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Introduction

The company Bayer CropScience AG is submitting a dossier for the re-approval of
Bacillus amyloliquefaciens QST 713, previously designated as Bacillus subtilis QST 713, as an active substance
under regulation (EC) 1107/2009. Due to changes in taxonomy, B. subtilis QST 713 is now classified) as @
B. amyloliquefaciens. For further information, please refer to Annex II, Section 1, Point IIM 1.3.1 of this.d0ssier N
As a consequence, the active substance is now named B. amyloliquefaciens QST 713. Fhe old strain dnation

is still used in some documents and can be considered as a synonym. Serenade ¢§O is the represent
formulation for the process of the re-approval of Bacillus amyloliquefaciens QST@”B as an ac@ve sub& ce

under regulation (EC) 1107/2009. @

Inclusion of B. subtilis QST 713 into Annex I of 91/414/EEC@W list of ap Ved actlv anc S, accor g @
to (EU) No 540/2011) entered into force in February 2007 (Cotnmission Diregtive 2007/6/ \w btilisSstrain &
QST 713 was notified and defended by AgraQuest Inc. Although the ulation Ser \'n) wagyot t}ﬁ%

representative formulation in the dossier for Annex I inc%smn of B. sul@zs QST. 713, Qere th data of¢he ab

mentioned product is summarized, since it repres atest 1nfogatlon @lohq acze% QSTg]
formulation. The representative formulation for the“initial An@ mciusmn @eren@ WPNS no*@lger
produced.
Here we submit all studies reviewed on the zonal levg] and @w d rmat@ (puﬁllc literafure
summaries). The for information submitted onl% on th@on&&/el wh &rent fr@m the & inf at1o 111
appear in blue font. i\ﬁ \ N
@ IS & %, @
Critical Good Agricultural Practices fornaéi%ASO ae su@nze@ the g@le b%& @y @
Table 7-1 Summary of crltlcal@od ?/gf@cjultura\Pra%}ce for@ a@o ©@ @Q \W\a
Crop and/ | F | Pests or @Apgh&ﬁon @ § é@lcatlon Qe é&) PHI | Remarks
or G | Group of © ] (days)
situation | or | pests Me.th&y Tiging / >numbgr Lpr@%}iﬁuct/ha& gasK Water
I | controlled /K%d Cé'h - inte a) max. rate a) rate@ 1 @m
(crop N stage of C@etwee & o '1 @% {gﬁ pp. .
destination Q%rop& apph ons) @\é pp.@ max. total¥ate pe@ mln/
/ purpose caso b) mé_ total §op/s on max
of crop) N @ @Y% a)@er use & rat % S K\
@ & @ Q) per cro% @s@eawn@
N Q . useasomy . 2) & @
Strawberry |G | @irviis_C)Spraying | BB ) 65 days) ) 10 @0 1401%7 400- |nr. | 10L/ha
@inere 55- 4«% @ 1000 authorized
| PR QLT Q@ b) %@ @mmyl\?@omCFU/ha nUK
o 9 Ry f% @Z% @ q @@ Q@M kg
@ g e O %, (i 6x10°CFUM
Strawberry | F Botry@\> Spfaying . @ (5 days) a)(ﬁ\ Q a)0.112 kg 400- | n.r.
cin 239 @ 1 Q S R 1000
% < % b) 6 (days) _|b)48 min. 8 x 102 CFU/ha
@ @@ S . < o Q Q b) 0.672 kg
g SO ;
c § \[X 9 ) \g@ min. 4.8x 10"* CFU/ha
Grapes % Botrytis a Sprayin, yBCH@ a)9 ?ys) %@)8 a)0.112 kg 500- | nur.
é cinerea o P @ 68-89 é , b 1000
Q\ % N % day&@ b) 72 min. 8x 10'> CFU/ha
N
\‘”\, oy § 3\@’ Q § b) 1.008 kg
N & S @ & min. 7.2x 10"* CFU/ha
AT N
n.r. — not releva@ N v @
& O VRN
(O
@
S S
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ITIM1 7 Toxicological Studies and Exposure Data and Information for the Microbial Pest Control Product

IIIM1 7.1 Acute toxicity studies

Overall summary @ @

or Serenade AS containing B. subtilis QST 713 as active substance have studied in r&s, rabgi
or Guinea pigs. Serenade ASO contains the same certified limits of agi¥e ingredient s Sere@ e
AS. All of the inert ingredients in Serenade ASO are from the United States @Vlm@nta
Protection Agency’s Inert List, 4(a) or 4(b). Under the United Stag%Department Agriealtu ress
National Organic Program the active ingredient a@quahﬁes as gy organic matg}al lalgxi‘lbed ll@@e
USA and some European Member State for use 11%ganlc agrlce © %,

S @ @ @

N
For details of the formulation Serenade A @and a compi@%on f the ad@@ves of Sereﬁa)de A&
and Serenade AS formulations, pleaser to Do JIII Pogy III 17@ The, resulig;’of
toxicological studies conducted with the plant prot @n products @rena%ASO%@ontalﬁ@ B.
subtilis QST 713 as active 1ngred1ent 1se ab& d- 1 v @@

N
Table 7.1-1: Summary of acut&%umtgg@udm&used;(ghegalua@ of Serenad@éo

The acute toxicity, irritancy and sensitisation potential of the suspension cgj;centrates Sereng AS(@’

Study type Test item @%e level @ | 4&Fmdu® w\;\ A@@ R@ort §
Acute oral Serenade @%OO &@‘kg?v&@ SO LD 500057/ kg§ fer t
toxicity ASO Q& Corrégpondifigfo ™ S S ¢ JPointdllMI 7.1.1
1
rat _ Sex 10 @FU/I@ S © § S (2015a)
Acute dermal iﬁde ° L%f)oo g/ﬁ(fg bWl & LD5@OOO mg/kg bv@ <&er to
toxicity w corrgsponding to at least & O\@ 2 oint [II M 7.1.2
rat & O |20 Crake bw o L9 oo
B S
Acute inhalation® Sere%a)de @SL@ m%@§ @ﬁﬁ\lo adverse effects S8 | Refer to
toxicity % /§§ DCorrespdndin o . Point I1IM1 7.1.3
rat N @ 7@7 CF&F ‘2”\9\ LC&> S.I%i)’lg/L &\ - (2015b)
& S @ -
Dern@&ﬂtai\o@ Ser&%de Emmal" @Ion—@ﬁating@ Refer to
. %@ & |ASO SYeore % at Y Point I1IM1 7.1.4
9
S S . 0. sﬁx 0°C /an1 S @ I 20082)
. p{Eye irritation/ Serepa @ jNon-iI@ating Refer to
sQ\ corrosion g}’ A&% é@l mL/ammal@ @ N Point IIIM1 7.1.5
A |rabbit . @ | O & .9 O I (>005))
Skin s@?ﬁon Sere inkg}o Seg@ade A@ ﬁ)n-sensitising Refer to
guine@ e | Ay POEN - § Point M1 7.1.6
RN F S & o I 2001
*?@q orag@nc ul%g}no l@ger pl@uced@ame CFU count as Serenade ASO
<) ) %
@7 The mlcr(»l%%> plan@)rotectlon pr@uct enade ASO containing B. subtilis strain QST 713 as
%, active sq@nce a lo@nﬁ)oten@p icity following oral, dermal or inhalation exposure.

N The suspens1o®conc@?ate plant pro@ction product Serenade ASO was not irritating to the skin or
eyes@fthe rabbit. N
?ﬁc&nad&%O aininBvB. su@zhs strain QST 713 as active substance was not a sensitiser in the
Mo difig Bueh@er me in Géinea pigs. However, in accordance with the PRAPeR Expert Meeting
Q@ @o-orga@isms@l June 2009 the following labelling is proposed:
< @ v\f
Q@ aczllz@fvubt@QST 713 may have the potential to provoke sensitizing reactions.”

©®©

@
&
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M1 7.1.1 Acute oral toxicity

Report: KiMi 7.1.1/01; | 2015; M-527086-01-1

Title: Serenade ASO: Acute oral toxicity - Up-and-down procedure in rats @" @

Report No.: 40862 . N

Document No.: M-527086-01-1 @

Guideline(s): U.S. EPA Health Effects Test Guidelines, OCSPP 870.1 100@02) @

OECD Guidelines for the Testing of Chemicals, Test No. 483 (2008) & @
Guideline deviation(s):  not specified N
GLP/GEP: yes @ g\% o\© o\§ é\f@
e @ S S L@ 2
. . o & & o

Material and methods: Test substance ntified as S enade AS w1th t n@er N
102000027846, LISB000447. Composition\Bacillus subﬁ@s str; QST& 1 34"/@0the§@

& tremors, cpn@llsmn alivation, d@f’hea £d conia Indiy

@

ingredients (nominal) - 98.66%. Brown s@smn Expiration da@ arc 20@ )
Animals: Three female nulliparous and no regnant ygue &awley@erw@lbmd&rats of Q-
10 weeks and 151 — 166 g, received frr & (@_

The animals were singly housed in p trcﬁ\ﬁ ohd bo@nm pdcarbangte ca@g E&;rchm (e.g
toy) was placed in each cage. thta%papéer@’as 14%d ben ath the cage @d was(eh at leé
three times per week. The ran Ws\ﬁof ﬁal reQ! n@ratu and Je ive hwnldrty were

23°C and 40 — 58%, respecti @y % hang%@:onsgﬁd in @ per@ 1th oto,

light/dark cycle. Food and stln@n Hafan Te 1 16" rotej t D1et®
#2016 and tap water, res tlvely@/ere providedSad i the cept of f& during
fasting. Animals were acc atl@i durl@ 7 - l@ays @i do

Prior to each dosin, @perlrﬁntal aive rg@ wer&faste@%er t by removrr@the feed from

their cages. Durrn@% 1ng $Q %ra‘cs Were examinedfor heaf@l an%welghed (initial).
Three healthy, ;fe le ra not iou ested) were sglecte r tes@ Ro
FeE ‘@ S

The test jgnce ad 1%>stered@s re@ed toythe st@ach tising a%@%ess steel ball-tipped

gavage negdle att @oprra@ syr1 . Fo 1ow1ng Gdministration, each animal was

returne 1gn was re@ced &P roxr@ately &# hours after dosing. The

anlma@ werd obse or moﬁ% y, %ns o@gros @oxr%@ and behavioral changes

prdRAM:; utes the st seye¥al hours post-dosing and at least once

v therﬁj fo, 14 days after% @@bser@lons ialuded@ross evaluation of skin and fur,

@@s and muc&%s mer&ﬁ nes %Splr%y, cir ator@ auto ic and central nervous systems,

matomotor @gtivit d belidvior patternQParticwlar at@sﬁlon was directed to observation of

al body weights of the animals were

recorded@%r to&%st ance @mrnﬁ@ratlorﬁ%lmtlal&nd again on Days 7 and 14 (terminal)

followiggidosing. All WETE ¢ - Suthani%éd Vla@) r@alatron at the end of the 14-day observation

perid. 10S %cro S W perféﬁed 0@11 a@als. Tissues and organs of the thoracic and
Séhi

ab \.Q“ 1nal§/1tles &ere exa ne\

cﬁsndlngs All an1ma1rv1v est s@sta c'{dmlnrstratron gained body weight, and appeared
ctive and he&fh y d@ng the @iere {were no signs of gross toxicity, adverse clinical effects,

or abnor ehawor. N(%ross orma s were noted for any of the animals when necropsied
\y\’ at the coﬁ%lrusron@f he. period.

Conclusion: URdler th@con 10ns 0 Gis study, the acute oral LDso of Serenade ASO is greater
thar&@’oo milligra er k 'e.o ram ody weight in female rats.

I co%uded Ser nade '@,v does not warrant classification as being toxic or harmful on the
‘o\ s aCL@ oral 1c1ty

N
& @ S
@ é@@ v ¥

&
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1M1 7.1

.2 Acute percutaneous (dermal) toxicity

The following acute dermal toxicity study in rats was performed on Serenade ASO containing B. subtilis QST

713 as active substance: The results are summarised in Table 7.1-1. A detailed summary is provided in support

of the assessment. :
& 8

Report: KiM1 7.1.2/01; | 2008; M-456164-01-1 > @®

Title: Acute dermal toxicity study of Serenade ASO in rats - acc%@fi’ng to EC method B @@

(92/69/EEC) and OECD guideline 402 - Limit test IS SN

Report No.: 21360 % ®) § &

Document No.: M-456164-01-1 N @a

Guideline(s): according to EC method B.3. (92/6%%@ and OE@ guideline 4@” @

Guideline deviation(s):  none TN é\ﬁ o

GLP/GEP: yes @} & é\g Q @@ @Q}

=
Q'?(@'

Materials and Methods: The study was congueted @ the pe;§11

R @f &
I 0&5 oz@em b&

e t%: aterial corrgsponded
to Serenade ASO (QST 713 strain ; epo&d titerCP1 @CF Ng,
1.34% dry weight; analyzed titer: %LJ % &

Che O =
In an acute dermal toxicity st@ s\%gle d c‘(hm %st) of@OOO N gﬁ)f thé%st substance,
corresponding to at least 2 & of Bysubtifis QS]@ﬂB/k @w appli foré4 hto 10
CD/Crl:CD(SD) rats (5 pefisex) m@’ voluine of 1%9’0 g bw é%ubs e wag ‘applied to

shaved and intact skin (5% 6 cm@y correSpondi m{@ly 1 l@of surfaee). After the
exposure period the oflusipitswas réiove ou@OHt 14 day’ obsggyation period, animals
were observed for cb\gj 2es ofﬁﬁody@lght or behavioural gﬁ n, @Well as for irrf@tions/changes of
skin and fur at least once 2 y A@@e en@f this @rlod an@ls were acrl%ed and subjected to

Zal

gross pathologlca xamination. ¢, @ @to\a

Findings: N&ghmca@%ns Htoxicity wer@@sewe@ bodgweight galn W@ln the expected range.
Gross mac oplc@ sp diggpot r 1 agﬁsubsta e-related ﬁnQ}lgs Since no mortalities
occurred Lszcould @calcﬁ@ted @

Concl@wns \Qe a&gte lthal deima das® of S@en @AS %s found to be greater than
g/k cor@pond& to @i ast 2% 0° GBU B. ilis és 713 per kg bw.

I%s concl@ed thw?Sereé@de 1%0 do@ot re@r@e la@elhng la551ﬁcat10n with regard to dermal

Xici )
Ry, &y & o &S

IS N
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IIIM1 7.1.3 Acute inhalation toxicity to rats

Report: k1M1 7.1.3/01; || R 2015; M-527088-02-1
Title: Serenade ASO: Acute inhalation toxicity in rats - Amended final report .
Report No.: 40863 @ @
Document No.: M-527088-02-1 S
Guideline(s): U.S. EPA Health Effects Test Guidelines, OCSPP 870.1300 @.5998) @®

OECD Guidelines for the Testing of Chemicals, Test No. 4@(2009) & @g
Guideline deviation(s):  not specified N
GLP/GEP: yes % @ < S

% 2 &
Material and methods: Test substance ide(@ed as Ser@%de ASO umb@ @
102000027846, LISB000447. Composition: Bacillus subtilis,Stain QST 713 - 1@%,
ingredients (nominal) - 98.66%. Brown susper@n Expiratiog date: March 5@@17 Q Q&
Animals: Ten Sprague-Dawley derived albm% rats (5 per s@ of %& 10 ‘;eks a&d 284 @634 %@
(males) and 193 — 201 (females), receive m SAGE® «I%bs @
The animals were housed in plastic solid bottom polyc@nat éagmg @nrlch@nt (&8 toy, s
placed in each cage. Litter paper was ath agesand v@han &Fat leastthree titnes
per week. The ranges of animal room emp&@ture rel ¢ huridity were 19 .423° 41§
57%, respectively. Air changes cofisisted i il with a>photo perlo§f 12 h@ght/ cyd@&
Food and water, consisting on Q&ﬂan SQ%lad &obal % Prate nt ® #2016 an§ap
water, respectively, were provigéd a@xﬁbztun@%ﬂ&cep& rln%ﬁe@posu@% Ani @ we@cclir@tlsed
@

during 14 days prior dosing. Q

The test substance wasQaero@hzed CGgs re ki 1@ on
aerosolization. ©@ %o (o (@@V & @ @Q& @ S é

Ny
Prior to initiation of the f&mhal on St@y pre&@@st trials we@ondu&t@ to @ﬁabhsh generation
procedures to a %’%VG tothe egient pagsible {he desired chagber c¥dcentration (5.0 mg/L) and
desired particle size 1bu on (masseme @ aero& m;%dlametiéf bet 1 and 4 um). The

procedures @ 1zattQ\191 equipment in the full Wefé%based"ml he results of pre-test
trial nu$ 13 Wthh 1de§5grav1®trlc mbe@concen@tlon of 5.13 mg/L and a mass
median

$ o
halgtion ch&ber use&%or @osur§mma§9 were individually housed in
polycarbo&é hotding t%bes whic sea&q@ the €hambefOwit aW<0” ring during exposure. The
e unit termin inates w @nch @jametégrtube for discharged air. Filtered
@enerator air @as s@led e spray at izatighhozz]Q\by an air compressor, and measured
AN with a Mas@Flo&& ntroller. A@@ﬁtlo al~filtere mlxcn\gg air from the same air compressor,
measure \th a&Mass@b troll%{, A %mtrod d into the chamber to help uniformly
distribyfethe tgst at heregp creal afth é@rtex@ the chamber inlet. Chamber airflow was
monitored t ho Sure® rlod rec d periodically. The exposure was conducted
sligﬁﬁa i pressgre Thetemp re andrelative humidity within the exposure chamber
\) ell as the 1y red (@tmu@y during exposure, and were measured with a
perature mldlty§fnto Tempetature relative humidity values were recorded every 15
inutes for, tﬁ% ﬁrst@ur of expos& and’approximately every 15 or 30 minutes thereafter. The
test atmoS@iere as ge@atedmgo avnebulizer. The test substance was metered to the
N atomization no Ty&On® g, using a peristaltic pump. Gravimetric samples were
withdrawn at 6 terva@ fro he brgathing zone of the animals. Samples were collected using 37
mm&g@ss fiber filte %Wha@anTM /B) in a filter holder attached by % inch Tygon® tubing to a
v@um ump. Filer papers wepe weighed before and after collection to determine the mass
& ectedh, This @lue was divi by the total volume of air sampled to determine the chamber
@gonc tion.8amplendirflows were measured using a Mass Flow Controller. An eight-stage 1
AC An%:en ient Particle Sizing Sampler was used to assess the particle size distribution
0 testQtiosphere. Samples were withdrawn from the breathing zone of the animals at two
Q@ @gervals he @r paper collection stages were weighed before and after sampling to determine
Qhe mass collected upon each stage. The mass median aerodynamic diameter (MMAD) and
@ geometric standard deviation (GSD) were calculated using two-cycle logarithmic probit axes. The
animals were exposed to the targeted chamber concentration for at least 4 hours. The exposure
period was extended beyond 4 hours to allow the chamber to reach equilibrium (T99). At the end
of the exposure period, the generation was terminated and the chamber was operated for at least 15

N
@ic stirrer during
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minutes further with clean air to allow the test atmosphere to fully dissipate. At the end of this
period the animals were removed from the exposure tubes. Prior to being returned to their cages,
excess test substance was removed from the fur of each animal by rinsing with tap water and
wiping with clean paper towels.

On the day of and prior to exposure, the rats were examined for health and weighed. Ten heal@ 6
naive rats (five males and five females; not previously tested) were selected for test. Indifd
body weights of the animals were recorded prior to test substance exposur&¥initial) and @it
Days 1, 3, 7, and 14 (terminal). All animals were observed for mort: during the *ge;(posu@»
period. The animals were examined for signs of gross toxicity, and behavioral c}%sges
removal from the exposure tube and at least once daily thereaft é@or 14 days ser\@ ons

& >
included gross evaluation of skin and fur, eyes an@lucous mem@ es, resprrat&% ciréwlatory>
autonomic and central nervous systems, somato%tor activity behavior ﬁ7§Qtem rticyl %
attention was directed to observation of tremor{ convulsions, ggftvation, diagrhica

aom (INS)
rats were euthanized via CO; inhalation on@ay 14. Gro@necropsres wébe perfors d_6a all@q}

f@

animals. Tissues and organs of the thoracic @,\q abdominal caVaties @yﬁre e)@uned@% @ @}
AN

Findings: The chamber and nominal ghamber, oncer@ons&}re @mg/@md 4\"7%%’53 mﬁ

respectively. The average mass media%%erod@amic%ﬁame was. gqitmat be 2.35 pum based

on graphic analysis of the particlg size ribug asured” with a1 M erse&

Ambient Particle Sizing Sampler %% an‘aycrageégeome 1c Stan%rd de@lon 0f2.32.

All animals survived exposurg the, test at her a ony wei dur the &y

Following exposure, all rats @{Q 1blteg\1rre§‘@r re atlo al cove@d by
Day 3 and appeared active @nd hegithy fo nder@’f t da§§ egod. No
gross abnormalities were gted for y of the a%n s w 1ed ec usmfN)f the 14-
day observation perlod

Conclusion: Under N con%%’ons 0@,}“5 §dy, % sin exposure ac@ 1nh§at10n LCso of
Serenade ASO is gre@ter t& /L n&male and ma& ats

N 9
It is concludedﬁ@% Se %Oade ASD do@ot wégrant c@‘slﬁca‘ﬁen asiggng t@e or harmful on the
N

o

basis of its agute 1nh@ n t%lCIty 6@ N « - (©)
> § & S @© o W
I1IM1 7.1.4Skin 1§§il&l@ RN & & &
Sa S L8 %

e©@

S &
Report: @ KHIMI 7,1.4/01; 08; 1@45@@ 01-1
Title: .9 ?Qgcute dermal iggitation/ osmn es;@ch tesfyrof Serenade ASO in rabbits -
Q\ Qaccor to ‘method B. 4 2004/ Ecgnd OECD guideline 404 (Final report
AN @dat%l ay 30, 200> \
Report No.: @ 2186 é’ O w é& %
Document No.: & -456180-01- iﬂ\g\ @
Guideline(s): cor g to g@’ methg B.4 @OO4@EC) and OECD guideline 404
Guideline deyj n(s)©© not $pr cified o\© @
GLP/GEP: NS
L e @ & @
FE S
N

co%@ponde%tog\ &S ST 713 strain of B. subtilis); Lot No. T-732; reported titer: >1 x

ry weight; agglyzed titer: 1.10 x 10" CFU/g.

‘”\9
%Fhe subst@@ce wadapplied to the shaved, intact dorsal skin of three male Himalayan rabbits at a

@
%
S

Q@

doe of 00 m@er animal, corresponding to at least 0.5 x 10° CFU B. subtilis QST 713 per
@mal @ n§ t substance per patch). The test substance was covered with a gauze patch to
nsure semi lusive conditions and fixed with non-irritating tape for the exposure period.
Neighboured untreated skin served as a control. Exposure was terminated after 4 hours by removal

of the patches and animals were observed for irritations after 60 minutes, 24, 48, and 72 hours.
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Findings: Under the conditions of the test, a single animal (no. 3) showed an erythema (grade 1) 1
hour after removal of the patch. No systemic intolerance reactions were observed throughout the
observation period.

Conclusion: Serenade ASO containing B. subtilis QST 713 as active ingredient is considere@ be &

non-irritating to skin, accordingly, it does not warrant classification regarding skin tation@§
JIM 1M1 S @” &
& ©.8
IIIM1 7.1.5Eye irritation Q @ %
O O 9w
A N @
Report: ki1 7.1.5/01; | G_. 20@4-456195-0@1 N N @ @
Title: Acute eye irritation/corrosion test of*Serenade ASQin rabbits - a@ordm@ EC%y é
method B.5. (2004/73/EEC) an@l@ECD guldel @405 (Fmal&portd dM@@O, %
2007) - Amendment no. lgo report . & g @) @
Report No.: 21362 "} \ @@ RO o @
Document No.: M-456195-01-1 XN o R N
Guideline(s): according to EC metho B.5. ( /73/E§C) a{ﬁtOEguide 405 >
Guideline deviation(s): S) 5 T @
uideline deviation(s):  not specified % < @ @ & % o
GLP/GEP: yes % . v @ Q Q> S @j @§

Materials and Methods: ,

The test material ccgspond%d’ o Se@nad
1.34% dry weight;sanalyzed titer: @“0 &)'0 CFU/

AN 9
Three male Hu{%@dyan $Bbits @@ewe single gﬂse £0.1 %ﬁf Se@ade Ag% by instillation into
the right eye. The te ubst ce Wa§ce§ to th@onjl«;&ctlval sa’and @yprder to prevent loss of
the materw{&fhe lifls" wer ntly@eld t(§t f%\appm@tnateéone ﬁﬁ)nd As a control, the left
eye re ed u&reatedgf:@@ was sto @y w@hlng the eyey) with 20 mL aqueous sodium
chlorij solu&o 24 Q\rs after IHS&%UOH Rvalua@ of 1rr1t§@react10ns (including opacities,
ctiv, edne@ cher@ is q&@amagg of t@rls) performed 1, 24, 48, and 72 hours after
%eatmen@ o\

Q\Fmdmgs @nd @e cor@ons of the te§f all g@qals re found to exhibit grade 1 conjunctival
& redness lo nstillation @anm@ no.1 until 4§ hours after instillation. No effects to the

comea@ 1r1s<-‘:%o;§mmad\s> as W@gas sy@(i%“mc to erance reactions were observed.
AS

Concl@smnren onta@#ﬂg B, @btzlzs QST 713 as active substance is considered to be
1ta g to %& it d«%:*s no&v@t‘ra&% ss1%a@j on or labelling regarding eye irritation.
MM @ K

it A

& § Y & <’
D
IIIM1 7.3.6 SKkin sen@satlon < @
o > @
N The followmg@ﬁelh@phrasghat §equ1red for all micro-organisms according to the PRAPeR
Expepg~ Meeting @g M orgagisms from June 2009 is proposed: “Contains Bacillus

@4011(]1{ ftien . MicFo-organisms may have the potential to provoke sensitising
@

R
q tl(g Q o @

Q@ Ir@tion aggord'@ to the Advisory Committee on Pesticides (ACP) at its 355" meeting, the label
v ofdfe pr@pt sb& d include the following phrase: “Wear suitable protective clothing (coveralls),
$ tablep otg§ve gloves and suitable respiratory protective equipment (disposable filtering
cepiece respirator to at least EN149 FFP3 or equivalent) when handling the concentrate or

@@ applying the product.”

The following study is submitted to support the EU reviewe however the default labelling should
apply. The following skin sensitisation study in Guinea pigs was conducted on Serenade AS
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containing the same certified limits of B. subtilis QST 713 active ingredient as Serenade ASO. Since
the additives in Serenade ASO have a more favourable toxicological profile, Serenade ASO should
be considered even more toxicologically benign than Serenade AS. The results are summarised in
Table 7.1-1. A detailed summary is provided in support of the assessment.

Report: k1M1 7.1.6/01; ||| 2001; M-456206-01-1 @\
Title: Dermal sensitization study (closed-patch repeated insult) ir@inea pigs wit@ @
Serenade AS @ S . N
Report No.: 012774-1 Q N
Document No.: M-456206-01-1 D ~ & 2
Guideline(s): EPA OPPTS Guideline 870.2600 - J@AN MAFF deline 59 No@an -OECD &
g V @ < NS @
Guideline 406 Q @ L = &
Guideline deviation(s):  not specified & Q) 2y QQ N &
GLP/GEP: yes %@ Q& &© @© @
%’ AN
& G
Q @ ‘ % %

9
Materials and methods: The stud@%was@nduc

. The test material corréﬁ@od@ ereniade AS; lot @ 4.](@5; reported
CFU/g; 1.34 % dry weight; a@ze@iﬁer: 3%@1090Q%U/g%© C}\ S éﬁ
The skin sensitising propegclggs of Cérena‘d&QAS were eva@@{ed @g t odifi Bug&f@r method.
During the induction phase a c@gcentratipn of @0% nade ®S w; &dminfStered dermally to the
backs of Hartley a p%%ﬁ once@jww@afor &he ccutive wee@ Dinftepchlorobenzene
(DNCB), 0.2% (WA 1n %g% etha@, wa&admierd c@gcurre&t@@ as agpositive control during the
induction phase.Gjwo wéoks foltowin last induction, the, Y@mal@ere cela\\a%lenged. During the
challenge phas% an i;%itation contrgNgro \a@,\ as @%t differerifiate bgtween dermal reactions

produced Q@h’itat' and@sf@%)se p@) uce seniMatio@ é& ~
Y

AN

Durin, @é c%klengs @asew:ta% animals i@e tgygrong receiggd single administrations of

Serer@% A&t appréximagely themaxim&l% non—h@[tati Qoncentration of 100% as recieved by

thegponsof>The é@itive éontrolkgroup r@eived Gingle 6‘:‘ inis@tions of DNCB at a concentration

0.07%%/V) in“acetofp. Theythird gtenp of @?mals (irritattén control group) received at the time

‘~of challenge@ﬂy, S@e a@nistrations @the se@nc congentrations of test and positive control

A materialsozi)@linisg@ to Yéhe othegtwo g@ps. % §\©
S &

Findin§ Tl%?ositi Qcont%i mat@a%’l (DNCB) gd elicit dermal sensitisation in the postive

contro@@gr A 1m§1t é
i1d o

oufY: lengé%eren@e AS §roduced no dermal responses in the test group
als ngéne ing enc&@vergxs@gh erythema in the irritation control group.

A 9
%ﬁonclusion: T@: te@ubs :-‘ Séena S, demonstrated no potential to produce dermal

sensitisatio&@hen é@linistered b{@e med Buehler method to Hartley guinea pigs.

) AN
\y\? It is coﬁ&uded@ Ser&iade , @@aining B. subtilis QST 713 as active ingredient does not
Warr%gclassﬁgl@ltlo&@d la@lhng ggrdmg skin sensitisation.

R
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IIIM1 7.2 Operator, bystander and worker exposure: monitoring data

Report: ki1 7.2/01; || R 2015; M-532269-01-1
Title: Statement concerning hazards to man during the use or handling of bacilus subtilis
strain QST713
Report No.: M-532269-01-1 S
Document No.: M-532269-01-1 S &
Guideline(s): not specified N & @g
Guideline deviation(s):  not specified v S N
GLP/GEP: no Q o @)@ &
% o\ Q, '24\9
N RS
Report: Kkim1 7.2/02; [ 2015; M-532275-0 o S & O
Title: Statement concerning hazards t@ﬁﬂan during thQ§use or handlil@% bac@ls su@@ @Ci}
strain QST713 % S &
Report No.: M-532275-01-1 & N & { o o @
Document No.: M-532275-01-1 L @S D LS S
i ) . 'S &) N RS S RS
Guideline(s): not specified o @ % & @ N
Guideline deviation(s):  not specified @@ Q@ @ @ é @% &
GLP/GEP: no W\% \ N ©© @

. X
& @ & & S8
[Bacillus subtilis] Bacillus “Q ‘%efacze@’ acts*@a hlg@ spe czﬁra S 10 athogemc
1cit

to mammals. This has %ﬂ shoWdi in niany test¥ on gsumty patho yaid mﬁ&c iveness to
vertebrates, all without a rse@ffects 9
v S @ &

No toxicological a@rse eﬁ%cts Have beerf@(j)bser%d 0 @%sm@l in ésearch@ industrial mass

production of the active stan@ @hs QSD713 over a@od ore thgn 20 years (-

2015; ‘ 015). Becau@mer@gred@nts u@dﬂn t}févprep&ﬁ 10n@70f negligible toxicity
rlsgjfor op@atorsrkerQr bystanders is not dayjcipated with the use of

as well, an ynaccep
Serenade .& 703 @ @ § §9\ Q) é& &\

@
of tQ 1ty, 1rY1$§ect1vi°sg and &{?hoge@ty c@em reference values need to be
esta an ex osu&asses nt fofloperators, w<§rs an&bystander is not required.
LPS

L9 & O @

& T oo &
1M1 7, \Operator al@%ys@'ﬂ e@sure repor@lg of ‘f@pers@sltlwty incidents before and after

reglstratgo \

O
No casn h p&ser@b@lty ?hggme bee@épor‘té)\m pgductlon or application of Serenade ASO.
D Y &
@Q S o G S @
N

1M1 7.4 sQety data sh#for@eh ad(@ve 9

erenade AS@ does@ conl@h 1n§dlent%1 concentratlons of toxicologically critical concern. The
activ

propertie ngredel eir toxicological data are provided in Annex IIIMI,
Documeng Sa@; Dat eet@@r m@ctwe substances.
&
& @ &
mmMm175 S ary iformation on all data points in part 7: Effects on human health if it is
&mn@ at MQNCP b&nk-mlxed with an adjuvant or another pest control product
Se e AS %used in combinations with adjuvants or other pest control products. Due to

% theswatur thls oglcal plant protection product, no influence on the toxicological profile of B.
§ A@ymh@@ S QST 713 is to be anticipated from interactions with adjuvants, chemical or other
Q loglca pla rotection products.
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IIIM1 7.6 Summary and evaluation of health effects

All submitted toxicological studies and supplemental information on (Bacillus subtilis) B.
amyloliquefaciens QST 713 and the formulated product Serenade ASO prove that these are non-
toxic and non-infectious to mammals and pose no health risk for operators, bystanders or workers.

However, in accordance with the PRAPeR Expert Meeting on micro-organisms in June 20

following labelling is proposed:

“Contains Bacillus amylolzquefaczens QST 713. Micro-organisms may hav%the potential @}o

®
Sy

sensitising reactions.” @ @& O\@
& &8
@ N O
< @ O
; i K @5
able 7.6-1 Summary of acute toxicity studies on Seren@de ASO A o Q rr'© &
Study type Test item Omse level K;%ﬁldi@ S l}@ejport k(}
N [No fhortality, nQ\ [~ S
Acute oral toxicity S 500%02Jng/kgbw @6@3 ih&licak@ ns a@ K %1 7.&01
cat erenade ASO 5rres ; (1jng 310 tox@ity > 015a)
I © o & A
Acute inhalation %, V5 f9mg/ \ @ N&bnona@y KIIME 7.18761
toxicity Serenade AS(@} <o esp@ing té,, mcaf%ﬂgns éﬁ 5b)
rat 9 x 10XCFU/L> %not ty Q)
N\
2008 mg/kgbw SN
Acute dermal toxicity S dSO@ c%espon@ng to 0>@0 s KI*H?/I 7.1.2
rat TR st O Y e/ kebw O &, (2008
SRS 2 x 10%FU g bw @) S (2008)
o & < SOO@g/am@a S 17 .9 2
Dermf;;&‘ttauon °\?:rer%de©AS%© tSp"&dmg P Y‘N@on—i@@in@ KIIM1 7.1.4
v S .9 @.sx@?‘cm%n@% o O |00
Eye irritation/ MBS S & [OIEES KIIMI1 7.1.5
corrosion é éSerena@AS@ 0.1 mL/a@%al 4Non-irrigating
rabbit &Y N R K4 @ (2008b)
T Fe 058 &,
TN g 2 S O S
&@ o\@@» O\@ @% N s o Q\©
SE®) S
§ A S & éx 5
o O ¢ .09 o O @
QOO O N O D
Yo K &2
S) Sy &9 9
& N R N
< N &9
= S & &
h > © &@\ @ &©
Ca &S R
@ < Q & ©@
¢ & O
AN % S
Y ™ ISEEN
S A
€ o

the @
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