: May 9, 1997 to May 23, 1997)
Gundel&ne 402@1mlt '&:@ EEC Guideline B.3; OPPTS 870.1200

@P %% @atlo@none@

v
N
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Materials and Methods:

Paecilomyces lilacinus strain 251; batch no. 90228; pale brown

crumble

10 Sprague Dawley Specific Pathogen Free (SPF) albino rats (5 male and 5 female), 7 to 10 weeks
old. Body weights at study start: 240 to 315g.

Limit test:
of each rat using a metal spatula, to cover an area of 4 x 2 cm. The application area was €9

with a

exposure, the treated area was cleaned with moist gauze. At day of applicgs:

2000 mg test substance/kg body weight was evenly spread over the shaved dorsa

4 x 4 cm gauze patch secured with micropore hypoallergenic

@De After 24 I@lrs 0

n (here cougt az@
1) frequent observations on signs of toxicity and abnormal behav10L@’ from day 2 to 15 daily

observations recording any changes individually. Determination of %dy weights a

15. Gross pathology examination on day 15. a o
o & \ @
Findings: No deaths occurre d no body w@ght loss was @brd uring @e
course of this study. Q @ S X
f th

Clinical signs observed were temporary eryt@%na at the s &é@f sample ap@cahon@ 409
rats from Day 3 to Day 7, subsiding by Da IS

skin, heart, kidneys, adrenals and gonad
of the animals hemorrhage in the liveg& was evn%em a
the spleen was observed.

The clinical observations are su

14. All affect® ratsggere fedwale. Ii}gon nec
all test anindals show@d no gross a Stmali€os. I
r@ 011%?}1111]31 ©10% 1;Dht> ﬁ%\morr age in

@ ”\?
Q@F/OI band§{ross @rop@ata Qe

S

marl

presented in Table 5.5.1-2. 7, \ \ @
Table 77.1.2/01-1: @nma \ ln@}al b&rvatu@for cf@ismal ‘[(@@Hy@J lzl§
strain 251 (NA =no abnom}@les}f% RN @ @
Day®yr  °S N) 2
Group (1@11111 &9 24h gffer @ Da@ D;@@ D" B 802y 14
@ dgsing) ¥ O
Male (#1-5) S NAG ” % g@ & @\“’ ONA
8 < S | Efghema on tre area
Female (#6-10)g) | © @1)@ §@ 1:%11 females Qﬁit e %@9 NA
% @ NN
IS O \ -
Table 77. ]@‘@0 20 ”\a ary oss&%srops@ndl for dghmal toxicity of P.
ltlacmui@ram 21 (‘@ anl aff@@ed/ toggl # of animals; symptoms)
Organ) Q I~ 3liemal%% Y 9 @ale &
Ski? ) GUNA & Y NES
Qer L S D 2/§’§Haem@%agef(\© & |1/5@)ight Haemorrhage
@%(idneys@ Y 9 N v R
'S|Adrenals 2y S YA {®@ NA
&@ Gonads @ S) NARS O o, OINA
Heart « Q) & N N@ 2 LN S NA
Spleghy & % slighOHaemdrhagy, NA
Obsef?atl 1@ S ONo othet clindGal si ere detected.
rdln ence’s\p th. rforq&@g lgratory liver hemorrhages can be attributed to the
us¢ of sodlum @7 to tal 1nls @@d vigydie intraperitoneal route for the euthanasia of rats.

%hls information has@t be
@- Pharr&aéf%x p@onal comm

nto thg report, but has been provided by Pharmatox (Dr. A.

atl Also refer to Annex III, Doc IIIM, Point IIIM 7.1.2
(EU-Doss&Y: Do M-IPB, 7.1 thesaime test was done with the formulated product Bioact,
\y\’ employitr% n@r royte of @mmlon for the euthanizing agent (intramuscular), without
revealing any s ’mfﬁgﬁt ch@al Sig
Cogclusionss N LDS@ 2000 mg/kg bw
acute,der oxicity of P@ilacinus, strain 251 was found to exceed the tested dose level of

2000 g

kg ©in th s@qpraglﬁq}wley rat. No symbol and risk phrases are required according to

Q@) EU $@ellmg gu%@ns

nex 11, Doc IIM, Section 3, Point IIM 5.3.4 for the intraperitoneal injection study

/ infectivity of BioAct®WG 102000028478-01 on rats.

@ ase
Q patho,qemc

@ys 1@’ and@
@
S

S
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IIIM 7.1.3 Acute inhalation toxicity to rats

o

Report: KM 7.1.33/01 [l F. (1998, M-467199-01-1), Toxicity/Pathogenicity of

P. lilacinus strain 251 in the Wistar rat R

ICP 117 (Dates of work: Feb. 13, 1998 to March 9, 1998) @ @é

Guideline: USEPA Microbial Pesticide Test Guidelines OPPTS 885.3150 @ Qy
No OECD guideline applicable IS @ @
Deviations: none @ s Q\Q

GLP: Yes § L 6

Materials and Methods: - Paecilomyces lila@us strain 25 Q*batch no. 2{:&1 51 Zx%)ray

fungal spores \a @ Q) ©\ @ &@

in salt solution (brown liquid suspension of spqres) @Q t”\g@ N é\’ O

- autoclaved spore suspension (non- v1able spé@es), for toxicigof substrate © Q @Q é}

- negative control: salt solution (= Vehlcl pores) @@Q @ & @}

N @
> @ D N
42 Sprague Dawley rats (21 male a 1 fe e) %Q 6- &%&eks SZ%velghn@ 180 2§PO g, ow\\[’alned

from Animal Resources Centre, WA, stre@a @@’ @

The animals were allocated to tre&‘%enu& ps sg%prl als § accor@ ng t@je sC
shown below. The test includeq a vidble tes bsta @& ubr T oups tQRysess
infectivity at different inter aft@%\losm&’ to@ay 2% no%?gable atme@ and @Ontrol

group receiving the vehicle®
The spore suspension w@ phed@tra‘[ra chea at a CF @OOM 1abH§$y of spores

was assessed prior to dosiiig as@@2% ble\@e of @U/a . Notviable spore
suspension was dete r~(:7 ede g%ontam 6 X 1.7 x T07 C@JQOO . This was the

maximum achievablg dose due to § phy&cal nafure of t& stdSL@tanc%

o O N QY & ©
Body welg,hts\were%ecorde@ at &y 3t death orgynteriftinal sacrifice. Body
temperaturesgvere tdReh 20 @in prl@ to d@ng, a{ , 4 244 after dositlg. Mortality, abnormal

behaviougaiid a b ad@ctrur@of cligyeal meters - wereQssesséd daily, until sacrifice. At

sacrificedlood was sam@d an?@ll animals necy@sied,

Deteraihati @f mf%\fvn Spore OFP. Iifmsinus Wt en@eraté®n aseptically taken samples of

br%@gﬂd hv lun spl loq% node accumcontents and eyes. Cultures on
od a%ar were 1ncub d at %OC f@up to @ da;/\kj@f no cultures developed after this

@priod, the sample wass\ﬁ@nmde%d to @tam FU. @ ¥

&@Test desi @or d&tQm ation ¢cute£9mona§to l©?y and infectivity of P. lilacinus:
3\ niggion g gy o
Groufs nent@ Qyo.agu%ls §x and jHvidual animal # [Time of sacrifice,
@ Q@ - < (®\ q (3 after dosing
Q Wiahle@pores D 6 Xy v 3 made (IM-3M) 1 hour
A % % A\F,Q @@@ 3 @%m (4F-6F)
@’ b |Véavle sp@)”sr 3 @ « (3 Yhale (7M-9M) Day 4
q N &7 OB female (10F-12F)
\% B v Vlab@aom% (Q & B male (13M-15M) Day 8
QO T (O B female (16F-18F)
al &@ §%/g§abl @ 6 Q 3 male (19M-21M) Day 18
Q @ 3 female (22F-24F)
¥R Vi B 3 male (25M-27M Day 25
@ @Q 1@® Sp0§ 3 lchlilzl(e (28F-30F)) v
R 6@\}) Q*Non-% ¢ spores |6 3 male (31M-33M) Day 25
S @ 3 female (34F-36F
) c @ & emale ( )
Q N SaftSolution 6 3 male (37M-39M) Day 25
@ 3 female (40F-42F)
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Findings: 1. Body weight: within the first 4 days there was a trend for weight
loss in both treated and untreated (group 6) animals, with normal weight gain returning by day 8.
This effect was not considered to be treatment related or significant (summary of data see table

7.1.2-1). @ @©

2. Body temperatures did not exceed 38°C during the surveyed 24h perio@after installat@of g@j
test substance, indicating the absence of a pyrogenic response. N & IS
g IS

3. Clinical observations: one animal died within 24h p “t‘-&mstallationo(#-@)]\/[),@ﬁho%@
showing abnormalities in major organs at auto @Thus, deathqyas attribute(i%% posiSsperatiQy
stress. 12 rats in the groups having received viab¥ spores and igéhe group tre wié&on-y@@le g
spores exhibited subdued behaviour up to 24hgafter dosing (DE™2). Detecti%f St Wousds, 0&@
blood on the fur for 3 males (#9M, 13M with@24h, 26M o@ay 5), indicat@ighting. al mb@
38 of the negative control group exhib@smng breathiny on@ay 1 10-@; evident on &qe
next day. A summary of the clinical obs&gtions in presdsted in @ole 7.1.2%2, @

@

Table 7.1.33/01-1: Mean b%iy weigts fodmalesis fermal®s in~eBt subgtance Neeated
(group 1-5), inactivated test substanc@reatrou@@) an@gatié@’ontr(@rou%group%} .
Qv & S © & o
IGroup B&‘ﬁ? wei@% (g, mgan + SI&)) at d@?ﬁosg—t@tmen& @
imal no., time of @y 1 N Day? o _|Pay § O 15 D 22
i Y8 Sy BT P
Group 1 N o Y NN @ N %J
#1-6) R bgen o) @6 § O --§@ ©€§ N~ -
TRV ST S - L N
Group 2 %, 2
#7-12)g, & 21@914 @Eosi s& ---& @ ‘\Qj Z}
Day O Sy g SIS
Grup 3 Q) G O R .V & S
ﬁ-m)@’ & pligps S@ligs 3 SO O |-
P RSN S 2  |la
Group™ & v N @ @
©©© &24)© &21%@ 055 2 24@5 Po6+55  P6TE6L |-
. y 18%, R I~ [
Groyp 5 %‘/j ) Q ’ @ Qr INot
#0) § é%u 2 R0 SSparg pr0sse fecorded  bags 6o
SQESIEN S A NS

@?)mup o> N N gé\),\’ © & Not
& |#31Y) @ N @szi 27  p68+42  fecorded D7+ 58
M4

D
@ D@S@'g@ vl
@ INot

@ ‘ou,
‘§ N 9
S\ #37-4 § 29 2@&@9 49£40  p70+54  fecorded P90+ 60

D225 Q @ @
! SD = Stafdard degjation

KN
2= ot dy@ mtg@ sacrié@ §
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Table 7.1.3/0101-2: Summary of clinical observations in rats for test substance treated
(group 1-5), inactivated test substance treated (group 6) and negative control group (group 7).
Individual number(s) for affected animal(s) given in brackets

Groups Days post-treatment
(animal #) Day 1 Day 2-7 Day 8-17|Day 18-21| Day @5
time of sacrifice Qb
Group 1-3 (#1-3) NA! (#1,2) O o
1h Subdued (#3) S @7 A,
Group 1-Q (#4-6) NA (#4, 6) @,% -7
1h Subdued (#5) & A
Group 2-3 (#7-9) NA (#9) Subdued on Day 2 % - Q) & 2
Day 4 Subdued (#7.8) (#7.8) v N &
§Qood around g}’ S @ @
on Day 2 (# @ D Ao é
Group 2-9 (#10-12) NA N NA - N -
Day 4 T @ A& g\© R —Q @© @
Group 3-8 (#13-15) NA L67) NA (#74) ; >
Day 8 Subdued#13, 15) S on%@z | \® &E@ @@
. 13, 1) oy D . N
N 9 N Q AN
Q @ Riood o$ur on G o > %
& 49 paadiiz) © S g <
Group 3-Q (#16-18) WAe 16” 18, (#e, & N
Day 8 T Sub%hg,%i (#@ S h% d onQay 2 \© Q% w §
Q@ A@” S (%g - & ) & Q
Group 4-3 (#19-21) N NA @9, 21 ---
Day 18 &© é Died (#20%@ g @ z«%
Group 4-9 (#22-28R e A D UNA O [ofA @
Day 18 @ %] %@ Sl & g .
Group 5-8 (5;:;@27) N ﬁ/\ #6.97) K NA (@ 27 NAY | &R} NA
Day 25 bdued (#25), Smakwoune or &
9 & > @ @ skin on D%& i\\ <
° 9 @ QS (#2685 &
Groyp 5-9 (H2R:30) @ N RS A NA | NA NA
Day 25 % T @ @ A@ & Q& S
ip 6-8 (#31 Nm@&sl) ) #31, 327 NA NA NA
Day 2@@@ < 3@ ued (#3?@3) 1@% @

@Dw%

; zsoé;gf( Y\\q@%%)@ éﬁ’gggﬁ?x g@@ E A o NA NA NA

&@@Da”s@oupt@ (#3;@@} @Ra?ﬁi?@iﬁg @@ N\/@ NA NA NA
& \@ a0 (O % O

lDay 2§§ p 7-&%401@@ D @§m & UNA NA NA NA

NA= E@abn@lmc§ : rg@ta d@u\&&) mte@ sac;g&}f@ﬁ
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4. Gross necropsy: Except for one animal, there were no abnormalities in organs found in any of the
test animals. One female rat (#36F), dosed with inactivated spores, exhibited a lesion in a kidney,
diagnosed as a renal adenocarcinoma. The reports refer to the possibility of a sporadic spontaneous
neoplasm in rats, as known to occur naturally in this test species.

6f S
"y

S)

Administration of inactivated spores is unlikely to have been the cause of this tumor, also in vi
the age of the rat (9 to 11 weeks during the study), and the fact that dosing was only 25, d

advance. @
& @

5. Enumeration of spores (infectivity): No spores were found in anin@ii dosed w@ non-<yjable
spores (group 6) or salt solution (group 7). Initially, following installafpn of viable sgytes & day©
8, high numbers of spores were found in the lu and less co@%tently, splecinof tesganim
(groups 1-5). At a markedly lower level spores%o were reco@gted from lyl@}h k1d®y @
liver, brain, and from the eyes, in decreasing order. Only 1 al had spor& in ei bl
caecum contents, in a small amount (10/ 6 &¥U, respectiwgly). 100% c dnceQ /@lcznuk
spores occurred between days 8 and 18 posiynstallation le Or g @ 5sues§0f anim$
with viable spores, suspected to be achie y macrophgge actl‘@y The sul&@ spor@count
various organs and tissues are summarised in table 7.1 @ S
% @ \
Q @ L & % .
Table 7.1.3/0101-3: Rec%ry 0 llla@ /g, 1@) fr m rdt @ @» &
tissues at different intervals dfter@ mg%values‘\g,lve tl@rdng,ec%tect @
+ 3 fanimals/group) @ & & 2o @§
Q qf‘% &S N o @@ &
X \;Vlab@sporék v @\U N@labléﬁoresg 0 r@Gr.oup
reat- (SQO (@U/ZOO@E/amm@ @ Q (l.7© 0" &y| (saltsolution
iment: @ R N @ 4q CF300p. 200pL/animal)
§ N @ @ & @ @)animal) §
N O o SIN .9 o
- ) ©
Tissue/ b y4 @ay 8§Day@3 I@@S o @25 @so\’ Day 25
P %Oup é%p 2)Gagroup® | (erdp ) {Soup gx (group 6§D (group 7)
) PR S D NN
Brain  {&47-123 0-& & SIS HE 0 0
Liver & 00 | B2 [02] Y| @ RN 0
: g ¢
Kidesys  [8y330 | 02104 0-18> Q RS R 0
L &us 770: B 000 L oD00 .| D, > @
Of-2000 070 | 020002 0 SES) 0 0
& Or-2000M 0% > K
° Poleen o d®00 [ (&850 f@>1000 & [0 7 0 0
&@ Blood  |@10* [0 . Q v 0, © 0 0
R
Lymph QR 318 o- . ()QS oS @ 0 0
nodes @ N ~ Q}’ © N
Cacoud SRS NI NG 0 0
@ 9 G 0. Y] ® [ WD @ 0 0 0
%’"C\FU -count foRyd m@aml@ 5/6 @t h0 @@J/g, mL
& 5 & N
" N S
AN % @ @ N
x> Vo). Q
N (g @\ R Q
> & @ A
g e
@ < Q & ©@
&£
N AN
&K’ O @ o
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Conclusions: Strain 251 of P. lilacinus proved to be non- toxic, non-infectious and non-pathogenic

to rats via the intratracheal rout.

Viable spores intratracheally administered to rat lungs at a dose of 8 x 107 CFU/animal did not
cause mortality or severe clinical signs of toxicity and did not persist in any organ or tissue for
longer than 2-3 weeks. Lack of active in vivo infectivity and mammalian pathogenicity of strai 1

of P. lilacinus is supported by the effective clearance of spores from all organs and tissues irftéfally &
affected, including the eye as a susceptible organ for P. lilacinus infggctions. Conside@g the
medical cases reported for eye infections due to P. lilacinus (see Doc. N@, section 1, l@im 2.@}
growth would have been most probable at this site in the test animals. @y N <

N
Increased risk of an intoxication or infection caused by Paecilo s lilacinus, strain 28] due

use of BioAct®*WG 102000028478 (1 x 10'° spofgs/gram) is not@xpected. Thi axin@h @
achievable dose due to the physical nature of the test substanc Qccordmg to fBe OP@S; ine
885.3150 a dose level of at least 108 umts@%MPCA per ¢est animal sh %}ﬁ ‘@ed ThE triak
conductor used 2.5 x 10® conidia/animal. amount of u‘@ts even@blt hlgéler thafactu

required as a minimum. Nevertheless @g@? fect of the\treatm was Técognized. Acpew stady
carried out with the increased formulation would,not rrigdout usifig a higher 1ev%1wof Q@ per

test animal even if the concentration CFU@%)the product &1ghe@,&Thea§re it can be assumed

that the results would be exactly the same amn the §ub mlgstud}@

2.5 x 10® conidia/animal equal %rox tely\L @ r%na pe@rson (?8 kg)@flls

gram of the present formulatl t ls\@ry uplikely b%ng is lin 15 c the
product (density 500 kg/m?),~ 1chge%(ﬁe tosits form%lanong\ﬁ $ erth@ess thi®should

NSE

happen to occur, the amou@ %be IO@OW 0 ause@’ly he e@j)ve study
result. Q

Inhaling the product during spra@%pph@ d e¥en be@ dé%ult A\I’though it is
recommended to a the product through @lve 1rr ation em a growerlhight Spray the product

onto the soil befor&startigg the i tio Even rate above 1{ ropgsed rate in the GAP of e.g.
8 kg/ha and the west possibleyyater ount 01°200 l/ha a p@son @J d ha® to take up at least
200 ml of the §1§gay %ﬁ very (flikelythat t S will h@pen @

For both re%ons tl@ lrea@ existfny study app%@ to @yer fﬁmenﬂ e needs to assess the

risks of Bi$Rct® W& @@ sp@yes /g@) C(gpmmg acugg ulm@ary toxicity/pathogenicity
feature L O X © @ @
RS SR SN
Pledse re to th@ acu e@ﬁulm@%ry 101ty4§hogen%élty study of by intratracheal
administégion té%}D r sub%;tted 1&@nne Doc@M %&tlon 3, Point IIM 5.3.3 which was
\%%nducted WIMIO%MWG@ 000@478 01. Q@ (o

S A

A . Q>
Q\ &\ & O W\,\ &
IIIM 7.1.4 Skin @&ano

R@ort © S.(1997, M-467222-01-1): Acute Dermal
rritation/ COII(@ @iostrain 251 in the Rabbit

2158, Australia

- pubhs@ no, ort \TIQS@ > (Dates of work: April 15, 1997 to April 18, 1997)

& & N
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Materials and Methods: Concentration of a.i.: 1.8 x 107 spores per gram
Paecilomyces lilacinus strain 251; batch no. 90228; pale brown crumble

3 New Zealand White albino rabbits (female), body weight at study start: 3..1 — 5..1 kg.

0,5g of finely ground test substance were moistened with water and applied as a paste to a @n@ 2 @
x 2cm, dorsal area of shaved skin. The application area was covered with a gauze patch sgC 1ed@j
with Micropore hypoallergenic tape as a semi-occlusive dressing. > @

After 4hours of exposure to the skin, the area was cleaned and assesse signs of erfthema

oedema, scored according to the Draize scale at 60 min., 24h, 48h and 721 after patch ggmovaly,

Additionally, body weights at study termination, and any esm@d other tch@effeaﬂ'@ welg&

recorded. \ S
VC@ 9 ‘“ @ @
v
Findings: Barely percepti g erythema w@ecorded rabb at 6 1n.
after exposure. The dermal irritation mdex Cdlculated a@ 33 fog the u&s dsses@lent,
and 0 for the 24h, 48h and 72h post-exp @ eriod. @ é
A summary of individual and total 1rr1tat ion icmg@ is %@ in fagle 7. 2@,1 6\ . @
\
S @ = < > N
Table 7.1.4/01-1: Indi%iual a@?otal éﬁ% 1rr|§%n sc@s in respon®§o P@inu&& ©
strain 251, (according to Draize sghome) N @ % § . §@
AN R
PRI I N I S
Hours after application QQ (i% Er){p&ema \((\\ Bgdemag @@2 %i\/
R 2> IR FIENE b E?} N mal itBitation
Qranpit# ¢ S| of & dexd "
Wit e 1 | & Q S

i o |~ W & @i 1O Plyg

24 N & [0 70 @ e Do 00

48 A S e 0D J0 0 JF @

72 ol 2 @ I K e 050 K0 &0

Total scoreg; ﬁ Q) |1 & O N NS

calculatlor@lm of@’cry a+ qgrjema s s/to%\ﬁ’ of anitwals &
Q@’" ) §C & e Q
: eﬂ&@ or l&%ns an%no %ﬁy Welg@ 105 re ot@%\/ed@
SSA side 4 %m clude pllCd%ﬂ of P. lilacinus, strain 251 to
@dld%}r dlbmg\dbbltf@ld neNFause@gnifid@nt inflammation according to EU
lling 1 TH@ref h he skin.
@be ing reg,usglons e ore%t e t@ubsta@e is @nade@ds non-irritant to the skin

& N
Increased of-an n%:u dermal@ﬁat&@ause&%ﬁy ctlomyces lilacinus, strain 251 due to use

)
of Bio %VG 102000428478 (@X 1(%5poregﬁgram) tead of another already tested formulation
is not ect

% b
rodu@@ed inJhis s @he o@ioA@mulaﬁon consisting of the dried and ground

C {‘)- re s ate grown wa;ch th ungus&gontal ng 1.8 x 10° living conidia per gram. The test was

carrled out acc § 11ne
@7 o apply th odu @he safgple crughéd to a powder 0.5 grams of the powdered test sample

was wel%d and a Tew drops o& ater s added to make a paste that was applied to the skin

coverin are %g abo@ ample was applied to a gauze patch and the patch held in

contact with thgyskin @ng Mic por&oallergenic tape as a semi-occlusive dressing.

The @Jd Bioact fo ulat@may ve contained some exogenous toxins whereas the product

spQres/gram)>does not contain any exogenous toxins or metabolites. It only
sists of the Qure washed g38tes. So the probability of the tested material to cause any skin
iglhrer th@‘f the BioAct WG 102000028478 formulation had been used.
& Asglfeady menti , for fungal micro-organisms an increase of an already high concentration is

{Q TAN har@g thegmpact.

g

<9©In addition one acute dermal irritiation/corrosion study on rabbits was performed with the test
substance BioAct formulated as WP 102000028477, containing at least 1 x 10'! P. lilacinum 251/g.
Since both formulations contain the same active ingredient and the potential impact from inert
ingredients are negligible due to the product composition (please refer to Doc JIII Point I1IM
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rva@n tlmlﬁ\g & @ Ermlema and eschar formations / Oedema

o O §“"

a N @J@ > G b @ @ "&L

N n, N 14) @ 3

AS [ Beforedosite & [ S 00 o ® 0/0 0/0
Time sfter repieval of the patch (4 Fexposure) O
60 minites ol 08 © 0/0 0/0
dkours S O | oY LW A &7 0/0 0/0
4ghour0> Y [O opo © o 0/0 0/0

"2 houts D00, 0/0 0/0

1.7.2.2), the findings on the WP formulation are transferrable to BioAct WG. The preparation
BioAct®WG 102000028478 (1 x 10'° spores/gram), formulated as WG, consists mainly of natural,
organic additives generally used in human food (see Doc JIII Point I1IM 1.7.2.2).

Report: KITIM 7.1.4/02 . J.; 2007; M-466945-01 , Acute dermal irritation/corro éb

test (patch test) of BioAct WP 102000028477 in rabbits @

- Ge

— published: no, report No. 21543 N

3 & & o

Guideline: - OECD Guideline for Testi@ of Chem1%$§’ No. 404% Acu em?@g
irritation/corrosion, adopted Apr@4 2002; @ &@
- EC method B.4. Acute tox1c{y Dermal Irr1t@<%n/Corros1o&@OO4C),§g @)
- OPPTS guidelines 870.250@) $ Q @© @Q}

GLP: Yes R @ &

: , o Q
Materials and Methods: QL N @2 @

Three male rabbits were exposed to,the tesi@tem @ é@} @I’mn @le ac inggedient
P. lilacinus 251 1.19 x 10" viable spé%s/g (@alytl ) for eas%@ﬂada % testday and
a follow-up period of 72 hours. The test ph y dermdal a hcatlo@ nto @ haved,

intact dorsal skin with a dose rafe SOng/é animal\The te§titem was md th

water to ensure good contact $uith thésskin. Jhe te t em xyas appsged to, test site au@then

covered with a gauze patch. z\ggb pa@ as —\, d in tact 1n wilh non- atmg@pe for
the duration of the exposur@eno%‘ he suf und& untre@éd c@serv rol. ¢

Exposure time was foQ hours

rmg > the exposu@ o the als @/ere é&)t in“eomfortable
restrainers.
=.(§Zf re peri %%d the @atch ¥as re @ed @the skin sHe@vere &Laluated Scores

After the 4-hour expe!
were taken 60 minttes, 24, 48 an hm&s after atch r

Findings: (& Uiiger the@resent test cond1t1ons@aone &Q@f%ree fabbits exposed for 4
hours to 500 mg@hlo ct WP/fatch ( @‘u océiuswe@emdltl&hs) sht& d y\ékm reaction (please
refer to the table be © O

There weretho syst@nic @eran@ reac §rs Q) é& §\

Table 4/0@ Aciite derntal 1rr11@t10n/4;0@0s10£@est N «\@

Q
onclusions Y %ﬁAct@@fP coftbaining P. lilacinus 251 1.19 x 10'! viable spores/g

@’(analyhcal} @l notgsfiow a@ skl@eacta&%\s‘ Therefore no classification as corrosive or irritant

bst Q
subs an(;;@glve @ @} .

& %@@@\@Q&@@
G @ © 9
@@ék@%@
Y O & 9
> O o
s &
@’@@o%
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IIM 7.1.5 Eye irritation
Two studies have been performed, on with Paecilomyces lilacinus 251, 2 x 10%/gram and one with
Paecilomyces lilacinus 251, 1 x 10'!/gram. .
Study 1:
uy &
Report: kv 7.1.5/01 [l V.<.2001, M-467393-01-1): AQute eye 1rr1td1@@ tu@&
of BioAct®WG (Paecilomyces lilacinus strain 251 formulated as WG) 1@@3@& AN @
T ————— T ———y S
published: no, report No. 3490 — published: no, re@rt No. 3442 ([Fates of work: Aug. 1 @)01
Aug. 27,2001) & o N @ @
S o § & &
S . Q & &
@ S Q Q©
- QN Q o & < @
Guideline: - @ ) S S
ek N @ R . © & @
GLP: Yes 9, D N 'S S
Materials and Methods:  Paecilofayces %‘nus ain gsvl forﬁ@@glte ¥ WGPBP-01901-1,
purity: 4,48 x 10° active spores/g; bafSh no ‘) 062@2 Q b@j g & % N
@’ @ R o O @’ o
3 male New Zealand White Ra‘t@%f (JA&{eiea A Fou tion é%dyc @ght %2,5 \l%
100 mg of test substance, in: d i t%e comggnctl\ﬂ&bac ¢ eyl ca abb1 o prefont loss
of test substance the lids W he%togc,th@ ge@@sb\ for 1@001&@ iy ey@we@js control
receiving 0,1 mL of disti water.
Observations and scoging o g@ulal tatl Qym@ﬂ wlre pe A m % 1 24\48 and 72h
following installati i te%&%ub%tance for Qe corQea, ir Qﬂd conjuncti 1nc$mg lida and/or
nictitating membréakes). ihe eye@ele @dmor@ly exa@medo W2h th%qld of tluorescein at 24h
after inqtallation@ N) \ 9
Findings: > % 1@ tle app a nor%'al aﬁt{\;r 48 “@ 72h. Therefore the
study was tegninate@atter l@ordmgcme@nd 9 t 72 f0110w1 nstallation. Individual
and mea irritatfon s@s are@.unm ed 1 le% 7.2 Q%E respectively.
Tablef%l l.@@@-l: &\ Indlwi\al sc %{s for @nea an@uunctwae in response to
P. cinun@rain@il (scés dc&@mg EC%M)S)
N
° g}g @erl@ Wliris o @@ [Confeinctiva
&@ Time y ©) Qa° Q % cKOmosis redness
hrs  QVRabait # I 2, 3 ﬁsﬂ %3 ¥ 2 3 2 3
I o | & & oxp 0 9Op 0 0 I 0 1
b, O PSP Y & po0 @ p 0 0 p o 1
2@@@@@\0@@0@0000000
70 ; evy0, %0 P 0o b o 0o p o0 o0
@Total@cor&fﬁl&O 0 KShao o p o o o 2
% S| S
N Table 7. l .5/0 ﬁé @ @an e@ irritation scores at 1h, 24h, 48h and 72h following
instagggtion of P. /%&mu%{(@am 2§k(scores according to OECD 405)
x .« o . .
Ry Individual Total Scores Post Instillation
(@ \%abté Sex
g it N 2 © 2o @ At hour
o o Ol 1 24 48 72
§ NI S Male 1 0 0 0
§ 2 D Y Male 0 0 0 0
& & 3 Male 1 1 0 0
@ Total score 2 1 0 0
Mean score 0.67 0.33 0 0
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v

N

No effects on cornea and iris were observed after installation of the test substance. Moderate
conjunctival redness was observed in 2 rabbits at 1h (#1+3), and in 1 rabbit at 24h after installation
of test substance (# 3). Examination with fluorescein dye and cobalt blue filter gave a positive
response in one rabbit at 24h (#2), indicating partial (1/4) damage to corneal epithelium, but this

rabbit did not show irritation responses throughout the observation period. @f
- . . . N
Non-ocular clinical observations revealed no symptoms in any rabbit. @@
Conclusions: The mean eye irritation score for Paecilomy¥Qes lilacinus, stgain @
(formulated as WQ) in rabbits was not significant and did not produce pd¥itive criteriadn any tQbbit

according to EU labelling regulations (201/59/EEC). No symbol or 11@%1)11&1&65 are i@y for§ &

required, and the test substance is considered as no@mtant to the §% N N é\ﬂ
% N

Although an increased risk of an intoxification«r infection cal.@% by Paeczlm\zzgyces nu @rau&

251 due to use of BioAct®WG 1020000284@1 x 1010s (Q& /gram) is pr ted and ou

the tested product had nearly half the no@a concentr&on of gy 1010 Q)res /@ am, %e test

repeated with a 10 fold higher concentration, pgovmé@’le hg&zd infppct 0@% coﬁ‘&entr@ of

spores (see hereafter). Q) @ 2 & @,
A acute dermal irritiation/corrosiQ study@ rablits was@rform the te @ B FAct
formulated as WP, containing atleast 1% 101 Py lllac@mm 2 Su@ botggformula ons tam

the same active ingredient an@ g%t@ntlal 1@>pac1; flom 1n@ 1ngr aTent to the
product composition (pleasg ref@& 0 D@» JIH@mnt ﬁ g n the WP
formulation are transferrﬁe to Bi&Act WG Thew\\}ﬁrepa ion B@ t® (1 x 10%
spores/gram), formulated™as W&, co r@ly o@atur& orga@ ad es gel%rally used in
human food (see D@@%I PO@IHM 200 & &@Q . @@@ &

@ N . &

~ @ %
(@}: Acute eye irritation
00028477 in rabbits

Study 2: .9
Report:
study of B]JQ®

. o NI
lished: @Report 0.4 atest,éf%wor May,§7 to Jady 2007)
> > @ 2 & o @
Guideline: w, B % > v Q@
&@\GLP S & S § o
Matemﬂxand Met od%Conc@'atl 9 a. Kl 19 >§0“ spores per gram
@)

Paeczf@nyce lacmﬁgy stra, &251 F@uﬁmul d as @ 102000028477, purity: 1.19 x 10!'! active
spo@s/g, 71 5 \ o4

\ S
% male rabbits, 1den@ble Qaﬁo@d n r&er from LPT Breeding station _ body
weight 2.4 %g@kg Q \
100 mg ofQest substance still@\in t @njunctival sac of one eye of each rabbit. To prevent loss
of test s%t‘}stanc§the lids were@eld together gently for 1 second. The other eye served as control.
One haur afte atl& t the@/e wag 1 sed with 20 ml NaCl solution.
Observations and oring ot ocu@ irritation symptoms were performed at 1, 24, 48 and 72h
wing installalion of €t sulstance, for the cornea, iris and conjunctiva (including lida and/or
nictita mel@ranegv The %/%s were additionally examined with the aid of fluorescein at 24h
Datter@btallatioh

§ Fi ngS'% <& All treated eyes appeared normal after 48 and 72h. Therefore the
$ stady wagternt t%ed after recording scores and symptoms at 72h following installation. Individual
Q d mean eyesritation scores are summarized in tables 7.2.2-3 and 7.2.2-4, respectively.

&
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Table 7.1.5./02-11.5./021:  Individual scores for cornea, iris and conjunctivae in response to
P. lilacinus, strain 251 (scores according to OECD 405)

iCornea Iris IConjunctiva
Time chemosis edness @o &
hrs Rabbit# 1 2 3 @1 2 3 Q1 2 3 @1 2 3 N §
1 1 1 1 p o o p o o0 pOI @® S
D4 I 0 0 o 0 0 p 0 0 4> 0 0 L©
48 0 0 0 0 0o 0 oS g
72 b 0 0 pb 0o p p 0 8 'h 0 0 19 é\’
Total scores 1-72h P 1 1 0 0 K)@b 3 1(7@ 1A %@ &@
Table 7.1.5./02-022: Individual sco @%m cornea, i ??d con %@ 3 C&©
.1.5./02-022: % juncti€e in untr ate@ye @
(scores according to OECD 405) % @) <§ S &
Cornea O Irlg 4 N Comnctlwk 7 @@
Time A @, ) é%mosﬁ%’ @edness e
hrs | Rabbit#| 1 2 3 | BY 2 @ @@@ 205 | 2 3((@% &’
1 0 0% 0. S O 030 D 090, 0 0Y §?j
24 0 @ OgN0 LN 000 <0 | o8 0 S S
48 00% «0° [ 005 | @ 090 @ 0@ o,
72 A 0T D 0o do © oo 8]
Total scores 1-72h b, 0 5@ 20 &7 & o0 ] 0070, B

SR A I
Following effects were observed gfiér ingfallatiompf the tést subsgance Conjun %}Val redness was
observed in 2 ra@lts forh an@rabb -@ 24h after 1nsta11at1&9 t substance. The irisis

N
were not affectdd by %tlllanon of :S\ st it Th@ere no systéfmlc infQderance reactions.
Q \ O-RN

Corneal ac1 (grad § ewe@l all aiyj als@o mmu@ after%stlllatlon in animal no. 1
i 1omg9 Q @

@

untll 24%ours gifer in @) &

res test I%on ed 24 hours afte{\l’nstlllﬁ)n led ﬁleal staining in animal no. 1
e su@ace) @ & @;ﬂ Q@ @

@ S & 5
‘s Non-ocular c@acal @érva S revealed n@ym 1n<s§ rabbit
N O & O
Concl \s é’ Il@meaﬂ@ye 1r§gt10n sedre for Paecilomyces lilacinus, strain 251

(fo ted a WG) abbls@}fas %r@éjlgmﬁ nt a@dld not produce positive criteria in any
rabbit acco 1ab g re:.g> at1on§(67/5@EEC 93/21/EEC). No symbol or risk phrases

@wre ubsta e is considered as non-irritant to the eye.
Although the t su Ce @ 1 g h;i@ concentrated as the nominal concentration of the

@mAct WG 02000 signjficant differences in the results and observations could be seen.
NS
SN
S ats 40
x> ISR O
IIM7.1.6 Skin sensmsa@n @ Q)
@ &
N
IIM%?I 6/@- A.(1997a, M-476446-01-1): Skin sensitization potential of
28 ifishe guhia pig

, Australia — published: no,
ates of work: June 18, 1997 to July 18, 1997)




Bayer CropScience AG

BioAct WG,

1 X 10" spores/gram (60 g/kg)

Doc M, IIIM, Sec. 3, P. 7

of Purpureocillium lilacinum (syn. Paecilomyces lilacinus) 251

Page 22 of 29

Materials and Methods:

no. 90228; brown crumble
Positive control: DNCB (1-chloro-2,4-dinitrobenzenc)

Forty-seven Dunkin Hartley guinea pigs, 4-8 weeks old males, weighing 260-695 g at study st

2 animals for preliminary range finding test, 20 animals treated with Bioact, 10 ani s for@y
untreated control, and 10 animals for the positive control (DNCB treatn@t) plus 5 a

internal control related to the DNCB treated group

Induction: a dose of 0.5 g moistened test substance at 100%
assessed not to be irritant, applied epicutaneously on a patch to shd
flank for 6 h. Skin reactions were recorded 24 a@48h after pa@gh removal. Tg@ proce%ure V@x@

COHC%&;Y&UDH ina pr

d skin at the@mma@ rrg]&@

Test substance: Bioact (ai Paecilomyces lilacinus strain 251), batch

& b

lsf@

test

@

repeated once a week for 3 consecutive weeks i m @ s &
Epidermal challenge: 50% of test substance m@ater solutlon doptied 12 d aﬂs%%e l@nn tq&
the Bioact treated group and untreated gro@under occh@n for 6 h. tlon symptegy wer@
recorded 24 and 48h after patch removal ding to the Bue ledm ale. @

Grades of 0 to 0.5 are considered i msré,n 7 cant, where ose or@reate e com@%ered@ be
significant. @ &

Findings: 1. Indu<glons~\y @?}9 & @ & %

No significant erythema was see&jﬂ% the, @act Q@gr ter i duetl KXince s@nes @e <@ at

all assessments. The DNCB tre&ted glﬁgea p ild

erythema at the second and
control group following ind@ton &g prese@ed ln%@le 7.
& v S

Table 7.11.6/01-1:

n re

d iaductio

1%exhl%
tio

@

no@y he : t ﬁ%@lnd%on a

res@&r the g

@
ns @um@gs f@i@w1n§ wee@gﬁductl(} with Bioact

gre@p and @psitive

%core 0.
~

actions. Thexgon-i
S in the positi

after 2% h a

4of

and positive contro g' CBy respegtively @&
After indudtion k_[| Afer mdu(,fgon 2o JAftel@glductlon 3
Group =/> Q4h 4880 | 24 48 h 24 B n
o, Q@ Y NZ
Testgroup | 208 @ 6§ >@§ 0 @Q 0 %925 (Q 0.2
N < S AN :
DNCIiQ— up& © § R 0§ & \9@8.3 @ LR 06
ORGP I -
2.C @lﬂen}, \ AN & \ & R
Fo@wr é@@qallen@ with @oact@@of 20 mal @the ced ggst-group exhibited faint erythema

sensmsat‘i

affecte esults

g,lven@g tabl ~A 3

@
Tle 7. 1@/01-@@

cont

RS

am% after@® h. The ema&@ng} animals showed no skin
a me -Q’

&fw]& a mean s§

reac‘tiQns asg after

r @ scorgs of th@nduc

©©©@

the ean

of0.05 after both assessments. Animals
of él% ft 4h, with 90% of animals showing
ore Wagy R8.95, with 70% of the animals being
&est %bstance group and non-induced control are

S or@umea pigs following challenge with Bioact after

&

S rea
SNoduction (test &%up)i@withégdu@gon Qe@ﬁtrol group)

9

Q g Rtter -
n

g

Grogd

A\

24 h&,

Q48 h

Test—vg\rgoup Q)

4, -

o
20

R

@
&

0.1

)@f

@

Q.05
S

&

0.05

@

mo@@red f@all test animals during the study and was not different from the




Bayer CropScience AG BioAct WG, 1 X 10" spores/gram (60 g/kg) Doc M, IIIM, Sec. 3, P. 7
of Purpureocillium lilacinum (syn. Paecilomyces lilacinus) 251 Page 23 of 29

Conclusions: The observed faint skin reactions of some of the Bioact challenged
guinea pigs are not significant with regard to sensitisation. This study indicates that Bioact,
respectively the active substance P. lilacinus strain 251, has no sensitisation potential upon
exposure to the skin.

Increased risk of an acute dermal irritation caused by Paecilomyces lilacinus, strain 251 due @se N
of BioAct®*WG 102000028478 (1 x 10'? spores/gram) instead of another agady tested foatlon
is not expected: Q @ ©®

The product used in this study was the old BioAct formulation consis‘u@ of the dried and ground
culture substrate grown with the fungus containing 1.8 x 10° living e%ndla per gral@ he was@@
carried out according to the OECD Guideline 404.

To apply the product, the sample was crushed to owder 0.5 @ms of the po@ere@st satr@le @
was weighed and a few drops of water was dded to make ste that w, &pp 1n @
covering an area of about 2 x 2 cm. The samglg was applied @gp a gauze patq@ and thespatc 1d i 1

contact with the skin using Micropore hyrgemc tape a sen@jmcl e dredsing.

The old Bioact formulation may have&ntained so exo&gus to S I@rea ct
BioAct®WG (1 x 10'° spores/gram) dpes not @ntain ex&genou etaQ ofites. zﬁzgonly
consists of the pure washed spores0 the@roba %e t ial t cause ny skin
irritation is higher than if the Bio%ct®WQ§OZOO 847 gs grar@ on l%df
been used. 7, KN N 6

> > @ L& O &

@ N o @ %, @ @

NS p o
SN T & & 9
IIIM 7.2  Operator, bystander ar@wor@r ex mto@g da{@ @ S

The maximum dos of &oAct®WG 102@0028@@8 (1g) S ores/gr%) is &g/ha equivalent
to 0.24 kg active sﬁb»stan ,or8 @13 C@U apwed up 49 10 ¢ ﬁ?/)‘%eam@ﬁ tomato) up to 6 times per
growing season @ge Do -1), N
However, the type of ormulat@n an,& op conditivns o%se 1@§y a%@sy low exposure of the
operator to this biolegical nématicide) base@n lel@/marac eristics;
. t*WE& 1 @0002@78 & lol%ﬁpores am) @y formg%ﬂed as water dispersible
anules, whlc@ye diétfree and th re i hirdly any; inhalative exposure
0©©T h Qpar (fon usugﬁ‘y Xbe applied t gh thy drip@rigation or in the case no drip
Q irrigp 6glon avaﬂ@de as @ ectl onto tife soil stirface or as a soil drench, pre- or
@ —pl g, an ubs%quentl rai nto soilzhy watering (see Doc. D-1, Good
S grlcultural Pfactice) Thusyypracticlly no_drift 1§§xpected and so is the risk of direct
D con@t for@rato@ ystanderstQnegl
&@ e Détinal a@rptlon eute dDentry*for thls@on—pathogemc fungus, as shown in the
Vang%xmo@mal s§ (&% Dog¢: M- HB;S%CHOH 3, point 5.3 and M-IIIB, this section,

point J.1.3, rggpectiyvely). @
ST b
Sec@ndly, @% @9 pe@nnel@ the@pphca@’ is exposed to P. lilacinus strain 251 in the
la rator}@ in @sshouée r%m t@man@cmrmg plant, with no single case of toxicity,
ec

athogenicity, ti or ic réactions@aving occurred due to this exposure. The inability to
grow at tempgraturegypver 3@C th&absence”of a toxin, and the toxicological profile of P. lilacinus
strain 25 ]@hcatg that nq adversg healthroffects are expected from exposure to this fungus:
R % \
S e The 4&ute tq@city st%es Performed with high doses of spores, respectively formulated
@* spores, clegsly nstr@ that this fungus cannot establish infections in warm-blooded

3

nis 7,
@ * « No spgre congentrati @elated impact is likely nor could be proven even when using a 10
@ @Qfold@gher edncentration compared to the nominal concentration.
& ) % 1niti%@ detected spores were cleared completely from all organs and body fluids upon
{*ﬁ @@ @ tracheal or intraperitoneal installation (see Doc. M-IIIB, this section, point 7.1.2, 7.1.3
Voo ndi,

[ n the course of these studies the 1nitia etected presence of spores in any organ did not

Q < In th f th dies the initially d dp f sp i y organ did
@ relate to any clinical symptoms or pathological findings.

According with the EFSA conclusions (EFSA4 Scientific Report (2007) 103, 1-35 Conclusion on the
peer review of Paecilomyces lilacinus strain 251),
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M 7.3

1M 7.4

IIM 7.5

M7

essa@ @

“the AOEL was discussed in the experts’ meeting. It was concluded that an AOEL is not needed in
those cases the microrganisms is not pathogenic or infective and does not produce toxins”.

Estimation of operator exposure

BioAct WG is a water dispersible granule formulation (WG) containing 60 g/kg P. lilaciny&ain@
251 and is recommended for drenching and drip irrigation application i@different cropsdpplie

directly to the soil. ©)

& ¢ 8
According with the EFSA conclusions (EFSA Scientific Report (200%103 1-35 C@ um@n th&
peer review of Paecilomyces lilacinus strain 251), \ N

&

“Since no adverse effects were obtained in any sfy on toxicity@athogenicity @y inf@eness,@he @

; K - S
experts agreed that calculations on the opergtor exposure/rgsfare not n d. l@arge gan ©
exists and no dose-effect response (LOAELfycan be deterfuined. Morem@, due 18, the Wode @@
application of BioAct WG, i.e. drip irrigatigm)the exposure of.the ggerat corgged to rggcmg &n
loading and, therefore, minimal (the wat lsperszble g@&zules dee dust e)’ \ %@ @
Measurement of operator exposuréQ @ N > @’ 7] %

& @Q N & - S @j & .

Following the results and concé\ﬁonsﬁ\n theEFSA alu '% on (@rator\gxposure, no @ciﬁc

study for measurement of exre [&hperag& is re&&re © é)\?\ @Q é\ﬁ O
Operator and bystandr@xposu@ r%ortm oﬁlyp@nm@y 1n@©ents@§j§ dhd after
registration & @@ @ ©© @@ . S
According with th@ﬁ SA cc)}clus@s (EFSA Scien ﬁc I&e@)rt 2697) 1(()%, 1-35 @nclusion on the
peer review of P@jczlom@s lzl@us s@% 25 1@’ @ N )
“Not relevant (o haz%d ident%)ed).’§ @K @@“ v $ §
O . N .

& o & @6 §9\ S S

Safety ﬁ sh@t for»&hn adi?ve .Q @ @& @

N
Wlté%cep@n ofa neghg@&e po all oﬁthe ert ingrédrents &ert no health effects (see Doc. H,
Safét v D %ﬁ@or allhert ﬁ&gredle@ T % repaggtion BigAct®WG 102000028478 (1 x 10"
), fi

ores/gr: ulatég as ts m@iply of naturorgamc additives generally used in

B man food (She Dog I PFIIM 2. Y
&@\umanoo@e (@v % NS @\

@NQ
S

S
Suppl eie n y 1nfor tlon (m all d@a pmé in part 7: Effects on human health if it is
reco end hat tank‘zﬁmxe(@glth ajuvant or another pest control product

l to t]@@la f thd @%10 <Qal 1%& e no influence on the toxicological profile of P.
lzlacmus strain be @mp fro teractlons with chemical or other biological plant

otection p%iucts hergihe ap 1€ant d@ges not recommend to use BioAct®*WG 102000028478
(1 x 10 Spo! s/gra@ m a tank m 1tl@aher plant protection products.

Summav%y? an@aluﬁﬂgn of l@lth @cts

ubmﬁ%a to, gglogm@ studies and supplemental information on P. lilacinum 251 or BioAct
ev& alratin th, the act ubstance and the preparation prove that these are non-toxic and

on-ife tlou@ 0 ma@mals an impose no health risk for operators, bystanders or workers. The
@S not@tmg to the eye and not irritating to the skin. Since no hazard identification can

anysg early adverse effect of P. lilacinum, a formal dose-response assessment is not
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Table IIIM 7.6-1 Summary of acute toxicity studies on P. lilacinum 251 and BioAct WG

Test Substance (Year)
. . Result
nominal concentration .
Author Parameter Species 5. . 5
TS* in mg IS in_cfu
O
TP! & WG' (1997) Acute oral, LDs rat >2000 mg/kg §3.?§0"/kg
1.8x10° cfu/g S, S,
119972, M-476459-02- S % S
1) v as
TP & WG (1997) Acute dermal, %at >20) (@ng/k 2 >3 6@)(109/1(
R 2 g
1.8x10° cfu/g LDs a %, \\ @ @
. (1097h. M-474160-02-1) £ ) &
;Y(IGO(E(%?&); PEP-01001-1 @cute ip injectign, rat (?2000@@1{&2@ > & 10%kg
(anal ticalz':4 5x10° cfu/g) LDsoand 2% @ é n@n=infectious
d LA, g | - ..
’ & | infectivity, | @ &) @Y% clearance
ﬂ, VK. (2002, M-476474-02-09 | O > RN . &
Z v
WG (2005), 102000028478-01 0" FAcute’p injecion, U rat & Nat stated, | 3 15 x
1x10'0 cfu/ @ | infe@hivity/ Q ©) >1}07/animal
0'0 cfu/g . N . 3
(analytical: 1.57x10'° cfu/g) &~ O clearancey, %% O (Spon-infectious
| 1. (2006, NEZ467 01-|@ . & %© w\g\ N é’ SpP100% clearance
1)+ D, 20063 -467226- S @ S § @ %
01-1) S @ @\ o > & Lol ES S
TP (1998) @ w\j@ o @Ycutc@%lat' : @rat @3 Ngt stated > 8x107/animal
maximal physical ﬁ@siblé’%@noc&g@ltion K LCshd @ @ Q non-infectious
‘.F.(w‘&& M6719900-1) & |infptiviy's [ . @ & 100% clearance
B@ @) N §@ clearalg N
o (920‘02/).1) P_Ol%l ! O @JAcm@ulm@ary rat @ Not stated | >
2x107 cfu/s, N 9 6 o o .
. 0 e Q| Texieity > 2.5x10%animal
‘6'5)(@ Cﬁ@%ﬁ) @ N S et S non-infectious
1. (2060 Md67234-01) + @105@' y @ on-infectious
§ \ " tmt@eal @ S 100% clearance
'(2%”1\&467419%0 ) & | clearaice §
% © 7S S
1@(199{§ «:4\9© © S . 9 A@Cl?e ski® @| rabbit Non irritant
A .8x107 cfu/g %@ % b\ 1 1tati@ @}7\’
S m.m@-%mz- SIS
01-1) , . & L9 &% .
O
WP (2 6&’ &ute kin rabbit Non irritant
S 1rr1ta@§
20076) M-46s874-0131 | ©
N%10° cfit/e: PBP—O@-I @%Q . @2@ (@ cute eye irritation | rabbit Non irritant
@7 (anal ticaQ@xxl@cmg) &
& WJQC%SSL%%Q@%OQ*
}Y{P (L{ c ﬁ?/;@ @4 77 @ &© Acute eye irritation | rabbit Non irritant
alytical .19 %cf@g Q
. (2007a) M-466945-01-1
N
@§ W(‘§997)@ § Skin sensitization Guinea Not sensitizing
§ 1L &10° /g (Buehler test) pig
& K199 %y M-476446-01-1)
Q© TP (199) . . .
S 2x10° cfu/e Mutagcmmty in- Bacteria negative
5 AM. (19982, M-466959-01) |
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©
&@ The absenc@)f tog@y
the intr&@%heals@n alatg
€xpos rono adverse @cts @ be@g@bserv

Avgjlable ca@refov@@é co@dere@ be a@r@opriate to conclude that the strain does not have

TP (1998)
2x10° cfu/g
, AM. (1998b, M-466956-01 )

Mutagenicity in- Mouse negative
Vivo

' TP= Technical Product = spores of P. lilacinum strain 251; WG= Water dispersible Granule formulation of P. lilacinum
strain 251 — i.e. Bioact (Australia), BioAct WG PBP-01001-1, or 102000028478-01 respectively o
TS= test substance; cfu= colony forming units @ @

Based on the submitted toxicological information on P. lilacinus strai 1 and WG—F&ula@,
the active ingredient and the preparation can be characterized as non#toxic and npu-pathbgenic,
non-irritant to eye and skin, non-sensitizing and not oncogenic to n%mmals. No tme% clated
adverse effects were observed upon differen@utes of ex@;ﬂre. In addjtien, twg~ stu
employing a systemic challenge with a high do@f spores hay@shown that thiy Tungadis not@ble @
to act as an opportunistic human pathogen, since detection ministered @lilac@s stray 251
from tissues, blood and organs did not co@ate with any&clinical signs é\”patho@gical@mdin%
and spores were completely cleared from e#gans and bodyRuidsayithin £3 weeks. &
The lack of infectivity of this strain i o indicated\by its if@bility t gr@t ten@’@erat@ of
warm blooded organisms. . &’ @6@’ %\ N O\Y\’ %,
SIS S S o

Due to their properties or due toytheir qai%ﬁtity @@%he f@nulatio@ the @pact @%ne@w&
on the toxicological properti@ef th&b%ntireio\mula@n i@igib@ Fugglermor thegreat
majority of inert ingredief@ts of ‘the pr @atioxgﬁioAc G (X 1 E3por ram)§é are
nutritional additives genegtly used in dman ~Hod, @@ﬁ the@re likelgto i%uence the
infectivity potential oncé the fufi@us is i the bivod stteam or@ 1SSUES; whe@'t hagdirect access
to the nutrients of the“potengigl ani@gl/ hugian h@é he @con%@ms were given in the acute
pulmonary toxicity &udy, #here if@atra ly if@alledcspores weére ifutfally gound in different
organs and in th& ood, aid stiwldgdid not establish an i@ctim@Therefore, noQell culture study,
studies on short-term %xicit@@nd (@healtffects%fte@epeate@nha@ory exposure were
performed. 9 S) © @ %>

"~ SN Q

R
Considering thes@din@ and fbe ub01]§ @strib%g’on gd natpr@occurrence of the soil

saproph fungds’ P. inusgAs W s th@nticip@ed 1 exp(‘Q}re to residual deposits of

BioA G ({ X 10 $pore§gram), 1o ¢ mersZhealth risk assessment was performed. The

estimayion of@n opgrator ex%@sure%l,earlyih wec@t ex@sure perators will be exceptionally
&N N 5

lO‘@ @ o & > %& @

'l@erefaf@@ a haggrd cl ssiﬁcatig% or spific 14belling ©F the&@duct according to the relevant EC

Sdirective 1272/20084EEC is md¢ requised.
N ;ng &‘&9 @ o

$ )

NS
of P. lilacgnitm 2{ fvas déﬁonsb@@d by acute toxicity testing using the oral,
and e int@peri?&al expdsure route. Independent from the route of
in te3g,animals upon administration of the fungus.

%

3

tokic or p@hog&@ pro%ﬁies use @‘%&he st@n for plant protection purposes does not pose a risk

%or human he@;l § @%f’ Rz Q %@
& - N S &
S N &9
= S SLIPRCARYS QRS
h . @\@ ~
G @ © 9
& O S @
Y O & 9
NN
N
& e 8
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