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CA S8 ECOTOXICOLOGICAL STUDIES ON THE ACTIVE SUBSTANCE
>
N N
Indroduction S @

A dossier on prothioconazole (CAS No. 178928-70-6) was submitted F@@uary 2002¢by B
CropScience to the EU RMS United Kingdom for agricultural use as a fungictde. Prothioggnazote was
included into Annex I of the Council Directive 91/414/EEC by the Comg@fgion Direq}i@ 290&2@@
published 4 April 2008, with an entry into force by 1 At@t 2008. @& 5}” \\ @@ @
. . . . . L o F & 4§
This Supplemental Dossier contains only detailed @Hnarles of studies, Whlclé%re fiat pat&f the,
dossier during the first Annex I inclusion of prc%ﬁnazole andre,@%ref , NO @Qvaluaté% dut@%
the first EU review of this compound. In ordey to facilita disc&iina%)jn between &@v ald
information, the new information is WrittenéQn bl&fgﬁlet@ w}@%as %\ letge?s déssribe e old
information. %, ©) AR & % %
All studies, which have been already su@tedQ@Baﬁ@Cr 'en%for ﬁrst gnex@ﬁcl Gon,
are contained in the Monograph and it@%&ddc@a an@re in&ded it the &seli@ossi:@ provaded by
° ' o & Q

Bayer CropScience. &©Q %ji% \é% § \@ @@@ £ @ :

R
A synonymous name for prothiocazo@used@j sev&@ loc@ns '{@nis %@%ﬂe al Dessier is JAU
6476. @ N 9 Q D &

SEN S a9
Due to changes in triggercor m&é%oli%@to S rther@%jssesied a@\i@ell @due t(\f@ew studies on the
route of degradation in\/ario% environm al com artl§nts since th firstsAnnex I inclusion of
prothioconazole, add@nal r@abo:}@ S are prop to besincluded in‘the residue definition for the risk
(U & @) .
assessment (see @ble &CA 8§ A@ordmﬁr, ﬁé ies ghave bcen prépared to describe the
ecotoxicologica@ﬁl&@ thei&neta%ﬁlites\ﬁﬁ the x¢l Va@vir(@wn@@ompaﬁment.
& . S Q @
Table CA 8- 1: Definfition of‘the residue for risk ass sm%@
Compagtkﬁent Residye de '?ion@risk @sess%wnt @ o
Soil@ Pr@%ioco@olc, S N Q N, Q
NU 64{;7?-8-111&@)/1 (;l@ ands % Q\
AU 6476-deglio (M4D) o  ©

Groundwater 9| Pr cong@ple, Y S
@ J@Z‘gﬁ§mgtl@l@hﬁ®zmd § @§
QU ad@-deste MO 2N X

Surface sater Prothid¥ona , ,%: @)J @
@’ TAG6476 eth;@(M()Q@ o\"%
6476-destkio (M0 s Y
B U6 —thja@:ine@@@
N 1,2,4@%701@\413’) an Q

@°| JAU 6476-4xiazolylfetong4M42)
Sediment @ l%g?hio azoley,

AU 6476- ;{lﬂethyll),
TAUGA76-dShio (MD4),

T & yhio
N S JAU 647@1212001% (M12),
RN 4-trigzdle (M13) and
$ m@ IFAU @476-triazolylketone (M42)
Kir @ﬂ Prothioconazole and
P JAU 6476-desthio (M04)

*Justification for the residue definition for risk assessment is provided in MCA Sec.7, Point 7.4.1
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Plant metabolites .
In addition to the active substance, its metabolite JAU 6476-desthio is assessed in the dietary ex@ne >

and risk assessment of terrestrial vertebrates (birds and mammals). Q\ §
@ @ @
A list of metabolites, which contains the structures, the synonyms and code‘@umbers attrib%tedot\é%he
compound prothioconazole, is presented in Document N3 of this dossier. % O L o
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CA 8.1 Effects on birds and other terrestrial vertebrates .
& &
CA 8.1.1 Effects on Birds §
Studies on bobwhite quail and mallard duck have been conducted w1%@he active @%sta@y
prothioconazole and were evaluated and accepted during the Annex 1 inclusiég, o \
Table CA 8.1.1- 1: Endpoints used in risk assessment and additional st&ﬁﬂ%s for proth1¢@naz¢ﬂ§ %@
O
Test substance Test species Ecoto \{oglcal end@nt &’ efere @
i "'”*‘-"\ S
Prothioconazole acute, oral @
Colinus virginianus LDﬂl) > 2000@@ a.s. /kg bw Q
(Bobwhite quail) /@ A 8.1 l
v @ &
N @
acute, oral AN S N
Serinus canaria &Dso @@ s%200{§)§g a. @gﬁﬁ% bw@,Q \(2010)
(Canary) N > & N & 364 1. 1/@§
o . ﬁ) S

Short-term, 5-day fcgd Y S ©
@) 50, @
Colinus vir, qmzum@
(Bobwhite qull®

, L —
Short-term, 5- ddy@edn@ @Cs 6 - @1 . /@Jlet K . (81928)

Anas p/atw@nc/zov\j N S
(MallafQiuck)’ bb@y &@45 7@’ a8 kg bw/ & A 8.1.1.2/03

O N \ N )
Reprod 21wd§$1y Y @ne 700 me s ke et ¢ I 2000).

Ana @mhmchos@ § : {@e v M-035123-01-1
(f/ﬁnalg&%ck)& S oy Sl mg%%'/kg‘\bﬂ‘ /d<§ KCA 8.1.1.3/02

N \ @ N i
REprod. T 4 Y N§C & > 1000 meg®s./ke o I 2000,
olmQ VIrginguus Q NOEL N @y | kaadict M-042334-01-1
QO (B@whitgsgai) R | 8 - G " A8 \(Q@ ¢ KCA 8.1.1.3/01
JAU 6476- o  Oacut s ol &l (O S 000
desthio @ olinug /amza@zs 150 ISiks 2 mg@m./kg bw M-013315-01-1
& (Bobwhite dil) NI P KCA 8.1.1.1/02
S o & & S XS (055,
A @ @ IS \© v \© M-056229-02-1
fg@t ferfy5- da@éedm\g@ S é& 4(%0 g p.m/ke dict KCA 8.1.1.2/02
Coligus virg@ianug . A and
2 @ W @?;alg@, Q\%LDD@ 3¥mg p.m./kg bw/d -(2006)
@ @ .Q @ M-268832-02-1
RS \ N 68832-0
2 O KCA 8.1.1.2/04
2
& e Svos smepmigac | M0
zus w inj m/s 4 NI 14 8 e .m ./k bw/d M-090509-01-1
& Bo beyite qtﬁ@r &S oS PAILES KCA 8.1.1.3/03
Repl@. 20 @}hemr Roee 500 ma o.m ke dict | It 1. (2001),
@" Anas pla éfz‘zshyn Q& -, £p-mJ/Xg M-079949-01-1
& NOEL > 63 mg pm/kg bw/d

KCA 8.1.1.3/04

Sy Maiitl dusk)
ﬂ 2086 M- &8832&@-1 KCA 8.1.1.2/04: For JAU 6476-desthio the short term LCso for
bobwhite @il wgideterriiined t 4090 mg pm/kg diet by probit analysis. As for the parent compound the short-
term r%l??su @nt fo%hls 1 Qohtc will be based on the daily dietary dose that caused 50% mortality (LDDs).
To L&@ ate alu&Jor this study the mortality data have been re-evaluated by probit analysis on the
ba the@sily dos dat@om the report. The probit analysis has been conducted with the computer program
“ToxRatPxs”, Version 2.09. A LDDs, of 603 mg pm/kg bw/d has been calculated. For further details, please refer

to CA .1.2.
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CA8.1.1.1 Acute oral toxicity to birds @ @

For studies already evaluated during the first EU review of prothioconazole, please @fer t(@’
corresponding section in the Monograph, addenda and to the studies in the bas@e dossier p{@lde@
Bayer CropScience. v

N
3 S

Report: kca s.1.1.1/03 [ N {E’ﬁﬂo M-364387501-1 °, Q
Title: Toxicity of JAU 6476 technical (p@hloconazolerlng an actugoral L@ Wi{ﬂ@ &@

the canary (Serinus canaria) & @ %@ N Q> ©
Report No.: EBJALO65 @ & o R S &
Document No.: M-364387-01-1 R o @ & &
Guideline(s): OPPTS 850.2100 QY N @ @ @@

OECD 223 Y N
Guideline deviation(s): - Canary bird feed (Ll@ Wo& Premglm C ry 6&’) co&nmant screening

analysis was not conducted fp this Vert nutrient ana & °

presented from th% plieg hes%@ata ere not%llect i accordance ?

Laboratory Practfee prg&dures pro@ I, s y dlregor o@hfe@\gﬁspectl .
[40CFR160.90¢g)] &> Q

- Public wate@ al was c@duc%’ y th@(a so§§@ ater@grvices
Laborator@ hese data were not& ecte &ance @ith Good LabBgatory
Practice procedufes (no@)toc tud\@ ectog, or 111-@ mSIéﬁons) S
[40C i@)] SN

- Coxg oil ggceen déy § for pes tlcldes&gﬁlomn%%d h)%rocarbog% and toxic

Is w ovanc aboratorle@adlsw, WI. @hese data were not
egllected in acc@@lanc ith Gégd La@tory%acﬂ e@qoc s (no protocol,

%smdy ctorgpr in-lifg 1nsp0ns) @OCR&MO gg( 2)] \@

GLP/GEP: Q' yes @ §a @@ § §9 o Q &
Obiccti & PR N o A& D
jective: N \ S 0 D <

@
The purpose § 1s s‘@r Wa to est@te th@cut@g%l tc&cny @AU 6476 technical (Prothioconazole)
to the Canary (Segphus segnarig). Tes&meih@s g@e 1n@gre&17@ént with OECD 223 and US
Env1ronm\@al Protectl@{gAgen@y tes 1deh @@ \@’

A § 0

@
Material and me & Q\
Test item: JAU ca rotb%%conaf@ie) p@lty @ﬁ 3% w/w, Batch No. AE 1344248-02-1,
TOX07816- 01 r1g1 F@67%§

Adult canz%es (Serznus c@art ere@lly @g?ed l@éed on body weight with the JAU 6476 technical
(Prothi azole) at a@I@mlt & lev&@of ?@80 mgz\\a’ctlve substance (a.s.)’kg body weight. Five males
and five females wee test% per %ﬁtme@txleveﬁ@ld observed daily for clinical symptoms for 14 days
posga\‘(’)se admlms‘&tlon@Q N @

During the Wh@& expenmen&gl%lrds@/ere 9V1dually housed indoors in stainless stell breeder type
cages. Ave;@ temp&gﬁtur 2&% and average humidity was 54%. The photpheriod was 10 h light
and 14 h V\é@ alj in;\eﬁnsity@304 lux. The birds were provided food ad libitum during
acclimat@ an@udy @urat'@E However, birds were fasted for approximately 16 h prior to dose
adminigiration> & O

Stu@end}%@@lts ofﬁrd§§y weight and daily feed consumption were also monitored during the study
pe
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Findings: o
No dose-related effects were seen in adult canaries dosed with 2000 mg a.s./kg body weight. Ther@ere ©©

no statistically significant reductions in body weight or growth at the 2000 mg a.s./kg body weight dosé€y?
level. There were also no dose related reductions in feed consumption at t 000 mg a.sZkg b@y
weight dose level. No mortalities were noted during this study. Post-mortefy examinations weg@mt

conducted for this study. S\ § § %
% ° Q, %
Table CA 8.1.1.1- 1: Acute oral toxicity of JAU 6476 technig% to Serinus a@@arz’a @© Q v\g@ &@
Q O & O
@&glult mortality{ng a.s./kg body weight® Q A
LDso =¥ 2000 N & @ ©& &
Lowest Observed Adverse Effect Level (LOAEL) >2000 @ N N\ %, @@
No Observed Adverse Effect Level (NOAEL) ¢ P00 <y Ry v © o

Q @ N o W
<& v
Conclusion: R @9 \@ R &
The acute oral LDso of JAU 6476 techn'&%f (lfmgﬁioc ORg z012 thega ary\@as >§00 mg a.s./k@body
weight based on a limit dose test. Th A@E wasd 000 mg a.s&@bo@w\/ei@
>2000 mg a.s./kg body weight bas&c@n a]@énvesggted%g ar&@fs. @@ S R %@)
@) .

o o O & 9 ¢ &
CA 8.1.1.2 Short-t@ di@%’ry g@city‘ﬁ bi&@ @Q % SN
In the 5 day dietary LCso study with JAUGH76-gpsthio Bobx%hite@tail (N  >006; M-

056229-02-1, KCA 8.1 .°§?02)

late méataliti Were%obsm@@d at the tw@p @ level after several
days of reduced food g;\ggnsum@%n artg bod}@veigffept@ N . S)
Results from this ﬁy a&prese@d below. © @@ N @
O D NN A
Findings: @© S © O K@j N §
Table CA 84;1.2- 1: Effect on m({?@lity, b%dywe@at and@od (@nsum@n after 5 days of exposure to JAU
< 6476-desphio RS & ESER
Test Mortality\ "\Bﬁdmeight § N Bodysxeight 2 Food consumption 2
level [# dead / @ ird} oy (((%x change [%] [g/bird/d]
conc. V (day@f” 4 b S
ose) | m %glity)QmQ%ay\lj@ da%;@’ d?gk? day1 % @é@y 5 | day5 < day8 | (d1-d5) | (d5-12)
0 20 MRS N
: 2 9.1 35.0 +39.6 6.3 10.2
© | & - R §§"5 ’ 1P &
313 010 &,, B
(doD) Lo RN EL z@ & ST +36.1 9.8 9.7
6255, 0/10 w_
(165 ) Q@ 5368 Q@l.gé +37.1 +40.9 8.3 13.4
1250 0/" &
(o97) g %@ 302 Qj@ +29.7 +44.2 6.4 8.5
2500 710 <
2 .9 8.1 4940.2 +17.7 +43.0 4.1 7.9
o) | 5 " (P 5 P
5000 {8 7
(705),% (3,4A§,5 228> | 20.6 34.1 -9.1 +65.9 2.9 11.8

a (@ nomidal cofidentralien in [mg/kg food];
se: dily dietary dose 1 [mg/kg bw/d] based on measured concentrations
@: for l@ alive at the respective time point
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At the two top test levels mortalities occurred after several days of reduced food consumption leading

to severe body weight loss. The seven chicks dying around day 5 at 5000 ppm had a mean body ht O
of 16.3 g/bird (see Table CA 8.1.1.2- 3); i.e less than 50% of the control bird weight of 35.2 g atday 5§
All birds found dead were extremely emaciated. Since no other severe clinical s@ptoms were @)SGW@,

it has to be assumed that they died on starvation. @ s <

During the post-exposure period the food consumption and bodyweight ofqﬂ%e surviving @ds sﬁ\ed t»
recover. v N >
& o SN o
Figures copied from the original report & ©Q %”\9@ § é\g é
@ & o R O &
Ve & & «
Figure CA 8.1.1.2- 1: Average Body Weights 9, @ Q\@ @ 6\ %@9 Q@
v ° R
e S
RS S )
0 O & &
S0
. £ i K:E | $§

S50 4=

%\—-@5 '--'I":ﬂ @
- 12 s

= @—h—@ b@%ﬂ g&%
EE —%—EEDD@Q ai.kg
350 ¥ o
@%— %@rﬂg Bi./kg
N - 00 g ai./kg
AN
. @
150 SO
o
S
>
N
N
@
&
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Figure CA 8.1.1.2- 2: Average Food Consumption / Bird / 24h.

e
3.:.;:... o\@ 6§
Qb @® S
50+ @ N L&
S

g food f bird £ 24

Tables copied from the%rigin%l re%g% § @ @QQ ~ §
N SO I~ RN
Table CA 8.1.1.2- 2: @ervet@lor@ﬂes @ L S o &
Nominal dieta A e D # Dead Bikds / # Exposed Birds@®
Concentratién d.-3 [4d.2 17%1-1 D [ dY | & d2] d5 | d.6 | d.7 | Total
0 mgapike dieey 02a 0/200/20.] 9720 120/20 [5/20 0].0/20]020]020]020] 020
313 mgai/kg dié | 0/10 | 0/20 O/ég 0/20 T0/1953°0/10 1M/10:[9/10 | 0/10 [ 0/10 [ 0/10 | 0/10
625 mgai/kg diet [%0/10 | 840 | @30 | 0/49 | 0107 041@ ]| 0/169] 0/10 | 0/10 | 0/10 | 0/10 | 0/10
1250 Sntg ai./kg dietoi0/1089/10 [0710 | 0/10 [&p10 [«0/Y0 | agdo | 0/10 | 0/10 | 0/10 | 0/10 | 0/10
2500 mg ai./kg djet. | 0/f6.] 0/10.] 0/1030/104.0/1Q, [ 0/10 Re/10 [ 0/10 | 1710 | 09 | 09 | 1/10
5000 mgai./kg@f\%t %/m gﬁ@ 0140 | 0/t 010 0/1@% 1110 19 [ 48 [ 174 [ 03 | 7110
R
@ @Q @? . @@ ) , § @ﬁQ
Table CA 8 1@2-3-1%1 @@ht jeat Q\ o> O
i miginind 5 g
%@’c”entration 9 @%ay @dea@ o Body weight at death
2500 mg ai/kg digt ds & . 19.8¢
5000 mg ai/kgdiet OP .. Y d O 13.3g
5000 mgaikgdiet Y | O 44 Y 11.9¢
5000 mgaike diet, J@° A5 Q 18.4¢
5000 méarkedied 459, 18.6¢
5000ang ai/kidiet O & & 17.7¢g
500@ng aidkg diet © |7  d5 20.0¢g
5000 mggike diey S d6 13.9¢
&g TR

&
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Conclusion: .

The LCso was determined at 4090 mg/kg feed. Based on the measured concentrations the 5—d@ml ©©
dietary dose (5-d LDD50) of 603 mg/kg bw/day was calculated by || | ls: 2006; M-268833-020>

1, KCA 8.1.1.2/04. @ &)

Effect profile and time course suggest that mortality occurred only after mlf@i@ple dosing 0$er s&&?ral

days, and is associated with increasing weight loss and starvation over thecﬁ%eatment duraton. & &

Therefore the results of this study are not meaning@l in the ac@% risk asse%s;ﬁnent" %
@

1C

intended to address a single day oral exposure event.\\ Q @@ § %@ &@
& N S Q& @%}©
CA8.1.1.3 Sub-chronic and reprodve toxicity te birds Q& & © o
@ @
No additional studies were performed. Please re ot to the co@pon@g section it@ae M&n@?gr%g@and
to the studies in the Baseline Dossier provideéby B@@@r CropScience. @%’ @Q o
OSSN SRS
CA 8.1.2 Effects on terresfrial xertebrates other than birds < &8

Studies with mammals that have be@@on@i&ed{) v@ thc@\tive @bsta@épro@l&?co@le aég reported
in the toxicology section MCA 5. @ N Y ®\ S NN
o © O & o ©© &S
@ . ¥ S @ ) @
Table CA 8.1.2-1: End@ts used in rigk assess@;nt fox prothio onazple and its mefabolites
% e & & o &

3

Test substance TestgpecieO N otoxicuo%gical endgﬁ@t %;\\g @ Reference
Prothioconazole A?utc % . 6@ § % & - (1998)
é’ i, @g& 2 D NN 620(@@ aglkg by M-012312-01-1
@ L1.2 O & Q S KCA 5.2.1/01
L NN o & [ R
©© (2-@.-rcpro&stud& NEA)ELE, 996 mgPs./kgDiv/d M-036206-01-1
DS R O «7 S O & KCA 5.6.1/02
U@ Q,
N %,
JAU 647(@ Agute, omj@ %LD.« hale) © 2135 mg {®in./kg bw _( 1991)
desthigry; O é@ N S i @n ke bor M-008521-01-1
A L@ TSRS A KCA 5.8.1/34
D L9 & I
Y sniogy kSl © 2001)
-0 o i o o 7, -
g0 @mp ; udgy N&?&;)Eg@ & g p.m./kg bw/d ML036130.011
2 | O f\\l@% . Q KCA 5.8.1/23
O o N & &
1@ Gate ofdl @?? @ﬁ um
CA 8.1 te toxicity mmals
A N ST LW

No additional stud§ we@erﬂ)\@ed. ase@er to the corresponding section in the Monograph and
to the studies in the baselihe ddisier @owde@y Bayer CropScience.
@ - @ & 8

S
RV
CA 8.1.2§ @Lo erm androduction toxicity to mammals

No adal ies w%’re p&rmed. Please refer to the corresponding section in the Monograph and
to th&%wdie@sy@a the@eliﬁg ossier provided by Bayer CropScience.

& & T e

&
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CA8.13 Effects of active substance bioconcentration in prey of birds and .
mammals @ o

N

Substances with a high bioaccumulation potential could theoretically bear a risk.of secondary p@oniné@’
for birds and mammals if feeding on contaminated prey like fish or earthwormgsFor organic {@émi als,
a log Pow> 3 is used to trigger an in-depth evaluation of the potential for bi@’ccumulati% As ’d@@og
Pow of the active substance prothioconazole is below the trigger, the pote%;;ial for biga@umu%?on \2415@
low and an evaluation of secondary poisoning is not requizéd. @ %\ \°\ N @
Since prothioconazole metabolites JAU 6476-desthio an%AU 6476—ethly are a@ﬁ@re thdrig %@fhe &
potential risk for bioaccumulation due to feeding o ontaminat@rey like fisty or edut Wr$s am&©
evaluated in the ecotoxicological section MCP ‘@n 10 CP 101 &@S}P 1%2. The log Bl Va{
for the metabolites triazolylketone, thiazocine a ,2,4—triazq§are Qb\@éw the tri @V&llu@indng
o O \% "

1€
a very low risk of secondary poisoning. & © N R %@J éé

@ A NS Q
O, KRS .
CA8.14 Effects on terrestri&% vqrt@?q\@ﬁra@vildl@ (b'r?s, @mma@, re@s @d
amphibians) g\ﬁ . \\ N < R S

Y > N
ava&ii%e @d no Qpe of aiditional

Information on effects of prothioconazole én\rept' is o
1@Ven @Bﬁlder Sié@

value for the re-evaluating the actis@@ubs@ace. Iata on‘ﬁamplg@ls

O S O
o & N & Q Sy SIS
CA 8.1.5 Endoc@i\e disﬁlp%@ prgperties& @ o o @)
Birds & é N v @ N

The population relevant éffects 9f proth%con le o@bird ?e studied f&ﬁpr@c&‘dve toxicity studies
on Bobwhite quail a all@§ u%%allar@ du@ proved to @Snore\sensit’isge han Bobwhite quails.
No statistically si@/’ effectson a%@ birdsy off; &fng @repm(@ctive%arameters were found at
700 mg prothiocepazoleg digtin MaHard dycks and 10 g @othiazole/kg diet in Bobwhite
quails. The effestdetetmining the NQEC @“‘V@—da survivges of ndemal hatchlings”. This effect is
likely caused by gengral toxiCity rather that byoa@ndoe@)%e mé&hated @echanism. Based on the absence
of any indf@ation of relevant sgffects i can@e con@lde(@that p&thioconazole is not a (potential)
endocr)@isrupter inéi%ds. § o @Q " &

o 0\ % o\ °\
Wild Mammals @Q@) s ~ \@ 62}% S @Q
A detailed anal%%is @H ap@@%’ to&}%’olo {Cal stydies (subchronic, chronic / onco-genicity,
reproductiod d@o&gﬁétal t%lcit&@q prothiioconazole revealed no endocrine disrupting effect.
Slight effegts at high dos Vel\@n thyreid r@?ed one levels were without any histopathological
correlat@ey were cpnsideted as@ coppensatéd thyroid status, secondary to increased thyroid
hormone’excretion @ to m%reaseiliver énzymeSnduction. Effects on some reproductive and progeny
par@ters in the “rat re&$ ue @J toy@lty s‘@y were seen only at dose levels that caused severe
maternal toxici@cand ret rde&@eve]@men&@ the offspring due to that maternal toxicity. Therefore,

. 'n'; 3 . . . . . .
baseq on a comﬂete%c»qc o,\\f 1ca1£®ta set,there is no evidence for endocrine disrupting properties of
prothioconadle in mamnfalk. @

)
@ o O S
Amphibians and Reptiles
Currgntly ng;test %‘Jaﬁ\are established to assess the population relevant effects of chemicals to
an{g ibiapgor reptiles. ile an amphibian metamorphosis test protocol is available, this test was
devel to evaluate to potential effect on the thyroid system and not to measure population relevant
effects. Therefore no further studies can be suggested at this time for these groups of organisms.

As a conclusion, no further testing for endocrine disrupting properties is warranted.
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CA 8.2 Effects on aquatic organisms

In order to complete the aquatic risk assessment and to address new data requirements accord@ to &
Regulation (EC) No 1107/2009, additional studies were performed. Accord%fg to the curr@t dat40’
requirements from the EU Regulation 283/2013, no studies on marine organisngssare necessao a@
edge of field risk of plant protection products to the aquatic organisms. Howev@’, data for r@rine gcies
have been generated for registration in the USA, which were not evaluated%iuring the fifSt EUﬁ;ie\{f@
of this compound. Additional studies with marine speci¢)will be sumsarized, and y&g\a c&oﬁserva e @
approach, marine studies resulting in lower endpoints Wi? be consid for risk asggssme v\g &
For studies already evaluated during the first E@% Review o&@rothiocona@le, please @r 1}@©
corresponding section in the Monograph, amendmgnts to the l\@nog@ph to the studi€d in &
baseline dossier provided by Bayer CropScienc @ . @ RO @
Two new major metabolites were identified: J&U 64765thiazedine N@

2) a&g@A 76—tq<\1>?§7zoly‘ﬂ§§one
(M42). JAU 6476-thiazocine (M12) can b(@fo% by@ the@quaenvi@hme&t
degradation of the parent compound. J%%MYg@r’iaz&le

by photolytic
%@(M 2) cande trangort 0 suffice

water bodies via run-off and drainage. &or further ils geférencd. i m@@ to ion 7: “Fafe and
e

ct
behaviour in the environment”. Seve@@ ne%\stud' We®ondt@d \@h g 7 @iazol@ketone
(M42). Summaries of these new aqg%c stu@es arg provided be@@. I\@ew studies @e c&f@ucted for
the photolytic metabolite JAU 64'@—thi@ocine@/ll2)@adee Shforritio @@ﬁvaﬂ@b e ofrthe structural
properties of this metabolite on{s%residu@’ pe&@dal &tivityOds de‘:@ed K., 2015 (M-
536612-01-1, KCA 8.2/01).%his i forma@@ cle&rly sh

é%vs thag the tp)g@phmg%is lost ahd that M12 has
no residual fungicidal, hegbhicidador ins@cticjg

propetties. Consé®\ent i) 6476-thiazocine-
specific endpoints are availablawhich could use@n théﬁ& asg%ﬁssmmt. Fo@;etabolites with such
properties, the EFS %@uid@e o&ﬁ%)ered risk ssnient fo an:g%rotect&g products for aquatic
organisms in edge&-fiel surfa@wa (2083 cite@in t}@ following a%graphs as “EFSA AGD
(2013)”, prescribeyito assome t ¢ doute and chr%ﬁ@ toxé@ty Of@% megapolite is equal to the toxicity
of the a.s. (p @@t’)con%und or arst t@tax@%mi roup§heref&e, the endpoints of the parent
. QIS T S

compound pr 100@201& ere <%sed in fhe rlosi@sses@aent O®VH%<\,@
Endpoip€used in risk ﬁsessn@t @7 . N § &
The relevant endpoing%ronﬁ\e,%%h %uaticé%dy was defined agpording to the current data requirements
from the EU Reg@on 283/20 and the EF@AG@ 2013) and based on recommendations from the
relevant standard@est gl elinge.g. @owtlﬁﬁte (s the@nost suitable endpoint from algae inhibition
tests for use ‘@/ sk a@@s‘ﬁ, as&t%ed%@)E&l@Gue@jne 201 and the EFSA AGD (2013). TER and
RAC calculations prese inglis dqssier a%lhused on the E.Cso values. Indeed, processes in
ecosystegg are dominaggtly @ drié’ ar%?t erefore, the unit development per time (growth rate)
appears more suital@to measure<¢ffects @ lga‘®ﬁlso, growth rates and their inhibition can easily be
compared betweenspeci Quratiofs and® ditions, which is not th for b

ng ed betweemspeci€y, test\ ura S ai@ test conditions, which 1s not the case tor biomass.
Moreover, the @erent @ét gﬁﬂelin@ Eg@ TG 201, the EU-Method C3, the EC regulation for

Classificationand LakellingdC reﬁlatio@272/2008) and the PPR Opinion (EFSA Journal 461, 1-44;
2007) list g@rth rate as the most suita@?endpoint of the algae inhibition test.

@ IS @© S
In acc@g@ﬁnce@@th R gula&'@@ (EC) No 1107/2009 and with the EFSA AGD (2013), studies resulting
in lower en 1nt§@@ereou%%d for the risk assessment. Although Regulation (EC) No 1107/2009 place
n ta @iremem ongﬁqarine species, marine studies resulting in lower endpoints compared to
freshw@' studies were considered for risk assessment as a conservative approach.



Page 16 of 86
2015-12-16

Bayer CropScience

B

A
BAYER

E

R

Document MCA: Section 8 Ecotoxicological studies

Prothioconazole

Aquatic toxicity data for prothioconazole and its metabolites and additional laboratory

Table CA 8.2-1:

2, 7
@Q\ Yo Mp_ Vs @§
By 78, o T 0 o
‘o Py S2, %, %2,
4 %@ 20 ° Jp &\@N\ Lo
0 By Ay 9, S
Vo ©,, ~% D Y
@ X % /
& o N\@ \V@ § PR
; T, Wy Y2y, B Yy
£ %o, 0, T4 Wy S4, A s
E ©,, ‘2, "4 “O, Yy o, A
2 v Ty e e, sy Uy o
S / @@ Yo \\V@a 7, S (@) \%
: 9 299 "y, s Y, T % 4,
£ ?ﬂ\ RS ‘. ® i P %%@ @@
2 @%ﬂ S 2 @@ 79 “ Y. 7 (S 2
ﬁ 2o & 79) g\ (@) A\@ /
2 9 s / S g\@&@ Gy s b e e 0@\@©
g O Ty o Jp T o T o Y
: T e 7 5, 7z P %, %, . %, Q\©\§w@ %, @ %
£ %, 11 ", g W Ty O g,
g o _ Yo ; A VZs) Y
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sub]; :zsltnce Test species Endpoint Reference @ @
Fish, acute _ (19‘&3§ é?
Oncorhynchus mykiss LCso 1.83 mg a.s./L M-015215-0 @
(Rainbow trout)  kcag2ymt O
Fish, acute K 19999,
Lepomis macrochirus LCso 4.59 mg a.s./L <% M-O2!gg—01 @
(Bluegill sunfish) a N KCAS2.14° &Y
Fish, acute N\ @ IS
Cyprinus carpio LCso g 6.91 mg d@ )
(Common carp) @ N
Fish, acute =) X &
Cyprinodon variegatus @%5@0 > 10.%&@ aos.@ -1077 l-l@
(Sheepshead minnow) o S > P %cm %51/0%
Fish, early life stage 4 ‘&9@ é\g @@K é@ m
Oncorhynchus mykiss %% Rg@’(‘, \@()8 mg l.&%]) Q200 D
(Rainbow trout) @§ RS @\ & & 'Q\ " o
Fish, early life s@ N é\a S &N ©
Oncorhynchus mykiss @' | NOEC ~ *0.49 mg s./I@Q®
Rainbow Q) . len & & O
Fish, biocor@ntmtﬁ@@f o S @ 7 &
Lepomis, Macrochus S BC@ A l‘@Q &
(Bluegir% suffsh) O “/'@% fish Q S D 9 A 8.2.2.3/01
Im{%bmte%cute@w g g N Q> &( 1999)
Daphnj, agng, 6}) EC@(@ @@mg@.s./L N @M-013690-01-1
& (Clagpreram) &S O A | KCA824.1/01
Prothio- Ingebratute@w N @ ™ -et al. (2001)
contsole | < Cragpstreavirginica, EC5© @@mg @«%JL @@ M-055051-01-1
@ <\Easterioyster) NS KCA 8.2.4.2/03
TR &

@;j Qinvertébrate, athte

| EPRED)

M-083057-01-1

WAmerteamys; bahi% § .
2 Mysid shrimp)) o @ KCA 8.2.4.2/02
&@ rtebate, chrédic . S Q Q & (2001)
N Daphgia megna § RQEC . 0.56&@5{{ a.s./L M-055997-01-1
0 (Gudocgn) - S S KCA 8.2.5.1/01
&Sediggyt dwd¥¥or, c@hicb @Q T 2000
Q@ - ‘()/7@%3‘ /;/p@lus ©\ (@ @P.14 mg a.s./LL M-047356-01-1
Ql O (@@onog N 1D XN KCA 8.2.5.4/01
Pseudokire cr[c/éé‘gy 7@// @ _W
% 5 @ o ,y\g a
@’ . ©subagyliata @ ELSD 2.18 mg a.s./L M-027625-01-1
N A (g%cn ql%}l @ KQ KCA 8.2.6.1/01
NS S <
S . Skel%nem@}osta mQ &DE Cso 0.046 mo a.s./L (2004)
@ (mari iat%@ Q™ 046 mg a.s. M-000954-01-1
@ N o KCA 8.2.6.2/01
N
N _ B 2004
1
o & Z{freshb\lzé(f@r dgt‘o‘ﬁ@ ECso  0.355mgas./L M-001064-01-1
§ & S KCA 8.2.6.2/02
$ @Q @Z(l t0\;161 flos-aquae et al. (2004)
& é@ (blue-green alga) ECso  >9.12mgas./L M-000348-01-1
& & & KCA 8.2.6.2/03
Lomna gibba - 21 2004)
(Duckweod) E:Cso  >0.404 mg a.s./L M-000532-01-1

KCA 8.2.7/01
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sub]; :zsltnce Test species Endpoint Reference @ @
Fish, acute I (1990)- @j@
Oncorhynchus mykiss LCso 6.63 mg p.m./L ©M-Ol3303—0®
(Rainbow trout) KCA 8.2.1/64 @
Fish, acute K < [l 2003)
Pimephales promelas LCso 11.4 mg p.m./L <% M-10 -01 § &
(Fathead minnow) ‘h < KCAS2.I40° &Y
Fish, acute @ (@1) @ «
Leuciscus idus melanotus LCso g 13.2 mg I@Q 13383-01- S )
(Golden orfe) @ S QKCA 8 J/Qﬁ@ o
Fish, early life stage <) X ©° @ 2002 &
Oncorhynchus mykiss C 0.0033@@ pc,rr@[‘ % 8386@1-1@@9
(Rainbow trout) e’ S ‘2”\\"\ O A ?%é% 1/0_
D @ N S @ et al. (2Q04) 2
ENEE I R e LY R
Fish, chronic %, > |y N § S O KCA 8.222/0]
Pimephales promel@ . \OEC@\ &0.074 é - Ryl §
(Fathead minnm@ & > Q\ 2, g} (2()@),
oY & . TS @].-
Q PR NS S A 8:2.22/02
Fish, biocor@ntratmﬁ BC &L @K@ @ @}
Lepomis Mrrochius XS % AN 6@ &
(Bluegt surtish) @ | "™ g & o | & A 8.2.2.3/02
Inye@lﬁ‘ate,Qz?cum@\)> @ & . @ S ?( 1990)
D}J/ﬂ?l&%l(lg”( 6§> E%@ @m p-m./L Xy @ -013308-01-1
[\%”\\a (ClagSerag) oS N Qs LS KCA2.4.1/02
nvertebrate te S) het al. (2003)
JAdU 5;76' ﬁm@%am& ahi > LC5"O >1.mg@§m./L D M-104620-01-1
esthio < Wysid‘%hrimgp% N &\ N § § KCA 8.2.5.2/02
) 4
S ngert@ate, dite « 0| O @ - 2. 2002
o @’Amer\%amys@jbahi% :\L%so @%.060 Qg p 3 M-083055-01-1
S Mysid Saimp)Qy o ~ & © KCA 8.2.5.2/01
AL @ertehigte, acute o~ O O | N
@groc@bamswm ® @Cso ¢ >26mgpm./L M-001051-01-1
S ﬁ( ayfishh s | O 5 KCA 8.2.4.2/01
: B
a @rteb@e, Ch&c ©\ C%@ @%@ (2001)
Q Q Daghyria mizgna  ~ %@ C@ 10 mg p.m./L M-073861-01-1
AN Dudoggm) &' 2 @ KCA 8.2.5.1/02
@’ Ierebrate, chrotfie & -, B - 2003
erl%myszs%whla o @C 0.064 mg p.m./L M-104620-01-1
& %, (Mysid shiifip) &7 1 KCA 8.2.5.2/02
%Sedim@t dw&er, c@omc D (2000)
&@ Chironggys rip@us  Q'| NOEC 2.0 mg p.m./L ¥ M-023234-01-1
& <) (c\\f nonfi) o KCA 8.2.5.4/02
“Sedimegnt dwellgr, chfépic B 2008)
@ @Q Clfono riparius NOEC (5 di\%iggéﬁ%;g M-312780-01-1
N ®> S (chifohomid) KCA 8.2.5.4/03
S @ GRenedssmus subspicatus [ D)
N) > u7¢$mm subspicatus E.Cso 0.55 mg p.m./L M-013305-01-1
« § green alga) ‘ . KCA 8.2.6.1/02
. B . 2003)
L(]e)”;zlf \fggﬁ;‘ E:Cso  0.0809 mg p.m./L M-104599-01-1
KCA 8.2.7/02
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Test . .
substance Test species Endpoint Reference
Fish, acute ("(ijl) @)
Oncorhynchus mykiss LCso 1.79 mg p.m./L -
(Rainbow trout) N 1\;[(—23\4388§0; .
. . A} 201
S N L s B
Invertebrat t N o% §
nvertebrate, acute
JAU 6476- Daphnia magna ECs @ 2.8 mg @./L o &© (2051) @
S-methyl (Cladoceran) (g 2 Q M-@1853°01-1 5
Jdoeer Q@ N 8.2.9/03, 9
PR “@fw
Pseudokirchneriella N
D 2y S b
subcapitata DEr%}@ 404 m@i’n /Lé@ @M @782}7) %
alge .
(Green alga) W\% N S KCA 8251/03
Sediment dweller, chreyic 8 @ N O . 2006
Chironomus ripa, NO mg %m./L @) M- 05-01-
(Chlronomlg)ﬁs @%% ° @ %§§ V @ 8.2.5%/04
Fish, acuR S N @@ %982)
Oncorhynclgys /m/w ﬁc%@@ 4@%g @./L E} O@xOZZ -01-1
amb%&\zx tlotlﬂ\ @ AN @ & K(@ 8.2.1/06
AN SR
Fish, |u@9nlk 0@\“}1 %@ @ v § _002-
Onc %/ﬂl?(%\ mykiss QQOE@ 3©®?1g p.m?/L ‘& @M 0?(,0491)01 |
) %Rdmb@a trou@@ S ¥ . N . QM- . .
1,2,4-Triazole - IS S Q A | > KCAB22/01
@Im %ebmte@yute@ N ©© @ > Bl 1995
l@)hm&%@mma ECsq ~ > l@]g @./L & M-088901-01-1
3@9 DCladoderank, ] & S & KCA 8.2.4.1/06
éP gﬁwue@ﬂﬂdmwwl!a S N @\\j @W © @ -Ct al. (2001)
. & su/n u% a &.Cso >3 @ng p. 6 M-077067-01-1
& : mee@l a)@ S S 5 KCA 8.2.6.1/04
°§U Fish, acue § N N I >006)
ncor{%ynch ykrs& @Cso ©" >100 mg p.m./L M-266572-01-1
@
@;ﬂnb rou% A A KCA 8.2.1/11
JAU 6476- @ @\Een@am abiie .0 © I 2006)
triazolyl-Q[  © p la mggna Q ECso & >100 mg p.m./L M-266597-01-1
keto ) 5 B @ KCA 8.2.4.1/07
@7 o@g@udothnerleﬁ @ N I 2006)
“ Q apit @ |E€s  >100 mg p.m./L M-266567-01-1
v @een"a{ga) Q K KCA 8.2.6.1/05
Flsh{gl(,ute @ S _( 1999)
& Qgﬂ orlg@husqivkiss Q LCso 1.83 mg a.s./L ? M-015215-01-1
ISR bow o) 2 KCA 8.2.1/01
Aus@s 1 Fl@, carlyJife stage < 2007
thigzoeine ) %/ICOV us mykiss NOEC 0.49 mga.s./L 7 M-291414-01-1
. 6 & (Retabow trout) KCA 8.2.2.1/03
Q© v In@tebrate, acute _( 1999)
@ Daphnia magna ECso 1.3 mg a.s./L 7 M-013690-01-1
(Cladoceran) KCA 8.2.4.1/01
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sub]s :zsltnce Test species Endpoint Reference oy S
Invertebrate, chronic -& %Ol)ég
Daphnia magna NOEC 0.56 mga.s./L 7 &M-055997-
(Cladoceran) @ KCA 8.2.5¢/01 @
Pseudokirchneriella % (20
subcapitata E:Cso 2.18 mg a.s./L 7 C% M-0 5 Olé%& @
(green alga) ©) A K(& 2. Q\)l @Q
a.s.: active substance; p.m.: pure metabolite Q\J w ©&

Bold values: Endpoints considered relevant for risk assessthent.
D The fish early life stage study submitted in the Bas @e Dossier uq@ger the Jlumb r@V[ %?%2 0@9> (K(@
8.2.2.1/01) has been qualified as invalid by some au ies since the egg ha@ng ra@m th&gontrol was _]
these au r1t1es as cogfirmatery data@T her&@ge a Ny Vall%®tudy
has been conducted in 2007 %@ 14@@1 1 ,:’KCA 822.1/03) which'¥s used
in the risk assessment. & o
2 Revised NOEC, based on a delayed time to h%l smw ing '119 148 My L © @j @&

3 The LCso of 0.06 mg/L from this acute st&y waSsincon ent resudts on&@e fullife- cyK\ﬁle tox@ test
conducted later on in the same labora ~ A % ﬁ Z.; G 0.; 2003; M-
104620-01-1, KCA 8.2.5.2/02). Reas@ ll’lQO anc &re m@sn et% 2003 (M-
104620-01-1, KCA 8.2.5.2/02): tw d1t10n acute stud s were £y duc that elde so yalwes > 2 mg/L
nominal) and > 1.009 mg /L ( an mea red) esﬁ t thag s fr he first acute test by
h et al. (2002) are not rtabl Yﬁ”’herefore th @L 1s deemed @reha&e The LCso of >
1.009 mg /L from the tal stu 1s thu used far l@lsses(@gle
YNOEC according to the hs@[ end@®thts oiQpn in @ EFSAYonclusion (ﬁ@plolh mona;o@ 2007), the original
study endpoint is the ECys = 4.4 mg/L; (,1<t®L OEGswas 1@%&1&%‘111}/& 1Ivedy@ was explained in the
DAR by the RMS butypropos a c@serval@e en
) EU agreed endpoi XQZ)r 1 §tr@de degyved J@n th&[‘\RAPLQ c\pé mce&n; on triazole metabolites
(PRAPeR 13, 200 &
9 EU agreed end| oint 1s\(@1ved&ﬁ°om thw\EFKA\Sme Re@ (2@) 12@@%485 Conclusion on the peer
review of tebugonaz
N JAU 6476- th@oci s lq&t@le tox@lore%d sho@’@s no @mda@ Vlt@as explalned in detail in a statement
015 (M-536612-01-1GKCA 82/01)sFor met@polites with (@ properties, the ‘EFSA Guidance on
tler &assessment @lan tect roducts for@guaﬂams@ in edge of field surface waters (2013)’
pres s to assume phat th@}cute a mc to@lty 0?&;
(parent compound)for al&ﬁrs{é@%ﬁg taxo ic Ygeups There@ the endpoints of the parent compound

too low. A new study has been requested b

me@bolite is equal to the toxicity of the a.s.
prothioconazole {§ di€s ongjrst tlel\specm@)vere @d fo‘the acute and chronic risk assessment of JAU
6476- thlazocme@

% This BCF valgg has lieg es ted l@sed o@he cufent E@agreed value of log Poy for prothioconazole (i.e.
3.82, as esfifdated Using th @meﬂ@%OE 107 5; 2001; M-067502-01-1). |||l N
(2014; 1\4%92539 -01-1) rstl d thé“@e Powsof prot#ioconazole according to OECD 117 and found a value
of 2.0 MHerefore, the fyopos CF JAU 6-S-methyl is worst-case and should be re-estimated
based oh the new v@ of h%g Pows@r protl@@cona@e

QO
Statement on the st%lctur propeities of FAU 6476-thiazocine
Report: @ \ K
S

RS
ﬂu; 2015; M-536612-01-1
Title: @& @ QRepo predictive molecular modelling results and on biological test results of the
N) % pr conazole derivative JAU 6476-thiazocine (M12).
Repcit\r\lo O &) ME536612-01-1
Dopumentd¥e: O NB536612-01-1

Guideli : none
Guidelin® deviation(s): none
GLP/GEP: no
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Potential properties and biological activities of the prothioconazole photolytic degradation product JAU
6476-thiazocine were calculated by diverse computational methods. The structural conformation o Uo
6476-thiazocine is different from prothioconazole and other azole fungicides. Docking of J 4763§
thiazocine into a protein model of cyp51, the target protein of azole fungicides, demonstrates th@
binding like other azoles is impossible. Forced binding of JAU 6476-thiazoéine 1nt0 cyps ﬁeq&@s a

totally different docking pose from other azoles and therefore is unlikely. % ®) § &)
a ‘”\a
© & @
Actual pesticidal biological activities of JAU 6476-thiazO€ine were refd {&Ved from Bayer CF@SCl%& ]
internal biological database ‘Bioquick’. Pesticidal aciyity of JAU @ 6-thiazocig ted alnag©

@
eight diverse fungi and ten other types of orgamsm%lth the excéption é))ﬁtwo kikely t&chmcaﬁfaﬂu&@
JAU 6476-thiazocine was proved inactive in all @bglcal tests,
. RIS
In conclusion, inhibition of sterol biosyntheSis bkf@\U @5’ @omhke@ pr&thloco%zole is
highly unlikely based on structural cons1de§%,)at10n@ his (Beoretital ﬁ%ilng 1@rongl@con@rat@by

experimental results. JAU 6476- th1azo%%e 1s %&%tlcwla}y in&dtive ag 1nst\ @ngl and o?toger or@sms
(oomycetes, insects, acari, nematodes@ant%%nd%% ns%%e scr&@ng @ndlt@ & S)

@ NS § @ &S 2
CA 8.2.1 Acute to%% toish 7 @© NS @@ >
Three additional studies havg@en pe?form@> The c@g‘resp&ldl <?ﬂgudyéymmarles are@resented below.
Existing studies have been evalu @ thnex@inclus @y ha\ ee@ummarlzed in the
Monograph and are includéd il%the baséline

sier, @x % @
N o ) . ©
Report: S KCAR2. 2@)4 Mo107724301-1
Title: @ Aﬁgute toxXiyty of SAU 6476 te "a\") al t @e Sh{epshea@mlnnow (Cyprinodon

rleg&ﬁs) und%’ sta&&renev%@ cond&
6\2 15

y 721@1 @ §
7@3 (a)% & @’

Report No.:
Document No‘ @
Guideline():

S @ @’
Guidelingdeviation(s): ne
GLP/GEP; @@fs @ & @% &89

Objective: S
A 96-hour static- rene est CO@@ﬁcte o de ine£h¢ acute toxicity of prothioconazole technical
to the sheepsiicad @nm@QCy Nnodov& variegatus e primary endpoint for acute toxicity was
mortality. %ublethal and @hav ts wgfe al@assessed during the course of the study. Results
of the t ere expreséed as ho@ me@n letigfgconcentratlon (LCso).
< N N
> @ D
Ma%@nals and metliods;$ Q X
Test item: JAU@$76 techmca&%roth@con@e), CAS number #178928-70-6; Purity 97.8%, Batch No.

&
F1.6233/003
@ O § &’ @

NS o .
The test @as co@ctm@acco g to the FIFRA Guideline 72-3(a). Sheepshead minnow (Cyprinodon

variegaius, %tely“@ days old at test start) were exposed under static-renewal conditions
(rengval agx ) fo %6 hours to the following nominal concentrations of the test item: control ,

soféent c@ntrol, 0.75, 1.5°, 3.0, 6.0 , and 12.0 mg a.s./L. Water samples were collected from all test
VCSSCI@ Day 0, Day 2 and Day 4 and were analysed to measure actual exposure concentrations. One
replicate of 20 fish was used in the control, solvent control (acetone), and the five tested concentrations.
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The light cycle was programmed to produce an overall photoperiod of 16-hours light and 8-hours dark.
Fish were not fed during the test and test solutions were not aerated. Salinity and pH were meau@ in &
all test vessels on Day 0, Day 2 and Day 4, whereas temperature and dissolved oxygen were n@sured@ﬁ
daily. Water quality parameters were adequate and remained within expected gawiges durin

experiment. The test temperature ranged from 21.6 to 21.9°C (mean = 21.7°@) as measure%hou @by

the datalogger. Dissolved oxygen concentrations ranged from 6.0 to 7.6 m.ig/L corresp %@7 5t
95% saturation, respectively. The pH values ranged fron@4 to 7.9 an<§ﬁe salinity J;Qgﬁged frgm 1 é@'

17%o throughout the test. Q S § N &@

Daily observations were made for mortality and subl%bal effects. &© é\g ) § q&©
. ) R o & A © &@

Findings: Qo?(b N @ ) \© & @

Validity criteria: Q@j %@’ 6 o\% §

The Guideline used as reference does not@tate ditySeriteri N@@gnif@t eviations to the

Guideline recommendations occurred, so t%t the @udy i eeg Vah%d § ©) @7 @&
Analytical results: \ \ & & w;\ éﬁ ISEES)
The mean measured concentrations m 76 C@nn F@ test@eno(@ere ﬁ
10.3 mg a.s./L, which represente 4 to 9 percent 0 he no@lal @en ons, Al regbfted results
refer to mean measured concen@mon% the dgst sol«@ﬁoni@ Q& S ©© N

~ @
Biological results: % C& § @& > S @ @ &
No compound related mQ@f)aht s or subleth fect&were@@ted #tany ?@t le@v during the 96-hour
exposure to JAU 6476, Since @ﬁf@nces @ere o} rvcc@etw eﬁégr of t;,h@)ntrol groups and any
JAU 6476 test level statlﬁcal@hpar@ons c@d bgmade e LU, NOEE and LOEC values were
thus determined expiric o @ S
Based on the oﬁ'- lﬁ@ta coﬂecte and th ean Q%asure@] A 76 @centrations the 96-hour LCs
was >10.3 } .s./ e 96hour @wesﬁx g trat@n (LOEC) was >10.3 mg a.s./L

) @as 1

b

and the 96-@)ur no- @Bserve effé@t cm%entra@n (N 0 g a.s./L.

Table & 8.2.1-1: z%ute toxg%y q&IAU (teuincal) t%hegshead minnow

NG &
Test substance < & \ @ O [ JAU 6476
Test object i @ $ @ - S Sheepshead Minnow
Exposure @ Q <O . N Q R © @6 hour, Static-Renewal
LCso S N © & O[>103mgas/L

Lowes/@]bserved Effe;g; Conc@ratlo@TOE&) %\g >10.3 mg a.s./L

nghﬁ Test Concg NI@atlon w\ﬁloKToxw @%ct (@EC) 10.3 mg a.s./L
hteshold Effect €oncengtation, TBC 2 @
e L3

(g€ometric mean of LO and@)EC/l >10.3 mgas./L
a & s R
N

Conclusim@

Sheepshead “mi @¢ exposed Tof 96 hours in a static renewal system to prothioconazole.
prothiazogeaused no rse effects to sheepshead minnow near the practical limit of solubility
in thetest sySem (@suﬁzncemraﬁon =10.3 mg a.s./L). The LCso was >10.3 mg a.s./L and the
N@ @s%ﬁ‘i @ as.

@ skeskoskoskok
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Report: kca 8.2.1/10 | . 2003; M-104709-01-1
Title: Acute toxicity of JAU 6476-Desthio to the fathead minnow (Pimephales prome@ @
under static-renewal conditions
Report No.: 200151 > @
Document No.: M-104709-01-1 Q & ©®
Guideline(s): FIFRA Guideline 72-1 @ °
Acute Toxicity Test for Freshwater Fish % ® § &
Guideline deviation(s):  no significant deviations @ gw N N é\a
GLP/GEP: yes V @ g}a Q\ @ @
. ARG
Objective: @ Q R C&

A 96-hour static-renewal test was conducted to 1ne the acu@tom@y of JAU 66 destl@o toéghe

fathead minnow (Pimephales promelas). The mary end@mt Q@ac% to Nty was moty

Sublethal and behavioural effects were also ;ggcsse @mn%ﬁﬁe c% eo u study. Results ofxfhe test

were expressed as a 96-hour median lothal on@emra @ If @osmbl@’ est dates ofythe No

Observed Effect Concentration (NOEC)an &% the\L wesg bs%f E%ect C@entratlon ( @ere
N ‘”\9

made. @ \

N L
@QKQQQ@J@@@@@@%

Materials and methods: AN RN
Test item: JAU 6476-desthio (methhté@f prathioc ole «5\‘ i@ZO 64 @@urlty°96 5%, Batch
@ 7
No. RUX76-105/8a. N @ ® SIS
& & 9

The test was conducted Grcordfng t Gl@:iehne 72@9@ Fa‘&@d n&'rﬁ?lows (Pimephales
promelas; approx1mately\78 @ at te @ere @05 d under‘%ﬁatw@newal conditions for
96 hours to nominal concentgationsio 0. 94 1. 8 75,{7)‘50 an®15.0mg miﬁ&bolite/L, and to a water
and solvent conno@cet@e) T sohﬁ@ns we ed agapproximately 48 hours. Water samples

were collected f@ﬁa al&@ét VK%EIS q{gﬁ)a&ﬁ% Day'%% and @y 4 an W@@ analysed to measure actual
(o8

exposure congédtrati % D

One rephcate§of 20@ish was us in the%ontr%f@sol con@)l, a&@in the five toxicant levels. Fish
were not. @ during thegt)es tes tlo were not . The light cycle was programmed to
produc&f@n overall p@ ope ho &llgh@ d 8zhours @rk Hardness, pH, conductivity, and

alkalinity were me@xed aall te&wesse@ eveg@ethen@ay D@olved oxygen was measured daily. The
test temperature gwring the 96-k@ur e&g%sur%@iged fom 23,3 t0 23.2°C (mean = 21.7°C) as measured
hourly by the %@atalog is§plv d@yge&onc@aﬂo@anged from 5.6 to 8.6 mg/L corresponding
to 64 to 98%aturatfon at @C réspectively pH xalues ranged from 7.4 to 7.7.

Daily obsggvations were @ade@r MOk 1ty@%% d suldethal effects (loss of equilibrium, quiescent, on
bottom gi¥test vessel, a@@urfa@ of tes@ves@ darléﬁ’ed coloration and erratic swimming behavior).

SN

A
Fin‘ﬂz?igs: ™ § @\ R §
Validity Criterj@ & @

The Guidelipe: used<gs3 r enceﬁ)es nQ state validity criteria. No significant deviations to the
Guideline mr@da‘c oc&ned,@@hat the study is deemed valid.
o & @ N

Analv{mﬁl re&ﬁ}s @©

The@e n asur con ntratlons of JAU 6476-desthio during the test period were 0.96, 2.06, 3.85,
d§é mg metabolite/L, which represented 102 to 110 percent of the nominal concentrations.

All re ed results refer to mean measured concentrations of the test solutions.

Biological results:
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Behavioral/sublethal effects were noted in the 7.99 mg metabolite/L test level. No behavioral/sublethal

effects were observed in control, solvent control and lower test levels. Behavioral/sublethal effects@ﬁld >

not be observed in the 16.3 mg metabolite/L test level since all fish died at Day 0. §
%799

No dose related mortalities occurred at the control, solvent control, 0.96§6, 3.85, 0 @;
metabolite/L test levels during the exposure period. One dead fish was found af@he 3.85 mg m%tabc@ﬁ\e/L

test concentration on Day 1. Since no sublethal effects were observed a&%this concengstion Awid ne

mortalities occurred at the next higher concentration, tlis mortality \{é\ﬁ not consi:i%red toybe d@

related. All fish at the 16.3 mg metabolite/L test level did@ on Day 0 rlting ina c@@ulat@mo&gty &@
of 100%. & S & QQ IS
. O @
Table CA 8.2.1-2:  Cumulative mortality and behav%ﬁbservation&in%e f@ad m@%ew e@)sed @JAU @6-
desthio . DN @ 6\ RS 'S
9 N Q
Mean 4 hours 2dhours O | 48 Roursr” ol 72 bours © 496h .
measured ¥ @ R = D S @
concentration %’ [ Q" «, S
tab/L) | D | Obs. | D | OB .M D @)Obs. & SD ' | ©bs. n, 0
(mg metab./L) NN A OF | o5 1| 08
Control 0 [208 Jo [QON o> {0208 O e 200y 0 |eoN
N) > N g
Solvent control | 0 | 20N 0 20N e 0 RPON & © 2@@ Q| O] 20N
0.96 0 [208 @ [208 @ ot 20807 b0 [SON Y b0 | 20N
2.06 0 [20n =J0 [20n 28 o [208 <9 ]09 20n, 0 | 20N
3.85 0 [20Ng [1Q) 1Y @1 | T9N ey 21 [N
S % 508, L§ @ 3 A@@é,& wy AS, QRPE; 1 OB, LE, Q;
LE,Q;{ SAS, LKW, Q@ ;Y0B, 1 OB, @)LE; 1 AS, LE, Q;
7.99 0 é%Q @ OQM LE:3,Q; %Q, LED 0& TELE1Q: |0 | 1ELE;
& | apone > Q: 1igy LDC; 15N 17N
16.3 ) 1Q\a© 90 | naY N\ 20 “na g@ @% 20 Qﬁ 20 | na

D = Dead = Cu @%ve ﬁ\\ber dead, .= l@fvati@gﬁ&nu r of in@duals t&ﬁserved plus observation)
N = Normal, L Losyz§ equilibiium, Q = Quiestent, 9% On Lptfom of@nk, ASS At surface,

DC = Darkeggg coloration, E= Erratic Bghavio N Q R
metab. = riggabolite g}a @a @ @ o Q@ \@j’
&@ @ @ N Q v Q

Since mortality on@pculie\l at 16;3@1©g m@%bolitg/L test\i}Vel, neither the moving average nor the
probit method ca%@e used for @statigt}al Qiysis o@nor@,ity data. Therefore, a binomial probability
analysis was @er orr@. Bagpd 0@;@16 6. ﬂali@data@e estimated 96-hour LCso was 11.4 mg
metabolite/BQ <) @Q \ N N
The NOEGand LOEC v&@e d 1 y \d@(?al efamination of mortality and clinical observations.
The no-g88erved-effecfzonc rationO@), ba{&i upon sublethal effects, was 3.85 mg metabolite/L
and t\z}g 1owest-obs@@\ed-e%ct-cggeentr@on (IX C) was 7.99 mg metabolite/L. The threshold effect
corfegntration, TE&geQ@@tric@mean &O@nd NOEC), calculated based on sublethal effects was
5.5 mg metaboljte/L. & @

@Q&\%% §@Q
Yy O & 9
T & O
s &
g\f (O @v\g
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Table CA 8.2.1-3: Acute toxicity of JAU 6476-desthio to fathead minnow

Test substance JAU 6476-desthio & ] @b
Test object Fathead Minnow S [
Exposure 96 hour, Static-R;@val @\V)) AL
LCso 11.4 mg metabofii/L NS
Lowest Observed Effect Concentration (LOEC) 7.99 mg metaolite/L ﬁ@ S -
Highest Test Concentration without Toxic Effect NOEC) | 3.85 mg n&é%al;)olite/L N 2 &
Threshold Effect Concentration, TEC \a @ . <) AN @
(geometric mean of LOEC and NOEC) < 33 m%@etabohte/L @ § {:\\g é
7 @ S o @
ion: %’ S &
Conclusion: QO(@ Q @

Based on the mortality data collected and the mean measured @ 64% -desghio cc@entra&fp@ns tHe96-
hour LCso was 11.4 mg metabolite/L. Basedéq sub@lal e{ﬁ@cts lzge 96-«@)ur 1>§EC and LOEC were

3.85 and 7.99 mg metabolite/L, respectivel v $ ¢
g P % \@' \@ Q Q> © @j @&
N 6 R
& \k***@ % N NS

Report: KCA 8.2. 1&&§ 2006; M%@SU@I & 2
Title: Acute toxi f@AU 6€76- trla@ylke@ (tec@ to %@Q%Onc ynchus mykiss)

under s@fic cotiditions (g @ N
Report No.: EBJ K306 S & @ @ ©
Document No.: 572§QI l
Guideline(s): ﬁﬁ@; FIFRA SBPA- §0/9 85006 (@/19@ v\,

50 l
%Dlr 9 .1 @ é N "\@

OEC N 9295 @ o &
Guideline dev1atl(§ Q § @
GLP/GEP: \yes &\ @ @ @

@ S > ©§

Objective: @’ % @

A limit te%%t 100 mg abog @erfo@ed ord% sh v@’hat rainbow trouts (Oncorhynchus
mykzss&@re not affeeggd at this test wthe nitabolite JAU@476 -triazolylketone, so the 96h-LCsg
is above this hmlt@mce%}twn@oﬂal@y wa@?ﬁhe ¢are tes‘e&ndpomt Behavioural effects were also

monitored durm@%e w%le e@ure xlod%@ﬁ B @©
& .© S
Materials ax "(TZ) metKQ@ds @

I
Test 1tem,§éU 6476- trlaglyl@ne gal ) ( @é?tabo@za of prothioconazole), Purity: 99.5%, Batch No.

HSRM 585. o~

S
@ N & N
w, | & o
Th@test was conductlng¢§c0r g to tife FIF@ Guideline 72-1, OPPTS 850.1075 (Draft) and OECD
No. 203 (rev.199P). Test orgatusms (@ncorfynchus mykiss) had a mean body length 4.1 cm and a mean
body Wf:igl@é g aﬁ%‘gt ingation Thirty fish were exposed (as a single replicate) in a limit test for 96
hours und atiogt}st cenlitions to a s@minal concentration of 100 mg pure metabolite/L and a water
control (With algg*30 fi§H). Reddveries of JAU 6476-triazolylketone were measured in all test levels at
the begi nin@ th@st (@ 0), after 48h (day 2) and at test termination (day 4) to confirm nominal

trat
%olxygen water temperature and pH values were determined daily in each aquarium. Water
tempefa ) re was additionally measured in the control aquarium and recorded hourly with a data logger.
Dissolved oxygen concentrations ranged from 91 to 100 % oxygen saturation, the pH values ranged
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from 7.0 to 7.4 and the water temperature ranged from 11.7°C to 12.3°C in all aquaria over the whole

testing period. @ ©©

@\ (g
Findings: @b &@ &)
Validity criteria: (04 Q\Q
All validity criteria for this study were met as given by the mentioned guji%ines. ) § § %@

A N

Analytical results: VC@ @ é}g Q\ %@Q &@
Based on analytical determination of JAU 6476-triazalylketone, 95 ©099% (mearx98%) ofthe @in@&©

concentration (100 mg metabolite/L.) were found ovﬁ@fhe testing peyiod %‘ 96 haurs. A&report@ res&@

are based on nominal concentrations of the pure@abohte O g @D
s 2 > D .8
Biological results: Q @ N S O @
%o @) Y @ $ <) o
There were neither any sub-lethal effects n% any fportali® in th&ontro group. No @)—let@’ or ]@aal
i A N
effects occurred in treated fish after 96he0 expasure. @} & & o é\g %,
@S . ®

A QA N SN

Conclusion: ©Q (& @ © @Q @ 9

In a limit test, the metabolite JAU @ 6- %azoly eton%@'ec & no use m(@lty t\&the rainbow
trout (Oncorhynchus mykiss) ag) 00 mg metd%hte@The 96HE: Cso s cl&arly above 100
mg pure metabolite/L. Ther@ere no behdyioral eftects %bserv@d durépg th%whole@(posure period.

Therefore, the NOEC afte%6 ho@ is c@ﬂer@te be®'100 mg m@%bohte{ <)
@

« N
o SOOI

CA 8.2.2 @ng-@m@d chgonic @lcg&o ﬁs@ & N
CA 8.2.2.1 Flsléarlg\l e sfzaage t%lClt Test O @ @& @@

The study sul@tted@the @asehr’%os&@’ un%; the @ambe§ 088%2 01-1 (KCA 8.2.2.1/01) has
been quahf}gd as irfalid b\%som@)auth ities ce th§§ gg ha@h 1%[ate in the control was judged too
low. A new study has thescAutharities a@on atory data. Therefore, a new valid
study @allable und@ the n@lber -29 k4 019 (KCA8.2, 2@/03) which should be used in the risk

assessment. A sum@ry o&t is 1@ stgd@ls pr@ded%@low S

7 ey i .

Report: ; 2007; M-291414-01-1

Title: @ life Stage toxicity oﬁproth conazole technical to the rainbow trout
% ( cor hus klss%%lder@v through conditions

Report Ngys @E A<§13 @ RS

Documeat No.: \ M 29

14-01-1 N
ehne@ 4 \©
&uldehr@gso ( draft)
EC @ulde@e 21

Guideline deVQtlon(s » not &gecificds”
GLP/GEP ‘% gé ]&

Obj ec

A ﬂo 'ear@fe &tﬁe test was conducted to determine effects of prothioconazole technical on
nbo@’@ rout @nco@nchus mykiss) over a 91 days period. This study was designed to establish a

no- obs d-effect-concentration (NOEC), a lowest-effect-observed-concentration (LOEC) and a

Maxi Acceptable Toxicant Concentration (MATC), which equals the geometric mean of the NOEC

and LOEC.

Guidgline(s):
N
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Materials and methods:
Test item: JAU 6476 technical (prothioconazole), CAS number #178928-70-6, Batch No. PFV067@33 >
Purity: 98.3%. S @ﬁ
y: @@ @@
The test was conducting according to the FIFRA Guideline 72-4, the OPPTS Gitideline 850. ﬁOO @ft)
and the OECD Guideline 210. Freshly fertilized rainbow trout (Oncorhyla&fms mykzss)& @ <45
hours) were observed for time to hatch and hatchabll@ - ﬁs@ ere assests\ﬂ%l for* abno
behaviour, physical changes, swim-up behaviour, mortality and grm@” (standard é&th WQ@‘[)
Study duration was 91 days under flow through conditions. q&
Nominal concentrations were: control, solvent coug%l 0.0625, 6325, %{25 OQ@ an 1 00 Iﬁg a.s,/@
During the exposure period, test solution sam@ were collected wege @ alte@a‘ust
vessels to confirm exposure concentrations of %othlo@iazol@acthatn&@[’w @pho@%ﬂ fo% mes

@

with 30 eggs at initiation (thinned to 15 alevih afte@latc]@ag h@%) P @oper: set tq 6 hours
v

light and 8 hours dark (577-849 lux). Des%lopm@embr%s/lar@e Wge shl@ed frt@l 11@%xp®re

until one week post hatch. & \ \ o

Water quality parameters including ﬁhar@%ss alkalinit COH&I@HVI ?\a@olve@owg@ levels
eq

were measured weekly. They wer rnaigﬂ 1t@’n e@cte ringzthe whole
experiment. The test temperatur@ang%i fro 10.5 t0 12 oC@ 1ss@¥ed oxygen
concentrations ranged from 7.4z50 114, mg/L@orr ndn@; 6§ﬂnd 1@% ratk&n respectively.
The pH values ranged from § to 8. ﬁhros@hout the test. @)
SN Qy \ ., 9D 2

@ O @ @ &
Findings: S N § @g S $ QD
Validity criteriaz =, &) © O & @ C& @
All validity criteriagpr this @udy@vere t as @%en @&athe men‘uor& Gurﬁehnes The oxygen level
dropped for a sho @60% ratiQt in &o reph@tes mQ he 05 pp% st level. This occurred very
late in the stu y bef%re stz&dy te natlezg} and d I§ e the outcome of the study.
Therefore thc‘udy @:onm@red t6Be vAlid. @@ @

N ‘”\7

Analyticabresults: ¢, N ©\
Recové%/ ranged fe % 84%% 9 % an@;@lean\lg?easure tegticoncentration were as follow: control
(<0.005), solvent @trol (%O 0. 05% 1(}%0 22549 and’0.94 mg a.s./L All reported results were

based on mean rf@asurgdfest 101;13% ©©
@ @QN S @ @ N S @
Biological re@ﬂts ©© \ (S

With the @eptlon of ene ﬁsh@m th@ ntr & exopeh%almlc) all other symptoms only occurred in the

highest level andwere co%m red to l& ated The symptoms were either transient in nature
(studsdays 33-45x0 ht— red)@f be@ @ated with fish prior to death. At study termination all
surviving fish showed négal l@%av&ur n%@ere without malformations.

& A N

RS
@ < Q & ©@
& e oe
& Q
&% O @ o
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Table CA 8.2.2.1-1: Results from the Fish early life stage toxicity test exposing rainbow trout

(Oncorhynchus mykiss) to prothioconazole technical @° @
Test substance Prothioconazole Technical D é§
Test object Rainbow trout (Oncorhynchus mykiss) & N
Exposure 91 Day, flow-through ELS o L 7
Fry survival (Study Day 91): NOEC 0.49 mg a.s./L LQEC 0.94 N 5
Percent Hatch: NOEC 0.94 mg a.s./L g{i\iEC > 0.94"mg a. L 2
Time to Hatch: NOEC | 0.94 %&sm ANLOEC | > 694 mgas./L -8
Time to Swim-up (Study Days 46-48): | NOEC | 0.49migas/L O LOEC | 894 mg®s./L S
Growth (Standard Length): NOEC 094 mgas/L O LOEC s> 0.9@@ a.ﬁr@ ©
Growth (Dry Weight): NOEC %@4 mgas/L O LOECe 7 >0,94 mg &5/L @
Morphological & Behavioural Effects: NOEC %@ 449 mg a. sg(L PLOEQ O@“ mgas. L @,
Maximum Acceptable Toxicant 0.68 mg /L (based y sufwival, s@&lm u@nd % <
Concentration (MATC) morp oglc eha@§ral eﬁ%tts) > «@: %
v © (GRS &’
Conclusion: w\% © \@ Q @ @j @

The 91-day exposure of rainbow trout @ncw@nchz@ ykiss) to }@tth&Maml@ech&l re@d in

an overall NOEC of 0.49 mg a.s./L @ k&&E @ 94@ a. s@bas &on fr& § , swim-up and
o

morphological / behavioural effec&The nfakimuin acce%ble@mcan@onc@atl A@ was 0.68
mg a.s./L. 9 & ©© @Q ~
2 & @’ @J@ & Q @ N
S @ g @
CA 8.2.2.2 Fish éﬁ hffgeycle§és > S @

No additional studies haVe been perforrned § st @%tudés\have been @alua@ during the Annex I
inclusion. They have @en sw@‘nam@y 1n the Mo@ra@i&and arg nclﬂt@ed in %h aseline Dossier.

@
CA8.2.2.3 §ém§ncep@m@1 fish” é@@ & @@

& < %
Report: & & KC@S 2.2. @)4 | 20431 M-459145-9) -1
Title: 2 v Sta emer@rega ing the - erivatiQp of a blocontratlon factor (BCF) in fish for the
N “metabelite pr cona Ole-Sanethy:

ReportNo:: @@M 4@5 OB s S %
Document No.: 1\4&3%59145@1 IS %\ &
Guideline(s): notapp le \ 63 Q @
Guideline dev1at1€@(s) ta abl S &
GLP/GEP: @, @Qn S o @

R S
Objectives @ % &9 @

Exposu@boncentraté@s of @rothloconaz@ S-fi Y%1y1 in surface water bodies leading to critical
blocg\?centratlon 1@h are%lot l@ly to@cur ever prothioconazole-S-methyl has a log Pow >3
which triggers the need ¢ add@ss its bi®accygnulation potential. In order to reduce vertebrate testing,
this was done @ihg a non-t g oach\ First, information from existing bioaccumulation studies
with the pa@co p%un(@himona % and another metabolite which has a very similar structure
(Prothloc% olexdesthiggywas reviewsd1n order to evaluate the a priori bioaccumulation potential of
prothio 7ol metl@l S@nd the bioconcentration factor (BCF) value for prothioconazole-S-
meth&@vas ell@sm&;@uantltatlve Structure Activity Relationships (QSAR).

In%rm on from ex1stl§;g BCF studies:

A blentratlon and Dbiotransformation study with the parent compound prothioconazole
(. B 200 Mi-087902-01-1, KCA 8.2.2.3/01) detected only low levels of
prothioconazole-S-methyl in edibles and viscera of the bluegill sunfish. No concentration increase was
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observed during the exposure phase between day 7 and day 14. This clearly indicated that formation and
degradation of the metabolites were in balance after 7 days already. The BCF for the parent com@nd o
prothioconazole for the whole fish was determined to be 18.8 (normalized to 6% lipid contentiNBasedy’
on the total radioactive residues (TRR), a BCF of 57.8 was determined, indicatig low accumiba io@f
labeled metabolites. @ s O\Q
Another bioconcentration and biotransformation study was condudted with t§ metabolites
prothioconazole-desthio ([ NN O >001; Mi-136749-0%, KEX
8.2.2.3/02). This study resulted in a BCF of 45 for the whole fish aﬁg’ alized to (Egﬁlipi nte&@ It &@
was concluded that the accumulation potential in fish is low for both e parent compoundys welfas tm%©
metabolite prothioconazole-desthio. Since the strue of prothié&ona lc—S—rp@@E;l g very §imilar %

that of prothioconazole-desthio, a comparabl@oconcentrat{on in@%sh car bx@zpec‘@}l f%&is
metabolite. % &° @ %\ %@’ ©© \% 7,

QSAR modelling of the BCF using the L% EPA«&PI@TE taolbox: © @&
QSAR calculations of the bioconcentratl@ﬁ acté ere\%ndu@d WQT%EPJS©§TE2§ESﬁmaﬁon Prggram
Interface (EPT)Suite™ is a Windows sed;é%»ite ysieé?‘che@al pm}en@ en@bnm@tal fate
estimation program developed by th&US O § @ § D ©

Calculation of the bioconcentrati(@&factor and %s}og ithm Ws% dong; ith&é pro@m &@FBAF ™ of

the EPISUITE toolbox using tvg dit:fsgc?lt m@aodsﬁe ﬁ@s th&traditional @es ion based on log
Pow (and any applicable cq@ction *acto@ and is anal%gous o h°e &/SKO TI\% method. The
second is the Amot—Gob% met]@, WI@ ca]@lates BCF Vzﬁues@m p@%?hani@gic first principles.

BCFBAF also incorporates preéiction &0 app@nabo%@@ halfSife i@h, @ estimates BCF and

BAF (bioaccumula.tio@actor r thige .trop@c levdls. - é& oD
Based on the chemigab structiire a@tak@mto ou@he experimefitally determined log Pow values
for the different %ﬁané\s, B alues for {sh wet&esti A_'ﬁ)-z with BCEBAF (v.3.01) for the parent
compound protggcon@ole, as‘well %for tl@%metal@\fites p%thi oég’ azolg-desthio and prothioconazole-
S-methyl. & & O O « @;*9
Regressii)n@gased &F gﬁﬁes for pro%ioc.o?@mzole, fprothi cona-dgsthio and prothiocoTlazole-S_
methyl @e 154, 47.G% and@g.l@ypectwely. The BEF valfies predicted by the regression-based
methoﬁlatched th ues\ c%vere %@Fally\tg%asurg?f in figh. The regression-based approach thus
gives a realistic, y@onseﬁat@tim@on ofthe bi&)ncgtration factor in fish.

S & > & ©
Conclusion: @ _© @Q O o .9 @
Based on int@matio% fro@fat Edie@nd @ictnvironmental concentrations in surface waters,
exposuredevels of prothioconagy e—S@%thy F?adingv critical bioconcentration in fish are not likely to
occur the envitenment. Bi&:once% tiond biotransformation studies with the parent
prothioconazole amd ‘the @Iab,ol% pr@oc@zole-destbio (which have a very similar structure as
prot\’}noconazole—%—meth@) ind@\ated 16w bidaccumulation potential of prothioconazole-S-methyl in
fish. To redu&@ve brate ine Bé@ialue was estimated based using QSAR models. The
regression—@d ngﬁg Is ictedd BCgyvalue of 319.3 for prothioconazole-S-methyl.

X
& & &S
CA i&% @Q @d(}éﬁne disrupting properties

P@atior@%levar@effe& of prothioconazole on fish were studied in two early life-stage tests (ELS)
with rgighow trout (O. mykiss, M-088492-01-1, M-291414-01-1). The studies show NOEC values of
0.308 ig/L (endpoint: time to reach the swim up stage) and 0.49 pg/L (endpoints: time to reach the
swim-up stage, survival, swimming ability, discoloration). Both studies indicate that sublethal
symptoms occur at or close to lethal concentrations.
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No specific studies on endocrine effects of prothioconazole in fish are available. However, as there is
no indication of an endocrine disrupter potential in mammals and birds no further testing is indica@ to O

evaluate the endocrine disrupter potential of prothioconazole to fish. 5 ®\ §
@
F @
CA 824 Acute toxicity to aquatic invertebrates AN S @Q\ &
CA 8.24.1 Acute toxicity to Daphnia mag@ @é é}”\ \"\ §
L @ ¥ s d

Report: kca 8.2.4.1/07 Iz 200 M-266597-0 11 S” R & &
Title: Acute toxicity of JAU 6476-ttyzolylketone (h.) tojthe w@rﬂea Qaphnia@ﬂagna&

in a static laboratory test m N \© @@
Report No.: EBJAX305 W o é@’ N SN
Document No.: M-266597-01-1 Q @ R N @}’ @Q
Guideline(s): OECD - 202 (1984) and coggsﬂpond@ revi @draf@oposal, é % &’

dated February 0152004 = @j @

EEC Directive§2/69/&BC, part C.2 (19 L
OPPTS Guidélitie 8 %OIQOQaftkﬂ (m&a&@ﬁﬁ §

U.S. EPA Pes@ Asos&smen@}ide]%l?), Sisia%@, § 7@2 (1982) §

IMAFF 128ousan No. 8147 (20007 (RS
Guideline deviation(s): none 9 9 é@ § &© ©© ©@ S
GLP/GEP: ves (& KRN 2 S . S &
& § S @y S @ %

Objective: o O §@ X @_ N 3
The aim of the study wasSsto d%rmme ossilfe’ ac ffegts of JA% 647 triaZzplylketone on mobility
of Daphnia magna a@f 48 @rs Q\fﬁ%xposu@e inastaticlaboratgry test system, expressed as ECso for
immobilisation. M@ality&was t@ﬁ test@ldp%@ Suplethal e@ects@ were also monitored along
the test. N RO N Y NG 9 N

STy Ve oY ES

. S QO ©O K@j SRS §
Materials an met¢l§ds: N L9 & 0O @
Test iteg& AU 6476-tri%zolyllggﬁ%ni@h.) (netabofite (%@othi@nazole); Purity 99.5%, Batch No.
HSR . O X Q S
M& 9 & Ve O N
O > KD o

The test was con1n accor to_the FIF@ Gufdeling 72-2, the OPPTS Guideline 850.1010, the
JMAFF 12 Nousah G\.@lin 0. 8@@’ ané@ﬁ'e OEED G&line 202. Daphnia magna (1* instars < 24

h old) were ¢ B sed@? a stale tes@yste&@)r ZL&@)ur t(@tjlorninal concentrations of 0 (control), 0.399,

0.878, 1.93, 4.25, 9.34, ﬁ@ @ an <Q@)O n@ure tabolite/L, respectively. In addition, a solvent
control medium, egntainiy}g 1004 o@he sp\f"“vent dimethylformamide/L) was tested. Recoveries
of JAU 476—triazolg@zeto were\@eas at stapt and end of the 48 hours exposure period.

The tost vessels consisteof ¢ 1cal@clea@00 mL glass beakers, individually labelled and filled
with 50 mL of t@e%test sol tior&@brre@ondimg@) a fluid level of approximately 3 cm height. Four vessels
(replicates), edg co%zfinin Ve @mids@ere utilised per treatment group and control (= 20 animals
per study goiip). @e wﬂegi were\%@ fed and the test solutions were not artificially aerated during
exposure@x Q) )
After g% nd 4&hour, beh r of the water fleas was visually evaluated by counting mobile daphnids,
deﬁgd as agjmalsWith swimming movements (slight movements of antennae were not interpreted as
sv@nmin&@novemem) ithin approximately 15 seconds after gentle agitation of the test vessel.

Additi@lly, all possible signs of sublethal effects were recorded.
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Water quality parameters were monitored along the test duration (i.e. temperature, pH, O> concentration,
conductivity, hardness and alkalinity). The measured values for the physical/chemical paramete@‘let

the required range and yielded no deviation from guideline recommendations. Q\ §
Findings: @’Q & QQ
Validity criteria: % < @ &
All validity criteria were met, as given by the mentioned @idelines. R 2N O\@ é\g

. T @ é}ﬂ Q\ 2 @
Analytical results: &

The measured concentrations of JAU 6476-triazolyl@tone in the t{e©hly prepar@test s@ﬁmr‘% teﬁ
initiation revealed an average recovery of 99% o 1%‘;;3 targetted n m@yconc%tratloqs Att

the 48 hours exposure period, the average recovefreached 100% of thénitial nieas o con@ntr@
demonstrating stability of the test item in the test systegy: No dueg}f JA@47 @azo]yﬁ?(eton@ ere
detected in samples from untreated Watel@zontr(@ Al@fepor@ re Wi baied on %mmma}l

concentrations of the pure metabolite. % @ \ 6 % § @7 @&

Biological results: \ \ §
During 48 hours of static exposure, n@‘-m %\\rhtles@curf@at o low h1 &t te co centratlon
of 100 mg pure metabolite/L. Midor su@thal effects, suchas beu@ preddrhina, sm% ated on the

bottom of the beaker (due to d1s ctl)@glecred'?@d @encﬁ @nac‘@oveg%ts) were observed
after 24h and 48h for four an@o e;@%vsed da hnld@. 1%@ @

R

N @
Conclusion: 2 Q
Acute (48 hours) static &pos%e of é;%%ml@aph@w a to ﬁ(U 6@6 tr lylketone (tech.) in
isationi at elo’wg es&@sted corcentration of 100 mg

aqueous solution revgaled
pure metabolite/L aseg on n%@%xpo@re @CCH’@UOHS Qhe E%so and the NOEC for
immobilisation affgt 48 l®urs dgfstatic®expostre w oveD00 ure @’ tabolite/L.

oy ¢t p \ms xR §P i pured e

-
CA 8.2.4.2@ @&cut‘&tom%ty to.an a%@ﬁon@qua@c n&&tebrate species

v
N &
Reports @ KCA®2 4. 2/01“@004 MOO 01 1
Title: @\) J&§647 esthl Acu& 0x1c‘i$y to cr 1sh (Procambarus clarkii) under static-

N Lenewa, nd1 ol¥s
Report No.: © § Q @
Document N @ @ 051 O@ 1 @ ) @

Guldehne(s) TS 8\10 10 Q rayf@}Acu@Toxmty Test, Freshwater and Marine; "Public
AN raft" 96-F18; Apif#1996
Guideli@ewatlon(s)> @JhoneQ @\
GLP/G e N
@ M % @ @

v S
N 5
Objective: @ @\ Q ©

@ &

The purpose Qit{hls mdiﬁ to &timatélhe acute toxicity, as expressed by a LCso, of JAU 6476-

desthio to fish\Procdubarus clar under static-renewal conditions. Mortality was the prima
P chpibarys @@i y primary

test endp@at NN )
§9 Q

Maglal a@w%@s §

m@nazole (JAB§476 -desthio), Purity:98.5%, Batch No. RUX76-105-1G.
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Procedures used in this toxicity test followed those described in Springborn Smithers Protocol No.:
031003/EPA/STR-Crayfish/Bayer (Appendix I). The methods described in this protocol meet the t@ng ©©
requirements of the U.S. EPA's Pesticide Assessment Guidelines for other freshwater species. &
Procambarus clarkii (mean wet weight: 0.97-6.3g, mean total length: 31-65g#h) were exgﬁed i@a

static test system for 96 h to nominal concentrations of 1.6, 3.1 6.3, 13 and Z&"mg a.s./L, respe i%y.

After 48 h, crayfish were transferred to a new set of test solutions. W@%er samples <§larly@
removed from the replicate solutions of each treatmen@vel and th{%’ontrols in &Ner t"o\conﬁ@[
exposure to the targeted nominal concentration. \g @ @ @\ @ @

Ten animals were used per treatment level and controls (two repli€atés of five aglma QAH arl&
were examined at 0, 24, 48, 72 and 96 h of expe for mortdlities, subletha eff%ts andhy s@
characteristics of the test solutions. Dead crayﬁs@ere removed and the ﬁndn%%s recorded.cy
The pH, dissolved oxygen concentration an tempegature @‘e r&}sur%@’dig ea&ﬁ’testv% ssel.
Temperature ranged between 23°C and 25°(@The @otop@a od @ set16 ht and 8 hedarkness
(320 to 430 lux). All water quality param%ers r@qame@wum@acc ptale@vels for the@’ww@%of

crayfish over the test duration. \ @ o X
Q@} K\\ RO &
Findings: oY A N < @ @' § §‘9 @ @)
Validity criteria: > © (& @
N S

The protocol states that mortaligy in thgf@ontr@f at t%gterm@ﬁlo ould@t e d O% During this
test, mortality in the contro@d solvent @@sltrol was 20% at te@b te nmjlatlon ortéhity was directly
related to molting and subgequen nnl@zatl@, and {&thus n%t ce@dere% be @glated to the health
of the organisms or the suifabili %/ of the@xpo@ sy%qn T@ﬁeforéo\the t&?wa@nmdered acceptable.

LN

Analytical results: ¢ v @Kg § ‘”\a\ @ & K\

Test item recove angé%bet e& IQQﬁndim% ?@n mg@sure@ concéntrations were 1.9, 3.3, 6.8,

13 and 26 mg aéJL @ectw&y A@kresul%were 4@13 based oan m%sured concentrations.
MRS & @b @

Biological ggsults: & & (g é,(;\f

At test t@aination 96 @) rs % @ahty was o@erw?@n théseontrol and solvent control. Mortality

of 40, 10; 10, 10 an 6% @bg&rﬁved @ﬁg erd ﬁsh e%os tothe 1.9,3.3,6.8, 13 and 26 mg a.s./L

treatment levels, 1 ectlvgiy f the 0 er@d m hty (controls and treatment levels) was directly

related to moltm@and @seq t cam@bal;z%ﬂon gone 0@6 observed mortality is considered related

to exposure to@AU &@7 io.\@ \@ \ @6@’

AN
s T FSI
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Table CA 8.2.4.2- 1: Mean measured concentrations tested, corresponding cumulative mortalities, and
observations made during the 96-hour static renewal toxicity test exposing c@sh S
(Procambarus clarkii) to JAU 6476-Desthio.

N
\)@
Mean measured Cumulative Morality @© &@ ©®
Concentration @
mg a.s./L 24h 48 h 72h 96>}
A B |[Mean| A B |[Mean| A B:l Mean A\& B ®PMean |
Control 0 | 0 | 0 [ 0 | 20gsA0= ] 20 [o20 [ 200 |20 | 207 %>| @
(ORNO) © | ) (1)0'}(1) @@31) NN ©&
Solvent control 0 [ 20 [ 107 0 10 %U 20 | 1054 20920 5220¢
(ORNC) 0) %2) @ M| 1O A 9
1.9 20 | 20 | 20 2%§ 0 | 20 40 20 | Qv | @D ﬁ 4
ORN0 eéé (%,g ij@f % (13%@; 2D G) ) |5&
33 0] o0 0 0] 0 20 [V10°
© | © E%@«»Q o0 o) W ® @ e
6.8 0 |20 | 10 0 2 10 Ro { 20 [QI0
© | ) @1& () %g)? 1@ %ﬂ(m S NONNONS
13 20 [ 0 0° (JS20 1 200 0 10
0| o o fo s e L el
26 20 26@’ 20 20 7 205 20 20 3}20 520 <20 | 20
(1) @ | (O] & u@ (NS ERS (1) ()
2 The actual number of mortalitie @prese?ﬁ%d in p@}ent}@s @ ~ @M)

® One live crayfish observed bej canm%hzed@ppeared to be %oln%@ @
¢ Molts observed in tank. The crayfispthat h; olt@vere Hiinibali ©
40ne live crayfish in eachot{@ obse ed béng c@bahz@ appr@hmatekxﬁtwo h@s a%@test initiation.
Crayfish that were being cannib Q% eared §be m‘@ng
¢One live crayfish obse@d bei Can hzed % @ é& &\

SIS

@

Based on the resulty’of this stud’yg%e 9&hou&QC50 valde w. mp@eallmated tobe >26 mg a.s./L,
the highest me@@ meagyired concentlon @t d e I\% bserged- E%ct Concentration (NOEC) for

this study Wa©6 m;§ s./k, & %@& @\% @@ S %
N2 @ ©
Conclusion: & @9 @7 ©© S ©\

/30\
@

The test item JAU @6@47 “desthia_ shov@%no ~advegse effe on adult mortality of the crayfish
(Procambarus cldykii) after @1 emosure@%he N E%was 26 mg a.s./L and the LCso was

R
>26 mg a.s/L. 2 @ oY
me a8 Sy T & o
K
S\ \
Report@ : 2.4, »

Titles 76 -through acute toxicity test with the saltwater mysid

@
Report No.: &
Document
Guldehne ):

Oé{ectiv@
The olﬁ@tive of this study was to evaluate the acute effects, as expressed by the LCso values, of JAU
6476 (prothioconazole) on the saltwater mysid (Mysidopsis bahia) during a 96-hour exposure period
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under flow-through test conditions. Mortality was the primary test endpoint. Sublethal effects were also

monitored along the test. @ ©©
N S
i : > S)
Materials and methods: o o
Test item: JAU 6476 (technical), Batch No. 6233/0031, (Original) Purity: 98.& expiration%ug&@&

2001. (Subsequent recertification resulted in a purity of 97.8% with an ex@gation date (@ ebrg‘}@@y 219
2002. The original purity of 98.4% was used in all calcu%@ms for this %@dy.) é;\ \"\ § @
The test was conducting according to the OPPTS Guideline 850.1 @Q,US EPA %eli@%@P@O/ké
85-010 and ASTM guideline E729-88a. Juvenile ater mysid(Mysidopsis bahig; <24 héurs 16
juvente 823 . &) & KN

were exposed for 96 hours to a geometric ser1@ five test dtem cofwentrations &@er floyv thrugh
conditions. The nominal test concentrations were: 0.23¢ 0.5@0, &@ an&@’o .s./L;%espefgg ely.
Mean measured test concentrations were de@’mir@fro amp@ of @'% waltgy collected from each
treatment and control group at test initi&ﬁ@n, bal@fppro@matel@% ours a@d at tst ter atiO@&A
negative control (filtered saltwater) as &%ﬂ as%\solv&} contedl (04 L.diRethylformamide/ ere
tested. S O é\g Q

Q & v NS
Two replicate test chambers (9-L gl4s3 aqu@a, ﬁ&& Wi@)p&%@@é{%m ﬁion@rere @gaintained
in each treatment and control gréup, w%h 10 1‘[wal‘%> mys in teé@han@ for a*total of 20
saltwater mysids per test concemtration, Obsébvatiqns of m@j Alityand ofher clifital i gns were made
approximately 5, 24, 48, 72@ 96 %urs@er test tnitiatton. T&l@ Juvegile n%mds were fed live brine
shrimp (Artemia sp.) naup@j' daih@urin@e te@o pre@n‘[ canniba@l. N 9
Water quality parameteis, wer monitded d@ ghoto tod of*16 béﬁrs oé?ght and 8 hours of
darkness was controlked wit@ aytématic @mer ate&t&p ures, were a&l@in the range of 25 =+
2°C. Dissolved o %n concent'ons@nai ZS@?mg/ 76%Saturation) throughout the test.
Measurements of§ ra@d fr .1 tQ, .3.Q§alinig§@f the & utiwat%@ test initiation was 21%eo.
Cumulative pe@‘lt n‘@@ality %bsem@d in % treatfgent r%p used@o calculate LCso values at 24,
48, 72 and 9% h . T:l%g@ no-o@ewé&effe@?onc ration)"(NOEC) was determined by visual
examinatiogpof the mort?%ity al@linio@%obse@aﬁon @ita. @ é,(;\’

N
S o X ST NI
F indin@: O\@ \Q ~ Q° \© o §\©
Validity Criteria: O AN N o\© v 5

S
The Guideline @sed efe &e d@%ﬁ nofistate alidi%@riteria. No significant deviations to the

Guideline rec@nmm@@t onscgteurréd, so Bat the Study i¥deemed valid.
L RN
icaDesults: L .9 @
Analyticgf sults: & O @ R
The me&sured conc%ﬁations%f .QU 64&6@‘( t&@\nitiation ranged from 101 to 105% of nominal. In
samptles collected at 48 a@%6 hdrs, r@sur@oncemraﬁons ranged from 96 to 102 and 98 to 101%
of nominal, respeg\tively@lean@}eaS@e test €dncentrations were 0.25, 0.51, 0.99, 2.0 and 4.1 mga.s./L
which represe&@d 100,,102,89, 16@and 193% of the nominal concentrations, respectively. All results

are present@ased\o m mea&t’red@g@qcentration&

> O &
NS )
Biolog res%@ : © Q

Dailﬁ%bser@ns @moﬁg ity and other signs of toxicity observed during the test are shown in the

ta elcg) © @
&
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Table CA 8.2.4.2-2: Cumulative percent mortality and treatment-related effects in saltwater mysids

exposed to JAU 6476 @°
2
ree:snured 5 hours 24 hour 48 hour 72 hour @ 96 hour ©> Cum@
concen- @ £ or-
tration Rep* | #D | Observ. | #D | Observ. | #D | Observ. | #D | Obsexv. | #D Ov. Nality,
(mg a.s./L) % O 2 &
Negative A [ o] 1oaNn | o | 10aN | o | 168N | o | geaN | o [ s loan ™
control B [ o] 10an [ 0| 10aNn | 0| 1oAN | 0 JQIoaN [ 0 @ 10AN x4
Solvent Al o] 10an | o] 10aN | 0gy10an | o] 10aN | @7 AN C O@Q}
control B | o] 10an [ 0| 10aN | &) 10aAN | 0] AN o | S10aN | &
025 A [ o] 10an | o | 10an T | 10aNgp o | Toan, | 15 9an’ N
' B | o] 10an | o | 10aNS] 0421007 [N 10AN | @] 9ANJIE |
051 A [ o] 1oan | o | toan | 8] 1N [oF | foan |0 [ Sioangd| < °
. y,
B | o] 10an [ o | waN _ho [Swangy| 0 BioanoY o, |  10AN
A 0 10AN | 0 @OAy\ 0 @10aA% | 0 10AN @Q AN &P
0.99 ) N 0
B | 0] 10aN | o 108N | €] 1N [qp | dBAN K0 [ Qioan,
2o A [ o] oan [@ | 10A8 [0 LoaNiey 1 [OaN2e] 2 PsansEIM s
' B | 0| 10ANg 0 k F0ANgT 0 € 8C282| 1| SANIE | ©7 5AN2EIM
il A | o] 10aRS] 17 saniE | 67 3CHE @] M |10 | © - 100
' B | 0] 190aAN | | HAN @5 | @sc o om ] 104 -

#D = Cumulative number 6fdead ysids; © @§ @ @ QO Y \
Observ. = Observed effeets: AN p ppedpNormal, C @ har; E= Exratic w1mmm Missing &
ISR SphareE- g & § M=

assumed dead

X
*Rep = Rephcate(l@ymd&per re;@gateg\ﬂQ@ > ©© @@ < @

Saltwater rny 1n neg 1%6 a@%s X& com\g%l ap ared@lthy arid normal throughout the test.
After 96 hours of e@osure”\mort lity 1n the 0. 2{@@ 51 ‘@99 2@an ¥ mg a.s./L treatment groups was
50,0, Z% d 100%, respect uideli @(U @A OPPTS 850.1035), up to 10%
mortal@s allowed f $ont Qrma ongequeridly, the mortality in the 0.25 mg a.s./L
treatment was no md&r%d tobe tre&ent&%lated%LCsogﬁlues and 95% confidence limits were
calculated from @nm%hty c@ andy\}: asft f@iows S

NES
Table CA 8.2.@3: ©QLCaluesQ)r sa& er m{@s exp(@d to JAU 6476

% LCso @pper Statistical method
@7 . @9 % coanden® 95% confidence limits
@ limi
X mpa.s./LOP mg als./L O {g\ mg a.s./L
24 >41 9. > ---1 Visual interpretation
48 < 4.9 6 KGR0 Q — Binomial probability
72 Ql26> Mo ™ o 4.1 Binomial probability
96 &K P 286, O 4.1 Binomial probability

! 95"/ﬁde @mtervaigs)coulc@ot be calculated from the data
N 5 Q

C@um @ @ N

The 72£§r and 96—hour LCso values for saltwater mysids (Mysidopsis bahia) exposed to JAU 6476
were and 2.4 mg a.s./L, respectively. The lower and upper 95% confidence limits were 2.0 and
4.1 mg a.s./L, respectively for both the 72h and 96h-endpoint. The NOEC was 0.99 mg a.s./L.
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D
Report: kca 8.2.4.2/03 N I N 0 ': M-Og- >
01-1 @ @ @
Title: JAU 6476: A 96-hour shell deposition test with the easter@(%@?ster (Crassostrea 'S
virginica) N
< K
Report No.: 110956 % . Q 2 2]
Document No.: M-055051-01-1 @ &% %\ N é\’
Guideline(s): - N @ < Q\ @ @
Guideline deviation(s): - « ©Q %@ S & S
GLP/GEP: yes %@ Q& Q R @© @Q}
AN
o @ N @
C e % . &
Objective: Q Q} S N s

N
The objective of this study was to evaluate théacute éffects, a3 ex&i‘o@ssed&y an o, oNJAU 6476 on

shell deposition of the eastern oyster (Crasso@trea&y%”gini@% dudrg a @our @posﬁge p@, uI{ler
flow-through test conditions. x4 N @
LN N o & P X §
Materials and methods: QL KN & < A O @
Test item: JAU 6476 (technical); B@% N&B%Q%l, (Original Pu@ 98© o, e@tio&@ugum 22,
2001. (Subsequent recertiﬁcatin sulteg in a@yrity 6597.88% with @h e@atiob@ate of\February 21,
2002. The original purity of %A Wé%vused @f all@dy &ulis.) S é
The test was conducting a@ordiréﬁo t §)P Guid@ijne 850.192;@ U%’E?A %@@eline EPA-540/9-
85-011 and ASTM guid&line %729—8821. Ern @ters@?a ostrea ngn@ were exposed to a
geometric series of ﬁ@f‘[est ce ions, a ne e g;uZ%ﬁlter%sea ter) control and a solvent (0.10
mL dimethylformagde/ cont@ O -Q@ c@nbas nggintained for each treatment and control
group, with 20 oysters jri@ach fest chamber, S\, ° 9
Nominal tes @nc%?tio were9.31, @63,@%3, and§0 mg~a.s./L. Mean measured test
concentrations”wergdetermyned from sa%ples\@ tes@@oater @Hec@ from the treatment and control
groups att\ﬁ@ beginning:and end OT thegiest. @ g
A pho;@riod of 16 @%rs ight afid 8 hours &ar@&s }V®\controlled with an automatic timer.
Water quality paragieters @re itoore ail&Wat@&tempe@?ﬁures were within the limits of the 22 +
1°C range established for the f@st. D'\{g%olvg@‘)xygé@ cor%?ntrations remained > 6.8 mg/L (88% of
saturation) throughout&€he testy; ea@@émems of anged from 8.1 to 8.3. The salinity of the dilution
water meas ‘~@') tnitié?on ahd termin tionganﬁ rom 21 to 22%eo.
Measurements of shell dépositign(i.e. growt r eagt oyster were made at 96 hours and were used to

estimat ECso valuéand t %o—ol@:rveo— ffect-concentration NOEC).
@é 50 lue @ @ 1 (

Q N S0
Results: v @@@\@j Q@ ©©\

Validity Criterig; « @ &
The Guideling, usec%‘s fegbnc Goes nod state validity criteria. No significant deviations to the
Guideline r¢sdommendati é’ﬁ&\ oc%rred,@hat the study is deemed valid.

o o O
Analx&?@l reg%s: % Q
Initigiy meag red@ce ftations ranged from 97 to 115% of nominal. Samples collected at 48 and 96
hcﬁﬁ's ha@neasured c(ﬁ%entrations that ranged from 111 to 133% and 102 to 118% of nominal,
respec@ly. Mean measured test concentrations were 0.37,0.76, 1.4, 2.8 and 5.4 mg a.s./L. All reported
results were based on the mean measured concentrations.
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Biological results: .
Opysters in the negative control and solvent control were normal and healthy throughout the test. @en o
the shell deposition data for the negative control was compared with that in the solvent control, né§
statistically significant differences were found at the 95% level of confidenc @fherefore, th& con@l
groups were pooled and percent inhibition was calculated relative to the pool&d control data.™ . <
Oysters in the JAU 6476 treatment groups also appeared normal and he:%thy with no§ es o
sublethal effects observed. Shell growth inhibition for the 047,0.76, 1 4@ and 5.4 n;@a . /L%geatné?f
groups was calculated to be 10, 22, 29, 47 and 98%, resp&¢tively. The our ECs e V&%@estl%ged
to be 2.9 mg a.s./L with 95% confidence limits of k9 and 3.6 mg.s./L. Wilcexon’ s@l s@ te@&©

showed that shell growth was significantly reduced@nb he 1.4,2.84nd 5.4 mg a &Q treatment gmoup&@

7o

comparison to the pooled controls (p < 0.05). N @ \© &
Q@' %\ @ 6 °\% 2’\,@

S
Table CA 8.2.4.2- 4: Shell deposition and s@l] gr&@h m@itlon@rm%@6 hofi¥ testglth JA’% 6476

Mean measured test Shell &ﬁfosﬂ"u&n > ;%hell @wth 1nh1blt10‘§
concentration (m X (} < S ° N §
(mg as./L) Méan + m‘* v Wy & s Y
Negative control 231 4385 - CHEERNSEIR & 9
Solvent control 32.16i0.805f N N wV f\@ f@ oY
Pooled controls . | 228211607 © o2 A - D O

0.37 & [2001d6 O & oX|1p Yo

0.76 1740821 & ow L R0 9

1.4 9 q 1.53?@oz§9 29 & 2

2.8 D 1.18%+ | > EENS

5.4 2 NE @@450*%20)@ . A % o P

! Mean and standar iation for yst @ &a K
2 Percent inhibitio 13“6“ thc trols Q @
* Indicates a s1g cag feren&ge fro&the pogls Ied co mls usig gﬁon s@]k sum test (p < 0.05).

© O
Conclusion: @’ e & K @ @
The 96- h&%% ECso valug for “easte yste@ (Csso;ﬁ w@?ca) exposed to JAU 6476 was
2. 9m%§ /L. The 9@3 confidence 1m@%wer 9 3,6@ng a.s./L, respectively. Based on a

statistically 51gn1ﬁ rec@%ﬂon @shell@rowg&}f the .4, Z&End 5.4 mg a.s./L treatment groups, the

NOECwasO76@§as% @ © S
@ @ § &

CA 8.25 %Q Lon@@en@nd ,@ron@?om@ to aquatic invertebrates
&

CA 82.5.1 ﬁep@uct@ andud ev@@%ment toxicity to Daphnia magna

N
No additional S%JICS ha@é b @ per@rme%@ustmg studies have been evaluated during the Annex I

inclusion. They havgdbeen m iSed in (e Monograph and are included in the Baseline Dossier.
ey L
@
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Report: kea 8.2.5.2/01 | N I I 002
M-083055-01-1 @ S
Title: Desthio JAU 6476: A 96-hour flow-through acute toxicity test with the saltwa& é§
mysid (Mysidopsis bahia) S
Report No.: 110979 Q & @
Document No.: M-083055-01-1 @ o\Q
Guideline(s): - S\ o L o
Guideline deviation(s): - & % o Q\@ &
GLP/GEP: yes V @§ g}a Q\ @
K o S & &
Objective: @} @ S R @ KN
The objective of this study was to evaluate the acu?ifects of JAI%M@;& h@on taltwa%ie)r %
(Mysidopsis bahia) during a 96-hour exposure p&eiod under -thr %h test comns,@ exp@d
by a LCso. Mortality was the core test endpoi NN W\? ISEER >
@ Q@ @ & % & ©

Materials and methods: % @ \@ AN ©© B @j @
Test item: JAU 6476-Desthio, Batch I\@RUDg% IO@a Pk@% 0%6 5%\ é\g 2o §

The test was conducting accordingi¢o the &’PTMuld@hﬂe 8§ 03@%8 F@@ gu§ e@A-540/9-
85-010 and ASTM guideline E72 882@@831‘(\}?)6 Wege © SRed 4600 | contentrations of
0.013, 0.025, 0.050,0.10 and rn ;%’etab Ri%: neg&g{/e (@red sa W&lt@ co Q'?w and a solvent
(0.1 mL dlmethylformamld%séL) @%ntrol ean @easu test{conceq atlo@ were determined from
samples of test water collépted frbin e@tre TNt gld control gr&ﬁf}?\) at @ 1n1t<1@§?on after 48 hours,

>
and at test termination.
T D RS @ @)
wo replicate test cl@ﬁber ere ‘aintg tai ined incea ch Sgmtmet@and ?ntro %TOUP, with 10 saltwater
mysids in each tes arnger for @totalsaF 20 sa ysidy per t co&jcentratlon Observations of

mortality and otkg@ clna\@l si %bwere%’lad&% 24 @1 urs fter test initiation.

A photopeno‘@ @urs hénd @)ursa\g} dar ess @ controlled with an automatic timer.
Water quahty pararfigters $were rggularl meas&f@d aloRy the fest. \%&’er temperatures were within the
25 £2°C. @%ge established for the te@mso@d oxygen c@icentr@tions remained > 6.0 mg/L (82% of
saturau@ throughm@ﬁ%e te§fy Mea rer@gts ofpH ranged fr@n 8.2 to 8.3. Salinity of the dilution

water at test 1n1t1atg®wa 2%%o. o o (& Ry
- > -
Findings: ®Q @@ o & § @j@

Validity criteda: & O \\ N N @
The Guidgline used as ere@ dogsot @%te v@hdity criteria. No significant deviations to the

Guideli@ecommend@@ons @currea@so tl@the Q%y is deemed valid.

& > N
Analyfical results: @ "\@ Q @
The mean meagyred test concentrations were 0.013, 0.026, 0.050, 0.099 and 0.20 mg a.s./L which
represented 104%1“00 and J00% of“the nominal concentrations, respectively. All results were
reported ba o@ean asuged cor@@tratmns
B1010g4§1 re&ﬁ}s @

Salt@ter sids 1@ atlve control appeared healthy and normal throughout the test. One mysid in
theé$SolveriiControl appeared lethargic at 72 hours; however, at 96 hours, all mysids in the solvent control
appeared’normal.

After 96-hours of exposure, mortality in the 0.013, 0.026, 0.050, 0.099 and 0.20 mg a.s./L treatment
groups was 10, 5, 15, 95 and 100%, respectively. The 96-hour LCso value for saltwater mysids exposed
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to JAU 6476-desthio was 0.060 mg metabolite / L. The 95% confidence limits were 0.046 and 0.079 mg

a.s./L. &
N N
g
Table CA 8.2.5.2-1:  Mean measured concentrations tested, corresponding cumulative mortaliti@%uri
the 96-hour flow-through toxicity test exposing saltwater ids (Mysidopsis bahiz)
to JAU 6476-desthio N
RN & S
Cuniulati
Mean measured Cumulative number of de@mysids & " &;‘ia ok cer@
. X @ ¢ymorgality @
Concentration Q o S %, &
mg metabolite/L 4h 24 h 48h 72h Q™96 h R Q < S
A|[B| A |[B| A | B A|[BSA]B|O S
Control 0]0] 0] o] 0 § 0] 09 0o 0 .S 0 &
Solventcontrol | 0 [ 0 [ 0 | 0 0 0 [ [.. 09 P &2
0.013 oo o] o le | 01 0 k1 Y | O NEES
0.026 olo] o] o O 09 11N 0pF 170 & N
0.050 olo] o] o 0 |y | @ | & 1 24 Qo 1’ K
0.099 0 lo10] 5%T0. D9 INO [9 |99 | © 95 §
0.20 0l o] 9 [ 10 16.7 10 10 4 10 10 [0 [ 2400 5
SRS RN N4
SEPORS § & & & %
S y O &S s
Conclusion: R o © @ S
The 96-hour LCs value for ¢@”\Kra‘e@i\\fny51d@iMy&ops @ahz@expos@ to gﬂ&desthio was
0.060 mg metabolite / L. Th&QS‘%Konﬁd e hnys wege 0.046.and %@ 9 m@meta@bo ite/ L.
@ S
°\@ ***@} {° w\’ ‘z§ @\v\?
& & @ 2
Report: A% 2@)2* F 2003; M-
620-Q 9
Title: ©© 6 esthi&JA 6476: %ﬂowt \ough It C3§ oxic Qest with the saltwater mysid
IS (M}@dopm@am S S @
Report No.; @ 209485 \ § s
Documen&%% M-104 @9 @ (o
Guidelj @@USE OPP 850 1350 S NS
Guidelin dev1at10n(sg\ - N g\
GLP/GEP: Q° yé & . S
@ X @ %\ %@J @b
Objective: Q N @ @ § Q

The objectivédf th1§§tud§%s t@\\/alu the @Eects 9f JAU 6476-desthio on the survival, growth and
reprodlié,@ of the saltwa er S b%g) in a life-cycle toxicity test under flow-through
test congitions. NO OE@ and e@etrlc mean of the NOEC and LOEC) values were
deter@med for eaq@%\f thg&»test po§@ N

@
Materials and @lethods. AN @ S

Test item: J, 6®% (m&aboli@ of prothioconazole), Batch No. RUX76-105/8a, (Original)
Purity of Q034%, &xpiration datesDeceifiber 21, 2000. (Subsequent recertification resulted in a purity of
97.0% a @Xpll‘atlgﬁ cLa@t@of January 29, 2003. The most recent purity of 97.0% was used in all
calcuJations @gthm@

Th%te s conducting according to the OPPTS Guideline 850.1350 and ASTM Standard E1191-90.

Mysids bpkis bahia neonates (age <24 h) were exposed to a geometric series of five test concentrations, a
negative (saltwater) control and a solvent (dimethylformamide) control for 29 days. Nominal test
concentrations were based upon the results of an exploratory range-finding toxicity test and an acute
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definitive study. Nominal test concentrations were 16, 32, 63, 125 and 250 pg metabolite/L. Mean
measured test concentrations were determined from samples of test water collected from the trea@” t O
groups and control groups at the beginning of the test, at weekly intervals during the test an@at tes§
termination. @
Four replicate test chambers, each containing one compartment with 15 my&ids, were mal&tam& or
each treatment and control group. A total of 60 mysids were exposed m%ach treatm@ and ontrok
group. On day 14 of the test, female and male adults wete paired, andgﬁ’e reproducg@n of me pal@
mysids was monitored until Day 29. Observations Of rnortahty @inical mgrﬁbf m@lcny Qnd
reproduction were made daily. At test termination, the@j@tal body le S and dry weig 1 s@vm&
first-generation mysids were measured. &

A photoperiod of 16 hours of light and 8 hour@ darkness was con@olled @th @utomytlc ifer.
Light intensity was 40 lux over the surface of one re%esent@e te@ cha&@r at €55t mé‘é’ﬂon& ater
quality parameters were regularly monitoredlong @e te@\ﬁMe $ nlt&m th%'legatlvoe
control were 20%o throughout the test. Meaﬁs%lreme@s of\ PH rang@ frcg 0 t@ 3 an@tempéfiturewvas
maintained within the 25 + 2°C range es@%ﬁshe@}or the test. [ﬁsolv& xy&@ co ntratlons re@nned

>5.8 mg/L (79% of saturation) throu;éht tltyi\ast ° & @ @
@’ \Q § \ § N S

Findings: Q o © O @Q o ©@ S \%

Validity Criteria: %, (og N < @©

The Guidelines used as refer@e do not Stﬁi@Vﬁlldltil@'Cl‘lte%a Np% @Angf@nt dC%Vlanon@o the Guideline

recommendations occurre% ) th&the s@y is @%med@éhd @ N %@
L s @“ RPN

Analytical results:
Mean measured co tratlons f§1 fire st1§ ra 88 to@OS% %f nominal concentrations
and were as foll ZS%Hg mé@’ool “ , w h rep@sented 100, 100, 102, 102,
and 101% of a&oncen{ﬁatlo&@ res@etwel& The sult estudy are based on the mean
measured test@mc%@ath&@ © . (c’@ IS @

2 % > © @ é?
Biologigabresults: N @ \

Surv1vé§to Pairing é ys GQ% ©

There were no st 1cally%1g%§nt dﬁ%rem@ (p @ 05] 1n surV1val from test initiation until pairing
between the nefative <nd ntr,oﬁfgroqgs fore the control data were pooled for
comparisonong@ A 47é\§ésth1(@reat,m@1t ro

Fischer's exact test was 1@ alua lé(ﬁ 1va dita. After 14 days of exposure, survival in both
the nege@comrol an olve ontl@l grogp was 95 and 98%, respectively. Survival in the 16, 32, 64,
128, and»252 pg m ite, ent % @ 95, 92, 90, 92, and 97%, respectively, and was not
statistically different fro@e po@fed vm ol@) >0.05). Consequently, the NOEC for survival from
Days 0-14 was 52 ug n@fabol@e/L @1 g&@t concentration tested.

Survival A Pai{%g (Days 15‘“29)

All surviing n@ﬁ 1ng§aat té% appeared normal. There were no statistically significant
differences (p @’ Oén su 1 to pairing between the negative and solvent control groups. Therefore,
the c@%&ol ooled Tor comparisons among the JAU 6476-desthio treatment groups.

F@ g@ct tes@vas@ed to evaluate the survival data. After 29 days of exposure, survival in both
the ne@ control and solvent control group was 94%. Survival in the 16, 32, 64, 128, and 252 pg
metabolite/L treatment groups was 91, 95, 88, 95, and 90%, respectively, and was not statistically
different from the pooled controls (p >0.05). Consequently, the NOEC for survival from Days 15-29
also was 252 ug metabolite / L.
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Reproduction: @ o
For each female, the number of reproductive days was defined as the number of days that theemal&y
was alive from the day of first brood release of any female in the test to the enddf the test. The da@f
first brood release in this study was Day 17. The mean number of young prodi@ed per reproéﬁctis@ ay
in the negative control and solvent control groups was 0.592 and 0.573, re&gectively. ®) < o
Reproduction rates in the 16, 32, 64, 128, and 252 pg met@olite/L treat@%ht groups \é@te 0.527, 0.6@,’
0.615,0.398, and 0.407 young per reproductive day, respectively. Theere no sta&§ﬁcal \igniQﬂnt g
differences (p > 0.05) in survival to pairing between tlig negative ar&(@o vent con Sroups. Th@for@%

. . S
the control data were pooled for comparisons amomgs ¢ JAU 647@desthio treatment groups. @) &@
Bonferroni's test showed that reproduction in th@U 6476-desthio tr ment%’ou&@t cotigentratibns
< 252 pg metabolite/L was not significantly 'fferen@n cor@?rim&}b th&@éole ontréﬁl‘\s’ » =0.05).
However, there was a 32 and 31% reductiofin r%@)duc@n in@@e 1 pg@.s./L %eatmery

groups, respectively, compared to the pos%ed go@rols\ Qe table below). A@hough@his @cﬁ@in

@

reproduction was not statistically signifé\ﬁht,b i&\}as cﬁgcentr@on—d&s de&@da d is thus b@ved
to be treatment related. Consequently@e NQEC f@g%pr@d&tio&ﬁ@as 6dg @m@e LOBC was
& Q% <
128 ug a.s./L. © . s KRS &
S > O OO s
Table CA 8.2.5.2- 2: Mean N %r @)un @duc@@ M@ Si, 4&41©hia P@@{e @ctive ;)\a
2.5.2-2: Pl of Young ced by pSisd PL@uctiye Day
Mean measured test Tq@ibnumb%r of@ é?tﬁjl I:,%fber o@'@ .9 ean nufiber of1 ,
concentration oung uce rodudiive day ung/reprodagtive day " * + SD
[ng a.s./L] . 5 péhd @$ < AS @Oﬁ %& f‘ii%
Negative control 127 o R D210 « €392 +0.139
Solvent control QY @ 149, & 260 QO | AN [N0.573+0.168
16 &) BF & | VY B0 @ ~ 0.527 £0.034
32 S | W4 N 234 9 L &9 0.610+0.177
64 O N 160 o & 260 § %, 0.615 +0.173
1280y Q QO 99O &« g 20 o @, 0.398 +0.117
252 5 s N GP58 3 0.407 £0.088

! There W&grg no statistic si ant 0.0SNiffe ces fraf thepddled controls (Bonferroni’s t-test)
2 Res ere generatgg usin cel 2000. ]\/{&gual cayulatiogs mgy@ fer slightly

o O\ O\ \

NS

Growth: N N @ >
The mean total lgﬁ)gth @ mﬁry ight@he ativ@mtrol and solvent control groups were 7.70
e

mm and O.Sg, @7.7&&1m and 0.8¢I"mg -zespectively. Mysids in the 16, 32, 64, 128, and 252 pg
metabolitelL had mean total let@s of %8, 7@§-@, 7.@7.75, and 7.76 mm, respectively, and mean dry
weights@% 8, 0.8520.86 .853@nd 0@\15 y“respectively. There were no statistically significant
differences (p > 0.0@1 suryival topairi betwdeh the negative and solvent control groups. Therefore,
the &&trol data wete po foré?ﬁpa@ons@ong the JAU 6476-desthio treatment groups.
Bonferroni's te%@showed hat&gﬁrodl@tion iy the JAU 6476-desthio treatment groups at concentrations
<252 pg me olitegs%wa d?‘ t si&' icantly~ different in comparison to the pooled controls (p > 0.05).
Consequently; th@OE Sor growth 52 pg metabolite / L.

o VNG
@ @ O N
Addit&oﬁal crmgBion a@@e toxicity testing:
Basgx on tl® res@ of-¢h¥ present study, additional toxicity testing was conducted to address the
différenc toxicity shown in the 96-hour acute mysid study from _C;_;

T 2002; M-083055-01-1, see KCA 8.2.5.2/01. It run in November of year
2001, whereas the present life-cycle toxicity study run in the fall of year 2002.
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While the 96-hour acute study had an LCso value of 60 ng metabolite/L, there were no treatment related
effects on survival in the 16, 32, 64, 128, and 252 ng metabolite/L treatment groups in the life cyc]@%s‘[. o
Two additional acute tests, an exploratory non-GLP study and a GLP study were run late in tli@fall o§
2001 to confirm the results of the earlier acute test. A summary of the GLP agie study and@on—(“@y
acute biological data are presented in Appendix 9 of the present study report.@he LCso of the noz&@P
acute study was > 2000 pg a.s./L (nominal), and the LCso of the GLP acut%tudy was >@)9 @.S/I@
(mean measured). © g*’ y;\ KN é\”
These data suggest that the results from the first acute t&§t were not 3‘:7’ atable. Thy @wr@ent&te &@
tests are consistent with the toxicity observed in the life cycle te§d The reasor dif@nc%©

. . Q
observed between the earlier and later acute tests c% d not be d@rrm(%ed. However&these tésts W{@
run with different batches of saltwater, food, an@anisms. N \© & @@
) N 9 é@j R %@’ SN
Conclusion: Q @ é}g @j& S % .
Saltwater mysids (Mysidopsis bahia) Were%(pobse&o me@ mea$ured co§cen tions @ 16, @ 4,@8,
and 252 pg metabolite/L of JAU6476-c§§Yhio§} 29 Q}/s. There \x@% no tratment relate eé@ on
survival or growth of the mysid shri expi?ed tqq\cgcen{%tio&ﬁs@ 25@g boli@, theChighest
concentration tested. Although not satrstically si i@ica@,\@there(@as feductidn’in r@odu@tjon of the
mysid shrimp exposed to concenty iong > 128 ug m%bolit .C equé@ly, t@\IO&@WaS 64 ng
a.s./L. The LOEC was 128 pg as./L andthe TC Ras 9lgye a.@:. [ ©©
N AN

LN
RS O
R N
OIEN A %
CA 8.2.5.3 Deve@pme& an%@mgénci i@Chirono@s s@cies%@
o\ N
No additional studies_have b@ perégrmedy ist stgd®§ haye been %Val}léﬁ@ during the Annex I

inclusion: They have®een sfithm d inghe Mandgra 1and afe inc@ed im@ie Baseline Dossier.
B g g e

S . @
Q" NN N - 9 N
CA 8254 © S@imen%dw ling @gani@s v @ §
& . 0 © 5 &
>N N & O o
Report:, & KCA 8.284/0 ; 5608; 1;312786:01-1
Title: &@\ @AU 6-degitio - Full life<&ycle to&itity tas¢ with sediment-dwelling midges

o @ (Chirsdomus ripari@)“und{@tatic %dit&&ns, following OECD guideline 218
Report No.: @ EBJAYO %o N S

Document No.: > M -312 -01&%\ %@’
Guideline(s): QOECD;) uidgﬁ@e 218, & N
Guideline de@ﬂon(%® Ro e fe& and%@er Sre ing a@ljlyses were conducted at GeoLabs, Inc.,
gintr \Massa% settgagsing dard U.S. EPA procedures and are considered
% facilit;@ord er, Spring Smithers Laboratories' SOP 7.92. Since the

@7 0 @analst were conduCted foldqwing standard validated methods, this exeption has no
S Q
Q> m%ct on%c stu@resul&
GLP/GEP: v g§ N QS
- Y e &
Objective: &@ N % § )
The object@of tﬁis%tu as to deterffiine the effects of JAU 6476-desthio on the survival, growth
and matt@iion arva@@o ad@’ midge’(i.e., percent emergence and development rate) for a period of

28 dag&f% a s w%er—se%@ent system (spiked sediment exposure), expressed as NOEC, LOEC and
ECx for em@%nc 10,aftd development rate.
Q& K

Materi4ls and methods:
Test item: JAU 6476-desthio-triazole-3,5-['*C], Lot No. 2000BRP213-183, radiochemical purity:
97.4% and JAU 6476-Desthio, Batch No. RUX76-105-1E, purity: 98.8%.
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The test was conducting according to the OECD Guideline 218 for spiked-sediment tests. Eight
replicates of 20 Chironomus riparius larvae (three days old) were exposed to spiked sediment in a@tic
water-sediment test system for 28 days. Artificial sediment was prepared according to OECD Gigidelinéy
218 (organic carbon: 2.4%, particle size distribution: 80% sand, 2% silt, and é@% clay, pH: @, sol@
69.24%). Nominal concentrations in the artificial sediment were 6.3, 13, 24750 and 100 g/]@er
weight. Pore water samples of selected test vessels were collected on day 0 Qg) and 28 an yzeds
by liquid scintillation counting (LSC) for total ["“C]residy@s. Sediment %\?ﬁples of sel@tted té&t ves

were also collected on day 0, 10 and 28 and were analy%ed by com ion followef Eby Is@ fo al
[**C]residues and high performance liquid ch@gomatograp ©W1th rad1 em@ d@tl%
(HPLC/RAM). Photoperiod was 16 h light and 8 w rkness (5904301 x; Temgperat&re and @issoly&d
oxygen concentration were measured continuou@i’ otal hardness, alk@mlty, specifi@ondtivity@nd
total ammonia of the test solutions were d ermm%wat té&lnm@}on &1@’ at te W\\fnatle@ in a
composite sample from the highest treatrnent@:vel afld the Centr lut .o’ﬁ’ 7] % .
Midge larval survival was determined in fdur ra@oml @electe@re %eates en day @ Th@j w@of
surviving midges was recorded and dr&%elghg\vas %tlmat@’ n % of fRe éﬁrephea‘[es § the

remaining vessels, general behavior a@ﬁeme@nc as %Q dedtf\ﬁ da%%&bam til d@%& S)
L @ @’ N \ @ @Q Q ‘&9@

Findings: Q o © > @Q ® N

Validity criteria: %G v S @ S @ @

Water quality did not meet@% Vahéﬁy cr{teria in some Thstand@s. Migor d viation§3o the guideline
validity criteria occurred, %mh v@e ter@ d rerffdined w1thn@e totqance & C. riparius. These
deviations did not have #&negative 1mpg@t 0 s or c@i%rpre?ﬁ’tlon@he «tudy, as shown by the
fact that biological @dlty (%ﬁt rla&%@urvw@ er&@genc&@v émet Theref%@ the study is deemed

valid. N @ 5
S O TR W9 v A @
Analytical resugjl@ \ N 4o Q} > Y & §
Based on the @alyt@ re%@ of se@meﬁ% pore@}é‘cer @ 0V§§ng water, JAU 6476-desthio that was
applied to gdiment remained bnd t%the @imen@nd 0% he measured radioactivity in the

sedim@as associe@@ﬁ wi§ AL@%—geSthi&@Thm@re, @wl reported results refer to nominal

concentrations. N Lo S
RN éﬁ \© 6&,\ éx @%
Biological result§? % @,% \% &

On test day 1@2thereWas a @isﬁggﬂy m@ﬁcan@dlffer@ce in survival among midges exposed to the
6.3 mg/kg tredtment evem d to«Q}e su \a e pooled control (99%). Although statistically
mgmﬁc@hls effect was no $elieved'to I%J)lologma ly relevant due to the lack of a dose-response at
higher ¢ centrat10§ < ©\

No s\&{istwally sighi 1car@iffer@e 1ow@\/as observed in any of the treatment levels compared
to the solvent control.

At test teergﬁo tlceﬂ® sigificant difference was determined for mean percentage
emergence wem asa s1gn1ﬁ ¢@nt difference in the mean development rate of male and female

midge m@e IOO@slg/k atn@‘t leve ompared to the solvent control.
< @ @
&% O~ @ o
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Table CA 8.2.5.4-1: Influence on emergence and development rate of Chironomus riparius after 28 days of

exposure JAU 6476-desthio @ S
. ~ b
concentllj::;::lnalediment) Mean percent emerged Mean Velopment g @
mg metabolite/kg (n}ﬁlfemale midge . N
Control 88 00541 8 &
Solvent control 71 Fr R 0.0636, A
Pooled Control 79 N @ NAY A @ @
63 81 m& 08694 > &~ S
13 78 @ < @0610R O
25 66=) R ey 0.0644 N
50 Qy N @ 00589 © @
100 w 18 oo &Y CH T
2 NA = Not Applicable. Treatment data w@ compdred to'selve %ntr%‘@ta f@lls e&dpomt
b Significantly reduced compared to thegolven@ntrol sed @ unnett’s T&t @7
NN
Conclusion: & \ \ 6 é% ~ @ §

Based on the nominal concentrations@ap %i tes@fbsm@ anq%ﬂdg@@%vel en@ﬁe ( a e/female
combined), the 28d-NOEC was tabhs@d to\be SO%g/lg dry @elgh@d t@, 28 EC was
established to be 100 mg/kg dry we ght@ @ @©

Since no concentration tested-es ulteﬁd\;n >3 @mh@‘tlon Qg@mld@m%ence (@devépment rate, the
28-day ECsg values were em%lcaﬂg estl ed c\- e> 190 mg/Kg dry’agelght,@@he h%%hest concentration

tested. \@9 N @ § @ S § @ @'y\?

& &7 N *Q@k* O Q" A "\@

@Q - 3 §a o 9 &
Report: 2.5.4/0 ; M
Title: ©© b\cmron usigjpariu ronjc t st W$AU 6476-S-methyl in a
S & watésedinfent sy%m usi p1@w e§
Report No.; © E&T’AX3
Document No.: %M 26, 5 01 @
Guidey@s): @ uidehiie 219 "Sed nt- \&ﬁﬁ h@) omid Toxicity Test Using Spiked
W%er (adopted @pm 2004) S

Guideline deviatlo§ 2 nohe N @, &
GLP/GEP: %es @ Y @

S & s &

@ O @ @’

Objective: ' Q  © @

The alrr,;@the study was to d@rm e 1§ﬁue @)f JAU 6476-S-methyl on the development and

emerge of Chzroi us @arms 1n a static water-sediment-system (spiked water
expo,s\gre) expressgd s N@@C L@EC a@’ EC@ or emergence ratio and development rate.
@ & Q
Materials and @eéthods: -\ @ S
Test item: J 64&6%?m 1 (ni&tabol@e of JAU 6476); Batch No. HUPP0658-MP, Purity of 98.9%.
& Q & 9

The te s (‘,<§uc‘cin§’9 acc@ng to the OECD Guideline 219 for spiked-water tests. First instar of
Chzro%gmus ari lar\%gwere installed in 4 beakers per test concentration and control with

al ' &ich. I@i‘vae@sere exposed in a static test system for 28 days to nominal concentrations in

E@g medium (spiked water application) of 0.001, 0.01, 0.10, 1.00 and 10.0 mg metabolite/L.

In additdon, an untreated control and a solvent control (dimethylformamide; DMF) were tested.
Recoveries of JAU 6476-S-methyl were measured three times during the study: 1 hour, 7 days and
28 days after application, in one additional test container of each nominal initial test concentrations of
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0.001, 0.10 and 10.0 mg metabolite/L and control (only on day 0) of the overlying water and the pore
water of the sediment. @ &
Water quality parameters were measured in several beakers of each test concentration over th holQ@@
period of testing. Dissolved oxygen concentrations ranged in the water phase 8.0 to 9.3@g O@

the water pH values ranged from 8.4 to 8.7 and the water temperature ranged‘@om 20.0°C t§20 3\

SN
Findings: 0 &% D @a
Validity criteria: & @ @ @\ t4\9@ &@
Test conditions met all validity criteria, given by the mentioned @uideline Oﬁ 2@ B1 gica] ©
validity criteria were also met. %@ Q& . & (@)

v ? | @ @}
@ N . @ %

Analytical results: “ &' @6@’ 'Y %@’ 6 \% N
Chemical analysis of overlying water and por@water@ver %&ae re ted ect@@qu ic fate data with
high recoveries of 92% to 100% for te%conc@'ratlo@ of 0: %m g m&abolj
eginning of the exposure period in t cover water. For @ie 180 tte ono&;rgltratlon 0
b fth d in the Sverlyirig water” For th h @ f1
metabolite/L, only 68% of nominal fogg%k on !9 0. "\ﬁie r @Vel veryQior th
concentration is related to the water € undé(ls\ expQsure ¢ can geroverg,on Day 0

was 86.6% of nominal, which is @thm the acgptabl&range&’ +

were based on nominal concenggtionss,

Biological results:

O
One dead pupae and oneg%t fully eméfged

S

5N

concentration of 0.1 mgmeta@ te/I%

Emergence started

1.00 mg metaboli

tart 0

140>

15@for

@
¢ &

g

the co

@

gt of @ﬁn
bﬁ

1 an(@ test@concehtratlons from 0.001 to
ﬁnc ewas de%@ed f%?our days at fhe highest test concentration

2

S
& @ R

N

Tlégefor%?ﬂ recg%ﬁed results
S

&

AP )
serfed lag@ we@’observed in the test

of 10.0 mg me olit 89. 4% of the m%ned (Q 160 aturated to adults in the controls
(control and en%@\@ntrol@)oled@afteﬁg> y@}fulf uid@le requirements.
3 3 N
Table CA§,2.5.4- 2: erg deve t ra Ch%@z)mus riparius after 28 days of
AL posuig to T4 647@5-me@§Q
Nominal QN Nuthber of> U E ‘é@genc%ef 1nseF§d larvae Development
concentration 2 em%ed r@ "% S Rate
(overlying water) @ @J al A r@e female (pooled sex)(1/ d)
mgpml’ | ¢ m@ S )| o (%) (%)
Control (pooled) G43 © [ ¥8947 [ @588 30.6 0.060
0,601 o 657 @ 3 . 538 27.5 0.058
0301 55 <688 O 463 225 0.059
%,0.10 &Y v | 9831 46.2 37.5 0.060
1.00 @54 @ 679 41.3 26.2 0.056
100 @ O 63 5.0 1.3 0.050

p-m. = pure @boht
\
X

For furt stat@§’ ical @alys

statlst@ po
on the devepme
méaboli
femal

(= LOECY);

§/&

of emergence male and female results were pooled to increase the
Stag?tlcab@mgmﬁcant effects (p < 0.05) were observed on the emergence ratio and
ate-ofmales (and of pooled population: male and females) exposed to 1.00 mg
esulting in a NOEC of 0.10 mg metabolite/L. For the development rate of
e LOEC was 10.0 mg metabolite/L, resulting in an NOEC of 1.00 mg metabolite/L.
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ECx values were determined based on nominal concentrations of JAU 6476-S-methyl/L in the overlying
water and are as follows: ép ©©
@\ (g
Table CA 8.2.5.4- 3: ECis and ECs values for emergence ratio and developm@f?rate &@ @
Endpoints ECis ECso © S @Q %
: @)
emergence ratio Ny 2N
(booled sex) 0.126 Cy 14 < O > @@
development rate S < Q %o S
8.66 > 100 o S
(pooled sex) ' < b NQ ©© C&©
Further ECx values (x = 1-99) are listed in App@i{ A of the @dy re@t QO ¢ @}
23 Q@' %\ @ 6\ °\% ‘§
Conclusion: & @ L & @% @Q <

Based on the nominal concentrations of J 6476%” met@% in @rlymg@vat%and midge %op@mit
rate (male/female combined), the 28d—N@E %Fest&%hed® be Qﬁmg htabolife/L weight the

28d-LOEC was established to be 1 m@eta&&hte/%@ @ % é\y\ § é\g Q
<
A RN - Ny S § 2
SRS @Q S \"\a
CA 8.2.6 Effects on,a akﬁ@ow@@ @ @® @ S ®© “
CA 8.2.6.1 Effectkﬁ rowth gﬁgre n algae @ o S
gq’% & S N R @
L N L9
% @ <
Report: 6 1/05 66567-0t
Title: é\aPse 1rc 1ella su cap A gr’ewth in t10 st 1fh@@oth1oconazole-
@ triazo ylk
Report No.: JAX . @ @
Document No.: \J -0 l S @ @ <
Guideline(s): @ @Dra@rom@ for atgaéE uidelige 201: %reshwater Alga and
@: Cy&gpoba(%ena G q('%/th IntabitiofFest" (@tobg\{?@z 2004)
Guideling déviation(s): A0Ne o @ & v @
GLP/ Cyes O N \
% @ \@ o \@Q LS @
Objective: Q\ é\’ \© "\9
The aim of the st det§{11 mﬂ%Len :gconazole triazolylketone on exponentially
growing Peud@zrchr@f Z bca ta @ress C, LOEC and ECx for growth rate of algal
biomass. \
© @ £
i AN
Materials and meth’agls Q ©\
Testsigem: Prothiogghaz @maz @ylket&h e (@U 6476-triazolylketone), Purity of 99.5%, Batch No.
HSRM 595, & <
§ @ &
2 %‘? N
The test w con@ in, cordig togthe OECD Guideline 201. Peudokirchneriella subcapitata
(freshwate@ i gae, @orm knowh as Selenastrum capricornutum) was exposed in a chronic

multlgatlo -@ st for 3 day®under static exposure conditions to the nominal concentrations of 0.954,
3.05, W7 38 an@O mg pure metabolite/L, in comparison to a negative control. Concentrations of
prothiocon@yole- tr@’zol@tone were measured in all treatment groups and in the control on Day 0 and

Day 3 e exposure period.
Water guality parameters were regularly monitored during the test. The pH values ranged from 7.9 to
8.4 in the controls and the incubation temperature ranged from 22.2°C to 23.5°C (measured in an
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additional incubated glass vessel) over the whole period of testing at a continuous illumination of 7,929

lux. @ &

N @
Findings: o @ @
Validity criteria: €§ & <
All validity criteria given by the mentioned guideline were met. &% § @@\ %@
N
Analytical results: vC@ @ @& Q\ @Q &@

Concentrations of prothioconazole-triazolylketone in @e treatment l@%ls at Day @ vere Q&©
targeted nominal values (average 101%). On Day 3 g‘ncentra‘uo@%f 97 to 10&@& ommal@ivera
102%) were found. Therefore, all reported res@ are based\n nm@%al contentriions @ the@ @%re

metabolite. w &° Q@j %\ %@’ @6\ \ %
¥ & & Y @’ S oo
Biological results: > @ K @ @&
Biomass increased in the control by a a or &f\23 @thm@}day&%he g@wth\z{glte in contr
homogenous along the study duratio ng ¢ epl 1ca<t§s Su&@r res&ﬁs \/ obs@/ed for every
tested concentration. Algae growth }@% n%md b;o@ass fter 72 @)ur %§xp g@as faljows:
S
Table CA 8.2.6.1-1:  Effects o@rothg&g@nam@tna@me on £s©eu @ %@ila subcapttata after
72h “ > S
Nominal Ceﬁ N er @Q (0- )-Ave@ge Il@ltlo of c;Doubling Time of
Concentration - 2 after Sgeeific Growth. L Awverdge Specific Algae Cells
[mg metabolite/L] meam) per mL ﬁes}\@ays'lb gi"owth Rirte [% [days]
control & 6269, ° AN054 S TR 0.658
0954 Q| . 252980 ~F LT ) D2 0.644
3.05 S | © 266170 % 1099 & & i(&@@ 0.636
9.77 . O o 745920, N 0.650
3L @ Q23378® v fﬁw.o49 S § 004 0.661
100 223400 o« “1.033> 0.671

Test 1n1t1aftq@ff with 10 11s/ @9 Q@ \“@’
-% 1nh1 n: increase i row lativ the c&ntro@ "y Q
N

&> N
Based on these re s t e NO fog@e Avétige G@wth%ate (0 - 72 h) was empirically estimated to
be > 100 mg m%abo@lﬁ@ LgE’C a;sia\"the @Cso@re empirically estimated to be > 100 mg

metabohte/L© @) @@Q @\\ § @@\ @@

Conclu % QQ @ N

Prothiocdnazole— trl@lyl %one %§ nlﬁpa@ toxic effects on the green alga Peudokirchneriella
sub@zmm at conc%ntra 00 «@g me ~‘\ ollte/L The 72-hour E;Cso was > 100 mg metabolite/L.

&
&
CA 8.2.6.%@ \ﬁ?fe%@n gN)wtl@O% an additional algal species
S

Report@@ @Q@ @2 201 | NG 200+ M-000954-01-1

Title; *v @ @ Texieity of JAU 6476 technical to the saltwater diatom Skeletonema costatum

D& No,© Q@ 434

umep@% £000954-01-1
Guide}ing(s): USEPA Guideline 123-2, Growth and Reproduction of Aquatic Plants (Tier 2)

Guideline deviation(s): none
GLP/GEP: yes
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Objective:
A static 96-hour algal growth test was conducted to determine the effects of prothioconazole (JA 6O
technical) to the saltwater diatom Skeletonema costatum. The primary objective of this grow study§
was to estimate the fifty percent effective concentration (ErCso), which represents’the concentf@tion t@t
produces a fifty percent reduction in growth. A secondary objective was to déermine the no-ob fed-
effect-concentration (NOEC), which equals the lowest concentration w1th%1t a statlstlc@ i %ﬁcan@
(p > 0.05) reduction from the control for the measured parameters. The r{q\\ponse parat&ﬂéﬁers used in t@'
study were cell density (standing crop), cumulative bidfiass, and g -~r h rate. Thiovariable u@g@to
calculate the response parameters was cell density ba@%d on daily c&@counts é\g ) @
@

~ N & S 9
Materials and methods: Q} R O @
Test item: JAU 6476 technical, Batch No. 62%&/0031@§ur1ty§98 @ @’ 6\ \% §
Q @ .
The test was conducting according to the QERA @mdeli@é 123@, Sk Ze oneigg cost@zm ex@ed

under static conditions (shaken cultures)&%r 9@%urs %Q\he f@bwn@ omn?lgntranons 7.7,
ol

@

19.2, 48.0 and 120 pg a.s./L. A wate n‘m&l\and g%lve’ﬁg acefol ) r e als@implémented.
Samples of test solutions, control a&@olv@ con&@ WeLe ak&r@n mee@lre actual
exposure concentrations. S
Each replicate was inoculated wish Sk&lgg?onel@ costatim cat mm@den of @x() 000 cells/mL.
Three replicate vessels weres@%pareﬁor edch concentratl%n and@sed t@determine ddily cell density.
An array of cool white ﬂ@resce@hgh@rod d a 1&hours of 1@11na‘ﬁgn andz light intensity of
approximately 392 footsandleg (4.2 k%&) lity gafameters W@{? mm@red regularly along
the test. The test tempegature g\\g f@)m 193 to @ ﬁr 19@O O)y @corded hourly by the
datalogger. The p asuremen g g@rom@ @ for @ll test Ievels dﬁrlng the exposure period.
The salinity was $t31 at ppt. =, \ N Q o & @
S @ &
o & < O
Findings: & @J@ %© @ ﬁfg @;*9 ©© S @
@ D g kS

Vahdltv Cl@‘eerla % @ S

The Guideline used ag}fefe§c (@ not state@ahdm@cnt? No significant deviations to the
Guidelitte recomm @tlon& ug{ed SO @? th&@udki\ls dee valid.

Analytical result@@ @,% % N

The measureonc tlo@ of Jé@ 64@ on ]@/ 0 were 3.00, 7.30, 17.5, 46.8, and 117 pg a.s./L,
which repres ted 9 - e no al t@j con@tratlons The test compound dissipated rapidly
from the Indeed easure&}con trati of JAU 6476 on Day 4 were 0.7, 1.66, 7.85, 22.1 and

98.8 pgtais./L, whic @mprese@ed 2 to 8 of 1nal concentrations. No undissolved test substance
was ¥isually obserygd 1@ tes@&’%ess@thr@hout the test period. All results refer to the initially
measured concentratlon@ <&
& @ &

3 &8
Biological r,@ﬂts N ®
No phy51 abn@‘laht wer@bsewﬁ in the controls or treatment groups during the study. Biomass
increaseghexp oréhtia yint ntrol by a factor of 118 within 3 days. Algae growth pattern and biomass

oufs-df exposure were as follows:

&
S 2
@%c
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Table CA 8.2.6.2- 1: 72-hour and 96-hour cell density, cumulative biomass and growth rate during the

exposure of Skeletonema costatum to JAU 6476 (technical) @ @@
Initiald dMean Percent i\’[elan J P(zl;;e;nt l@an P nt O
measure ensit calculate: ()
concentration [cells/mI): X | . (%) 2) cumulative | inhibition G ct)h rate l%hlbjti@g
[ng a.s./L] 10°] inhibition ™ |, 4 ass Y " SIS
72-hour w RN
Control 9 118.1 - - &7 - O - NN - @ @
Solvent control 141.2 - - - Q - @ MY é
Pooled control 132.0 - 26656 <> 006761 DV o
3.0 128.2 3 2496 .4 Q|- 006740 ¢ S Y
7.3 139.5 -6 03579.2 3 T 006840 | ¢ -1
17.5 67.8* 49 1270.4¢ |0 52 | @p.058a8* LN 14N
46.8 8.6% 93 A 1994 7 R S 0.020350* 56
117.0 0.9% 99 132 N A0 & -0.00443% S)00 ¢ °
T o S S
Control 9 195.4 S ) KT D
Solvent control 219.3 S Ro AN oo oy &L N L
Pooled control 209.7 O S . 6744.000 0. O] op554eN | & -
3.0 207.8 Q 1 65040 S 4 a7 | £0.05538 Y 0
73 203.5 T 37 5760 A kTR 006832 1
17.5 164.4 O} 22 4098.2% « [ A6 0833108 5
46.8 23.9% " | o 89 €, | 4556.8%, £92 « 7| @03232% 42
117.0 1.1 | QO 99y [ O g+ 1008 [ (0.00068* 99

* Statistically significant from C%trol (Dufinett'sohe- t@d tes@ <0.05) Ko N
2 9% Inhibition=100-(( Freatme fRean dénbity/p@bled eqnitrol @an dq&sity)*&&@
i is equal‘to th ea ur@r the_ srowth&urve @ Q N
om gh 1ty data Q @
cl fror&%&lculaﬂons uerto retuced g th @& N

@ & B

ECso, NOEC @OE@ and'(gC %lues w%e d&@mn@for chdh e&(@oint based on these results, and
were as f&f@w % @ Q@ \@’
25 s
“ S

d Replicate A Wa@

&@ O@o\ @%\@N
FUSS S
& & & & .~ o
RS T s S
@ O ¢ .0 © .0 @
Q O O O N D
Y S K 9 O
3 S & W2
& < R N
N Q\&Q\
> %@@Q@’Q@@
S @ﬂ&@\ O
@%
N Q
§Y§©%©@
> O o
s &
@q\’@@%
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Table CA 8.2.6.2-2: Toxicity of JAU 6476 (technical) to Skeletonema costatum

Test substance JAU 6476 @g/ ‘@©
Test object Skeletonema costatum ©) g
Exposure 96 hour, static g &@ K\Q
. c o . % Conﬁd e N
Endpoint description: Endpoint: < Interval: @ﬂ@ 2
96-h ECsp - cell density 25.6 pg%.s./L & 7] 23.6- 273Q}g aiﬂ Q
96-h ECso - cumulative biomass 20.1 Mg a.s./L Q@ 19.0 - 262 ug @ o
96-h ECs - growth rate 499 pgas/L O 4554 p,@s L (\\ Q
72-h ECs - cell density @0 pga.s./L Q& 16 1194 ugas S gl
72-h ECso - cumulative biomass lpgas/L 2 IQG -1 ﬁkug a. s &
72-h ECsp - growth rate Qy45.6 pg a. s,& LY 4 dR/L «\@
96-h Lowest Concentration with an effect ¢ “ g %o
LoE) 5| gt by
96-h Highest Concentration without toxic e%act §l = 1%3 /L growthte) o é @% @& ’
(NOE.C) 5 YN N @ §
ZEOhEI:((:);vest Concentration with an effé@% K ‘g‘]% hga % L éf th &g\) § é\g S
72-h Highest Concentration w1thou&@x1c e%c o s/L OWt te )Q 9
(NOE,C) ) @ O LS
ol 3
@ & v S @ Q D
Conclusion: S @ @)

R
Skeletonema costatum we expo%d @s‘tatl@}onm@m for 96 l@rs toﬁU 6476 (technical). The
72-hour E,Cso value was’ %a 5./L 5% @ﬁde ¢ intgrval: 4336 — 429% ug@?/L) and the 96-hour
E.Cso value was 49.%ug a.sdb (95‘@@ conf@ence@@qterva@% & SAKZ ug a@L) based on initially

measured test conc atlons@ @ @ O %
N

Q
The 72-hour g@@gc LOEC: were s %ﬁ 46 @g a. s% ctmé%

The 96-hour NOE,C@nd L(@rc w@e 7.3xand 1@' ug &\ QIL, ectl@ly
x o @ %
N S ** @k*
A @,
Report: O K@ 8.2632 z& J: 2004; M-001064-01-1
Title: @Q ox1c1 f JA{Qﬁ 47% nical the shwater diatom Navicula pelliculosa

Report No.:
Document @ ©© M- 1064 0@1
Guideline(s): tand@ Guld@}or CP ucting Static 96-h Toxicity Tests with

% 1cro E@ﬁ
@7 " . us £PA; Pesticide@sses nt Guidelines, Subdivision J - Hazard Evaluation:
Q' N target nts; ERA-54079-82-020; 1982.
\ hortcy'erm ¥ethods for Estimating the Chronic Toxicity of Effluents
. @d @éwm@Water&@ Freshwater Organisms; EPA 600/4-89/001; 1985.
< -US&PA,; S@dard@aluanon Procedure, Non-Target Plants: Growth and
g§ % Refitoductien of @uatlc Plants - Tiers 1 and 2; EPA-540/9-86-134; 1986.
i

4

atlo®

Guideli

e e Sl
o & A E

Objettive: @7~ 57 .

AQatic &@hour growt§est was conducted to determine the effects of prothioconazole (JAU 6476
techni to the freshwater diatom Navicula pelliculosa. The objective of this growth study was to
estimate the fifty percent effective concentration (ECso), which represents the concentration that
produces a fifty percent reduction in growth. The response parameters used in this study were standing
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crop (cell density), cumulative biomass, and growth rate. The variable used to calculate the response
parameters was cell density based on daily cell counts.

Materials and methods: @ @ &)
Test item: JAU 6476 technical (prothioconazole), Batch No. 6233/0031 Purl@’of 97.5%. s &

The test was conducting according to the Guidelines Ep4- 540/9- 82—@ EPA 60%&—89/0&1 EP@”
540/9-86-134 and ASTM Standard E1218. Navicula péfiiculosa was S posed undéﬁstan@:on tﬁns
(shaken cultures) for 96 hours to the following nomiral concentratjéas: 26, 64, 169 40

a.s./L. A water control and a solvent (acetone) cont of were also méem ted. S@lple%)f test fg) t1
control and solvent control were taken on Day 0@ Day 4 to ﬁ@asur@cmal ¢ 0 ufe concentrat @ns
Each replicate was inoculated with Navicula &llzcul(@z cel a n%}un @’ni? 16,0 000 cells/mL.
Four replicate vessels were prepared for each@ncer#atiop’and u to def SGermingdail ell d s1ty An
array of cool white fluorescent lights Qgg c@' 24-Bour 1@m1§t10n @d a [ight @nm &of
approximately 412 foot-candles (4.4 klué}’ \ Ao

The quality of water parameters was rlarlx%’lomt(\z%d a}egl%g thg\ﬁ@ldyéhe te mp@é}fure &iposure
ranged from 24.4 to 25.3 °C ( @ = C@ as @or{@’ho wly by datafoggety The pH
measurements ranged from 6.5 tg 5 ﬁ%r all t@;t 1ev% duri s;) orthe @ osuéﬁperl@ Thei%()nductivity

ranged from 127 to 139 umhos
g K Q@m N @ @ & @Q . R &
Results: N O - 2 T %
5 O N W T Q&
Validity Criteria: N © & %o @ y\a
The Guideline used as refe@%e dexs no@state@ahd@@crlt I}Q mgn@nt deviations to the
Guideline recommeggations ccuﬁ@ s%@att ud@& deeme valfd.
¢ o7 N
Analytical res @\ S \ E)
Measured co@entr ions of JAU @76 dnf%ay@iver @on (<2¢), Solvent Control (<2.6), 23.5,
56.6, 146.3¢356.4 and 889%37m @s./L %hlch@prese@d o 91%ef the nominal test concentrations.
The te%@npound rap@?r di ate@m the test \@ater RO eed wmeasured concentrations of JAU 6476
on Day ¥ were <L (@ 8.3, 4.8 and 2063, aaQ@m 7 Ug a. Wthh represented 0 to 72% of the
nominal test cong ratlofﬁ %dls«z@ Ved t su@*mnce was visually observed in the test vessels
throughout the te@ per Al @ ult er t&the 1@1ally asured concentrations.
@ \ .
Biological re@ﬂts ©© ©\ Q\ (f‘@\
No phy @abnomah es wer@abse d i com@ls or treatment groups during the study. Biomass
increas exponenﬂ%y n the%.n olbya tor@w within 3 days. Algae growth pattern and biomass

after\?@ and 96 ho @)@sure @re llo@b
@° N <
s &g & @Q
O

@
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Table CA 8.2.6.2- 3: 72-hour and 96-hour cell density, cumulative biomass and growth rate during the

exposure of Navicula pelliculosa to JAU 6476 (technical) @ @
Initial Mean Percent Mean Percent } Pekeent é§
measured density (%) calculated (%) Grliili'ate ) @
concentration | [cell/mL x | inhibition | cumulative | inhibition ’ o ihhibitign
[ng a.s./L] 104] a) biomass P a) RS
72-hour = o .9 2
Pooled control 9 108.7 - 1584.6 ) - oy 0.06507% - o @
23.5 94.9(%) 13 1347.6) 15 © 0.063199F [ 3%, &
56.6 88.2* 19 1220%* 239 0.06220% & A ©
146.3 51.4% 53 7IR2* & . 0.05450%, de6 .Y
356.4 9.9% 91 AI812% 90 g 0B176D | ¢, 51 @
889.5 0.38* 100 04.9% 1027 | @30.01403* Rk 1
& \Y)
Q%-haut =7 &7 gy &
Pooled control 9 206.4 - 541807 o O 0547 | &) &V
3.0 170.2* 18 »_ Y[ 4503, 6’& 16 895349 | & 4.0
7.3 182.8% 1ES 4448T* IR | ['5.0.0542800
17.5 142.4* & 3019.2% 43 o 0.0860% 8] Y
46.8 53.0% A2 ISR @3 O] ap10Ey | 9 26
117.0 0.13* Q100 L 42.9% O 1017 | S0.02089* .7V 140

* Statistically significant from C(@rols (Qéﬁmett@ﬂne -tafed tes@ﬁ# 0
(*) Statistically significant froﬁ@ontrol&(Du%@tt s oné@’alled@@st p )@Sut dete@ined&t to be
biologically significantly d1ff%§ent

2% Inhibition=100- ((Treattﬁ@nt gr@) me ara r/pooled control meﬁpar@ter)*l%)
b Cumulative biomass is egual t(%ee area der gro cu@
¢ Growth rate is calculatgd fronfh celfalensitydata. & @
4 Two-tailed planned-fomparisdn t-test’indicgted th@e c§;ol and@olve&ontre&ggroups could be pooled.
Comparisons weregndde taithe po g@ls © @@ o @
G & SN Y @S
ECso values § de‘@nne@for ea@% engg&nt b@%d ompthese @lts@ﬁ'd were as follows:
(N N
Table CA @6.2- 4: {90)(10“&% Jz}@476 @chnlca@to ]@ucula@elltculosa

Test/Aubstance @ @ J@6476@ % S
Test object @ & NP @zvicwéquelli&dosa AN
Exposure @\y N (&@ A 96 h%u]%’ static K@

. . WY (@) N 95% Confidence Interval

Endpomt@@&npt@. ©© N {@pm&t@pg ahl.s@f‘): (g a.s/L):

96-h ECL%— cell density SRS S=215. 0@@ @ 193.1 - 237.0
96-h B&¥ - cumulagv@bio@ Gl 163 o\% 152.6 - 175.1
96-h ECs) - growthaate T 393573 \@ 317.4-4732
72%h ECs - cell desity 6.3 124.7 - 1478
72:h ECs) - cumulative @%nas@ 250" 115.9 - 141.4
72-h ECso - g@m rate 35ﬁ$ 331.5-377.9

Conclusio{@ §J

Navicul Ilzc@a Wgéé ex@ed to JAU 6476 technical for 96 hours under static conditions.
The 72hour @50 V. was354.7 pg a.s./L (95% confidence interval: 331.5 - 377.9 ug a.s./L) and the
96-Q@r EE%@ mh@was&‘) .3 ug a.s./L (95% confidence interval: 317.4 —473.2 pg a.s./L).

(’9@ okskokook
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Report: KCA 8.2.6.2/03 | GGG . 2004 M-000348-01-

Title: T0x101ty of JAU 6476 technical to the blue-green alga Anabaena flos- aquae N @

Report No.: 200497 @

Document No.: M-000348-01-1 IS QQ

Guideline(s): USEPA Guideline 123-2, Growth and Reproduction of Aq@tic Plants ( T@ )

Guideline deviation(s): none %

GLP/GEP: es ) o ‘”\g

Y @ N \v\g\ \ < @

Objective: Q @ SES

S)
A static 4-day algal growth test was conducted tetermlne effects of @othmc@mz&)@ (JA@%

6476 technical) to the blue-green alga Anabaena flgsaquae. The prim b]ee@ e o@als growth s@d
was to estimate the fifty percent effective concen Yation (ECs hich repreggnts the\conceg ratlér@that
produces a fifty percent reduction in growth. éseco@ry b ctlvé%vas @dete e thé*no- observed-
effect-concentration (NOEC). The responsg paranisters @5@ ] s‘a@?y were cell@ensn tanding
crop), cumulative biomass, and growth ratg. Théwariable, use%o calc@gate tl@@esponse parasete; svas
. o N
cell density based on daily cell counts. @, N @ | ) @ %o S
Q & A & 5 @‘}9 @9 <

Materials and methods: S © S
Test item: JAU 6476 technical @ro hip&onaz Ba@ No @@33%@ 1, I@ty oé% 2%

%}uld@e 1232, A%q%aenc@los-%uae were exposed
6 hougs to t Jollowing n@mn Yeoncentrations: 0.02,

ont dKa solvent (ac e) control were also
SO]&&}I'L corf®ol, V@e ta]&% on Day 0 and Day 4 to
@

The test was conducting according.to the &
under static conditions (sffaken cultures) for @
0.08, 0.27, 0.90, 3.00 _and 10 mge,s. JL. &
implemented. Samplé&srof te@ml@ns C@ﬁrol
measure actual exgdsure goncentfafiong: @ o
Three replicate v@:re psﬁ)ar dw?(ﬁ)r e&ﬁi co&é@ntrat@ and@sed ‘&Qletermme daily cell density.
Each replicatewas 1@1&@ with ab@é@ Sfogsaquaesells nom??fal density of 10,000 cells/mL.
Testing was cond®fed ifivan %VII'OI%CIHB%—‘\C mb§ whichi was_programmed to maintain a test
temperatage of 24 + 2.05%¢ an@% h ight erio@hgk&@’tenmty of approximately 200 foot-
candl 2 klux) Wa@mam@led ate@&ahty@aratﬁ&bers wide regularly monitored along the test.
The actual test te %atureﬁurl sthe 4-ay e suréimnged%&)m 24.1 to 25.2°C (mean = 24.6°C), as
recorded hourly ‘@§ d%t}alog@ Th&pﬁ{ m@@emg‘[s ratiged from 7.3 to 8.7 for all test levels during
the exposure I@riod. @ §CUV me@rem@ n@ from 86.9 to 99.5 umhos/cm.

Each day, c¥) densfty w. ete@\fned % the @see rgplicates at each test concentration using a light
micros@and an improved I@bau et em@yto@er The growth rate was analysed by comparing

m

the chawge in cell de s% frofDay O @3 ord, The cumulative biomass, or area under the growth
curvg%was determi ‘@ by @gttm@m da@ celi@ nsity from Day 0 to Day 3 or 4.

@
Flndlngs @ Q&

Validi Cr1 @
The Guid \§ e do&@not state validity criteria. No significant deviations to the
Guldel@eco endag%ns urred, so that the study is deemed valid.

& ﬁred concentrations of JAU 6476 on Day 0 were 0.02, 0.08, 0.22, 0.82, 2.97, and
9.12 .s./L, which represented 81 to 103% of the nominal test concentrations. The test compound
was stable in the test system for all but the 0.02, 0.08 and 0.27 mg a.s./L test levels. Therefore, all results
refer to these initially measured concentrations. The measured concentrations of JAU 6476 on Day 4
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were 0.01, 0.05, 0.19, 0.86, 2.81, and 9.32 mg a.s./L, which represented 58 to 96% of the nominal test
concentrations. No undissolved test substance was visually observed in the test vessels throughc@[he ©©

test period. N &
@ @® @
Biological results: @’Q N o <
N
No physical abnormalities were observed in the controls or treatment grou@ during the y. asH
increased exponentially in the control by a factor of 48 Wl@l 3 days. Algi% growth pegt%%ﬁrn an"d\bwm@
after 72 and 96 hour of exposure were as follows: \¢ Q @@ § y\g@ é@
5, <
Table CA 8.2.6.2- 5: 72-hour and 96-hour cell de@ cumulatl% iomass am&@ow% ge uQJQ t@
exposure of Anabaena ﬂo ae to JAU 64 (t@ﬁﬁmca o & k@}
Initial Mean Percent C& \M%Q @Per 9élat %@J O oL~ Percent
measured density (%) cale ) ] ]\él@?n %)
concentration [cells/mL x inhibitio @ atva) 1nl@i tion 1@? Growth ra . iti 1’
[mg a.s./L] 107] &n% @ﬂ) @
o - \ﬂ-m@ N RN N
Control 48.1 Q Y S ® R L0 o N
Solvent control 14.9 T @] 332.8%, T 032K |9 -
0.02 233 Q56,4 o 4688y | 0-32.7 | A0.04Q08 LY 242
0.08 18.6 , 248 |@F 3842 @ -143 [ 008079 4.6
0.22 42.1 ) 983 7192 & @33 | 0031190 -58.6
0.82 22.7 ©.-52.3.O &430.0@ 82197 . 9.04295 -33.1
2.97 140% | O 60 | a3604%* 22> \00.03647 -12.9
9.12 637 N 517 § 1860** A> 473 kv 0.02870** 235
g\\” @ w\:g 9@@%“ S Q A S 7
Control f@ 74.1 <¥ —@g Q) - 7 - -
Solvent control & 83& 4 = X \D) D A Y - -
Pooled controky  598.8 G- o) 1&0“1 0. Y wJ”  0.04602 -
002 & | 8370 | Q24| 172800 | 9.1 o, 0.04601 -1.6
0.08, ‘0934 & -18§ ', 17084 104, 0.04708 3.9
022 ° 4 b @ Y 23068 P I8 0.04693 3.6
A8 g2 &) 58 ] ©3684x, Q7.5 0.04480 1.1
2.97 5065 | 53580 [ NI1116 415 0.04074* 10.0
9.12 L 6.8* % 91’4, @ 318@¥ 83.2 0.01803* 60.2
* Statistically si ﬁca@ §trol (@unnetfz@one @ued te@\ﬂ <0.05)
** Values congigdered @io ogiegtly s;g@ﬁcan@rom thcontrét?

1 % Inhibitioh100- (%f reatfiont grQu % me@cell (@sny/@led control mean cell density or solvent control
mean cel%nsny)* 100). @ @
2 Cum ¢ biomass 1%qual% e ar@und e gr%%’th curve.

h

3 Growth rate is calo@ted i ece\ll den@S}ty dat@

X
EC% NOEC, LOEC affd TE@thr Igd @ct concentration, relevant for the US risk assessment)

values were d&l&d for gach endpoint Based on these results, and were as follows:
o d ?
©

@@ R
N
{x’ @@o%
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Table CA 8.2.6.2- 6: Toxicity of JAU 6476 (technical) to Anabaena flos-aquae

©

Test substance JAU 6476 @g/ ‘@©
Test object Anabaena flos-aquae ©) g
\) %
Exposure 96 hour, static &U &@ K\Q
. T Endpoint (mg 95% Confidence Ingerval 'S
Endpoint description: a.s./L): ( § s.JL): '@ @ﬂ@ 2
96-h ECs - cell density 3.71 ©) 3&\\5 4.08 y\g\ \°\ N
96-h ECs - cumulative biomass 355 ¢ ~200-4.10 O Q %”\g@ &
96-h ECso - growth rate 9.12 qus-1029 © & |0
72-h ECs - cell density >9 12 Q& NC Q N @Q @
72-h ECso - cumulative biomass > N @ & &
72-h ECsp - growth rate .12 D % 9 %(\@j
96-h Lowest Concentration with an effect 2.97 @g a.s. A@%{growﬂ; rate;%(i@j QS N Ro
(LOEC) o S & oA L.
96-h Highest Concentration without toxic e%act Q& mg@s /L (@wth ra@) S Qo @7 @&
(NOEC) L \g \( Q §
72-h Lowest Concentration with an eff 9 12 as. ro rate 2o
(LOEC) @ (E%\ @ @ g @ éﬁ\ § QS Q
72-h Highest Concentration w1thou&@x1c e%c %@ %/L Bwt ) O @ 9
(NOEC) j A SRR
) > O \
NC = Not calculable @ . &Q@ (%G (@@ @@ Q& @ ®©> N
N S @ & @ @)
Conclusion: % & %

Anabaena flos-aquae we\l@ expo@d t@AU C‘ 6 techn é) fop\g he@ u %@? static conditions.
The 72-hour E.Cso value w 9.12 mg &5/L id ence interval: calculable) and the

96-hour E.Cs value \@v}s 9.1%mg (S@% co en %terv@ 7. 8& 10. i}mg a.s./L).
The 72-hour NOE«& and &OErC Were 2297 and respectlvel@

. @)
The 96-hour NC@ anQ OE@Ve{i 0.82 &\ 2. 9@&1;; a.syL, re ctlv%®
S @ O O o &
CA 8279 Effgcts O@ql@ ma@*ophy@és @ @’

D
A &
Report: @ K@& 8.2, 1“ _ 2004; M-000532-01-1
Title: %{())xm JA@476 tédhnical® ducé}veed (Lemna gibba G3) under static-renewal
ndi
Report No.: @ Q ©) ©\ . § @’Q
Document N& ) @OOSQ%I 1 N
Guideline); -S. Enytonmental Pr&@ction@gency Series 850 - Ecological Effects Test
@ Guideliles OPPTS ¥gmber,§50.4400
Guidelin dev1at10n(% no §a_]or deyiations, W
GLPGEP: N y@ v QO @
N R Q
Objective: @ o @@ S

A 7-day statj ene&% duﬁéed §mwtl@3st was conducted to determine the effects of prothioconazole
(JAU 6476) te h@al OE?@emn ibba §3. The primary objective of this study was to estimate the fifty
percen ectl congentratidd (E.Cso) which represents.the concentration that produces a fifty percent
redu wt@ her Compared to controls. A secondary objective was to determine the no-

ed- ct co@éent@lon (NOEC), which equals the lowest concentration without a statistically
51gn1ﬁ (p > (.05) reduction from the control for the measured parameters. For the parameter frond
numbe@tandmg crop, growth rate and cumulative biomass (as area under the growth curve) were
calculated. The endpoint calculation for the second parameter frond dry weight was confined to
measurements at termination of the test.
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Materials and methods:

Test item: JAU 6476 technical (prothioconazole), Batch No. 6233/0031; Purity of 98.2%. @ Qb

N S
The test was conducted according to OPPTS 850.4400 guideline. @b @® &)
The duckweed Lemna gibba G3 was exposed for 7 days under static-renewdbconditions (rehew fSon
day 3 and day 5). Nominal concentrations were control, solvent control, 0.%, 3.24,10.8,36.0, and»
400 ug a.s./L. Growth was determined by frond counts o@tudy days Ogj‘i 5,and 7. @}additi@,n, fr@
' ' @ o S O @
dry weight was determined after 7 days of exposure. Th&{ised solvens acetone.@ § s g
o SR
The test temperature ranged from 24.4 to 25.6°C %@%{h a mean @%4 °C, as sge©cord§d hourfy by 1K
datalogger. The pH measurements ranged from@ to 9.0. Gonducti®ity rar%ed {1@11 1428 to @%3
pmhos/cm with a mean of 1467 pmhos/cm. N &° Q@j > @ @6 \% :§
@ X S
Y @ @ KR s 9O & g
Findings: g\ﬁ \\ \\ S &% Qo §

% X
<)
7

Validity Criteria: N
The Guideline used as reference do@%ot te validity @@eﬁa. weé{ bothsin tl@ate@jnd in the
solvent control a 17.5fold increa@%n frond number Vs obse&d 0 thb@day@ﬁmdy g&riod which
indicates good growing conditi@s. 95@ @:@ N $ S Q

% oS

Analytical results: N S @& v SN . 2

) (? . N .
Mean measured calculations were based@n thgsecoveties of@be newdy pr@%ed@t solutions on days 0
and 5 since reduced re,ggverie@ere 6pservéd on day 3 andY, indlicati degra\@on in the test system.
The mean measure ncent@tim@f JAG 647§chn' were 1.01,8.34, 190.4, 35.1, 106.4 and 404.0
ng a.s./L which regresents 89 to\l@l% @w ominahest contraQons. Recoveries for the control and
solvent control €est selutions ‘were,below the lirQ$ of qﬁ?ntit 1

substance Wél@@S%l@s obse®ved infGhe tés@@ess@ thr@hou
@

the mean n@asured@cj)nceg\?fatioﬁﬁ. % @\ 03 é&w
§\ & & & SR
Biological results: . @ . S) o %N

N SEIEN N
Observations mﬁ@ Da$5 an@ay&@mw& treaéxent re“l%ted effects with regards to frond size at
the 35.1, 106.4 40 ng @L t}%tmbem evels, Obs@ations on Day 7 showed treatment related
effects with %@rds t@frond-¢dlor \a@he 3@1’ , 10 and@04.0 pg a.s./L treatment levels.

SR > O
The eff@f prothioc%riazoleé%U @% g@lica&@n frond number, cumulative biomass and growth
rate are‘shimmarized iq the fo{%w'{g tabli ©\

< @

> N
Ny Y S s ]S
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Table CA 8.2.7- 1

: Day 7 frond count, cumulative biomass and growth rate during the exposure of Lemna

gibba G3 to JAU 6476 technical {@" >
Mean Percent Mean Percent dean P@nt é§
measured Mean frond o calculated o S
. (%) . (%) Grgwth rate
concentration counts sy o | cumulative | Lo oLl N % <§)
inhibition . b) inhibition (o8 in 1b1t§
[ug a.s./L] biomass
Control 279 - 12360 - =) 0.01701 , C & é
Solvent control 281 - 12520 @ - N 0.01705 NS
Pooled controls 280 - 12440 - oo 001798 [ -« 7 | &
1.01 280 0 121 20 00202 & & JO
3.34 280 0 12872 & 0.0%903 RN
10.4 253* 10 1a388* 8 9 @644 | . 3 o
35.1 172%* 39 8656+ @y 30° 200143 [« 7 170
106.4 101* 64 G 60487 | 5IS v, 0.01895*% ° 3&
404.0 80* 71 M 5039 o @ 29 0.(@58*& N4,
* Statistically significant from control (Dunn 's one@ﬂe 1&8t; p= @5) © §,@f @
3 Percent inhibition = 100 - ((mean param&%%f perte e?t level/mean @ram e%z)f p @ d congrols) x 100). §
b Cumulative biomass is equal to the area@md Qgg(*liae grovx@ CllI'V w\? N é\ﬁ Q
© Growth rate is calculated from the fr ata. @ @ Q}S\’ §) S @y %
y O &S s
Calculated ECso, LOEC and NOE@V%II@@S werénas f@w N &© Q (OREERAN
3 & 8
FIK " @Q & S
Table CA 8.2.7-2: Effects of-JAU 9\76 tec@%cal an Lemc%zj gibba( ° .
Test substance .2 @V @ JAU 6476 =, $ D
Test object @ & Q %QLemr@galﬂﬂ\G3 (©)
Exposure A@“Q © {é\’ @ &7 days, stat@ren@l (dax? & day 5)
Endpoint descri@on:(@& D & %En\\)jdp@@(ug&s.m):@
7-day ECs —,g{a%ding%rop S & D 74,0 §\V@ %
7-day ECso @row&@a‘te O SN fl@\’ o @
7-day EC% - cumulative biomag@ % b\ o @ Qp
7—daﬁ®so — frond d}é@)veig]i@ éw m< 404&© &
3 o D : 3
Lowest Concentr: ith 3 eff LO S 4 staiﬁ\ln crop and cumulative biomass
W i@n‘%@ @ﬁ (%§ %7\, %Q (@> g crop umulativ )
Highest Conceg@atio thoﬁ ic ct (NOEC 3.34tanding crop and cumulative biomass
ghest Concftuiogythnfoi 636 AJOBC) 3.3 ancing crop and cumiatv iomass
Q O O O N D
SN
N @% y %
Conclu @2 Q ISR
Lemna gzbba G3 wa@exp dto thlo azo e AU 6476 technical) for a 7-day period under static-
rene\@al conditions. The ghost s 1t1ve Qea&@nent variable proved to be frond number. The 7d-E.Cso
value for frond@ﬁnber was dg 11@1 as >% ug a.s./L.
& B
@ § w\” @@ sokskkok
X
& &G
{N @@ @ o v
S
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Report: kca 82,702 . 2003; V- 104599-01-1

Title: Toxicity of JAU 6476-Desthio to duckweed (Lemna gibba G3) under static- ren@l
conditions

Report No.: 200469 S @

Document No.: M-104599-01-1 Q & ©®

Guideline(s): USEPA OPPTS 850.4400 v N

Guideline deviation(s): - AN S L o

GLP/GEP: yes % SSURRC IS

R & &S L@ @
Objective: « ©Q @ @ %o ©&
A 7-day static-renewal duckweed growth test was @nducted to determine the&'fects of J 7@

desthio on Lemna gibba G3. The primary objecti %thls growth s dy Gas to@lm@the fty pe@n
effective concentration (ECso) for JAU 6476- des?o which re sente§ the ggncengtation that prouces
a fifty percent reduction in growth when com@xed t@%b . A sec cond Ob] @ve was'to de‘tc%’rmme
the no-observed-effect-concentration (NQEC), ich @1 e lo@st co cen ion hout a
statistically significant (p > 0.05) reduectip ff&m the\eontr§> for th% me ed aramet @ he
parameter frond number, standing cro row&g ate curﬁu S

ativi 10%%8 as rth owth
curve) were calculated. The endpqi cak&%latlon@ or ti secq@l pgﬁnete d{@ry v(véglght was

confined to measurements at ten‘n@atlon Pthe tost. ™ @ @Q
@ &@ @@”) S @® & ©©
Materials and methods: @ O« Q @ K

Test item: JAU 6476-desthio e@gboht@& pr%g]gloco%zole) Rurit @)@g 97.6% m%abohte Batch No.
RUX76-105/8a; CAS #J\f@983- o & & oo N %@ &

S g O W O & O
The test was conductéy accotilin @S 8504400 ﬁdehn@ C& &\
The duckweed Lengiia gibba G3Qyas e@)sed for 7 %@er st&m ren@val conditions (renewal on
day 3). Nomin & rat1cm§ were cor%%l sihsent cQnitrol, @.56 “@10 16.0, 40.0 and 100 pg
metabolite/L.5He us@solvg‘[ wasQ@cet @’ LS §
Each replicate was@mpartially wpculate d with, emna@lankg%)r a total of 16 fronds at study
initiation:xThe study w @ged @ r axeric C@dltleQ@ephcate vessels were prepared for
each trééglent group @ S
Growth was deter@d bx#’ron@t)ums@n sg&l@\y days,0, 3 % and 7. At the same time, phytotoxicity
observations wegs) erf%ned @lete%agme the“health of tl@@plants Frond dry weight was determined

after 7 days o@xpos@ ©\ ® (0]
The test temﬁ@ratur&ﬂun§ e ?iay e sur@ange%from 23.6 to 25.6°C with a mean of 24.0°C, as
recorded h%urly by the atal pHome stements ranged from 7.7 to 8.9. Conductivity
measurgients rangeek%m 1@7 to 1970 i®os 0 with a mean conductivity of 1455 umhos/cm.
% %y @ . T @ N

N v o N o
Findings: @° N @ N

L N
Validity Critgtia: < Ry

The Guide use@as refgrencedoes n@d state validity criteria. However, in the water and in the solvent
control 5 a 12f01@mcr s in frond number, respectively, were observed over the 7 days study

perlodgy 10a§§ gogg%rowmg conditions.
@ <

Analvicgl results:
Mean measured concentrations (mean of new solutions from Day 0 and Day 3, as well as composite old

solutions from Day 7) of JAU 6476-Desthio were 2.42, 5.78, 14.30, 35.60, 89.77 ug metabolite/Lwhich
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represents 89 to 94% of the nominal test concentrations. Thus, the test material was stable in the test
system throughout the exposure period. Recoveries for the control and solvent control test so]@% ©©
were below the limit of quantitation (0.5 png/L). No undissolved test substance was visually obs@@d 119y
the test vessels. All results refer to the mean measured concentrations. S & @@
L v S
Biological results: % O § &)
Observations made on Day 5 showed a reduction in frond'gize in the 3%%0 and 89. 7&?@ mé &gbolit@
treatment levels and observations on Day 7 showed a rédfuction in f S $d size at th&14. 30 S.QQﬂd &@
89.77 ng metabolite/L treatment levels. & Ko QQ
@ & Q) S
S
The effects of JAU 6476-desthio on frond numb@ﬁmula‘uve l&omas@d gro@th <® are @nmm@%d

. . i . &
in the following table: % %) N & %

@ X S
I A ©§ S
Table CA 8.2.7-3: Day 7 frond count, cu %twﬁsﬁnom&%s and@‘owthc%te dl@g t% expos&na

ibba G3 to JAU 64@d
gibba 0 estl& @ @ @ %\ @nQ (g\”\g S
Mean Mgean
measured Frond i@;)cen cﬁculate%*’ {@cen@ %ea @ %@el;cent
concentration counts mhl A’%n @umu @hlb on ! ©®'owt te mhi(b?;i)onl
[ug metab./L] m\a O bio <r%g, Sa
Control 216 v 10104 L8 9l 0015509 -
Solvent control * 187 A - & | @,8460 O - | v 0.01463 -
2.4 1957 495 £ 9192 & % 1K 0.04487 -2
=\ N
5.8 187 &) ) o 869 @ %3 003463 0
14.3 S60* | 2xo14 @740%,. > | Q9 N[ 091369* 6
35.6 &9 90% &Y 528 50208y @ 41 0.01030* 30
89.8 SRR S 3192* ~7 0.00693* 53

Lo Inhlbltlor% 100-((Treatnfent gro@ end%th m /sol me@)* 100).

2 Cumulatiye biomass is equdl to thig area under the.grow

3 Growth@% is calculatéd.fro fro@%unt

4 Two@ed planned @ arl@ t-test ed that@% conﬂgﬁ and @Vent control groups should not be
&ade ‘ta the go Klvent (&%ﬂol group only.

* Statistically @ﬁlﬁca@.\hfference fribm solV contrel (D§nnett talle&est p <0.05)

ooled. Comparisonsyor ea chvendpaint we
fnetab metla)tbol & I@l BN g@; Q
% 7, @
Calculated EC@ LO&H(’@EC@EI&@GR @%ﬂo@’
(@) ©© \ \ % @

Table C?@J- 4: @}Effec JAI@\’?E% J(& thlougl Lemna gibba G3
Test substance @ N Q| JAU 6476-desthio
Fég\t’object Y my@w °\@ QXX | Lemna gibba G3
Exposure o - \\)) @ A 7 days, static renewal (day 3)
Endpoint crlpt‘égl J&y Ry Endpoint (ng metabolite/L):
7-day Eg@ stafiding c@ , W 39.4
7-dayd@so - glowthrad 7 80.9
7-day ECsom@ve b'@ﬁlass 56.8
7rdy ECy — frofid dry wWeight 41.1
fowe@&oncentration with an effect (LOEC) 14.3 (all endpoints)
Hig@f Concentration without toxic effect (NOEC) | 5.8 (all endpoints)
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Conclusion:
Lemna gibba G3 was exposed to JAU 6476-desthio for a 7-day period under static-renewal cond@
The most sensitive measurement variable proved to be frond number. The 7d-E,Csy value f@ fron

number was determined as 80.9 pug metabolite/L. @
- F @
N S S
CA 8.2.8 Further testing on aquatic 0rga@ms B 2N o\@ é\g

No additional studies have been performed, existing stidies have bed® evaluated &{ngﬂ@ Al;]% &
inclusion and have been summarised in the Monogra% and are 1nclt@ed in the Basgline @ssie§ q&©
@

S°
Q @
Ve & &
9, NN \ &
CA 83 Effect on arthropods X N . T T AN
@ R S Q
CA 8.3.1 Effects on bees & Q@’ &

For information on studies already eval ézt@% d r"ﬁag tl&%rst By rev1®of p@%m@gﬁnazole@ efer
to corresponding section in the Baseh@&osgg@r pro&@%d bﬁBaygﬁ@ropS@%nce din @ Mowmggraph.
Commission Regulation (EU) 2@52013 @f 1 ﬁar}c@é%B @tmt da@ re m@rﬁ% for active
substances in accordance with r@ulatl%l EC)1407/ ean By l1a 1@1& oF the Council
concerning the placing of Pla?@Prote%tlon@ducts@ﬁ the&nark@ es whete begs are likely to be
exposed, testing by both acute (orghand act@nd chfonic to%mt clu 1@ subelethal effects, to be
conducted. Consequentlkl% ition to%he stafgdard walt@mdle&perfo@ed @:h adult bees (OECD
213 and 214) the foll%mg a@on@tum@are pro@ed Cix N \@
%

e Acuteo ﬁd ctact t(@:l ?@proth%co@ Q &
e Acuteo ontac&om 1ty of J&% 647b\desthi§ (gﬁoh “@”prothloconazole)
o Acut ntoz;@ xicify of prot 10@@@120 adu@bu under laboratory conditions,
[ ] N

h@mc 10day té&ﬂmty@t{;st W%th of £ othlo az% C %& on adult bees under laboratory

ditions, &% @ @7 &

&ﬁony feedifiy stud@mth Prothwn@zc@ SC %80 a&c@rdmg to _ 1992 (using a
realistic wﬁ}e ca§e sprags %Olutl@l ntr fon andgcovermg exposure for effects on brood
(eggs, yagig and%OId 1@&6) %@1 theﬁelopme%@urse bee on-going behaviour in brood care
and cojpny strg gth@Q @) @ @ 3

o SemiSield Hoo @edl \stud§ 1th@}roth@onazole EC 250 following OECD guidance

@ment 75 (usmg a ic spray ggg&arlo onto flowering Phacelia tanacetifolia at the
ximum appl atioffNate for the @renewal of prothioconazole and covering exposure

w, for effects %Mo@&egg@nd tl®§r d@ opment and colony parameters).
\ N

These studies wte not submitted g thesfirst Annex I inclusion process and are submitted within
this Supple@ta ﬁ;gssi or the pro@ioconazole Annex I Renewal. The studies are summarized
below and, a~full list of tig relevant ec@boxicological endpoints for prothioconazole and its metabolite
JAU 6@des$@@ and Bées a@%ﬁesemed in the following table.
SIS
& @ Iy °
¢ g v

&
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Table CA 8.3.1-1:

EU evaluated and additional studies on bee toxicity of prothioconazole, JAU 6476-

o

desthio and prothioconazole formulations @° e
Test substance | Test species | Test method Ecotoxicological endpoint Reference
Prothioconazole | Honey bee | Laboratory, ) %
(Apis acute, 48 h oral LDsg >71 pg a.s. bCC@Q M-023 5_()01.(@
mellifera) acute, 48 h contact LDso >200 pg a.s./%cc KCAR 3 1801
KC 8.3.1@.2/0&4\5@
Honey bee | Laboratory, ?&2\614) N
(Apis acute, 48 h oral LDY >105.1.@g a.s./bee @ -5 9—0&5@ 4
mellifera) acute, 48 h contact | BDso >100 @,Lg a.s./bee %, |KCA¥%.3.1 /02§§©
@ S O | KCA8.3d,1.2/022)
Bumble bee | Laboratory, @ @@ Q (2015
(Bombus acute, 48 h contac LDso @%100*@ a.s./%gnbleb M-521802-04:
terrestris) % Q' bee N &7 KCA 8.3.152/04
JAU 6476- Honey bee | Laboratory, © 9 < é@ @’ 15)
desthio (Apis acute, 48 h-dral ~ @[LD&®  >106.5 pg p.m ) _01@§
mellifera) acute, 4%‘&@om§% Ix% @100 .m. /@e = | KCA 83.1 03
. @ O QRN 83, Q{@m
Prothioconazole | Honey bee | Lab XC5@ @0 Jk
SC 480 (Apis chraric, 10@by » LDBs, §§% @ woéf)l
mellifera) fé\@mg@d lzblt@n) @EC 00 ni@a.s $ Ol KCR%3 1.2/0]
%) o N & %%{;é a.s. /day}\ & T
Honey be Bee brood ing o adverse éffects @ brood
(Apis Oon@et a@ de@iopme%ﬁ m %y an@ 2 ;F& -
mellife&z@ 2 § ehavi gafter{ﬁ dm&@ney Ao 1(\/1 47§ 670-01-1
N
< @g% @ o @deai;@ ‘ekugar syfip at KCA 8.3.1.3/01
Prothioconazole ey bee S R rood<y I\@dve e effect@n bro%\ci
EC 250 pis é y (Q D 75) . @Vdg&nt r@rtaloragmg
< mera) N \ Nactivi b?h§b ny Bl o5
©© @ ) Q K@j Ko ition strength after M-532419-01-1
(O 9 @icatio@of] 3 gas./ha KCA 8.3.1.3/02
.9 %, 5@ % & to ﬂ@ermg acelia
QO (N @ tanab@follcp\
a.s.: acfive substance,og%? : p%\é@net{t:olite S Q\U N
SN S
CA83.11 9 et cit)@@'be{é\f o «@j@@
CA 8.3.1. 1@ @guté’ra@xm © L 5
O © & 2 @
) IR
Report@ @KCA@3 111 2 :3014; M-505379-01-1
Title\z;\? E@ts of prothio azol ch. (Acute contact and oral)
C
N %bees (le mera L.) in the laboratory
Report No.: " 49 &
Document No % M- 79- @f
Guideline(s) 0) 213§and 2@ (1998)
Guideline Q@m@ spee@ed Q
GLP/GE@ es
@
Obj @\fve: @@ @ N
TIQ purpg@ of this study*was to determine the acute contact and oral toxicity of prothioconazole tech.
to the @ey bee Apis mellifera L. Mortality of the bees was used as the toxic endpoint. Sublethal effects,

such as changes in behaviour, were also assessed.
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Material and methods: .
Test item: Prothioconazole tech., purity: 96.7% w/w (analytical), Batch No.: HEC 2159@—1; o
TOX10687-00; Specification No. 102000014040. Q\ §
Reference item: dimethoate @b @ S
@ S8
Under laboratory conditions Apis mellifera 50 worker bees were exposed %r 48 hours t§ sin%f%\s doses
of 100.0 pg a.s. per bee by topical application (contact lin@test). The te{c@“ﬁem was ag@ied aégne 5 @
droplet of prothioconazole tech. dissolved in acetone, pla¢ed on the dl bee thoréﬁ Q\ y\g@ &@
@ Q” QQ 3 Q&©
For the oral limit test, 50 worker bees were fed witsingle dose@’ tregted 50% Sucrgse solufion foi%
maximum of 6 hours. Test dose was 105.1 pg a@er bee (value based’on thct&a@ntak@of t@est
item). Bees were observed up to 48 h after en@gf expgsure. @6@3 %\ %@’ > \% %,
© %@ g? @jx b@ T« S) o
Findings: N LB @ Q IS O @7 @&
Validity criteria: N > > o % O
NS <Y
The contact and oral tests are conside Vals'@\as thg@ontre@%no%@y ilgsach %wa& 10%nd the
LDs, values obtained with the refer¢he it;% din@%oat@ lb\a% O.@pg aﬁe @ the égntact and
oral 48h-LDs, respectively), wer@vith%l the r@uirec@ﬁnge@ o ©© @Q o\%
o & TS S U
Biological results: MNEES N @ % S}

L 0
At the end of the contact %xicity&st (%%our@fter a@licati§n), @e W@@ no \ng@nality at 100.0 pg
° 9

a.s./bee. N 'S N
& @ o 6 ¥ .9 s RS

S NN
In the oral toxicity £gst, the@{ax n@nal t§ levgﬁof p ot@ioco@zole%ch. (i.e. 100 pg a.s./bee
(corresponded to actuéﬁ'ntal@ of 108, p&.s./bp&@led N0 e'\ alit@ter 48 h.

& N &\ @ g, N

o & S @
No test item i@uce%‘je\ehay\\ig@ral effcts Were olﬁ?ive(@any e in¢ghe contact and oral toxicity tests.
S S

¢

5 Sor Dot i honld

Table CA$.3.1.1.1- 1: xiciyof ioconazole gechni o honey bees; laboratory test
ABLLL 1 oxicirof peffioconszole gechniegt o hogey bees laboratory
Test Item ° N RNE Proth@onazole tech.
Test Species N NEE o Q) Apis mellifera
©
@ @ § @ cantact & & o oral -

Exposure @, Q c] s %ol (53 in c@on (%03 (50 % w/v sucrose solution containing

) @ SOOI % 1 % Tween 80 + 4 % acetone)
Application dose [pg a.s./beg] | SO X 100 @ 105.1
LDs [ugd7s./bee] S B O >490.0. > 105.1

N )
RS N
Cm@l’asion: v @ 0\@’ Q@ @

The toxicity of @chioco@’azo{ ech@/as te&t@d in both, an acute contact and an acute oral toxicity test

on honey beess, ﬁ% & §
The contac@)m@g ) 6&\ >100.0 ;%@.s./bee. The oral LDso (48 h) was > 105.1 ug a.s./bee.
S

O
S ko
&S o8

e,
®
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Report: KCA 8.3.1.1.1/03 | ; 2015; M-528139-01-1

Title: Prothioconazole-desthio (BCS-AA53879): Effects (Acute contact and oral) on l@éy @

bees (Apis mellifera L.) in the laboratory

Report No.: 100071035 @
Document No.: M-528139-01-1 @b &@ @
Guideline(s): OECD 213 and 214 (1998) v \Q
Guideline deviation(s):  not specified % § & &

GLP/GEP: yes % S P

& 9 & @\\ & @
Objective: Q @ v\” &
The purpose of this study was to determine the acute tact and or ox101ty of @ o%zo]@@esth@
(BCS-AA53879) to the honey bee (4. mellifera ortality of the e%@ras ox@ endp@ﬂt
Sublethal effects, such as changes in behaV1our cre al§o as@sed Q 6\ N
& & -
Material and methods: Q@ (& é = & °
Test item: Prothioconazole-desthio (BO@A\&SWK&HW@AE 14%488@%9 52\/9 w/w gaal),
Batch No. KTS9616-4-2; N NS S
Q N & % § & @Q °

Under laboratory conditions Apis@elltferc@éo wcﬁ‘ker bz\\e’s W xpésed 0@§8 houys to a\?lngle dose

of 100.0 pg p.m. per bee by t f@wat (comt: ct 1 te @ hegest 1 @%vas applied as one
e 1

5 pL droplet of prothloconazﬁk desthlo d@olved @ace&me p Q(% the dorsal beg*thorax using a
calibrated pipette. & O N @ N N @9 @
2 @ NI Q

N 9 EES % @
For the oral limit test 50 wo e, were @@d m sm@% dosg of treatéd 5@§ sucrose sultion for a
maximum of 3 ho@d 25‘/@1m@3 Te@dose@s 1 gQ ug . p&bee by feeding value based on
the actual intake 1tem @ I @

\\ "\ S @ X
- @ @ N R § %

Findings: 7 & @ QO « %0\9 < S @
Validity crj¢t5ria: KO & N >
The contést and oral te re@ﬁsid Vah(@ls t conk@@mox&@@ty in each case was < 10% and the
LDso vakies obtained With lh@eference 1@ dlm@oate% 19 a@d 0.16 ng a.s./bee for the contact and

oral 48h-LDso, re@we&) w y%&ll‘thl@he %ulreg@nge

N
) % >
Biological reslts: § @@ ©\ § @@j@

At the end 6fthe co@tactlc é%st @%hou@}aﬁer@aphca‘uon) there was no mortality at 100.0 ug
p.m./bee@% . @'jf O@@ %
Q S
N
In the oral tox1c1t)@i§t t e§gnax1@lm n@nna %&t level of prothioconazole-desthio (BCS-AAS53879)
(1.e300 pg p.m./bee) co@spo@éd to anmdactu@) intake of 106.5 pg p.m./bee. This dose level led to 8.0%
mortality after 48 hours. AN Q@ Q&
$ o %
N
No test ite@@d@d bel@vioug@ffe@@were observed at any time in the both toxicity tests.
AN % Q
& @ P o
o B

&
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Table CA 8.3.1.1.1- 2: Toxicity of prothioconazole-desthio to honey bees; laboratory tests

Test Item Prothioconazole-desthio @g/ | @b
Test Species Apis mellifera L. ﬁ%\\ [o3
Exbosure contact Qoral @~
P (solution in acetone) (sugar/ace;&-e/water soléﬂon
Test dose [ug p.m./bee] 100.0 1065 & & L
LDso [pg p.m./bee] > 100.0 ~ RN
< @ &S @ @
Conclusion: Q @ S é\g ©&
The toxicity of prothioconazole-desthio (BCS AA5@§7 9) was te*?m both, aré%fcute @nta@@nd @%
acute oral toxicity test on honey bees. > R 23 @ ©§ @&
The contact LDso (48 h) was > 100.0 pg p.rn./be Q} \@ @ 6\ %@ S
The oral LDso (48 h) was > 106.5 pg p.m./be%& @J)Q %Q g\’ @1&7 N S >
% @@ Q@ & (G é @% %

CA83.1.1.2  Acute contact togﬁy SN & §”

~ 5
> S
Report: KCA 8.3.1. @%2 014 -5%@0}\9’9-0 <@© § @ ©
Title: Effects of pyothioconazole tech. {Acute c@ptact oraléﬁ)) N Y
on honey bees @15 m@@era in t oratQry @ @Q >

Report No.: 8949@ o @R SIS
Document No.: M-585379;01- l AN & & e % 2
Guideline(s): OECD 218 md 2031999 @’ Q 9
Guideline deviation(s): ‘mgt spe%iﬁed § *> $ @Xv\’
GLP/GEP: wYes & © ) @@ C& . @

IS S \ @ ND

< Q2 & ¢ Q &
Please refer to CAG3.1.1l. = & ¢ © @ @
> OO NN P @ o
©© ©\ & \ ﬂi;i?b** § ”\a
SIS Y S s
L; 2@5 2813@' 1-1

9): @ects (Acute contact and oral) on honey

Report: o\@ %CA &3, @f) 1 @ﬂ
Title: CProthisConazale-desthio (B
A @ e ?§

CEAA
welhfer@; ) m\fabo%f

: oy
Report No.: @ 1@@0710 .
Document No.: \‘\\ 528 01-%1%\
Guldellne(s) 3 214@1&98) @ @@
Guideline d on(sé2 no ec1ﬁeg N
GLP/GEP Q 2 @6
@ %
Pleaseré‘@é;to casalil Q - &@ S
\‘?\, ™ @@ °\@ Q@ Q\*****
@ @
@%
$ * K 3. &/04 ,; 2015; M-521802-01-1

Report:
Title: @ Q th%laZOl hnical: Acute contact toxicity to the bumble bee, Bombus
@& @Q Cterre under laboratory conditions

Report¥Np.: @ S1 1802 oL

Doc ﬁ}ent

G 1ne @’ specific guidelines available, based on OEPP/EPPO 170 (4) (2010), OECD
uideline No. 214 (1998) and on the review article of VAN DER STEEN (2001)

Guide@ deviation(s): not applicable

GLP/GEP yes
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Objective:
The objectives of this study were to determine possible effects of prothioconazole technical @tbe ©©
bumble bee, Bombus terrestris L., from contact exposure and to determine whether the LDsg V@le wasy

greater or lower than the tested dose @
& &
Material and methods: § § &)
Test item: Prothioconazole technical (Short code: HEC@1597 1-1), &%ﬂty 96. 7%& othlegonaz@
(analysed), Batch No. HEC 21597-1-1, TOX10687-00. \{° Q K Q\ %@ &@
% QQ N @

The contact toxicity of prothioconazole techmca.]%@o the bum@ %Q(Bom@% t restrzs@L)

determined in a limit test based on OEPP/EPP%@O (4) (201@\\)QZ the de&@ No. @14 ( @
and the review article of VAN DER STEEN (2001).
In the laboratory, the bumble bees were exfdsed & 100@;@ prq§a10c Ny ole/c@nb]& bee toplcal
application. Mortality and sub-lethal effects%vere z{@esse(@4 and48 hours aft@apphc@lon @ 0@% 1
group was exposed for the same period %ﬁ‘imeﬂ%\er m@ntlca@xposg cqn@aon&g) acetone, tl@ther
control group was exposed to tap wate n@ K\

The test item treatment group CO{@ q%o tei&rgaigms @’Vld @m 5§all@eph@@tes each
containing 10 test organisms. Th@con%ﬂ growps, C(@;ame 0 test) rgaés%s @dde&&% 3 parallel
replicates, each containing 10 ogganisms. @’ @ $ (S O

During the experimental phé? the Test organisms were {i%ept I@t:ons@lt darkness &cept during the
application and the assess%ents v@ch v«&é @cted {Hder day hg@ Thestemper@ure during the test
period was between 23.8sand 26,2°C, tl@rela@ hu@idlty Was between 47 an@ 8%, recorded with

a calibrated data 1ogg& @@ @@ . § %\ é& & é\
Findings: § & \Q § N @© @@ o @
Validity eriterigfo &\ S o o N <

SIS
All validity c@%ria ¢ méPas pre@nte%elo@ & S @
& &

% S S @ @
Table CA’8.3.1.1.2-1: ‘Validigyerite
L S
Validity criteria - . SR °s, Recommended Obtained
~ &~
Mean mortality i@?e (solvent cgitiol) éontrol giolp O <10% (3.33%) 0.0%
Mean mortality in thg\@ren@%temﬁt@’atm% ﬁ@ @S >50% 86.67%

© N D
Biologica fults: @ \ ,%Q 6@@ @©
In the sef¥€nt contro] grdup, t@ated with a@ne é@%ﬁortahty of 3.33% could be observed. In the control
grou%reated with @Wat aht@%‘las Q\Qrved during the 48 h test period.
Thesbumble bees of th erefige 1ten@ro@ere treated with 13 pg dimethoate/bumblebee in the
contact test. Thg,reference item mcglty R86.67% at the end of the test (48 hours after application)
was within @equi&@ rang¢. The lidy iteria were met, thus the test is considered to be valid.
In the test treatmenggroup, no lity was observed at the dose level corresponding to 100 pg
prothloc@ml@chm&sﬂ/bu@e bee at the final assessment after 48 hours.
& @Q SIS
N) @’
Q@ £ 3

&



Page 66 of 86

B
Bayer CropScience 2015-12-16
R

Document MCA: Section 8 Ecotoxicological studies
Prothioconazole

Table CA 8.3.1.1.2- 2: Effect of prothioconazole tech. on the bumble bee (Bombus terrestris) — contact test

RN N
In the test item treatment group no s@tb@i@ffect@ere @@erv uri W%ile e (@ atégn perlod
The NOED (No Observed Effect %se) wib deterﬁﬁnned %be ng @athl az@ echnigal/bumble
bee. 2 N
- o & ¥ «§ & @© &
Conclusion: v < & Q

The 48 hour contact LD@ valie for@ﬁotlﬁna@le te@mcal;&g S d@rm to be > 100 pg

prothloconazole/burnble bee. S & S 6@
The contact NOED&@@ ) W@”de@mme@ls 10§g pr@jﬁoco@zole@chm@ﬁ#bumble bee.

N
o NI
CA 8.3.1.2 onlc%oxmgy to bees &
©© (%r 0 % @ §
Report: & KCA 8 @2/0 ; 20@ M 8888@’ 1
Title: @\ rothg SC 480 - As&essmetQof effets on the adult honey bee, Apis
A @ mell L ina l@ays ph@mc fé%ehng & under laboratory conditions
Report No.: \; Skg- 01@9 LN
Document No.: M- 528 \ @’ o @
Guideline(s): P mpl studi%’ased@a OECD 213 (1998) and CEB No. 230 with
1cat and ent réeo mme@anons of the ring test group (2014))
Guideline de&tlon(s pec -~ ,%:, @
GLP/GE yes .
s @ ¢ & g
Objective: S N N
Jegtive: o @ N

Thévebjective of this stu§ to dete 1ne@ effects of the test item Prothioconazole SC 480 G on
the adult honey@ée Apis gﬁ% ra % in a £0-day chronic feeding test in the laboratory.
O %

Material i§ met\hods OIS ©@

Test lﬁtj:ﬁZyPro@%cona@ble @480 G, Analyzed a.s. content: 471.8 g/L (39.6% w/w), Batch No.
EM4 33@ O)@W&é@ Specification No. 10200007878.

Th%c ﬁ effects of the test item Prothioconazole SC 480 G on the honey bee, Apis mellifera L., were
assesseédlin a 10-days chronic feeding test under laboratory conditions.

Over a period of 10 consecutive days, honey bees were exposed to 50% (w/v) aqueous sucrose feeding
solution, with a nominal concentration of 100 mg prothioconazole/kg feeding solution by continuous

Test item Prothioconazole technical @g/ | @6
Test species Bumble bee (Bombus terrestris) D o3
Exposure Topical application < @° AL
s NS
Mortality [%] Carrected Mort@y N 2
Treatment 24h 48 h «24'h o« 481 o
Control (acetone) 3.33 é%@ QY - B NG @
Control (tap water) 0.0 < 0.0 UQ - @ N &
Prothioconazole technical: 4 -3.
100 ug a.s./bumble bee 0.0 o 00 q e 34 &© & Q @@ < @
Reference item: Perfekthion 80.0 0@ 86.67 @& - R O - @
- . BN © O
LDso (24 h) S @ >10Qug asdbumblgBee A>
LDso (48 h) . @ium@% be;; S &) & °
NOED (48 h) éﬁ '~ N00pgas. /bw&;\ble b® @ Y
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and ad libitum feeding. The control group was exposed for the same period of time under identical
exposure conditions to untreated 50% (w/v) aqueous sucrose feeding solution. o
Mortality and sub-lethal effects were assessed every day throughout the 10-day exposureperiod @
Furthermore, the daily consumption of feeding solution, the mean upta]% f test 1ten@and @§
accumulated mean uptake of test item were determined. w

Samples of the feeding solutions prepared freshly every day throughout thec@ day expos&per@ﬁw ereH

taken daily for subsequent chemical analysis in order to r¢¥gal the actua(b\bncentrath@@f tti%t@st 1t@

s © @
*’\g S
Findings: @} &©Q é\g@ QQ § Q&©
Validity criteria: SN Q o & & ) &@
All validity criteria were met as presented belov&Qg@ Q} @ R \© © @@
: SR D LN
o A A T S
Table CA 8.3.1.2- 1: Validity criteria @ o N
© v O W ©@J © S S e
Validity criteria N Recommghiled Ohtained®
Mean mortality in the control group @ WO @ &wj & »S&No% NI 2.5"//@
Mean mortality in the reference item @%tmé& @ @ f% §950% &z) ({@ l&)%
> © NG ‘”\f
N @ ©
Analytical results: < &@ @,@9 @6 @ @ @

@
The actual concentration of ?@fhiocéﬁaz in the g@phcéﬁon %gm olutlo§ de@@élmned for each
preparation day, was in the ran fro 5 t &92% @ the n ml@ con g@tratl@jl No residues of
prothioconazole above tlSQ ( pgﬁf@ foun@ in an@@f thefeontr ]@ The average actual

concentration of proth:kgcona ovﬁ@a pe cons@ltlvéglaysgiccount@to 84% of nominal.
& o &
Biological results:¢ N ) @ @ @

N @D
The cumulative @grt ©at th‘&con entratlmbeve&\f 100 ﬁg @oc@olekg feeding solution was
5.0% (correc@ 2. 6t i ﬁnal@sses@@@nt 5N

In the con@j)l grm@j no Stb- lethal effects %{G ob@gve % t est item treatment group at the
concent@on level of ]@ m@thu@mzole g f@dmgtlomone single affected bee was observed
at asseésment EG. . @

The overall mean E cof%surnpt@n of.fe &@dln%?@ ut1 1. e tl% average consumption/bee over 10 days)
in the test item t@gatmgro t statistically signj antly different (lower) when compared to
the untreated egntrol “ .0 mgébee/c@ at 109 'mg poothioconazole/kg feeding solution, compared
to 41.2 mg/%@e/day% ‘k@@onm@g grm@> In @ tox@ reference item group, the overall mean daily

consum@ of feedin utl@ as g@ee/
At the €nd of the }Q ay e osure peri th@mean accumulated uptake of the test item at the

concegtration leve&% prot@oco le/ feeding solution was 38.0 pg a.s./bee (based on the
actual consumptlon of fi ng@lutlon oney bees). The corresponding daily mean uptake was

therefore 3.80 @ a.s, beeggp @ Q
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Table CA 8.3.1.2-2:  Effects of Prothioconazole SC 480 G on adult honey bee (Apis mellifera L.) in a
10-day chronic feeding test in the laboratory (ad libitum) ¢ @
Test item Prothioconazole SC 480 G D é§
Test species Honey bees (4pis mell;@z L) @\V)) A
Exposure via treated sugar solutiqgﬁlo days) N Q7
Treatment 10-day§ Overall mean Dietary d%se @ ula@ -
cumulative consumption o D ?4)\5] med pt f
[mg a.s./kg mortality (Mcorr*) | feeding soluti test\kt}m @Q @
feeding solution] [%] [mg/bee/day “‘g@@/ bee] @ [ug@@ /beel ~ | <«
C'(0.0) 25 4125 O L o & 49
R2(0.9) 100 (100) 35@?’ Q" 0.03, & . 040 9@
Prothioconazole SC 480 G* o9’ o RO g @
100 | 5.0 (2.6) | 380, . 4O 880 W kY . TS8.0
Q@ A @
LCso o g aflomfaske & g0 o
LDDs, N ﬁ pga.s. /besiday N
NOEC D o Y 100mg asdke
NOEDD O] & A J\\ 3. &yg a. sg&e/da@ ENE
! Feeding solution: 50 % w/v aqueous i 0se @@mno @/ S
2 Feeding solution: 50 % w/v aqueouQucrose solution con 1ng ngekth @neth \”\9
3 Feeding solution: 50 % w/v aquegus su 0% solytidn co@lmn th1 pNazo
* Corrected morality according HNE%) é

<ORELLTX1947%)
3 Dietary Dose (DD): mean uptike ofq&st ite alcu@mn bﬁgd on the repl&%e Va]@§s)
LC: Lethal Concentration ¢, Q N Q

LDD: Lethal Dietary Dose’ 9 Qv @ Q\y\’

NOEC: No Observed@ffect @cem@mn b4sed on@%ﬂaht@no égmﬁ antly d;ff@nt compared to the
control; Fiskt’s Ex4t T &Bonf@om @ns c&@ected e-si grea& a=0.05)

NOEDD: No Obse Effect D1°et@$ Dos€based o ty (nésignificantly different compared to the
contro@ﬁshe&@lxac&“ﬁest Bgif\tferroﬁkHolmi orre@ ded@@ater, a=0.05)

o O S >

Conculsion: & @;@ v\g© S % @ §

It can be cg@cluded that:the coaginu l@d h@tm fee@ing @adult@roney bees in the laboratory over a
period @0 consecut@%”day@ith the test item P@loc% zol 480 G at the treatment level of 100
mg prothioconazo, @kg fe&ﬂmg S@Jgutlon§us dwo a&verse gﬁect regarding mortality and sub-lethal
effects. \ @&

The NOEC for %ortaf@ Wi det@med\% be &00 bprothloconazole/kg feeding solution. The
correspondl@@NOE@) @éd on, the ac al eg@sur%tlon of the respective feeding solutions, was
determined to be 3.8 ug a@/be@@ K @g@ @

The LC ter 10 day@was@erm@%d teQbe >\$@0 mg prothioconazole/kg feeding solution. The
corresponding LDD@Let 1 Dietary Dose), bas‘@ on the actual consumption of the respective feeding

soluﬁl%hs, was dete%qlne@) be{@j 8 u@a.s. day

@* &
& An N Q
& vs% § N &
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CA 8.3.13 Effects on honeybee development and other honeybee life stages @ 5
. <
Report: kca 8.3.1.3/01 | | . 20+ M-4786<7§01-1 S @

Q)

Title: Prothioconazole SC 480 G (480 g/L): Effects on honey beedidod (Apis m{@fera I@)
- Brood feeding test . <

Report No.: 79051031 N S NS
Document No.: M-478670-01-1 % . L9«
Guideline(s): GLP compliant study based on the@hod accordi@to ﬂ (19%?) @Q
Guideline deviation(s): none ©Q @ § é\g
GLP/GEP: yes %@} Q& é\a Q @@ @Q}
Objective:

@Q
Q@ N WY
This study provides information on the broo develq@ment@ler @Q} in I\ ce ood\i(%ntalm ated
with Prothioconazole SC 480 G, comparable@o starf@ard r@s fo@o Ql}‘@ eld nginfor%tion on
the potential effect of Prothioconazole S§ 48073 tqQ Honey Hee l%)“od. "@e employe ethc@of
e

N ]& eth\@ of

S
L S ¢ &
a

investigating the development of the hoi%f be&ﬁood\gs baseton t

Ontogenesis of eggs, young and old (,‘f’v ac Q;Nlon% ees"were q@ﬁ@rve Mortglity ofthe hofidy bees

and sublethal effects, such as chani@m b%avim{@wer@o Q@iito%@ § &
R
R 6 o & 9. ¢ I
Material and methods: o < o S o & O @© “

Test item: Prothioconazole@% 486%, afialyzed %G.js. cc%ten& 9 % W/% 487.8@&; Batch No.
EM4L011663; TOX1016]@00; S@iﬁg@’n N(@I’0200%O7878 fig@\t)en@' : 1:271\\195 g/mL (20 °C).
~ NN

Honey bee colonies &is %ﬁfem@g) wéde ﬁaing@acc@éing%ﬁion&ﬁeekeeping practice,
containing two ma es with 1 keombs@ach. The pr@mm@r rood@heck$ndicated healthy colonies
with all brood stages pr@%nt an sm&ie% suppl¥of neefar a (;Z; pollgi®? The mean strength of the
colonies per treé@nen@oup, fwo days bef@ ap li‘\?}tio , rangegbetwean 10035 and 15030 adult bees.
Colonies weréfree @ng,@ acc@s to ﬁiaturgl@ d s@ces, b\$ duegp the season, there were no main
flowering, ge attractive?grops @owe%ng w@ds in f#ie su undi@area.

An un@d control affdha toxiCrefercsice (3.0 g1 ar; 28% fe@xycarbin) were included in the study.
Three bee colonies were used per treatme foup, The testitentand reference item solutions were mixed
with ready-to-use@ar sy%lp inves; 30"/@&1@0@ 31% glucose, 39% fructose) and applied to the
bee colonies via Pfeedifip trough, whigh was put di@ctly i the colony on top of the second magazine.
Test concenn 47 @protQ%%ona@le/L. Rare su@r syrup (Apiinvert) was used for the controls.
Ontogenesijs of a de 1nedrn fh > b o1 s@un - and old larvae was observed for a period

g %50 a@umbetof hofiy becgg g p

of 21 da, llowing t@ apption cagly Treatment group and colony. This was assessed one day
before the applicatiQyby selec 'ng\one (oxs Veora@\brood comb(s) of each colony and by taking a digital
phot\(‘i\i)f this (thesw), roéom{@’). A 1;‘;@’ saa@g the photo-file on a computer, eggs, young- and old
larvae were marked at tHiE ﬁrs@roo@area @ng Day (BFDO). For each subsequent brood assessment
(BFDn), agai%@%e Same ¢ (s) Was (Wér) selected from the respective colony and another digital
photo was n, fw, orde investigat&the progress of brood development. Ontogenesis of the bee
brood w bser@ fo@eri@%f 21 days after application (i.e. 22 days following BFD 0). Mortality

of adult®ees pu%e wa@o assessed.
$ LSy
@ & <

&
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Findings: o
Validity criteria: @ @
N

The reference item treatment (Insegar, a.s. = fenoxycarb) resulted in an egg termination rate gf100%&y
and a statistically significantly increase of unsuccessful young- and old larva&sdevelopmentZand t
confirmed the sensitivity of the test system and the validity of the test conditi@ns. Q\Q
% S & .o
o S
Climatic conditions: © S Q>
: . v Q @
The experimental phase of this study took place at a se¥tled, consta eather p ﬁ witls n%d g
warm days. Mean temperatures over the course of the study ran&@ rom 19.7:% 6 °
occurred only on a few occasions. Q @ @
& QS @
L @ > N &,@ @
Biological results: % &° N %\ @’ S
The mean termination rate of eggs was slightly low#ér in @ tes tmer@%r (16 ) When

compared to the values of the control gro% (17. @) Thére w@no tatlstlc@]qu sig 1car§’

when compared to the control. Thus, ti%’e w%\no eﬁ&\ect o@he lopn@nt %ﬁggs fol ow§ the

consumption of the test item. Q@ K\

There was also no effect on the d @loprg§1t 0 %un& er @asumﬁ Q@e tegp item via
treated sugar solution. The develépme succ of t@ yo § arvag)in t est 1@- treé%‘nent group
was slightly higher and resultedzin a mean tet@lnat rate com@red % in the control
group. This difference was r@%taﬂst%ally@gmﬁcant com%are @ the 6ontro group @

No effect on the developm%lt of o@“larv@@vas @ewec@fter consul@lom@i e te@ item treated sugar
solution. The mean terminationgate of §Ri lary@ie in ('2‘; test ifeih tre%fnen@ oup@s lower with a mean
of 3.6% compared t§ 4% éhe @ntrol@rou ccc{ ngl@thlsc&vas n%@atlstlcally significant

compared to the c group @ @ @
Adult bee moﬂa@ t@&test &% trea;men&group@as lo@ger (n 0 dead bees per day) when
compared to th@@ontr@group&&l 2:dead b%% per«@}y) ndno istically significantly different.
Nearly no de@lam@nd&@)ae wete fofind in ﬁy deadBee t§ aftey treatment with Prothioconazole
SC 480 G. @hus, there was no %%Ct onNge te@tem o@hon@ bee @ae and larvae.
> & & & & S
K °\©
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Table CA 8.3.1.3- 1: Effects of Prothioconazole SC 480 G on honey bee brood

Test item Prothioconazole SC 480 G @g/ fQ
Test species Honey bees (Apis mellifera L,) (complete colo,}tiies) @
Exposure via treated suga,@lutlon &>
T Untreated Prothioconazole@’C Refer%ce Ité%
reatment control 480 G% (I % ar,QQs <
. x,y@b)
Rate per L sugar solution [product]” Ry 1.159/L “% 30.g/L o
Rate per L sugar solution [a.s.]" - 0,4£pg/L O\J 0. ’%@g as®H A
Termination rate of the eggs [%] 2 17 8% 160% (ns) A 160.0 % (yd.) @\\
Termination rate of the young larvae [%] ? 107 % Q4 % ms.) & & 99.6 %i(*) O
Termination rate of the old larvae [%] 2 OF4 % 3.6 %Wn.s) X | O 438% (Y@
Mean brood termination rate over all stages 11.5% O 10,7% (0.5’ L8 W1% (F %
Mean mortality of worker bees/colony/day duringgy @‘J/ gj S 3 @
pre-application phase ¥ @ Q@Zl4 (r@) é D&
during the entire post-application phase ) % Q%l & 8.8\n.s.) < (n. sa\@
Mean mortality of pupae + larvae/colon%@ﬁay . &@ 87 ‘\U @%
during pre-application phase * Qﬁ@ %@1 (né}) @ @2.0 (I@.)
during the entire post-application pl‘@% 4 Q.9 @ @70.0 (@3.) g@ 1.%4n.s.)
Mean Number of Bees before Ap@atlon \150§Q N }@30 S) N 40035
D test and reference item were mixed with, sdar sgg’ion @U @@ & @@) @‘J
2 mean termination rate of 3 coleniés pe&treatmen groufdy’ @Q (& é
3 mean number of dead honeyBees peg day an@lon found i %ead fee tr: & &
4 mean number of dead pupag/larvaep %r da&»nd c @ny four@ in dead bee@aps s, %
) mean number of bees petgolony: > @ y\’

N
Statistics: n.s. = not statg\;ucally ificayt compared fpy e go@ol *= stat1st1z$ﬁly m@ﬁcant compared to the
control; n.d. = not detef@¥ined,; @ude@vtest @ 0. O§alm§§ comp son&o s1(§?1° (before application), one-

sided greater (after a@catl@) © @
°\ N o 9 SN @@

S @
Conclusion: & & @

\
Overall, it c@ be@%)nchiged accordm% to tf’@ re of@ s@dy that the administration of
Proth1ocon@ole SC 480.G fortifjed ‘%@ (470 %gthloo@aazole) to honey bee colonies does

ne1ther@ersely affe@i@hone@ee c nleé nor be@%roo Vel@ ent

N
Q\ & éﬁ O N N
@ @ %\ G I N

Report: @ @QKC@?3 1 \3@62@ £2015; 01-532419-01-1
Title: Q tofs effeo@\f pr(@loconazole EC 250 G on the honeybee (Apis
% melhf ) 1@%316 sgn@ﬁel%@%r one application on Phacelia tanacetifolia in
§ . FGermtany 201 N
Report No.: N %)299 @K .
Dogliment No.: ~ *v" M:33241¢ 1-1% &
Gﬁ%eline(s): . OECD Guidance

c@ent No. 75 (2007)
and entee mm% ations of the AG Bienenschutz (PISTORIUS et al.,

S 2045). OERPIEP PO Guideline No. 170(4) (2010)
Guideline d@atio@: major deviatioys
GLP/GER; & s

@ @ % S
Ob] tlve v

@e stuci@j wa& evaluate potential side effects of a spray application of Prothioconazole EC

250 G honeybee (4pis mellifera L.) under confined semi-field conditions by following the OECD

guldance document No. 75 (2007), with methodological improvements by the AG Bienenschutz (.

I 2012).
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Material and methods:
Test item: Prothioconazole EC 250 G; analyzed a.s. content: 246.9 g/L; Batch No. ECEZI(@Z9
Specification No.: 102000008022, Density: 1.005 g/cm? (at 20°C).

The crop used was full-flowering Phacelia tanacetifolia, the study was con@cted in * @
%

, Germany.
The study included three treatment groups with four re@:ates (tunne(?each one%{\gﬁp -watsr trea@
control group (C), one test-item group (T) and one referdfice item gro (R) @@ Q\
Applications were made at full-flowering (BBCH 64 &5) with hon&?ees activel ragl‘@on t ropx

The target application rate of the test item Prothio OF zole EC 25QG was, 187 Q ga. s{ha (act@al m
in the congrol gr(@p and é

@
&

rate applied 199.2 g a.s./ha). Tap water was ap;@ §a@was applie

target rate of 1200 g product/ha in the refere&ce 1ter@grou@orr@@md&@’to 300 g f@é%xyca{g 7ha).
The spray volume was 400 L/ha in all treatfkent giéips. @h n@ @ col s1@s per % eatment
group were in the range of 8109 to 8759 b@s T one%ees rémai d n t]@tunne@ for ay@nd

colonies were assessed twice during the@%‘nﬁm&%hasgand f&ir tm@ ftcr@ards‘?\g §
TS s s s 8s°

The following endpoints were asses§ad: & N < @ @' )

. Total and mean number a@ead bees O%the linen shee@ in tyRHels, {wthe dedd b ég?raps and in

the dead bee bottoms before asgyell asw%%ter sta f ex @9 T antthe @hcqﬁ&on inC and R,
respectively. &

v
. Flight intensity (mean nu@ber o@rag@ees/l@jPhace%a t@ce@%ﬁz) b@)re as well as after

the start of exposure in Tx'md e applition @ L?R @ectlvéiy @y\’
. Behaviour of the beesin’the &op arfdarout the h@e o ©
. Condition e coloniesQtcolo® str gﬁarea o@ the@lffereﬁt brood stages and food

storage per colon® d aé@ssmg ate), N Q o @
. Devegxent the bée broed assegsed in 15@’1V1du§bro cell or this particular assessment,
between 206 3%§hdlw@ally @rke@wells oF col@ eleced.

Y9 v

@ = 5\ @
Findin ON @7\9 @9 @ @ \
Biolog& results @ N S) @ Q° \© N, O
Mortality: Q v\, N Q

Y S
Throughout the @udy @fore&d wmgy exp ureZé@ker bee mortality was similar across all
treatments, indigatin of the test@m Statisticdily significant higher values in T were found

on 7DAA ar@BDA b%@ese%@re o@ mlr@}m nature and not related to the treatment.

The pup%@mtahty in T and C§yas o@f very fow l%@throughout the study. There were no statistically
signific dlfferences%betweégc and T o &y tvidual day of the pre- or post-application period.
The wgan value fer the @re c 1ne ¥nt petod (ODAA to 7DAA) was on a very low level in T
(0. 5dead pupae/ day) \thls vatue @as statistically significantly different from the control
(0.2 dead pup @day) it wa 1th1e ra@%e of natural variability, only slightly higher than the pre-
application @ortality th T dea%vpup@day) and even lower than the pre-application pupal mortality
in the untreated @@ 9 @@/day?@corded from 4DBA to 0DBA) and it is therefore not considered
as bioleg il ally ant and tment related.

For t{é\\who ¢ post-applicatioh period (ODAA to 26DAA), no statistically significant difference between
C deadgpupae/@’ay) @1 T (0.3 dead pupae/day) was observed.

In contrast, a clear and statistically significant effect of the reference item treatment R on pupal mortality
was observed for the periods from 0DAA to 7DAA (0.8 dead pupae/day) and from ODAA to 26DAA
(35.3 dead pupae/day). Moreover, dead malformed pupae with white eyes or sickle shaped (rimmed)
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eyes were observed in R on most days from 9DAA to 26DAA. Effects on pupae of the reference

substance are a well-known effect. <
N @@
)
Table CA 8.3.1.3-2:  Mortality @b o o
oS S N
Assessment timing | Control (C) | Test Item (T) ~ Referenc em@
Daily mean mortality (dead worker beesicolony) + S 9 2
4DBA — 0DBA) 49.0 +19.6 S84+209 & 555+ 188 AN @
0DAA 30.0 + 6.6 $8.0+13.0 © ofb.5 294 &
0DAA — 7DAA 409+52 & 52.0+13.89 %y 2476555 AS ©
08DBA2 — 26DAA 23.8+£8.2 & 24.6+ 64 < 178+330 @
Daily mean m;;@ahty (deailarvae%ae/ é@ony).\sTD@ @
4DBA — 0DBA) 03+0.4 . 02892 S R &09&0 &
0DAA 00£00 ] 57 E3TL15° 5 0.0 0.0
0DAA — 7DAA 0.2+0.2 R, M5:1028 0 © “@ 08+045) ¢ °
08DBA2 — 26DAA 04+03.5) /Y < 03£03 353+ 2@

DAA: days after application; DBA: days befqre apﬁkicatiO@ TD Q@%da%mﬁ@n é\ﬁ
*: statistically significantly higher than col g@g}p %

@
N & «% & & @Q .
v &’ @ > @ &

Flight intensity: @

During the pre-application perigg (4D§%to OﬁA) fight @llt T w@shg @/ th ugh statistically
significantly lower than the@trol (‘Fukeg@s test, two-sided, (x @ OS%Slnce wasGtill untreated at
this time, this difference 1 not r ed t@e t@ltem @re-app 1cat@<1 % activdy in T was on the
same level as R which may b used &0 co rlso incegt was Also stilhunt ed at this time (not
significantly differentyTuke %st 6yo-sided, o 5) ere&re , pre- apph&%on flight activity in T
was on a normal leygiMor thi k1n<§§f cr@ﬂand h ga natural rang® of vakiability.

After the applicati un@%‘che n@of the co&ﬁnemei@pen&OD&A to TAA), foraging rates in the
test item treatrgent sllgf‘&ly l%ver biutwnot sg}lstlca s1lcam§ different from the control.

Actually, ﬂlgctQ@ in TQvas h1@er afer the@phc \- efgpp, and no repellence effect could
. S o
be dlscern@) D 08

>

. @
On the (@%of the appli@ﬁ“ion gAA@]e mean daity ﬂig‘lﬁ@nte Nity, assessed over a period of 6 hours,
accour&d to 26.2.. 13 ang fora @%66@2 foi\’C, ‘f, and R, respectively (no statistically

N5 )

72

significant dlffere $; Stiident’ ~tests meth ]éb one-sided, a = 0.05). The slight difference of
flight activity in %cmr@ed tgthe c ol hé§n0 bialogicahyelevance and was on a normal level (higher
than before apglicati A), 11@1" thrc@ghou@ns ddy?

Overall, none”of these s@t (iﬁcrean betv@n C@ld T is considered as biologically relevant or
treatme@ated. @ @
§’ @

Tahl§ €A 8.3.1.3- 35 F@n te%tyQ @

Assessment giging | &E”ontr@(C) & | Test Item (T) | Reference Item (R)
o & %K i%ily mean flight intensity (bees/m?) + STD
4DBA €0DBA | & 1334389 82+ 1.6% 94+2.0
ADAA & dY  6.2+47 21.3+3.0 252+4.6
ODAA — TDEAY 919.0+3.1 15.6+2.0 19.8+ 1.0

tabpStica sz’ ignifiantly fower than control group
ta on4PAA and 6DAA were excluded from the calculation of mean values and STD because there was hardly
any fli ctivity in any treatment due to bad weather

DAA%%aypp]Qa on; %Q\BA days before application; STD: standard deviation
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Behaviour of the Bees: .
Small numbers of bees displaying unusual behaviour were observed in T on several days af@he ©©
application (ODAA, 1DAA, 3DAA, 7DAA, 11DAA, 16DAA, 18DAA, 21DAA, 26DAA), bufsimilafyy
observations were also made in the control during this period, and in few cas so in the u@eate@
and T before application (4DBA to 0DBA). Therefore, no test item related ad@yerse effect oﬁ&honé%ee
behaviour was discerned. % § § &
) .

© & NS
Development of Honeybee Brood in Individual Cells: X~ @ @\ t”\g@ &@
In the control group C, successful development was observed in the @%ority of thveg@%ar roellk©
indicating a healthy development of brood. The ) terminatie@rate at theeend o&the obgervatiéty
period (BFD+23) was acceptable at 30.57%. Q?% N L @@) R . © © @§
In the reference item treatment group R, the p@it treat%ent m@ Vatlg}s of the bro@andéﬁmpe&ﬁion
indices were clearly lower than those observed in th&cont ind@ting@ron verse effegt. .
The mean brood and compensation indice%s vzek@’s the@nean feymination ratgs in Rvere tlstiélly
significantly different from the respec&%e V@Q%s in\hie codiprol Q%all@ Post treatment assesgRients
(Student’s t-Test, method pooled, o de@@i = %@) TQ% mq&@temﬁ{}ltio te a@”le en@ of the
observation period (BFD+23) was 9‘@1 ‘V%Lrldica\@g thi@le @rh@» the i iall@iark@ eggs had
not completed its development. % > O @Q @Q \%
In the test item treatment grougy,T the@g?ood @nd ¢ ens i@ices ware shi tly Jower and mean
termination rates were sligh@igheﬁham@the control ofrall as€essmept dates after 0. The mean
termination rate at the epd of @ ob@atiO@%erio@”(BFD§23)@as %@6.6%. No statistically
significant differences b&gweerxontrol%d t@tem@wre fé@md. > $ @y\’

@(;3/

v S SEC R )
QA QS O O N S
Table CA 8.3.1.3- 4: Brood an mp&ﬁ Shtion-irdices a¥id te inatio@rates S
@ & S @@ g@n . @
. @@ \QBrO&Hbindexl?”Cognsaﬁ@ ind%ﬁt X day’s aft@> Termination
Replicate | ) “hrood@pea fixing dz% (BFD@ v rate
Q @ P N all &7 a6 @ +23 (BFD +23)
N
Contrt&@ 1.00/1.2&9 &?8/%,@ @.97&0@ (\@2.93/@’3 3.47/3.98 30.57
STR> 0.00/GH0  [$)0.65/0563 A~ 0.7.68 0.790.64 0.98/0.73 19.61
Test item M 00 & NS 2
T l@l.oo @@8/1.9@ @32/2.& A‘%}O/Zﬁl 2.67/3.79 46.63
STD 700/06D | N0.14/004 L V017415 £ 0.20/0.27 0.33/0.34 6.47
Reference | © ) &) b N 9 *U@ * * * * *
item R 9 1.0(@.00§ O.@O.l%\ 0%& /0.2§ 0.10*/1.09 0.12%/2.57 97.54
STD,= | 0.00/0.00 ©11/035 | D.110.7 0.12/0.47 0.14/0.70 2.75
BFD: @%d area fixj (?day; @‘D: Standard@lia
*: Statistically @@ﬂﬁc%ly lo@r (bro@ ando pensation indices) or higher (termination rate) compared
to thé%’ontrol Y SR Q K
T & Q

Strength of th&o%lo jes: > &Q@ Q&

The overall @velopment eftolony $tren@th of all treatment groups showed fluctuations in a typical and
normal rasige. T]@%olo@stre@fh Vals of the test item group were on approximately the same level
during the entirg stu% tha corresponding values of the control group, except colony Td where a
slight.( ecre@%of cqldny size from 1DBA to SDAA was observed while all other colonies were
gréwing. No simila obs@ation was made in the other colonies of treatment T and colony Td developed
norma}-6h all following assessments. Therefore, no test-item related adverse effects on colony strength
were observed.

Development of the Brood Area:
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The mean amount of brood in the colonies (sum of cells containing eggs, larvae, and pupae) was
assessed.
Overall, on the level of whole colonies, honeybee brood development in the test item treatment@oup Ty

was not affected when compared to the control. @J@ &@ @@
Development of the Food Storage Area: % §
The mean amount of food stores in the colonies (sum of ce@ containing @%tar and pou@p) wamsses
All colonies were well provided during the course of the ¥fudy and thﬁ’\was no lac @fpoh}@n or &gar
in any colony at any assessment date. No test-item {Oggated advers& ects on theudeve 1@ th&(@
food storage area were observed. % Q @) ) &@
eod N Q 2 &
Conclusion: “ %" @’ \ @’ 6 N
Prothioconazole EC 250 G was applied at a tatget ra@corr dé& 6 @§ /ha t full owering
Phacelia tanacetifolia during honeybee angmg@actlv@ Tthffects on Q@neyb@ colgyiies 1@@1&
confined conditions considering mortah@’ﬂlgkgﬁltens{} bel@mou&%alon@trerg;h amount o@'ood
and brood cell development were evahiféted.., > @ S @ Q
No test-item related adverse effectsn mgitality @ad& ork@’ be @Qﬂlgh ten, an@ehavmur

were observed. No biologically @Vant effe%m pt@e rn 1ty ] ogérve@er &hi%a entire test

period. @ & Q
The quantitative assessment@brooﬁ*dev@pment@f 1ndi§>1dua1@glar@d cells@onta&ng eggs did not

result in statistically significant dj rené%n @eybe@mod%’eve@men&
No test-item related advegse e%::ts on@olor@tre (meart nuniber otf\ﬁ es <(§colony) amount of
brood (mean number f cells@o ere@wnh e dl@rento t@es rogg) or Qn\ development of the

9

@m
%y
/‘7@

food storage area wegg observed. @ @ @ é\a
o N 9 & < @
~ \ AN @ @

CA83.14 S&-leth&l effects o &

QY
N
There is no amculg@stud%emg@ tes‘%hlde neto ag@ss “SU@Ietth?éffects” in honey bees. However,
in each lghoratory stud@s w%@s in @ igh tle@mdy@o le‘Q@jeffectS if occurring, are described

and re ed. S
@ S & L0 &,\ & %

S Q
CA 83.2 @ ]%@% ﬁo@ar%{: artpo@ther than bees
[SKS]

A number oﬁ@udle@n ug, arget tarthrapods W uated in the monograph, many of these studies
used the qgewous repres nta forkaulatién, for%ummaries of the studies please refer to the
@9 @ o .0
Monog@. @ N
@ % \ & ">
%o S \
CA8.3.2.1 o “Efféets oq}sp@%s rhopalosiphi

Studies on ﬁmdm%ﬂgﬂszp@lave <<@een conducted with the representative formulations of

prothiocon Whare eng&l n 1\@ documents, Annex point 10.6.2.
@ @
@
CA 8@ 2 @ @ifeq@@m Typhlodromus pyri
St@ T yph@dro@s pyri have been conducted with the representative formulations of

prothl@lazole and are presented in MCP documents, Annex point 10.6.2.
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CA 84 Effects on non-target soil mesoand macrofauna C
CA 84.1 Earthworm, sub-lethal effects X @ S

For information on studies already evaluated during the first EU review of prot@conazole, 1\%l@ase refgr

to corresponding section in the Baseline Dossier provided by Bayer CropSciefioe and in the

Additional studies on earthworms were performed with the representa&%ve formula§ls @ soi

metabolites of prothioconazole and are submitted within tfiss Supplem%gﬁy Dossier:\y;g\ \"\ §
¢ Vs é

Table CA 8.4.1- 1: Endpoints used in risk assessment @%earthwcrm&t@~ prothiocm@ole ax@its Q @Q}

metabolites o @)

& R I

Test substance Test species Ecﬁ@&icological@dpoi{u\@ “Referefice &
Prothioconazole FEisenia fetida LC%, &1000 ﬂ@ dsﬁ%g dws®,,
acute &) %, g}’ Qy 6@

14 days, mixed @ @ Q
JAU 6476-desthio |  Eisenia fetida [ LCsa>  SID00 niQya.s./kg dws,

acute DN @ |5 @Q >

3
8.4.1/02

2000)

-020680-01-1

KCE4A 8.4.1/03
(2002)

Q
D
R
14 days, mixe(bQ goi% é\” Q\ @%r%’ @) @
JAU 6476-methyl Ei‘s'enia‘fén@% @Cso > >1000 mgx.s./k(r vs e

)
acute 2 9 S © Q
14 daygr(@xed, @ @g@ @)@ @% @

&
Prothioconazole Eisem&g}éfida ER§ > 470 k%\@)dﬁhz@ 2
EC 250 re@;}oducti OER2y 1.0 kg a.s. N 4-033501-02-1
54,4, sprayed & NO 53.96@@&5./?&@ dwg}j@ %\YO\’KCA 8.4.1/04
JAU 6476-desthio | « Eiseniqf@Vida NQEC x70.5 kg dws* 2000
e 1-(@@) 7 @6 Lo oK \@ M 02619(3 012)
g eproic $ g & & o -026193-01-
4 5@ d, mix N A @ P KCA 8.4.1/05
N OR - (2000)

JAU 6476-S- |  Fenia fida
SR

P
/
&
3
E
%

methyl, @ eproduction®y, %& @ § S M-021370-01-1
Q LS 56O mixed o & & @ KCA 8.4.1/06
Prothioc@&gazole Eisenia Rl Q% NO@ 1 1159 kg segis/ha “_
F@wo @pro&&on @ Q  xV2gag/ha (2001)
A @ 56,dDheat o L9 O M-088126-01-1
S sdllingdy | O & N KCA 8.4.1/07
Prothioconazol%Q %epenia da NQ@?@ >1000mg prod./kg dws 2007
FS 300 G roduption 07| = Q> z§ng a.s./kg dws M-287144-01-1
@ | O%6amixed® | Q , O KCA 8.4.1/09
ProthioconaZole \Nau@%art NWorm @OEA@ Q3 x 200 g a.s./ha - (2005)
E 0 popula, @j’ o % %@ M-040814-03-1
o DFicldQudy ISERN KCA 8.4.1/08

ip to.4l moniks, SN @
N :@ @clyi&g%b ®@ &
1 Study endpoint refined with th @tual@st cor&i(ﬁ%}ons: area 198 cm? and 500 g dry weight soil
* Adjusted by @ @tor £ to gggress og P@' and the high organic matter content of 10% in the study
Bold Values@poi{énon Wered ré%vant@r risk assessment

Oy O s 9 .
The EU-@reed@pon@for @hloconazole was derived from a study where PTZ EC 250 was sprayed
onto t@oil @face%pd th&NOEC represents the highest application rate tested. This endpoint does
not ect @e in@sw t%{icity of prothioconazole active substance to E. fetida. An earthworm
reﬁ(oduc i study with§othioconazole FS 100 (application of treated seeds) was evaluated during the
EU reyiew (2007) with a NOER of >122 g a.s./ha, however, a study where the test item was mixed
homogeneously into the soil is not available with Prothioconazole FS 100. An earthworm reproduction
study where the test item was mixed into soil is available with Prothioconazole FS 300 which is a slightly
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different formulation compared to Prothioconazole FS 100. This study is considered to better describe

the low intrinsic toxicity of prothioconazole to E. fetida. A summary is presented below. @
D Q§
&
Report: KCA 8.4.1/0| . 2007; M-287144-01-1 & @®
Title: Prothioconazole FS 300 G: Effects on survival, growth an@eproductm@n tl%\
earthworm Eisenia fetida tested in artificial soil with 9\9 peat R ) &@
Report No.: LRT-RG-R-30/07 ©) & \ R
Document No.: M-287144-01-1 @ © Q' w
Guideline(s): ISO 11268-2: 1998 (E) and OEC§D 222: April 1@004 %@ N Q> ©
Guideline deviation(s): none @ S Q Q @© @Q}
GLP/GEP: yes % Q 2 S & &
o R O
@ Q} "\@ AN ‘2’5@ Q@
Objective: S’ @ O KN R

The purpose of this study was to assess the ef@ct %@oth@g naz@ FS@) G &@%urvgal gr@%vth and
reproduction on the earthworm Eisenia fetﬁ%} duern@ an&)ﬁosgto %artlﬁ@al soil With fd diffepent

test concentrations. The method of appl@i@tlon %nﬁ the@st Spec or&lgend@%by t]&mter@onal

test guidelines (ISO 11268-2: 1998 (é@and il 13%% 4)© @ @ .
Material and methods: @b @@ %
Test item: Prothioconazole 0 G%nalyz@a a. s &@%6 @/L (2@7% @V) Qatch No. 2006-
006218, TOX07688-00, Spe§ caKon 0 %200&014331 \@ %

@ @ <
Adult Eisenia fetida (app%x 7%10nths %id 8§ 0 a@nals@ the controkgroup d 4 x 10 animals per
test concentration of trea@nt ggﬁ(%p) were eﬁed man aﬁ@%lal qil (with 5% peat content) to the
test concentratlons 00 — 178 2316 g@ n@%test @ml/kg we%ht artificial soil. Non-re-
usable plastic bo@ (len @1 X fi@lghm@ 16, i@n @cm @ﬁé ca approximately 200 cm2)
were used as ess @ §
Each test vess% co ed«@ amoug of a[%roxu@tely g affificial@oil (dry weight) to obtain a depth
of approxitfiately 5 cm gg}l in tla\f@es@sels @’w testdtem@yas m@t%’d into the soil.
The vegsels were kep@@l pera controlle§ n&?ZO £2°C under a 16-hour light to 8-hour
darkness photopeand %l\l t mensn@ hg\{mper d betw&%n approximately 400 - 800 Lux.

After 28 days the rn m %mmalf@and thair Vs@ﬁght alteration was determined. They were
then removed fro the@ 1ﬁ mb@’fter i%‘ther@g da@ e number of offspring was determined.
\
Findings: @ @ %,Q @g@ @6
Validity ggiteria: & @ @ @ o\%
All Vah%hty criteria @re m t as pfe@enteeloy&ﬁ@
% 73 @ >
Tabl\e CA 8.4.1- 2 @thlt@rite i §
41-2: it Ha &
Validity §' N 4\@ \ R Recommended Obtained
Mortality 6Fthe adits in he control <) <10% 0%
Mean clange @rowt}@f th It earthworms in the control during o o
the exposureperiod of four sgeeks =-20% +36.8%
M rate epr@c%lon ‘0f juveniles (earthworms per control 30 175.0
ygssel) @@
Coefd‘i@nt of variance of reproduction in the control <30% 17.5%
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Biological results: .

No mortality of adult earthworms was observed after 28 days of exposure at the control group a@he ©©
test concentrations of 100, 178, 316 and 1000 mg prod./kg dry weight artificial soil. Mortality Of 2.5%y
was determined at the test concentration of 562 mg prod./kg dry weight aﬁiﬁc@soil. This m@talit@y

not considered as treatment related, but rather a sporadic event. @ s

SIS
Q %
No statistically significant different values for the growt@latlve to th{%’ontrol Wer@bserw at @

test concentration including the highest concentration 01%00 mg pro kg dry Wel%@ artlﬁ@\al sg\g@ g
O o

LN
No statistically significant different values for the%@mber of Ju@mle er te&©vess§l relatl@ to tHe

control were observed at any test concentration i 1 1ng the h%;wst c@centra%n %@OOO mg proddkg
dry weight artificial soil. w \ @
o @ 5}9 & @ @ % o
Table CA 8.4.1- 3: Effects on mortality anqgﬁang l@bo @elg Qadu eart rms (psem@%da @%ter
an exposure of 28 days@o Pro‘ﬂuocon@ole 0 G% ml@sﬁof oggprln test
vessel after 56 days Q g& %,
AN @
Test item U Qp &Brothetgc%%az@@ S 3@@% @ 9
Test species Q Ca &y Eartiworm @seniadetida)c )
Exposure . @ X @7 Wd soiy 5O o
Treatment Mortali %f Mean@han e oi/body\vel @gean mber@ offspring per
adult the Its m da§do to da% %Vess@@after 56 days

[mg prod./kg earthWorms © % @Stz@ard Deviation)
dry weight soil] %] <\ ( :I:§ d evu@&n)@q S

Control & 0 gy 7+56.8 -© %175.9\ +30.7
100 F N @i 8. 7@ @y 165.0 +33.3 n.s. B
178 SIS RN ST +39 [ ems 2| 1690 +12.9 n.s. B
316 g N\ o +56.5N | 115 [YnsdY | «133.5 +35.5 ns. B
562 O | & 2.0 D" +549 | ;¥144O §;§ - 166.5 +10.1 n.s. B
1000, T | w542 NTE6sy ns. A %l 1543 +16.4 n.s. B

NOEC related to giowth: oy | &0 > 1000 mg el item/kg dry weight artificial soil
K@EC related to@rowth@ AS @7)0 migest jte@/kg dry weight artificial soil

NOEC related t roduction: [\ @) M 000mg test@%m/kg dry weight artificial soil
LOEC related t@repro@uctlon(,@ B @ 1000mg t%s\t item/kg dry weight artificial soil

AResult of a Willia uentl@’t test, “to- -sided, o @ 5
B Result of a % ams 1pl qucn (Al t- te@ ong- §ded sn@ﬂer a=0.05
not st 1st1 1cant@ferer®)mp@d to the control (p > 0.05)

S @2
Conclu@ : @9 Q @ %

The %erall NOEC ete@ned @e > @00 test item/kg dry weight artificial soil. Thus, the overall
LOEC is deterrmne to g’ 1(@@ mg t 1te g dry weight artificial soil.

e 7 @ Q
CA 84.2 @ \Eff owon-et soil mesoand macrofauna (other than
@ S eafthw @- 5)

For 1nﬁgrmat@ 0 §§he §@eady evaluated during the first EU review of prothioconazole, please refer
esp - ding s&gtion g the Baseline Dossier provided by Bayer CropScience and in the Monograph.

;E?smdles on sprlngtalls (Folsomia candida) and soil mites (Hypoaspis aculeifer) were
perfo

n.s.. mean va

d with the representative formulations and soil metabolites of prothioconazole and are
submitted within this Supplemental Dossier:
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Table CA 8.4.2- 1: Endpoints used in risk assessment for Collembola and soil mites and additional
studies for prothioconazole and its metabolites
Test substance Test species Ecotoxicological endpoint Reference
Prothioconazole Folsomia candida NOEC  >1000mg a.s./kg dws"

Reproduction
28 d, mixed KCA 8.4.2.1/66>
Folsomia candida NOEC > 64 mg a.s./kg dws's, W2), @
Reproduction @ @ M-0342 1-1 \\ @Q @
28 d, mixed X Q KCA 8@,2.1/0 S
Hypoaspis aculeifer NOEC 00 mg a.s./@w(iws >
Reproduction % Q + | M3 78@2 1 © @
34 d, mixed W 2 | KR 34Q1/02
: %, N @ %
Lufa 2.1 ﬁg@j Q 7 N\
JAU 6476-desthio | Folsomia candida NGEC 3mg p.m./kg \\s
Reproduction %E é@ né% % @

28 d, mixed <% @' @ Q

Hypoaspis aculeifer & NO&@ 100 @.m./l&gﬁws

Reproduction Q@ g&\ w\g@ 3 %© o
i Q SRS S

14 d, mixed 6;& & S
JAU 6476-S- Folsomia cang&¥a, NOEC> 2158 n@.m./@@ 2
methyl Reproduction 9 @@J) s @ & 6 m”' -01-}
28 d, mix N o 2 9Q KCDR A 04
Hypoaspis acyleifer @ﬁOE% > ](%9 mg pn. /kg\&@s (20\‘f 4)
Repragyiction® N M-49]1§04-01-1

14 dymixed, 9 @ S ~ SPkeawan.1/08
* Adjusted by a factor of %) addr sthe 10@0W an@he hl%ﬁrgamé@latte@ntent of 10%, irthe study
D The corrected NOEC @> 32 1@1{ § in tl@ old FdRomia %dzda rodu n stu%}wnh prothioconazole active

substance (M- 03423 CA 8.4. set abowE the h@lest cgpeentration tested (64 mg/kg dws (no effects seen),

which had to bec ted to the ptat cﬁgtent 0%)). ﬁ@new @dy was, com@d with test concentrations up to
1000 mg a.s./kg @ws v&@ as weflno effects weife% r@ﬁbup 0 the -,\Q— congel ration tested. This endpoint better

reflects the o low #oxici Prothiggona Fo ia candida
dw s = dry weightsoil EY%@ Z@% W @ @
Bold values: &ndpoints cons?loi::red rele@ant for:%k ass@nent @ (@,y\?
~
@ o @ . § @i a o ©© § °\©\
CA 8.4.2.1 ©§pec§s leve«ljesﬂ@ R
Report: @@Q KCA . 2081 M-405273-01-1
Title: ©roth®cona 6@7 a.s Nnflue reproduction of the collembolan species
@ < ia &Q‘ldld&%@@d m%artlﬁ%l soil
Report No.; L-11 @
Docum@o.: @M 40 -01
Guidelifg(s): N OEC@ZB& adopte r 07 2009: OECD Guidelines for Testing Chemicals -
< ¢ mbo Rep&uctl est in Soil
GLﬁQ%fine deviatio téj or (fwlanon

GLP/GEP: @° yes & @ &

\%%é@ .

%f

Objective: N
The purp @e of this stu@?was@ asses@he effect of prothioconazole a.s. on survival and reproduction
of the @

ean eme@olsomza candida during an exposure of 28 days in an artificial soil
@tre%&ment

@9

com r1ng

¢ £
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Material and methods:

Test item: Prothioconazole a.s., prutiy: 97.1 % w/w (analytical), Batch No. EDFL004807, TOXO@S
00, Specification No. 102000014040.

Toxic standard (Boric acid): 44, 67, 100, 150 and 225 mg Boric acid/kg a@mal soil dr}@)velé@)
control: untreated, solvent control: none. (o8

%
%
&

10 collembolans (10-12 days old) per replicate (8 rephc@ for the co&%l group al@sl re "H@atesc@’
each treatment group) were exposed to control (water tNéated), 62.5,425, 250, 500Cnd kéo
item/kg artificial soil dry weight at 20 = 2°C, 400 — 8@@ lux, 16h hé@ 8h dark. é yring @ stu@the@g©

were fed with granulated dry yeast. Q . & g ) @
Mortality and reproduction were determined aft@ days. @ @@) ) \© © @@}
S LY
% @Q @ % %@ @6 o\ %
Findings: Q @ NS SO @
& &N S & o
Validity criteria: S\ @ Q IS ) @’ @K
All validity criteria were met as present&%b losg\ \ &6 &% \@ é\g o §
~ 5
Q AR & S0
Table CA 8.4.2.1- 1: Validity crli A @%% . & N g S S @ ©
Validity criteria Q 2 D N ecom%end@}f -_Obtained
Mean adult mortality %é@ w,” @ § %b@ y a @20 ‘V%@) 5%
Mean number of juveniles pgr¥eplicates(witheL0 colle olan @ © G
introduced) i S %L Qy N 2 1‘%) e 1570
Coefficient of variation ceﬁ@ulated%r thegtimb f Jjuyeniles per, 9 o %, N
replicate Qﬁ § ‘& & S 30 ?\Q 12 %
D

© N

/

The most recent —GL —test @\/I 0 —Ref@IS/ 1k§0 ﬁ“arch 08, 2011) with the
reference item B@byc s o@ed s0 OP91 g testdt {gn/k Grtifi weight (95 % confidence
limits from 8 @@é to Borlcéeld/k@tlﬁggﬁ smghy w@t) fotf\reproductlon according Probit
analysis usm&mx m likelihood regre%%wnb 9 & @
The result {9in the reco&mend& ranggof th@uldeh@é (al@ut 10g Boric acid/kg artificial soil dry
Welgh‘@ @ @ . @Q § @\

< N INS

@ Q « &K
Biological results@ \ (3 Q >
A LCsocould not e ca@ atﬁd @bnsmﬁ%’ed taddbe > )@@BO mg test item/kg artificial soil dry weight.
S

Concernin ﬁe num%er @Juve@l’es ﬁtlc (@\nalyg (William's-t test, one-sided smaller, o = 0.05)
reveale tatlstlcall}@slgm nt differe bet\i}éen control and the lowest treatment group with
62.5 mg test 1tem/k 1ﬁc 1 so1l%eLry wed i- ht B@use the other test concentrations up to 1000 mg test
1ter@ artificial t&311 ergll revég e 51gn1ﬁcant difference to the control the NOEC is
determined to b@g 1000 mg tg@lt%@g arti 101al soil dry weight.
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Table CA 8.4.2.1-2:  Effects of prothioconazole technical on Folsomia candida after 28 days exposure

(nominal concentration) @°
Test item Prothioconazole a.s. S C)V@§
Test object Folsomia candida @ @® @
Exposure Artificial soil @m@ AN S
Nominal concentration Adult mortality Mean number % Reprgducti n> L
(mg test item/kg soil dry weight) (%) juveniles + SI (% &9 contéo &
Control 5 (D1570 + 188 2y P~

62.5 1389 #0176 o> &
125 « [ 1510 97183 [ & N

500 20’ 1638 +02123 @ O 106 g
1000 1608 5 13@y [ o 1627 &
NOECreproduction (g test item/kg soil dry waight) -2 N v >1
LOECreproduction (Mg test item/kg soil dry weight)z,
The calculations were performed with un-ro dad valuls
* = statistically significant (William's-t test ne-sided-sma m o=,

5
0

250 5 N 15930+ _ 111 Y 102 @
5
5

Q@§ 6@310\;&@%@0
N Q > @
méc

& &

6@23

A v
n.s. = statistically not significant (Williang§ @} testohe- suigg ma’lw@r, o5 @)5) v N Q
NS § vy & &,
© \ S @ & NN

s
Conclusions: R @ '~
The test item prothioconazo chn@éi shov@’d n®§at1 8? mﬁca§ly a@verse%@ffects on adult
mortality and reproductiotvof g&e col@bol@ Fol@gmza Qandzc&c@m agificial soil at all test
concentration. . & @ @
Therefore, the NOECeproduction A§§s deternnn 's @100@1{; Y%(g s&il dry@lght and the overall
LOEC eproduction Was d@n‘mr@ to bg\ﬁ 1000 mg kg Soil dry 1gh& N

S
Report: ©© @@ @842%7&@201@ 49§01@

Title: Pro 1oc@azole§1>esth1®BCS @&538@) Eff*&c on the reproduction of the

"\ e mit poaSpls acyleifer <
Repor@: @141 @ § K SR @
Document No.: @ 39176401 O RN
Guideline(s): S°  OECD ﬁmﬁ& 63 © >

Guideline deviatiGa(s): ~Done %
GLP/GEP: @, ( )@ es@© ) & S . O 3
AN S
Objectiv » % 2
The pu@ of this stg@/ was® determme«@te effects of prothioconazole-desthio on the mortality

and ghe reproduc@% outpyt of@ﬁe s@m ite, Species Hypoaspis aculeifer (CANESTRINI) as a
representative of soil micgp- art]@pods ring@test period of 14 days. The test was performed according

to the OECD i@feh&zﬂ gog)@ Q&
@

) N
Material and mgthods: O Q
Test it rot, conaz@le d@lo (BCS-AA53879), purity: 99.5% w/w (analytical),
Batch®No. K§1
To @%stad (D@heth@te EC 400): 4.10, 5.12, 6.40, 8.00 and 10.00 mg a.s./kg soil d.w.; control:
de1onis ater, solvent control: none.

10 adult soil mites (females) were exposed to 10, 18, 32, 56 and 100 mg pure metabolite/kg dry weight
(d.w.) of soil containing 74.7% quartz sand, 20% kaolin clay, 5% sphagnum peat and 0.2% CaCOs, at
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19.7 - 21.1 °C and a photoperiod: light : dark = 16 h : 8 h (510 Ix) and were fed every 2 - 3 days with

Tyrophagus putrescentiae (SCHRANK). ©©
Mortality and reproduction were determined after 14 days of exposure. Eigth re}gcates were pe@)rmea@ﬁ
in the control group and four replicates were done in the treated groups. S &@ @@
g .
N
Findings: L o
dings: 2 Q o
Validity criteria: & PO S
All validity criteria were met as presented below: \g Q@ @@ § %@ &@
TR O
Table CA 8.4.2.1-3:  Validity criteri ° S
able alidity criteria A@% 9 S A& } A
Validity criteria Y @p °£ec0nm;ende;%\ &Oﬁtain@/
Mean mortality of adult females & @@ w\g@ q o @0% m\j > 0&00 0
Mean number of juvenile per replicate Qj;%’ @w Q O 58, ” Q @.8 @% ’
Coefficient of variation (mean number of@?@er&ilﬁg\per r((%licategb &ﬁ &Q)/o & s 13.§

Nk 1S 46501 g by 0401359
In a separate study (BioChem pr%@t NogpR 1°§§0 4@01§%at@eb 04@013§¢>the ECso
(reproduction) of the reference itém Di@ethoa@)EC 499 wagsdlculdted t&? 6.64mg a?sﬁég soil d.w.

The results of the reference te@em@\fi‘s{rate e sen@vit @f hez@ @t system. @© é
o A § & @ S \% L9

Biological results: % Q N @ S @ ©

In the control group a f)%rent%moﬁal%y of&% @uld @?)bser%éd. Thé m@ity in the test item

treatment groups rangd betysen O@nd 2.5%. S N S 'S N

Fourteen days aftiﬁrod ction @w tal mites i@’ the test Vesst, the ean number of juveniles

was 201.8 in the ediitrol @hd 183:.5,21533, 1948, 19@ 23@and@81.8ncentrations of 10, 18, 32,

56 and 100 mgad bolitelkg il d. dively, %
an mri@;@q@ag@e g QZ@ESI% veé ©§ .
O\@ % %@ % é\ @ @ @7%
& F§Es T
RN SR N
o & & 5 .=~ S
QS LSS
@ 9O g © o .0 @
Q O O O N D
Y S K 9 O
3 S & W2
N S
Q N S0
N N S & &
S @ &@\ O
@%
QNN
&§ Q Q S ©@
AN
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Table CA 8.4.2.1-4:  Effects of prothioconazole-desthio on Hypoaspis aculeifer after 14 days exposure

(nominal concentration) @ @@
Test item Prothioconazole-desthio (BCS-AA53879) Q\ o
Test object Hypoasis aculeifer @ @ @
Exposure Artificial soil 5 AN S
Treatment group, N N
. (mg pure metabollte/k&%il dw) | ) § &
Endpoint % . N S
Control 10 18 @ N 1000 | @
S e
. P N R
Mortality of soil mites @ & Q Q @9
0.0 2.5 0.0 g 2.5 2.5 0 @
after 14 days (%) @@% R w@) § & - &
Mean number of juveniles . ? Q L,
ter 14 days 201.8 835 g0 2157|1918 290 N
Q @ Oy >
CV (%) 13.6 2.5 | @07 f 18 [T 16 @93’
3 R ~ &
Reproduction S < S
(% of control) 100 @} \%& ! @ 1&§ & 92\9\ A@n@ﬂlg (&\9 ©§
® l&produ@on L @f &7 Adult méttality,
S m%ure m&aboh& soit fhow.) %,
NOEC 2] 00 @”100
LOEC Q0 L Tlo0e & 2
@
ECuo N ©© > 190 < - @ & > 1
ECzo S & e @ S 7 200

No statistically s1gn1ﬁcarft\cf( ffergnces c@pare to t &contr@&(Flsh\zéps E@ B&@mal with Bonferroni
Correction for mortahtxw\\g(x =0 one@ded afpater 6@ Dui@tt -t-fiest forgéeprodu@n a = 0.05, one-sided
N

smaller) N @
RN o s
Calculations were d usm%unrou dvai@eﬁs O \Q§ @

Percent reproductiedis (Rt /®c) * 180 % v s §2 @& @@
Rt = mean num f jufenile mites in the treated-group(s) N

Rc = mean nungher of jGvenile@ites ifthe céntrol & §
s i S © @

CV (%) = C@gfﬁcwn variation © % & é&\?

%G %o @
Concld@n @© § @7 @Q § ©\
The test item Pro&i@cona%%le d@hlo (§S- 387@) sho&&d no statistically significantly adverse
effects on adult @tah%and l@odueg%n q&@’e pre@to%@alte Hypoaspis aculeifer in artificial soil at
all tested conc tratl
Therefore, th@) OE@Jan fbr mot ~, ty ind rep@ductlon were determined to be > 100 mg and >
100 mg pu% metabohte/ésm ectively. %@

@ N &@ @**
% % X G S
Report: N CA ,; 2014; M-491804-01-1

Title: %% Pro con e-S- hyl (BCS-AB94480): Effects on the reproduction of the

N tory fitite Hypoaspis aculeifer
Report Nog: @Q %o 10 48403 SO

Documer@No.: @ CM-494304-01-1
Guidelr @ 0 226 (2008)
Gu1 1ne d nohe

GE@
Obj ec

The purpose of this study was to determine potential effects of prothioconazole-S-methyl on the
mortality and the reproductive output of the soil mite species Hypoaspis aculeifer (CANESTRINI) as a
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representative of soil micro-arthropods during a test period of 14 days. The test was performed as limit

test according to the OECD guideline 226 (2008). @ ©©
@

Material and methods: @6 @ @

Test item: Prothioconazole-S-methyl (BCS-AB94480), purity: 99.7 % w/w (dalytical), Ba‘éﬁ No\ﬁs

12549-3-1, TOX10378-00. S\ § § S

Toxic standard (Dimethoate EC 400): 4.10, 5.12, 6.40, &40 and 10. Og%g a.s./kg §@1 d.ws,cont

untreated, solvent control: none. g Q @@ Q\ y\g@ &@
S S

N >
10 adult soil mites (females) were exposed to 10%%5; pure meQ&boh /kg dr@g@vel&{lt (d. W@v of @
containing 74.7 % quartz sand, 20 % kaolin clay,@@o sphagnunweat anig 0.2 "/Q 033) at 1957 - 21@PC
and a photoperiod: light : dark = 16 h: 8 h @i 0 lx) @ fed@}ery w&t@h&Tyrop\\g agus
putrescentiae (SCHRANK). Mortality and @rodu@ion @@re d@émn aft 4 d&ys of SXposure.
v & °
Eight repliactes were performed for each tr%atrner@n \@ Q % IS ©) @7 @
S)
S

> (&
& R PN S
Findings: Q@ N %@ \& %© C}\ § é\ﬁ ©§
Validity criteria: o & . L § KRS &
All validity criteria were met as p@ent%l@élo(% > § @é @@ @Q o\‘”\g
o = ¥ S @ O 0
Table CA84.21-5:  Validifieriterfa. oo KRN &@Q o & S
& I3 Ca
Validity criteria Ca Q) Q\/ @ G @com nded© Obtained
Mean mortality of adult fomales K ﬁ@ @ (ﬂ@% . <20 % (ﬁ(\@ 3.8%
Mean number ofjuve@é per @lica& - n\\y Q@ N S (%% > 591\ ° 2441
Coefficient of Varlﬁn (T}@l’l ngn@r ofi®emles¥r r@ate}%@ < S#H% 11.0 %

S v O N
Sk 133 St}
In a separate@dy oCk@m pr(@ct No-"R 10 485001 6\\ dat&g February 04, 2013), the ECs
(reproductl%l) of th@referctice itemn Dimethoate EC Was calculs ted to be 6.64 mg a.s./ kg soil d.w.

The resl®> of the refer@ee t@@em@tra‘[e the se@tlwt the{ t system.

L°
Biological results: Q\ & é’ o © @;\,\ é% %
The test item camsed n: statl@ally@gmﬁe@ntlyQadver ffects on adult mortality (Fisher's Exact
Binomial test,@ = 0.05)® ne@%’ed g@ater)@d re;@)duct@a (Student t-test, a = 0.05, one-sided smaller)

of the preda&/ mltggH ph@gulezf@m ar@§01a1 svjl at 100 mg pure metabolite/kg soil dry weight.
) ) %
@7 °\@ Q ¢ @ @\
Q> .
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Table CA 8.4.2.1- 6:

(nominal concentration)

Effects of prothioconazole-S-methyl on Hypoaspis aculeifer after 14 days exposure

Test item Prothioconazole-S-methyl (BCS-AB94480) Q\
Test object Hypoasis aculeifer @ @
Exposure Artificial s0il 5 AN S

Treatment group, N N
(mg pure metabollte/k&%ﬁl dw) | S) § c
Control & @ 104, S §
Mortality of soil mites 38 Q @%ﬁ § Ry S
after 14 days (%) C & S S Q & ©
Mean number of juveniles D . @) @
after 14 days 244}{@% Q @@9 @% 24?({% z @7&
CV (%) 1Y NEE @ N0 7
\j o,
Reproduction 9 NS N >
(% of control) &00%@ é}’ [\Q ©@J v 101& o

_Reproduction.

&ult mortali

%& N ( ure m@fabo,lite?kg soil d.w, §
NOEC Q\J & 1002 R <y @z 10 S
LOEC % &> W0 SR %
ECio @ > 10 6 ®\ @b G =00 LS
ECx D 0 & O e O Dy

No statistically significant differe
mortality, a = 0.05, one-sided greater and Dunnett-
Calculations were done using unrounde

Percent reproduction: (Rt / Re

Rt = mean number of ]uvemle mltes

Rc = mean number of juv mit
CV (%) = Coefficient o iation
S

Q

Conclusion:
The test item

100 mg pare metabolit

Theref@&e the overgl@\IOEC@vas deter
the overall LOEC @ deténnme@go be QIOO @g pu

@?

©@

Q

CA 8.5

No agdditional stud;\?we@ondl@%

werevalready evaluated Gy the@rst E0sDosgy

N
O N S
@thlam@ S m&yl @@S

effects on adult mo@hty and reprpduction of ¢ predatory

réd to the contfdy (Fisher’s E

N
A
L

& &

9

Binomial witkoBonf:

E}@t forgproductlon a *& S, gnc@lded %mller

00 % © @ @ &@
etr dgro§ § RS
the?gcﬁ) rolgr @6

§ s @

SR &8

448y showd
%.

soifdtry NN
to @QZI 0o m

febcé)on soil nlgen"transgrmatlon
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Document MCA: Section 8 Ecotoxicological studies

Prothioconazole
Table CA 8.5-1: Studies on nitrogen transformation for prothioconazole and its metabolites
Test species | Test item Test design Ecotoxicological endpoint Reference (&gj @6
N-cycle Prothioconazole | 28 d no - (@9) o
influence >2.71 mg a.s./kg dws©© M-024673@1-1 @
Qp | KCA 8.5 1
C-cycle 28d No ?
. @
influence >2.71 mg a.s./k@i\d)%xs M-624679; O@i@l
& o KEASSY | @
N-cycle JAU 6476-S-  |28d no Q (196 ©&
methyl 1nlluulu@ >2.69 mg &@/kg dws QM 02@31 0

Q . & KGARSNE Y
C-cycle 28 d no Qg@ N @ RN (199
influence  ,>2.6%0hg 3 1&7\1@ dwiy -024939- OL@@
S 2 o Q KCA 25/0
N-cycle JAU 6476-  |42d o & oI Q“@ (S W
desthio inflagnce >0.2d mg a.skg dw, M-033060-01-
U \\ &% @

\g\’ N A § AKCA8.5/05
N-cycle 28d & |00 B S > % 1)
@Q %Nn[hg@l@ § 7 n@gkg d@s@ § 7458501-1

S il S S O REA 8806

9 & O o0
o . ® N &? & ©
LS S @
CA 8.6 Effects‘en terrestria %non%targ%g higher plag%’)s N
For information on studl&@lread@eval@ ed d@ing t@e first EU revigw ofﬁ)th nazole, please refer
to corresponding sect;gﬂn in t@Bas@éne Dggsier #Vlde@ Bayer CropSm@e and in the original
DAR for the first A I m@’um% @ S §9 © & x\
Studies on non—@% nts (s&edli emegce @?ﬂ Vegeﬁtlveougi@ave been conducted with the

rle(t)pge;entativ@ 1ons@f pro@loco& ole%nd ar@@)resd i@MCP documents, Annex point
Y & & & & 0 S
CA 8.@ @mm@;y of s@e@ng d§ LS O
Please refer to CA@@ &\ é’ \ @;\,\ S Ry
& & .~ S
S &y S

CA8.62 o Q’es%&o fton-target plants
Please r@to CA 8. 6 § % Z
@ @ v
o\ & \Q§
CA\8%7 %ff@ﬁs ogo@her@rr@ml organisms (flora and fauna)
No additional s@ﬁles were n‘r@@

&

% ©)
CA 8.8 @ @ Effects @}blologlcal methods for sewage treatment

No ad&tlona@udl@yer performed. Please refer to the Baseline dossier (KCA 8.8/01,
M- @@ 78- ) an@®to tl@orlgmal DAR for the first Annex I inclusion.

@

CA 8. 9 Monitoring data

No monitoring data are available.
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