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CAS TOXICOLOGICAL AND METABOLISM STUDIES ON THE )
ACTIVE SUBSTANCE @ @

S
As published in Commission Directive 2008/44/EC of 04™ April 2008 and \@1 an Entry 1 @
(EIF) date of 01% August 2008, the fungicide Fluoxastrobin was first @icluded in Annex\ to
Commission Directive 91/414/EEC. % @ @
@ &% o\
Now, with the aim to achieve European Re-Ap@val under, Regulation @%7/2@9, B@yer
CropScience (BCS) provides this ‘Supplementary D ssier’. It cont&s only nev&(@ta ich W€ not @
submitted at the time of the Annex I 1nclu51of fluoxast @bm under (@mmls @ecti@&
91/414/EEC and which were therefore not evaluurlng the fir fopea 1ev® SN
& R

In addition to submitting the above mentionéq Sup@@ment‘a%r D %&161‘ &Ll@sjtu@ relied upoﬁ\under
91/414 and contained in the Draft AssessmentRe and Add@lda — forthe ccmven e of the
reviewers — included in what BCS calls B%elme@os& (Doame%K lev@only) @

%

In order to ease the reviewers’ orientg \@.’ 0 %ld’ idies: Qﬁhe @eh ers@ new@studles
in the Supplementary Dossier, BCS @ %ded Io%pl& foll@vm sic ﬁlp

1. Conversion of the D ment, K @par@? e@d E@oss@r strl@re 1@ the }ew structure
(acc. to Comm1ss10n@gul‘&gons é /201%and | 4/2(@ linking<the @ studies to the
new structure according_to thg cro% -wallg,, table§, proxvided @ G%dance Document
SANCO/10181/20%3 — réw. 2.1 13t & . @ %

2. Ona case—by case bas&%and where .ﬁ‘ ul @the @er ofﬁﬁstudi@s froansthe Baseline Dossier
are occasionglly surpiparised®n the ocptent M, el& the%&uppleme tary Dossier; the text
of those sy@maries is attd® in &y f KE’ LO ur. HER ever, Swhere useful additional

informatieg 1S 0@90&& given eltlgr n gh@u test ors ary tables in black font.
fO 3%

3. For anyOreferénced td st%ly, it 1b110g\aph1 Htio .g. author, year, document
numbgy) is f@natte@m gré fontgolc )u
4. F o%any ne stu(f§y its djbliographi m on an@ its tﬁﬁl_@ee flow summary text and table

cenfent is fi d dafdBlack Yont gol v
&gnlsorn@@e l@mn@ ac onﬁgourQ @\

Where apphcable,@@ ab(&v% for@attmg@@lles&?}ove Capply t&g&%ﬂ dossier elements (e.g. MCA, MCP,

JCA etc.). @@ @ @ % @

Accordlng t e guq nceé@EF&Q on t{f@ qu.{ﬁ of scientific peer-reviewed open literature for
the approval of pestlcld@cu@ubs‘[ @ulatlon (EC) No 1107/2009” (EFSA Journal
2011; 9%2)2092), 11@:atur@r th@ actiy subs%aonce and its metabolites needs to be presented,
coverm&he last 1 ars priot te the submissit® of this Annex I renewal dossier. In relation to this
secti®a 5 no adeqlme sci %ﬁc @r—r@ e@pen literature was identified which would need to be
scientifically conmdered@her@;ver @ fRlgs in the scientific peer-reviewed open literature for the
active substang&@fluoxastrobg %ndq@ metéhtes which might have a possible impact on an end-point
or the risk a % % § )

S
For sub @nce @%es s@ﬁony@ and abbreviations please refer to ‘Document N3 - ‘Substances and

metabzw es: @ctu co §stnonyms—Fluoxastrobm
Hetggreods

v
(% Defipmination of § active substance and its isomers
In the@r)lgmal reports the active substance and the E-and Z-isomer are sometimes denominated
differently. Initially the common name fluoxastrobin (chemical code HEC 5725) was assigned to both,
the E-and Z-isomer as a sum and thus in some reports the active substance fluoxastrobin is used as a



http://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32008L0044&from=EN
http://www.efsa.europa.eu/sites/default/files/scientific_output/files/main_documents/2092.pdf
http://www.efsa.europa.eu/sites/default/files/scientific_output/files/main_documents/2092.pdf
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synonym for both isomers as a sum. During the EU peer review it was agreed to define the active
substance fluoxastrobin as the E-isomer only and the Z-isomer was assigned as an impurity, he@@

definition of the active substance is laid down in the EFSA Scientific Report (2007) 102, 1-8nd imy
the Inclusion Directive 2008/44/EC (4 April 2008). o @ S
& ¢ 8
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CA 51 Studies on absorption, distribution, metabolism and excretion in mam@ﬁls @@

N
CAS.1.1 Absorption, distribution, metabolism and excretion by®ral exposu@

v
The scientific information of the studies in Table 5.1.1-1 and Table 5.1.1—2@5 evaluatedin the@)
peer review for inclusion of fluoxastrobin into Annex I of Directive 91/41%EEC (2008).@@ @@\ 2

% Q, %
Table 5.1.1-1:  ADME experiments conducted with r?@qbelled ﬂ@a%trobin in@b\s \\ S @
d1.1-1: S Iue S @ N

o,

Type of experiment Dose* Test animals & Radj&Dibel @%fcr@%h‘c@ ©
(mg/kg bw) @ é . &© g Q) %
Sex : (07@:@ N S g ~®(O?%
Expiration, 1 ale 4 ol %@1 ey SUL- H :
qiiiilcll:i:/dosc o 5 2 “ & v -04152 -01-12%
Sing ‘ Ql @& S &
1 m‘% @ @%rimi@ﬁéi—“‘g Q> ?00@&
&”\9 S & . Q M-033650-01-1 g

1 mal S O [ragthox 'IQnoto - :Q001;
) 3Q @Cig\ éﬁ Nep-ULRY] Q@ <IM-08$929-04-1

Single low dose 1 Q @nalc e 4 @ [chl@»hcn@%LJ@ ,; 2002;
o | @ S @ & O 8044524011
4

< —
) 1 [pyrimidite-2 @] I 200!
& 2 o < © | M9336350-01-1

&

B S
]% male§ ﬁg@ﬁf [I@OX iminoto¥d- CQPH; 2001;
5 S  ON1033929-01.
S @§ femad | O hUINC] o o TM-033929-01-1

Single high dose ~ &&] ¢ 100 § el & P &@Tmct@xyimin%)tolyl— [ r
OO T Memas | Vi@l (P [M033929-01-1

Repeated low Q§ @ o mal 60k :Q%L 4 @nelho@ninol%@l- . 2001;
Q| (&g ]})’“ fentale 2) § 1‘ing-l@-'4(;l@ M-033929-01-1
€ 4 O
Bile-duct an@nulalion, Ko @a @ale © @ @‘0]}%@I-UL-”C] U 2002;
single 1 8ose 2 S ~ | O RO M-041524-01-1
@ &1 é’ . Rile L” 6% [mcth%»xyiminotolyl— _,; 2001;
S A & O Oiguriig M-033929-01-1
Whole body @, @Q ) @@ma;@\& @84 8 @’ﬂomphenyl-U ¢ | R 2002

autoradiograpiy), ©) @© S Rwale @

@ M-041524-01-1
ls)lrri]glec10(;;)v 'Slf’of‘urine @U 3§ @é\\:maleo 2 8@@ [pyrimidine-2-1“C] s
and facc & AQ - femé S %001; M-033650-01-
\YO\, * N °\® @g@ N .
Q" 3 Q) niale &7 5 & 5 |[methoxyiminotolyl- _K; 2001;

«\@ fcn@ ring-UL-1C] M-033929-01-1

@)

@%
* dosed orally@ya syspynsio .S%glque@s Tragacanth
* 14 daily &‘@s V\@ nor ell§1 ﬂu@@strobin and another last dose with radiolabelled fluoxastrobin
S E
& @ N
S

&
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Table 5.1.1-2:  ADME experiments conducted with the radiolabelled metabolite 2-chlorophenol

(M82) in rats @f @@
Type of experiment Dose* Test animals Radiolabel E Rcfcrcncc/m@rt ©
(mg/kg bw) @CE @7 &
Sex No. o8 b o <
Single low dose 5 male 4 |[phenyl-UL-'*C] % ﬂ,@% ©
including expirati > -041282- N
g expiration © & M 0@82 O] Q
* dosed orally as a 0.9% sodium chloride solution in water Q@ @ @ y\g@ K@
Q O

AN
Conclusion from the EFSA Scientific Report (2007 @2, 1-84, « clusion rc&\g@dm t% pC@QCVI@
of the pesticide risk assessment of the active ulb@ e ﬂuoxast\lobm f lsch Ju@ 200 ” @}

<&
Fluoxastrobin is rapidly and nearly completefig abs ed ﬁl th %}’astestl tract*(SO 929% of
10

administered dose of 1 mg/kg bw within 24 - 30%@0ur @Qst @lmst \@dely llbl{ed
within the body of the treated animals a%%mera% The he%t c ation@are

detected in liver, kidneys and bladd g\aq well as \m th ast staQa N(&ndm@&n of

significant accumulation in the body bsé&%d Expret of ﬂizl\\(g) m I @ues Scurred
fast and at a high rate. The major r&@c of@cret&o@m rafs @d cQiEespo ly@ecal (84-
100% within 48 hours, mostly v1@1le) Fluox trobn@}% ext 1vel eta %e§ 24¢7§?h0urs post
dose the portion of unchange@parelqzt\\j om d i< 1 adn@mst oactwlty) The
metabolic pattern is complex™&hd SO%meta%Ehtes a@ldenMed eW me 011 were found to

& whf@h stlll%ont d ajl@rm notably M12 and

be prominent: they were hygl?’oxykeged 1
M25, as well as HEC 572%E- de@hlo®

en 4 )a EC 54Z5-des lm@enyl—dioxazine—OH
(M49). Metabolism in rats is @mm vely si ar at i at and hen%\ﬂ )
~
© @ & @ §a S <
Comparative i 1n§ n@abo‘lgm stffdles @ @ SN @
SENEV

For comparat@e in- @ @abohs@l stu&es tes} mﬁ idagge documents published in form

of an upd@ of th Commlss@l Catnmurnations@2013/C 95/8%> and 2013/C 95/02 are not yet

avallab]%\Accordmg t 01nt@(D0 ents to be@clun assubmission) of the current version of

the Guidance Documént for@pphcants anPre 4ring D%sswri@)r the Approval of a Chemical New

Active Substance \l of&ghe R@waj of A %Val%gf a Chemical Active Substance According to

Regulation (EU)@ “§d R@latg& EU)QO 284/2013 (SANCO/10181/2013), waiving of
i

th ticular dat d ble and i ted hereb
ese particu ag@ ata ;)é@ is 8.,1151 @1 acg@a e and is requested hereby.

€
For Fluox&ﬁbm no co@ara@@ 1n—g\\? 0 mgﬁ;ohs@tudy was conducted.

The no@r occasidnally hQs c&nduct é§ -@o metabolism studies in cases when a special
expetiment could addr es@emﬂ@que@ ed to the toxicological profile of an active substance
to s%plement the existifi§y dat@ in an attendpt to address the new data requirements of the regulation
(EC) No. 1107&/@87)9 after th putlonQ

However, d§enemj callajr of egmpardtive in-vitro metabolism studies to routinely address the non-
specific @quire@%nts dbithe @lation (EC) No. 1107/2009 is deemed premature. Several methods to
performin-vifre assads are lished in the literature. A variety of test parameters leads to numerous
test garameter cor@§nat' n¥ and therefore to numerous possible tests. The objectives of the published
ex@ imept® and the in&retation of the results vary in many aspects. In the absence of an adopted
guideljn®) the appropriate selection of the study parameters is uncertain. The same applies to the
evaluation and interpretation of the results. Therefore, no study was conducted for fluoxastrobin.
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Absorption, distribution, metabolism and excretion by other routes

CAS.1.2

‘o 7y . G <
T, ‘e Y & o, 4,
g s, My %, g B, Chy Yoy e,
Q@ &\ Ny / oS, @@ %@@ LT@ @@
@ o s *° . Cr, Mo, 72
9, G, ls Sz , ., lo
Yy Y o B, Uy T Y4y, o,
s, by 7 ) \h\% O @@ @@@@ &@
Uy, Py %0 %, Sy, g g
@, W Tl 0 Y, T, A
\V@ \V@ ¢ \%@@ @
T S
% “, %%
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CA 5.2

Summary acute tox

icity

Acute toxicity

Acute toxicity studies summarized in Table 5.2-1 were evaluated in the EU

of fluoxastrobin into Annex I of Directive 91/414/EEC (2008), new studies afé’added.

D
Table 5.2-1 Summary of acute toxicity studies o %% \© . @§ (&5@
K
Study type / Sex | Results TegEsubstance @ Re@énc@ @
Species Purity % a.s. @ S é\ﬁ
@fE:Z isomer r@@o for a.s.) S Q o
Oral, fasted M/F | LDs: 2000 mg/kg by HEC 5725, R ¢,° &W@
Rat QY |98.9 (106W) @ Qe 717%1-1 D
Oral, fasted M/F | LDso: >2000 mg/[gé bw +C 5@@’1\1 %«@’ ,; K998,
Rat @) 9. 35@,’2 8) Qy -012735-011
Dermal, M/F | LDso: >2000 m%g/kg b@ﬂ 7258
Rat 7 o NY.2 (K0:
Inhalation, 1x4 h M/F | LCsp: >51 N ﬁum(@ﬁ%bin@& K
Rat O N 1y 94.5409:1) w c
Skin i.rritation M not irri@ing RN H@57 580 @@
Rabbit @ B KR89 (10D
Eye irritation M slight ru&@blu 2 NTEC 595, <
Rabbit \@@mm& 98 %(T00:05
Sensitization F N0t sgnsitizir 1@} & C 5728, o
(Magnusson & & Q N3 @ 989 (100:0) Q
Kligman) ~ % 9 § @8 QD * % CS response M-
Guinea Pig SRR o 9970785-01-1)
Sensitization M PRot @tizil@ § H@E’, 57259 Q & _,; 2003;
(Magnusson & @ & & 6 @ @ M-105571-01-1
Kligman) N Q) S v . 9 @} S
Cu o N & v
uinea Pig ) i S L n
Sensitization & e P Phot seritizifg, & § 57 @ [ T
(Magnusso % @\ 3 @7‘”\7 M-278315-01-1
Kligman}Guinea Pig |2 | & & \(\@
Photot&ﬁzlty - @j)t pho%tom@ HB@ 5725@ .
(BALB/c 3T3 cellsp\\ < Q qg6 4 O 2014; M-497574-01-1

Purity of a.s as std
E:Z ratios from ad llon

EFSA Sme Reﬁ@rt (

m st

ep,
101$n %@phed@ appl@anl (%: 2002; M-077209-01-1)

84, “Co 1us1(%regard1ng the peer review of the pesticide risk

assessmer%f the active te@ ﬂu -LQ trol@gl ﬁna@%ed 13 June 2007” on acute toxicity:
;> 2000 mg/kg bw as well as inhalation LCso >5

@'

The ()m@;xmty of Q%xast@bm is lo
mg/Iyair. The tox@ viaderm out@l lo Dso >2000 mg/kg bw). It is not a skin or an eye
¥ erved in a study with HEC 5725 (100%E). However,

irritamt. No skin sensiti ntial' R

the material teggt was of m@gc hig@er p iy than the preliminary proposed technical specification.
The rapporte, Mcmf%ﬁ Sta¥required the evaluation of the toxicological significance of impurities in
fluoxastrobitr 1n sl\\ﬁ seng¥isatipn. T »,,e@) ue was dealt with in the addendum 1 and it was concluded
that only@% imurity @1) isSpecified at 1% or above (cut off criteria). Therefore a skin sensitisation
study Was pm@rmc With@dtch containing 3.5 % of impurities of the technical specification for
Whlci%fppl ghtand a negative result was obtained, showing that fluoxastrobin impurities

ha@l 1t1smg@ote@al The experts agreed with this conclusion.

After gigprovement of the production process (for details see document JCA 1.8), an additional
sensitization study was conducted in order to support the new technical specification of fluoxastrobin.
This study confirmed the absence of a skin sensitisation potential. Furthermore, fluoxastrobin does not
show a phototoxic potential.
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CAS.21 Oral .
All necessary studies were presented and evaluated during the EU process for Annex I listing. &se ©©

refer to the DAR, addenda and the baseline dossier of fluoxastrobin. 5 Q\ 3
@
& .

CA5.2.2 Dermal N § < &
All necessary studies were presented and evaluated duriggthe EU pro&é%s for Annexs}, listiug@:))Ple
refer to the DAR, addenda and the baseline dossier of fltigxastrobin. Q @@%}” Q\ t0\9@ o

& & & SIS
CAS5.23 Inhalation r@ @) & & © @}
All necessary studies were presented and evalu d during ‘@ cess@r A@ex I hisnng Please
refer to the DAR, addenda and the baseline d@swr (é@uopg% obin,

% b@ & S
- @ &’ N & © @
A5.2.4 in irritati . \ NI IS Ry §
CAS. SKin irritation SN RS NS

Q ~
All necessary studies were presented@nd uate@dun@he prc§§§ @nne llstlng Please
refer to the DAR, addenda and the Qasehn&ossf&g of ﬂﬁ@xastisgbl

O
@ . N N @ @ @
CAS.25 Eye 1rr1tat<}§§ S & @

@
Q
&
AN @2
All necessary studies Wer%prese@é%d an@%val %d dur@'lg the EU i@)ce Sor A&f@x I listing. Please
1 &

O

é

refer to the DAR, addenda and %16 baselthe er @\ﬂuo@%bm w\g

S
&ﬁ@@%@@&@ ¢ &

S %
CA5.2.6 s§ sepitizat] t@l @©
In addition to stughes on §kln %smz@on ah@ady a\%lab @?n tbg%AR and baseline dossier, a

@@

new Magnusson Kliginan té&t was performed mgg@ a pepresepfative final full production batch
and submlt%d in order to swﬁi)por@he n%v teckt » ical s iﬁc@egion @7‘&,
o\ ‘27\9
& g §E § A
Report: \ K %5 2. 5 20 - M-278815-01-1
Title: oxas in C 572@) (Projedt: Flaoxastrobin (HEC 5725)) - Study for the skin
nﬁ ct m Swinea @gs (gu@g pig maximization test according to
son 4ntl Kll@lan)
Report No.: @
Document & O 1- L%: @) @
Guldehn@. ] @)EC 6; G@ﬁeln@ws@ﬁ, Method B.6.; US-EPA 712-C-03-197, OPPTS
N 8702600 s &7 Q
Guid&line deviation(s); tlcal@éter@tio f the stability of the paste in Cremophor EL/sterile
A @ysml@cal salinie sol@ion 2% v/v for administration were not performed.
GLP/GEP: @° yes @

Fluoxastrobin technical

Z§>$ym(s) HEC 5725

mical name: (E)-Methanone, [2-[[6-(2-chlorophenoxy)-5-fluoro-4-
pyrimidinyl]oxy]phenyl](5,6-dihydro-1,4,2-dioxazin-3-yl)-, O-
methyloxime
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Description: White powder .
CAS No.: 361377-29-9 &
Lot/Batch no: BID 4012-143 5 @ v
Purity: 95.3% wiw L &@ @g
Stability of test compound: Guaranteed for study duration; expiry date: 2007@5-2 S
Stability and homogeneity 0&%5‘[ item foxn@atigr@ in t@g@
vehicle (1%—@%) analyticallverified for 1@[} 2 ]&ﬁps.) @Q
2. Vehicle: Cremophor E sterile physiQlogical saline@o uti@% \@Q S
: 'S S . ©
3. Test animals S Q Q O LN
Species: R 9 & S © &@
e @ VO o
Strain:
Sex:
Age:
Weight at dosing: &
Source Q@
: S y- & ©
o & R S F S
Acclimatisation period: Q 2 A@r]fast 5days O Q &N
Diet: Q@ N I@OVI@@ B 34@ - Ma§enm®§> Diekfor Guinea Pigs
Y PROVOMI KPIBA, &, ad bitu o
LN &) @' . R &
Water: & Q & Tafwater, ad libitum O N
. N @
Housing: % 1
N < ) , Ggrmanysin grups of-ight during the adaptation
N (TS n
N @ vper. groups of t& or five per cage throughout the
§ ©& . @ § 0 gnogel BK @715 low-dust wood shavings
< N\ §\ . , Germany)
B. Study de@l aneth@is Q" & L @@
1.A 1 @ d treat t N >
nlmzt aspignment and trea mén @ 08 @ S

L X N
©©“5%¢(§m tost iter ©nimal)

Intradermal indt%tlon &\ % i

Topical indu@: @Q ;’%\ 6@% (5Q0 mggst item/animal)

Challenge: © @@ S @@’ o@Q%Q.S‘éﬁ@OO @est item/animal)

Applica@@ routgy ©© \\ N De’@ﬁglal @

Applf%tion volume: S § @%:Q 05 m@Ch

E)@ure: N Q op induction: 48 hrs, challenge: 24 hrs

s@roup size: t§ @ @,\ @} 35animals (control: 10, test item: 20, range-finding: 5)
\Observations: @ Q rtality, clinical signs, skin effects, body weight (at

> Lbeginning and termination of stud
@ . < Q ginning y)
I1. Results @ dis&%sio )

A. Mort@iy a@bseﬁ%ﬁo Q

One aMn@al @ 30 th@::%st item group died at day 12 of the study. Appearance and behaviour of

the @t ite rou@wer@ot different from the control group. At the end of the study, the mean body
Wgéht ofdhe treatment group animals was in the same range than that of the control group animals.

©
After intradermal induction (first induction) the animals in the control group and test item group
showed red wheals at the injection sites after 48 hours. After 7 days at the injection sites encrustations
were observed in the control group and wheals and encrustations were observed in the test item group.

N

®
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B. Findings
The incidence of skin reactions following the challenge is summarized below: @ @6
o o>
Table 5.2.6-1: Number of animals exhibiting skin effects O
; S 2> &
Test item group (19 animals) Control gragp (10 animals) N
Test item patch Control patch Test item patch Céutrol pateh 2
Hours 48 72 | Total 48 72 [ 48 72 % ) Total [ #8 ,[272
Challenge a4 0N ENEN %)
i, 0 0 0 0 0 0 @ 0 09 r{\go@ &
© <
ITI1. Conclusion % Q& . &© o Q @© @q}
Under the conditions of the maximization test a@mh respect to the @/@aluat c&i@ia ﬂ@@)xa@in
exhibits no skin-sensitisation potential. “ & @6@’ 'Y %@’ S \%
Q @ N N @ @Q
I N &"
CA5.2.7 Phototoxicity g\y \\ \\ > &%
According to the new data require s (C&M @IONQREGIQAHQ ( 3/2 of 1
March 2013; Official Journal of thedtropean UniQn, L 1, 3@20 13 @(91) con t of n in vitro

phototoxicity study is required “\@re th@&cnve\sub taiice orbs ectr agn radzg Ton in the
range 290-700 nm and is liable to reégh t yes@ }@xp ': a n either by direct
contact or through systemz@@lzstr ibiition. If they Ultr:‘fole ible mola@exn jon/absorption
coefficient of the active subs%émce(gi less t@ 1 0% X mo@j x em&, no t&%)czty sting is required.”

Since this coefficient exc\%’zls the@lgg@@of 1 § HQI I'x (@ N forsﬂpox@%bn@aﬁphototoxwlty study

was conducted. % S © @ Q" & @
Report: SkcAB, %@14 M2A49750801-1.
Title: @ oxastr@n T ytotoxicity: @ro ith BAI@/C 3T3 cells: Neutral red

@Q (@i) t@Nuﬂng mmu&%ﬂeous ﬂagradla with@rtifict{lsunlight
Report No.: Q ©\I 00 @ Y
Document No. @ @,@ 574- O@l K f@ ® @
Guideline(s) Commissfon Regiilatioi{EC) N&440/2008 B 4ty Committee for Proprietary
S edl@ Pr@ (Cp P) Rate for@idaﬁ&e on Photosafety testing, EMEA,
A @CPM®§WP/3 8/0 ]@@ECD B2

61

Guideline deviation(gy, nond X S §\
GLP/GEP: % e§ § @;\ ¢Z\>9 & @
O O N O O
L. Materials@% meﬁ;x)ds@@ \\ Q\ @\ >
A. Materji § @%\: 2 %@
1. Test fuaterials: °\@‘J) N N &@ ©\

%, Name: %, @ @ Fl é’«’z str@
N Synonyms: Qy @\ AE 1228636, technical substance

Descri&th@ﬁ\: . SN & hite@wder

Lot/@: ne; * HEG21596-1-3
Pusity: é&a Q S 962% (wiw)
@ @ © Q (dose calculation was not adjusted to purity)

&bl] of te omg@d Guaranteed for study duration; expiry date: 2016-06-16

2. Q\@lcle or l@ltlv@ntrol

St icle: Dimethylsulfoxide (DMSO), 1% (v/v) in Earle’s Balanced Salt
O Solution (EBBS)
Solvent control EBSS containing 1% (v/v) DMSO

Positive control Chlorpromazine dissolved in EBSS
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3. Test system:

©

Cell type: BALB/c 3T3 cell clone 31

Culture medium: Dulbecco’s Minimal Essential Medium (DMEM) supplemented"@%t
10% (v/v) Newborn Calf Serum (NCS). @

Cell culture: Large stocks (Master Cell Stock) of the B /c 3T3 31 c%il 11ne®e

stored in liquid nitrogen in the cell ban % mg
cell stock is produced by multlplyln&g om the master celfystock,

Thawed stock cultures@re propagatefl at 37 £ 1.5 °€g}1 75 i pla h
flasks. Seeding was done with abo
DMEM, supplemeqted with 10 Y€

x 10° cell ﬂ 1n 13)
S. Cells wert tur
weekly. The cell @iltures were jsubated at 37 @ 5 °C ima 7
0

carbon dioxidezgtinosphere. @) Q

@
B. Study design and methods °\ Q \ <
) @ RS & \ %

1. Treatment: A

Dose: Test item M+/— < al co@entratl(qs in §g/mL =) °
2 T S & o
Flfioxas{dbin &@» 949 0. 9&1@5 sg;f; ;ﬁ &%3 62. @@
R o> . 049@98 § 13635
& SN ox
E@ment E)) %
R| o ? @© 04@\\698 3.94)7.81 15%6 313
@@ LS o3 (ohfirming exp@nen}%\CE))
o | Pegitive [ - 6&\542(5@?5 3765, 50, 75,7100, 200
o O @ntrol@ +7]0.125, 0085, 0.5,6.75, L.@I.S, 2.0,4.0

S % Due to @ h@ so&?ﬂy of’ the sggst 1t§ the highest applied

. N @ncentfation ¥ the. itepi\in the RFE.and in the ME was 62.5

§ © YO\p.g/n@ The 1t 0 ub111t for g test ﬁ@m was obviously reached
@ wi

fithis conce te solus became turbid 5 minutes
N tign
@)@ ©\© & aftet ﬁaaratum; a wa erfoi@ed with a reduced highest

Q %sonce tio nol 31
Solar s@mlat@@ «:4%© adlaf@)n ke@b as lo®as o@lble The produced wavelength of
.9 % th%solalmula@’r Wi thelter was >320nm. Due to the
@\ g}’ S @érogeneous istribuon ofNyradiation intensity the UVA intensity
A @ @ was @Easgre@ at ‘the ¢ lete area with a UV-meter. The

@\; &\ é\ﬁ n@ene }areeﬁ%as matked and the cultures were irradiated in this
N % @ a&e} The‘@0lar s@ulat@was switched on about 30 min prior to the
© Q Gart of Sxperifhent. The absorption spectrum of the test item was
Q . Qieten@led ifDthe ra@ge from 270-800 nm. The test item showed

ab t10n®x1m@t 272.9 and 278.0 nm.

©\
@ng of culturég@s Q@ ??F 04_&lis r@vell were seeded in 100 pL culture medium in two

lat %(on plates, one was exposed to artificial sunlight, one

%

" @ % was@pt in tdark)
Ny Replicates: > 2 @e fopexXposure to irradiation, one for treatment in the dark, further
@° & @plicates “as described under “Treatment”. Solvent controls were
& N W\a@masu@l 12 times)
Trea@nt &\g,%]dla 24 Wafter seeding the cultures were washed with EBSS. 100 uL of the

& @ ©© §9 dissolved test item were added/well and the plates were pre-incubated

Q@ §) Q for 1 hour in the dark. Afterwards one plate was irradiated at

2, N @ %§ 1.65 mW/cm2 (4.95 J/cm2) for 50 min at 25-28°C, the other plate was
§ @ > B stored for 50 min at 25-28°C in the dark. The test item was removed
Q é@ § and both plates were washed twice with EBSS. Fresh culture medium
@ was added and the plates were incubated overnight at 37 = 1.5 °C and

7.5% £ 0.5 CO2.

Qb
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Cytotoxicity determination: For measurement of Neutral Red uptake the medium was removed and
0.1 mL serum-free medium containing 50 pg Neutral Red / mL #re @
added to each well. The plates were incubated for another 3 hours at <&
37°C, before the medium was removed compietely and the c@ were
washed with EBSS. For extraction of the dye8715 mL of ag Hutio
49% (v/v) deionized water, 50% (v/v) etharf6t and 1% (v/v) aceti %
were added to each well. After appgoximately IOé%n a‘l@oom
temperature and a brjef agitation, th&vplates were¢ransfe to
microplate equipped@m a 540 nm @ker to deter thesabsorb @
of the extracted dye. This absorba@@ showed a linggr rel@shi@yith é

the number of su%\vmg cells. v Q Ny
@ S @ )
2. Evaluation ) Q © @

The mean a&tlon (OD5%Q) valu@ber con%ntr t@n waépalc

The ED5() values were a“by g\? e fit by. g%ftwa@g The
Photo-irtithcy fagtor well gy the @an Phototo%c effect
(MPE%V)B,S caltwlate ord to O@D guideline &A32. @j <
Evaluation criteria: PIF & 2%r MBE < (0% —> no p%ototo@‘@ pot&gtlal @
2 and< 5 0@}

> B J and ¥0. 15 —>Z$p9roba %hot 1c D ntlal ©
@1 >%) E©> 0. }Q ntial

§
Acceptability criteria: Q %fter i 1at10r®/1th a A dq@ of Sem? t %ell v%%mhty of

@ olvel@nz%j(i)ntre@s >8 irradidyed c§
S RN th ositive @ntroKRIF be n the two ED30 va@s is >6
L % - @eanQDSﬂ}@f solveht CO%@ s is >@§4
©
I1. Results and dlscussiegl@ © & @“ o @ y\’

In the range ﬁndlng@aperl nt (@) an@ n t@confmmg@perﬂ%@ent % cytotox1c effects did
not occur after ex ure of flugkastrol , .J to the cell@lelt in th@pres e nor in the absence of
irradiation with 1ﬁc1 sunlig Tﬂ&eref e, ED%@alu or @&PIF @ld not be calculated. The

resulting MPE&dlue@wre 0. §53 aﬂg 0. OO%respthwe%

In the main pem§nt () 11ght c%tom@éffec@ccurﬁf dPirradiation of the highest tested
concentratfén of 62.5 /mL dIC ce iability decr@sed@ 60. 4&6 In the non-irradiated test group
cytot {@y was not %ﬁecte@mc e V1ab1hty n@@edu@ below 50%, EDso values could not
be calculated, following alsoa PIF Valu§oulont be deter&@ed The MPE value was calculated as
0.154 indicating @10'{0&%{10 p tlal\ @ &

However, the re@?son %th 1ffer resm@% of @e RF nd the ME is most likely slight turbidity
observed 5 ute hlgg em concentration of 62.5 pg/mL of the RFE

and of th§ solutlo@ §usly @e 11 b111ty of the test item was reached with the

concent n of 62.5 g/m CD guideline no test item precipitation should
occur ifsthe 1rrad1a§cultur . T, erefor rmatory experiment was performed with a reduced

highest test item g0 cen@ﬁlon 31. @g/ %\rwhlch completely confirmed the results of the RFE.
According to these resulgs’the @t 1tem s clagsified as not phototoxic.

The mean oﬁ@olv & co 1 Vﬁ@% 0@1@ irradiated versus the non-irradiated group met the
acceptance geiteria, itive %ntr(@:hlorpromazme induced phototoxicity in the expected range

in the presg @nrad@@on
The reﬁ@lts ar@surm%rlse the following tables.
N @
N) @’
& & Ty

&
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Table 5.2.7-1: Optical density at 540 nm (ODs4 values) in the Neutral Red assay of the range
finding experiment (RFE) @@
ODs40 with artificial sunlight ODs4 without artificial sundight 97
Con- Mean SD % of Con- Mean @CQ} SD @ of &)
centration solvent centration o3 ol\gelﬁ}
[ng/mL] control [ng/mL] > comtol |
Treatment with fl bi % ) N
reatment wi u;)g;%m in @j\ N N @@
Solvent ent <
control 0.6932* | 0.0167 100.00 | ,control | QJ039* | 00985 § 10000 |
0.49 0.7348 0.0247 10599  [@" 0.49 0.7477 anisl Y 16023 o
0.98 0.7025 0.023 101.34 S 098  [X0.7659  [A0.0304, T08.8 &
1.95 0.6944 0.0403 100.16)77 195 | 0.7976 00068 | 91076%
3.91 0.6834 0.0404 98.38 6°391S° | 07205, Y 00098 102,35
7.81 0.6684 0.0527 6@ @ 18t > 0.3 | #0204 103.71
15.6 0.6277 0.0294 9055 oF  B6 < 0.9 0.0230° | &r02.7
31.3 0.6414 0.0126 292,52 | 813 %, | 08948 & 00101 [ 98
62.5 0.5875 0.0376 [ @) 8445 @ 625, | c589AN [ @253 1 73
Treatm&@@witlﬁ%itiv@%nt@lor@mg@é \j&y & &
Solvent ' Solven d SO
Control 0.7168* 0.086Q 9 1009 A@ontr@ O13180]  p$226 100
0.125 0.7001 0342 . 97.67 @ 62% [1Q0.7287 | 9.022& 99.52
0.250 0.0693 +Q,0058 867 1250 <0 0467 [ 0.028Y 63.84
0.500 00712 2, 0.003" | $9.94 @ "95.00 @789« )" 0.0559 24.46
0.750 0.073 >~ 0.0065 |9 108" [& 3750 | M0.0678> | 60057 9.27
1.000 0.0701, 00049 ¢ 98 Y 50500 0.0751 | $9.0063 10.26
1.500 0.067% @’ooiga 0945 &1 3500 Y 08569 0.005 777
2.000 0.0682 0.0048) | ~C9.51 7 | 2100.06 |  0.0564 0.0045 7.72
4.000 00727, @ 00086 10545 20000 |2,0.058 |  0.0046 7.98
\Y
*  mean ODgggout o we N @ %
(O & N > e
Rz N~ @ o
> o O & & N
A @ \Q & L9 \©
RO A S N
N @ PRSI N
2 @ S d S SE ~
@ O ¢ .0 © .0 @
QOO O N O D
¥ o K & o
P e & @ o~
@7 N Q @ @\
Q A\ N @§ N
O NS
v &©
° SN
2 A N
%
@ O QO & ©@
& e oe
TS
S @ .
S
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Table 5.2.7-2: Optical density at 540 nm (ODs4 values) in the Neutral Red assay of the main
experiment (ME) @ @@
ODs40 with artificial sunlight ODs4 without artificial sundight 97
Con- Mean SD % of Con- Mean @CQ} SD @ of &)
centration solvent centration &sol\gef@
[ng/mL] control [ng/mL] D control
. - ) 2 9
Treatment with ﬂuox@%mbm {\% S é&
Solvent S@Vent @ < @
control 0.8069* | 0.0822 100 Lcontrol | o7375* | 0.1%6 S 1 |o
0.49 0.8381 0.0832 103.86 |@ 0.49 [ £0.7922 Q0839 Y} 16241 o
0.98 0.8198 0.0489 101.6 1) 0.98 0.7848  [)0.0343 106.424,
1.95 0.7513 0.0855 93.11 ¥ 1.95 >  0.7508 0085 | 9 104&”
3.91 0.7187 0.058 89.67 ©°39Ly | 0759k 7] 09513 10293
7.81 0.688 0.0608 8526 (D 18r 2076 | @027% 103.71
15.6 0.6607 0.0705 88 @f B6 D 075 K 0011 | &r02.24>
313 0.5694 0.059 [ ;™05 | (813 %y | 0089 @ 040339 9884
62.5 0.4874 0.0576 |@° 604, @ 6255 | Q6223 | 60537 8438
Treatmﬁe@%vitIf*@,ositj}ve@ontr@hlor@mmaé% §4/ @ &
Solvent ~ olventd: SRS NN
Control 0.7433* 0.;)>743Q 9 10@@@ (@0@5@ @@407?@@ apbo4 100
0.125 0.669 00661 ° 90.01 9 625 20.7476 STES 100.92
0.250 0.1044 9:0676 dg05 « [ 4250 &[] 05106 & 0.0435 68.94
0.500 0.0683  [60.000" | V9.189 25.00 BT 00783 14.46
0.750 0.0706 0.0067 | 7 o, by 37,807 | 0.0744, | S000079 10
1.000 0.0744y, | 0074, P 1001 & 5000 > 0.0666 0074 8.99
1.500 0.1002 00598 @348 | $95.00 00678 < 0.0105 9.16
2.000 0819 A 0.005D 9.68 ~0100.087 | <0.0755% | 0.0217 10.19
4.000 00721 ] 04055 969 > 20000 1D 0.08% 0.0475 10.93
*: mean OD@@ou‘[@we® Q K«@j v S
TN g 2 & o @
9 S O T e o
QY & & & SEERANERIN
A @ \Q & L9 \©
RO A S N
T b
@ @ S &S S
o O ¢ .9 o . O @
Q OO JO SN & D
¥ o K & o
2 o & @& a0 .
@7 °N Q @ N
S A\ N @§ 9
) O
2 A N
%
@ < Q & ©@
& e oe
O Q
&% O @ RS
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No cyto@

9

118 Cﬁﬁlus@

@

Photo-Irrita
oto I‘I‘l

$@©§ Q
SIS

c e%e@ts o
artiﬁ@sunu& Thetsfore, EDso-vagyes or a PIF could not be calculated.

%ed@er expsure of to the cells, neither with nor without irradiation with

> >
B%@% on@ study resu@ﬂuoxastrobin does not possess any phototoxic potential.

&

Fluoxastrobin
Table 5.2.7-3: Optical density at 540 nm (ODs4 values) in the Neutral Red assay of the
confirming experiment (CE) @o S
ODs40 with artificial sunlight ODs40 without artificial supdight §
Con- Mean SD % of Con- Mean Jp@@ SD @ of &)
centration solvent centration &sol\gel@

[ng/mL] control [ng/mL] D control

Treatment with fluo bi ‘&7\ N %9
x@%ro in @j\ N N @@

Solvent ent <)

Control | 0.6533* 0.087 100 (Qg?:trol a51¢ | 0095 S 1 |o
0.24 0.6918 0.1229 1059 |@ 024 [ 40.7288 ®1039 16335 o
0.49 0.6795 0.0698 104.02 530 0.49 0.6860 |~0.027% 97314,
0.98 0.6306 0.0417 96.52 X 0.98 - 0706 0048 | ©21004F
1.95 0.6136 0.029 93.92 ©°1.95y | %0.692% “| 09388 ° 9821
3.91 0.6287 0.0227 962 _[@ 38 |07 | @077k 109.55
7.81 0.6364 0.0459 941 @f w81 D 0.6965 & 0.044) | L98.TLS
15.6 0.6516 0.0319 [ ;%9974 | (1568 | 08951 @ 04137 988
313 0.625 0.0278 | @ 9561 @ 313 | Q6699 | 60164 (5

Treatmﬁe@%vitIf*@,ositj}ve@ontr@hlor@vomaé% §¢ @ &

Solvent = olven A VLY

Control 0.7103* 0.0¢§73Q 9 10@@@? @onﬁ @991 O &04 100
0.125 0.632 00295 ° 8898 7 625 05997 | €9.0278> 86.72
0.250 0.2055 %0.074, @893 s« | 3250 & 02007 & 0.0719 29.02
0.500 0.0628 [60.009D | ~V8.84-9 25.00 BO624| 00688 9.02
0.750 0.0712 0.0276 | 7 10. by 37,507 | 0.07H, | 8000262 10.28
1.000 0.057% @57 D 897 & 5000 04957 0057 8.24
1.500 0.0543 D00R|  @7.65 | $95.00 0034 < 0.0018 7.8
2.000 08571 A4S 0.0 8.04 ~0100.087 | <0.05682 | 0.0021 8.22
4.000 @055 00025 AR S 20000 [ ©D0.05%4 0.0025 7.86

*: mean OD@@%H‘[(@% wel® Q K«@j (%\a @@ S @
Table 5.2.74: gjlm?l%n%;{y @e results (?@he N@trz:l\@ed a@y
&'@ @w o S %Dso@“ EDw o Q % viability of solvent
@bs " :ﬁ\;}e (w\g ( +p@ %EUVK FN\ MPE control of 1rrafilated
N [ géﬁ%L] ig/m @ vs. non-irradiated
o & & sl gmbl | & plate
Range findingp| Fluoxastrgpid | O - o & W - 0.053 98.5
experiment@ Po@tive@trol > 0.18 AM.83x,|  83.63 0.787 98.0
Main FluoxastfobinnQ] ¥ |67 -- @ -- 0.154 109.4
experi Positiée conteof | W18 & 1453 80.84 0.739 100.3
Confirming Fladxastrbin - & - 0.009 92.6
experiment Positiveontrol_ [0 0.2(7 [<9.57 48.36 0.706 102.7
PIF: qcy-Fac(‘é@\; © B Mean Phototoxic Effect




B
Bayer CropScience
R

Document MCA: Section 5 Toxicological and metabolism studies

Fluoxastrobin

Page 20 of 78
2016-03-10

CAS3

Short-term toxicity

Summary short-term toxicity

Short-term toxicity studies summarized in Table 5.3-1 were evaluated in
inclusion of fluoxastrobin into Annex I of Directive 91/414/EEC (2008).

v

N
Table 5.3-1 Summary of short-term toxicity studies %% § @
2 <
Study Sex |NO(A)EL | LO(A)EL |Main findings at LO@)EL
Doses tested ppm ®
(mg/kg bwiday) | o IS

Rat % R &°

28-day oral (diet) M 100 500 Qﬁdrenal path%gy (s 1l cyto

0-100-500-2500- (12) (64K vac&g}es) & %\ (0og

10000 ppm Q @ R, 5

(M/F: 0-12/11-64/55-| F 100 K%\QﬁO duc epaté@étivit

383/265-1930/1441 (11) ) etriglyseride

mg/kg bw/d) AN @} &% &%

(100% E) RIIENETSEEN ©

28-day oral (diet) M 100 © %?0 , Miuc@cpati@cti )

0-100-500-2500- (1(@ 0) ﬁen%hylasegﬁvit@ < :
10000 ppm © 9 S o S [1999; M-017457-
(M/F: 0-10/9-50/43- F 0 ¥ 250(5@7 R&ccc@@d}/ ht gain & 191-1
237/222-1017/892 43y £ | N q

mg/kg bw/d) 4 o | o % Q N L9

(92:8 E:7) . 9 & & = v O &

28-day oral (diet) y\lg\/l @\DO g S® g\%@ucgd@pati@@ctivity (N- . S _”—
0-100-500-2500- QS @(7-% (@1-42) me@ase actvity &\ 2002; M-040721-
10000 ppm é SRS S O @ 01-1

comparison of  &'| FOT 5007 Py 256Q H&p@%ic e@@ts (@T l*T > N-

Fluoxastrobin ©© 6\ (&-SBK (19%61) é@met%lya e actfyity | yagdrenal

(99:1 E:Z) @ S © S) & @jaath($ (c§:ga@ in the cortex)

(M/F: 0-8/10-42/53- R 1 o %,

210261-4006/1452 | =, | & 4y & @ ©

& & 4 ISR S

mg/kgyg@d) o | o 9 v , ©

HEC 5725 A . y 5 ©© . - :

(63:35E:7) § < N g&’ Boggymategials show very similar

(M/F: 0-7/7-34/38&5 % @ @w Y OAEL LOAEL (mg/kg bw/d)

181/198—801/1@6 @Q ©© &) ©\ d thegg@me spectrum of effects

mg/kg bw/drO B S N

90-day orak(diet) S d@ E%RIOO%@ Re@\fed hepatic function (plasma '
0-125/25 & Q@)) @ (% ttfglycerides |) ;
1000/2080- N N g % 1998; M-012710-
8000416000 ppm N F Q% 2069 OOO°\ educed hepatic function (plasma 01-1

(M7 0-9/22-70/163- > (@%3*) Q( 14 l§ triglycerides |), urinary tract lesions

580/1416 mg/kg@)% & @ N (one animal), *serum ALT | berderline

bw/d) & %‘\ gf § Q ef not an adverse effect

(100% £) L & @

4-week degmal é\’ %@ @ﬂ() NP>1000 |No adverse effects seen at the top dose r
0-1 ()()-@Jl oog@ ® of 1000 mg/kg bw - 2000;
mg/kglgw O % F 1000 >1000 M-027714-01-1
99:N:2) @ @§ o |7

ad D
N

&
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Study Sex |NO(A)EL | LO(A)EL |Main findings at LO(A)EL Reference

Doses tested ppm

(mg/kg bw/day)

Mouse

2-week oral (diet) M 450 1800  |Reduced hepatic activity (redu@

0-100-450-1800 92) (354) [serum ALT)*

ppm

(M/F: 0-20/37- F 450 1800  |[non-GL2 limited endpo@w

92/115-354/571 (115) (571) v @

mg/kg bw/d) Q

(99:1 E:2) oD @

3-month oral (diet) M <450 450 uced hcpatlc{@twn (¢ cduc@

dose-ranging study (<81) (81) <§rum ALT p&marlly %zcmalQ

0-450-1800-7000

ppm F <450 4505

(M/F: 0-81/135- (< 135) (’13@

313/539-1304/ )

2257mg/kg bw/d) RN

(100% E) LN

Dog RN

90-day oral (diet) M 508 050 Q) S

0-25-50 ppm (1.47% >1.5 Q ;
(M/F: 0-0.7/0.7- @ \a@ ng @§ @® Q& & @© 2001; M- 088674—
1.4/1.5 mg/kg PS50 550 AR Sot-1

bw/d) (99:1 £.2) R | Sis S @ S .2 g

90-day oral (diet) M T <100 [ 10 Redyced bpggain =, S @t’w W
0-100-800-2500 @*») o | 6@ O « A @ :
ppm éﬂ > sf;g\ ® 2001; M-088684-
(M/F: 0-3/3-25/24- <@ F 1 @00 @Rcdk@d bwegain anc@cpam&fumnon 02-1

76/75 mg/kg bw/d@ Q N Ko (2& (?@T 1, & D&increas@ serum

(99:1 E:7) NS alRaline pROSp f\@

1-year oral (dl§» @% Q 50O qg(% @%bncrea@ Serpy alka@ne phosphatase ,;
0-25-50-250-1200 & % (1 (8)es @Q O o

ppm (M/F:\@O.S/ %, 2, @% @ @ g 2002; M- 088509—
0.7-1.7565-8/8- NS) é 250 @uc@w ga@and increased serum  |02-1

35/37 mg/kg bw/d) N “ %l @\L @8%) oJalkaline pho&&atase BCS response:
(99:1 E:2) ;\x M-057922-01-1
*serum ALT/ASl@educ not ‘?&g ad se effpd? (please refer to DAR Addendum 1), ** for
setting overall day 0 7s ingeto ac nt ef@ets seen in 1-year study), body weight effects are

not conmdere@) be tl@cm He&t\ ~ >
%) N Q & @
Details @ e taken fr@@l the@R af¥d Ad@ndun@lv to the DAR:

Dictary studies in rf@ S @ @ \©

Ma%s were more sensl@e th@ fen@% t&@e effects of fluoxastrobin/HEC 5725 on the liver and

urinary tract. &@ N @ Q

Changes 1n@zym\ﬂ&act1v in liver t1$ were seen: reductions in cytochrome P-450 related enzymes
and incregses m@omc ase cnzy s. Reductions in serum levels of triglycerides, ALT, AST,
alkalinsQy os ~ Hase also p@de evidence of reductions in certain hepatic activity. Hepatic effects in
the 9 S ay r 0\ re xgversible. Limited histopathological evidence of hepatic changes was seen
5t dtocytomcgaly with HEC 5725 A (63%:35% E:Z, mostly at a high dose)
&d g,lycogcn at a high dose of HEC 5725 (100% E). Reduced liver cell proliferation was
obser at a high dose in a 28-day study with HEC 5725 (100% E).

Kidney/urethra/bladder lesions (calculi and /or hyperplasia/inflammation), increased calcium oxalate
crystals in urine and increased serum calcium levels were seen at high doses in the 90-day rat study.
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These changes were further investigated in a special 9-week dietary study in rats, (please refer to
MCA 5.8.2
) &b

Two types of adrenal lesion showed an increased incidence: uniformly small gytoplasmic vaggdles if®?
two studies (shown to be reversible), adrenal cytomegaly in another study at tléop dose. @ @

Some slight reductions in red blood cell parameters were seen at a high dose @the 90- da;ggtud@

No substance-related adverse immunotoxic effects werg seen, which Bgrees with tkge findi;
special immunotoxicity study in mice and a new imm oxicity study’in rats (pl@e r%g to A @

5.8.2).
(&

Fluoxastrobin (99% E: 1%E) and HEC 5725 A (63 @ 35%7Z) w shown to l{l@e a a%ost entio@
toxicity profile and NOAEL in a 28-day stu his respgnse w lso @ner% ar te
findings from 28-day studies with HEC 5725 (106% E) and %& STAAN (9@/0 @62) Ry

Dietary studies in mice S) @ é}f & @@’ %
By seive R S @@’ o,
Studies in mice indicated they were not a@mc% Yy ssQ tlv%s cu@o the@@fects of flueRastro

In the range-finding 90-day study wit@ EC§725 @0% %K), h1®path@\6)glc liver
(indicative of induction and tox1mty@d r ced @ cell@'amg@rs W rep@ed ag,@hlgh dose
v

levels.

=
In a subsequent special 2 wee@stud&%lth ?@%%xas@%m @los of ud o @%7 mg/kg bw/day,
there was evidence for hepatfinduétion (jagreasedElutathione &fran rase) d ft duced hepatic
activity (reduced serum alanime aginotra@stera actlvr@a) Liter ¢ prohi@atlo was increased but
this is not considered to, 5®a cle@ad\/@%e e in {he ab@gce 0 ollf@g}tlv%hgpatlc lesions in the
@@ O & N @

90-day and carcinogenicity stugies with micg
X
Dietary studies in do§ v @’ @ @ &,\
Reduced body w§ z@%was%@%ey ﬁﬁm&n do ‘@mgylth 1n However the findings
Tect
ob

were not cor}§n een &udla&wnh pectﬁo the bodyg weight gain over the first 3
months (see .20 0@he D@R) W ggyved variability, it is considered
that 250 ppay (8 mgrkg bwil ay) @as t over%kNO for e fect;iﬁen body weight after exposure for
3 month§xtrom days @ﬁo @f sed on ef I§{7 and above. (The overall 90-day
NOA or dogs is, b@ed or@creased se@m alk@ne pﬁ‘espha e, see below).

Reduced body w ﬁt galﬁw @o segn o e f@’ w eéof exposure at 800 ppm and above and

this seemed to b rge n in fe&d consumption over this period, (see Table
B.6.20 of the BAR). @ as nfoan b@ We§i£ los@of 0.5-0.7 kg was seen over the first week at
3,000 ppm itQould e m\\% co 0 pRy as a NOAEL of possible relevance for setting
an acute reference dose. Mea t su nce@@ltakever the first week of exposure were c. 40 mg/kg

bw/day@ 000 ppm afal c. @mg/kw/d@ at bJ00 ppm.

Therg was ev1den& of he@w (eg hepatocytomegaly, increased cytochrome P450
actiVity) and impaired @nctu@%ctlwt eg duced serum albumin and cholesterol and increased
alanine aminot@iisferase and\ga yl transpeptidase). Marked increases in absolute and
relative liv &Welgﬁ aleS\,also suggest potentially adverse effects but there was no
hlstopathol cal@\dden f hss@r danggye

Hepatl @’ prot%bl @counted for the observed transient decrease in serum levels of the
thyror&g §‘ 90-day study, which is consistent with the increase in UDP-
ansi@’ase §1V1ty The study investigators also propose that hepatic induction may have

lted @educed erythrocyte viability in a 90-day study.

Kldneggcfects included degenerative histological changes and increased pigmentation.

Alkaline phosphatase activity was increased in dogs (it is notable that the serum activity of this
enzyme was reduced in the 90-day rat study). Although it is possible that this increased enzyme
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activity could reflect hepatic induction, it can also be indicative of toxicity to liver, intestine and bone.
It is considered necessary to regard the increased activity as a potentially adverse effect because: @ @

e there was evidence of impaired hepatic function in the dog (although increases 1n@<ahné@’
phosphatase were seen at a lower dose than clear increases in alamammotrang@ase sl
gamma glutamyl transferase). @ \

e the potential for effects on bone (effects were seen in rats at t]&%op dose a,ft@ 2 yéﬁ se%
Section B.6.8.4.c of the DAR). It is notable tha @iuced sem@ealclum leveds werg%bse
in dogs, and bone was investigated directly 1n 0gs only 1stopatho cal amimgfion &
following standard H and E staining (theréwere no sp& ised 1nve§egat10@ of @e iq
dogs). % Q %" < & o
. oy @ R . © & @
Dermal study in rats o) \ \ ®, @
In a 4-week dermal study with ﬂuoxastro@n 1n@s @%er Qsten@&’ nor @cal sRin effelts of
toxicological importance were observed up to t hrghél? do Q\1’7evel sted (&@ 00@3@@
The study included an investigation of s % clmrcal cl’reg;mst ara ters epatic acti

@

was no investigation of effects on calc & os @srs Ng,loxa bm YAS mened
with water, which is not representatrv@of t C fi ula@n for rov t.

B (o &b a 2
Overall 90-day NOAEL in dogs @ 100 %m (Pmglkg W/ ong creadpd serym alkaline
phosphatase at 250 ppm after 87 ys @ the @/ear st (’ Dy . @m 0 séﬁortecﬁby effects at
800 ppm in the first 90-day d@ tudk é&

Conclusion from the EFSA Scre fific Rgért ( 7) 10@’1 84, &“Co%um %@gar ding the peer review
of the pesticide risk as&@ment of th@act1§subs§nce @oxas %ahs@ 13 June 2007 on
short-term toxicity: 2 o @

NS

of ﬂ@xas@ in e@ ated 19 dlet@ stud‘}es in rats (28-day and 90-
-wegksand 9@1@@\9 1Q and dQgs (9ay a&d 1- @ studies). A 28-day dermal
&

The short-term toxi
day studies), mic

toxicity study i 1 also He\en %&nductei &\ x
The liver is tl@mal rge&@gan il téssed sr@mes and@ogs) Histological changes were

seen in the @yinary system of rat@hlghx.%oses d do@’ rats V. re more sensitive than females to
the eff of ﬂuoxas@bm C S on ur1 y tract Other target organs were
adrena‘fs% erythrocyt,esQnd t&@)ld Reduc@ﬁbod{@elghfggam% was a key finding in dog studies.

In a 28-day der@ st d§ wi ﬂuo"mstrob@a in rés gither systemic nor local skin effects of
toxicological 1m§@rtan$w ser uplt td+the %ghest e level tested (1000 mg/kg bw/day).

No repeated € m@Qatlo@Q/ere\ su%’mlsg@ nmequg

The NO Egs in the l—é;r do§udy 3 ﬁ@/kg&/day (time point 12 months). The overall short
term N L in dogs i¥3 mgQg bw/ %y b@d creased serum alkaline phosphatase at 8 mg in the

1-year dog study atQhe 9%day c@ This¥is also supported by effects observed at 24 mg/kg
bwAday in the first 90- da@og sudy §
@ S
A N
§oE Ve
Q
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CAS53.1 Oral 28-day study @
cas

&
All necessary studies were presented and evaluated during the EU process for Annex I listing\ e
refer to the DAR, addenda and the baseline dossier of fluoxastrobin. > @® @é@j
& M8

N
CA5.3.2 Oral 90-day study =N § § 2

% ° Q, %
All necessary studies were presented and evaluated durthe EU pr(@ess for Anne&} list'{l}. Pl@e @
refer to the DAR, addenda and the baseline dossier of flubxastrobin. Q @Q § %, &
> © y Q@ & &0
S) R o & A &
CA5.3.3 Other routes N L@ ) \© o @
All necessary studies were presented and evaluated dyring t@ EU@}oce&%r f@ex I«@%ﬁng&ase

S v 5O e
5 TN e s H T o &
S > & & < o
A S § @a©©%\©
FIEFITs s
@%@%& &
QS L LS
@ 9O g © o .0 @
Q O O O N D
SN I N
S R
@’ 2 @@o%
S Q\ L Q
N %@@o@jQ@@
S @ﬂ&@\ O
@%
§\%Q§§@Q
2 Q
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CAS54 Genotoxicity testing

>
Summary genotoxicity . @§

Genotoxicity tests summarized in Table 5.4-1 were evaluated in the EU pee@view for i&@ﬁsio@f

fluoxastrobin into Annex I of Directive 91/414/EEC (2008), new studies are 4étded. °
Table 5.4-1: Summary of genotoxicity studies o ;&% \© . @§ (&\9@
Test System | Concentration/ Resu TeSbitem, er @
Dose W urity (E: _ © §e é\ﬂ
@} 4Zisomer QR o
) Uratigy & | ¢ © @
itro N @ O &) 9D
Ames test Up to 5000 ug/plate (plate w Ne@sbive @U@’ @“EC&?@ N ny,
incorporation) Q @ N @& 98 0:0)¢§ 1996; M—%2700—
Up to 3162 ng/plate (with pre- % @Q Q (&1 &’
incubation) w\\% o > \ [g@ @j @
Ames test Up 5000 pg/plate (plate &N, N [N ive WEC N W%;
ingorporatiirllj and iﬁ'c—h@@atio > tﬂ;‘@ °\& &%9.%{%;%:8) /(@@ 012732801-1
Ames test Up 5000 pg/plate (platéd N, wegat%@é @ F u@castr@n ; 20006;
incorporation and p cubag@jn) @ ©\ @ ) Q@/1—278%0—01—1
D o2 O 47 P ol

S
Chromosome | Up to 320 pg/m@wj °\\’ Z @ga‘riv&o @Q HEC 5725, © 73 1996;
aberration AN § o & 9&@( 100¢g) @-012703-0 1-1
V79 cells o &~ @ © AN ¢
9

& 2
Forward Up to 2007g/ml §' Sgative Q° \HEC@ZS, @
mutation assay %, @ © @) Q" « [989-99.4 S K 1997; M-

V79-HPRT S-S SO @) O [o012722:01-1

mutation assay M4 Y1) M-078586-01-1

Forward Up 8460 gg/ml @ & NN ve @ Fluoxastrobin ; 2003;
RIS [ gy
i

Vs,

vio-irRT |0 S W "
< © @j@viw{&@) S @

N
Micronuclel@) Up t0300 mg’kg b day,% @\ Ne@ive f"\\E;Iuoxaslrobin. -R; 1999;

test °s | adminis 0 ays @ %4.5 (99:1) M-012747-01-1
NMRI zpﬁ%\f @d § §ear ﬁen{p@

R . WO
§\ &\ é\g o\@ @ sys§mc lo@ty
an@or
9 % @% L JjoxasiEaBin
%) @Q @© e ©\ ihd/orégR

Q9 @) Q \\ N O@\ mgolitcs
% @ NS ’%T"Q &° |re@hing the
& & @Q @ Bone marrow

E;()]“e U“Celt@b}/ as E() llle S@{!Slll\/llé’ﬁl]lls @)e O[ assay. I{MS l)letels a ouse l l)h() 1a assay.
S o, y y ’)_y
@ \

EF SiA&’Scientiﬁc R%f)ort@ 7y402, 1-88, “(@Clusion regarding the peer review of the pesticide risk
assessment of t@%active subsg%e fl@xastrébin finalised: 13 June 2007” on genotoxicity:

There is no idc&%zfﬁotwﬁ@ pot@ltial of fluoxastrobin in any of the submitted genotoxicity
studies. evernost@p vitgy, studi®) were conducted on material of higher purity than that for
which ggoval prsougld >
chc% ra iona‘l%cassﬁ@ncc that the impurities in fluoxastrobin are not of genotoxic concern, the
applant we ask@§[0 eQidluct an Ames study with a representative final full production batch. The
isé(e of te¥cological eﬁ&ts of impurities has been discussed in the experts’ meeting where a review
of the gicity data on different batches and impurities summarised in the addendum 1 to the DAR was
reviewed. The meeting agreed that a satisfactory investigation of the impurities had been performed
and no further genotoxicity data were required.
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A new Ames test was performed in 2006 with a representative final full production batch which also

supports the new technical specification. The new Ames test confirmed that there is no ev1denc@f S

genotoxic potential of fluoxastrobin.

Photomutagenicity @
According to the new data requirements (COMMISSION REGULATION@U) No 283%2013 oF 1
March 2013; Official Journal of the European Union, L 93/1, 3.4.2013), %emal testm@qul?@lent
in relation to photomutagenicity may be indicated the strugtiwe of a melecule “If
Ultraviolet/visible molar extlnctlon/absorptlon coefficighit of the a&ve substa r@ts mayor
metabolites is less than 1000 L x mol™! x cm™, photogutagemcuy t@ag is not req@ired

2009, International Workshop on Genoto Testin g (Q)up 52 87- 0@ ),
photogenotoxicity testing and photosafety testing in general g@ﬂd follow af@zere proa&h

As described by [ <t al., 2011 (Con&deratz@@;"n photoche«% cal enoto&@ty I%ep of tlé}

The first tier is the molar extinction coefficient, witH no tos ty t&ng r@mre for c%pounds
with a molar extinction coefficient below.4000 L mol@x cn@ As r extf@:tlo eff

of fluoxastrobin exceeds this limit, it w3 §§taest (tn a %Nard@oto@%01ty @de e@d was S ov@ be
negative (see MCA 5.2.7, document @497574-01 J&g@ @ %

The second step of the evaluation foless g%trlggé%d byét%e r&@s og&e ph§tﬁ>x1@r stu@f and the
following is found on page 99 of € cited refe fence: @

“If an in vitro 3T3 NRU ph@toxz tes@vs ne, tlve no n@d p otogenotoxlczty
study. Given the similarity of\the un%&erly principles lﬁvolv% dycing th dzjj”@ent endpoints it
is very unlzkely that a clearly n p@tox comppund could_kave af@ele\/@t photogenotoxic
potential.” &‘ @ @g @ S

Based on this statement b I@Smatl§ @Emg@ro on G%oto@y Testing in 2009,
photomutagenicity te@lg 0 X&SII‘Obl is not4y Q ge&?i and @not @qulrei\
&° "

Moreover, for p mu; emel te agreed t met or guidamgce documents are not yet
s § ong g

available. @ & K § %

CA 541 In &ro %udle

In additi @“t))o the gen 101 ady @all le in ¢ D&l@)aselme dossier, a new Ames test
was p ed in 20 1tl@ repre enta@‘«se fingd full Nodqct@n batch in order to support the new

technical spemﬁca@ﬁ & %

S
Report: @Q CA 5 /07 20(% 8050-01-1
Title: @ um@trobl EC. 25) luoxastrobm technical) -
Q nella‘ﬁmwrosgme tesg t@ncorporatlon and preincubation method
Report No.: ’Q @
Docume . -27883 ?&9
Guideliv@ l’Q 71; Directi @00@@& Method B.13/14.; US-EPA 712-C-98-247, OPPTS

@ EC N

876%100 @ N
Gui&é\fne deviation(tsdf @’%ﬁ @\@ Q §
GLP/GEP: @° yes o @ &

@
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I. Materials and methods @o S
A. Materials N @§
1. Test material: Fluoxastrobin technical > @®
Description: Fine white powder @JQ & ©®
Batch no: BID 4012-143 Q> @
Purity: 95.3% 2 I
Stability of test compound: guaranteed for st%?> duration; e@lry date: 20 06 %\ @Q @
2. Vehicle and/or positive control: DMSO: Sodium azide (Na-azige), Nitrofurafipoin (@) @ro é
1,2—phenylen@1amme (4-NPDA), Cume Khydré‘@ero LN
(Cumene), minoanthracthe (?%Ax ) © &@
deionised@ydter mitomgein C (I@MC @@
3. Test system: Salmonella zyg@munﬁm@ TA% 5 @53@71&1@@,
TA9STA10L é\a @ @ AN .
Metabolic activation: S9 %174 % @ Q @ @ @7 @&
B. Study design and methods [} = S §
Dose: @uo 1 16 50- 158&0 L@ﬂ @
%e ols @a azé% @ ug/ ate
@ \ 6&’ NFXM @ @ &S ate
@ 9 4PD Q 0. 5+N ug/plate
Q@ 0\& v @n@ @MC% < @© ug/plate
v w § g @ﬁ?u e: \@ & ug/plate
% Q @ 2-AA: \25@3 ug/plate

Application volumeéss

Incubation time%\g @@

@ &
II. Results and di ssio@g § § > ©© @ &
~
Doses up to and@?clu 2 5008 pg per pla x&%robm@h &no @erlotoxw effects. Substance
precipitation 15@ pg fer pl&t@ T%é%fore@SOO § ig psr plate could not be used for

assessment @’ @, 2,

S @ @
Evaluatiot of 1nd1v1d1.§9 do rou@ with respe€d to rélevanf\assessment parameters (dose effect,
reprodugibility) revea@d n% oglﬁcally r@e\/an&@rlatlg}fs fr&@ the respective negative controls.

In spite of the lo sed sm\/a contﬁ&s 1no@as the mutant counts significantly compared
with negative cof@rols dem@stm@the sttem igh sensitivity.

Despite th1@en51t@ty, in eatlon age effects of fluoxastrobin could be found at
assessable doses of up to 1581 per n(% of@he Salmonella typhimurium strains used.
% § %@ @ \%

& @
@ YN
N f @@@\@@Q &QD@
G @ © 9
& O é@ S @
Yy O & 9
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Table 5.4.1-1: Summary of results
,@(\o
S < Mean revertants per plateS o\@‘s’ @5©
ubstance mix train
Dose (pg/plate) TA1535 TA100 TA1537 @AS’S 10%\
Plate incorporation Qp S
Fluoxastrobin 0 - 11 97 7 26 A
16 - 13 107 5 ) 26 O . @00 =7
s - 16 107 56> 267 <1805 | @
158 - 13 105 ¥ ) § S
500 - 11 @5 8 52 Q N
1581 - 10 %74 Q30 & 2 @210&@
5000 _ - o073 o R 10 o @
_azi _ ‘v S Y ~N
II:II; azide 012 663 & @ %Q R @%@ @6 N
4NPDA 1005 - v & Ld s o o
MMC 0.2 ) & @ R < &
O . &
Fluoxastrobin 0 + o 1 & N %,
16 + g w908 Q& Oy & @9@ 10,8 Oss
50+ SERF N VEPASIRLCE S & 286
158 + @ 0 ¢ S S @ O A Y 274
500 Yo 9P ? D A0 2O S Y s
1581 +ed oY LTINS 6, SIPTRS 194
S P SR Sl :
2-AA 3 of O 155 ,©'1290" 285 N 109 664
Fluoxastrobin 0, - 2 36 - o 19 213
16T U Sow E > O % O 17 233
SO By 2 3 @ 19 231
@%8 Vo 1O s S @6 20 228
75005 S14, B Susly S 6™ 14 242
blss@@ © N9 Q @
o 16 214 . 13 202
L9 5000 . - <P 2 © W g o i ]
Na-azi@ 10 @© —§ @?{ . ©© w§ S
NF 02~ 7 g ©@ 493 S
4-NPDA 10/§ NN SRS S 116 141
Cumene ©50 é - §,@ @%\79 R A A@ 445
Fluoxastrobin O@\) . <14 © Q185 @y 10 29 299
©@ 16 @@ O 1 é@\ 1 7 33 273
S %0 Or © B & 1 7 24 257
@7 158 + QQ W N %901 9 29 254
50%\ Y10 o QU166 10 30 274
w, 1581 @ @ 1@@ & 194 7 31 272
N 5000 @+ & R o - - - -
2-AA @° 3 +& ([ZVRY 1487 335 1152 615
S 7 "
@ < Q & ©@
Wk
III. i@ﬁlus@ @ "N
@ 2 .
Fl@astg@n has % be revarded as non-mutagenic.
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All necessary studies were presented and evaluated during the EU process for Annex I listin

refer to the DAR, addenda and the baseline dossier of fluoxastrobin. S @ @
§ ©LS

CA 5.4.2 In vivo studies in somatic cells @
%EP eas

CA 543 In vivo studies in germ cells
Overall it is concluded that fluoxastrobin did not shov@ genotoxi @entlal and @ ev o
n in vivo &%y @erm @ﬁls 1§§§©

effect on germ cells was seen in other toxicological s‘%dles Therefo@
not regarded necessary. %
@

@
$§
74
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CASS Long-term toxicity and carcinogenicity

Summary long-term toxicity N

Long-term and carcinogenicity studies summarized in Table 5.5-1 were e@ated in th{U @r
review for inclusion of fluoxastrobin into Annex I of Directive 91/414/EEC (ZB08).

Table 5.5-1 Summary of long-term and carcinoge%licity studies &%
N

K
Study type Sex [ NOAEL [ LOAEL [ Findings at LO(A)ED
Doses tested ppm o
(mg/kg bw/day) | o & oN
2-year chronic tox. M 1000 5000  [syduced bw gai}i\% 23 @ 4
/carcinogenicity rat (53) (272) Q@’ @ O\@ & ©\©
(diet) 0 'S
M: 0-40-100-1000- | F | 500 256> @Rreciyy iy >
5000 ppm (0-2-5-53- (35) %8 D g Re Q <
272 mg/kg bw/day) %, N N @ % § B esp
F: 0-100-500-2500- NN RS S Q| M-057923801-1,
12500 ppm (0-7-35- @@@ KK\ FOIEN & & & D082594-01-1
181-1083 mg/k: . CSeresponse
ohe O & L mata & o
bw/day) Q tL\I;qu stansg® not adogeniy | ypHate

9 9| O & & O O | Ms549514-01-1

«\ &
18-month M sﬁgo 7 4200 | @R redative | W(,%Jlt (reded & L; 2001;

Téléflisrle()gcnicity ) é& @@6) @§ plas%l LTQQ @ O\@ o M-072442-01-1
(diet) N D 100 9 70 @Qduced@ﬁsma%ﬂ@ @so\’ BCS response
0-100-700-4200 ppm 0) & ( B © @ M-057922-01-1

(M: 0-19-135-776 & | @ % @ (%@me eéctob§rved°Nhe
mg/kg bw/day § § Q& > to s @ e @

€
F:0-30-204-1265 | Q7 T SRS
mg/kg bw/day) O 6\ Sl S AR N

R
%® O Q @»\\@7 oY test ;@stang§ot oBcogenic

N
M: males, F; females;(@’not considered advarse (seeDAR enduny | 1) =
i ot ot v (e DAR e

S & & & & S
EFSA éﬁ\s@lenﬁﬁc Re (2(&@ 102, 1-84 ‘ﬁon%@sion ;%gard@% the peer review of the pesticide risk
assessment of the e sibstaneg> uoxa rob«%y 1na@ed: 13%§me 2007” on long-term toxicity:

A chronic toxicig?)/ ca gerleity s@y in\f‘%’[s angha cargriogenicity study in mice with fluoxastrobin
(99% E : 1% wer@@mdu@ed. .O 0o . O v
Q Q N D

There was go evidence 0@ su@nce@ted cog@pic response in either species. A higher incidence
of uteri %denocarcin@na imHigh @se s capipared to concurrent controls was noted; possible
influences of ﬂuox@oobin on thefemalgehdotne system (including mechanistic information) was
disquiSsed at the experts’ @edtin @he lica;@rovided further information (particularly for controls
in thé concurrent study@iemi@ed i the DOR, M-082214-01-1; as requested by RMS UK in their
letter COP 20] 84002 Q, Re x(\lj 64$CS response is updated in new document M-549514-01-
1) to suppo@c Wew thaieie in&easc@ncidcncc of uterine lesions at the top dose (adenocarcinoma
and focal gl ndufs hypeplasigy,are iéPsubstance related and hence are not of concern for hazard or
risk ass ent@ ﬂuo@stro&?ﬁotably:

1. O%Z rre f t@ }Lm@ours was similar in high dose and study controls, and also as compared
Q@[ C%@I‘OIS i co@rrent study.

2. Theeicidence of focal and diffuse glandular hyperplasia at the top dose was lower than the
incidence of glandular cystic hyperplasia in controls in a concurrent study (the applicant indicates
that, although the terminology differs slightly, the lesions are comparable).
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3. Asreported in the DAR, incidence of adenocarcinoma at the top dose was lower than in controls in

the concurrent study. @o Q@
4. There were no significant effects on reproductive performance in the multi-generation st@ withe?
fluoxastrobin (indicating that fluoxastrobin does not induce endocrine effec{@ &@ ©)
In addition to glandular hyperplasia, also endometrial hyperplasia and metapf@sia were segn during the
study. The rapporteur Member State considered that these other hyperplgiﬁ% lesions do #9t su$ tk&e@
evidence of a substance related effect. @ & 5> \O\ @Q @

NS

The experts’ meeting agreed that the historical control 'data and @cularly dat@iromyY stu, runé
concurrently suggested that the finding of uterir@adenocarciﬁgma was in@ental@nd @nt tl%%
concurrent control was low. & o & A © &

@ @
Adverse Adaptive effects on the liver (reduced ctiorgal ca \ity ‘as showgy by uch%%sm@@&LT
and/or AST) were seen in both rats and mi Incr@ed lay®t wegglit a@hep Qeellulal hypertfophy
Cé > © & .

were also seen in mice. G @) @&
TGN o O &
There was evidence of altered calciyfe ar{%hog@ﬁate Rymeo %sis@i@rats&notably d§sed

phosphate excretion and decreased cal@ium tantent & band Howdver &Qﬁ%a WEEe no Qear sgdstance
related pathological effects on the ki@y oy\mj&ina@lad&@ of r@or 1@3 @e

N o N @ 9
Caecal enlargement and increase@um ei@é)%ast c%@ in £ @ lyy noc@wer{%bserved in

ente
high dose rats. The increase in ggast cells waggOnsidired t a ldsal su anv&@lat@g etfect and not
to be indicative of an import%@subsﬁnce@ated iI@lun(ﬂ@gica@ pogyie. Q

A Y

& @ SN Q
Qo N L AT

o\@ 2) § g S t %\(&\ @30\7
. N .

o,

D @ o
& & @©§© < 9§ @Q
@ S SN @Q @ @
S QO NTN N o 9 N
F o ts N ©§@ <
¥ &0 O &5 b
AN . & O @
'S \@Q 4,\@@ s \<§ N S
Q AN
§ RN > &©
% @ @@@% & &
@ N .C & O @
Q O © SN NN
¥ o K &
< » H.9 9
& N Y
S N &9
5 N S & &
S . @:&@\ O
§*§ Q & ©@
SN
S &S
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CAS.6 Reproductive toxicity

Summary reproductive toxicity

Reproductive and developmental toxicity studies summarized in Table 5.6-

lﬂﬁe evaluate
peer review for inclusion of fluoxastrobin into Annex I of Directive 91/414/ (2008). o

Table 5.6-1:

Summary of reproductive and develf(,)pmental toxi@ studies \©
N &

&@

Study type NOAEL LOAEL e Effects@ LOAEL ¢,
A @
2-generation rat Parental toxicity Parental t@ycity odyced bw gain,@l‘.
(diet) 1000 ppm 10000 p liver weggft, re&ed &
(74-87 mg/kg bw/d) | (764- mg/kg K\L;hymueight \
Dose: 0-100-1000- bw@ = @F W % D
10000 ppm o @ | A N
. : ; v
(Premating: Reproductive §epmc/' ive @Q @adve@ effects’on C
M: 0-6.8-74-764 outcome: RUEL AN E e lO%CUVG @come
mg/kg bw/d 10000 ppm & [”>1080 pp &C o é\a
F: 0-8.1-87-871 (742-764 mg/kg Q@ (Kﬁz 7()&}1‘10/% v\j @‘3\9
mg/kg bw/d bw/d) O° | Bwid), T S S é
Gestation: $ o S <) O LR
D> .
0-7-75-742 mg/kg eve/opmen% Deyxg@opmerydi! @ Re%@d b@ weié@ S
bw/d Zowmﬁ \ toxttity @y @ ﬁ, delayed @
Lactation: 1000 pryn \‘@00 pm* I elopfaent (delay in q
0-16-171-1625 (16 é{)mg/k i’3162 n"/ prep@l separdtion)&
mg/kg bw/d) in-lactating ams) ©9 bw n lactating S redtieed tl%&s @
¢ | das) <@ Q| spleen weitht &
Developmental @arel i@low Mczru@rm Iy Qo ad%x\sse ef&%ts
toxicity, rat é lOO&ka@d Q@N 00 ngw/d @
(gavage) NIRS E AN @ N @@
< (’/()[)I%l?laqu %m 0/0[)43@017151[ §% advessg effects ; 1997; M-
Dose: 0-100- Qovici®  Q vicig o @ 012725-01-1
1000 mg/kg bw/d q l()()(ﬁng/kg@gw/d >10Q0 mé,/ @w/d >No teratogenic effects
Devel ()pn&klﬁjd Magernal \1(1!1 53| M&¥rnal toxic z{% Reff¥ced food ;
toxmt}@oblt égmg/@ w/d 100 mg&bw@ﬁ \sumptlon slight 1999; M-
(gavage) @ BN %, q N Nncr. incidence of 017448-01-1
S & T S S T distinctweight loss
Dose: 0-25-100-46)" S & EN R &
mg/kg bw/d @ @‘ e[o@@enm - eve/u@enrak@g@ Slight dilation of brain
Q (glowc TOXICRY, ventricles

@g/k@//d %’Q

Q@

4ogﬁg/kg@ /d
8

No clear evidence of

teratogenic effects

Add\ﬁdum 4 to the DAR (@gust

control and IO@Qppm dose _&grou rov1$
I%&:nera‘[ n study to 1000 ppm, which is in line with the applicant’s

developmentaleffect
proposal. A

EFS ﬁent@

asse$ment @
OP

n \hiOhe
gain, deld@d deve@pmel@ du@

Y the,
0se (10000

(2007)

ty:

R add@onal histological 1nvest1gat10n of the thymus of F2 pups from

sufficient evidence to support raising the NOAEL for

h) there were clear adverse effects on pups (reduced body weight

hymusand spleen weight).

102, 1-84, “Conclusion regarding the peer review of the pesticide risk
cti@ubstance fluoxastrobin finalised: 13 June 2007” on reproductive and

al toxici
A 2- gdtlon reproductive toxicity study in rats and a developmental toxicity study in rabbits were
conducted with a batch of fluoxastrobin that was quantitatively very similar to the preliminary
proposed technical specification. The developmental toxicity study in rats was conducted with HEC
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5725 (a.s 100% E isomer, 98.9% purity) which was of higher purity than the preliminary proposed
technical specification. @ @

In the 2-generation study, adverse developmental effects, ie reduced body, weight gain, layeé@’
development (e.g. time to preputial separation) and reduced weight of thymus spleen of §lps wey
seen at the top dose. NOAEL for reproduction is 10000 ppm (742-764 mg/kggyw/day) and t%e par@tal
NOAEL is 1000 ppm (74-87 mg/kg bw/day) based on reduced body Wel%’[ gain and r@ced%@mu@)
weight in females at 10000 ppm (764-871 mg/kg bw/day

@

\

The applicant was asked to submit histopathological d¥a of the ths from m 10n t@dy &
and the evaluation of these data was presented in @Qqe addendu he NOAEL of w
discussed at the experts’ meeting. The NOAEL fg @ evelopmen% effects 1n£1@ rat, mu tlg@eratl@

study is 1000 mefkebwid ppm (171 mg/kg bw, based Q& ser@d at OO@pm (

mg/kg bw/day) was agreed on at the experts’ meeting, & Yé\ @7 @ N R

In the rabbit developmental toxicity study, tKdre wi@evi e fgp Sa sli dela@@n f tal de pment

(slight dilation of lateral brain ventricles)&t the fgp dos@in theQ)resence of vere @ate @

There was also questionable eV1dence Fbﬂf a%}ht ktanc@rela% 1ncr@se m\?the inci

common rib cartilage malformation eqqyxmocal @idemc& for 1gh{§>cre in t@ﬂnm ce Of

one rib variation.

The NOAEL for maternal toxicitf in th@’rabbi\\t% terat&em@ stu@s is @mg@@ bwﬁdgly and the
S

developmental is 100 mg/kg b\%z/)d f@ @@ O @ & @

8)
In the rat developmental f@lcny\studgg there @ras %o su@%mc%relatedéadvée maternal or
developmental effect. The re%’uct ‘&g in 1ca of @ye d1g$fr0 %bothofgﬁeh of fetuses at 300

and 1000 mg/kg bw/day, 1@not c &d@; @stan(@{elate@ dVe@e ef%; The maternal and
developmental NOAEL is 10@\;@/]% bw/ K

Overall, it is Congd tha@luo@trob@ is era@gemc and th@ adveﬁse developmental effects

could be a cons ncelef sub@ne %@ated pareﬂ@ Clasm@atlon of fluoxastrobin for

reproductive toxgeity ig\aot Jusﬁq}ied &
@X@ g @ & %@ § %
@’ % . @

\
CA 5.6. ]\@ Generationa %ui@, Q v @ @’
All nee@ary studles@@gre pigsented>and \&aluat§ durihg the @J process for Annex I listing. Please
refer to the DAR, @enda&aﬁd t@aseh@ dosg%r of@uoxas&pbm
@@ % @ ”\9 Q@
CA 5.6.2 @De@plgntal @Qlc@tu%@

All necess%r studies we@pre \ted vatidted ing the EU process for Annex I listing. Please
refer to AR, adde@gla a@e ba&eli ne@ossmr\%f fluoxastrobin.
NG NAS)
> ‘:§ S & &
> @ o Q
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CA 5.7 Neurotoxicity studies

Summary neurotoxicity

Acute and subchronic neurotoxicity studies summarized in Table 5.7-1 were
review for inclusion of fluoxastrobin into Annex I of Directive 91/414/EEC (2B08).

Table 5.7-1: Summary of neurotoxicity studies

@_“

RS
%) 2
Study Sex |NO(A)EL | LO(A)EL |Main findings at LO@&)EL
Doses tested ppm ®
(mg/kgbw/day) | o> & o

Acute oral M 2000 -- net110t0x1c1ty%>% Oel‘%ﬁl sy@mu
neurotoxicity, rat Qpoxicity obserygd up t&he lim s%
0-200-500-2000 F 2000 T 200 mg/k@ %
mg/kg bw) Q @ R, S @
(99:1% E:2) v O b0
Subchronic oral M 1000 @5&)0 ° ﬁedu%‘ga/bo \%igl%
neurotoxicity, rat (60) & (4740 S N
(dict) o N2 S O

Qo O
0-200-1000-7500 F 1000 © %{;0 . f@ducg@od Tght
ppm 7 | (582) & 5 O
(M/F: 0-13/15-60/72- & @@;) Nog @dm sulgsta m@mdéﬁ
474/582 mg/kg bw/d) Q@j I~ n@rotm&@ Q S
(99:1% E:2) N S 2, @@ .9

> O Ny

- B 15
EFSA Scientific Report"2 07%02 1 clu?n é} ing the pegr eV1 %bf the pesticide risk
assessment of the actl& subs@a € ﬂﬁ@xash@nn finalised Jlﬁc ZOQ&” on ne@)toxwlty

ult @th rad m@' ace neur@mxm&/ assay which included

sel%ltml&dtte @he g) n(@dence of substance-related

tlve

Fluoxastrobin gav Q\
neuropathology aggt a fu@tion

neurotoxicity 1@@&1 uent s%bch%ch n otox&; ass
& O
% 6 @ @
CA 5.7, Neur(@mck&stu@s in roden@, NS
All neéssary studies %ere ented and@“al &l durfr%g th@ process for Annex I listing. Please
refer to the DAR. @nda&and t ase& do(%ber O@i]oxgi%bm
iy S S &

CA572 © Del@gyey m0p§ly studies @
=1

No data sufmitted. Slnce uo trob po@a m&r@ber of a chemical class associated with delayed

neurotogiCity and sinfe thefQ is n0 eV1 changes in nervous tissues, testing for delayed
neurgtoxicity is notﬁ@:{ulr% @ @§
o *v @ N Q @
(AN Q
¥ &9
> O N
o d <
o & o ©§’
S 2
NS
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CA S8 Other toxicological studies .
&
Summary toxicity studies of metabolites Q\ @
Toxicity studies on metabolites summarized in the table below were evaluat the EU redv@r
for inclusion of fluoxastrobin into Annex I of Directive 91/414/EEC (2008), fiéw studies %e add
Table 5.8-1: Summary of studies with metabohtesf@ @\% \ s €§ &5@
Test item, Test System Concentration/ R@ts Q[ RefgRence @
Dose A A @ @ v $
HEC 5725-des- | Ames test Up to 5000 pg/plategy 4 Negative Q ,;@
chlorophenyl Q 2} S 42003; M- o
(M48) o < | @ R osess-oL
HPRT Up to 3520 pg/plate Y @%gat'v@ ) ;
(V79 cells) && 2 v\g@ Q %ﬁ’ @Q 2004 M-
N N 0 & b - 123365011
Chromosome Up to 3( u"’/d@ AN gativ 9
aberration Up t@%SO H,@:ﬂL (p \ncu%@l Y&y N O é\ﬁ 2004; M§
N "\9 & 1923340901-1
TR g@’/‘“’@& vy f®%@®“‘“§ bt
a Q) 6 N) orpti S 2
metabolism & 9 @@ IS @® 4 conjugaHon 8@ Oh282 01-1
excretion stud@@ o\& (o4 'S @@ hydroxylatl(@ q
. § &, @ & ast ggnal
S S
Ames telt, % Up 63000 $7plat Q> \Negalt\j% @L\’ 7
v O 9 @ \@ é . \@ 2016; M-
NN RS NP 539465-01-1
nucQus testPp t 00 p@%L treat@ent) Positi\@ 7,
z@/mf& | Up 6500 &g/mL € treé@ient)@ @ 2016; M-
d S RS 539476-01-1
oM Sﬁnuclet@test 22 0. O&Lﬁt/k L\’ @Q@ S | Negative E;
e |inv (mgﬁ’se) eh2 x 0%0 migg @ S  1980;
N N M-538343-01-2
&@ Mlcr(@lcleu@ 2 %T) g)&L/kg Q Ko N Q" | Negative
in @Q (motise) @x 0. /kg % ; 1980; M-
& @ C& 538349 01-2
@@wro eus t@t St@ on, &ﬂg 4 -
@)in viQ) at) ®© i @ﬁQ 2016; M-
Kl 9 © \ \ f\ N 539480-01-1
SRS % & @
HEC 5@ des-chlof@ph@ (M@e) & @\%
N

DAR‘&\S,@C'[IOD B.6. &@Qan@dder@lm l
isa pro@gme @n

se (. @Hé found 1
also consid |§

toske

M48 (E 1somer
applied do

ly

greater tl@ 15%3M4 @4 for.
chloroph&dyl rifgs and the idine ring.

rely @ Py g
algrts for DNA reactivity according to the model of Tennant and Ashby (1991)

M48Qa% n@

r% as i;@l
Additi re

all of

Q® the@AR

d o

etabolite efPuoxastrobin in the rat, being found at up to 15% of the
F@eces@nd bile, but also in urine at up to 4% of applied dose). It is
1al mw\\t“abol@ and so the amount of M48 formed in the rat is likely to be
fluoxastrobin by cleavage of the ether bridge between the

nd to” be @gatwe when tested in an Ames assay conducted to modern standards.
assurance that M48 is not genotoxic is provided by the genotoxicity assays with parent,
ich were negative. Since M48 is regarded as an initial metabolite of fluoxastrobin in rats, the

negative result in an in vivo mouse bone marrow assay is particularly notable although it is
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acknowledged that there might have been only transient, low-level exposure of the bone marrow to
M48. D

According to the “Guidance Document on the Assessment of the Relevance of Metab slites 0
Groundwater of Substances Regulated under Council Directive” (SANCO/22 00 —rev.10%inal <y
February 2003) HEC5725-des-chlorophenyl (M48) was screened for genotégicity in an A esJ\e‘@, a

gene mutation test with mammalian cells, and a chromosome aberration %t. All tests @to négativez,

results. Thus, HEC5725-des-chlorophenyl (M48) is considered to be n@genotoxic.&he refiréd rj
assessment for consumers has been performed, basedson the ADI@p ﬂuoxastr@fn .

7o

. . - M- -01- @
I N 2004; M-128831-01 1).@§ &@Q & Q@ & O
Further metabolites N 2} @ é @@ @&@
EFSA Scientific Report (2007) 102, 1-84, “Coniongrega \g thespeer @Vievx@ the ﬁestic@g@risk

assessment of the active substance ﬂuoxastro@ ﬁn@ed: g}ﬁ une2 07%@ wt}@ metabolites:
S

@ .
The following metabolites have been idenE@ed oin@he{ @nt notR rat metab@sm © @’ é
v AN
M34 = HEC 5725 — ketone A NS N \© N« §
@ N DS O > oY S
M39 = HEC 5725- CA —glycol ester & N

v N 2 <
M40 = HEC 5725 - carboxylic aci S %& o < § v § §y 9

> N § %
M41 = HEC 5725 - OH-CA + (M@ = %cosi%s of N 1) ®® ® @Q RN
M57 = HEC 5725 - OH-phenoxgramingPMI® & @ & 9 o
M70 = HEC 5725-des-chlorgifRenyl“BycoleVA + (|71 Aglyco@it ofg)170) ©
M72 = HEC 5725—des—chlor0phe§d—car ylicgsid @y S @ o\@@ &
MS82 = 2-chlorophenol t{f@% = lycogyle of §82) g S % %@ @V\a

No genotoxicity testsggeith viyéanor i;@»itroae%@toxi&y te% were\@vided to define their

toxicity. Thereforeg they shou She c@ﬂsid@ a.”\ioxio ogically rel&yant and the ADI for
e TS § @ .

fluoxastrobin use theé@nsur{@nsl& se&nemg css datg are mgle available.

Confirmatory é& re@d to r%sidu%g wer@%valua%e\d b tﬁe R ﬂ‘@ UKtand the assessment was made
available with>Ad um, $to the@)Al&(initm% Jagudry 201 andya revised and updated version,
April 20}2@@Aﬂer assessment_dBthe e%nﬁm@sory dara, tl@ revi review report (SANCO/3921/07
dated 2®ptember 2 wg&sm@’ N

In ord§ to address%egfwe%ﬁs raised dur@ %the"%EU rgview (@ﬂuoxastrobin regarding the toxicity of
metabolites in cerggt straws, thgapplicagt pro@ed agtaterpent (G ; ;
B 206z 76 2—la§’Thjs*s?tater§@nt adg¥tssed the potential toxicity of metabolites
along with an@stimg@® of é aciuly exp@lreoo@west@’k to these metabolites, based on data from
metabolism $Ridies d r@ue ﬁ@ﬁi tri@sub@}ted idthe DAR for Annex 1 inclusion.

S @

3 O@QQ@"@%
T

With th exceptior@f n%abolit& 2—ch$@ropl1%@\@l (M82) and its glucoside (M84), the calculated
residtte levels for 4% otheQy etal&@ftes a.;fz’ bek@ the toxicological trigger value of 0.05 mg/kg for raw
animal fodder. Levels of@ese @etab@lites i£@raw can therefore be said not to be of concern based on
N
the proposed & o 'S Q
<) %
S o
2-Chlorophenol¢M82) S Q
@ ©
The to%@okin behg viou@the metabolite 2-chlorophenol (M82) was investigated in a study on the
abso@%fon, abofisth and’ excretion in male rats after a single oral dose of [phenyl-UL-'*C]2-
c pheg@gl at 5 @g/k@w (I 2002; M-041282-01-1). 2-Chlorphenol was rapidly and
compleﬁ§ absorbed from the gastrointestinal tract. Excretion was very fast and occurred almost
exclustsly with the urine. Already within 4 hours after dosage about 81% of the dose was excreted
renally. Faecal excretion was minor (2.2% of the dose). The overall excretion was fast and nearly

complete during the test period of 72 hours. Very low radiolabelled residues were found in the GIT,
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carcass and skin at sacrifice (0.06% of the dose). 2-Chlorophenol was extensively metabolised in the

rat, mainly by conjugation with glucuronic acid and sulfate. Hydroxylation was a minor pathéay.
Major metabolites were 2-chlorophenol-GA (M85, 63.6% of the dose) and 2-chlorophenol-SAy(

28.2% of the dose). 2-Chlorophenol-OH-GA (M86, 2.3% of the dose) and prghably 2—chlo@16n -
OH-SA (M87, 1.1% of the dose) were minor metabolites. The excreted por&@ of the test&;omp@%
2-chlorophenol was low (3.7% of the dose). Q \

The genotoxic potential of 2-chlorophenol was investigated in in*wifro and i\ vivo { t%%t
chlorophenol did not induce mutations in bacteria withggiid without r@tabohc actiyg on\ggt showed @
micronucleus formation in V79 cells. In two micronucleus tests n@ce 2-chlordphenolyeve noé
genotoxic potential in vivo. In total 4 batches of 2z lorophenwere tested,@ﬂ res@e ativ
However, the studies were conducted in 1980 n‘oﬁt@mrdmg to curk Fent g idel@s erefore, a rwgw
micronucleus test according to current testing gugdelines was ;@tlate& or rm&ﬁ;@se res ts

N9
s . @ % %
E:Z isomerism S & @@ & é@’ @’ S % & .
DAR section B.6.8.1: w\%
Metabolites with the methoxyimino g @te Qibto u@eréo@Z 1 erls %Thl@ 0cess
is aided by the presence of light. A ay%t@ 1c1t§ 103@ that ang fr 8"/ :2%Z to

a 64%E:36%Z isomer ratio has @effec@’bn the toxi It igeRere asssg,med that a

similar change in the isomer ra to@neta@htes@ ﬂuc@stro@@ W(@ h no effect on their
toxicity. @

No Z isomer metabolites have be d in met@ohsm%tm@wnh @EC 25 (E-isomer) but
plant metabolites MO3 and@ﬁ be Q ide ﬂed asboth %nd omers However as
the highest proportion of a Z ound§€ sent@ lant me‘%ﬁ’boh@ as not much higher
than the 36%Z used@%’the —da x1c1@ stu@vlthﬁc 57@% é&gm&%&mt effect on toxicity is

expected. @ I @

S O N N N & & @
F D Ma @ & ©§@ N
D & 0 9O «¥ N O
N 2 & O |\@
. o oA H T e &
S & & & o &\
A @"\@v\g o \@ % \@
VS &0
9 @ Y (S
SHFO AN SN
o O ¢ .09 o O @
NI R
AN L %FQ & @
o & @ &S
@7 S Q\ §®©\
> §@o@’ & &
S @7&@\ O
@%
§\%<\§» §@Q
% Q
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CAS5.8.1 Toxicity studies of metabolites

2-chlorophenol (M 82) @ @@6

In the “Reasoned opinion on the review of the existing maximum residd levels (N@s)
fluoxastrobin ...”, EFSA Journal 2012;10(12):3012 further information about ﬁ§ toxicity of ﬁ%tabo@t
MS2 and M8&4 found in straw is required. Genotoxicity studies according to modern staridard
available in the public literature. Therefore, the genoto%'@ity potential —chloropk@%l (l\/f@Z) h%
been further investigated in in vitro and in vivo tests.

Report: KCA 5.8.1/0s |  EGIN ; 2016;M-539465-01- @Q @ § é\” é
Title: 2-Chlorophenol - Salmonella t gnmunum revd emutat1on a@y Q @© @Q}
Report No.: AT06948 & &’ @ & &
Document No.: M-539465-01-1 Q& N L@ © o 2
Guideline(s): Council Regulation No. §4<tO/2 O%CB. 13@ OEQb 47 &@-EP&IZ-&%&M&
OPPTS 870.5100 @ N 0N @ @Q
Guideline deviation(s):  none " @Q Q@ @ é % & °
GLP/GEP: % N $ & ¢
e ST e T TS
I. Materials and methods ©Q (ix @ > § §‘9 @ o
o\ %
A. Materials @ @@ o O § @b @Q @Q \%
1. Test material: RN v S @ (& @© S
. SR AR 9
Name: %, 2sChlorophenol 7 . %
Synonym: (& C5@>780 Kog N &
9 QD
CAS No: N 5-5§ L & v &
AN AN > %
Description: IS & 0@urle quidO™ &« . (©)
LotBaichno;&” @7 & @s 2> 9O § @
Purity: & S  ~000.0%{w!.
Stability @es‘[ (@mm@ guaranteed-for St@ dur@%n &@wy date: 2015-10-09
2. Vehicle ar p@lve @mtro@x @’1016 BMS
S > smvg@ontr witlfout me@bohc activation:
0\@ s %, @%T Al@S TAT00: @dlum&@’lde (NaN3) in phosphate buffer
<© S TA1537: @’utro lene-diamine (4-NPDA) in
AS & @ 0*h2- pb@w ( )i
§) éﬁ $A9 Q-mt uoren 4-NF) in DMSO
& % @ TAﬂQ %l C (MMC) and cumene hydroperoxide
@ @Q @Q @ (@men@ pha@sphate buffer
K O 0 \\ With petabofic activation :
SN © § @‘Al@@ TA%537, TA98, TA100, TA102:
© Q @ 2—@moa§%ﬁracene (2-AA) in DMSO
3. Test system: \ % N Salmonda typhimurium TA98, TA100, TA102, TA1535,
N < SIS Falsar
Metabolic gctlvat@n o @ t@ctlon prepared from livers of Aroclor 1254 induced
@ § m@e Sprague Dawley rats (protein content 22.3 mg per ml).

@ach batch checked for its metabolizing capacity and for

S @© §a “Opossible contaminations.
@ K S Standard S9 mix: 8 mM/L MgCl2, 33 mM/L KCI, 5 mM/L
% QN @ § glucose-6-phosphate, 4 mmol/L NADP, 100 mM/L sodium
§ @@ @ @ phosphate, pH 7.4, S9 at a concentration of 0.1 mL/mL of
Q Q& the mix.
@-culmres: Cultures of all organisms were prepared by overnight

incubation (shaking at approximately 37 °C) of freshly
inoculated nutrient broth. For inoculation, stock cultures
which were stored at ca. —75 °C were used.
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B. Study design and methods

1. Treatment @ ©©

Dose: Test item concentrations: Q\ g
10-25-50-160-500-1600-5000 pg/plas /- S9—mix&@ @
Positive controls: . N
NaNG: 5 ug/plate (TA1535, TA100) ©® NS
4-NPDA : ng/plate (TAL537) o \@ &
2-NF : % pg/plate (1@98) é}” NS @ @
MMC : 2

)
Cumene : o 56 ug//pllat AIOZZ v\”@ Y é\” &
@ S0nghplae(TAI02) o7 R O
2-AA: S 3 ng/plaied+ Symix (all strains) O o
6 ngjplate £ 9 (TA 102\ ¥ & &
For Q&Ch tes‘r@olutu@ r c@ol }ﬁ re u@% t’\g
% offy in @ncu@ﬂon@ @ Ry
Application volume: ,&5\\] mL@st sol@tion)/plate @[‘ @
Incubation time / temperature: o] 0{\37 C\§1>8h "@153{%&1(@ Ay@37 TA &: @ﬁ

I1. Results and discussion Q@ K "\g @ v\g %

S v &
A. Bacteriotoxicity, prec1p1tat10nd cc@trols\ v \ § @Q @ @

Titer determinations demons@s}ted %fﬁm@ ba@glal 51 é@fmsg&n leading to
spontaneous revertant frequgg@s th&tma@ed the nges&)f th to%al Con ols. ©

The Salmonella/mlcroson@ platéncor@@atlo@%est %ploymg d@s of\up to G000 pg per plate,
showed the test item produced acterioféxic @cts éthe dese of 5600

Substance prempltat@ wa§ot e\g(%)erved Eve&@tlon%@f 1n®1du£§dose sgroups, with respect to
relevant assessmer® parameter osfect@epr@mb@y) revdaled ‘ho biologically relevant

variations from th§respeCiive selvent %ntrol& \© @ @& @@

The Salmonel @Qr)mcr st u@g Ié% ubagﬁ&n fo@ZO m@es at 37 °C and employing doses of
up to 5000 pg per @pate, st;owe the test“item @ pr@ce stRin-sp&ific bacteriotoxic effects at the
dose of 1600 ug per plate u 1gh@\> dose.“Subgance @recipitation was not observed. In
agree ¥ with the Pplate gﬁom tion assa Sevalyl ion@f individual dose groups of the

preincubation ass Wlth €espect_to re ant -assessment parameters (dose effect, reproducibility),
revealed no blolo§ yre Vaé@rla‘agns fr@@? the %pe tive solvent controls.
R

@@QQQ@@?©\©©@£@
Q O © SN S D
¥ o K £
= § g 2L
2 @"@o%
& 2 Q N
Q N S0
N %@Q@’Q@@
S . @ﬂ&@\ O
C &S 8
§Y§©%©@
&
AN
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B. Mutant counts

Table 5.8.1-1: Summary of mean values (mutant counts) without S9 Mix @ @6
; @
Strain Q) ~
Group ng/plate TA1535 | TA100 | TA1537 | @A% | &@[AI‘(@
Plate incorporation test v N
2-Chloro- 0 8 7 yg% 27 Q 38
phenol 10 11 7 30 S | 1235
25 10 @ 276 S 2 @Q q
50 9 1062 &6@ kS o
160 8 gﬁo D 230 >
500 10 2 @34 S 2124
1600 7 S 7o SR
5000 0 & e T @ : 460
Na-azide 5 336 N A
4-NPDA 10 A o & o o @% o
2-NF 10 % Ny O |ose §
Cumene 50 @} . & ’ QN 6
MMC 0.2 Q K & &L S Sy
Preincubation test R @U@J \? @@ Q 9
2-Chloro- 0 Q3 119~ : 215
phenol 10 @ 11&@ @® ‘“‘\ E@ @@y(& 215
25 N e {7 @ % SRR 208
50 «J < 4J26 S12:" | © 3 204
160 9 O3 @Q D107 RPN Qg%@ 213
500 S| A § %@ & 9 Qs 223
16005 4 2 P &S NN i3 12
5000 b 9 D1 & 0O | S 1 0
Na-azide N ST o A7 284Q 7 %) - -
4-NPDA @§ \© SN S D W N ) ]
2-NF ©©10 ©© 5 é K@j D - 1056 -
Cumene 507wy - L9 © © -%@ - 354
MMC . © 02 2.8 | -% b & : 349
- : not eyatvated O @@ o\§ @M o o\©© $ O\©\
O NS Q
§ RN > & >
o O ¢ .09 o O @
ARSI S D
o N & o
=) % S @ %
@7 °\ Q @ o\
S A\ N @§ ">
A (g @\ R Q
@° N Q
S %“ %,
& < & s <
¢ & ¢
& N) % S
N LR
S
@ & <
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Table 5.8.1-2: Summary of mean values (mutant counts) with S9 mix
Q5°
Strain Q§
Group ng/plate TA1535 | TA100 | TA1537 | TA98 | 102 &
Plate incorporation test [\CQ} @” Sy
2-Chloro- 0 12 127 12 @ 24 248
phenol 10 11 129 N2 248 o
25 10 115 10« 24 o 7| L D44
50 10 123 T & 20 & <O 24 @
160 11 126 ¥ 9 Q 297 7 28 ©<<
500 14 12 1 @@ q 6 o
1600 11 103 ) S Y ©252. @
5000 7 %@ 0 2 V20 e §3§;§
2-AA 3 91 060 . | @ 260~ 1 i
6 : N -@%J) O N ﬁw@; é@ 1210
Preincubation test (ug/Plate) ~ ; @ Q@ [ ‘o é S
2hChlc1)ro 0 14 - @3 N 6%11 R @@ 33 & Q‘
pheno 10 12 < \ 119\ & | EQRI o 8
25 13Q@ N 13% ) 1 Qs
50 DY & o S ¢, 283
160 H ¢ \126 ®\ 12 ©@ &7 3BY RS 293
500 12 & @ 12§© S & E@ 272
1600 & s> J? g S 232
5000 00 [ TO <0 .9 . 0@ 0
2-AA 3 9 @980 ° 39 b 15 534
6 o ] @Q @ TS & X & 1096
- : not evaluated 5, ﬁ @@ Q

O
The positive cont sodlum o 3'- @tro l§ ph le dlamm@ 2 nff':ieoﬂuoren mitomycin C,
cumene hydrope 1de 2 a@ oanthracene incréésed mmfant eQunts he low doses used to well

over those of't \\ olv%& controls, and thus %@mons{\\cﬁed the sysge m's sensitivity and the activity of the
S9 mix. @ @,@ %© @) @ R S @

None of tlfe five straugg used%{@ow do@-relat@’ an@blolo@ally relevant increase in mutant
counts @ed by 2- chl@oph§ ose of th@@lvenﬁ@ontr 1n the plate incorporation test. This
applie th to thg}@esw\ h &nd W@@OM QY mix “dnd * Was confirmed by the results of the
preincubation trla§ @ @

Despite this sens@%vr@ in atlolf&f n@%&gen@effee@ of the test item could be found at doses of
up to 5000 pgBer in &by of{g)% S&lf@)nell\a@yphn@num strains used in the plate incorporation
assay as well &s in the préiy ub@on m:“i%@ 1036;@@1
I11. Cm@isnons . S @ @

Due &these resuli;si@chl@phen@?has t@%e %@rded as non-mutagenic.
@Q &©
N &
S A &
Report: @ o 5.8.1709) U; 2016; M-539476-01-1
Title: é% hlorgghenol>In vitro micronucleus test with Chinese hamster V79 cells
@

Report %@ 4106
Documer No M 589476-01-1

u1 ne(s)@ oﬁ@D 487 (2010)
éﬁlmlon e
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I. Materials and methods @o
A. Materials N
S g
1. Test material: o @ S
Name: 2-Chlorophenol @JQ S o\@
Synonym: AE C505780 <
: Q ©
CAS No; 95-57-8 {é N 2 &
Description: Colourless llqu@ @ g}ﬂ Q\ @ @
Lot/Batch no: SES 12956- é? 1 ©Q 2 Q@ AR
Purity: 100.0% (wW/; ® Q A
Stability of test compound: guaran@?r study dur@on @jplry te: 2Q15- 10-69 &@
2. Vehicle and positive control: Vehicl SO N \® %@ @@
Mitoq&ycin gn cu]@ me@\m @6 \ %,
Cyc@phos@aml g%@hum K\ .
Vi blast@' sulfae salt@ DM @7 @&
3. Test system: hin &ham@r V7@ells
Metabolic activation: Q@ 9 factlo ?repa% fro@ hves@ clor ced
méle Sprague Dawley n@s (pr n er ml).
@ CBfactorsolutiot pe 5 m 9 m@ 40 1,x6H>0,
%1 5 % 8 lucese -6 4 78%8 mg NADP
Q@ N (dlSO um &alt), 45 mL, dlum p ospﬁte fer (100 mM,;
v % @ 4)«final qan centﬁQtlon 9% S&in cultures.
Culturing of V79 C@Bs © @%§St00k cultures We@prq\@gate%@ 37 °C and 5 %
CcO &
Y @ @?) Cu diumg (Eanj@s w1t&%utaMAX and 25 mM
§ T & PESISHA P tre OV S
S . s were b-cullr {Hted h@/we wekly after trypsination of
@Q ©\© &\ N adhg ntl)&\growﬁ c 1& ing an ample number of
©© S ) Q K e (%Js forhe ex me@s performed in this study.
B. Study design affd mefhods % & & @, s
1. Treatment S @9 @7 IS Q@ &
Dose: L@, Q) Teest 1t§n@0nce%$rat1 @
D) &\ éﬁ @e—tes;, 0. IQQS 1 5&10 50-100-162.5-325-650-1300 pg/mL
@@Q AN @ %\(4 With ail w@out metabolic activation, 24 h without
©Q N @@’ oh@tlv
[ ©\ @ meng;” 15-50-150-300-450-600-750-1000 pg/mL
@ % Q@ @ % (+/- S9-mix)
@ N ﬁtrez@ent 0.5-1-2.5-5-10-25-50-100-150-200-250-
% NS o & 500 pg/mL (- S9-mix)
N o8 @ Q’om@/e controls:
@* SN @ mycin C: 0.1 pg/mL (4 h treatment)
$oAn N
@ \% gj R yclophosphamide: 2 ug/mL (4 h treatment)
S ©° x, “QVinblastine sulfate salt: 0.002 ng/mL(24 h treatment)
A %icat@ voluwe: § 0.05 mL(test solution)/5 mL culture
£ alu Q% mic¥Qnucleated Adherently growing cells exposed in situ to 0.4% KCI
$cells@ § N hypotonic solution and fixed in glacial acetic acid/ethanol
Q é@ § (1+3), staining with May-Griinwald and Giemsa solutions.
@ 2000 cells (1000 cells per slide) per concentration were

scored. Only cells which divided at least once and, therefore,
formed colonies of > 2 cells were evaluated.
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Assessment criteria: The test item is classified as mutagenic if:

- one of the test substance concentrations inducé®’a o
micronucleus frequency that is three times highet than
the micronucleus frequency of thg concurren 1V%
control.

- there is a reproducible concentr@juon-relate@ncr in
the micronucleus frequenc %uch an eval@ation g
considered iflependently &f the enhane@ent\f%tor oI @
induced mlﬁnucleus freguencies. @@ &

In the evaluétion of the {@t results hist nca@ dat ©
obtained i %ﬁe laboratorand ((%Qlentlficpla&sml ityQs takef®r
into co@eratlon N @ Q' © &
Any positive test regﬁ’ sh%ﬂd be @alua@ for Fé&bw@ ical
releyince. @@ & @% @ @Q oA
II. Results and discussion S\ \% \@ R % IS O @7 @&
A. General Remarks @}% N o 6 @ é\g ¥ §
The test item, dissolved in DMSO, e s ex@%nne&or rﬁ@ﬁager@y acti n mi Qnuc us test in
vitro. The 4 hours treatment was nduct@’ w1th\co ce%lfratl of 1@ @ ug/§ withgut S9 mix
and of 15 - 1000 pg/mL Wlth mi In %end rep he éﬁtmen*t%tlme in the
experiment without S9 mix xtea@%d to 2 ou@v 1tl&&nce tlons SOOéug/mL
B. Cytotoxicity C& @ @

Without S9 mix cytotokic ef %ts occ@red§ /mL@ﬁd above aﬁﬁ 4 &JIS treatment and at
50 pg/mL and abovesgfter 2% ’houfs treafiient, 1th rmécytq@xw e{ s were observed at
15 pg/mL and abov @remp 0@1 the @edlu@ld §$ occur

& S

C. Main study S o S % S \ é@ o @@

@
Concentratio § 60@1g/m%“€wlt§1&@‘t S%gnx ours§atme%{) and 150 - 450 pg/mL (with
S9 mix, 4 hours tr@tmertt), wepe cho;en for feadi ng}@ c%&ntratlons were excluded from

evaluatlon\@r micronuciel duestgexcgssive c@)toxwl @ \@’

The reﬁ& experimen®(24, hébrs treatme withofit S9 riix) wa$not evaluated for proliferation index
and mlcronucleus uen@g\bas@)n th@esulsf@%f theexperithents with 4 hours treatment.

Solvent control@{ h§ox1 and&appr rlate@osmve controls with known mutagens

(mitomycin C@yclo d @@mon@a‘ced the sult%lhty and sensitivity of the test system.
Table 5.2&.%3. S@nm@ of l%%llts @@ 4 ho@i’s treatment (24 h harvest)
ﬁperimental \ \\éorxentraugﬁ»\ @“MIX Cytotoxicity 1-SMN! | >6 MN
w, Group . @W [ @ IS RICC? PI?
ap N pg/m@% Ie -/+ Mean % Mean % | Mean % | Mean %
Solvent controfy,® 1 %@V A - 0 0 0.6 0.0
2-Chlorop § W B0 % - 16 6 0.4 0.0
@0 N 30%@ - 34 12 1.1 0.0
&9 O & 600 ; 57 36 33 0.0
Mltom@{n c9 Q o1 - not tested 30 13.2 0.0
Solvént conttgl ) o > 1% (VV) + 0 0 1.0 0.0
2-®oro%{@nol D @ 150 + 38 20 6.0 0.0
Q L 300 + 39 33 5.9 0.0
QD 450 + 58 41 6.7 0.0
Cyclophosphamide 2.0 - not tested 57 13.7 0.0

!: MN = Micronuclei; 2: RICC = Relative increase in cell count; 3: PI = Proliferation index
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II1. Conclusions

In conclusion, it can be stated that under the reported experimental conditions the test item did i&ce @6
chromosome breakage (structural chromosomal aberrations) or misdistribytion of chror@ome@’
leading to micronucleus formation in V79 cells in vitro either in the absence @resence oi@% abadjg
activation. (04 o O\Q
R O & 2
S SO &
Report: KCA 5.8.1/10_,;-?@;0; M-538343,01-2 SN @
Title: Study of the possible mutagenic potential of orthgsionochlorophénol ( aine@ é
5244 to 5357 of February 1980)3p the mouse by the micronucleps techfilque @ &
Report No.: 445 N Q o & & @) &@
Document No.: M-538343-01-2 Q‘?(@ N @ R . © & @
Guideline(s): not specified . (N (04 6\ v <
Guideline deviation(s):  none LN D A S S >
GLP/GEP: no kS KQ Q@ S S <\ %
@%\\ R &%o§% @jsé@
I. Materials and methods @ N @ |\ QO %\ N S
fF NSy & e
A. Materials &© % N %, \@' @@ D § ©
1. Test material: Q 2 & S § &© @Q S \%
Name: Q@ Gfﬂm-mo@[’och@ph&l@l @Q & @© é
Synonym: v «_2-chlgropherol & o\@ ©
o & Q % @ . KL A ©
Description: o Calgurle 1qu1& IS $ @YO\,
Lot/Batch no: %, @ Cpntairfers 52to 5\3@7 ofé\z Fepruary &@
Purity: S @Vo@ted § §9 @ Qo &
Stability of testﬁp@d: s N8tstated \© §2 SN @@
é! ehic@pea@ B

. KC) \ S
2. Vehicle / pegitive @ rol;
@ @ I©

R

N Lo R
QO O X
N O\@ \Q v diss
§ AN Q> Cisplatin ghspen
5 & ggmy IS
3. Test animaly, o @Q O o .0
Species: Q © ©© \\ Mi@
Strain:@% % § Ss I
Age: @ R \8 - 1 eeks@\
\Kéﬁght at dosings,, @ \@’ Q, 2530 ¢
Source: v o @)t staj @
oL@ N
Acchmatlg@%gon pe%@d: § &@I ot stated
Diet: N Not$tated
Y NoW
Water:@ @Q @© § Not stated
Ho&mﬁg: § @ Q § Not stated

oil
Ortho> op(?@hlornol@zlssol\@d in peanut oil dissolved in a

2 ¢ entr@n of 24 angy12.0
sitive contrdMe

d iN concengratigg

@/mL

esufpnate (MMS) soluble in water

of 2 uL/mL

inge nut oil at a concentration of

&

& O
g@u’_) strain
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B. Study design and methods
1. Animal assignment and treatment @ ©©

Dose: Negative control: peanut oil 2 x 25 @nl/kg@
Ortho-monochlorophenol peanut oi & 2 x 0.06 @L/k
Ortho-monochlorophenol peanut ofly 2x 0.3&mL/\

Positive control: NS
MMS < Watéﬁ% 2"&95 @g é\a
Cisplatin « peautoil  Ix 10mgks & @
Application route: Oral, gavage ©Q %@ S é\a $
Application volume: 25 mL/kg bw 2&4 hours ap%% . &© N ®© @q}
Group size: 10 per dose p N 2 R \ 5 & @§
Observations: mortalitygézlinica@igns @6@3 %\ %@’ ©© \% :§
No. of cells scored: Not statéd %@ @§’ @j& ©@J (e @& % @
2. Evaluation w, © \@ N < @j @

A
Method: Aggprding Yo SM}&%ubl@ Y@%%OH&R and sc@gm
70 find SCHMIDIO75)s. & &Y $ P
tu st

Statistics: < Comparison-ef two'means, carrigd-out gt -test
Q'whigh is valjd fortsmall @ples@ @@®1 RN
. . @ % ¥ & @ @ S @© (N
IL Results and discussion <& ° Y o g S

% AN .
A. Clinical observations é% §9 @& @ S @ . @ 2

Do N w
The dose of 2 x 0.30 “ml 0%10—m01%%h1@§phm@> per&e boc?i\s? weight c@ed signs of severe

prostration in the ani@ls. Tb?dos @as cor@der@@to be.the mgximum dose-iq this experiment.
X Q S
B. Microscopic E@uatign § Q@ > N
S R ST e .

The mean peréenta of rhicrogucleated, pol)@irom phlery@%cytes are not statistically
significantly easgh1n th©group®of a&i@als %eated with o B0 —m@lochlorophenol compared to the

iffthe cont : S
mean perce(%tagem e comtrol group. N

>

: SR
In contég}, the mean @cen&%s o@icronucleat@ polo philic erythrocytes obtained in the
S.0

groups’ treated with -Q) is&lﬁatin, as sitivé%ont@l S, increased statistically significantly
(p <0.05) compag@\té) thé&mean@ercer{%es %he c@{rol él%lp.
4: Pesultes
Table 5.8.1-4: @ m@um y %ﬁi@esuf}g ﬁ@ mj@
Experimental grops ©@ NS ercentage of
% &7 @@9 migronucleated P.E.
& o & @ |, Mean+2SD

Q

Negative control peahut oil N & 9 0.25+0.08
Oxtho-monochlordphendt2k 0.06" mL@g Qq 0.28 + 0.06
Ortho-monochlarophendl 2x 630 ml. /kg &© 0.31+0.07
MMS 2x 65mgkg« @ & N 2.60 + 0.60 *
Cisplatin 2810 mglkg &V @ 2.56+0.85 *

* Statistically si@lca@iffe@ from%ontrol p < = 0.05
§@ g@ NS

I1L, Concly$i >

& nclysions @& D

Expos@%f ortho-monochlorophenol to mice via the oral route at doses of 2x 0.06 and 2x 0.30 ml/kg
did not=ause an increase in the percentage of micronucleated polychromatophilic erythrocytes.

@)
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Report: kcA 5.8.1/11 . R 1930; M-538349-01-2

Title: Study of the possible mutagenic potential of ortho-monochlorophenol (container@yo @

5759 to 5788 of 17 March 1980) in the mouse by the micronucleus technique , N

Report No.: 446 @ Q\ ©

Document No.: M-538349-01-2 IS &@ ©)

Guideline(s): not specified (o8 O\Q

Guideline deviation(s):  none KQ

GLP/GEP: no i O . @ >

© @ S @ L@
X Q @@ NS % S
I. Materials and methods (see M-538343-01-2 for akstudy detai@ é\g QQ @@ C:§©
A. Materials % N o & & © &@
. QS‘} N @ R © 9 @

1. Test material: Y D N @ 6\ SRS
Name: Ortho- mgm hl@@pheg@? &% @J& @@ N
Synonym: 2-chlo ophen@ﬂ @Q Q@ o & é @ @& °
Description: Col&%ﬁrlesklﬁuld\ &% Qo §

B 5788 0f 17 March1980¢, €
Lot/Batch no: tam&% 575& 0 5788 of L7 Mar 198@ & O
Purity: SIS & o
urity: I ot staged \ SN @Q S«
Stability of test compound: R No@tateggg S} § &© ©© @Q ~
N & & 8 &
S N @ O
S R
. . N O N @ N L 9 ©
I1. Results and discussion; Q @Q §@ N § @ %,
o\ Y

A. Clinical observations @ @ § N v §

The dose of 2 x ml@rth@lono@loro ol k @ody @/elgh&caused signs of severe

prostration in the al§ he d@ ﬁonQered k&am&um d@gg in this experiment.

@

B. Mlcrosco%@(ﬁvalgmn § ”\g

The mean percen@es 86 mi onuc eated &%)yc atop@hc gthrocytes are not statistically
51gn1ﬁcan\ increased k&th ups treate gprtho@ionochlorophenol compared to the

mean @ntages n con gro

In contrast, the me@ pere@ntag@f ml@onue@xdte &Wch@matophlhc erythrocytes obtained in the
groups treated MMS or latmz se p051 cdntrols, increased statistically significantly

(p <0.05) con@ared 8@1 é@nta%s in tl@ont@ group.
Table 5.8.15%  © S@ma&\f r@lts DN @

YW
Exper@tal groups, QQ @ @ % Percentage of
@ N <Y @\mcronucleated P.E.

% NS AR Mean + 2SD
Negative control peand®dil & O 0.25 +0.08
Ortho-monogi#drop gno 0. 06\@%/kg 0.19£0.05
Ortho-mong&ghlorop 0. 3M/@ 0.18 £0.05
MMS 2x@5 mglkg @ W 9 2.60 + 0.60 *
Cisplati®2x l@mgkg? o7 2.56+0.85*

* Stat@call@gm@nt cl@%rent from control p <= 0.05
IIQ@oncgmons S

Expos@of ortho-monochlorophenol to mice via the oral route at doses of 2x 0.06 and 2x 0.30 ml/kg
did not cause an increase in the percentage of micronucleated polychromatophilic erythrocytes.
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Report: ke s.8.1/13 I . ﬂ
B 2013; M-486887-01-1
Title: Comparative susceptibility of newborn and young rats to six fddustrial chen&s @
Report No.: M-486887-01-1 @ SR
Document No.: M-486887-01-1 Q S
Guideline(s): not applicable %% . O &) 2
Guideline deviation(s):  not applicable ©) & %\ RS Q
GLP/GEP: no \g & O T
Q SIS

Report: KCA 5.8.1/14 . h;@

K K ; ; . ,, 1 l N
Title: Pediatric susceptibility to R ndustrial ch@xcals om ratlv%'%@lys&@ ne

with young animals % RS & o
Report No.: M-486888-01-1 Q @ & & 6@ @, N
Document No.: M-486888-01-1 & @ & © @7 -
Guideline(s): not applicable %, '~ N 6 % Q v
Guideline deviation(s):  not applicable @} \\ @\ & S Q> Ko §
GLP/GEP: no Q &N & N & & & ©
_ SN &’ @ S @

Abstract (verbatim from the publigation): %

“To elucidate the comparative, suscepl bllll@mf bor@%ts che%cal @ew rn and young
animals were administered spNindusivial c@mzcals Y gavage fi po%natal %S (RYD) 4 to 21, and
for 28 days starting at 5—6 weeks Bfage pect ly ufiger the Same: pemrf@nml@)ndmons as far as
possible. As two new to zc a@imt@specz to t is compgqrative, analj@s présumed no-observed-
adverse-effect-levels (pNt A were est§ sed resu ults of%?olh in and dose-finding
studies, and presum neq oca levels bs) we;@also decided>pNOAELs for newborn
and young rats we 40 d 200 orop angyl 00 for 4-c lorophenol 30 and 100 for
p-(o,0- dlmethylb@yb 1@67101 N 00 cﬁ’}a’ 40%@1’ (h 0XY), nyl)@%thyenol 60 and 12 for trityl
chloride, and é@ a@‘ 300 mg/ day 1 % trikydroxyenezenie, respectively. To determine
pUETLs, dos&ran gg@ldopt in ?@veml@@aseﬁcau@ of theylimited results of experimental
doses. Val@ys for newborn az@ yo rafsswere stzma as 200-250 and 1000 for 2-
chloroplgrol, 300 an 0 f@4 c}@ophenol 3@» an for p-(o,a-dimethylbenzyl) phenol,
140-168and 1 000 @yphenyl)m@hyl 2/ fenol, 300 5 and 300 for trityl chloride, and 500
and 1000 mg/kg/. r 1,&3,5 tri erx enz %@ &ctlvel% In most cases, newborn rats were 2—5
times more suscﬁle an §%g rm:s in ter th the pNOAEL and the pUETL. An exception
was that you@ mt@ ere earl@@lor uscé ble ghan their newborn counterparts for trityl
chloride.” \ N

The resu from this s‘u% b@\ﬁ res e%(?ua Pin M-486888-01-1. Here, the susceptibility of
young compared\%> new‘@m rats was@sse sed by the BMDL ratio. However, the susceptibility
based on the BMDE rati q@ag ar@%newgo rats is in the same range as the pNOAEL ratio
presented in the cg?fent@ ic@i,on i.64.1 @ 4.0-5.0 (BMDLs/pNOAELSs are 4.1/4-5 times higher
in young rats @an in newbern ratg); resgectively. Hence, the re-evaluation did not identify new

relevant 1nf§atlon% § o
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I. Materials and methods S

A. Materials

1. Test material: 2-Chlorophenol \@ @@
Among 5 other chemicals (4-clitgrophenol, a, -
Dimethylbenzyl) phenol, (Hydroxyphsityl) methyKk, phe@
Trityl chloride, 1,3,5-Trihydroxybengerie), only th@resu@for
2-chlorophenol are presented here.%

CAS no.: 95-57-8 ©

N O
Description: Not available ¥ Q@ @@ § %”\g@ S
Lot/Batch no: OJL-15 @& &© é\g Q § c&©
Purity: 99.49% o & & © &@
Stability of test compound: ~ No expiry avallable @ QR © @

9
Test solutions We,re @are m 163@@0110@ W@ekyand@%re
kept c@l ant@ the dark&untﬂ@%sm he &abll;ty was

©

confiymed tg;z%@e at %&t se@ day@mder t ese@ndlt &
Source: rp\&g 10n\\ > % Q §@
~ v
2. Vehicle: Q@%V%x&ﬂ o @é @g\\g@ & @Q @Q ©
_ & N A R
3. Test animals Q % ég > ®§ o & &
Species: @ _Sp aw]ey’ SPFaa @ (S @© %
Strain: § SD)I S @ Q
Source: i apan)
Diet: \@ Nat specified, a@ libit, 3
Water: N @ eNot sp@nﬁed[zb@tm (& S
Housing: S @N Notggpecifi &\
Test fac111ty§y & N @ Eﬁ@ronm ontr(@ed room at 24 + 2°C with a relative
@ \ Yﬁ'mu@?s of 5 lé% verglatiorate of more than 10 times
er hé@at, a@}a 12 2 h ligh/dark’eycle.
18-day @peat@&lose@%dy in newb%rn ratéq “newgborn stdy”?) @
Sex:© N ale(pregnafi? - ge@atmn@& 14
@ < § ot spe01ﬁe§ < &
ails: o\@ SR 20 gna& ats (shipped.in at gestation day 14) were allowed
§ & N sponganeously. All newborns were separated from
@ ,%ams (m,pos atal Sé@(PND) 3 and groups of 12 males and 12
@ @Q @Q . SOte we@ sele d and assigned to each of the four dose
\©) < \ g he controls.
% § ]%@Ne sterﬁnothers were selected based on health and
.9 Q rs1 n@fﬁons and suckled the four males and four
@\ % fertles as‘%ned to each group up to weaning on PND 21
\y\’ RS @@ . 1na®n of dosing and autopsy for half of the animals).

. &@ @After& aning, the rest of the animals for the recovery-
&@ %% § “Smainfnance group (see Study Design) were individually

N mamtained for nine weeks.
28-day’repeiited doSe studiwin newborn rats (“newborn study”)

~Q §) @V) Male and female
Weigh % < Not specified
G S
@Age@@ @ @ 4-weeks old
& Ac€hmatization Used at ages of 5-6 weeks after acclimation
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B. Study design and methods

1. Animal assignment and treatment . @
18-day repeated dose study in newborn rats (“newborn study”) > ©
Dose™: Dose-finding study: 0, 20, 100, 500 Kig/kg bw &@ @g

Main study: 0, 8, 50, 300 mPke bw & &
Treatment period: Dose-finding study: ~ PND 4-21 _ <\ Q § \25@
Main study: PND 4-21 SN O
Application route: Gastric intubationVC@ Q@& @@%}9 @\ %@ @
Application volume: Not specified ¢ QQ ©© N
Fasting time: See observati @ Q) @
Group size: Dose- ﬁndl dy: roup @ & @ @}
Main study: stud /grosp AN <
Post-treatment observation Main : eel&ﬁﬁor @ ery goups “(*half c%P the
period: animals of the mai @udy &
Observations: Dosé= 1ndom@ stu @ er. ?lor Qody@ we
lgzﬁgi%y, bl@d bl& emléty mic sc@m ﬁg\ﬁlngs an

& al@ud& ner@eh V@ra odyﬁh@ leagp once a
da and gac ct1V t%7rld visual
R
@ gj ing ﬂex 1 ogen@ fu @pp ance incisor

‘serup. , eye penﬁag, prep t1a eparat inal opening
&, an @;tro ycle@ajrmal%ls tblood protein,

.9 © g etmg bo e§, bilis bmg@%.lr‘gnogen sediment,

> @ Volu rm smotlc ‘press was conducted in
é\” > «v\g@%he te rec@very nten@ce
§ eamﬁ% % after he 1$t treatment, blood was
rane

§ \é N é%llecte@ undoex s§@ma @n tdomen of all atllmals in
4 the @edule“d sacrifice p. o the recovery-maintenance

@)
o O
(2 @J@ %© © grotip, thig;ﬁi/as du at @ days of age after overnight

& &  starvatighs Bloddrwas examiited for hematological parameters
@ @g}ﬁ §’ @c as the g?blc:ﬁe cell @Qunt hemoglobin, hematocrit, mean
i . ulglr olu corpuscular hemoglobin, mean

Q\ &\ éﬁ co@lscuslz@;r hen%leobm&oncentratlon white blood cell count,

@@Q A\ @ }tel Tount @etlc@)cyte count and differential leukocyte

©Q N) r@ an @for 1ochemlstry (total protein, albumin,

g al /globuli ratlo glucose, total cholesterol, triglycerides,

@)

@) S
© ©© ©\ id, 1 bilirubin, urea nitrogen (BUN), creatinine,
@7 & QQ pa agn‘iﬁ&otransferase alanine animotransferase (ALT),

@ alka@ p@sphatase y-glutamyl transpeptidase (y-GTP),
% @’ c ~inorganic phosphorus, sodium, potassium and
X @@ N g ri$§ g phosp > P
¢
@* S rot]@’mbin time and activated thromboplastin time were
gj % examined only in the recovery-maintenance group. The brain,
%, pitutary gland, thymus, thyroids, heart, lungs, liver, spleen,
@Q § kidneys, adrenals, testes, epididymides, ovaries and uterus were
%, @@ % Q weighed, and these, with other macroscopically abnormal
§ @ § N organs, were fixed in 10% buffered formalin-phosphate
Q é@ @ (following Bouin’s fixation for testes and epididymides).
@ Paraffin sections were routinely prepared and stained with
hematoxylin-eosin for microscopic examination.
All studies were conducted in compliance with the Good
Laboratory Practice Act of the Japanese Government.
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28-day repeated dose study in newborn rats (“young study”)

Dose™: Dose-finding study: 0, 100, 200, 500 mg/kg bw @o S
Main study: 0, 100, 200, 1000 mg/kg bw §
Treatment period: Dose-finding study: 14 days S
Main study: 28 days @JQ & ©®
Application route: Gastric intubation @
Application volume: Not specified %% . O o \25@
Group size: Dose-finding study{) 3/group & %\ \O\ N
Main stud 12/gro Z @ @ @
ain study: g
Post-treatment observation Main study: 14 days for t&@ recovery 8«9ups @lf § theK
period: animals of th ain study) Q @
Observations: Dose-findin” study: ge{eral @awoi@ bod@ wel t, @
consumption hemat2§ b@@d b1®hen®sry, Iﬁacrok ic
ﬁndmgénd Oggan wi

Mai% study ?@ner @eha bo@ wel I@j fo con ptl%,"
uru% sis;s hematglog and ood §ochemlstry, ecrapiy
ing %rgan@ght@ nd opat’lm 1ndmgs
sea’ ose. "\awe%\ in H§ am@mzed
&©class§catl’égl Acute Tox 4, f@, 2 @2 IDso jray ~
Q' 600-700 me/kg by o & &
@ - ¥sed d@’es aml@%og statéd. T 'nvgitigated doses
“are not given in the'mater ar@metho sec@m but have to

ghve om the resu se@n .
fec@ Qerlmeédoses%re gtﬁ@ m@ble L
§dat

BCS Comment:

2. Statistics ~ @
& ot
O

a%%ere a@lyzé% &tes‘[ (-

eity@f dlStrlbutlﬁ When homogeneity was

est 1964) was conducted for
con@ and mdividual treatment groups. If
e daf® wereé@nalyzed using Steel’s multiple
195r the mean rank test of the .
1973).

IS
ta such as histopathological findings, the .
1947) or the

Qu tltat
19&% for

test 1973) were performed.
\ Based oy the sult o _T est, data were either
% § ltt test that assumes normal data or
@2 Q e comparison test that does not assume normal
ow@er, both tests assume similar variances between
ps, tch have not been assessed in the performed
tattstg@ analyses. It is wunclear whether groupwise
Scomparisons were performed with the U-test and if alpha was
v %cwnﬂy corrected. Hence the Type I error rate might not
§y sufficiently controlled (resulting in an increased rate of
@@ "false positive" statistical findings).
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I1. Results and discussion

A. Mortality @ ’ o

All newborn animals treated with 500 mg/kg in the dose-finding study died by the 9th dosing @§

The newborn investigation was conducted at doses of 0, 20, 100, and 500 mgkg for the d&s@ ﬁn@
and 0, 8, 50, and 300 mg/kg for the main study. (g N

The young investigation was conducted at doses of 0, 100, 200, and S@g/kg for @@doseﬁldmg@
and 0, 8, 40, 200, and 1000 mg/kg for the main study. @§ é\g \ @ @

Body welghts of both sexes were only transrently&but not ﬁnareduced {800 my kg@ﬁ theé

newborn main study. Clinical signs in newborn ra@were not ob%rved at dose@ 20 a @ng/

in the dose-finding study. @) Q @ @}

Major toxic effects on the central nervous s stem f ﬁd n l@th s s of ﬁewb ﬁsand
young rats. In the newborn study, tremors are 1th1 nut SR and @ppeare w hrn four
hours in most animals at 300 mg/kg. Hypaeactivi bn al g Were also ‘@n a eﬁe,w
cases. The histopathological examination showed sli Btsto n@}derateﬁ% 1c renal tubiiles indfbre
than half the animals of both sexes, Wi@eut rQ}tive l%ney Z(gerght@san &(mcr@se bw8% fi \» ales
4% for females). In addition to théSg effésts, t d@\ve%%s of b9 h is dog: were

transiently decreased. At 50 mg/kg, Only @ne female stiowed (e ce ?@mutes on
day nine after the dosing start. TI& € no @emr@rel@ chafiges ingjeve G@mentai parameters.
In the young study, most animéls of B\g% sex&s sp icall® sho Var§1 the CNS such
as tremors, hypoactivity, r@n abn%rmasl@alt within three hofs aftép dosing at 1@0 mg/kg. Most
animals also exhibited sl@ht ce 110b hy@tropl@’of he%ato@e suggestiag a compensatory
response to a requrremeg for hepatr@neﬁlsm &ln th se- ﬁndrn@ud@o toxic signs were
observed, but the i ormatl@g waglimit bee ofthe small number animals, the short
administration periodyand the lagilef hi path@glca&\amu@hon&here&%ﬂe no chemical-related
abnormalities at 2@/@ in th@yarn“@dy &

Although the @ L@ as 8 ﬁag/k day (@newa}l rats@a th@am study results, this value

was concludeghto beoo lov@oecau@ of e of @;mlc S gns t 20 and 100 mg/kg in the dose-
finding study, and (@Iy on%\’fem@ sho ed tr ~N ors 0 at 50mg/kg in the main study. The pNOAEL

for newb@gn rats was thieeforgigstim: to b 40 mg/kg/ a h&@jbelow the 50 mg/kg.
S A B -
BCS ment: T ck clg,gﬁr dos#ésp(a{ relativons , even with small animal numbers in
rva

the dose-finding , apparently cas&o Ié\\rehab ty of the study. The pNOAEL is based
on an isolated o tx&y of mtr%@emor\g a single f@de on treatment day 9.

For young @ th @) O c@@ b%@nsme@d to@e 200 mg/kg/day because of the limited
0

information 0 mg/k seﬁ g st@y Tox1c1ty at 300 mg/kg for newborn rats seemed
to be slightly higher than that@ IO@T mg/, ?forg@@~ ng rats, because of the transient depression of
body wejght found hmited t63he former hough the toxicity profile regarding the CNS was
very gimilar in ne ‘Born you@rats e e@e for newborn rats showing the same toxic intensity,
as that for young rats a /kg, i@con ered to be slightly lower than 300 mg/kg, at 200-250
mg/kg/day. Theggfore, pUET&s of @-25%and 1000 mg/kg/day may be considered equivalent doses
for newborn youﬁg rat ely@
@& éﬁ ©© §9 Q
&
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Toxicity findings for 2-chlorophenol in the newborn and young rat main studies

Newborn study (mg/kg)

Young study (mgfkg)

0 201 50 1004 300 0 200 5007 N @§
Male ) @VD
General behavior @ N ©®
Tremors 0/12 0/4 012 04 11712 0/12 @IE {}HZ!@ PR
Hypoactivity 012 0/14 012 04 212 /12 % 0/12 0 . S
Abnormal gait 0/12 0/4 012 04 @ 1112 O.*Qxﬁ 0/12 \24;&3 Gz &
Histopathology Q) Q\ @
Renal tubules, basophilic /6 no data /6 no data 46 @6 o6 @no da@ § é
Centrilobular hypertrophy 0/6 no data 06 @ ata 6 & {}.-'6 e é\ﬁ no @ K
Female % Q @ ° S & © &@
General behavior Q'Sb' N @ Q © © @
Tremors 0/12 0/4 112 4, @2 N2 @0;‘ 12 6\ {},;1% 5@?
Hypoactivity 0712 0/14 @%’7 NLE O.fl“ Ofl'@ {}H\ 512
Abnormal gait 0/12 0/4 oz Ry 04 (@) la@ Oib Of@ &Hﬂ i1 2
Histopathology @ \@ % @j
Renal tubules, basophilic 0/6 no dat& tl-’r‘N n&@la @e‘(u [V g ©{}f6 Ao no data (
Centrilobular hypertrophy 0/6 no «;@ ng‘ald {}.-'6 @ e «;f\? {}IQ@Q n@a S

Only data for items showing change are includ@ir thi
dy. All

tindicates dose and data from the dose-findin

@rf 1hu@ udr@?td
orn atvmals, die by th ay at @%yu@ he dogg;linding

%I; D@h@u nu X@\ ofdn@&lséﬁﬁ C
b dosi

study. Body weights of both sexes were only sientlgsbut not@spally red@ped. at mg/k he rn mafstud ical signs
in n:u ‘born rats iu‘c, not observed at doseggyf 20 am&}% mm’@fﬁ% thu;@-ﬁndj@s d\-ng I§@( é@ g;% :
I11. Conclusion N § g @g& &@ \@@ & ©
. SO o
According to the author&%fewbog rat@see@ be é—tlme@morex«gpsc%gﬂﬁb e @ﬂ young rats to the
effects of 2-ch10rophe2r<cg>l. @ Q 6@ Q « (©)
S N 5 & > O &5 O
Reliability (Klimi¥¢h S@g\ore) @N/ ot re“l?ables@ﬂlm@h c&de 3) &
Details: S -nOGLP 00 gm ne
@© 6\ s é& @dy Q iig?g @aterﬁ&l animals) not specified
o @,@ «;4\?© ~diet e 1t specfied
.9 N %@ - ap@atlor@olu@ not @ted
Q\ (QYENS @ - statlstlcﬁ\ana]@ forgualitative data not well documented
AN R \@ @t‘hdy r&dults mainlynot reported (e.g. hematology, blood
Q\’ S é’ . @100&1@11str§)§$0rgan§élghts etc.)
Relevance: ¢~ < &Y [ Notrelevant O
Details: @ @Q ®© . < -dpxic dope wagested
Y O © \\ N resylts fro%pre -test were used to derive endpoints (small
© NS ,_A\LQgI'OI@ Size)@
BCS clusion 2 © QV 9 T st does not satisfy important criteria used to judge
@\ % N @ lata rﬁl\‘@oﬂlty and human relevance.
\y\’ N o\@ Q1 heﬁ%ldy results have no impact on the overall conclusion
v . © | forthe active substance fluoxastrobin.
< A° gf § N
@ < Q & ©@
¢ & ¢
SRS
N @ N N
< g T
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CA 5.8.2 Supplementary studies on the active substance

’ @
Summary of supplementary studies on fluoxastrobin @

Supplementary studies on the active substance summarized in Table 5.8.2—§d Table 5, @ 2 @
evaluated in the EU peer review for inclusion of fluoxastrobin into Annex 1’6t Directive 91/414%

2008), new studies are added.
(Tbl)sszl S f suppl dies(dh 1 yé \© \@ @
able 5.8.2-1: ummary of supplementary stu 1e§v> uoxastr@mn g}g «(\\ @ &@

Study Sex |[NO(A)EL | LO(A)EL Main findings at LOCA)EL Refg@fce Y & |o

Doses tested ppm Q Q Q
(mg/kg bw/day) | =

Mouse ok

5-week immuno- M 7000 TR No S

toxicity mouse (1543) Q) pl@ue-f@ying

(diet) S %

0-450-1800-7000 F 7000 7,

ppm (2383) @& \\ @}

(M/F: 0-107/157- q & Ko

367/660-1543/2383 @) é 0 <

mg/kg bw/d) @ 6

(99:1 E:2) 9 9] &

Rat RN NN S A

28-day oral (diet) M %800& (} &Immu otoxicity no &&(—: ;2011; M-

male rat ey (63D N} @) AN 441% 01-1

0-125-1000-8000 N 9 s o v e

ppm N @ g O P O « S)

(O-1081-637mghg & |V & o & O o & O

bw/d) < OMIAS N

9-week mec mnls@@ MO N5 106§, EQ\CJ% opN#ine @ @U F

study in rats ©\ &(7) ' (@) fhosphate and§%1um% ; 2001; M-136709-01-1

particularly outzz@ @) O « @;ﬁ()lﬂ@d%l% S @ supplementary

on UIIHdIy &%stcm F T 2@ % 1 6()(& @ v information/data:

(diet) g}a @46) é@’ (154 §LLIS %Qm N ;

0-62.5 175/25()-0 o | & . osphage’ and @luum ; ;

;888%2880 - NS é\j ® N hon@@sﬁsm& ; 2001; .1\%000712'413[2? 01-1

/ N) N (3 > ; ;

(M/F: 0-4/9-7/18& % @ @” L IS IS 081668-01-1

60/146-520/15¢4 | S® o . S © @

mg/kg bw/dRQ (@B) D \\ N ~ @

(99:1 E:2) s Q) R 2 e

In the sKSi-term toxi ity studs sungnari€ i r@cument MCA 5.3 (M-012683-01-1, M-017457-01-
I, M-012710-01- Qﬁ@lmmﬁ%}oto@ @est tions are included which showed no effect on
1mrﬁun0t0x101ty Q

EFSA Scienti 1@Rep01;;[ ( 10 .c\ -84, onclusmn regarding the peer review of the pesticide risk
assessment ancé%luox@trobm finalised: 13 June 2007” on supplementary studies:

Immuno};ﬁs&lcnt;@ @©

Studieg_ ra nd aNce dﬁ@not reveal any adverse immunotoxic effects following dietary exposure
for 483 we@ss to J@h $&%. Two studies included the plaque forming cell assay. There was however
mﬁ@puuf@ nvestigatior™f the thymus, an organ for which reduced weight was observed in adults and
pups i@$he multigeneration study. The new immunotoxicity study in male rats (M-441880-01-1)
confirmed that fluoxastrobin shows no immunotoxicity potential. Furthermore, there were no
substance-related effects on spleen and thymus weights.
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Calcium-phosphorous homeostasis

Following further mechanistic investigations, it was concluded that exposure to fluoxastrobin 3‘@@6(1 @6
in reduced phosphate absorption in the intestine. A potential phosphate dgficiency was nter®?
regulated by reduced renal excretion of phosphate and renal hyper-excretion Q@dlcium. It is@ropo@y
that increased calcium excretion in urine, together with an increase in ufgnary pH, lcd&to catsuli

formation. % § @@\ &
% o\ Q, '24\9
A
Summary of supplementary studies on imnuritie@@f ﬂuoxas@bin g}” Q\ @Q &@
C @ @ é\” O
Table 5.8.2-2: Summary of supplementary stues with 1m1\)j&1@tles of ﬂustro \j@ &
Test item Type of study Dose range tested ) Results® 23 @ % erence &
(purity)* oF N Y 9 O
Impurity 7 | Acute oral, 2000 mg/kg bw 2) @L{(. >2>§()\?) mg/k¥ i
99.2% rat & @ d @% 6%7 @ {2902
> @l Q o @
Reverse 15t 16-500@418/pldte Negative NS
mutation® 20 1002200 pghtate @ & & °

S 0 s
In vitro HPRT  [5-80 puglnL 45?@9-11@9 AWNegative  ¢,” =
A@ @% RPN GRS § A107969-01-1

N

In vitro 4h @atm[%t: .20— 0 pg/ tive@j ©© R :
chromosome @h tre nt: ng/ % S @ Q |M-00250 -
i a v P K S
aberration QS N @
Impurity 15 | Acute oral, 200Q mg/k r@f & LD% >25@Q1‘%g/kg@ H
98.9% rat & Oé& @5 @ < v § @ y\’@ 003; M-075146-
S S B o1
Reverse %, & and®:16-8900 \Tateo\K Ne%@e N o\@@ v, 2002;
il Y & @ 5 RN M-073977-01-1
lmpurity 20 | Acutelpral, @& g@ m%ggbw @V %@WO >2500 mg@g _,,—
99.1% rat N @ X 2002; M-063677-
O N N >
QO N @ O K 01-1

|

&
Revergsy %U 15t and 2" F6-50 )()@@g/pla@v N@ative @ ,; 2002;
& mutation*™ © ~ (;\7? M-073957-01-1
Impurity2 Acute oralg, @7()() 1@@(5’ bw Q Y DS()XZ%()() mg/kg

'Sy ) S ©

|

99% rat @ , 9 Y . . 2003; M-075063-
D OIS O > & | 01.1
Revede @md 2@%] 6-50@ ng/pfe Regative | O
i Rion*S) o D & g M-073941-01-1
[mpurity 22 §Qute @@, < ZOOgﬁg/kg@v S ‘@’ LDs, >2500 mg/kg ;
98.6% it ©© N Q\ @\ S 2003; M-075100-
S\ L .9 @ 01-1
@7 Reverse, @ Q™ 16-5900 p@)lale\ Negative B 2003 |
mutatioQs 2”‘&&1581&/1@1&16:@ M-082964-01-1
lm%ﬁﬁ’ly 23 | AcutéSoral, @ﬁ) z@%nd @() m&&s bw LDso >300 < 500 mg/kg .
94.5% rat © g@ @ N 2002; M-090369-
) & & 9 01-1
Impurity 23&@6\’6 s I“L:%-SO(@pg/plme Negative _7j>; 2002;
99.1% NPmutgiph* ¥4 2-48Q1g/plate M-036525-01-1

. . o N . o .
Plate rpo§%on n%rst@erlment, pre-incubation in second experiment
# Impgﬁty d@@mi ns are deciphered in Document JCA.

¢ e T e

&
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Immunotoxicological studies

In order to fulfil US EPA requirements an additional immunotoxicity study in rats was condyc& in@6
2011. The respective study M-441880-01-1 is owned by Arysta LifeScience §LS). ALS pr@ides 4

Letter of Access for the benefit of Bayer CropScience (see document M-5324 1-1). @ ©)
@ .8
Report: KCA 5.8.2/22| . ; 201 1; M-441880-01-1 ISR
Title: Immunotoxicity evaluation of fluoxastrobin technical in\% 28 day diqta@ stud§ %@
Sprague Dawley CD male rats: Evalg@jion of anti—sh{é}i red blood Q&%(SRBQ) Q
SER2)
Report No.: BRT 20110205 \a @ OIS o
Document No.: M-441880-01-1 N 2 &0
Guideline(s): Health Effects Test Guidelines @PTS 870.780 ImmunotoxiGity Q @© @Q}
Guideline deviation(s):  not applicable 23 N &
GLP/GEP: ves o D 2 @Q \© 2 &
@%)Q N3 R, @6 '~ RS
Report: KCA 1.11/08 Z; 205, 1\%3240%&‘“91—1 QX oy %
Title: Fluoxastrobin - Lettet of acq% @) Q (& & @7 & °
Report No.: MS3240201-1 <OV T Ny A &Y @
Document No.: M-532402-01-1 5 .0 o & S Q x §
Guideline(s): not applicable N Ko N %, é\ﬁ @ N O
Guideline deviation(s):  not applicab{@ %% Q\Q § @ N) S @ ©
GLP/GEP: no Q S S ©@ @ @Q N
o TPy T
I. Materials and methodS%Q o @@ < @g& &@ © & ©
D
@ ° ©
A. Materials .9 © @Q § g N § @ kS
S % @ . < . Ko N
1. Test material:  «_ @@ %@) @ luoxastrobiftechsical \@

S
: o - % .o & & @
CAS No.: 5 3 S \%13775% g & &
LovBatdhno: O o & . OEDET003RYT &
S 5 S @
Purit@fj‘ © * © % A)Vs@ - Ko

< est gubstange’in digt was adjusted for purity)

Ao >
S N @7 ( O
%bility of te%@ompg%d: %, @@%GuQQﬁeed%r s A\. duration;

§ S SSEER (@%le foy™33 days at room temperature in the diet)

A
A
2. Vehicle and@?osit'%con @ > SEERN

(&) N\

vehiole ¢ & > 2 Df@%g© @é@j

Posi%ve control: & § %V—'Q . B mg{\iﬂ@ cyclophosphamide at 5 mL/kg, intraperitoneal
NS @ @onc" aily on days 23-28)
N Q

3 . Q& AN AN N
. Fest animals IS 7 Q@ @
Species: © 5> Rt

N N
Strain: &@ %% gf § QSprague Dawley CD

Sex:& éﬁ\ S w, ©@ Male
@ © § 7 weeks
@Uelgl@§do®: ) s§ 188 -228 g
Q@%g@; T D | USA
@limaﬁsaﬁon period: 7 days
Diet: PMI® LabDiet (5002 Certified Rodent Diet) (pelleted), ad

libitum
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Water: Tap water, ad libitum
Housing: Group-housed (maximum of 3 rats per cage) upon @elp§©
and individually housed during the dosing ph ﬁof they
study. Animals were housed i dividually tll@gd
plastic cages containing beddigg’ material. The bedding
(bed-0’cobs®) was changed «at least once @eekl@Eac
cage was labeled with the study numbep,\glml@um
and treatmentregimen. I@wdual anm@ts were identi d @
by tail marking ©Q @ é\g S
B. Study design and methods @} & é\g R © @Q}
1. Animal assignment and treatment Q'?Q} N @ QR o & @
Treatment: %125, 1@%()0, 8@pp]§:\ 008 6\ Y §
. A
@quivalent t%&pprogﬁ, 10, @ 63@g/ bw/d%/)

. R @ o
Application route: &% Dloeg@’ \@ Q Q> S @j @
Exposure: N Zg%days@} \© §

. @ 7, Q
Group size: ©Q {%0 an@fals/ g@lp (%ﬁats ﬁﬁotal 5
Antigen stimulation: S " Sheép red blood @]1 (SRBC) se) %,
R O XN

Identification: @ 10@6:11 SR
Source of SRBC: %@ « &S '
Preparation of SRﬁ@} ©) @Q
% @ )
ISTRCERS LS
Admlmstrat@of C: § Eaé% ra &as 1@mung 1nir{§venously into a tail vein

@ &\ @\9 with 0.2 L@ls l@par ton on Day 23.
Observ‘ ns: ©© o 6%B0d&§wz§ an(f\ﬂwater consumption, clinical

tlon@re washed 3 times

% to &{inal @centraﬁon of 5 x 107

S
N @© S obgervati organ W{\]@hts (spleen, thymus), IgM with
& T f@ELIS @ ©
2.Assags @© § @ @ o
Anti-SRBC @s A:<\ %y Sehun ples gere evaluated with ELISA kit. Diluted
N < \ Ay d standards were added to microwells and
9 @ § @9 %cub d f(@ 5 minutes. The wells were washed and
@@ ©© Q) \@ @ hors@adlsh@’eromdase conjugated anti-rat IgM added to

N Q\ t}@ wellyy The microplate was incubated at room
§ @’ﬁf’ l@np afdre for 45 minutes, the wells washed, and the
@7 \@9 Q -~ te solution added. Color development was stopped
@§ 20 minutes by addition of the stop solution. The
Q @cal density was determined spectrophotometrically at
@° @ 4450 nm. All samples and standards were run in duplicate
gf § Qand data analysis was performed using Molecular Devices
@  Softmax Pro software (version 2.2.1)
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I1. Results and discussion @o @
A. Mortality and clinical observations @

There were no unscheduled deaths during the study. There were no clinical sg@s for any 0{@% @;}r
animals after the start of treatment. o °
% 9 & 2

| o NS
Water consumption was statistically significantly less t Vehlcle c 1 (p<o. 05@‘[ @s 2 afid’3 @
for the 1000 ppm fluoxastrobin group and at weeks 3 and 4 for t@ 3000 ppm, {t f@oxa in @oup

These changes (0.81-0.84 x vehicle control) are cong@lered related$o ﬂuoxastrol@ treatient @© C&

Food consumption for the fluoxastrobin treate was statlxlcaHy @mﬁc@tly @uce%p < @5)
from vehicle control only at week 1 for the 8000 ppm gro Thg toxicoldgica gan%ance OFthis
change is unclear because thereafter th we@ no s§;at1st1 y @hlﬁ(@ﬁt changes 1n food
consumption. @ @ Q @& < %
<) @
Cyclophosphamide Group 5 mean wate&%@nsu@%tlonyalues Qere s&%stlga@/ si 1cant1y red@d (p
< 0.05) compared to vehicle controlcgwe §2, 3, Q%weve@the e@mg gﬁ;r@ for@eeks 2
and 3 are not considered toxicologi refeyant b@ause*@clow@sph @ egin until
week 4. Food consumption was S@Stical@mgmﬁ‘ca ly Tess @an Y e C@ 01 f@» , which in
addition to the loss of body we@ht corfélates f@the @od ycl@g osp@mde smg

Table 5.8.2- 1: Me@eeﬂ?wa&@consu@ptloﬁ (g/rz@ 2 o @

Week 1 © @ /&@é 2 o @eelg& g Week 4
Group Mean™p SE  SD /J)Me§ SEY SDLY* Mearw’ | SEV| SBS] Mean | SE | SD
Vehicle Control | 2699, [ 17.68°55.79] 3269 [ 223 [ 7087 | 35%0 [ 299 [.948 [ 3485 [257 [ 813

Fluoxastrobin gﬁé 106" | 38% {@.4 §2.9 @@,}2 Z;,%3 D14.9 &47.1 | 3377 120 | 379
D

B. Water and food consumption and dietary intake

@

Fluoxastrobin ¢222.9 P10.6¢[¥33.5 [72679% | 133, | 42.187 301 585 3075 [ 164 [ 519
o0 ppm. O Slo S ~

Fluoxastrobi’' | 2261 |08 | 537 | 2785 (@219 @’{3 @R9.3* @22.6 | 715 | 285.8% | 222 [ 702
8000 pyip 2 A N @

PositiveQontrol | 233.6¢,1 11.60}734.88Y9 264.2* | 133 42@ 276J* [ 149 [47.0 | 289.6% | 14.0 [ 443

SE = standard error, SD@ stand(@l deviation (@dbulaté@as SD= SE XW) n)
* Significantly dlffer@@\froer 1c1@ntrol@ <0 &§ (i\ %

Table 5.8.2- 2 @@ @leaﬁel@oo@ons ) tloﬁ/rat)
@

k 1 Neek Week 3 Week 4
Groufy, Mean@ SEQ SD Weaﬁ@ SE@ SD | Mean | SE | SD | Mean | SE | SD
Vehiclgd@ntrol | 165.15 [ 237 ] 859] 188» [43V[ 136 [1939 [53 [168 [ 19.6 51 | 16.1
Fluoxastrobin | 1 3.1 8 |46 [N [139 [1956 |58 [183 [1997 [52 | 164
@ C% % @

125 ppm : D g
Fluoxastrobin | 163.0 ‘07| 3.4¢) 10@ 8749150 [158 [197.7 [54 [171 [ 1984 |55 [174
AN & N

1000 ppm , @ @ | Q
Fluoxast;%@ 1\%&%3* <@.1 9,8 G48 [27 |85 1843 |27 [85 [1912 [41 [13.0
8000 p o D
Positive @pntroln159.2Cy | 3.4 108 [ 1789 [42 [ 133 | 1860 |49 [155 [1553* [45 | 142

N o

{*ﬁ (ON @ N
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C. Body weight S
Weekly body weights for the 8000 ppm group were statistically significantly reduced (p < O\ 01}@§

Days 8, 15, and 22 (~0.93 x vehicle control) compared to vehicle control, buggomparable higle
control at termination (Day 29). The weekly decreases for the 8000 ppm _§foup are cosgider
marginal toxicological significance because the decreases were not > 10%; and the tegsming \body
weight was comparable to vehicle control. One control animal lost 60 g I%ody weight €he w pr

to scheduled euthanasia, but there were no observatlon@lat would %owde an eyg}na‘[\% for

loss.

Y
Cyclophosphamide mean terminal body weight \@ statistical § agmﬁcantl@educ@ (p.©0.0
compared to vehicle control. This change correlatesyith a decrease in @ék 4@6311 &@@d con?dmpt@n

@
S

that occurred during the 6-day period of cyclop hamlde d(%gslg % 6\ \% §
Table 5.8.2- 3: Terminal body wel%b ® @ %\9 @§ > N .
Group AMean 3" @ Q SEY o s’ S
Vehicle Control S 416,65 S 1265 © 38.11
Fluoxastrobin 125 ppm @ 4166 @ | N @70 > I A2119%
Fluoxastrobin 1000 ppm AR 238 & B 2v6.62( {&Q@ Q20,93
Fluoxastrobin 8000 ppm QRA05.9, ”\ N 5A | & 1720
Positive Control e, 3824 S §36 o ©  '\26.75
SE = standard error, SD = standar(@lewaﬁbn (calc@l’ated@%D =@F % \@ @ @9) &
* Significantly different from ng ¢ control (P&0.05) @)
5 O N @ .9 %
o O N O @ "
D.O i o @ § S SUNEREE
. Organ weights % @ @ N )
There were no fluo roblr@ela@ effe@ on @an @olute 91(1 r@%lve &ﬁeen weights (per 100 g
body weight). S N @
© R @ S
Cyclophospharaide tréated rat%ad @a@solu@nd r&atwgﬁee@ght&slgmﬁcantly less than vehicle

control (0.46 @and @O x viehicle Qntroi“\respe@&/
There werd4io ﬂuoxastfggbln—re@%)e

body weight). & &
Cyclophosphamld ateQ\ats

ras

BN

ely@

@)

vehicle control (9@% do.2 Vel&ffe c%@t’)l re@ectl@ly)
Table 5.8.2- &, @Qsm@ welght s & >

N Q

ts (@mean@)sol@ and &zlatlve thymus weights (per 100 g
L X \

Q »

d absy ute@d relative Qﬂaymus weights significantly less than

s §f\Absolﬁ\@ splge@wel%lsfgg) Relative spleen weight (g/kg 100 g bw)
_oGiroup an o) +SE L Mean SE SD
Véhicle Controls,~ [ “4.890 . 6:028° 0.089 0.215 0.009 0.0285
Fluoxastrobin 125 ppm 8 0.84% [ @70.033, 0.104 0.195 0.006 0.0190
Fluoxastrobin 1000 ppmgyy (5812 R 0.932 0.070 0.192 0.005 0.0158
Fluoxastrobin §060 ppm <0790 @| 8037 0.117 0.195 0.011 0.0348
Positive Control\ * 0.4Q9> 6.022 0.070 0.107 0.005 0.0158
SE = standa or, SD = stédndard dev1at@calculated as SD =SE x V n)
Slgmﬁcay dlff ht fr@@veh@"contro (p <0.05)
N § SIS Nl
¢ & 3

&
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Table 5.8.2- 5: Thymus weight
@
Absolute thymus weight (g) Relative thymus weight (g/kg 100£bw)
Group Mean SE SD Mean SE aSD %
Vehicle Control 0.755 0.020 0.063 0.182 [ $0.004 @0.013y,
Fluoxastrobin 125 ppm 0.692 0.050 0.158 0.165 @y 0.010 0,052
Fluoxastrobin 1000 ppm 0.732 0.054 0.171 0.172 0012 & 6®38 .l
Fluoxastrobin 8000 ppm 0.606 0.041 0.130 0.149 ) 0.01Q 7|, 9032%,
Positive Control 0.199° 0.015 0.053° 0.0B3 0.009>" | @
SE = standard error, SD = standard deviation (calculated as SD’= SE x  n) Q @V @Q v ©&
* Significantly different from vehicle control (p < 0.05) @& &© é\a Q § &
QN Q S @) @
Q,;@ N @@ R 0o & @}
D. Immune response — SRBC-specific IgM res ' onse AN @ 6\ LR <&
SR . I N
Anti-SRBC IgM was measured on Day 2@ 6 ntr ou%@hmu§atl wit X 107
SRBC/rat (0.2 mL of 5 x 107SRBC/mL) ncentgg 10n is ifinunijzation goncentfation

good antibody response and sig ‘ﬁcan \mm@sup@sm &%Wl‘d@ they\gcyclop osp@lde
immunomodulatory positive control (Ig1 ¢ mentrgig@l 052 x V@nd%ﬁ[\lg
ith

There appeared to be a trend of @se—l@ ted. @reas& n R@gg &eas@g dose of

fluoxastrobin. However, this changg wa%not st@%lstlca@ sig \‘r an @@)@ \‘”\9
Table 5.8.2- 6: Anti-SRBC.IEM (U/tL @
able n 1{@ IgM (U/miL) ~N & @Q @ > &
Group N ¢ < Meamy ~ SE © SD
Vehicle Canflal ~ © oY § 4255.1 88 v 2797.98
Fluoxastrobin 125 ppm¥ 439657 & | 1170.17 &> 3510.51
Fluoxastrobiitd 000 gpm 3999.5%, RN 3641.36
Fluoxastre@in 8000 ppm 5O 4 93160%° 738.85 2336.45
Posifive Cogtpol o =2 ST o | & 18@® 247.95
SE = standard err@n SD<\standafd deviation (c ulate \ SD =8E x Al¥) N
* Significantly @ere m vehicle c@d %rol one Tplue an @ti-SRBC IgM 0f20707.9 U/mL
was exclude% from th@galculasions %cause%lt was r& de%ﬁ an outHer
@ v
S <) & L& XS
N @12@@ S v
QL & L0 KN D
SN T O T O
% oo§ & M & o
&) N\
@ ) (SR @) O o@@j o
N TSI S
%00 T@ L4 Q @ @
3 2TY &
S . PO
- L ]
%, - @ @f% @ BN 5
w N Q N *
R O e g A
@ € 2500« QM ‘s
S @ SQQ * o8 ®
@ N @ . . ‘
& N Q" 03 K
@ N < N T T T T T
& P o o 10 637 81 cP
& @@ @ "N mg/kg bw
Fi@re 5.&@ 1: In@iim@ animal response against approximate fluoxastrobin dose with means (red circles)
@ and medians (blue triangles). Superimposed lines additionally show negative control mean

(dotted) and median (dashed) for reference. (CP = 15 mg/kg bw cyclophosphamide) One
value with an anti-SRBC IgM of 20707.9 U/mL was excluded from the calculations because
it was regarded as an outlier.
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II1. Conclusion

Based on the conditions of this study the NOEL is 125 ppm (approx. 10 mg/kg bw) bas@ on @6
decreased water consumption at 1000 and/or 8000 ppm (approx. 81 and 637 mg bw) and d@feaset@’
body weights at 8000 ppm (approx. 637 mg/kg bw). & @

Based on the immunotoxicity indices of this study the fluoxastrobin NOA@ for 1mm@oto>@y is
8,000 ppm (approx. 637 mg/kg bw). %

% \ Q, '24\9
< @% 5 \\ & @
Supplementary studies on impurities of fluoxastrébin @ @ 5

Q)
All necessary studies were presented and evaluated @rmg the E%process for @nex I%tm&@ea@%

Q @
C %25 &CL R@D @ alséf?onys\z@red

In addition, toxicological studies conducted

supportive to justify the limits of specified in@rltle@ @ @
Report: KCA 5.8.2/20 m@%’omo@j@i 1 S 5 > ’
Title: HEC 5725-E-CL-PM W9/H® Tesgin V1tro%r the@%ectgl of indueed fagward
mutations & & AN Ro §N
@ N . @ % >SS
Report No.: AT00945 LN é\a Q\ @
Document No.: M-107900-013 >+ & o
Guideline(s): Directive @0/3%EC, m%hod B@g O]éb 47@ S- E@ 712@8 zé\”OPPTS
870.53 Q
Guideline deviation(s): ~ None<> N Q@ @ & @)Q % @ é
GLP/GEP: Ys™ o 0 & o SN L9
o O N O Q' 2 9

A. Materials NS . S é NN
1. Test material: @Q & © § Q@ § §9 @ S S

Name: & (O &\ HEC SRS-EA@QPR@ @ S

CAS muper: O 193741627 B

. S QO O T &

Description: @ % % White p@{vf@er § S %@

LotBatchno: & & 4014028 Q@ N

Phiity: o .S 9. 7%4:(w/wD O

Stability of g@%omﬁ&md:&’ gu te@d,\for dy du%atlon a stability test in the solvent did

% % %%Q e\{g 51gn1 t@gradatlon of the active ingredient

2. Vehicle an@c nt@ @ <

Vehick® @)
Vehﬁe control:
Népdtive contr%

Q
&
»Positive cont@% @ \ 9 @pg/ EMS without metabolic activation
N 03 @\ g/ndy DMBA with metabolic activation
@

3. Test system®" SN S
Cell ligé \%% gj % Chi %e hamster V79 cells
Sourge: é\ﬁ @© Germany
AR iQns:

X
N ,
©© V79 cell stocks stored in liquid nitrogen. Laboratory cultures

\\ 1~.~ O % ﬁna@oncentratlon
§ 1qnf@v1th\v‘<9@ncle with or without metabolic activation
N e D

&% ©N ISEEN maintained in plastic tissue culture vessels at 37°C in a
N @@@ (o @ humidified atmosphere containing approximately 5% CO..
Q < Exponential growth of cell cultures maintained by subculturing
©® at least twice a week. The cells were checked for karyotype

stability and mycoplasma contamination. To keep the number
of spontaneous 6-TG resistant mutants at a low level, cell
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cultures were subcloned by plating about 1000 cells per culture
vessel at least every two weeks. If necessary, the spontand@us &
frequency of HPRT-mutants was additionally reduegc by¢§
supplementing the culture medium with ghymidine (9
hypoxanthine (10 pg/ml), gly01n%§(22 5 ug/m )
methotrexate (0.3 pg/mL).

Medium: Hypoxanthine-free Eagle's Mlnlnggkssentlal Me@um (§E
supplemented w1t@L glutami ~\ 2 mM), @E —%tam N g
NaHCO3, pemcﬂlT(lOO units @ streptor@ém( &
and heat- 1nact1 “ated fetal cal%@rum (final sencengitio (\l ©
(Seromed). ng treatmeén th, the «fest ifem, th& serufy
content w, reduced 2%. &r sé@ctmt@of @tant@a
hypoxanthire-free cu g& gdium @as u@d, gd&tam@ 10
ug/mL é% -thipghaning(6- T

@??

Metabolic activation: r% epa fro e 11@5 of f@;’oc @du%d
pra&w Daw,ley 12\ %rot%n co@ntratlon 26 g/
B. Study design and methods @ @ %\
1. Treatment: ©Q K S Q\ v\ﬁ @) @ @
Concentrations: & | EXposure™ | S9 niix §est iten ( con@trat@s pg@ﬁL
R feriod 9 A\© O v© S
Q@ - NCytotoXicity @ &@ Q YDA
%, N 0.0%, 0,19, 5, 18, 20, 40"80°

& S 50 @ [+ T 005 0801, 50, 20,4, 80
AN Plutagépesis & &N N @
@ g 24hQ° {7 . O] 580,20, 407, 6070
S

IS N FTEESE: 510. 20,40, T80
P sQPrecipitatio, ible @the unaided
SIS For cachtest sqlition'dt ¢ @m@p llel cult d.
eachitest sqlutio arallel cultures were use
Incubat'o@@gond&ns: & Q%S or %hou;\ﬁ Svat 3%C n @mldﬁ%d atmosphere with 5% CO;
tcal Al O (N
2. Statistical analygis:

.9 N %@ tant @quen@s s@mtte@) a weighted analysis of variance
Q\ @) L well as to &wei d reQursive regression, both with Poisson
AN o\@ \Q . deriged We\iglts. tan%%rlequencies based on less than 5 plates
§ A & apdfor a relative Survival to treatment and/or a relative
© % @ %@pula@pn growth or an absolute cloning efficiency below
@ ©Q @© O‘V@e noggncludgg in the statistical analysis. The two mutant
Y O © \\ fréguenc Walu%obtamed per group are, although somewhat
% @ § ed, & ons@ered as independent measurements thus
@’ .9 9 Qﬁcre@n { power of the statistical tests applied. Separate
@\ % s analyses Wil be run for each trial in order to examine the
\‘”\, NQ 0\@’ c iste@ of the results. All acceptable groups are included in
. ¥ o he e@hted analysis of variance followed by pair-wise
&@ o » ~&comparisons to the vehicle control on a nominal significance
@ \% gj * leyg) of alpha = 0.05 using the Dunnett test. The regression
N Q %,  ahalysis part is performed on the basis of the actual

SN ysis p p
Q@ @Q © § concentrations thereby omitting the positive, negative and
%, § @ § vehicle controls. If there is a significant concentration related
§ @@ 3 @ increase of the mutant frequency (alpha = 0.05) in the main
Q Q analysis the highest concentration will be dropped and the
@ analysis will be repeated. This procedure will be repeated until

p > 0.05. In that way eliminated concentrations are flagged
correspondingly.
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I1. Results and discussion

A. General Remarks @ 6
In the absence and in the presence of S9 mix Chinese hamster V79 cells were gxposed to H@W@-
E-CL-PMD at concentrations of up to and including 80 pg/ml. @J@

Without S9 mix substance precipitation occurred in the medium at the goncentration ug@ and,,

above. With S9 mix precipitation was noted at the concepfration 60 pg/fal and above° egk%)l th@e

findings, at least two precipitating concentrations were t@ Q\ &@
t”\g

The means of the absolute cloning efficiency for the wehicle control@Qn the mutatm% experfme ere ©

60.0% to 79.2% in the experiments without acti Gt dion. In ex 1rnen‘gs w1 %1 1vat1<®

@ iti

50.0% to 78.5% were observed. These resdernonst%e 20 clon@g Cc
experiments. . S
N9 &

d in each trggl. @

0@ for e
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B. Mutation Assay

Without metabolic activation

Under nonactivation conditions two trials were performed. The mutant freqgsncies of the '\
controls and of the vehicle controls were all within the normal range.

induced clear mutagenic and statistically significant effects in all trials.

For HEC 5725-E-CL-PMD treated cultures concentration-related decre@ were obseg@ed Q@elat

T@posmve coQtrol

o

%@
9

@

population growth. Relevant HEC 5725-E-CL-PMD 1nd<$d increases@y mutant fre @COUI(@ @
be found. In addition, the overall statistical analysis reveals no statis@lly s1gn1ﬁca@t Incgpses @ $
Therefore, HEC 5725-E-CL-PMD was evaluated an mutagen@n the non- Q@Van@n trialQy &@q}
R . © @
Table 5.8.2/20- 1 Summary of results w1KQ%@ t metabol,%actw&@ion o K\ NS
Concentrat S9 Growérel t(@ Mu@nt S thaﬁl to |Mutant
ion .| vehicle coq@@l nies 106 {Vehicle ontré% co %}es pQ 10°
[ng/mL] mix (% o reells (%h@
24 h treatment @ﬂtul’&% @ . & & gﬁiture IS ({?&g ((\\
-|- 9] & 0. 0.5
Negative Control &© %% °\® v \@7 @% @ § %@2
- Q 5 ; 1%@ \)? &® § @)@) 0.9
. U/ 8 @ 1068 @ Qo.sQ 71000 2.0
Vehicle C 1 °
il Fontro v\j@-f& oSS 000 b O 0 fp 100 1.1
0 |[© [y Dase| b &« 385 882.8
e [ el T
2003V ¢ © @3 Q" 5008 @ 35.8 668.0
> TS| e @157§\9 O gl O 786 4.8
§ QS 3 S & N 72@ @@ @.8@@ 40.7 0.7
S BN «&47 @Q §@ 0.8, 49.4 43
OB |- O s \f@ 68047 S 0 26.4 0.3
9 w202 B 9 o _ovs 34.2 2.9
> OIS @’ g SN
HEC &5-EcL- | @ |- . @ 0] \@ 0.5 28.6 0.7
PMD Oy adb e &, 20 S 14 29.8 0.6
N ') \ @
9 @ 40§7 o N @6 S 0.8 18.5 0.6
@ |.Q @% SY © | Go|© 0.9 18.8 5.0
Q19 Q. N S S
N Q60724 S &? 465 6.5 15.9 0.8
& .G 80@57 4D 35 1.0 16.1 3.5
N rlay | ST L O 2.0 1.2 0.9
&) % @ \“’ . . . .
\Prempltatlon Culture @Cult@ 2 R ©§\’
@° S @ S
& %% @ Q
RS
@ < Q" & ©@
MO I
<&
{x’ O @ RS
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With metabolic activation

Two trials were performed with S9 mix. In all experiments, cytotoxic effects were induc
11 within t

mutant frequencies of the negative controls and of the vehicle controls wer

range. The positive control DMBA induced a clear mutagenic and statistica
trials. The HEC 5725-E-CL-PMD treated cultures showed concentration- re

population growth.

i

ignificant e&ffect
d decrea@g n ré tlve

©

r

‘2”\9
HEC 5725-E-CL-PMD induced no relevant increases 'Qg%utant fre @%CICS In ad@no e ov 11
statistical analysis reveals no statistically significant increase. @ @
With metabolic activation HEC 5725-E-CL-PMD ~. ) therefore e@luated as n%r@nut&gemc @© &@g}
Table 5.8.2/20- 2 Summary of results wn@etabohc a}%watm@ @JQ K\ %@ @@
Concentra S9 Growérel t(@ Mu@nt N @bwt%@ mut nt
tion mix vehic nies@ ehlcle $ C(@ s per °
[ng/mL] c&%ol (K@ NL0° cells con@ (%) cell
T S £
24 h treatment @nltu gd & Q| Cture I & S
, R o 3| S @250 798 ¢ 2.1
Negative Control oy =
ES L1y S | O sl 3.0
, @+ T Db @7 o] © $Drsis 0.5
Vehicle Control S . < ] 3
N @ @0.0 1P o 0¥ 2.9
0 | © G393 |~ N« BT 139.6
° e B
SRS Q" 542 Q) 63.8 108.4
S Tl Q] @ @Ll N O 0g) o 602 55
N N~ %
S 5P | 7§.z1@ e FEIN 69.0 1.8
Sl 10 & D LN &b 87.3 1.0
& o «JO |+ N9 @@U S @ 85.8 5.7
\@ & 2045 4 O 59037 @ @5 71.0 6.5
HECAT5-E- @ W+ ¥ e &7) . Q09 64.5 3.2
CL-PMD > «do [& [ O %\7,\75.5@ 23 89.0 1.9
of S 40f* & v oed] O 08 52.3 1.8
©@ O e[+ O L @1 © 1.4 51.8 1.6
N Wy [ Q Desep 0.5 60.8 1.4
& RN A 0.9 65.2 2.6
N 0.5 63.2 0.7
\Prempltatlon Culture @&ult@ 2 Q ©§\’
&

@
O %
1. Conclu@ns%

-E (@ PMD d1d not induce gene mutations at the HPRT locus in V79 cells
ﬁ@ltlons reported. Therefore, HEC 5725-E-CL-PMD is considered to be

The te
under%ﬂ;e e
no

@

&

57
m

c1n@ﬂsH

assay.

e ”

@
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Report: KCA 5.8.221 | .; 2004; M-002507-01-1
Title: HEC 5725-E-CL-PMD - In vitro chromosome aberration test with chinese hams@"
V79 cells . L
Report No.: ATO1110 S S @
Document No.: M-002507-01-1 S @ ©)
Guideline(s): Directive 2000/32/EC, B.10; OECD 473; US-EPA 712-C-9$-223, OPPTS %70 53\%
Guideline deviation(s):  None % § K &
GLP/GEP: Yes N O 2N
1. Materials and Wethods Q@ @@ § v\g@
A. Materials @} &© S R § Ctx@
1. Test material: % Q &’ & 'S © &@
Name: HEC ssfiCLPMDs. @ R SR
CAS number: 193741627 .. O .S @ NS
Description: white ¢oarse- @ame&pow@% @éj}? @Q %
Lot/Batch no: BID 014-9@ @7
Purity: 99:2% \ §
Stability of test compound: @ran‘tg\i for@udy duraﬂo&HE%%ﬂ 5-ECL- @ﬁ)le in
Qle icle oo@ ture @ co tratj@yis ranging from
& 0 Ol@ng/nﬂs, to 50§1eng/1§S r ho
2. Vehicle and controls: R & S
Vehicle: @ ‘@MSO@’ @ @

Positive control: \41‘[ C in H%lks ance@ salt solutlo@ﬁnal dilution in
t 0 1 {&/mL (4 hou@ andfi‘b gmL (18 hours)

§
\ % @clo sphlde @° Hariks' 19\@9 nceg\salt  solution, final
&

&dilutién in 1um @ug/rﬁL N

% 9,
3. Test system: N @ § % ) &\
Cell line: g QO
Source: @Q \© &\ N

55 s stored in 11qu1d nitrogen, were
B orma oW um an cm? flasks or under
s % Iy I&Bﬁ d 75 cm? flask d
\@2 g}g @9 ﬁlgﬁ tlc@s In@ibation of the cells was always
N erformed 76 »-incubator (5% CO2). Cells were
A "\@ N %, grewh in‘medi mcont ing 10% fetal calf serum.
Medium: § N < Kagle' S@ﬁl’ll Essential Medium (MEM) supplemented with
2 @ §@ oE-glufamines, (2 ), MEM-vitamins, 0.225% NaHCO3,
< pen@?lhn @0 uni¥’mL), streptomycin (50 pg/mL) and heat-
O \\ 'uva@?> feta@alf serum (final concentration: 10%).
&
§ rn;x@@/as %]?ared from the livers of Aroclor 1254 induced
ra awley rats, protein concentration: 26.2 mg/mL

Culture co&@tion@ Q) Q Clg&

Metab actlvatlon

B. Study design an?@netl%is @

1. Freatment § S Q m@
Concentrati(@z\ & @ Testdtem S9 [ Test item concentrations Harvest
& %“ § mix | [pg/mL] time
@ Q & A% treatment

o & S [Testitem ~/+ 10,20,40,80 18h

N ©@ ©© Mitomycin C - 0.1

g\a S @ s Cyclophosphamide | + 2.0
S S Test item —/+ ] 0,80 30h

Q N 18 h treatment
% Test item ~ 10,3,6,9, 12, 15 18h
Mitomycin C - 0.03

Incubation conditions: At 37°C in a COz-incubator (5% CO»)
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2. Statistical analysis:
Statistical analysis performed by pair-wise comparison @?est S
item-treated and positive control groups to the respectives 1V€]@§
control group. @

Mitotic index statistically analyzed (prg&ided that it was re@d
compared to the mean of the correspon ég}ng solvent@ontr%kusm%
the one-sided chi2-test.

Numbers of met@@hases wit |\ aberratlons«&}mcgﬁang

excluding gaps) Nnd of rn sPhases Wl@ exc ges% ere&
compared (pro ded that t é@ data sup ded ectm§©

solvent co The tistical 01 o@ed e
ﬁet &b (1989). Fl@%rs

recomme ons outhn d by

exact test was used f;;rﬁ sta;@tlcal Kaluat ”\7
A diff v& eregéjm be©%lﬁ%§ 1f éhe pro%ablhty of
errorwas b S‘V
= \%@w @ Q AN N © @j @§
& Q

. . 7,
I1. Results and discussion \ %,
A. General Remarks Q@} K\\ "\a@ \ v\g© W\’\ > éﬁ Q
' O R I A &

mi @seo@gy m%o pug/mL
Q AN
S«

& S o @ ¢ )

Without metabolic activatiin & @Q @& K% SR

In comparison to the solvent @trol@ miggtic indiees i tn&ated culttres @re relevantly reduced
at 80 pg/ml (4 hours@eatm@a) at 3@g/ml and above (18Qiour %reatn&eﬁat) The cultures treated

Without and with S9 mix substzu@ preci@ati@iﬁn Lg med@n starfed
and macroscopically at 40 ug/ © Q
% \& o @

B. Mitotic Index

with mitomycin C gifowed no re om@» MmitosH ratesd @
S SN P
With metabolic a¢ 1va11\Qn AN \ QO S N

9
In compariso@to t olV i contrg th&treate@@cult\@ sha@wed a@levant reduction of the mitosis
rate at 80 u@ml The posmve CO@'Ol loph@pham@e aIS@re u@ the mitosis rate.
&

C. S%@'al Index @Q § . S oo
Without metabohc@wat&m @ &,\ (& %\

In comparison @the @\] &n‘cr th@ %survn@ 1nd@ in the treated cultures were relevantly
reduced at 80@/m1 @ ea,t&ént) at 9Qig/ml%nd above (18 hours treatment). The cultures
treated with tomy@n Cwe@konly @J the @jours@seatment a reduction in survival rate.

With me@)hc actlvat@r_l QQ @lj? "@6@ \%

In comparlson to th\@solv t conjrel, th &Ereate%?ultures showed a relevant reduction of the survival
rate%é}\’SO ug/ml. The po@e C&Qtrol c@@oph@ amide also reduced the survival rate.

D. Chromosofe aberratl Q@ Q&

S
Based on t sults,of th rvival’ 1nand of the mitotic index, the following concentrations of the

18 hours @nﬁe@% @elec@d for rea ding: 3, 6, 9 pg/mL.
Wlthoﬁ@wt c ag%vatm@

felevai &
No @010 lly Va$ and statistically significant increases of numbers of metaphases with

atlo were detected after 4 hours treatment and total culture times of 18 or 30 hours. The same
was trejfor a treatment period and total culture time of 18 hours.

The treatment with the positive control mitomycin C resulted in a clear and statistically significant
increase of metaphases with aberrations and demonstrated the sensitivity of the test system.
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With metabolic activation

o

No biologically relevant and statistically significant increases of metaphases with aberrations@ereQ
detected after total culture times of 18 or 30 hours. Q\

The positive control cyclophosphamide induced statistically significant 9@ biologicallgg@rel
increases of metaphases with aberrations and demonstrated the sensitivity of the test system %d the
activity of the used S9 mix. Q ¢ \245@

<, < o
¥ Q@ @& §
Table 5.8.2/21- 1 Summary of cells with struc(@i)tgral aberrat&@s é\g Q
Test item Concentrati | +/- | Cellg=! Cells with aherratigs (%) &
on (ug/mL) | S9 | scored Irzcludin% E{g@{din«g@j Egﬁgnogess
& C° 8PSy, aps,
4 hour treatment, harvest time 18 h S) @ N Y oy,
DMSO 0 -4 2000 &P Q@ 39 | 1©® 4
HEC 5725-E-CL-PMD 20 O[Y 2000 | N2.0 é\% 0 Q7 I3
40 G | -200 X 3,04, 3.0, 0.0
80 Q- 8000 & ad (& 30° &9 J@Q
Mitomycin C 0.1 < —@ 200 | 3857 & RO Y 2807
DMSO 0 R | g %9 Q@ 3.5@\? Q3. 5(@ @@Ts N
HEC 5725-E-CL-PMD 2w 0 3.5 3.00 1.
40 SRR i gy e © 0.%
%0 4| w9 206 | @0 N 40 .9 w0
Cyclophosphamide 2 2V e g o 5557 35.0%Q | %26.5"
4 hour treatment, harvest time 36% A @ Q) X AY
DMSO & @ w7 - [T200 25 @ 20 N 10 100.0
HEC 5725-E-CL-PMD | . 80 &V | &7 200 | §3.0 o, 95 0.5 57.9"
DMSO S " 0.7 B¢ [«200 .V 209 | & 209 0.5 100.0
HEC 5725-E-CICPMD 80 o | + N200 ¢ 3 & 28 1.0 77.2"
18 hour treatrdgitt, hagvest tm@ 18h © <s»\f@ S §
DMSO v 0 ¢, 200 [ o> 1.0 [ % 05 0.0 100
- 0 o 1. . 3
HEC 5&%{% CL-PMD o é@\iﬁ %328 q L& 1.0 0.0 723"
@ L2000 20 @ 20 0.5 50.9
SO0 S a0 | 15 ] 1 0.0 138"
MitomycinC  ° 0y . | @0 [O3457 34.0" 11.5™ 111.6
* statistical signifi@hce @0 O§ statl@»cal s é%ﬂﬁc agee p <O 1
@ 9O g QO @
Q O \

) 2
II1. Co@swn N @ @ @\%
HECx3725-E-CL- %ﬁ) §mt 1@1106 ¢hromgsome aberrations in Chinese hamster V79 cells when
ith

testéd up to 80 ug/mL i “the absglce oy'the presence of a rat liver metabolic activation system
(S9). Based on@lte results o %IS @ HE@SUS -E-CL-PMD is considered not to be clastogenic for

mammalian @HS in\ lﬁﬁo. %, @
& N O & 9
N
S
&S o8
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CA5.8.3 Endocrine disrupting properties D
It should be noted that to date no clear criteria are available in the EU to define endocrine di&@§fng§

properties. Furthermore, the toxicological profile of fluoxastrobin does nofgmeet the E ter@l
criteria for endocrine disrupting properties. @JQ

Fluoxastrobin caused no tumors in rats and mice which were assessed% be treatme@rela%ﬁ andz;,

caused no toxicological relevant findings in endocrine )@sues obser\&éﬁa in the aplml tox& gl@k

studies with fluoxastrobin as assessed already for AnnexgiNinclusion. @ @ @ % &@
@
Minor effects in endocrine tissues occurred as followss, @ 69 QQ N c&

Regarding thyroid-related changes, in the 90-d%@g study T3 lue@&ere nsi y dec%asedgm
female dogs at the mid- and high dose in the abSe€nce of thyr @ Weli@ cha 1st ﬁ@tho '/
findings. The lower T3 values are considered ¢0 be secghdaryylue t&hvertew duc‘t%)n (1n&raeased
UDP-GT in the mid- and high-dose females@nd l@md rmoge cle he &year %g study
T3 values were not affected. The 1ncre &tlve%yrof@w dos

considered toxicologically relevant in tl@gabs c% of sub@nce ?ﬁted @thol&glcal ﬁ ing § the
thyroid. Thus, without an adverse ¢ @' oqggthe t&g@bld @elf n@mdl@@}lon ct egocrine
activity of fluoxastrobin can be assu@m ;‘_pa

Findings on male reproductive t1@1_ ere erved one @ the @ da 101 Qtudv]gs in rats and
were considered to be secondary,to refLL} ($ gby 30‘@ Hi logical changes
of these tissues were neither, Sbservedin the.2- -gene ation‘study @o m@her sho tet@ studies in rats.
In the 2-generation study in rats, g%s 1gh§é ay repl@l sep%’atl was ol%erve%m pups secondary
to the reduced pup gro @t the p d(@g Thi atte is clgaxly dlssit%ct ﬁ@n whét would be expected

for an endocrine- medlat mary doc: eff w ld dela)%’n pr tial separation in the
presence of higher b t at day of preguial baram@ du 2o co finuous growth of the pup
over time. Furthe@é 410 eff on@e ano n1t 1sta@e was obseéved in F2 pups of the 2-
generation studyf@t oxastrobin @ @ ©

During the p § revigw the&)sm l@inﬂ ce o@uoxa‘§obm §ﬁ the female endocrine system
was alread\%%dlscus duéso t high 1n01 o erlne@den%gfrcmoma observed in the 2-year
rat g%%e

chromc/e% nogemcltyxgtudy ori of these ons Was demonstrated to be spontaneous
and t nrelated t@ rea ﬂuQxastr ,; 2004; M-082214-01-1; as
requested by RMS w ir lett@; CO 167@020%Ref \@01721642 BCS response is updated n
new document \ g This wa onﬁ@ned by an expert meeting EPCO 14 (11.-

14.10.2004): “Tﬁ:@ mc g agkeed // l/l(g Wistor: 1@4/ congol data and particularly data from a study
run con(uz/e;@h sz@ este@the Q@chno® ule@zc anocarcinoma was incidental and that the
concurrent cc m ol was 1 ’ \ Q @

Overall@n be com@ded @ ba@i or@ecom@ete toxicological data set, there is no evidence for
direct endocrine actipity of fludxastrobin.

v %, @§ \
S % FN @Q &@@
G @ © 9
& O é@ S @
%o Q
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CA 59 Medical data .
CA5.9.1 Medical surveillance on manufacturing plant personnel and monitogi(§ @6
studies S Q\
@
Details on medical surveillance on manufacturing plant personnel and monit@g studies aie prgv@d
in Document JCA, Confidential Information. N @\
= O o 2
Report: KCA 5.9.1/02| W ; 2015; M=520339-01-1 {\9 SN
Title: Summary of medical data known fgzoxamobin @ g}’ Q\ @ @
Report No.: M-520339-01-1 R v & & S
Document No.: M-520339-01-1 @} & é\g QR o N
Guideline(s): not applicable % Q &’ S & © &@
Guideline deviation(s):  not applicable Q,;@ N, R © & @
GLP/GEP: no « o R T D N N
SR YN )
> S A oo
Report: KCA 5.9.1/03 W\§015@/I-532@7-0 -1 Q> © @&
Title: Summary of med& at&l&owrxﬁ' F u@s‘cro %)rovi@d to Bayer CropScie
AG @ LS Q S SR
Report No.: M-532647-0 §i§ é\ﬁ Q\ @S\a C} @ § ©
Document No.: M-532647-Q]- & N % \ O N S %@)
Guideline(s): EU Reguldfdn 1@7/200%% Regulatioh?83/2 ©© RN
Guideline deviation(s):  not appl@able %, @ @ @ ©© N
GLP/GEP: no ¢ RS @ S @ g Q
R & o &
N O S @ N ©
o 2 © @Q 3 S § @ X
CA 5.9.2 Data collected on %uma@§ 6@} § “ v §
No cases of human %onin avedbeen r@porte@p to Qg)\zv S) & §\
é °\® § ©© @ SN @
N Y @

N
CA 593 &lre bs Vatl@s @ %& S
Up to now t@l)lere ardaro diréet ob%rvatl%ls ava&g@le. @@ S @
o\ % \
&S & & S
CA 5.9.4 E%%ml&mglca@tud§
"\a
Up to now there %§no gldmn@ I\S‘cudg;@avallé@le >
&
@ & @ O S @
CAS5.9. 5 © DlagﬂOOf A%Q d @‘mlgion of active substance, metabolites),
f paison , clmigal tests

@ speclf@ sig
No hum n cases h@bee%repoﬁgd in «&mmal@cperlmen‘cs no specific symptoms have been seen.

& /°

} & & @Q @Q
&@ %%g @ Q
B
o o O O
N &
g\f (O @v\g
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CA 5.9.6 Proposed treatment: first aid measures, antidotes, medical treatment @ @@

o,

First Aid:
e Remove patient from exposure/terminate exposure S @

e Thorough skin decontamination with copious amounts water andﬁ)ap, if avaﬁhble Wit
polyethylenglykol 300 followed by water. Note: Most formulatior%with this actiwe ingfedien
can be decontaminated with water (and soap), s@or formulatigns polyethyl@geglylg 300@%&

not required. @ N @
¢ Flushing of the eyes with lukewarm water for<5 minutes ©Q %@ § Y
e Induction of vomiting does not seem to be@gquired. It uld only be@onsid@ed @ lar

' & . .
on was less thar onegour , ap&if the patient is
h o . it e B

9y

)

amount has been swallowed, if the ingest

o

fully - o . . DN @ w tonseious.
NOTE: Induction of vomiting is forbidden,df'a forthulatidn conta 1n@ganm solvéhts has
been ingested! &) @ g}ﬁ @j& A % .
G SR
Treatment: o > > o % O =

£ NS < §
e Qastric lavage does not seem gﬁoe q&@elirecl&ig@regag%of Slow m}lzﬁ the@%inpo@
h

e The application of activatéd a%)al anfd® so@i@n sul at%@%r ot ca@értic@night be
considered in significant ig@estions. o N SO

> @) .
e Asthere is no antidote,@reaton;%ﬁ@ has@oe to@c ©sup IVeb@Q . N
N O S N ) ©
CA 5.9.7 Expect&d@ffec@of @}son NN
No persisting effect of poison@ has@f be ezy & v §
S TS o & <
& .9 @ @
S QO NN N @& @
F o ts @ S
& & L 9K o @
2 o« 2 A &
S & & & S
A & . & ¥ o K
o ¢ & .0 S
N) S
o & & & .~
@ @Q @? O o
ARSI
3 v &,
@7 @Q’) ) N &@ 5
S @ @ N
N N &@\ ] &@Q
@%
F &SR
& o &
&
v N
< @ N

v

@
S
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Appendix 1 - Proposed toxicological classification of fluoxastrobin

This appendix provides a detailed comparison of potentially classification-relevant tox1col§ cal@©
findings of fluoxastrobin with the respective applicable CLP criteria (following the Guidghce G0’
Regulation (EC) No 1272/2008 on classification, labelling and packaging (. ) of substé#ces @g
mixtures, Version 4.1, June 2015). As an outcome of this exercise, proposaf§-for class1ﬁcat10n
classification are rnade for acute toxicity, skin irritation, eye irritation, %n sensmza@, g@ ellf@
mutagenicity, carcinogenicity, reproductive toxicity, STO@SE STOR- @ % @

\
It has to be noted, that fluoxastrobin was already%ssessed @ﬁle Techméil> C itte@@on &@
Classification and Labelling in Arona, 15-16 }, 2007, Wle final @commgyidati f(g&©

Y
classification and labelling to be forwarded to EC .
e g s 5 @
QUOTE Q Q D o D <
P637 (UK) The C@ prc@sal @j ﬂuoxastroqy&ﬁ’ Wa§ecelveﬁ frg\\UK in
Fluoxastrobin doc&ment %81/2@7 (GRS @& @j &’
CAS : 193740-76-0 @ § @
MS Epe@gree@@t th@ ay 2007 @tlﬂgot to&ssify
é@troblgor h@h ef%gts ©

&
Fluoxastrobin (ISO) Q1 addlt ame nclu dra'@? for<FTuoxastrobin
CAS: 361377-29-9 @ |IS W1@’CA$1mb@ 61@7 ©© “
@
R Q
Classification: é&

AND

%
Va3

@ \ 2
-%%e@TP Qut Ol@%lf clﬁsﬁﬁed@% F@V effects.
&)

Labelling: ©@© ©\

None
% YRS

o 56




B . Page 72 of 78
sayer) Bayer CropScience 2016-03-10
R

Document MCA: Section 5 Toxicological and metabolism studies
Fluoxastrobin

ACUTE TOXICITY, SKIN IRRITATION, EYE IRRITATION, SKIN SENSITISATION

According to the ECHA Guidance to Regulation (EC) No 1272/2008 on classification, labelloiné@émd @6
packaging (CLP) of substances and mixtures, Version 4.1, June 2015, the results of thedacutéd’

toxicological studies @
& L&

e oral LDs rat >2000 mg/kg bw (M-012717-01-1, M—012735—01—1)% @ o
@)
e dermal LDs rat >2000 mg/kg bw (M-012730-01 @ {N N \@ é\a
e inhalation LCso rat >5 mg/L (M-008820-01-1) g @ é} Q\ v\g@ &
N 2 S & .0

e no skin irritation (M-012662-02-1) @} $
. e . % : . N %%Q SIS N
o slight eye irritation which does not Warr@% assﬁicat;é% (M- 669-03-1). © © @
e o skin sensitization (M—012720—01—1W—101—01@, M;298315<(0 1—1)@6 ~
QT NN W @
%, @) @
do not trigger any respective classiﬁcatitﬁ%. Fu{@é ore fluoXastrobin doegnot sh& a @?Oto@

potential (M-497574-01-1), see also Ta@”iﬁé %@} \& & \@\@ é\g
e & & & ¢ &

S v 5O e
5 TN e s H T o &
S > & & < o
A S § @a©©%\©
FIEFITs s
@%@%& &
QS L LS
@ 9O g © o .0 @
Q O O O N D
SN I N
S R
@’ 2 @@o%
S Q\ L Q
N %@@o@jQ@@
S @ﬂ&@\ O
@%
§\%Q§§@Q
2 Q
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GERM CELL MUTAGENICITY

According to the above mentioned ECHA Guidance a classification for germ cell mut

Category 2 is based on:

A) Positive somatic cell mutagenicity tests in vivo, in mammals; or

B) Other positive in vivo somatic cell genotoxicity tests which are
from in vitro mutagenicity assays; or

C) Positive in vitro mammalian mutagenicity ass

©

o

1cit}g§

§ @
& o
%ported by @tlve@sult%

structure activity relationship to known germ cell mutagens. ©Q

A summary of available mutagenicity studles

Q@ for substa@s which a@sh

chen@%l @
@% @

ducted wi &ﬂuoxgstro 1@ is rov1de@ n tl@
*@ ‘& £

following table (see also Table 5.4-1): @ \ 2 «(\@

Study @\\ 23 R@%ﬁt ﬂ% &i@y @\@“ Rﬁ‘ereﬁee
P A DA AP
Bacterial point mutation assay (Ames Nggativ | ativy -012500-0¥1
test) in S. I;)y)/zinfzurizun Strainz ( o > ’ \Qa @}6\ &§ é&)g ‘\@ NS gﬁ
Bac‘@rial pointv mu?ation assay (Ams (&K Noeg@we Q\ @% Neg@dive éy @12@7)3%01—1
test) in S. fyphimurium strains g %03 N RN D F@ N -
Bacterial point mutation assay (Ak)fnes & Begati @§j &@ega%@ @Q M-298050-01-1
test) in S. typhimurium straing® . v o 9 ISHEES
Clastogenicity in vitro & Nagativeg, & Nedhtive, ) M-012703-01-1
(V79 CHL cells) § Y L Q& P
Mammalian cell mutation as §eg @e Negdtrve M-012722-01-1
d§ QM. O « )
(V79 CHL cells — e D OA D
Mammalian cell @%dtm& assay@ S I\%at@ ') Negat@e M-078586-01-1
(V79 CHL cellg HP{g@loo@ \ ;\ I @
Micr ()HHL]GL@@SS&}/ ) @\ @Neg’t@ M-012747-01-1
(In vivo m%use bo@’ marfow) & %%Cl %Vld ce of s@tenaézfoxwlty for
N % %, @§ flisdxastrobi @/()r 1\t@’netabohtes
N C@ rgaphingglte bo® marrow)
Based on these re e%a}ore 1cat crité%? A) and B) are not met. Classification

@ th
n@@gifg%

criterion C) is al
to known gert@cell

tm%roda%t)es not SI@

\

@ v

a chemical structure activity relationship

cl (?iﬁc@on for germ cell mutagenicity is applicable for

Based on %“se data it 1s@n \
fluoxast accordm%o th§ entl@ed ECHA Guidance.
S @ v Q"
S . @ &@\ o O
2 A N
@ < Q & ©@
NN
>
@ & <
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CARCINOGENICITY @ @
According to the above mentioned ECHA Guidance a classification for carcgogemclty reo@res al@’
increased incidence of neoplasms due to exposure to the substance. S & @@

In the two year rat study, besides body weight effects, local effects in the @estine andean i sed

number of mast cells, altered calcium/phosphate homeostasis and decre %gi calcium_ c@tent boné?
were observed. However, there were no clear substance@élated patholegical effectsg\gﬁ th&kdne
urinary bladder of rats. Y

As agreed by the experts’ meeting, the higher 1n®ence of ut@gge adenoca@’nomé@o @
concurrent controls occurred were considered of sppntaneous o th related to

with fluoxastrobin (M-082214-01-1; as requestéd)by RMS in th@t letter O&@OM/@MO
W001721642, BCS response is updated in neg&docm@gnt 95 1%43)1 1 @men& CAx%, )

- The incidence of adenocarcinoma at the tose %) f'J s m@@jar t&0the 6&012@ (2&/@)
reported for a control group of an a&l%st %lle %sam@%t strain, s bre@der,
same laboratory).

- Occurrence (beyond week 80 w1ne @s@ep of se t our as s@a ar j 1gh §se and
study controls and also similar i @ontr of thexconeuyrren sfii

- The incidence of focal and diffyse %ﬁldul hype@lasm e t dos @IZ‘V “Was S:qv\vfelr than the
incidence (22%) of glandulgy cyst% yp as1a@1 co Is éthe (@ﬂcu%@t s%iy (lesions are
comparable). <

- There were no mgmﬁcar??’ effé@s 0 §pro tlve @rform%nce %e n@tlge@eratlon study with

fluoxastrobin (1nd1catu@ that {he utegjne ocar@nom@a;re not ¢ doe@ t%dlated)
RN

Furthermore, the overall incidence oBtumofi- bea@ag a&@als t1 e of o@ence and the pattern
of neoplastic findingsdid no@ndx@e a c@cinogenic e

In a 18 month mdyse st@%/, t}feg@wa&no me{ease ﬁ@leo§@ ic 1n @&lso the time of occurrence
and the patten@@f ne@lastlc %ndlmgs in @» oriaias an<d id mgt mdlcate a treatment-related

effect. & @J@ S

Hence, 1t1§%éoncluded that ﬂu@&tr@ 1s n@car%n@yge%@m ra\th mice and that classification for
carcm@ncny is no@@arr@ed o o %, \@
AN

@
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REPRODUCTIVE TOXICITY

As detailed in the following tables for the respective individual animal studies, fluoxastrobin c&%ed @6
only non-specific developmental toxicity secondary to very strong maternal toxicity; this @s nof?”
warrant any reproductive toxicity classification. @b &@ @)

In the 2-generation study, adverse developmental effects, ie reduced bo@ weight gai yed
development (e.g. time to preputial separation) and reduced weight of thé%f%as and spleefof p!§§a &
seen at the top dose. NOAEL for reproduction is 10000 (742-764 ag/kg bw/day%\rld Qé\pare i)
NOAEL is 1000 ppm (74-87 mg/kg bw/day) based on r&duced bodylght gain red;

weight in females at 10000 ppm (764-871 mg/kg bwiday). The NGAEL for developm @?ts
the rat multigeneration study is 1000 ppm (171 g bw/day) @sed on red c@d b&dy we gai@
delayed development (delay in preputial separa@), reduced&hymu d sﬁ@en woight %)serv
10000 ppm (1625 mg/kg bw/day). § AN <

/‘7@

. &S D
@ X S
© v o9 @ b@ v D m% g °
2-generation study in rats (diet), 0, IOQﬁ\ﬁ)OO,\\l{ﬁOO@\ppm Wosg\w 025D O

Parental effects: [NOAEL: 1000 ppm (7487 mgkgbwid) 7 7 7 &

Effects at LOAEL @OO “ppm @64—8®mg/ bw/df@ ed b welg@ gains,
increased food cQr Qu , ingreasedwjver welg ht d decyease ymu@welght in
females at IOOOOQ)m e S O@ <
Reproductive NOAEL: 100(@ppm &674 (médes) 7g§fema@§§y m@\g bw/@ @QD (5%

@)

effects:
No adverseoi%ects on repr@ﬁctlvg outcome. & )

Offspring effects: | NOAELZ000 ;@1 (17:9ng/kg@w/d in 1%tatmg dam§§ N N

Effectsat LOAEL 100% pp 625 @/d) R%uced&pup weight gain, decreased pup

sple&g and fymus @elghts pat 0 indi s) an htly delayed preputial
at10n as ok@%fved @pups ond to the reduc@pup gkowth at this dose. No effect

the g genlt@mt@i@ was observ th @2

@%A tat&?cal mgnlﬁ@@n redyidtion 1l@wan b weight was seen at 10000 ppm
©© frq ays@ or 1 day, % in bath F1 @d F2 s. The overall reduction in mean body
ht gain (day 0-day 21 Was\f@—29‘y O
.9 The redpctiorfyom 1 7 suggests @ effec@n the mothering or lactational ability
&@ of t@%ﬂ s§ of afjrect substanc§elat fect @y the pups via the milk.

Qweve “Hirect cansumpt) %n of’ tsst digt by pups s$from the end of the first week of lactation
\Q occu%( J&?)C 2’@@2) an ay h@e co trlbuted to reduced growth.
Classification  PParemta) eff (reduged k@ﬁfy weight ga@ increased food consumption, increased liver
proposal: @@ A w@ obsg@éd at the top doke of 1@&00 ppm (764-871 mg/kg bw/d).

There stane@relat%@ffec@n reproductive parameter.

% Offs@ng es oceytred e highest tested dose of 10000 ppm (1625 mg/kg bw/d in
@7 lactating da) imilar to ftrdin ich occurred in parental animals at the same dose.

@)rd@to tl@%’; lgf ce to Regulation (EC) No 1272/2008 on classification,
labellifigy"and ckagln (CL®)’ of substances and mixtures, Version 4.1, June 2015, this
@[constellat j@ rnal and reproductive / offspring effects does not warrant any
S re@o‘\duct toxigity classification. The classification criteria for a Category 2 classification
@ (ﬁee 3. 7 of the E Guidance) are not met: “... the adverse effect on reproduction is
cﬁsonsz d n@'@ be a secondary non-specific consequence of the other toxic effects.”

@

g
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In the rat developmental toxicity study, there was no substance-related adverse maternal or
developmental effect. The reduction in ossification of one digit from both forelimbs of fetuses @60 S
and 1000 mg/kg bw/day is not considered to be a substance-related adverse effect. The rnate anq@j
developmental NOAEL is 1000 mg/kg bw/day in rats. S

S @
(o4
Developmental toxicity study in rat (gavage), 0, 100, 300, 1000 mg/kg%w/d (M- 01@ o@ N
Maternal effects: | NOAEL: 1000 mg/kg bw/d ) & N o\ g\\a
Developmental |NOAEL: 1000 mg/kg bw/d Na @ < @ @
effects: Q @ § ?”\g ®§

Q
Classification No treatment-related effects on @rnal or littef parameters @Tudmg\‘)exteg@l fe@
proposal: observations. There was no evidgﬁf a teratogem sffect;)” S

According to the ECHA Guida to Regulq@n (EQS@NO 2% (\)Q@on c@ssﬁ' qation,
labelling and packaging (CLR) of substancesdand Imxtures% ersigty4.1, aﬁme 2%5 the
absence of maternal and de\@opme@él ef@ts d_()@gnot @rant remoductlm t0x101tV

classification. N @r Q Q) (@w
RN S Ny

In the rabbit developmental toxicity y, there w, ¥6v1d fee fm@ sh del Sh fe deve@pment
(slight dilation of lateral brain ventgy€les %n two@ieetus%@of d@m N b§op se in the
presence of severe (cold ears, seycrely d&reasedfe Y%tak S .:-» as sﬁ t loss of
dam No. 3813) maternal toxicity. Theréwas eé@ on evid o ce t sub%t’ance related
increase in the incidence of mmir}\ﬁrib cartilagéomalfer 1%%1‘[1 nd equlvoc@ ev1$@nce for a slight
increase in the incidence &f on&rlb V@ ion, The OAEL for. r@tert@ toxicity in the rabbit
teratogenicity study is 25 mg/kg l@v/da%ﬁd tevelopmental is IOQng@bw/g%

Developmental toxicjty stud§in r@blt (g@?@age}i@ 25 @0 400 mg/ky bw/d;)(M-017448-01-1)
Maternal effects: |NQAEL: 2®mg/ @ § %\ o XN S

@AEL&IOO m@gg b&@bbased on r@ed f%@l coniumptlo@ slight increased incidence of
Ndisti c@mg&%ss A \ @

<
©© Ef @) r%{@”g bw@ col ars, M§ feces/diarrhea during the first treatment
re@ﬂlced amount feck) tra@ently Qeverel® reduced food and partly water

.9 consumptlon @e p%%)unc@ody ight @ss ma@.? during the first treatment week.
Devel(}@ntal NO@@L: 1 o/kgbw/d §

ffe 4 > v ° @ .
effects: cts af LOAE%; 400 @(g bwy/d baqu on a§hight delay in fetal development (2 cases of
t dilation rain%entri@in fety esgég am 3813) at the top dose in the presence of

@;seve atergal” toxi (CORL ears,.severeppdecreased feed intakes as well as severe body

@ wej @@’ dam@g13). @ ®) 73
Q A@lgh @:rea \1 the dncidendy of a@)mmon rib cartilage malformation (3 of 6 affected

% foetuse lltt tter@mden@) below that of a control group from a parallel study)
@’ and 4p non 1st1ca@y ingflaseds %ﬁdence of slightly thickened 7% left ribs occurred for
a treat en%elated ect @uestlonable
\y\’ The ovedal m& nce QJ foem@es or litters with malformations was unaffected up to and
1ncludl@ 400@g/k%})w d
Classiﬁcation& eat trelf@l effé% on maternal or litter parameters including external fetal
proposal: @ 5. There was@p evidence of a teratogenic effect.
& @éf’he @sn‘ic n cr%?rla for a Category 2 classification (see 3.7.2.2. of the ECHA

Q@ §) Guldance) @ not met: “... the adverse effect on reproduction is considered not to be a
B @ i@yda@ -specific consequence of the other toxic effects.”
v
O%ral‘.fls concluded that fluoxastrobin is not teratogenic and that adverse developmental effects
could ®©g”a consequence of substance-related parental toxicity. Classification of fluoxastrobin for
reproductive toxicity is not justified.
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SPECIFIC TARGET ORGAN TOXICITY - SINGLE EXPOSURE (STOT-SE)

According to the above mentioned ECHA Guidance a classification in STOT-SE Category 2 not©©
applicable, if non-lethal significant and/or severe toxic effects on target tlssuegrgans are no@en i

acute toxicity studies up to the following guidance values: @ &@ O @@
Oral rat 2000 me/kg bw & @Q\ K
Dermal rat or rabbit ©) 2000 nég%(g bw g}g\ \°\ @@ @
Inhalation rat, dust / mist / fume | é@g/th Y § é\” &
Furthermore, the ECHA Guidance specifies cri @Qa that trlg@r a Qlasm@@tlo t% C_)© T-Sﬁ%

Category 3. These criteria are generally indep nt from tl% afor@%n‘uo@i @ancegalues@ld
include transient target organ effects, focusing on overt, nar@ efie\ets an@resp ory, ffact il@ion
(respiratory tract irritation covers two dif] Ctsi_ Sensery 1rr ion’ @nd “‘local gytotoxic
effects’). Specifically, the following examples fo din%fr gle re e@(ed @ﬁala‘@oxi@fy
studies are mentioned as possible trlgge@ r aSTORS egory clasgification: clini lﬁ of
toxicity (dyspnoea, rhinitis etc) and 0pal®10gy® g. ret@ ed&ma n@%al@ﬂa tion,
thickened mucous layer) which are re@rsﬂg&& "\g < ©

The relevant acute toxicity studi cond@ed w“ﬁh tr 1n ( @pea inhd}ati onist@u)dy is not
available) provide the followin%b)L Ag\g@ anq@mco 1cal cts&a the ectéé’ LOAELS

Study LOAEL ~ & S5
Toxicological efféets a@OAE@ﬁ & R 2
(Referenc @g@t S S
Acute oral rat 2000 gb hlgh@est @ose Q
QI No c@@ck o % ) Q é& &\@
2 - 012715§gn 127@01@ @,
Acute dermal rat @ 2000 maikg wﬁmghe&gested dode) @2 @

o clinieal si ~N
@(@ @E(M@BO&QD@\\@ f}\a @ §m

Acute 1nha(%‘[10n rat’® |5 @/LM@ﬁhlghe t test ose)
N Rijoere @o a1r oat, br@pne @wred breathing, serous nasal
&@ @gﬁlsch red ed

motility, k pnes&o the@ of exposure. Reflex measurements on

N the ﬁg; sl\\g:xpos day showed no abnogmal reflexes. All clinical signs had
§ resolved ays pestexpo ean rectal temperatures immediately after
©& cé%p ere@cregs@@ Slight but t ient weight loss during the first three post-
@ @%xpo day@ psy,difere wgre no treatment-related gross lesions in any of the

Q (@) sur@ ing te“st amm&ls Théat tl;&dled during the observation period showed nasal

% 1es w1t ite ous content and the intestine with red mucoid
@7 S onterg@ ge i reathlﬁg rate and decreased body temperature were attributed
°J 10 an cific resg nsory irritation from exposure to dust.
< (Miéossz )@ s
Acute oral bw Cﬁ%ghes sted dose)
neurotoxicity 13, No newrotoxicidy or g eral systemic toxicity observed
(M- @0806@1)

1)

A compafison (@[hes QOA@S anptoxicological effects with the aforementioned classification
crlterlax@ved@at a TO'@S Category 2 classification is not warranted.

@dmg @poss ST&’ SE Category 3 classification for “overt narcotic effects”, the observed

findings not indicate such effects; the reduced motility and limpness (acute
1nhala are seen as mild expressions of a generally affected well-being and not as a neuro-
pharmaco-toxicological narcotic effect. Therefore, a respective STOT-SE Category 3 classification
is not warranted.
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Regarding a possible STOT-SE Category 3 classification for respiratory tract irritation (sensory

irritation or local cytotoxic effects) the observed laboured breathing, serious nasal discharge a
encrustation around the muzzle/nostrils (all reversible within 3 days of exposure) could
respiratory tract irritation. However, at necropsy none of the aforementioned histopathologi
findings were observed. The change in breathing rate and decreased body terggrature are aﬁrlbut
a non-specific response to sensory irritation from exposure to dust, and, th

potential of fluoxastrobin. Altogether, the observed findings are not see
clear and specific respiratory tract irritation due to fluokéstrobin ex

trigger a STOT-SE Category 3 classification.
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