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CP7 TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION

PRODUCT @ 6

Fluopyram was included in Annex I to Council Directive 91/414/EEC in 2Q13 (Regulatl% (EU@
802/2013 into Force on August 22nd, 2013). This Supplementary Dossier c@ams only S w oh
were not submitted at the time of the Annex I inclusion of Fluopyram @nhder Coungil Directive
91/414/EEC and which were therefore not evaluated during the first EU sdyiew. All datg*whi ere@)
already submitted by Bayer AG (former Bayer CropScieyeg) for the A@%x I inclusigivunder ou
Directive 91/414/EEC are contained in the Draft AssesSgient Report (DAR) and 1t dd@a and%re @
included in the Baseline Dossier provided by Bayer. &

The formulation bixafen + fluopyram + prothlo%nazole EC @O (65 +65+La g/ )Qabb@wat &K
BIX+FLU+PTZ EC 260 (65+65+130), is an sion Concentrate ) forshulation co@amm@

g/L of bixafen, 65 g/L fluopyram and 13 othio az \Thls@orméﬂon s re red
throughout Europe under trade names sucl@ A@ and Veldi XPRO
BIX+FLU+PTZ EC 260 (65+65+130) wa%got a@a @%preatw o%latlon@ B&@; AG@or
the Annex [ inclusion of Fluopyram undig, u{&l Dlr\é&tlve %/4 4@ . §

§ @ AN \ X
Q@ %\ 2 . %© & @Q INERS)

CP 7.1 Acute toxm@ © @ RS
The acute toxicity studies have@®@een G&nduct@’ W1t rmu@l e@%%kafen@uo rothioconazole
EC 65+65+130 g/L (abbrev&n BIX+FIS@>+PTZ 26 (sp icatégn 102000 02'}@28 batch 2013-
002135), the in vivo studl%%were@so re@% regls@ﬁtlon in reg@ls outsrde otthe EU.

o v
BIX+FLU+PTZ EC 260 s of l%v toxic%)y b§§ or@out SF ex Téo%ﬁre ifathe ar rat and non-toxic

by the dermal route Xpo in (1@ Wist rat@ie formula is ot irritaging when applied to the
skin of NZW rabbijg, BIX+ U§' 260@phe®0 the rabbitsDeye miucosa, caused significant
ffi

conjunctival and mea@%rrlt ects at ] hour“after application. conjunctival and corneal
effects were no @Ver le at the end of the abservat ation peﬁo +FLU+PTZ EC 260 was shown to
have sensmz nt1al@sens1@er) @Fhe cal p ode@ssay A rationale is presented
under CP 7 1. 3 as t hy dcute testing wia th ahalatigp route Ts notgequired.

egting X thely @ . ©

The ac @substances @afe§uo;@m and prot@ocoﬁ@’ole @unot require classification for health
affects aecording ta&&ula& F&) No 1@2/2&@

Clasmﬁcahon/lab ng ased @e t@colog@ﬁal suées a&l all submitted data:
. Regul@lon (BEY No 12 2008 ((@P) S e§
Q° Acifie T@ﬁ $02: Hammful ffswaljowed
A .Q
Eye Da -4USes s@%)us &e damage
@” - Skin Séns. 1 31’@Ma@ﬁuse ﬁ%’allerglc skin reaction
N

Tahlé?.1- 1: “Adute @cm&@ﬁdle@th F@+FLU+PTZ EC 260

Study Type 5. Spqgl s @ &ﬁesults Reference

Acute oral toxitity 5 $ N LDs > 300 < 2000 mg/kg bw M-463048-01-1
Acute dermafRxicity, ° t @ | LDso > 2000 mg/kg bw M-461508-01-1
Skin irritation & PRabbity Y | Not irritating M-461510-01-1
Eye irrfgt@%%n @ | Ralibi Significant eye irritation M-463964-01-1
Skin s@gsitisa@% LLIN% M%use Sensitizing M-467203-01-1

S @ o -
& & <
&
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CP7.1.1 Oral toxicity
Data Point: KCP 7.1.1/01
Report Author: ] &
Report Year: 2013 K
Report Title: Bixafen+fluopyram+prothioconazole EC 65+65+130 g/L @Acute oral to@y@}@y
study in rats N N (&@
Report No: 13/137-001P G A °
Document No: M-463048-01-1 AN S e B
Guideline(s) followed in OECD 423; EEC Directive 440/2@9 B.1.tris; U%‘E’PA 712-C- 9{?190, ORPTS QS
study: 870.1100 < @
Deviations from current None I @Q %@ N @\9
test guideline: @ & © R 0 o
Previous evaluation: No, not previously evalu@ R &’ S S e &
GLP/Officially recognised | Yes, conducted undq&GLP/C@mall;@UEogm%\d te@&g@’ faciliics Q\‘\a N
testing facilities: S
Acceptability/Reliability: | Yes N @ @@ @ &) &°
= ¥
v N N @ % Q %, < §
@ A o © %, @ Q
QI erm@and@etho%ﬁ o &
SR RN - Y %
A. Materials Q o <O N N S
: % 3O e
1. Test material: @ N % B fe $ p%hloc zokeEC 6&+65+130 g/L
§ ~&bbre Vlatlon 2 +P3Z E% 260 ©
Specification no.: ¢, 102 27@ 01 Q\ S 9
0 7, >

<
Description: %\ @ @ arni N K% 4, §
Lot/Batchno.. & @ 2013 " 139, © o &
Content: § s .9 § afen BYF 00547): . 6,49% Wiw, 65.61 g/L
@\ S topyzam (ABC656948): @%% wiw, 64.21 g/L
O @ 64@) 12.7% wi/w, 128.5 g/L
Gantee@? or s@tjuy d}%@tlon expiry date: 02 May 2015

RN
f AN \
@@ @ Dlstjll & ate?@ \@

*@%/w

@@@

3. Test animals

BN . %, KP S
Species: < S~ Wagtar ratSPF
To & 3

: S Q
Strain: @ S R @ ccH >
Age: QO ©© @\ Q\ 10 é}eks >
Weight at dosin N S

%@ Q @

Source: NS
& < S @

Accllmat@&tlon pe@od X @ east 20 days
Diet: % § QSsn1ff® SM R/M produced by ssniff Spezialdidten GmbH,
&S &« @ D-59494 Soest, Germany, ad libitum
\@r: Q@@ © § Tap water
&
PSRN
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N’ Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)
Housing: 3 animals/cage

Type Il polypropylene/polycarbonate
Lignocel Bedding for Laboratory Animals was avallaﬁ

to animals during the study Q\ @,
B. Study design and methods Q@ &@ @@
1. Animal assignment and treatment © N
Dose: Initially, three females (asmgne% to Group 1®Nere§ated@

mortality inhis group Therefo -v d g& ip

at a dose lev@of 2000 m @ bw. The ;\}t it rmcaus
(Group 2)ayas treated at@§ose level @g 00

no mo %@ty was obs@ed a conﬁg@dtor& g upﬁou@

o 3) wa <@ ated at the sam:e @e level. \ & @
Application route/exposure: Single’oral gava se%\ @7 D W §
A
Application volume: I&nL/k W & @’ 703 % .
Fasting time: élg“ ood, @1 lQl/ater Qas 1thhel ur1ng@1 ov@gh‘[@
& pem@l F0§ was @ade labIanl hog\{gs afte@
@ ‘@r@&trne% &
\ ‘27\9
Group size: & Q %% fema@s § @’ §) § @
Post-treatment observation ‘@rloq% 14 ys @ © @@Q @@Q \
Observations: @@ \ M@;tah@f chn@gl 51%@ bod elgl@ gro&mecropsy
RN
& II@sul@%nd @cussm Q\ \@ S
N VN
. ~ % < > O
A. Mortality S Q @ \@ é « \@
o
Table 7.1.1-1 Dof&@s m&rtallt @nu@ treaﬁd @N @ © N
Dose N \©1“0x Noglcal \Qccuﬁ%@nce 0@ @me 6@;ath Mortality
(mg/kg b (\@ <result? (5% N @7 s%gns N\ @ *o (%)
Female rats ~ @ N e .9 @ © ©
Gr(%\:ﬁ 2000 |5 28873 @ F&Qt onset of sigh®| QM animal died 66.7%
A @ ®) L~ 30 @is afteg " day 1 and one
NN g ““dosing A\ animal on day 2
Group 2: 30%\@ 0 / @ 3D %@No s@ls No deaths 0
Group 3: égod ( @ 0/ 3@ D I}@%gn%@@ No deaths 0
* number c?@nimal@%vhl 1ed %tan@sly apdvor W sacrificed in moribund state / number of animals
Wi s1g1@f to / téip nurr@er of animals used per group
& 2 Q %Dsg&soo@xzooo mg/kg bw
& % @ -
R Ry IS @ NS
S & & <§

B. Clinical o{%rva igns o @ Q

Clinical s@ % ob edyl\lql anl@ treated at 2000 mg/kg bw with BIX+FLU+PTZ EC 260.
These 1@§Iude§ credsed a@ity (3/3), hunched back (3/3), prone position (3/3), piloerection (2/3),
cold&ouc@@) %splré@ry rate decreased (2/3) and death (2/3).

I&@@%mm@?&gns@ere @sewed in all animals at 300 mg/kg bw.

Body weight and body weight gain of BIX+FLU+PTZ EC 260 treated animals showed no indication
of a treatment-related effect.

@
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D. Necropsy

In female 1509 (2000 mg/kg bw) dark red foci on the glandular mucosa of the stomach, in ie@ @@
1510 (2000 mg/kg bw), yellow, liquid material in the stomach, duodenum and jejunum, wn,
liquid content in the urinary bladder were noted at necropsy and was regard s potenti %@relat@

qomg d

"\a
In the animals, dosed at 300 mg/kg bw no test-item rel macrosco@ changes cogld be @}ed @Q

to the administration of the test item. Red discolorations of the non-collaps&d lungs wer
in these animals at necropsy. w\%

f@

v
I11. Conclysion ©Q ‘&9 QQ § g&©
Under the conditions of this study, the acuteDsn value (%th @@‘it 1t@| BI@FLL@LPTZ@C

260 was found to be between 300 and 2000 mg g bw in fe@e Rc&Han \?@EST @ §

The study result triggers the following claw&catlc@ abe@m @% @ @
& ST
Regulation (EC) No lZ?ZfZO@%(CL}@' A&@Tox R/ H302: Ha@nﬁll 11@wall@e @

\ v
@ 0\ @ o & z\gé @‘i’\\\ @Q {(%g @
Assessment and conclusion by a%@cangﬁ@% \Q t§ \@ § @§ §y %@@
Study meets the current gu1dancegnd e re in @ZO&QTh @ugﬁ!él LD% value was
found to be between 300 am@(m v@?kg b lg@rmg &@551 @Qlon as Harrijul 60 Regulation
(EC) No 1272/2008 (CLP). % S @ & O & e &
@ @ S O < 7
e &S
S &
R o
CP7.1.2 @mal%n @@ S é@ @© s <
SO P ) @ 2
Data Point: O ) |KCPM.1.201 o & N § %)
Report Author® N Q&M @ f\© a <7 )
Report Yeary 5
Report Titke; @mm-ﬁ-ﬁoth conaz & 5@65+130 g/L - Acute dermal toxicity
S & n§w e e
Report No: R TS/137:002P "\ @ A\\
Document No: RN @@%@8 -01y > Q

Guideline(s) follof@d m@ 0}§§) 402@3’3 };%712@ 98- 1@%PPTS 870.1200; EC 440/2008, B.3
study: @ Q

Deviations frofe curreiy? ®0ne \ \
test guidelidy: E§ Q\ A}FQ @@ @©
Previous €@iluation: . © | Nogiot prc@%usl@/a]ua{&l’

NS

= 2 . @ F - z =
GLP/Sfficially recognised s, ‘p\o%uct@@nde@.wofﬁmally recognised testing facilities

testing facilities: oF

Acceptability/Refiability: [ Ve& P &

%ﬁ
7y
Iy

a
é@

v 2
@} @Q & S 1. Materials and methods

O
N
A. l\@enaé? @@ §
est r&@enal Bixafen+fluopyram+prothioconazole EC 65+65+130 g/L

Abbreviation: BIX+FLU+PTZ EC 260
Specmcatlon no.: 000027828-01
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Dt Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)
Description: Clear brown, liquid
Lot/Batch no.: 2013-002135 @o S
Content: Bixafen (BYF 00587): 6.49% w/w, 65.61 g/L o N

Stability of test compound:

2. Vehicle:
3. Test animals
Species:
Strain:
Age:
Weight at dosing:

Source:

N
Fluopyram (AE C656948): 6.35% w/w, 642} g/L @® S
Prothioconazole (JAU 6476): 12.7% w/wi28.5 g/L <
Guaranteed for study duration; expl%ﬁ\i@te 2 May 2Q15 § )

>
None © @} . \\ @Q @
T8 G Fs e
SN v
Wistar rat; SPF%@ Q& % &© & R @© &é}
RccHan %@ AN @ R0 9 @
AN I NSRS
Young a@it rat@@ %Q {*ﬁ @ IS S Y
%, (O S o
> @

Acclimatisation period: &Qday@ °\ y\?@
Diet: ® %@N@od by %nlff @zw%@@ten GnibH, D-
& 5@494 est, Gomanss, ad Z@sz o S
Water: % CExTap@ter @Vzbztu@’ s @\ §@ %@3
Housing: ~ S\ Ind1V1du & @% T Q
é\’ 6§ ype § pylgﬁhe/pol@arbo te &\
§p @& @ Li i@cel Bedd r L @@raw{y Anu@jlls was available to
@ @\ ngnmal@rmg&ﬁqe stu@ gu‘u%

B. Study de@n a%@meth@s

o

@c& @‘}

1. Anlmal@smgnment&nd tr%a@@ne @ @
O X @ ©\
@ose o\@ o O Dose@fg/k&@?&/) > N Surface area
@ N m?i S f@f\’ Q 0 5x5cm
RS
. @@ & felet o <2000 5x5cm
Appkegtion route: @Q \De e@, se@r@m occlusive dressing
g@sure. S § 2rs@ @
. o 9 N
oup size: \ 5 rats/ gr@
\%Post treatniént @ 14 Hs @@
observa@cm perio @j & @ <
Obse @tlon\ §9 &or@ﬁ% clinical signs, body weight, gross necropsy
X
< 5 % Q
SIS
S LT s
€« o
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I1. Results and discussion

A. Mortality &

Table 7.1.2-1 Doses, mortality / animals treated N @Q\ R
Dose Toxicological Occurrence of signs Time ofdeat}@@ Mon‘ﬁlityo @@

(mg/kg bw) results* N &%)

Male rats P ‘?\ﬁ N .9 S
2000 | 0/0/5 | Nosigns = | Nodahs | ¢ & @

Female rats & @v N @© L
2000 | o0/0/5 | Nosignl® | Qo degths  4.° 00 ¢

* number of animals which died spontaneously and@@were sacrifited in gn@bund state /\H@‘nber @am@&
with signs of toxicity / tofal numbgr-of angydls u@}peri@lp @ o g

LD«@QO@@%@ o X o A,

] O
B. Clini . w\% \\ @ % § X é@jgj
inical observations @% o\ @ & é A IESEES
IS &R, AN L &S & O
No clinical signs were observed aft@ reaﬁment with th@st it@mn duéﬁ the4 d@b segyation
period. No local dermal signs wey observcd %té‘ tr tment@th theHtest é@m dg%g thévl4 day
observation period. @ "\9@ AN @® S S ©© “
C. Body weight o & L s @ AN & \@ o
©
There were no treatmént regcd effdts bo@% wc@? or %ﬁdy@ igain during the
observation period. 2% S 9 o & - 5 O
period. & @y\’ @ @@ N Q é& &\
D. Necropsy §p é \@ N @Q §)@ @§ @@
~
There was no c@%en&@f ar@%bscéﬁaﬂon@ a d&ﬁ? lev&o 2040’ mg/Ke bw at necropsy.
Y & O |9
@ AL @nclu@n @ Q}Z\g

The m@an lethal do@z: of BIX+FLU+PTZLEC 2 aﬁ&m sm crmal administration was found to
be greater than 20@\ng/kﬁg W @’nalg 48d female an @lST rats.
The study result@iggers\the f& r@@las%ﬁcau labe@
@ .OR n @EC) O 1272@008 @“LP) none
N S &
O 2 @

Assességg t and co@_sym k Qghcang ©\

Studi\’meets the clirrent ange and \remenlb in 283/2013. Acute toxicity via the dermal

route is low in the rat. Th L%g%alu@was R 00 mg/kg bw and does not trigger classification

@\%é&%@@v

< v Q &
< S @ Y
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CP7.1.3 Inhalation toxicity

Since BIX+FLU+PTZ EC 260 is commercialized in the form of an emulsifiable con;eﬁgryate @6
formulation, which is a liquid; no acute inhalation study is required. The neat §ormulation wi@wt bl
used in a manner that is expected to pose any acute inhalation hazard. The yapor pressuresa 25“@
3.9 x 1077 Pa for bixafen, 3.1 x 10 Pa for fluopyram and <<4 x 107 for pr thioconazole.@@ @\

With respect to Regulation (EC) No 1107/2009, aigell as Compfission Regutation &ﬁ@))

284/2013, testing for the acute inhalation toxicity of BI FLU+PT 260 is no@gg@l becflise . @
. Q @ TS %o S

; O
A | 5 &> & ¥ O &
. o @
- is not a gas or liquefied gas, % Q &° @ & o

is not a smoke generating formulation o@nigant, @ \@ \© %@ @@

is not to be used with fogging equipment, ©&° & % CAKS, N v
& A @ S

is not a vapour releasing preparation, %, @) oD W é % %

is not an aerosol S L @ N < @ @

d %o BN N Sy ®

is not a powder, is dust-free, a@hem&\oes @\M contain a @niﬁchﬂt pr Witio fpas of
: . % : N % S @ O
diameter <50 um (> 1 % 0@\%1& bas@ L @ §) @ %
is not to be applied from gdreraft am S o Q\ S > N>
; i sctivegySuandes wifh varhl prgfiore ¥ 169 Pal.
oes not contain actwe@lbsta&y s wifya vagolr pr@u’e A x 12 P “
is not to be used in @annéwhi%generas a signi IC@% pregortion 6f par@icles or droplets
of diameter < 50 pm (>l@on aééigh@sis). v s @ o\@ &
In the absence of the néed to perform %h ac§inf@ation@®§icit)’%mdy§t§3 BFLU+PTZ EC 260
formulation needs n@bc cl@e%@ © @6 é &CN
ASIIIPCZEEEINS o S
& o g 9 9 . @
BIX+FLU+PT@ 2&(@rig 1S the ftcﬂ\rﬂo“'&ﬁ clai&i 1cati§labe(@ng:§
. Refllatig(ECKNo 12&;*20@@’@%9 hondy &
TN g D @aQ © %@
.9 2\ N @% S @ @

f/°

(O N
Assessﬁ;ﬁt and conéliisionBy a ﬁan v, O > \©
%e use pattern a study to investigate

A
Due to the physic@: emival D ertie&@f th@rod % ang t
t need not be classified for of acute

gcutc iphalation@@sxic@wa:‘@ Ui@ercd.\@hc t@mul
inhalation. @ O ¢
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CP7.14 Skin irritation
Data Point: KCP 7.1.4/01
Report Author: I L&D
Report Year: 2013 S
Report Title: Bixafen+fluopyram+prothioconazole EC 65+65+130 g/L @Acute skin 1rr§%
study in rabbits ﬁ\@
Report No: 13/137-006N G P
Document No: M-461510-01-1 AN o f,& 2)
Guideline(s) followed in OECD 404; US-EPA 712-C-98- 1@ OPPTS 870.{%0 Commlgs\lﬁ Re atIOII@
study: (EC) No 440/2008, B.4 @ @ &
Deviat'ions. frc.)m current None I @Q % @ § Q
test guideline: @ S Q o
Previous evaluation: No, not previously evalu % &’ S S e &
@7@ @ R 9 o @
GLP/Officially recognised | Yes, conducted undq&GLP/C@mall;@UEogm%\d te@&g@’ faciliics Q\‘\a N
testing facilities: S
Acceptability/Reliability: | Yes S @%)) @@ @ &) &°
R S 4
@ @ & ® AN Q> %
[“Materials and methods L SIS
S N A &
A. Materials & 7N %o @\ S @Q S %@2)
1. Test material: @Q %@)) Bixafen¥iop Q;A, +p1Q@ioc 70l 65565+130 g/L
§ S @A bre @’tlon&BIXJr&H}%Z EC @O é
Specification no.: o @Q 10 0027@8 01 @\ \@ 9
. o o L < N O A
Description: @ @ 85 ar brgwn, 1d B §
P S &N
Lot/Batchno.: & @ @ @ 201 21@ S &

Content: S @& \@ B\IX fen@ F 7) @ 49% @y/w, 65.61 g/L
ST S s oy 48):6.35% wiw, 64.21 g/L
& SO O« Protisdco le( 6476): 12.7% whw, 128.5 gL
Stab§§@ of test c%t;gpou%@ @ (ﬁ arge f(@@udy\(@fﬁu% expiry date: 2 May 2015
2. Velﬁ%f\e @ @ ©N09i© Y \
3. Test animals § & é\’ o\© @&, é& @Q
Species: @ @ § @@9 f%abblt@
Strain:©@ @© @@Q \\ Q\ Nem ealg? White
Age=\ . § @\j A%pro&@z weeks
Weight at dosirg; N N &§ @1 kg
Ssowee % &V P P
T (@)
Acclimatiggtion period: & @ 43 days
Diet: S \%% v @%ni diet for rabbits produced by Agribrands Europe
& é\? @@ § Q" Hungary PLC, H-5300 Karcag, Madarasi t, Hungary, ad
¢ @ Q libitum
< 5 % Q
§ ater'@@ @Q Y Tap water, ad libitum
Q Hou@@fgg § Individually housed in AAALAC approved metal wire

rabbit cages

B. Study design and methods
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1. Animal assignment and treatment

Dose: 0.5 mL/patch @o S
Application route: Dermal ° «§
Exposure: 4 hours (& @® )
. ~N NS
Group size: 3 females & N
Observations: Skin effects, clinical %1gn%®j}, weight, \© ) %@
A
I1. Results and disg¥ission @§ g}’ ©\ @Q
- S O
A. Findings @ &© Q @
No clinical signs of systemic toxicity were obexgﬁm the animaR du]@g thPQ‘%udy and no rﬁ&ﬂa]{@
occurred. The body weights of all rabbits e conmder@ to. b@wn th%\ on‘rgg@rang@@}f
variability. é @@@ &
As no clinical signs and no skin irritation eﬁect%@y&re c@%&we@@ 72 %urs af@r p@h r@al the
study was terminated after the 72 hour%é&b w{ﬁwn \\ S Q% § s
Table 7.1.4-1 Summary of irritant &@écts\{&ore&@ \& \:'\\4© f& @Q N
Observation &Q N °\% R \@ & $ @/ i%vemble
Animal | (after patch removal) Q %4]1 (%Sh @?2}1 /@Aean res (QResl@c W (days)
Erythema (redness) @nd| % ¥ L o o S )
foosa eschar formation . S0 S v 0S AZ@ 09 |, 6—— Q) na
Oedema fon‘nati% Q @U f\@ Qﬁ @@ o 7 ) na
D S Y
Erythema {rea?ness) nd § @ N o N
01294 eschar formition @ 90 P [)[(\b °Q© (C%X 0.0 o Q-- na
Ocdcma@natlgn © § @ ) é\ﬂ ) 0.@ S na
Eryth (xeless) , wnd| Y G @§ @%
- & S N %
01255 | esc ormy A 0 Q. 0 § 0.0 = na
Oe@ma @'ﬂano&g P “0 . ® @{ ) Q@ - na
> Q o

na = not a&@cable %, %,

(o
@
Respoﬁi@ -- =@%at£v r mea scm@% § «:»\9@ &H‘S)

@\ A 2y w;\ (2@% % (Regulation (EC) No 1272/2008)
S mild 1frita r méag scorgyy’ >1Q)- 42% (GHS category 3)
© = irstnt fi ean @reso v %.3 Q (Regulation (EC) No  1272/2008
@@ @@ N (@) @\ Q (%04 and GHS category 2)

(GO .
@© Q\\ @ll%@on@ion

N y 5
BIX+F@+PTZ EC%@) is QY 1rr1tag{1g tthe according to the Draize classification system.

N
Th{&udy result t@ﬁerb@ foll@m ssi®tionﬂabelling:
Regulation @ h@lZ?@ZOS@LP): none

@) g

Studya\g} ets rr%glt glﬁ@ance and the requirements in 283/2013. The product does not provoke

skin gqitalif@ and &§ ret& do not trigger classification.
@J

&
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CP7.1.5 Eye irritation
°
Data Point: KCP 7.1.5/01 N
Report Author: I A
Report Year: 2013 (f\@ @ - Sy
Report Title: Bixafen+fluopyram+prothioconazole EC 65+65+130 gfgy- Acute eye irritationS”
study in rabbits < @
Report No: 13/137-005N ~ w ) ~Y 9
Document No: M-463964-01-1 U oY B >
Guideline(s) followed in | OECD 405; US-EPA 712-C-98-195, OPPTS 8@ 2400; Comr@smn g@gm gg
study: (EC) No 440/2008, B.5 S (Q
Deviations from current None g Q o &U
test guideline: @@% @f@ Q & A @
Previous evaluation: No, not previously evaludted S Ry S
9 NN "4 ©© N~ %
GLP/Officially recognised | Yes, conducted und\rJGLR@ffﬁmﬂky recmed ing fg@flitie& % %
testing facilities: % . Q N @ @
Acceptability/Reliability: | Yes < O .9 = S
@ N (@) N >
Q Q&lals@d methods & @ S
&© \@ @@ N @ 9
A. Materials Q % @ © @© @ \%
1. Test material: Q@ \“”\9 lea@’nﬂkﬁyr&r@rpro {xocon @)le 65+‘1Q5+130 g/L
% reviggion @IXW{%@@@EC 0
Specification no.: . 2 @3?)2 27@8 01 s N § &
Description:  «, @J@% © Cléar bro@ li u@ é& G \Q

) &
LovBatehno & § 2013- 0@135@ @

Content: @Q \© é\ %lea\fm (B§? 00@ ): 6@% W@V 65.61 g/L
9 @@ o © Eﬁ%py%g%m@6%§) 6@?;%% wiw, 6421 g/L
e © A Prothioconazole (JAU 6476):12.7% wiw, 128.5 g/l
S %hty of test (@@mpo % uaranteor s%@ly d@atlon expiry date: 2 May 2015
2. Vehicle: @\ é\ é\g @ne N

3. Test ammalq% @ @ @7&\ % @ ©®

Species: @ Q @Q \@ apbit (§ @
Strai%:Q @© Q\ é\“:@ewgéala hite
A & & @ 12 wksold
Welght at dos

e
\Source. ‘(§ &
AN

R
Acclir@isa@n pe ': ©t least 6 days

S S S
D@ @ G ® UNI diet for rabbits produced by AGRIBRANDS Europe
2o @Q % & Hungary PLC, H-5300 Karcag, Madarasi ut, Hungary, ad
& @ @ 5 v
Q@ % @ § libitum
\@: Tap water, ad libitum
Housing: Individually housed in AAALAC approved metal wire rabbit

cages
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B. Study design and methods
1. Animal assignment and treatment @o S
Dose: 0.1 mL in one eye/animal . @3@
Application route: Instillation into the conjunctival sac (& &@Q S
Rinsing: The first observation (one hour) v \Q
- S & o
Group size: 3 males ' " - 9«
A
Observations: Eye effects, cli@gl signs, bo@&veigh‘t @‘}9 ©\ @Q &@
oo R O & 0
I1. Results an@z}hscussmn Q& o Q @@ é}
o S
A. Findings @b N @@ N & 9 @

There was no mortality observed during the study. Ehe bo@@j\/g& and@@dy @ghto@nge&?’ere

considered to be normal with no indication o@anyatm@%%’rela% eff@ v é @ o °

The general state and behaviour of anim&l%wer{@cj)mr@{ oyughout the stud§speriod. @
(g s &

. AN v
Table 7.1.5-1 Summary of Irritant @ects‘%@\core@ Y O S QAN S
Animal | Effects 3\%4 hef 48 hQ] 78h @Iean @9 Re§se <@ Re@rsible
N Q A * scored | ) P w(days)
00344 | Corneal opacity % [gji O @ I&O&f? h© ++®@ not reversible
. o, AP S N
Iritis S 0 0 ‘¢ Q P00 -= Q) na
Redness conjuncti\%é &0 29 A Q2 2.00\ i . 9+ . | notreversible
Chemosis conjvgr%%ivae ~ @b\f l Ao 1@ Q" + Mi\%y/ 21
Discharge @ 52 O 2 § D" | %2.00 Q) 21
00333 | Corneal oggity o \&\ 1@ @ w\ﬁ © 1.0 S not reversible
rits O A LO[E [ 0 9709 a0 [g - na
Redn@}%org@ctivae& 2 2 g N §¥OO ++ not reversible
Chgtosis @njunct®ac O 26 P 2V | &2 45720, + 21
@,jschargé@ 9 | 8 |2 w?2 na 14
Ol752§fomeal opac@ﬁ NS 4@1» IS %@g N%O + 14
ANdgs .20 O ol 0¥ | Yo [ To.00 - na
Redness@ﬁjuncﬁvae Q& QU @§ § 2 2.00 ++ na
Chem&3is coég@%mctiv& @%\5’3 JY 3 A @© 2.67 ++ not reversible
Dis@harge O o .9 39 30 (] 3.00 na not reversible
Na: not applicable C\KJ@) - Q) & &@9@
Response\ for mean orneal\P Irititi CéBjunctj
scores;\e% @)opaci@Q @\ﬁ ness_|” oedema
- =negative &Y <1 1 4= Q< Regulation (EC) No. 1272/2008 and GHS
(7 = mild irritam&, 553 . & - <2Y 2D >2 GHS category 2B (effects reversible within 7
~ i @(@ ;@@ days)
+ = irritant g, >1-<] | = 2 >2 Regulation (EC) No. 1272/2008 (GHS)
© r@ % Q category 2
++ =irr§e2sibl.x7> > s @ Regulation (EC) No. 1272/2008 and GHS
effecty/ ser@s Q category 1
{@age gn © fr@
S e S
S & T
@ O K
N
(9 II1. Conclusion

BIX+FLU+PTZ EC 260 applied to the rabbits’ eye mucosa, caused significant conjunctival and
corneal irritant effects at 1 hour after application. The conjunctival and corneal effects were not



B

A
|BAYER

E

R

Page 16 of 133

2021-03-22

Document MCP — Section 7: Toxicological studies

Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)

reversible at the end of the observation period.

The study result triggers the following classification/labelling:
Regulation (EC) No 1272/2008 (CLP) : Eye Dam. 1/ H318: Causes serious eye damage

& &

O &

: : > RS
Assessment and conclusion by applicant: Q @\
Study meets the current guidance and the requirements jn 283/2013. The product caQ‘*s@ d sigrific
eye irritation. Results trigger classification under Regul (EC) No @‘/2;’2008 (C@% e Damy’l | @
/H318. . &@Q 6 XQ § >

@ N\
QN Q PRI % @) &@
%@f N L @ R \ 9 @
CP7.1.6 Skin sensitization .. & O @ RN "N
N S
L F o e ¥ T oS
Data Point: KCP 7.1.6/01 %\ Lo (O R IS Y& @
Report Author: N N O ) S S
Report Year: 2013 9 S LY O v, o ©
Report Title: Bixafen +@opyfam + pr@imco@ole oY 65+®9130 - L&l lymph node
assay infhe mou® >

Report No: 13/137-087E6 & O @V &@ @ LOS
Document No: MAGT2030-1 Y o 9 Q YRy &
Guideline(s) followed in O@D Guidel'n-@) Testing ofC?u:ml %ND @9 S@n Sensitidation: Local

study:

o %iymph@h

pted: 22 July 2010 9
ission %g:ul (EG No 4@%008 BE30 @20 42., Skin
SC[(}%SBH% Loc ymp}@odc Ssay (Official Jotrnal®y42, 31/05/2008)

. = Y
Deviations from currene>

test guideline: A )

> N @ @ S

«
SN\

Previous evaluatiord)

o, g&l Prevf&usly\&@luats{ §g} @% @@

GLP/Officially@pcogniQyd

testing facilifies:

o

AN R
Y, con@ctcd%&lﬂcr (@PKOf@lly @g‘gnis@ testing facilities
° @

Acccptdbﬂc@ffl{cllabl lity: Xy
\)

A @v

A. Materials@)
Q.
1. Test m%tenal

?ggpec ification

f ;é/

\Dcscnptlon
Lolz’Bathqfo
Cont

EN
< &
S

Q%tdbl@@){ of t @EL
N
2. Vel

e:
3. Test animals

A

N

Species:

@t:)und

é\\gxaf ' uo@aerprolhioconazole EC 65+65+130 g/L.
@Ab@ 1an<1¥ BIX+FLU+PTZ EC 260
1@00 28 - 01
%car@own liquid
@ N
2013002135

@afen (BYF 00587): 6.49% w/w, 65.61 g/L
Fluopyram (AE C656948): 6.35% w/w, 64.21 g/L
Prothioconazole (JAU 6476): 12.7% w/w, 128.5 g/L

Guaranteed for study duration; expiry date: 2 May 2015
1% aqueous Pluronic® PE9200

Mouse
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Strain: CBA/JRj
Age: 9 weeks o S
Weight at dosing: 21-23 ¢ ° @3@
Source:
Acclimatisation period: 13 days %
S
Diet: Ssniff® SM Rat¥louse pro@ed by ssn@fﬁ Z
GmbH (Fer inand- Gabrleb@l eg 16, %@ 594
Germany) zbztum ©
& Q&
Water: Tap wate 4» libitum ~_ RO
. ®@7 s N\ %, Y
Housing: Group;@agm »type poﬁ@rop&lﬁ e/ Q@’ycaﬂs@nate&mce
were Qrov@gg W é@’ tu —tub@’ be@dgmgi@rﬁfﬁd
w@i chgg W%avalga du%lg th§udy @
B. Study design and methods @ @ @ @ o ©§
S S S e s &S
1. Animal assignment and treatm@ @% \@ w \@’ S S @ &
Dose: Q tgj J@Ery stiagy: 5(@ 10 @ @Q >
Q@ Wam@ldy@ & o-lO@A) S é&
Application route: * & T@lcallﬁpphe@@nto the dor«s\g?sur@e o%oth ears
. @ O N %
Application volume; % uLdear & SR @ Q

Exposure: k) @J@% \25@ Thréeco utw&@ays @ﬂy lggQay 2 Q 3)
1 N @ 0\ Q)
Group size: @ I @ 1m11f§y \Q) 2 @nales/é%se@

@Q @\© & %a&ﬁmdyé% ema@/gro@p Q
Observ S Q Q) Pfg@nm%%f irr t@aon/ 01ty@test daily clinical observation
A 9 %ocalgsrlta‘ue@? an syste toxicity); initial and terminal
o @ R R
@\ QNS @Eody weigldty ear%ﬁ}lckxgss (day 1, 3 and 6) and ear punch
A \@ \Q N (Sy)’welght (day 6
§ S § N Main @dy @mc%observation (local irritation and systemic
% @@ S @’tox&%y) 111@%11 ap@erminal body weight.
Q@ @) @Q \°\ Qu Day+, th ell proliferation in the local lymph nodes was
% & § asu@d byDincorporation of tritiated methyl thymidine
\@9) Q (3H®R and the values obtained were used to calculate
% § @ @ s@nul @Qn indices (SI).
N 703 I
©
N ««@@ &
& 3 £~ <
A
SRS
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I1. Results and discussion

A. Findings @ @©
The preliminary irritation/toxicity test showed that the applicability and bloce&patlblhty of @ test @
item on the ears of animals at the maximum concentration of test item was ac@atable K@ @g

)

There were no indications of any irritancy at the site of a@hcatlon N

N e @
No treatment related effects were observed on animal bpdy weights any test 1t tre&@ gr @
Marked body weight loss was observed in the negatlbc control groypfor one anl ( 5 A) @

Appearance of the lymph nodes was normal in thesiegative contfel group %r thag norma@ly
nodes were observed in the positive control growp and in all @ated&@ups@ ]%{@e ]q&@m@y
analogy with observations of former experiméqts). &’

‘”\9
The stimulation index values were 16.0, §.2 and’.7 a nce@non@)f 100@% (@dllu@ 5%&

No mortality or systemic toxicity was observed during the study. % @@ §\

£ 8
f@

and 25 % (w/v), respectively (Refer to E@g e{& 6-1 \ > % O

Since, there were no confoundin &ffe&t& of 1@ltat1&§§ or @stem@ ! y @he @§ lied

concentrations, the proliferation Va@ l?%med, dfe co@ered@ re the | @tlalgf the test
A5 S

item to cause lyrnphoprohfera‘uo@n the Loca ymp@ode say.©

Based on these data, the calcul@ed E&3 valu@for t@test ftem is@6.4% @efe@ﬂg@ge 7.1.6-1).

a-Hexylcinnamaldehyde ( (\&/V) dls§ved&n 1%@Ijluror&c@? wa\@@lsed@s a o@tlve control to

demonstrate the approgr@e pel@rma@ of assay A mgmf@t l@hop@ ferative response
(stimulation index Vahk of 4%1 8) was the <§sm§§ contror ch@cal and this result
confirmed the Va11d1@of thétass ©) & &\
Stim % 7

Table 7.1.6-1 DP DPH%and, ulation lndex ues ,.a all Groupsy)

(IR S Measured ber of Stimulation Index|
Test Group N@ & o é gg@ D@&/ @)PMN lyl&?% DPN

@’ N - group S Ol  nodbs

Background? w\/ SHISTER @ - - -
(5% (W/ﬁ@’rlchloroacet;@m ACA)) {@ SERNERS
Negatlé\ontrol D Q7 210 [ 1178, 8 147.3 1.0
(1% Pluronic) ©\ & & O & )
BIX+FLU+PTZ E€ 760 & a7 ssde 18@4 5] 8 2351.8 16.0
100% (undiluted) Q @ BN
BIX+FLU+P¢@%C 2@9J sl | 42 ([ 97105 8 1213.8 8.2
50% (w/v) in 1% Pluromc @ Q @éf
BIX+FI;@H‘Z EC200o, O @ #3210, | 31785 8 3973 2.7
D5% (wAYin 1% Pluronic. R § 5
Positive control N <\ @ @ | 47429 [17397.5] 8 2174.7 14.8
(25%HCA in 1% Pluromc§ : Q I

K
&
@
Ve
4
by
Ly
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Figure 7.1.6-1 Test Item Stimulation Index Values

20 &= BIXAFEN+FLUOPYRAM+PROTHIOCON @o
AZOLEEC65+65+130¢g/L N
18 — Threshold @ @Q

16

[y
F=Y

[y
L]

=]

Stimulatj_gn Index
o

0 10 20

6o & \E&I' Gondlusign &~ 7 &
In conclusion, under thé%s,ondi%ms of fe pl@nt a@ay BI@»—‘FFLL%F’PTZ%% Zé@xﬁvas shown to have
sensitization potential{sensitiger) i&@le Lo&I L h NQ%: Aé\ay. As the e&lated EC3 value for
this test item of 26.4% is iZ%, c@iﬁ%@ﬁn Ca&go sul:@:ategm@l B@i;%equired
The study resu]@%gga%@le f(iﬂ%wingt%las@eatiowabel@%: @}

- latig¥yy (ECyNo léﬂﬁ (f@’(c ‘ZR} Sk Sens§8 / P%l?: May cause allergic skin
Reégulatol (ECNo 12722008 (CL®): Skin

@'cactio@’ v % 6\ @§ @© @9@
= & & & ISER S
(@2 . QN < Q N \@
it - S RN
Assessment and c@usn& by pllg.g@: LS N
o OOy

N
Study meets th(@cum@? gui

sensitization ent@ es@ : e At
Skin Scns._“l TH317. &7 Q ©

o @
2 N ; ®
B § S) @ @} D
< S’ d s
S

CP7.1.7 &@“ ugpﬁgnta \(.\i? on the plant protection product

No such st@s afe necegsAry since the@e are no concerns arising, e.g., from potential synergistic or
additive effects @em%ﬁ@ th, %ctiveﬁbslance(s) or other components in Bixafen + Fluopyram +
(65465+130 g/L) that would require further investigations.

4

SRS

LT
CpP T.@
No such studies are necessary since Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)
is not intended for use in combination with other plant protection products.

Supplementary studies for combinations of plant protection products
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CP 7.2 Data on exposure

s
Evaluations of the exposure of operators, bystanders, residents and re-entry workers to Fl yrany§
when used in the BIX + FLU + PTZ EC 260 formulation are provided in the fd}lowing sec It.gs
known that after application of prothioconazole-containing products dil prothlocoﬁazole@
degrade to prothioconazole-desthio on surfaces, clothing or skin. Accordln a@ugh
prothioconazole-desthio is not part of the formulation per se, non-dietary sk assessrne s aréa

performed for prothioconazole-desthio due to its tox1col@al propem@ g}g @\\ @ &@
@ v
Table 1: Product information and toxutloglcal refet@@ce values for@ e sur&
assessment o < @
Ey N o & & <
Product BIX+FLU+PTZ EC 260 (65+65+130) /§ . 9 Y 9 &
Formulation | Soluble concentrates, emu1s1ﬁak3§ conc@fate cty” % A RN
type NS G
Active I“ha@?‘) ~ Qermaéliisorptioh.
Substance AOELuyuemiy, =) AA@ZL Orats ermaldblorptio
substance(s) Concentratio (RVNAS) Xv RVAA \ @:‘ tio % absofptio Concentrat @ﬂmio
(incl. n [mg/ke bé} [mke b@ JOTS | N Q) S
comeny | o |1 {5 LD (e @] i S e
© N e S ()
F"E;{-g;"“ 65 Q%.os Tl oy 3100 ©§ @% § 2%y 70
o o O 1§ Olo o N
Prothioconazol ﬁ@ o * ‘© @ g@ Q @ K
e 130w 02 Q) < &@) Kz &0 Q25 70
1 . S Sleg @ s P
. N %,
Bixafen 65 N 0132 § o TR S 25 70
(BIX) DY 9 Y o & |y
Prothioconazol Q K @ @ @Q § ™~ QS S
e-deathio @ 8 @ @ @ @ @
(PTZ-desthio) @@ “i@ O 0.0%, N §) 10@0} NS 100 - 44
oL S @ WO S p

F or more mforma(%n ple@ refer tgg\h)apter CP7.3 R <) @\Jj Q
**Concentrate: Gt applicable (prothzoconi% devth@éss not ent in t@})mdt@ it can @ormed during and after the application of

“dilutions during#h¥dryi ocess,
AS b @@}o KS & o S & Lo
Q> QO é\ﬁ @) \ Q\
Selection of re%§sen ative gse a@Jus 1%atlo@
The critical GAP(s) used fo§ ure%%ss m e plant protection product is/are shown in
A list of all i de@ \é&hm the zon&/ art B, Section 0.

N Yo e

NS
@ D

\% :% @@%é}@@Q&(@@

I @ S 9
Q@%\%ﬁ‘&@@
s & & &
NN
N
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Table 2: Critical uses and overall conclusion of exposure assessment
1 2 3 4 5 6 7 8 9 @ S
Use- | Crops and F, | Application Application rate PHI Remarks: Acceptabili
No.* | situation Fn, (d) ure
(e.g. growth Fpn @ 44
stage of crop) | G, (Sifener/synergist 5
Gn, | Method / Max. number | Max. Water (L/ha)) Q Q\
Gpn | Kind (min. interval | application rate | L/ha % 5 2
or (incl het\:;een kg as/ha @ ; &‘p\y critical ga Y For 5
. icati z
 fd application applications) ik V min @ operator, l‘ker<

P max QP bystandpj or
technique *** | a) per use b) a.s ©Q R
b : / i residrut expo
Ll & basé@on

&° [ﬁpos ur c@od(‘l]
(7

Resi@y&s

%
0

season (-) - 's@
)

@pemtor J &
S/ @)@
@ﬂ;ﬂnder@f .

S
R
i Barley F spraying a)l(-) % FLU 78 @9 - 40&
>

s per (¥md xnn thtv\y %D S
(HORVX) (broadcast, b) 078 growt C?aweq%nt ofo\ S
overall) b) | (—)é c)BIZ IS(W\? & srggﬂ ex e of

(BBCH %, < & @ tors, wWarkers, % o

30-61) LCTM A | v @ Q et & @

R S N @ =D q 5lu1der5 in risk
NS <P &
(AN . @)

K y\a
é (og AN /p@\ ©§> (

*  Use number(s) in accordance w@thc lig Of/ all mtt@adcd G@fs in WB ion 0 @auld &?n en,in column 1
*#%  F: professional field use, Fn: n@-pmfé%gmnal ]éz: eld use, ﬁ@] profgssion nop-professiogal h&-%qe G: professional

greenhouse use, Gn: non- pro*ﬁsbblon&grccnh use Gpn p%%i;csswn&and nQu- rofcs%mal greenhouse use, I: indoor

application Q & @ N
e.g. LC: low crops, HC: Q % M: tr@or m@cd o han@sld L) S
@ S © >
@ @@ & c
Justification S D w Q @ &
The chosen Ga&mvc@the rcﬁscsu@@tlvc %@ in tke\scop&f opFh tors [t mdcntfbystandcr and worker
exposure. é}y & S
& SIS
& @ % 6\ g v
S & @ _©
CP7AT % s § &
2 ﬁéra@ xp\esure@ o B

g
CP7.2.1.1 atm@ atmexp sure O
thc '~ 0

A summary o for e cs@atlon of operator exposure to the active
substancc(sﬁ@trmg @pph&@on @IX*@LUH’%&Z E(’@ZGO according to the critical use(s) is presented
in the foll%rlng tables. ’é\\f'

@ &

Since t onverblomge%)e of @olhlocona& top lhtoconazole desthio is not known, a conservative

appreach was alpplgy andthe f ssu tions were used in the exposure calculations for the
exposure risk of operato 1000 olc§ thio:
« Forthe e@ﬁ)bure abbesﬁmenl rot onazole-desthio a 100% conversion of Prothioconazole
to p con ﬁc— 10 um . When calculating the amount of prothioconazole-desthio
a co \facto ? 1s ed (based on a molecular weight of 344.254 g/mol for

Pr 10c ole an 31 4 g/mol for prothioconazole-desthio). Formation of
hloe@zaz clest s not expected in the concentrate, thus during the M/L task dermal
< abso @r thlﬁeonazole -desthio was not considered and a dermal absorption value of 0%
QQ @ﬁ conc ra@fab applied to remove this from calculation. Although either not expected
tion exposure is still considered for the M/L task since the EFSA calculator does not allow
elimination without deeper manipulation of the calculator.
« No conversion of Prothioconazole to prothioconazole-desthio was considered for the exposure
assessment to Prothioconazole.
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As mentioned so far, no model is available to estimate the conversion of prothioconazole to
prothioconazole-desthio in a realistic manner. Accordingly, the risk assessments should always

consider measured data whenever such data are available. Therefore, three operator exposure s

ies &

were conducted to determine the exposure Prothioconazole as well as to prothioconazolesdesthiqys

@

under real use conditions and thus to get a better basis for a realistic risk assessiagnt. @® S
& S8
D
Table 3 E dels for intended ”\% °§§%@
able 3: xposure models for intende use@ %} DN @
Critical use(s) 1.2 L /kg product/ha for Cerea RQ @© @ ©&

Model(s) Guidance on the assessmef® f exposure{ operators, @rkers <rzesm’ @s an@
bystanders in risk asse C)"\ nt for plan rot@gzon @duc@% EFSA Joumg
2014;12(10):3874 % D
o @ % %@ @@ o\ g’\g
The outcome of the estimation is presented 11@116 f&@wm@abl é@’ @’ %
Table 4: Estimated tore \r@\o@nc%al & @
able 4: stimate operaQ % Zeg e?;EL py g i\ @{z\\g g\g U§
>
Model Lf)‘;el Total ab rbe@ose \Q $ \@ @of syshémic Elgq;?@
data | oo (r@/kg/{%ay) @ @ ® VN N
@ % @9 f&& & V© @
s&tdoor% 1 ehlc§ ouptg@ % ©
& ®App 10n gas/ a Q\ D &
~ & S N
EFSA @ ¢ %
Operator Plll,%z é\a @J@% Q&(%E @ @6 o\> é& S }{@
Model I@(@ . § 2NN & o £
st | RN 9 o & &
quantile ;V‘thQQ @\© < 04%)297 \\ S @S ke
regression) P%@ IS @ f§ &
I AOEL (RV )fFL“@’oos‘ﬁxg/k /d
2 no PPE: N%Wo(;k wear - a@m . @jnd ?y vere® v @ @9
3 with PP Work wear- y and 4ggs covered. In @HIO ﬁ/ d@iﬂg mixing and loading and when handling
contarnm t& surf& durlng apphe@on N N
IS M
@ \ @ ) @
2 @ § AP S
o O ¢ . o , 0 @
Q 0 O O N & o
o K &2 ¢
) & N @% N %
@j N Q @ ~
N o N
R Ry IS @ @
N > ©\ R Q
> @ A
e SIS
S v §
& & & &
< 5 % Q
S LT s
€« o
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Table 5: Estimated operator exposure, Bixafen, Cereals
Model Le(r:;el Total absorbed dose % of systemic AOEL! s @ @6
data (mg/kg/day) (RYNAS) N o
PPE )
o @° &
v R

Outdoor, Downward spraying, Vehicle-mounted IS N
Application rate: 0.078 kg a.s./ha % O § )

R R
EFSA € & NN
Operator Prli(})zz 0.066 v Q@ 208 @© § %@ é
Model S O S Q S E
(75th ' & Q . &\J < @
quantile | With 0.00297 Q? N & Qs S) 9 ¢
regression) | PPE . XN @ @\ R AN
>

Y

N
I AOEL (RVNAS) of BIX: 0.13 mg/kg bw/day @ 2y & L
2 no PPE: Work wear - arms, body and legs coverg v (¢ b@j v S % < °

3with PPE:  Work wear - arms, body and legs cov%ged. Jn@diti%oves du@ng %xing an@nading@d wl@andl@g

contaminated surfaces during ap Tdtions N @ R
SNSRI > o & 6
RS &0 5 ¢ &
SRS RS
Table 6: Estimate@d@ (;%ra!&t\ﬁ@ exp reu,O tZi@(?;@?nam@,C Is @@Q . S
S @ ¢ O
Level
Model %%”otal%sorb ose <\ 7oy S % of sfstemig AOEL!
data | N (@g/kgﬁ §@ A P @RVN@;\
B NRNEAS N L
N ®utd, Dowgward §ayin wehicl@nou@d &\
@ o &)Appiisation fate: 0 = ke aw/ha o
SR ° RS
EFSA | & S N QP %
o O @15 © § 57.5
Operator | ppg; O LS .
Model:j@’%@jﬁ%é&@@@@@
(750 . [2 w, R S v o @
quant@ Wlth3 @Q § 0.00508 § § ©\ 2.54
regression) | PPE NS QQ N e INS
! AOEL (RVNAS) of B§Y: 0.2 mg/kg ay "N, Q@ Q
2 no PPE: Worl&vear - giys, bodyand coveted @
3 with PPE: Work wea s, baly anddg s coydred. In@itior@ves during mixing and loading and when handling
@aﬂlir@d surfapés dufing appkga 1on. o
Vo R P&
) & N @% N %
@j N Q @ N
N L9
i N S & &
S ¥ & Q
o . & & Q
@g O é@ > @
Y O & 9
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Table 7: Estimated operator exposure, PTZ-Desthio, Cereals
Model LZ‘;,el Total absorbed dose % of systemic AOEL! s @ @6
data (mg/kg/day) (RYNAS) N o
PPE )
o @° &
Outdoor, Downward spraying, Vehicle-mounted © IS ‘\Q
Application rate: 0.141 kg a.s./ha % Q § . 2
SO
EFSA < o LN
no @ @ @
Operator | ppu 0.00817 X o 817 g s ls
Model EN ) S Q S
(75t , K\ Q o & o & 9
quantile IV,VP};; 0.00138 N o’ Qs o @
regression) . QO N 0% @\ Y K\@
S

I AOEL (RVNAS) of prothioconazole-desthio: 0.01 mg, bw/d@
2 no PPE: Work wear - arms, body and legs covere
3 with PPE: Work wear - arms, body and legs co?%ged Jn@dltl%oves du@ng %xing an{oading and w! andl@%

contaminated surfaces durlng app@tlon\ \
N © @

Conclusion Q K SERS &> §9
The operator exposure estimatio@ carrl@ out Sindicated thas the @cept e 0 tor%@xposure level
(AOEL) will not be exceeded ufider @@ondg@l hnte u @an(b nsigéfing above mentioned
personal protective equipme E)\ N

Based on the presented calcﬁiaho@gt is d@%nst&ted t% no u&accep\g@le rigk is 1V91 with the intended
S

+FLU+
use of BIX+FLU+PTZ Eg;géo @Q § PRy % § &
v @ o O ) .9 « )
TS g & O g O
CP 7.2.1.2 eas reme@of @rato@ex re @
As mentioned b e 1 1"@ be Noundt%hat P%thloegnazo dll@d sons can convert to
prothloconaz (otlér intery s al cod@: X %@66 duringite drﬁng process on clothing, skin or
on certain pl sur conve 10n odu(@prot@con@) e-dégthio is known to have an

embryotox#gpotential i exper tal @&ymal@here@re t@ee op%ﬁtor exposure studies were
conduc@to determm& sur prothlocon@ole asQwell gsvto prothioconazole-desthio under real
use cofiditions and thi® to get better basigfor feAlistic ¥isk assessment.

The first study w §1 eadﬁsubm@ﬁed a&@e ed f&rAnnexl inclusion of prothioconazole. Since then
BCS has conduc two&yrthe@cpo%w stu@ s with we@farmers under real and representative

conditions in gereals @ caI@ o @ @’

As being thQRMS@for @ a @ at l@mt t1 » all operator exposure studies have been (re-)
evaluate @y the UK durin pro@ss for-prothioconazole. For details please refer to the

draft renewal asses& ent ort or hi@ﬁnazole, which is publicly available on the EFSA
web&gge For the ake%f tr@par y and’ value traceability the study evaluation procedure
destribed in this chapter fg s tht approach taken by the UK, even though the applicant
disagrees withgpme evaluat n @s:

8 & Q p%
The studle ¢ al &part (‘)(: e new A odel (EFSA Model for operator exposure). However, as the
studies w; @E@ set ® as NER er/lagf’er/app icator studies only part of the data are used in the model. In
add1t10ﬁ§t .,;w in %e mo@re used as prothioconazole-equivalents (sum of exposures to

@ @@

N

&

"' EFSA: Public consultation on the active substance prothioconazole:
https://www.efsa.europa.cu/de/consultations/call/180612
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prothioconazole and prothioconazole-desthio) and, hence, do not allow to distinguish between exposure
to prothioconazole and prothioconazole-desthio.

Concerning exposure to prothioconazole-desthio the outcome of the estimations is presented in ‘d@o S
following table. For details please refer to Details on the studies. @\ g§
@
Table 8: Estimated operator exposure, prothioconazole-desthi&§Cereals & @g
L L
Ql 0 1 1 @
Model data Level of PPE Total absorbed dose w\ﬁ % of sys{é@lc A(ﬁl
(mglkg/day) N (f&ﬁ NASK @”Q @
Outdoor, Downward spraying,\xlehicle—mo d @ §‘) é\ﬁ é
Application rate: O@l kg PTZ/hﬁ& 6” Q F@ o
Measurement of h @@J@o @ & @§
exposure, Parametric | with PPE? @ 0.00Q;%Z N @ ©\ 4&3%) &
75" percentile & R & S KN Ry
o

@
! AOEL (RVNAS) of prothioconazole-desthio: 0.0\igmg/l@gbév/da@& @ @
2 with PPE:  Work wear - arms, body and legs%ovecre(f@’n a(g n glov@ duripg mixin@nd loa(@g an@en h@%ling
AN

contaminated surfaces during application@;&% ° S é iig\@ éﬂ éﬁ ©§
%o
SEESIIR BN SRR
@ @’\@“Q\©® @?@@O&
@&@@@Q@@Q& ©©©©K\
'S (N N S .9
2 ©@© v v\,@@\ %@
N AP SN
%@J@&@ b\ é& AN
F 885
N) &°\®%\ @@ & @
(NN S S N @ O
o O S @%$©§%
@@@%@ ©§§o & o (@
Q\@ @\a %@%6\ @?@ ?@5\9
& FEF s
Q, Q\
FIFTs S
9 & & 5~ S
QR S L L S
@ O © o O @
A PSRN
N ©©%§@ @
& o Y e
N S
Q N L9
R %, %@’ @ S
N > s R F
> &Q@ &©
@
@g\%%é@@@@
< %©©§©
<7 S
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Operator exposure calculations (KCP 7.2.1.1)

Table 9: Operator exposure, Fluopyram, Cereals, no PPE / witthE
@y A\
Substance Fluo i = icati = ilution = N % = @w
pyram Formulation Application rate Spray dilution & Vapour pressure;
Soluble 0.078 kg a.s. /ha 0.39gas./l low Volz@e substaives L
concentrates, % having@vapou ssure
emulsifiable @ RV of <BgJ 0-3Pac Q
concentrate, etc. @% Q}\a ~ @y
Scenario Cereals, Outdoor, Downward spraying, Vehicle- mounted& Buffer Q = @ﬁmbel@> @iﬁ\?
2-3m & é\ﬁppllc ns=Q
1 < @

@
% Q ’ S icatio
Qg@j AN 5 @@ Q %@;ang@S dax&@

N & Y
Percentage Dermal for Dermal for in Oral K @ = Q&mlatg‘?ﬁﬁ R =@© AN RS

Absorption product = use dilution 100% © @ é}ﬁl 00%@ @@’ Qy & % .

25% =70% oS @ Q < Q &y @&
RVNAS! 0.05 mg/kg bw/day R@Z \\ \\ -dye/ke b@%y Q" < §
(AOEL) @ S N\ N {w S
Operator Model Mixing, 10adi®and appl@lon A@EM * Q\ /\@ @Q § R

(@ Q
oy Q O \)

Potential Longer term systemic ex@sure &%8 @ @y of R@*’AS1 @ @@ 216%
exposure mg/kg bw/day @ @ & @)

Acute systemic ex osure ;ﬁ‘g - §) & & % (%RV/@ %)

bw/day §
Mixing and Loading Gloves % @Clothl ear @QPE(&NOM % § Soluble bags = No
@ 6§ arms, body légg & ‘N
& O v S o &

N D
Application ©§ Gves = Fes @othmg\ Wor ar - @PE @n Q@O Closed cabin = No

& arms, Nhod; nd le s
b\ Kcov Y8 § v
$ o Ol S &,

Exposure &J.onger term s%mlc e)&@re @6 6\ @) of R@Sl 132%

(Workwear) Y, mg/kg bw/day© @ @ @
% S NN RN
Acute y&@lc exﬁg?ure @ ; ©) %\ K %&)f RVAAS? -%
bw/da @
&
Exposure Longer te temlc@posur@@ 00 6§ % of RVNAS! 5.93%
(Including @ @
PPE options
above) @ Q @»@ @
@j Acute systq,m@xposu@mg/kg @ @ °\Y\9 % of RVAAS? %
bw/day A & @

' RVNARZ Reference Valugﬂﬁ’on A@ﬂy tox1@tlve anc@é
2 RVARAS = Reference Value Acut% 0Xic @we Subs

@° &@&

2 .. < Q
SxEE,
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Table 10: Operator exposure, Bixafen, Cereals, no PPE / with PPE
Substance Bixafen Formulation = Application rate = Spray dilution = Vapour pressure 1@0 6
Soluble 0.078 kg a.s. /ha 039 gas./l low volatile substanees @
concentrates, having a vapou@:ssure o
emulsifiable of <5*10-3Pa
concentrate, etc. @é @ @
Scenario Cereals, Outdoor, Downward spraying, Vehicle-mounted Buffer = Numbe \ L
2-3m % appllc@ns = § )
R BN N
@ @ ;&,catm @Q @
X o) =855 dayg @&
Percentage Dermal for Dermal for in Oral @ = Inhalat@© =é§9 Q §
Absorption product = use dilution 100% % IOO%Q R & < @
25% =70% o S A S &
Q ] 7 ¥
RVNAS! 0.13 mg/kg bw/day rvass & - @g bisday @y @\ &,@ S
(AOEL) o2 NI VR Sl S N
O
O . @@) 0@’ @ @& o
Operator Model Mixing, loading and ap&lj%ion %)% N N% § @ @
& . o §
Potential Longer term systemic exposure @08 "~ @ {S% of R\@AS1 %\ ©83.1°/§§9 Q
exposure mg/kg bw/day Q 5N & @\ Lo &g
© N T >
Acute systemic exposure mg, - @ S ‘VgSRVA@ @Q § ‘20\7@
bw/day & o % S x© O S
Mixing and Loading Gloves&s %othmg @ork @ar @’PE <@ne @ Solible bags = No
% arms*@dy and legs O
o U o @ &8 g
Application C‘l@ves =%:s é@thing@ ork - @?E = N&e § @9 Closed cabin = No
@ rms, b@Jy and K (ix
covered o\ N
S A S O & <
Exposure Longer sy@lc e @ &9 6 @ ofR\@ASl @ 50.8%
(Workwear) mg/ /da \ \ @ @ @
S @ S ®
Y
Acute sy@nc exﬁwure n%/kg - o O\@ N @f RV@Q -%
@W/day [ © m
Exposure & Longer tem@emlc@osure &F 00297 § % o \/NAS1 2.28%
(Including mg/kg bw/da; \ N
PPE options ) @ @ %, N %
above) N N @y o
Ry ¥
Acute@system@pos Qg/k@@ N N & 0% of RVAAS? -%
by O ¢y o .0 @

TRVNAS = Referenel Value Non L@ly toxq&%tlve @staﬂce @OEL @
2RVAAS = Ref%ence Value AcutelyZoxic @@'e Subgt\\j @

@j Q@Q@&®@\&
S .
Ny %%@@@é}@@@&@@
I @ S 9
@\%é@%@
N O N
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Table 11: Operator exposure, Prothioconazole, Cereals, no PPE / with PPE
Substance Prothiocona  Formulation = Application rate = Spray dilution = Vapour pressure igo 6
zole Soluble 0.156 kg a.s. /ha 0.78 ga.s./l low volatile substane®s @
concentrates, having a vapou@:ssure o
emulsifiable of <5*10-3Pa
concentrate, etc. @é @ @
Scenario Cereals, Outdoor, Downward spraying, Vehicle-mounted Buffer = Numbe \ L
2-3m % appllc@ns = § )
R BN N
@ @ ;&,catm @Q
X o) =855 dayg é
Percentage Dermal for Dermal for in Oral @ = Inhalat@© =é§9 Q §
Absorption product = use dilution 100% % 100% Q R & < @
25% =70% o 9 A "N
Q ] 7 © <
RVNAS! 0.2 mg/kg bw/day rvans & . @g bisday @y @\ o
(AOEL) @@) NI N v
O
© % @@) 0@’ %@j © @& o
Operator Model Mixing, loading and ap&lj%ion %)% N N% § @ @
<= < &
Potential Longer term systemic exposure @85 @ o {S% of RVRAS! %\ ©92.3°/?\9 Q
exposure mg/kg bw/day D @QK ((%9 @ v < g(@ o))
I o [ N
Acute systemic exposure mg, . @ S * ‘VgSRVA@ @Q § ‘Y\,@
bw/day & o Q@ S x© 20 S
Mixing and Loading Gloves&s %othmg @ork @ar x@’PE =None @ Solible bags = No
% arms*@dy and legs &@ © & O
o U o @ Q 2 ¢
Application C‘l@ves =%:s é@thmg@ ork @?E = NY&\-fe § @9 Closed cabin = No
@ rms, b@Jy and Q K (ix
covered N N
I
Exposure Longer sy@lc e @ @5 @ of R\@ASl @ 57.5%
(Workwear) mg/ /da \ \ N @ <
S @ S
S
Acute sy@nc exﬁwure n%/kg - o O\@ N @f RV@Q -%
@W/day > © m
Exposure & Longer tem@emlc@osure &F 00508 § % o \/NAS1 2.54%
(Including mg/kg bw/da; \ N
PPE options ) @ @ %, N %
above) N N @y o
Re 4
Acute@system@pos Qg/k@@ N N & 0% of RVAAS? -%
bviday O < Q © o

TRVNAS = Referenel Value Non L@ly toxq&%tlve @staﬂce @OEL @
2RVAAS = Ref%ence Value AcutelyZoxic @@'e Subgt\\j @

@@ @ N

SN
(S
\y\g e @@5}@3@@ &©©
@%
§& \%% §9 v @Q
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Table 12: Operator exposure, PTZ-Desthio, Cereals, no PPE / with PPE
Substance PTZ- Formulation = Application rate = Spray dilution = Vapour pressure ‘@o 6
Desthio Soluble 0.141 kg a.s. /ha 0.705 g a.s./l low volatile substan¢es @
concentrates, having a mpou@:ssure o
emulsifiable @ of <5*10—3Pa@
concentrate, etc. O @
Scenario Cereals, Outdoor, Downward spraying, Vehicle-mounted Buffer © = Numbe N L
2-3m % appllc@ns = § )
R BN N
@ @ ;&,catm @Q
X o) =855 dayg é
Percentage Dermal for Dermal for in Oral @ = Inhalat@© =é§9 Q §
Absorption product = use dilution 100% % IOO%Q R & < @
% = 44% o QA "N
Q ] 7 ¥
RVNAS! 0.01 mg/kg bw/day rvass O . @g bisday @y @\ w\,@ Q
(AOEL) @@) NI N v
O
E— & S S :
Operator Model Mixing, loading and ap&lj%ion %)% N N% § @ @
& . o §
Potential Longer term systemic exposure @124 ,°~, {S% of R\@AS1 %\ Ql 24"/&9 Q
exposure mg/kg bw/day D @QK ((%9 @ v < g(@ o))
© N T >
Acute systemic exposure mg, @ S ‘VgSRVA@ @Q § ‘20\7@
bw/day & o % S x© O S
Mixing and Loading Gloves&s %othmg @ork @ar @’PE <@ne @ Solible bags = No
% arms*@dy and legs & & O
o U o P
Application C‘l@ves =%:s é@thin ork @?E = N&e § @9 Closed cabin = No
@ rms, b@Jy and K (ix
covered o\ N
A
Exposure Longer: sy@lc e @ a0 817 @ ofR\@ASl @ 81.7%
(Workwear) mg/ /da \ \ @ @ @
S @ S ®
@ 4
Acute sy@nc exﬁwure n%/kg o N /@f RVA ;&b -%
@W/day v (7“
Exposure & Longer tem@emlc@osure &F 00138 § % o \/NAS1 13.8%
(Including mg/kg bw/da; \ N
PPE options @\ @ @ R %
above) N S @y
Re 4
Acute@system@pos Qg/k@@ N N & 0% of RVAAS? -%
by O ¢y o .0 @

TRVNAS = Referenel Value Non

LS

2RVAAS = Ref%ence Value Acut?&@xﬁﬁ%@ﬁéggﬁ tance @OE @
@j @6@ Q @ &@ @\%
@ @ N
S fﬂ ¢§ N @Q &©©
& %\% §9 % &
& & & &
Q
§ @2@ @ §
€ &
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Calculations for Prothioconazole-desthio and Prothioconazole
based on measurements of exposure

& &
N @
S
Estimation of systemic operator exposure @
In the following systemic exposure of operators to prothioconazole anc@’prothloc naz. e-d&%lo is
estimated using the data of three field studies presented in Appendlx . The algo@ @hed @re
according to the new EFSA guidance. < &
@ @ @ @

Basically the estimation can follow two different approaves

a) Systemic exposure is calculated for each op@stor individ @/ using h1s§§dlv1d@ exl@gure Q@a
and body weight and from this data set the a% evant percefiii es pre derl‘@

b) Relevant percentiles are derived fro Q/!" normahzgd exp@gure actu den@ and

inhalation exposure (in mg/kg a.s.). Syst C exp \calcu@ed appl%ng t& dermal
absorption value to the relevant dernél ex re ﬁgure a d@ in atlon expo re. For the

parameters ‘application rate’, ‘trea%d are@?nd ‘ ht s da d @ re usg:ﬂ
With regard to dermal exposure onlyé%tual\%rm&expo@’e daga are, ! @ed thls §he real
conditions while potential dermal exp@re @@ﬂresp%s to-an ope&e@)r W@@Img @ nak

@

A) Estimation accor{@g to CEO\dlvuiyal dﬁ§ \ @@ @
The following assumptions are %e D @b (O &© @© Q
& T o @ S K
Operator body Welgh§§ \ indgvidual body weight 6Bthe apgrators S)
& @) SN Q& SN L9 2
Dermal absorptiorg, © N @ < Q\ w,
Prothioconazole™ <Z@O%§ N S %, §

@D
Prothioconaz —des&@ \25@ 4490 O o\© é RN
Inhalation orp‘gon S) ©
Prothiocodazole® [ "M00%. \© §2? @§ &
- N

Proth -desthio: é 10 %ﬂ S § %o
The calculation of tf& systémic cgposur qi%p @%e cordi% to ;@@?following equation:
Systemigexposure | g ay ADE x +1 N

rpone pghe (o IFUDE X DA IS 3

ADE = Actual dal eiposurmbng/k§gd¥$gelgh&] g\
B S Dont) ©
IE Inhala@ﬁ eX sure /k t:bpdy % ght]

DA —Der@lab t10 %], © @ . O
W N

X@,

& 2 R S N
% @ @} ~
N v T QL
@° v &Q @ &©
@ O §9 < @Q
< L @@ S Q
4 S
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B Exposure to prothioconazole [mg/kg bw/day]
Prothioconazole Systemic exposure to prothioconazole
Operator ID [mg/kg bw] [mg/kg bw]
ADE IE actual* % of AQEL
Al 0.0008947 0.0000876 0.000714 0% O
BI 0.0010625 0.0001059 0.000850 2042
cl 0.0011806 0.0001156 0.000942 047 =
& S
B2 0.0010625 0.0001040 0.000848 a0 @
C2 0.0012139 0.0001156 @000965 < ] 0488
A3 0.0009474 0.0000438 Q0.000707 &~ 0.8 @
Y 4 % @
C3 0.0012611 0.0000578 N 00@00945 L4 O
B3 0.0011250 8.0000520° <V 0.000840 O] N 042
\w O 10 N
A 0.0037187 0.0008661 & | <Y 0.002669 S &
B 0.0009500 00 00000208, 64900686 RETRS
C 0.0011765 @ [ '6:000048 . ©0.000872 o> | & 049
S N )
D 00011765, OF % 0.0000245.0> | " o@isas & em
E 00005625 Q| 040000268, A  @00048Y ] . 021
)
A 0.001206% .7} 0000307 O] Q0000954 & | & 048
B 0.0005455 ¢ 0.00003785, | & 0000420 0.21
C 00067992 7 0000353 L «0.000895 =] 0.30
D 0.001077 ©0.000685 . O] & 0,000799 & 0.40
50,0010 %@ : ) &9 ) :
E 20.0004442 < | @ 0.00p0438° 000355 0.18
F S 009048397 47 0000048 & £ 0.000983 0.19
H .o 200003833 & | 200000347 0.660303 0.15
ADE = actual derral expo&&, IE = intalation eXposure &) Q\J Q
*actual systemig exposure cdrresponds’to an@perator %aring clothifip gloves during figing/loading and when handling
contaminat %faces @‘Z}g @‘&9 @ S & S \@7
&@ . @ @% Q v Q\@
X SN S
0 Sgﬁ\sticai\umjn@ry ~ @§’ é =
Z) % @/ | - RS Sys@@l\ic exposure to prothioconazole
Statistical pararfgter QO @ oo Q" | @) @ Work clothing and PPE
9 A O O mkgbw % of AOEL
EmpiricaJ§§1 percentile ¢ QQv @' & . 9.000889 0.44
Empiricab95" percentiles 7 Q" 0.00105 0.53
Maxfivm o0 LU g7 s 000267 1.33
Parametric 75" fge%rcentilzg &@ @ &&\) 0.00100 0.50
Log normality ¢ N f\@ ﬁ@ R No
N <
&& ”\7 ©§ v 9
& &P
S @ S
SV B
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D) Exposure to prothioconazole-desthio [mg/kg bw/day]
Operator ID Prothioconazole-desthio Systemic expOSl:irees ttl(:igrothioconazoleégy R @
[mg/kg bwl [mg/kg bw] O

ADE IE actual* O | %of ROEL ¢

Al 0.0002947 0.0000876 0.0002173%" FRIEN o

BI 0.00035 0.000104 0.000258) @ 258 P

Cl 0.0003889 0.0001156 I 0.0042867 g“\g 8 o] @

B2 0.00035 0.000104 odenzss U I8 |

2 0.0003889 0.00011560 Hooo2ser O]  Tagd ¢

A3 0.0003158 0.0006438 00007828 R |©° &8 @

3 0.0004167 0.0000578.c 1S9 000241 & . 241e0

B3 0.0004513 0900029 & 00008506 @ | o B

A 0.002132 =0.0000277 < 7 [ T 000096588 [T &

B 0.000327 @ 040002082° 4 P00l O] s 1.6f§

C 0.0004 O 000048y O 00068249 & | @ 225

D 0.0004 O o0002s5. 7 | 0de0200” D, %90l

E 00004 @ |=,° 000268 @ 5000202 SO . 2.0

A 0.0003902.° _ |7 9:0009507 Jogomnd, | O am

B 00002 O | > o0.0060378 ooy P 139

C 0.0004398 |~ 0003’ Of . 00005288 ¢ 2.29

D 00003570 & ,0.0000895 <> | O 0.0892066 > 2.07

E 0000t674 . O | S 0000043807 @ 0.0001155 117

F & 0600129 & 00000447 ) §@%.00@015 1.01

H O dooogdd O . 00@47 S 0.0900827 0.83

ADE = actual (@nal exposure, [E = 1nha1at16@exp0

*actual systémic exposure corre ds 14 per @V aring rk cl@ dur%@xmg/loadmg and when handling
contamw@ surfaces

o

Q\&y\’o©&\éx Q\

E) S@atlst@l sum@laryﬁg\a\ &@ ~ A@

@ @ @ . <& ©\ @’ysten@ exposure to prothioconazole-desthio
Statistical paﬁ{tgeter © @@ \ 2 @ Work clothing and PPE

2 § oL@ &/kg bw % of AOEL
Empiricdl75th percent‘i&@ R Q\Q > 0.0002524 2.52
Empitical 95th perce@e Q) LY O & 0000321 321
Maxithum R O 0.000966 9.66
Parametric 75&l¥/fiercq\ngle &L Q 0.000297 2.98
Log normali@ N\ 2 & v %) No
©

QO
$FLS
Det 'i?’ on )?1
@dd fonal studies @e been submitted. They have been previously evaluated within the peer
rev1ev“%f§rocess at EU level for the active substance Prothioconazole. Summaries according to the peer

reviewsor Prothioconazole are presented in the following.
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L

s
lam<>w
m

m

Operator exposure study for Prothioconazole / Prothioconazole-desthio (KCP 7.2.1.2)

It has been found that prothioconazole in diluted solutions can convert to prothioconazole-desthio (other
internal code: SXX 0665) during the drying process on clothing, skin or on certain plant surfaces @i
conversion product, prothioconazole-desthio is known to have an embryotoxic potential in expési entq§
animals. Therefore, three operator exposure studies were conducted to determin&the exposur@m
prothioconazole as well as to prothioconazole-desthio under real use conditiog§and thus to éet a b@@
basis for a realistic risk assessment. @

The first study was already submitted and evaluated for Annex | 1nc1us1o&%f prothlocc‘){@ole Since &Qﬁ%%
BCS has conducted two further exposure studies with dife farmers u@er real and gprese&t}tlve @ @
conditions in cereals and canola (one application). X Q @ ©&

O
@ < 6” Q <§ &
All operator exposure studies have been (re- ) uated during the@QfR p@e @r P1% For@talls

please refer to the draft renewal assessmen nt for Z %shlch@” pu ly. a%lla icoon the
EFSA webpage?. For the sake of tran&ren

andN val & tra@}u 1llhe study evaluatlon
procedure described in this chapter follows @e t@j rin @10% éven
though the applicant disagrees with some vztkuatlompom

- Values lower than the LoQ have@n g&borte&?t th&%ong@teadm} 1/2 é\”

- Recoveries < 95% were alre&t@ co@cteNﬁtea& of f&l@jwu@he a@pm@@ fro@the AOEM

(correction when < 70%) Q S \
The studies are also part of@ newﬁ\O del (@SA éModel@% operator exposufe). However, as the

studies were set up as m er/logger/ap ator dles@nly p%t e d%@ are ggsed in the model. In
addition, the data in - aré u § prothio nazo&equﬁ@%nt@sum of exposures to
prothioconazole and oth1oc zolgzglesthi annce 0 ne\ allowi% distipguish between exposure
to prothioconazole al@protl@cor@mle- thlo @ &\

Therefore, it is @ @to §ke uset%f thé \eomp@%l d a rop@%emﬁ@study data as higher tier for the
assessment of @po 0 pr. thloc zoleqpd pggaﬁhloc azoledesthio™
Pigihoegeoig ggazoleglisti

@
For Annex% renew@j o@rothl&g@na@ all @dles e re@‘ence@gam and are evaluated according to

the new@SA guldan@%@ § - @@ $ (, ©\
D &0 O K N
N ® O

“ &

2 EFSA: Public consultation on the active substance prothioconazole:
https://www.efsa.europa.eu/de/consultations/call/180612
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Comments of ZRMS: |Comment on study; acceptable or not; deficiencies, corrections, according to

recent guidelines or not, used in evaluation or only as additional information

& &
N 0%
Data Point: KCP 7.2.1.2/01 > N
Report Author: [ Q & R
Report Year: 2002 D
Report Title: Determination of exposure to JAU 6476 and JAU §436-desthio (S S)@ 066% A
during mixing/loading and applic@tjon of JAU 64@ in cereals S N
Report No: MR-036/02 & @ S .9 &@
Document No: M-040604-01-2 & @ w O Y Q
Guideline(s) followed in not specified @ Q& © @Q @
study: Om% w@o é S = @
2::;:3:151 If:)m current None & - @@, \;9\ @ 6\ RS §
Previous eval;.iation‘ No. not previously &ualuate®® o > @\ g %
e & &Y & &
GLP/Officially recognised | Yes, conducted%n%ej'\ Pf(&ﬁ%mlly@;og nijsey testiqy fac 1J,N ) §\U/
testing facilities: (7% ° @ A B N R
Acceptability/Reliability: | Yes Q . &Y @ ) g } ~
&U @ N Y @ @Q @© § 9

I Materials and methods R @ @

S S
The study was designed as a @erﬂoéﬁerﬁap[@éato udy.@n adf@)n to@e d@n mation of exposure
to prothioconazole the propagtion of &nve@on to prot 10&na&(@é deqﬂglo a%i the reQlting exposure to
prothioconazole-desthio was detegtpined ©
A total of eight applicatrags at three dlf‘%ren§ay tl@mg%@volw‘ﬁg thr g@lff t male operators were
monitored. The operators we pleyees of Bayepy e (nGw: Bayer Croisme@ and were familiar with
the practice of mixi oadn@’an@phc@on 0 nt \tcctm@pm@ ts. A@“apphcatlons were
performed during tfi¢"actual seas@;(Maﬁ@lune 2 0)§ @bel& ging fp,an agricultural test site of
Bayer AG (now@ye (@ops iénce) in'M im f&crma.@ Wigh'eacKpplication about 20 ha were
treated using y e @)mc %at @ B@pﬂa&%nd resenfstive (fhactor drawn/mounted ground
boom sprayer): &thm\grst two spray mlpgf@equ ent for largé®field sizes was used (28 m boom,
2500 L water tank voluq&g wh@\zg g th@ ird spfay tigning quipment for smaller field sizes was

chosen m boom, 8GO0 olume). Thtractos usedwere all equipped with a cabin.
Dermal exposure ofg¢h body% stggeterm £ a Vi) Wi ole t10>\c9)d§,’ erwear (long sleeved T-shirt, long
johns) as well as alyﬁng a ¢Qttone Qx ]éf trousers (cotton/polyester) as outer garments.
Exposure to the ligad w

dct a ca% h esult @?the outer garments and the cap together
with the resultgpf thegjnde I c@spo@to p&lllal rmal exposure of the body whereas the results
of the under®ar pll@thc@c@a ar&%gard@ as a@ual d@nal body exposure when wearing only one layer
of clothin
Hand exg@sure was de@'mm@la gpve r@mg t%9har1d washing. The results of the glove rinsing
together With the ha@was ng c%@spo to p,cﬁ@lttal hand exposure whereas the results of the hand
waaiﬁg are regarded as ﬁal ha ex@sure@ccordmg to usual agricultural practice protective gloves
were always worn during-mix @loa@n Q@eas during application gloves had only been worn if the
operator had tg Trandl¢ cont inatedsurfade}, e.g. correcting a machine malfunction.
Inhalation @sur‘e\w s sured Via [@M-samplers equipped with glass fiber filters which were fixed to
the ganne&s at t reatfing zdge of lﬁ@operator and connected to a personal powered air pump.
Fleld r -w plcs ass@ys the stability of prothioconazole and prothioconazole-desthio were
performed 0 @ dla exposed appropriately on each spraying occasion.
Th glaste twiggn 2.5 h and 3.5 h. On completion of the spraying the cap and the gloves were
led also a han aqh was performed. The operators continued to wear the other dosimeter
clothe some further hours to give a total of about 7 h (one exception: ca. 5.2 h) to provide some
information on the proportion of conversion of prothioconazole to prothioconazole-desthio during the
time of almost a full work day.
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Samples were extracted, followed by LC-MS/MS determination. In the report the results of the

measurements are reported as determined (i.e., ug a.s. per sample) and as specific (normalized)

exposures, i.e., as mg of exposure per kg of a.s. handled. @
N

s
. N
Lo S @
II Results and discussion S @
The limit of quantitation (LOQ) per sample was 50 ug (outer garments), 10 ndergarmeys) al‘Q@pg
(hand wash water) for prothioconazole and 20 pg, 2 pg and 2 pg for prothgg;)nazole—des@o, @
respectively. For samples which showed results <LOQ the exposure valugS for prothiop(@azgl@nd %@
prothioconazole-desthio were then calculated from ﬁgure@orrespondi <=Z)" to half of tl‘@O(&\ @Q @
Prothioconazole-equivalents can be calculated in summing up the exp osure figures é@ prothdoconazole &
and prothioconazole-desthio, calculated as prothioconhzole by taki >

)

nto accoue ma@lar ra@ S
The exposure figures for each operator expressed as\d crmal expostges é&motbi@naz&le and o @
g

prothioconazole-desthio in mg as well as in mg/@ody weigh@nd m pré@io @zole@andle@}me
listed in the Tables below. Potential dermal exposure ompri@all iﬁépmal @ﬂnpli@ itemsSN.e., @%er
clothing, cap, undergarments, gloves rinsingsand haggl washgs. Actual d@@ﬂal e@sure c m[%ises cap,
undergarments and hand washes. @;\9 @@ Q@ S; & @ °
On eight samples of the outer clothing m@@%lrablg amounts 0§rothie§%onaz§ were found;\h fout$d
these samples and in one additional sa@le al@prot@on%o e—d@hio could b@anti@ed (ou¥of a
total of 32 samples). The percentage ¢bconyérsion Rith respect tetotal '@bthi@naz -equi alents"
was found to be very variable, ranging frol%'%}% tQ, earlg‘?/O\ @ NS
Also on gloves and in some of thé®and syash selutiongyprothideonazgle angyprothi onaz&l\‘é—desthio were
found. The corresponding perc@taggm%prot@ocoole-d@s io@total@rot]@@:on@iole equivalents”
cover the range from 1% to 60%. > S @ g O
With regard to inhalation exposurgonly é@thio@ﬂazol@was f(%nd ;i onl&%% twadilters. For both
samples the amount of prothioconazoleGyas §e lewel of (O.Mg/se?@ple){éﬁ
Spray tank samples which wer&also analyz hmgd tQat@rothchonazoiﬁ’-dgs@o amounted from 0.1%
up to about maximunf% O%ta]@mthi%ona@—eq%%lents@wiﬂémeag%f 0.22%.

S & >

8, @
@QQ S @\ S §Q§ N
& (§ © O « @3\’ @© Q %@

R o
2 2 A D YT ¢ o
o w\g&
&@\ @©§@©%©®§©\
o o "\
FIFTs S
9 S & &5 .~ &
QR S L L S
o O ¢ . o , 0 @
Q O O O N D
Vo RS
<) S oF L9
& @@f\?
SERFR
R %@%@ﬂ@\
S & & V&
o . @& & Q
@g\%ﬁ%@
@§§©©§©
PSS
NP
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Table 13: Summary of prothioconazole residues found in each sampling dosimeter
(corrected for field recoveries)
°
Operator ID Al B1 C1 B2 C2 A3 C3 |« B3
D, D
Body weight (kg) 95 80 72 80 72 | &795 2% &Yy
N
Area treated (=ha) 20 20 20 20 20 v 20 320 | 20
. . = Q e
Exposure time (minutes) 206 160 174 165 155 208 |’ 198 202
NI
Prothioconazole handled (kg) 3.96 | 4.03| 4.06| 4.03 ,‘?’ 4067 4% %@6
A
Outer clothing (ng prot(lﬁ%conazole /f@mple) 69 N ) ©,
Sleeves (cotton) 50 i@gﬁ 50 50 @? 0 Q35§ § R @
. oIS BRI
Shirt torso (cotton) 189 50 | ©%50 | 507 5@5}) @@ 50 | B 50
O @ g~ (o N
Trousers torso (cotton/polyester) 203 S0 8@§ @7 @0 @50 § 8@% &0°
Legs (cotton/polyester) 50 Q% N0 D@SO 50 33 | . %4 @ 50
@) S T,
Total outer clothing 493 L2004 2335 200 a60 | <901 |276 [© 200
, RIS S A EESERE
Inner ¢lpthing (ng prothlggonaz /sag@le) € N
© Z) S S \S)
Sleeves @] .0 o S 19 N ey o] 2ol 10| 10
@ S)
Torso * ol 19| 49| NO 219 & 10 10 10
d N \Z 2
Legs N @ 0]« 10k 10% O Qo 10 10
) SIS S
Total inner clothing > @§ \;»\\4@ 30 S 3>Q§> 3Q éﬁs) & 30 \@30 30 30
Q @ o )
& o ewp (u‘&rothﬁ?co@le/@mm @
R N @
Cap O NS e 50 504 507 &8 0 50 50 50
) © O >
S @JQ «,” _  Hand wasiP(ug Sampl®) 9@
9 7 D e
Hand waghings in esembin & f@ © 58 §©@ QQ 7.4 5 5.8 5
o) O v )
Hand washings in isgp@opefng@ ,(§ ‘&C RN - 5 5 5
NSk . R
Total hand Q] 5| . ©s5] O sy 5| 74| 10] 108] 10
= @ Y Q
@ @thr@gglgv@ rin@g (ugprothivconazole / sample)
N
Total glovg;s S @ 2309 6£81 @@17 2278 | 19861 | 15000 | 29722 | 19306
) o
@ @ er ﬁltg{' (p rothi;\cﬁonazole / sample)
& o
1% mixing/loading =fifter &) , W Qé@ S 0.1 0.1 0.1 0.1 0.1 0.1
1*" mixing/loading cassette &Q @p.1 §©().1 0.1 0.1 0.1 0.1 0.1 0.1
N & R
1 apphcat19®&ﬁlteg% ~ 04, 0.1 0.1 0.1 0.1 0.1 0.1 0.1
1 apphcg&on c@ette @” § 0©1 0.1 0.1 0.1 0.1 0.1 0.1 0.1
O
mlﬁgg/lo@ﬁ}ng ﬁi&er £ 01| 01| 01| 01| oa1 - - -
2 ;ﬁxmg@mdlng@’ass@ 01| 01| 01| 01] 0.1 - - -
N
ond ap@tion filter 0.1 0.1 0.1 0.1 0.1 - - -
2" application cassette 0.1 0.1 0.1 0.1 0.1 - - -
Total inhalation dosimeters 0.8 0.8 0.8 0.8 0.8 0.4 0.4 0.4
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Values in red are <LOQ) and have been reported at the LOQ

(-) no sample taken f@ S

values corrected for 48% field recovery (applicable to the 125 ugfsmglc spiking le@with o
diluted formulation for cotton outer garments for prothioconazole) A @ &Sy

values corrected for 55% field recovery (applicable to the 100 ugf:@mple spiki% leve °§§1§th
diluted formulation for cotton outer garments for prothioconazole) @) a 2

Y °\ ° <
values corrected for 58% field recovery {applic:@to the 125 I@&sample spiki@leveli&‘ cot§ @
polyester outer garments for prothioconazole) Q @ NS 2,

O SAESEEnN (S
values corrected for 62% field recovery (@%p]icable to 100 pgr‘saré}?e spig @@l ﬂ::@
cotton/polyester outer garments for prothig%,nazole) Q &’ f$ & &
> @) ) @
values corrected for 72% recovery Yapplicable i@ the *3000 @g/sar fgﬁ”\%ﬁove@br
prothioconazole) N % wQ S S v
NS T O (703
values corrected for 87% recove% (app@b]e @@?he QQ@;lgfsagyle @r glas@bre@s o
cysteine) w, ) ° N S §§ S
RN RN KT S S
SISO
OMEF NN o (AN @ 2
Table 14: Summary o timated systémi expos@ to @thio@%azm@b Ty
e 2 Q &5 S Q @@) >
Operator ID & e @ D B G| Sas C3 B3
Body weight (kg) * g5 | & ng S| N"n@  ss 72 80

RS RS, 7
Outer clothing (mg) N 0495 @000 023 | @000 %0.9@ @07 | 02758 | 02000

N) %4 O Q
Inner clothing (mg) & @0{) x@ 0.0300 300 .03& 0300 |*~, 0.0300 |  0.0300 |  0.0300
2 &)

0
(%] v
Head (mg) @ &0.050@) @500 @00@ Q@OO |, 0.0508 0.0500 0.0500 0.0500
@@ S B Y

° & (J @
Hands(mg) 0.0650 |, 0.00%8.] 04050 005 00074 | 0.0100 | 0.0108 | 0.0100
) N\ ‘O7 % 3
Nitrile gloves 88) oS | « D194 O o1 @31,916@@ 3 @8611 | 150000 | 29.7222 | 19.3056

. 9 S

Air sampleg Ghg) L 0.0808 @%)815 D> 0.00&? @0008 {07 0.0008 |  0.0004 | 0.0004 |  0.0004
N

PDE;,Od@gfperson)o @ | D25 < 62171 [ 02809 10404 | 08707 | 03558 | 02800

Q
%

0.2806
o AN
PDEunas (mg/persoy | 23248 @9661 %4.91& 2.2828 | 19.8685 | 15.0100 | 29.7330 | 19.3156
R

SN\
ADEbody(lﬂg/Pch(?) @ﬁ 08500 @’0,08@ 04800 | <0.0800 | 0.0800 | 0.0800 | 0.0800 |  0.0800
@ (@) N (@) [©

@ .
ADE s (mgifrson) © 005Q 39050 [ ~0.0058.]  0.0050 |  0.0074 |  0.0100 | 0.0108 | 0.0100

< X g
PIE (mg/pgrson) o 0.00§ Awosag P 0. 0.00832 | 0.00832 | 0.00416 | 0.00416 | 0.00416
PDE (m§pcrmn) & | 2898904 714610 | 03880 | 2.56280 | 20.90890 | 15.88070 | 30.08880 | 19.59560

T O S
Y 20.08500

Ansﬁzg/person) o 1bgse | 08500, 0.08500 | 0.08740 | 0.09000 | 0.09080 | 0.09000

PIE (mg/kg) @° 05009 |- D.00043 | 0.00012 | 0.00010 | 0.00012 | 0.00004 | 0.00006 | 0.00005
S
PDE (mg/k@ o ﬁgoﬁw Y 0.08933 | 0.07276 | 0.03204 | 0.29040 | 0.16717 | 0.41790 | 0.24495
D)

Q Xy
ADE (m@) @Q @D 0.0}{@9 0.00106 | 0.00118 | 0.00106 | 0.00121 | 0.00095 | 0.00126 | 0.00113

)
PIE= Pa&ial @a:ie posufy

I
R
PD B3 temerma@xpos@ (naked),

AD =!:&§ dermal exposure (one layer of clothing + gloves during mixing and loading and when handling contaminated
surfaces
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Table 15: Summary of prothioconazole-desthio residues found in each sampling
dosimeter (corrected for field recoveries) .
Operator number Al B1 C1 B2 2 A3 C{kK @ﬁv
: S
Body weight (kg) 95 80 72 80 72 f(@ 95 @2@ & 80
Area treated (=ha) 20 20 20 20 2<0®J 20 | & 20/ . 20
. . (@) D
Exposure time (mins) 206 160 1744, 165 j@ 208 elé? 2202
Prothioconazole ~ handled Ne @ <l & |@ @
3.96
(kg) 4.03 4.03 4.03 ®Q4.03 SX4@6 \)@@.06@% 4.@
Outer clothing (ug prothi@eonazole-desthio/sample) O ~x N e
Sleeves (cotton) 20 20 @@ 20 20 @@ 20 R 1@ ¢ 20 @ 20
Shirt torso (cotton) 20 %Q 50 @wzg - @620 \% 209 20
Trousers torso V1 o o Y| .
(cotton/polyester) 4 %ZOQ v 20 ) 204 0 @ @§ 20
QO ) \Y)
Legs (cotton/polyester) 20 ?;& @ @0 &Q 204 20 é\g 30 v %§ 20
S N R
TOTAL 1057 50| < sg) 0 Sl & o 80
Inner c@hing (ﬁg p;o%ioggnazol&est@?/‘sam@e) f© W
=2 N4 D
Sleeves o % @§2@ £ @2@©$ 2 2
Torso vow 2 @)@L& @S2l 2% 2 2 2
9 © N4 ’
Legs N 2° $] Lol N SIS 2 2
) D S
TOTAL IS 4 U©6 O b Se & oh” 6 6 6
L Cap(ugprothiocbnazele-desthio/saniple)
N Y T @
TOTAL S A9 O 20 « 220 5 200 0 20 20 20
S é\@ %© Q «Y > &6 s
.9 v\j@ % 6\ v @ @9
QY OIS @ ST NI
& . @ o\@ @% . O BN Q\@
FESE S
TofFos &
o O ¢ . o , 0 @
R N
O o R & @
~ N @%’ y %
@j 2 Q IS
% & % & @ SN
N S N
(CAEN] O
@ .. & & Q
@ %\% §9 o ©@
& & & &
S &S
(SN
$ Ty
¢ &
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Handwash (pg prothioconazole-desthio/sample)

Hand washings in esemtan 2 2 2 2 2 2 2 lgye 54
- . . V
Hand washings in ) o 2
isopropanol 5 & ) i} Z & R
% (]
TOTAL 2 2 2 2 24 4 S 4 @% 0.1
Nitrile gloves rinsings (ug prothioconazole-desthio/sample) L &
. . =) > =
Nitrile gloves rinsings 33 103 881 255 {\%06 2522 4‘1%&? &411
Air filter (ug prothioconafole-desthio/sdhple) \@@w © 9 X
Mixing/loading 1 filter 0.1 0.1 ob.1 0.1 S 0.1] &A0.1 Q© 0_@@ Q-1
s : % Q . & © 9
Mixing/loading 1 cassette 0.1 0.1 L@ 0.1 0.1 @fn@l}.l Q 0& 0.1 ]S 0.1
Application 1 filter 0.1 01 v Al @’0,1 > u@’ %'1 \:”\’J[J_io\\N 0.1
Application | cassette 0.1 6®1 %@0‘1 j}’ 9\@% 1 © 014 E%l < °0.1
Mixing/loading 2 filter 01 [ <ok @] ol o « | S ¢
: , 2R S . Q NIIESERS
Mixing/loading 2 cassette 0.187 @Y | =,0. 0l Al | @ -0
Application 2 filter Q@ 0.1 \% 0.5 N)@i § 0.} O S sv\\q@ -
-~ X O N N
Application 2 cassette @”%;] © 0@? U§l 4 @@ 0.5 @9 w@-Q G - -
TOTAL 0B scos), %1, 9084 0¥ 04| 04

Values in red are <LOQ agg hav

0.8
edeen reported@t the L%Q &

N 9

S
f\SI\a né

lues cofrect&) for

@% fi€ld recoVery #applicdble to the 50 ug/sample
ikin@levcl@r gl@s) O é% X .

@ jvagc ted@' 18%field recovefy (applicable to the 500 ug/sample
S Q sifhgigdel lr oyt o' & O
AN
@6 Q é %@7 é}x & § -
(N . & O @
S Y I
N \@@ SIS O\©© O
PSS S
) % @ X S
RS TS S
o O ¢ . o , 0 @
Q 0 O O N & o
¥ o K & e
) N @%’ N %
@ °\@ Q @ N
Q N L9
S SIS
N I N R Q
@° &Q @ S
@ O § < @Q
@ S
< & ©
S e O
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Table 16: Summary of estimated systemic exposure to prothioconazole-desthio

Operator ID Al B1 C1 B2 C2 A3 C3 | Q° B
Bodyweight (kg) 95 80 72 80 72 95 N @Qﬂ
Outer clothing (mg) 0.1050 [ 0.0800 | 0.0800 [ 0.0800 | 0.0800 @%930 0.0@5 O»g00
Inner clothing (mg) 0.0060 [ 0.0060 | 0.0060 [ 0.0060 | 0.0060 0@0.0060 @060 0.0060
Head (mg) 0.0200 | 0.0200 [ 0.0200 | @200 | 0.020% | 0.0200 \%oze@% @%ﬂzﬁo
Hands (mg) 0.0020 | 0.0020 | 0.0020 | ¥0.0020 20 o.ooﬁw 0940 &%m;&o
Nitrile gloves (mg) 0.0333 [ 0.1030 0.08?@ 0.2545 &%).6061 265 @js;ﬁ 35&%
Air sampler (mg) 0.0008 [  0.0008 %@%ﬁ 0.0008 wo@@é Q%OO : o.g;go\j oD:0004
PDEady (mg/person) 0.1310 [ 0.1060 | ¢, 0.106Q:4° 0.@ @106@@’0.@ 0&070x§\0.1060
PDElnds (mg/person) 0.0353 [ 0.1050 ©0.osg@ @565 § 0.6@@” 1862 & 4188y | 3.4212
ADEjo4y (mg/person) 0.0260 0.02@9% N«géo %02@@@ 6260 @Q{).ogﬁoK 05@%0 D.0260
ADEjunis (mg/person) 0.0020 9@20 \0.00&@ 6.0020 @)\.oozéy Q@jﬂ{] Q.0040]  0.0101
PIE (mg/person) 0.00832 &@)883$ o.wgz &08&5}\7&&&@92 @041 0.00816 | 0.00416
PDE (mg/person) 0.16630 8021990 | 62195908 036050 | 0914100 2.6480 | £99a30 | 3.52720
ADE (mg/person) 0.02@% 0?@?2780% L3.028% 0‘:‘@%)800 }@0.02@95/ 0.@000 3\0.03000 0.03610
PIE (mg/kg) %9?009 %.00@% 0@012 @.0001% e@oalg" %).oooéa 0.00006 | 0.00005
PDE (mg/kg) 9.00125 0%)5?64 5§ﬁ002@§ 0@@?3 %.’0099% 0@84 0.05964 | 0.04409
ADE (mg/kg) < 006029 1£9.00035, 05@%9 000035 0.0639 |<0:00032 | 0.00042 | 0.00045

Q N7

PIE= Potential inhalatig€exposure, @

PDE=Potential Dcmﬁpos@% (naﬁéﬁ)@ NN " 9 @}

ADE=Actual dcn@cxm@sc (onc&&lycr Q cloth%Jr gloges durin§n1i>§¢ and bgﬁng and when handling contaminated
surfaces) R D ®) QO  w v &

AP i

111 Conclusion N A @ S IR

A ﬁna@lclusion of stw@esult S giéﬁ:{l um@“ov@l suf@mary and conclusions”.
N IR SR
N) > 253 )

Comments of zZR¥IS: mn@‘f on@udy»;g'é\ecep@le- onot; deficiencies, corrections, according to

9o . ec.e@guid&@les oﬁlot,ou@d in ¢Paluation or only as additional information

5%

S g .
@j @Q @\
N NG QRN
. S
o . v o YO
I @ S 9
&NE
%o Q
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Data Point: KCP 7.2.1.2/02
Report Author: I
Report Year: 2015 < S
Report Title: Determination of exposure during mixing/loading and application of Prolm<§ §
cereals O
Report No: MR-156/05 N RS
Document No: M-285798-02-1 v o
Guideline(s) followed in not specified % ® § 2
study: Cr D N D
Deviations from current None @ @) A @ @
test guideline: X ) @ § D é
= — . N T Q
Previous evaluation: No, not previously evaluate@ Q& © Q @@ <l
I S N &
GLP/Officially recognised | Yes, conducted under (@@7 Officially regogmse@testmg%t%cﬂ\l@ & @
testing facilities: o Y D N %Q
Acceptability/Reliability: | Yes S @ . & @g,% S
% S MEPNES °
SR & © @
I Materials and methods N

v d
The study was designed as a m1xer/loa®¢/app£¥ator@dy m@dd@ to ﬁ&?det@imamgn of & sure
to prothioconazole the proportion of version to @othl nazgé?;dest (@ regiiting exposure to
prothioconazole-desthio was determified. Gy N 9
A total of five applications involv@g ﬁ@ dlffe@nt mats ope@rs weve mcé?ored@%he oigefators were
independent farmers and were @mlhammth tl@’pragﬁe of i adingand applicagion of plant
protection products. All app ications Were gerforme durn% May%o Juigg 2005 on fields in the
surroundings of leburg,% and§( @t (Geftnany). e@eas trea ed ragged from 19 ha to 67
ha. Each of the operators\pérformed a day \@k acaQ rdlnw his Mrag&@ua@@rkmg practice. Three
operators used equipment for llefield sizes (1 fh boom, 1000 L water tankyolume) whereas in two
cases equipment for Jarger sizes d@l 8/30@ booT, 3000@000&wa‘[%¥ank volume). The tractors
used were all equ§d with a ca&@@ver @g on@e weather @d the equipment some
operators left th I@/or ront window, oﬁsen aswyel e ro@%pem@g Dermal exposure of the
body was deter@yined & le bogeundef@fear l%ng Ved irt, fong johns) as well as by
analyzing a cotfon pair o trouSers Qc@@o este@as ou@r garments. Exposure to the head
was deternfimed by a ca The @hs nts gyd th p together with the results of the
underw; orrespond o pot@al detinal exposu f the%dy ereas the results of the underwear plus
the cap are regarded, a@ac al exp@ﬁe v@ weati ng puly one layer of clothing.
The operators wer %t fofgeed to@sear acdp ot in“accordance to their normal working clothes
and behavior. Omg Operator madle use thls
Hand exposur v]%s d@axfm et via glov @smg @ ha@vashing. The results of the glove rinsing
together withGhe hafid w. s@ng oﬁsesp dhd to ntighhand exposure whereas the results of the hand
washing a%regarded as %ual de «i;©~ suregAccording to usual agricultural practice protective gloves
were alw@y's worn durifig/mixg loadéhg reas a%fring application gloves were only worn in case the
operator had to han \con minated surfées ¢.g0un-/folding the boom manually or correcting a machine
malflinction like bI%@ked @%ost n zle
If operators took gff theifout @oth durl @ break they received Kleenguard suits to be worn above

the inner d051 ers te s the lee@uard suits were sampled as a whole.

One incide CUN‘\ dugig a mfi‘ﬂng/l@dmg cycle of one operator: as he was not accustomed yet to a
new waters ppl ran Swer and he got splashes of spray liquid on his clothes. He received
a seco t of, @othmg@l%ut@ta are included in his overall exposure evaluation.

Inhalation e ure ured via [OM-samplers equipped with glass fiber filters which were fixed to

the ®m t thezbreat g zone of the operator and connected to a personal powered air pump.
rec ries were setup at two sites. All sampling media were used and exposed appropriately.

The m@onng lasted between 5 h and 8 h, corresponding to a normal full work day. On completion of

the last spraying all dosimeters were sampled and also a hand wash was performed.
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Samples were extracted, followed by LC-MS/MS determination. In the report the results of the
measurements are reported as determined (i.e., pug a.s. per sample) and as specific (normalized)
exposures, i.e., as mg of exposure per kg of a.s. handled. @ S

N @@
II Results and discussion S @®
The limit of quantitation (LOQ) per sample was 50 ug (outer garments), 10 ndergarmeys) al‘Q@ug
(hand wash water) for prothioconazole and 20 ug, 2 ug and 2 ug for prothigconazole-desthio, S
respectively. For samples which showed results <LOQ the exposure Valu&gﬁor prothloC(@azole@gnd @\j@
prothioconazole-desthio were then calculated from ﬁgure@orrespondl -\ to half of tl‘@OQx\ @Q @
Prothioconazole-equivalents can be calculated in summing up the exp o, re figures é@ prothdoconazole &
and prothioconazole-desthio, calculated as prothioco -. zole by taki S

g into accouréthe ma@lar ra@ g&©
The exposure figures for each operator expressed as s\(e ermal expos@es othl%:n le and€o @

prothioconazole-desthio in mg as well as in mg/ ody welg and m ré@m @zole@andl
listed in the Tables below. Potential dermal ex osure omprl all élsmal dampliggritemsii.e. @@

clothing, cap, undergarments, gloves rinsing wa&@s A@&ual d@@ﬂal e@sure compyises cap,
undergarments and hand washes. ¢
g AN > \@ Q & O é@ @
v N N @ % Q %, §
N @& RS
SN s LS
O N ©

Q N
C&\ § N @9& &@ "\@ 9 ©

Q N W L A S

N LI S S S S

‘Z”\g o
Q < @ @Q §a\ © é Q>
@ S SN Q @ @
S Q" N BN <) SN &
F D Sa a8y §@ ~
& & .0 O 4 SIS, @
AR . & O
o\@ @\a %@ % 6\ @? @ ?@5\9
& FEF s
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Table 17: Summary of prothioconazole residues found in each sampling dosimeter
(corrected for field recoveries)
Operator ID A B C D| SE|Q
Body weight (kg) 75 100 83 85 [&y 80
Area treated (ha) 67.4 18.9 Y 48.8 19 " 25Q)
Exposure time (minutes) 352 294 2R 403 - 483
Prothioconazole handled (kg) 14 4 @1 &QSB 2
Prothioconazole applied (kg) 13.6 N N0.8°KT 58
Outer dosimeter (ug prothid¢onazole/ sazfple) O © L9 &
Sleeves <171 V) 504 ° W] £52)0
Shirt torso 0 78 0 s 39 [, 5@
Trousers torso A0 548 3062 W] o 50, &
Legs 753 @ 8& 25 N 80 K50
Total outer dosimeters S 8504 Y 19944 209 | 7216
Inner dosimete@‘ (ng Qﬁthm&ﬁazc@@sam@m S ST
Sleeves RN s 1N o) & %o
Torso b @ 10 & oS 10 1J0 10
Legs Ql . &9 1Q§ 10 & W o101 10
Total inner dosimeters U @ $ NI i(ﬁ% 30
@ﬁp pro@ocor@ole{‘&fnplp@ RN
Tot S A ST 5 11 Bl
@and washm prpthmconazolq(%%mpl@ o ©
Hand washings in esemta@ ®) S @ 164 MY 159 15 10
Hand washings in isopropanol RIS SR 5 5
Totalhandwash =, £’ 9| O & 199y X 15 . 2P 20 15
2> Nitrile glg¥es rin€ings (3 preihmcgnazole)@ampl’ﬁ)
Nitrile gloves ringiigs (a¥l) - 2 19714 | 3943 | @986 887 | 2157
Nitrile gloves ribsings\applichtion), N &\ 5 3 gﬁ@’ R - 706 -
Total glovesy o © O [«¥ 13709 9986 1593 | 2157
- ‘o Aty filtex (ug_%othloeﬁlazole%anm!e)
1" Mixing/loading & & @ 032 i 0.1 0.1 0.1
15 Application @ A @“ 0] . ©0.1 0.1 0.1 0.1
24 Mlxmgz’loadm@\ O A O« -1 - 0.1 - -
2nd Application ;5 m@’ Y - 0.1 - -
Total inhalation dosfmiétersy> 'O @ 0 0.2 0.4 0.2 0.2
Values in 1@(;%, @%Q a@%]”ha\»m!,nm%\{m tLeLat thg\LiJ)Q
(-) no sample taken ) (% @
* Duri \i'le study a@gumb f hd@d w samﬁiﬂes in esemtam were taken. If multiply samples
were < OQ thes $ n'sumumed tage hcr@summg each sample was at the LOQ (e.g. if there
are Ssamples < L éha\*@ee & 011@&':1[ 3xLOQ (i.e. 15 pg)
@ {ids corrected for 66% recovery (applicable to the 0.04
& s @ N u%mL spiking level for hand wash)
@ \ﬁ S @y alues corrected for 70% recovery (applicable to the 10000
RSO pg/sample spiking level for nitrile gloves)
@Q Q@V ~ o Values corrected for 65% recovery (applicable to the 0.2
I R @@ [(\% %@ | ng/sample spiking level for glass fibre filters)
N KCA
¢ & <
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Table 18: Summary of estimated systemic exposure to prothioconazole
Operator A B C D ) N
Bodyweight (kg) 75 100 85 85 IS u@j
Outer clothing (mg) 1.5500 0.2330 1.9940 0.2090) 0.21%60
Inner clothing (mg) 0.0300 0.0300 0,090 0.0300 | A9300
Head (mg) 0.0500 0.0500 0.0500 20500, =
Hands (mg) 0.1989 0.0150 [ «70.0200 | . 9.02065" 097130
Nitrile gloves (mg) 13.7193 D 52514 | 99857 | =.71.5929 | AW5714
Air sampler (mg) 0.00048 C 000020 0.0004 7 Q0902 5.0.0008
PDE,.q, (mg/person) 1.6300 | @ 0.3%@“ 2.0740) 928900 0.3460
PDEjuna. (mg/person) 13.9182:5) 5.2064 | ©'10.0657 | & 1.6129 | 21721
ADEj04, (mg/person) 0.0800 QD800+~ g:0800:N 20800 1€0.0300
ADE una. (mg/person) 04989 [?  «>0.0180 0.0200° 0.0200 | 0.0150
L O O TS > o) | Q.0020
Q 4,
PIE (mg/person) @)049@@ \@ 0&%08@ 060316 0.0&8 @ 3
PDE (mg/person) o> 000396 | @ «0:002¢8  "0.00416)  0.002085" 0.00208
ADE (mg/person) Q18548208 & 552940 | OI2.07880 | @1.90190 | 2.41810
PIE (mg/kg) - @278 Y 109500 T 040000 [ 040600 [ 0.04500
PDE (mg/kg) X6 000097 [ O @000 @00005D 090002 | 0.00003
ADE (mg/kg) &)Y 020731 Ry 20.0580 | 014201 | %.0.02238 | 0.03023
PIE= Potential inhalation exposurés, AN Nz 7
PDE=Potential Dermal Exposur%nakcdé §) @ v N ajﬁ\@ “
ADE=Actual dermal exposusg (dne layer of ofgthing loveg durin ixing *agd loa a en handling contaminated
surfaces) v\g& f\% 5 m§ @@ (g@ & v rﬁ(%
= ;
F TS e e <
& § & Ve o e
S (O NN N e 9 A <
F D Sa a8y §@ ~
& & .9 O «7 g & @
AN . NI
@ 2 T Y 4 o
D & & & ISR
A @ o\@ o L9 N °\©
o fero &
o O ¢ . o , 0 @
Q 0 O O N & o
OO K &2 ¢
) N @%’ N %
@j 2 0Q ISEIEN
S N &L
@ D
R R @ N @@’ @
N > ©\ R Q
@° & o S
@ \%R § N @Q
Yy QO & 9
¢ & 9§
AN % Q
S S
S & T
€
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Table 19: Summary of prothioconazole-desthio residues found in each sampling
dosimeter (corrected for field recoveries) o
Operator number A B C D E & @6
Body weight (kg) 75 100 85 85| & 80%
Area treated (ha) 67.4 18.9 3284  48.8 | Y 25Q)
Exposure time (mins) 352 294 3801 403 |7 483
Prothioconazole handled (kg) 14 4 7 ]§° $5.3 2
Prothioconazole applied (kg) 3.96 |  (54.03 < %.03 303 [ 4.0
Outer dosimeter (ug prothioconzole-desthigfdample) <& -« 9 &@
Sleeves 88 (l@& 201 © 20 «°F 2] £20/0
Shirt torso 5 20 20 [[© 0 [ ¢ 2@
Trousers torso O 20 o2 128" © 204 ap
Legs 2Y4 | | RS ] N 2] X20
Total outer dosimeters 472472 Y02 le 23 [ & 9| 780
Inner dosimeter (p%protlﬁ@conaﬁe-dr%%iof §ample)~ A o) < °
Sleeves 2SN SN2 (§ 25 ©3
Torso > 27k 28 2 w2 § 2
Legs Q & o B 20 g2 7 2
Total inner dosimeters N @’ VIERNNEEGYER SE 6
Cap%g peothioaanazg %dest&lﬁ! sapiple). O O S
TOTAL @ N T pd @208 D0l «20] .
Ha@quhfp ﬁ%thlgconazole desthto/ saffiple) ©
Hand washings in esemtag® o S @9 S| 6 9 6 -
Hand washings in isopropanol D § 44 Q2 [ w2 2 2
Total hand washings, <° 9| O 139 .Y A o D 8 6
Nitrile gloves:Ehising@(ug prbthiotenazole- desthio/ sample)
Nitrile gloves ringigs (8¥]) - 2 7319 @%’56 & @7 65 95
Nitrile gloves ribsings\applichtion), N 2 V116Y¢ > - 115 -
Total glovesy o © O [«Y 133| © 4§§ . 597 180 95
- ‘0" Air filter (ng prothiaconazele- desthio/ssample)
1" Mixing/loading %~ & & Yo 20.1 Y 0.1 0.1 0.1
15 Application S o Q] s 0.8 0.1 0.1 0.1
2™ Mixing/loadingd <> & [© > -lu. AT 0.1 @ .
2nd Appllcatlon@§ m@’ Py - 0.1 - -
Total inhalation dosfmiéters> 0| Q@ S 0.2 0.4 0.2 0.2
Values in 1q®§fu, @%Q a@%]”ha\»m!,nm%\{m tLeLat thg\LiJ)Q
(-) no sangplc taken [} ) R @@ @
** Duriy 'the study @num of héad w; bmﬁbles in esemtam were taken. If multiple samples
were < 1LOQ, thes $ n'sumumed tage hcr@summg each sample was at the LOQ (e.g. if there
are Ssamples < L hghav@ee & 011@&‘:1[ 3xLOQ (i.e. 15 pg)
@ vajiek corrected for 92% recovery (applicable to the 0.04
ﬂ N ,,@ & | u@ml spiking level for hand wash)
@ \ﬁ § *o gyalues corrected for 86% recovery (applicable to the 3000
O A O & Qug/sample spiking level for gloves)
9 @ Yoo
< D % Q
& &S
@ .
< e T
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Table 20: Summary of estimated systemic exposure to prothioconazole-desthio

Operator A B C D /@ %
Bodyweight (kg) 75 100 83 8&

Outer clothing (mg) 0.4720 0.1020 0.2@@9 0.0&g% @800
Inner clothing (mg) 0.0067 0.0060 (&06]60 £0060% 0.0860
Head (mg) 0.0200 €9.0200 @6.8200 «>0.0300 ;;%Kioo@
Hands (mg) 0.1332 | < 0.0067 @Q\J 0.0080 | @ Q@%go&?&o@
Nitrile gloves (mg) 0.7314Qx@ 0.286090" 0.596@@@V < %06@% 06953
Air sampler (mg) 0.00@g U 0. 0%2 o @JO.%Q% © Q\\S@m .0002
PDEoay (mg/person) 0§§8? &%804% @waﬁw QE.IIS@ " 0.1060
PDEjaa. (mg/person) 2.864901 @ 298| N ©0.6@45u o 0.@ 1013
ADEjp.qy (mg/person) @%N 03@? @ O@%O ’§\$ B?(%GO S %Q 026 0.0260
ADEhangs (mg/person) KDQ ?.1332<§9 @006@’ ©§)0.0 § 0%&@380 0.0060
PIE (mg/person) @Q %) 0.0@S %\@@ 0 @OS @© ©l §© QFMOS 0.0023
PDE (mg/person) N §363@ m0.420§0 P0.84350 | 018810 | 020730
ADE (mg/person) @ 91 &% §90 0483270 f§ G@mgﬁf 0.03400 | 0.03200
PIE (mg/kg) v S b (Qoooﬁ - Sboogh| o E?OO@@ 0.00002 | 0.00003
PDE (mg/kg) f\@\ N - S @0.018% S 0.00421 0,00992 0.00221 | 0.00259
ADE mgkg) & A0 O i 000213 N @%}03;@& 9200040 0.00040 | 0.00040
PIE= Potential l@?atlon@poeur@ O C&(@j é}’ ©© ©§ @

PDE= Potennﬂgj)ermal Expoqure(nalg&f@ % 6\ @ X

ADE= A@ dermal prcéﬂ\, (0 @ycr

%o

thm F gi S du{@ mlx@ and loading and when handling contaminated

surfaces) @% & @\\j § = N R
N A -

On 12 sample@)f thc.?ﬁcr

elpthin
samples and ¥ one %dltl@l samp

24 samplesy, The percentage 0
to be vedy*ariable, r n@ng ffam S‘V
prothjoconazole ané}@roth onaz

prom,loconazol&dc%fhm

With regard to @ﬂalatlon ex
operator). F

@otl\ ple

Q
111 Conc@snon@Q ©)

RN

&

%@mas

L@DIL a@ount§§ prothioconazole were found; in eight of these
prot@con@sle desthio could be quantified (out of a total of

h w@ re gét to total "prothioconazole-equivalents" was found

6@;&

-de ow

!

s

Q

oo

n gloves and in some of the hand wash solutions
und. The corresponding percentages of
@ota wrothr@ona@c equivalents” cover the range from 3% to 60%.

ioconazole was found and only in two filters (of one
e arftount @prothioconazolc was at the level of LOQ.

) ;
A ﬁn%ﬁnbl@m ofall bgs@’ application results are given under “overall summary and conclusions”.

v

S &7

&



E \ Page 47 of 133
'BaYER 2021-03-22
E Document MCP — Section 7: Toxicological studies

Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)

Comments of ZRMS: |Comment on study; acceptable or not; deficiencies, corrections, according to
recent guidelines or not, used in evaluation or only as additional infqrmati;@ 5
Data Point: KCP 7.2.1.2/03 : @@
Report Author: [ ] > a2 .
Report Year: 2007 < & &2
Report Title: Determination of exposure during mixing/loading and application ot@ N
prothioconazole in cereals and canola © § 2]
Report No: MR-244/07 & & NN D
Document No: M-286545-01-1 X @ ¢ S O,
Guideline(s) followed in not specified & @ w\y@ N) L& @)
study: %@ N %© N Q® &
Deviations from current None ‘ S
test guideline: %@ N @@ Q © - 9 @
Previous evaluation: No, not previously e@luated@@" RS w\zo ©® °\\\’ Ry
@ N SN W A\
GLP/Officially recognised | Yes, conducted under G@Ofﬁ@y re@fmqed\%tm@amhh@ @W} N
testing facilities: N N N\ <\
Acceptability/Reliability: Yes R @ & R °\ {Q\ §
Q v S %,
I Materials and methods &© é °\© %@ \@ § @ @ @@
The study was designed as a mlxe@wd@js’ appl@ator-s@»dy SAdditien to th® dete@mati@m of exposure
to prothioconazole the proporti@ of céaversié to ioc@azoleytlesthio’and resulting exposure to
prothioconazole-desthio was.d fermined. Q> S @

A total of seven apphcatlo&)s 1nvn§§ng sé@n dlérent e 0p§ator@vere q%)mtoif@d The operators
were independent farmers 6r emp yee@fa@ co&perat;@e’% Thefower ﬁnll@lth the practice of
mixing/loading and a@lcatl% f plapt prot&tion ducl@ Allapplications wéps performed during May
to June 2006 on field&in thc@t’lrrgdmg st Wet ara’(]:@ and @mst@#wfc;&%mst (Germany). The

areas treated rang rom@%?» ha t®J 80 h&> Each of rat@s performed.a day’s work or at least 5
hours accordmg ag Asual worki %ractieg Th oper@hors equipment for smaller field
sizes (15/21 @Dom 0{) L yater, t4ok volu! e) erea four%ascs equipment for larger sizes
was used (24 0;’400 L water ;a@ voluine). T2 tract@is used were all equipped with a

cabin. How@ver, dcpcndgﬁg onq\y wegthpr an&hc cq pm(@t som@perators left the back and/or front

wmdo‘@cn as well él
Dermal exposure of h body Was eterm & a Vi @hole bod %{g erwear (long sleeved T-shirt, long
johns) as well as @ alyﬁng a ¢Qttone Ql f trou 1s (cotton/polyester) as outer garments.
Exposure to the ligad wad det a ca% h rcsul @thc outer garments and the cap together
with the resultgpf thegjderyear c@spo@to patgntial@dérmal exposure of the body whereas the results
of the under®ar pl@thc@c@a are\%gardg as a%ual d@nal exposure when wearing only one layer of
clothing. .9
The op rs were notforce %weapd cap thlz\%s not in accordance to their normal working clothes
and behavior. Four @rato madgwse ofthis Qi@n
Hm@xposure Wa&dete@ed 2 glo@ rinsifi'and hand washing. The results of the glove rinsing
together with the hand waShing«@orregpond to potential hand exposure whereas the results of the hand
washing are rega ardedas acty@) hand®xpostie. According to usual agricultural practice protective gloves
were alway ornvs@r ng/pxing [dadinghereas during application gloves were only worn in case the
operator h@ le @lam ed surfaces, e.g. un-/folding the boom manually or correcting a machine
malfungt®h lik&blocked or 1GF nozzles.
If operators togk offhieir Uter clothes during a break they received Kleenguard suits to be worn above
th @er etefy Aftegwards, the Kleenguard suits were sampled as a whole.

ditig@dto the usual spraying also the following occurrences were monitored: one operator had some
blocke@ytozzles and brushed them off several times; another operator replaced the outer spray nozzles by
blind nozzles in order to avoid spraying of the adjacent field.
Inhalation exposure was measured via [OM-samplers equipped with glass fiber filters which were fixed to
the garments at the breathing zone of the operator and connected to a personal powered air pump.
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Field recoveries were set up at one site. All sampling media were used and exposed appropriately.

The whole monitoring lasted between 5 h and 9 h. On completion of the last spraying all dosimeters were

sampled and also a hand wash was performed. ’ S

Samples were extracted, followed by LC-MS/MS determination. In the report the results of the s g§

measurements are reported as determined (i.e., pg a.s. per sample) and as specifi (normalize :,Z)QD S

exposures, i.e., as mg of exposure per kg of a.s. handled. § AN S
S $ @ K

IT Results and discussion @

The limit of quantitation (LOQ) per sample was 50 ug ( r garments@?lo ug (undepgarme{[%) an@@ug @

(hand wash water) for prothioconazole and 20 pg, 2 pg ar Yd 2 ng for & hloconazo dest &

respectively. For samples which showed results <LO \the exposurg values for p 1000@ 01

prothioconazole-desthio were then calculated fromres correspanding to halsg the LOQ. © @

Prothioconazole-equivalents can be calculated i ming up Qe expagjire ﬁg@es f(@prot@)cona@)le

and prothioconazole-desthio, calculated as prothioconazole by ®aki Ninto a@ount mol%r ra‘q&

The exposure figures for each operator expregsed as @’mal@xpos&es to @thl ohazole and to

prothioconazole-desthio in mg as well as 1 mg/k@ody @§4ght mg prothlocoéz le @dled@ﬁe
listed in the Tables below. Potential de ﬁt{igure cOmpris de%nal S@phng items,Re., opte

clothing, cap, undergarments, gloves r]@mgs@ ha@;vask@s Ac@al defmal ex‘é%éuretgpmpr S cap,
undergarments and hand washes. @Q gix éw @ @:\9 @ ISENS

0 @ KA AR 2
N o © O @Q ©® ©© @© \%
e @ S @ & O -9
N O S SN L9
®) @@ @ Q S

‘27\9 o
Q < @ @Q §a\ © é Q>
@ $ SN Q @ @
S Q" N BN <) SN &
F D Sa a8y §@ ~
D & 0 O «° & D
S . S O @
@ w 2 A Y Y e @
Iy R & SRS
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Table 21: Summary of prothioconazole residues found in each sampling dosimeter
(corrected for field recoveries)
Q° 6

Operator ID A B C D E F|CH |
Body weight (kg) 82 110 118 84 95 93¢y 120 ¥
Area treated (Fha) 23 64 180 60 | &30.3 359
Exposure time (mins) 427 317 515 287 [ 0" 520 457 |- 350
Prothioconazole handled (kg) 4.6 12.8 31.3 123 56| 715156
Prothioconazole applied (kg) 4.6 12.8 | ¢431.3 {2 564 69 1Y

Outer clothing (ug prothiocgnazole/ sa ) O © L9 &
Sleeves 54 183 | 1160 ] ©°50 45 B9 [8720,]O
Shirt torso 50 K2 1708 50| (35 50} 44%
Trousers torso 50 | %30 1360 30 | Q 504 S0 &p
Legs 56 591 20 s 65y 33| w59 [986
Total outer clothing 210 3¢#| 48R0 | 215 851 348 | 3404

Inner clothing{um@hioc@%ﬂzol%%mp@ MRS
Sleeves 9 [ 1Y S0 10 ]SS 10 Q0 [ e
Torso o> 10 @] 12| 1 @ =, 10 §10
Legs Q N &l 103 [ &10 oy 10
Total inner clothing P o 7 S80S 3@@" D] 36

Cap (g prothiocondzole/ sathple© . O N

Total head RY J v oS50 o | @50 5B @@ - % = | -

«Hand wash @ Jrqthloconazole@gmpl@ o >
Hand washings in esemtang, ®) M@ 25 51 5° 1D 10 5
Hand washings in isoprépanol 6.3 ST 121y §] 5 5 5
Total hand washmg 2 SSENZERL é\jo NN 10 [ D12 15 10

@ Nitrifé glg@s ringings (@9 protioconazole/ Samplé)
Nitrile gloves rinsigs (m&) . \}71&\ 9199 3482 [« 568 1600 | 6965 | 3882
Nitrile gl@es @ rinﬁngs% K\ N Y §
{apphcatlon)@ S 0O Q q«g@)’ oy - @ § o " 1929 400 -
Total glov9§ ‘o ¢y | 411845791285 3482 |« 568 | 3529 | 7365 | 3882
N A il ?ug prothiaconazelé/ sa{n@e)

1" Mlﬁégfloadlng o O AL ovi ke 0.8 ol 0.1 0.1] 0.1
1" Application &y <> | QN[> 0&] M) 0.1 0.1 0.1] 0.1
2" Mixing/loadjng & Dol 09 »0.1 0.1 0.1 0.1 0.
2" Application ©  Q° & J0 ol] Q.15 01 0.1 0.1 0.1] 0.1
Total inhalaipn dosimeter¥  °s 04 |~ 04 04 0.4 0.4 04| 04

Values in rgd are <LOQ :@ha&@ eer f%aolt@%i@at II@OQ I

* During@heé study a n@lber and@ash @nplc&f\}n esemtam were taken. If multiply samples were
< LOQ, these havc@en 5%1 ed<togetheg, ssun@g each sample was at the LOQ (e.g. if there are 3

samptes < LOQ, thes¢ haxs been @bor@@at 3\@“00_ (i.e. 15 pg)

<
@

@Vﬁue ; Qorrected for 85% recovery (applicable to the 10000

%@;
5

pg/sample spiking level for gloves)
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Table 22:

Summary of estimated systemic exposure to prothioconazole

Operator

A

B

C

D

E

F

B

Bodyweight (kg)

82

110

118

84

95

93

&7 1207

Outer clothing (mg)

0.21000

0.34400

4.88000

0.21500

0.85100

0.348008)

3.40450

Inner clothing (mg)

0.03900

0.03000

0.03200

0.03000

0.43600

0.03Q06

003600

Head (mg)

0.05000

0.00000

0.05000

0.05000

090000

0.00000

-.000000

Hands (mg)

0.01680

0.03000

0.01230

0.01000

10.01220

001500,

50.01690

Nitrile gloves (mg)

4.11765

9.12941

3.48235

0.56824

” 3.52941

%3647, |

3.88235

Air sampler (mg)

0.00040

0.00040

0.00040

0.00040

0.00040.

D 0.06020

090040

PDE,4y (mg/person)

0.29900

0.37400

4.96200

0.28500

0.881Q0"

0357300

$3.44000

PDEhanas (mg/person)

4.13445

9.15941

B 49465

057824

3.54161

137974,

3.89235

ADEp.qy (mg/person)

0.08900

0.030960)1

0.08200

0.080(

0.63000

00.03800

3600

ADEhangs (mg/person)

0.01680

0.03000

0.012304

0.01600

901220

0.0%500

9.01000

PIE (mg/person)

0.00416

0.00416

20.00445

0:00416>0.004806

0.00416

70.00416

PDE (mg/person)

4.43345

9.5334 1Y

8.45665

V87320

4.47761

7.757D

733235

ADE (mg/person)

0.10580

~0.06000"

609430,

0.09000

0.04500

804600

PIE (mg/kg)

0.00005Y

0.00804

£5.000044

" 0,80005

N)4220
"0.0000%

0.00004.8£> 0.00003

PDE (mg/kg)

0.05405

08667

L 0.07167

+0,0104

¢ 0.04655

9208343

0.06110

ADE (mg/kg)

0.00929

000080

14,0044

0.00038

PIE= Potential inhalation exposure,

%@».ooogﬁ\

O

0:00044 ¢870.00048
N, N

S o
S)

R 65 o O
@glov@@duriixir@d loa

PDE=Potential Dermal Exposure (naked),
ADE=Actual dermal exposure (o er Q %Pothing
surfaces)

Q ©© S
g ar@wher%@andling contaminated

7

L 2



B Page 51 of 133
|BAYER 2021-03-22
\E) Document MCP — Section 7: Toxicological studies

Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)
Table 23: Summary of prothioconazole-desthio residues found in each sampling
dosimeter (corrected for field recoveries) .
Operator number A B C D E K B
Body weight (kg) 82 110 118 84 95 oy | 1%
Area treated (ha) 23 64 180 6047 303 | B5 [ O80
Exposure time (mins) 427 317 515 2879 520 457> 350
Prothioconazole handled (kg) 4.6 12.8 31.3 N2 560 Bhl &
Prothioconazole applied (kg) 4.6 12.64 313 V12 568 <69 | &15
Outer clothing (ug prothioconazole-desthigZsample) O > 9 &@
Sleeves 51 2 20 2060 20 « 17T 28] 5©
Shirt torso 78] D20 3 20 [[O 34 30
Trousers torso 20 L@ 20 70| o2 200 @ | o 20 by 20
Legs 28 32| @189° 5| N35 [ 2719 20
Total outer clothing 170 9292 & 5207 86 | L5306 88| 117
Inner clothing (g prothiioco le-desthio/ Sample)” o~ &) < °
Sleeves 2K N2 | s 33 A\ & 39 §@ 2
Torso o> o2 @ 2|87 3. 7@ N2 | 24, 2
Legs L N[ & 2 o2l &1 | 2
Total inner clothing NN & Yt’) N [.9 6 6
CapX(ug @rothiss onaz@e de@ﬁﬁo/ si@ml R ORS
Total head @ N O] » -© Fo) | ©20 NN sl
Hanid wasﬁ (u@rothmconazae-dg@ io/ @mpl ©
Hand washings in esemta@ ®) 1@ 1713 103 .5 4 31
Hand washings in isopropanol @@ $ A2 10 o 2 25 2 2
Total hand washings, <’ 9 O | & 1937 203 [. 4]/ 38 6| 7.1
gNitrile glove§ Finsifgs (p@roth@congﬁfe de@inof sample)
Nitrile gloves rinéiigs (A¥L) - 2 383 @@9 e @0 95 334 | 215

Nitrile gloves ribsings\applichtion), 103 - @ RE 344 28 -
Total glovesy o © O « 487 O L@» §9 . 80 439 362 | 215
o3

- Air f)ter (55 prcgthloconﬁole—desthlmgsample)
1" Mixing/loading % & &> 0.Y

Pl ~ 0189 g 0.1 0.1 0.1 0.1
1 Application @ 81O o] . @l 0.1 0.1 0.1 0.1
24 Mlxmgz’loadm@\ & X Q0.1 0.1 | 70.1 0.1 0.1 0.1 0.1
2nd Application ;5 & 091 Sl 0.l 0.1 0.1 0.1] 0.1

Total inhalation dosfmiéters” 0 04 | & 04 04 0.4 0.4 04| 04

Values in 1‘@%113 <<£3?J5Q a@%l” I1av‘£\bccnw\ffort%@\% thg\LiJ)Q |

i Durin%thc study a n@lbc@ han ash&npl@wfn esemtam were taken. If multiple samples were
% LO(%@V: se have begn su@ed t@etheassuniing each sample was at the LOQ (e.g. if there are 3
samples < LOQ, the§s have b m(gportcd\ 3 xDOQ (i.e. 15 pg)

> o @ 0\@7 ue@orrected for 92% recovery (applicable to the 10

h NS ug/safaple spiking level for inner clothing
&@W %% o @ val@s corrected for 89% recovery (applicable to the 0.04 pg/mL
Q ,&@ * | gpiking level for hand wash)
& & S) § ‘Values corrected for 87% recovery (applicable to the 3000
Y w © ® ug/sample spiking level for gloves)
Y &
S S &<
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Table 24: Summary of estimated systemic exposure to prothioconazole-desthio
Operator A B C D E F| @° H_
Bodyweight (kg) 82 110 118 84 95 93, 190
Outer clothing (mg) 0.1770 | 0.0920 | 0.5290 | 0.0860 | 0.3660 | 0.08808) 0.1%%0
Inner clothing (mg) 0.0060 | 0.0060 | 0.0116] 0.0060| 0.@79| 0.0065°| 4060
Head (mg) 0.0200 |  0.0000 | 0.0200 [ 0.0200 | 09000 | 08000 |~ 0.0000
Hands (mg) 0.0060 0.0193 0.0203 0.0040 |, =Y.0080 (D060¢ OQ@I
Nitrile gloves (mg) 0.3828 | 0.1989 | 0.09 0.08054,~ 0.0954 [ = 0.33d5>| 62149
Air sampler (mg) 0.0004 | 0.0004 | 0.0004 [ 0.000d" 0.0004 . 0.0804 | « 6.0004
PDEjaq, (mg/person) 02030 | 0.0980 | 45606 | 0.1190] 03130] 06940 0.1230
PDEjane. (mg/person) 0.3888 | 02182 0.1192 | 098454, 0.1634 | < 0.3405] @20
ADEqqy (mg/person) 0.0260 | 0.0060%” 0.0316 | 20.02607]  0.0079"™ 0.0680 |~B.0060
ADE na (mg/person) 0.0060 | 0.0193 | @203 0.0640 | «.0.00887  0:0060 [~ 0.0071
PIE (mg/person) 0.00416 | 0.004Y6 | x0:0041&] 0.06416370.00496 | 0.00416\ 0,00416
PDE (mg/person) 0.59180 | 0346200 0.67980 2%96@ 041730 [ 043450 | @34500
ADE (mg/person) 0.03200 | £0.02538,] 05190,°0.03000 | - 001598 001200 >0.01310
PIE (mg/kg) 0.00005 £°0.0600% | =0.00004.] 0:00005 [ 0.0080% | 6000049  0.00003
PDE (mg/kg) 0.007229 " 046287 >0.00876 | 090234 0.09439 |<S0.00467 |  0.00288
ADE (mg/kg) 0.0063) £0.00023 | 099044 ;\?0.01 @001@@ P 000013 |  0.00011
PIE= Potential inhalation exposure, 7
PDE=Potential Dermal Expc}a)burc (H@ked), \% © 6@’@ Q@ @Q © @ &
ADE=Actual dermal expoqure (One lay r of clo@g + ggweq d@[ﬁmg miking an&@adms@nd when handling contaminated
surfaces) y 9
= % S § e & < NS
111 Conclusi s S 2 98 N
onclusion S \ N
A final conclusmn@ll s&ray ap@cah&s@esuh@are@en uggler onall su%lmary and conclusions”.
@ N N \ @ > Q@
S N
Overall sum@ry @I cont @mon@ Q&@j @ §
All studleS@ere de ed as mix@/loadgr/ap ator @dle as thl pe of study reflects best the real
work sityation of farm E@pc bo&@ spraying. In total, twenty replicates —

n per ormigg groy
“‘”\g

were mogitored.

perforrted by fifteen @erago
The first study — C@JC[C@&I 20

substance was st} nclc cntgfhcr
different types of app uip @@
ed in, 00&

The second "ch' w con
the study was conducted @ f' ﬁlon
In the tl@ludy severgprofes nal
mct@’s ar@
d tlgt the st

containiig products j hmr fi
In thetables belowsst d@
overView it can be concl
with regard to @anard diry d sp@'mg

. dreas@gmg\tﬁm hag%o %ne replicate even at 180 ha;

B bo@ &b rar@ng

as lledrayer;
StpragBink vihimeaing
Q@ pra@)nk x@l’um@mngmg from 800 L up to 4000 L.

e, th@
Uuse

pl”& 10C
n their fields.

The trrs were equipped with a cabin as it is standard practice nowadays.

—ha@o bagg%rtm‘hged un&r confined conditions as the active

rea fipated was restricted to 20 ha, nevertheless

hre <%ayer employees were involved as operators.
nazole had received national approval at that time

epres%med the operators spraying prothioconazole

a detailed as well as in a summary form. From the
c@ditions really cover all parameters encountered in Europe

15 m (to be unfolded/folded manually and automatically) up to 36 m
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Table 25: Study parameters of replicates
Study | Operator | Area treated Equipment No. t@asks@
1D [ha] loady appks
01 Al 20 Tractor-drawn boom 28 m, 2500 L spray tank A2 /2w
01 Bl 20 Tractor-drawn boom 28 m, 2500 L spray tank (@ @2 NI
01 Cl 20 Tractor-drawn boom 28 m, 2500 L spray tank @y S 2Ry
01 B2 20 Tractor-drawn boom 28 m, 2500 L spray tank N \@ /2 .
01 C2 20 Tractor-drawn boom 28 m, 2500 L spray tank_ 2. 9D92/2.7
01 A3 20 Tractor-mounted boom 15\@ 800 L spraydank X 6 @/;\56 at
01 C3 20 Tractor-mounted boom 15, 800 L spra®tank o N 6J6 &
01 B3 20 Tractor-mounted boomr5 m, 800 L spi%l tank % Q ((§6 // 6(&U
02 A 67 Tractor-drawn boom80 m, 4000 L sfyay tank & O 4//40
02 B 19 Tractor—mounted)aﬁ@’m 15 m (magual fol@‘?g) 1060 L ta@ cn 4@}1
02 C 33 Tractor-mounted bdom 15 m, 1000 L spray tankgy 3\ /6
02 D 49 Tractor-drawpsboom F¥dm, 3@§§) Ls ﬁan&ﬂ < "3//3
02 E 25 Tractor-mounted boam 15 f591000{0%prayctank @ & [ ,2) 6/(6°
03 A 23 Tractor-mountedbdm 13 m (manual folding), 840 L tank~ & 9@9
03 B 64 Self-profelled 24 m bodm, 4000 sprafy thnk > 2 ¥/ 4
03 C 180 Self-prépelled 36 m hoom, 4Q00 L spray tapky @ & | Q14 // 14
03 D 60 Selfropeffed 24,n'boom, 2600 L&pray. tdpk <O e 616
03 E 30 Trjetor-mounted bdomsl5 m (magual fefding), €600 L @I L 6//6
03 F 35 Tractgr@oun@@boom@ my@o L gpray t@kﬁ@ (\ 8//8
03 H 80 \@QTraegqr—drawn%oom@ﬁ m, éﬁ 0 Lfs&ﬁay tank © f& 2 /4
AN 9D
o & O AN 0% S T .9 o
5 O N W Q& w
N © ESRS
Table 26: mmagyof s atgamet
Summargof stugy paca @ G-I S
Par%géter . § N (\@ @ Sm@/ peg@a%eter
Formulaic®” N\~ & 250 /L pfdthiocoriazole (Boling £C)/
NS m@ S é 1@ g/Lsprothidegnazolefinput %@)
& Q) <]
Crop@ © > © A Cer%ﬁ:ano@% 1 ap;ol%gatiom)g
N QNN é@? 15 operatdts/20 r¥plicat \§at 13 locations) combined work cycles
N&)f rephcat?s\b@) 8 S @sﬁx/lo\ apphﬁlon)v\
Aolicatio @ . e& SN we@c’fard «@%m boom sprayer:
PP @ @ @%\} Tré#etor (g&sed c + boom (15 — 36 m boom)
X 0 [
e ©@ & & \1@) 8%’@1 (meat 5 h, all data)
D @ QD .8 ;@ h %@an: 6.7 h with reports MR-156/05 and MR-244/07)
A@eate d & N @' |1 {8(2 Iadday (mean: 41 ha, all data;
D R a widly reports MR-156/05 and MR-244/07)
%
\%pplication rite @ °\@ @\@1 75%§§canola) —200 g prothioconazole/ha
N\
Water Vol®i‘e @ @@ @ to 300 L/ha
Y
TotaL@ hanﬁi@d § @@4 to 31.3 kg a.s./day
In-@e congentratio) 37 0.81t01.5gas/L

NS
Q&P%@?chingf@@ °§&

necessary (e.g., when handling contaminated surfaces);
one layer of clothing

Nitrile gloves: during mixing/loading, during application only if

(@

Although detailed exposure data from the studies are not presented in this overview some general
observations are summarised nevertheless.
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It is remarkable that though 17 replicates (out of 20) had measurable residues of prothioconazole on their
outer clothing only three operators showed measurable residues of prothioconazole on their

undergarments gf S
For prothioconazole-desthio in 15 out of 20 replicates measurable residues were found on the oute g§
clothing but only three operators showed measurable residues on their undergarigents.

Only one of the operators had measured residues of both prothioconazole andgzﬁothioconazoﬂg des@
concurrently on his undergarments. @
Exposure of the head was determined for 15 replicates (out of 20). In all gases — for prpt@)con@gole a\ﬁ@
well as for prothioconazole-desthio — the results were “<1(OQ”. & v\g\

Hence, it is acceptable that these results can also be extr%ﬂated to thex ther five re@@ca‘c@ cal@@%te a,
hypothetical head exposure. @ q&©
The results of the protective gloves show higher e @ure ﬁgures@rt first sta%@y as compar€ €d to tH&
second and the third. The reason for this is main by e Hie to the fagt that myst of the farfaers 1r@tudy and
study 03 (who had the possibility) rinsed the loves der w betj@e takifig the@ff Ths is Q?
accordance with good occupational hygiene ;%ctlc d th@;e or%,jj(;@ny f@@ier was g%m% chave
like this was let to proceed as he was used to % @ Q @ \?@ &
However, one should be aware that residugs’on motectﬁ@ glowes shou%l be @arded to have’an ipdicative
character only, similar to the residues ute Nothu@*or es@mate f pof&ntlal d@fnal @ggposvgC
Essential figures for risk assessments&hou &lway la rea ‘Zactual poﬁ data Whenever
they are available. b@ L& & t@ J@j @e

The potential and actual dermal eﬁ@osu ﬁgur@i as w@;l as t@nhal@on results f@n alk§tudles are
listed in the tables below for thezgxposwre to ﬁ&thl azo the othioconazole-
desthio. Normalization was @%\fome?f Wltls@egard to the a‘“&tual yw@ght of md@ldual operators as

well as to kg active substance handled. N &
\?@ r@l@@ @ & - % Q\@
@ B
« & e & ¥ 0O S
T o S 98 C
& g & @ @
O Y N §) RS
F D Sa s s K
¥ &0 9O e b e
(N . N
. 88 Y o &
S & & & o & \F
&@ \@ o\@ N Q° \© RS o\©
Q Q
§ SN & S >
@ @ @ > . &
@ O & .0 & . 0 @
Q0O JO QS o D
SRS ,%Q & @
) o & @ ; %
°N Q @ ~
TP o
N S N -
(o4 &@ @ &©
@%
@ \%%ﬁ < @Q
@ SEE A 4 -
PSS
N
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Table 27: Exposure to prothioconazole
Prothioconazole Prothioconazole ©
Cpesator 1D [mg/person/day] [mg/kg bw] @ @6
Body PDE ADE IE PDE Q} ADE S g
weight ({(\C} 4 &
Al 95 | 2.8969000 | 0.0850000 | 0.0083200 | 0.0304987 [ 0.0008947°| 0900876
BI 80 | 7.1461000 | 0.0850000 | 0.0084700 | 0.0893263 [ 0.0016%25 | 9.0001659
Cl 72| 5.2388000 | 0.0850000 {%@83200 0.4737611 | 0.0T1806F 0.0601156
B2 80 | 2.5628000 | 0.0850000 [ .0083200 | 0320350 [ gp0106857] aQuo104Q
C2 72 | 20.9089000 | 0.0874000:F 0.0083200. 20.2904014 [%$0.0018339 | .000%156
A3 95 | 15.8807000 | 0.0900088 | 0.00416008 04671653 0.0009474 |2 0.0000/438
C3 72 | 30.0888000 [ 0.0968000 [ 0.0048600 [. 64179000°] 0.60126(P| 0000578
B3 80 | 19.5956000 oagnooogép 0. 0(@600 [ 0.2449450 [6.0011250 | %6.0000520
A 75 | 15.5482000 0%89;@0 %@496@@ 020730037 0063718751 0.0900661
B 100 | 55794000 %_0.0950000 [0.0020800 | <8.05579%0 | _0.0009560 goozos
C 85 | 12.079700@) 0-1000000@)” 0.0641600 )" 0.1424141 K0.0051765 |,<9.0000489
D 85 | 1.90196p0 | 01000000 | 000208607 0.6223758F 0.0@11765 | 0.0000245
E 80 | 2.41£4000 | "9.0450000 | 170028800 | ©:030 QP005625 |  0.0000260
A 82 | 443345007 0.7J88006} 0.06826004. 0.03 665%@\6 0012902 | 0.0000507
B 110 | 935334100 | ©.0600008 | 09904166 048666741 0.6005455 | 0.0000378
¢ 118, | 8.4586500 {$90.0943000 | ©@.0041600 | <9.0716665 | ©,0007992 | 0.0000353
D 84 087324069 0,8800006] 0.0041600° ] 0.0103957480.0010714 [ 0.0000495
E w95 | 4226900 | 60422600 | -000416k0 | 0.0465538P 0.0004442 | 0.0000438
F @ 93| 77589100 120.0459000 [$0.0041600 | ©0834%62 | 0.0004839 | 0.0000447
H O ey | 73393500.] 0:0460000 0.06916004 0.0682029 [ 0.0003833 | 0.0000347
© Ripan | 9232%660 | 0900760 | -0.0049365 | 04108358 | 0.0010675 [ 0.0000582
73th peggentile], 12.9468250 |0.0942750 [Q0.0058000 | ©.1483769 | 0.0011775 | 0.0000715
75th pardmetric estimate | 133290098§ 0.801000 | n.\%@szogof? 0.1441000 | 0.0013000 [ 0.0000740
(S 95th percgytile | @1.3678950 | 0,1144650 | 0.00832@ | 0.2967763 | 0.0014117 | 0.0001156
95th parametric.e§timate [¥32.4880000 ©°0.1726000 ¢ 0.0098000 [ 0.3898000 | 0.0023000 | 0.0001270
PDE: Potential dermal exgdsure (= Sum of §L1 1y inner dPkhing, hed and glove washing, head)
ADE: Actual dermal c@eu:@m of i rulot% hand%shm nd) @
IE: Inhalation exposgyre (Bre rate 308 L/ m@ A O
Q ¢ o NN
. S
@f & @ @ N
N Q S
AN N L9
. Q- S
A I N R Q
. © e &
SN
&N E TS
N Y
LS Q
& & & &
S &S
SR
S @ S
SV B
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Table 28: Exposure to prothioconazole-desthio
Gperiioril Prothioconazole-desthio Prothioconaznlc-dcs{l@o S
[mg/person/day] [mg/kg bw] |, L&
Body weight PDE ADE IE PDE ADE | EY

Al 95 | 0.1663000 | 0.0280000 | 0.0083200 | 0.0017563°] 0.0002947 [ 0.048D876

Bl 80 | 0.2110000 | 0.0280000 [ 0.0083200 | 0.0026375 | 0.0003600 | 20001040

Cl 72| 0.1959000 [ 0.0280000 | 0,0083200 | 0.067%208 | 0.0003%89 [&0.0061 156

B2 80 | 0.3625000 | 0.0280000 | £:6083200 [ (0045313 [ 05003500 0.09p1040¢

C2 72 | 0.7141000 | 0.0280000.| 0.0083200 |~0.0099181 | @0003S83 | £900118p

A3 95 | 2.6452000 | 0.030000@] 0.0041600 0.0278442 ©0.0003158 L0.0005438

C3 72 | 42943000 [ 0.0300090 [ 0.0041600 0@59643D] 08904167 | 0.0600578

B3 80 | 3.5272000 [ 0.036%000 | 0.0042800 [~0.0440800 | 50.0004813 | 80000520

A 75 | 13632000 | ad399008,{ 0802080 0.0481760-,850.0021320 00000277

B 100 | 0.4207000 |.0.0327p50 | @0020800 | 0.0042020 | 0.0903276}" 0.0H00208
g 85 | 0.8435000°F 0.0339000+] $0.0043600 | =0.0099235 | 0.0004000 §eooms9
D 85 | 0.1881060] 053400009 0:0020800P 0.0622129> 0.0003000 [©0.0000245
E 80 | 0.207€000 [ 29.0320000 | ..0:0020880 | 09025983 04004008, 0.0000260
A 82 | 0.59800p] 0.03200003, 0.0048600 [OD.0072P71 | CH0003902 | 0.0000507
B 110 | _@3162000 | 08353090 0,6041606) 0.069874%% 0.0802300 | 0.0000378
C 118 $,0.6798000 [>90.0519000 | 0.0041600 | . 090057640 | 0.0804398 | 0.0000353
D 8| 0.1965000 0.0380000 | “0.0041600 10.0083393 90003571 | 0.0000495
E 95 | 041730000 g;gﬁ%g@\ 04641600 0.00439263" 0.0001674 | 0.0000438
F & 93 £50.4343000 | 0.01200090 | "6.0041600 | 80046720 | 0.0001290 | 0.0000447
H &9 120 | 034300065 0.0137000.40.0041600 | 0.0028750 | 0.0001092 | 0.0000347
¢ Mean | 09060200 | 00354450 | 0.094784@] 06010189 | 0.0004219 | 0.0000562

F5th persehtile  0.74@500 ¢ “9.0338250 [ 29.0052890 | 0.0099194 [ 0.0004000 | 0.0000652

75th parametric Stimate”| 1.646158Q owiﬁ?% ooos\b’ﬁzo L 0.0122850 | 0.0005180 [ 0.0000710
N 95th perceitie |« 25655880° 0.0573080 Q@fﬁzzz@g 0.0448677 | 0.0005353 | 0.0001156
95th parametric es#inate_[8.0146100 |0.0754920 | “5:0100050 | 0.0369500 | 0.0009730 | 0.0001250

PDE: Potential dermal ex

% (= Sdmof ou@ioﬂlme

1er L!&:Qﬂma haﬁi’md glowdwashing, head)

ADE: Actual dermal ex; llc{ um of in lothy Nland\ in hL
IE: Inhalation exposur wal@yate’ ’muﬁd?\? @ g((\\ [(\®
S 9 \@ QO @
@ > D
o Qo
@ @
$ S @ @é\\\j
P72

C \% Yig@ta@r%e i;g res@ent P\ﬁosure
CP7.2.2.1 &@% Estu@ﬁatl&@of b@stam@@ and resident exposure

A 5ummd%§"
during icat

tollo

&
&

@@@
S

the $kpo

S
£

@()fm)(-F@U
“”\a
S

ﬁ%pls utor the estimation of resident exposure to the active substances
+ PTZ EC 260 according to the representative use is presented in the
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Table 29: Exposure models for intended uses
Critical use(s) 1.2 L /kg product/ha for Cereals 6
Model Guidance on the assessment of exposure of operators, workers, reside @;@
bystanders in risk assessment for plant protection p@ducts EFS@W%
2014,12(10):3874

Regarding the resident exposure to direct drift, exposure calculations ar%performed fap gro@i b0<%rn
sprayer for low crops.

With respect to resident exposure via direct drift the de@‘ drift valu roposed b@h §°A g ance@
refer to the BREAModel (Bystander and Resident Exposure Assess@nt Model). ou

the model has recently been updated with 1ndepe§ent suppork the HSFéﬂ Che@cal gul:&Qon
Division (CRD). The drift values to estimate suc% ronic pote@al rmal éxposuge as sﬁgges
BREAM2 for ground boom spray apphcatlon en usmg s@ndarozzle%pe\@re pl@gsente&m the
following table. G

@
Table 30: Default potential ex%s?re éﬁy d@ [mL%ers&l@?pr@se(@R@MZ

i bch X) (S
concerning subc 2 e pgsur\ >

Person f\@ S BR@V%MZ gﬁﬁ‘posgd@efatﬂ{aval @ @
) tential d rﬁ@l f) §'a‘
O e [nfg;?:;:@* Ry o
a5t pe@ntlle SRS Sean S
Adult: DN 0%52 o n@ D Y 0.188
Child: N ~Q.183 I 9 018
L o yoter@l inhafition expos \frome//ray dpift
N &« [mbpersan] O 5
Adult: NS o®b44}\@ Q x $4.000383
Child: & | @& A, f;) 0009@ \ N 050.000721

BREAM2 are grgsentedhas well. Formore all about A pleaséﬁrefer to:

https://www.Ssdu.coy rea@ﬁ calculatof S& ‘ @

For the actége substances Fluo }%am, %afe@nd Pr@’hlo azol@ﬂeasured crop specific DFR data are
avalla%@\/leasured DE} da@re a@ell availabl€for piQthi ongnazole -desthio. The DFR data are taken
into acdcount to refiné%he rgsident “entry gnto tr{@ed cr%p seenario. For details please refer to Detailed
evaluation of DF y rélied ugen. o O« N S

Furthermore, hegg) agam%lt hago b entigﬂ@d tha<t® af@foliar spray application of Prothioconazole-
containing progucts @ted Q@’othlﬁi grage>to prothioconazole-desthio on plant surfaces,
clothing or sidn. Ac@rdls& a@u othl nazc@ -desthio is not part of the formulation per se non-
dietary 1‘1% assessment re ays%§}for@3 d f(@ prothioconazole-desthio due to its toxicological

propert@’ \

For the first tier ev%ﬁtm@%ac @Vatapp@ch was applied and the following assumptions were used
in the exposure calculau@s fo&e exposure fisk of residents to prothioconazole-desthio:

o For the e@bos re ass ent@o protfiioconazole-desthio a 100% conversion of Prothioconazole to
prothiggona %%r o is %ssurr@jl When calculating the amount of prothioconazole-desthio a
conyersio %‘acto@of 0207 isQpplied (based on a molecular weight of 344.254 g/mol for
yloc(&ole @94 g/mol for prothioconazole-desthio).

. O rsi@of Pi6thioconazole to prothioconazole-desthio was considered for the exposure

Q&sse%@lent (2% ro§%’conazole

Hence, with a rgagﬁp @app &a% ex%surNstlmg cﬁden th @wed default drift values from

Howeyey) to achieve a more accurate risk evaluation the exposure assessments should always consider
measured data whenever such data are available. Thus, resident exposure to Prothioconazole and
prothioconazole-desthio is further assessed based on measured data. For further details concerning the
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refined exposure assessments for prothioconazole-desthio please refer CP 7.2.2.2 Measurement of
bystander and resident exposure.

The tier 1 assessment according to the EFSA default approach the outcome of the estimations i

in the following tables. Furthermore, refined exposure estimates regarding the “Eptry into tre
scenario are shown which consider measured DFR values. Detailed calculati@are presentéd in T 31

"D
€S¢C
CI' 99

to Table 38. Q @\ &
N O .9 =
N N @
Y @ S S @ @
Table 31: Estimated resident exposure, F&mpyram, Cﬂe@ls %@ ®§ mé% é
\¥j @)
Adult? Q  _. <Chid o .9
(&) S N &
Outdoor, Downwarraying, Ve@-mo&n@%d \@ 9 Q@
Application rate: 1 x 0.078 kg a.s./ha, 365 days @aferval inigf%ml Wage\\g@;olu@ 20%%& v
S 2 < @l . d
. in °>.30f Y M Y . Yo of ~TYMesn °
Routes of exposure lesgt/l:(::v‘v‘/ﬁ; @%@F &%f : o R Zsth c:;ﬁ%© @;L@? ( edn
((RVT Swiay) R MRVNAS) ay)
¢ o N\
Spray drift 0.00175Q] M1 [£40.000833| 2.0.007 & 000404
Vapour 0.0(@3 @5.42 N gﬁoozé S 0-(\\{’759@ 5&.11 t@ﬁ 0.00107
2 ) =
Surface deposits 8%00372 0.5 .oo%@& @Q%.OOOSQ 3 112 0.00062
% & &)
Entry into treated crops* | . 0.00512 |02 ¢  dvaos| 060921-07 e84 [0.00735
. © § & @‘\ ™ )
Sum of all pathways: o L
motapsvers B & o & Pognls .S
[mg/kg bw/day] @ o @y\’ @ (g@ 0) @) & (26.2%)
of AOEL (RVNA é\ o X D @ o
Entry into treatedtrops|~ 000133 | 206 [ 0.00i22 §®.oo§@ 5.5 0.00219
Sum of all @%w%@y %© O Q&@ é} @ S @
measyzed DFR o & & @ozss N 0.00793
[mglkgbw/day] ¢ 2o @ 5.1@ \@' (15.9%)
ofgéﬁ{ (RVNAS) 6?/@ § ~ ESEN R
! AOEL (RVNAS) of FLU? 0.05«g’kg hw/day o INS
2 Considered bodyweiBt’adulf's 60 k Kﬁildez\@kg ‘W\,\ & S
3 Exposure at 2-3 tanc § 2, %@ S
4 Default DFR =3 S Lo L S
5MeasuredDO.89 Q < . © Q" | © (og
T a5
A L 4+ 9 @
& e 9 YE g
o\ ©\
Q AN N S
5 Q- S
N > ©\ R Q
@° & o S
N N
& NE Vo
& & & &
AN % Q
S
€& &
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Table 32: Estimated resident exposure, Bixafen, Cereals
Adult? Child? /@" S
Outdoor, Downward spraying, Vehicle-mounted "\K S
Application rate: 1 x 0.078 kg a.s./ha, 365 days interval, Minimum water @lume: 200 L A
.o N PN IS
’ . in % of Mean " sex in % of .
Routes of exposure 75% centile | A gy (mg/k 75" centile AO \Mean
(mg/kg bw/day) (RVNAS) bw/%}é (mg/kgnl;v\i%\/) (RK S). /kgf(g\q\j“@y)
Spray drift’ 0.00175 1.35 0.080833|  0.00783 06%4 @@ 00404, Y
Vapour 0.00023 0.177 | £0.00023 Q@om A 081 @.OO}Q@
Surface deposits 0.000372 0.286 @%0.000272 %.O(&@SS é %6 © 0@@%28
Entry into treated crops* 0.00512 3.94 Y 050040g@ 0700921 gy %7.0??\, 95@00735
G ST
Sum of all pathways: Q @ X s 3 )
default DFR KN @ Ogg@@ Q@ SN o @% 0.Q131
[mg/kg bw/day] RS AN %)? AN ©© {o{z»
of AOEL (RVNAS) N SOl LS \;& Y o
Entry into treated crops® | 0.00176Q] £33 5o 0001 | x000347 ] 244 |© 00052
§ MEENSARN L )
Sum of all pathways: S KCAAN * > NS
measured DFR Vo o | doy O & &7 | oo
[mg/ke bw/day] @ & @ @@2.11@6 S (S P w (6.35%)
of AOEL (RVNAS) m@ S @ & @ ¢, Q
I AOEL (RVNAS) of BIX: 0.13 mg/kg ba/day O LN oy '~ L D
2 Considered bodyweight: a@ul@ 60 kg,@hild @E kg @ . § @\ %@‘J)
3 Exposure at 2-3 m distance > % § @} < R N
4 Default DFR = 3 v g O ¥ O « )
S Measured DFR = 1.0310 @ <& @ @@ D O é& O
<§@ ¢ .8 & @ @
S (O NN N e 9 @& <
(GEENN S N N
o 5 ® S
D &0 O « & D @
O . NI
.9 v\j@ <) Sy v @ @
QD & & & ISR
A @ o\@ o L9 N \©
FIFITF S
- @ § PGS @é
o O ¢ . o , 0 @
A NN O
& 9 R & @
) o & @% y %
@j N Q @ ~
Q N L9
X % @ RN N
N AN
(VAN @ &©
@"° S
@g O é@ < @Q
Yy Q& 9
& e
&S
AN
& & <
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Table 33: Estimated resident exposure, Prothioconazole, Cereals
Adult? Child? <@° 6
Outdoor, Downward spraying, Vehicle-mounted N @3@
Application rate: 1 x 0.156 kg a.s./ha, 365 days interval, Minimum water Vo@le: 200 L/ha@® A
- S : S 7
’ . in% of | pp ’ (eR in % of §1
Routes of exposure Znsg /T(gc:vlvl/ﬁ:‘l; AOEL! (mz/ig Znsg/:l(gc:v%g; AO %%é%/ig >
(RVNAS) | bwiday) kY (RUNAS), @v/danfi\\
Spray drift’ 0.00351 175 | 000267 0014 @33 O] 0.00807 2
Vapour 0.00023 0.115 | §00023| 006107 A 0.53@@ @10& ©
Surface deposits 0000744 | 0372 19,000s45| 000172 | ¢8s8  [B.00126]
Entry into treated crops* 0.0102 5129 0.00816 | @7 0.0°’k§>lj 0% %9.201 i”\,uj 923{@0/47
& > ST
Sum of all pathways: Q @ N s 3 )
default DFR AN 0-0§$§5 & © TS @%0'(&”
[mg/kg bw/day] W) ] (63%) > AN ©© (128%)
of AOEL (RVNAS) [ NS & N
Entry into treated crops® | 0.00174Q] 6:87 [0.00139| 0.0031° Q| | ©b.0025
§ MEENSARN L 9
Sum of all pathways: S KCAAN RS S SR
[mg/kg bw/day] @ Y 1o (@Q 919, Q @ &, (6.45%)
of AOEL (RVNAS) m@ S @ & @ ¢, Q
' AOEL (RVNAS) of PTZ: 0.2 mg/kg bwiday O LN oy N2
2 Considered bodyweight: a@ul@ 60 kg,@hild @E kg @ . § @\ %@‘J)
3 Exposure at 2-3 m distance > % § @} N 2, NS
4 Default DFR = 3 v g O ¥ O « .
5 Measured DFR = 0.51 o @y\a @ @@ %\ Q é\ &\
s .9 @Q @ @
SO STV N S e e
Q) \ AN A AN R
o D SR $
D &0 O « & D @
v NI
.9 v\j@ <) Sy v @ @
QD & & & ISR
& @ o\@ @% Q v Q\@
FIFITF S
° @ § ol S @é
@ O ¢ © o .0 @
A NN O
O o K & @
) o & @% y %
°N Q @ ~
N o - Q
5 S SN )
A > ©\ R Q
@° & o S
@ s} é@ < @Q
A
X
& & v
N N
S
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Table 34: Estimated resident exposure, PTZ-Desthio, Cereals
Adult? Child? RS

Outdoor, Downward spraying, Vehicle-mounted "\K
Application rate: 1 x 0.141 kg a.s./ha, 365 days interval, Minimum water Vo@le: 200 L/ha@® A

: SE Ny Z
. in % of Mean g in % of %
Routes of exposure Znst/l;( c:v'v'/filal‘; AOEL! (mg/kg ZmSt/l:( c:::g}; AO %K@%/kg >
S (RVNAS) [ iy whe (RVNAS),| Vi
Spray drift 0.002 20 096095 0.00836 836 RS 0.0041 |
Vapour 0.00023 2.3 ££0.00023|  p90107 210797 | 90107 ©
Q N & Z
Surface deposits 0.000424 | 4.4 @@%0.00031 1 %%@2 Q | 102 o %.Zéi@o}%
© Y
. B [© o
Entry into treated crops* 0.00584 | S84 | 0.00463) §5\>@105@§g v § 05 " | 00838
Sum of all pathways: AN Q? Q@ S, & & @f% &
default DFR RN @@ 61% A 9 “ 0 ! 8
[mg/kg bw/day] SN N AN @1.4 A)& ©§ N @ %, ( /o)
of AOEL (RVNAS) ®@ S Y- Vo O
Entry into treated crops® | 0.0013% | 434 > 040107 C00021 & | 2T &) 0.00192
\) N
Sum of all pathways: R & 2) > @? &© ©© ©© S
measured DFR @ N © @§O-OO 1 Q IS 0.00835
[me/ke bw/day] § S e 25.6%) | @° ¢ ©) (83.5%)
of AOEL (RVNAS) OIS @ S N~ L9 .
Y91 m Z
0k

" AOEL (RVNAS) of prothigc%zole-d%@thio:@}

Thw
P TS

2 Considered bodyweight: adult = 60&g, child =
3 Exposure at 2-3};n di%tatm §§ y\?@ b@j o\© é\ N N
4 Default DFR =3 QO @ ©© 2, Q &
5 Measured DFRZO.@ &L & © @Q @ o @
©© @\© S K% S §) & §
@© @J@ %© O c&@’ & ©© ©§ @
9 D N @ K
. L Q @ W
> 5 & N
AS & & o S = O
§\ §\ é\ﬂ °\© @y\ﬂ\ & Q
) % @ Ry >
QS LSS
o O ¢ . o , 0 @
Q O O O N D
DS K &2 &
3 § &
2 @ & - *o
y Ny & e
R § ST
N > s R F
> &Q @ &©
@
@g O é@ < @Q
@ SEE A 4 -
< S
< &S
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Results considering the revised default drift values from BREAM?2 are presented in the

following. @
S
Table 35: Estimated resident exposure, Fluopyram, Cereals, S @ @
considering revised default spray drift values from BREAM?2 AN RS
Adult? S il © o
Outdoor, Downward sprayingehicle-mou v \\ @Q
Application rate: 1 x 0.078 kg a.s./ha, 365 days interval, Miniml}r@)vater Volume@@OO S
. N NS
. in % of | @y & . Q in osof
Routes of exposure Znsgt/];c:vlvl/gk; AOEL! @}%(mg/i: %Sgt/hc n/fl:‘le) S &EL1 @%12/?@@
g y. (RVN A@ bw/day) (% o Y. & N é@ bw, (@)
Spray drift’ 0000043 | 180 |0@00693D aboa13 . o7 827 | dvosol
Vapour 000023 | 046 or0.00023] <fooro® 7| 24 &fv.00s07
YRR ®)
Surface deposits 0000372 0.734 o@ozm© 0@58\ 172, @62
QS v, & & SES)
Entry into treated crops® 000519 2 - Pooados|  Wooty S| €A e 0.0073s
S NS SRS
Sum of all pathways: R & 2 S} Q Q) S
default DFR ¢ N @ @@0052@ AR A
[mg/kg bw/day] RN S (10.6%)| @° ¢, Q (24.1%)
of AOEL (RVNAS) S O Al S N9 L
Entry into treated crops®§. 2 0,00153 &~ 3.06° | 000122~ 0002750 4755 0.00219
S S & O & S
Sum of all pathway S 9 O .
measured DF]R§§ © @y\’ @@ § O@jl) @© é &\ (10305??9)
[mg/kg bw/d 83%) (2 8%
N OO R R
I AOEL (RVNAST FLIED.05 mg/Rg bwiday £
2 Considered b %g@ult@)kg,;& :F&T{%’ é}’ @ ©>§ @
3 Exposure at2-3 m disfdnce &) N @§ %,
4 Default DFRP= 3 %, 2 % 6 @ o
SMeas@FRw.S% & & & SENEES
N \@ L° °\© ~ INS
§ &8 S o =
o O ¢ . o , 0 @
YOO & D
& 9 R o @
) o & @'% y %
@j N Q @ ~
N o N
B O S R N
A > ©\ R Q
o . @& & Q
& 3 £~ <
& & & &
AN % Q
& @ @ 5
& "
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Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)

Table 36:

Estimated resident exposure, Bixafen, Cereals,
considering revised default spray drift values from BREAM?2

/@“0
Adulf? Child? S
Outdoor, Downward spraying, Vehicle-mounted @ @©b @
Application rate: 1 x 0.078 kg a.s./ha, 365 days interval, Minimum water }é@lme: 200 L/Ha Q&
. in % of in %%F S
Routes of exposure Znsgt/l; c:fv'/gle) AOEL! 1?./1[1;1“ Znsgt/l; ce%ﬁ}e) AQEL! mg/aln(n
2 Y (RVNAS) bw/dé;@ g@% Y (g}éNA% bwld§
Spray drift’ 0.000943 | 0.725 |0.900693|  0.0653 D31857 | 000301,
Vapour 000023 | 0177 [\0l00023] @P0107. <] 0823 [0:0010%]
_ % N~ @ R0 ¢ 0&@%2
Surface deposits 0.000372 0.286 7| 0.000272 | %" 0.004858 \0.66 %,
hC) > &@7 @§ N
Entry into treated crops’ | 0.00512 | 394 40000408 _@00928° U] 709 4Y9.0035
. = 7 < IS @
Sum of all pathways: %, AN S
default DFR @x \\ §052&© Q&% \© éﬂ v, @;@121
[mg/kg bw/day] Q o § .06@1 %y é}ﬁ & @.27%)
of AOEL (RVNAS) 9 B P S S & 4
Entry into treated crops® | 0.00076 | 135 | 90014} 000317 O (52447 [0.00252
Sum of all pathways: @ v |l @ © b@ N
measured DFR SN o T .00 &@Q K Q 0.00723
[mg/ke bw/day] LIRS o @ Q- 9 ¢ (5.56%)
of AOEL (RVNAS) o O & § R NS
I AOEL (RVNAS) of BIX: 0.13 mg/e) bw/ @ v
2 Considered bodyweightadult @, CJ%??%,: 10 k@ @b °\© é S °\®
3 Exposure at 2-3 m disggiice N @ S &a @) S
4 Default DFR = 3 g 9 9 @ @
> Measured DFR = @31 \© K\ Y \\ Q\ § @§ &
N v
& @b o O «F & O & @
TN g N NI
9 YRR N
S & & & SERSES
A L@ \@ - 9 O
° @ § ol S @@
o O ¢ . o , 0 @
VPSS D
& 9 R o @
) o & @'% y %
@j N Q @ ~
Q N L9
& S IR S
S v &@\ o O
@%
@g O é@ < @Q
% , 9O
&S
< & QA ©
§ &S
& & <
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Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)

Table 37: Estimated resident exposure, Prothioconazole, Cereals,
considering revised default spray drift values from BREAM?2
Q°
Adulf? Child? LS
Outdoor, Downward spraying, Vehicle-mounted @ @©b @
Application rate: 1 x 0.156 kg a.s./ha, 365 days interval, Minimum water }é@lme: 200 L/Ha Q&
in%of | N in %5 | 6o
Routes of exposure 75™ centile AOEL! (mz/in 75% ce%ﬁ% AQEL' . %?T;in
(mg/kg bw/day) N a@@ (mg/kg kw/day) el
(RVNAS) ) © (RYNAS)|
03 @ N
Spray drift 0.00189 0943 | 000139|  0.00837 413" | 090601
Vapour 000023 | 0115 [\0l00023] @P0107. <] 0535 [0:0010%]
Surface deposits 0000744 |  0372200.000s45 > 000192 " |\ Wsg 9| 0.0dP26
Entry into treated crops’ | 0.0102 sda | foosied adrss & 67021y | Do1a7
Sum of all pathways: % Q;’ @@ QU@ © @M & @Zﬁ &o
default DFR OS] MBS T 9 &923
[mg/kg bw/day] @;& N @1 6% é ‘N éﬁ %, (KP5%)
of AOEL (RVNAS) S N N A ) Q @)
Entry into treated crops® | 0.0017% | .87 «]° 0.08139] < G003y & [ 437 9 0.0025
) v 0O S .
Sum of all pathways: R &) Q o) Q) G S
measured DFR @ % 20.00358) @ & S 0.0108
kg bw/day] SN o 1.77%)| @ ¢ © (5.42%)
of AOEL (RVNAS) & O N W S N
TAOEL (RVNAS) of PTZ: 0,2 @g/kg bWwiday ¢° NP
2 Considered bodyweight: adult = 6():&%, child =10 K§ @§ § v §
3 Exposure at 2-3 m distagg S 9 @ N & & °
4 Default DFR = 3 © < @ @Q % o &
> Measured DFR = 0. & @ & ©® @ @
OO ST YN S e e
O N Y %
SRS S POy &
& £ O v e &S e
O & N > v
2 20 2o S O @ @
QD & & & ISR
& . @ o\@ @% O\@ v Q\@
§ &8 S o =
o O ¢ . o , 0 @
YOO & D
& 9 R & @
) o & @'% y %
@j N Q @ ~
KQ AN A L9
5 Q- S
A > ©\ R Q
> @ A
@ AN
@ =) §9 N @Q
N
vy O & 09
& & &P
AN % Q
& @ @ 5
& "
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Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)

Table 38: Estimated resident exposure, prothioconazole-desthio, Cereals,
considering revised default spray drift values from BREAM?2
Q°
Adulf? Child? LS
Outdoor, Downward spraying, Vehicle-mounted @ @©b @
Application rate: 1 x 0.141 kg a.s./ha, 365 days interval, Minimum water }é@lme: 200 L/Ha Q&
75t centil in % of | nfean 75 ceniile in %of %(ﬂ\\ean 2
Routes of exposure centile 1 AQEL! (mg/k ce% AQEL' .| Hmgs
(mg/kg bw/day) N a@@ (mg/kg kw/day) el
(RVNAS) ) © (RVNAS)|
Spray drift’ 000108 | 10.8 |0900791  0.064%4 Y14 7| 000345
q @ \S)
Vapour 000023 | 23 Ugéﬁooom @01%0 107 " 0007
. ol N @ RO ol ooda
Surface deposits 0.000424 424 710.000311 | @7 0.08402 qp  x30.2 %y
-2 >, LV AN
Entry into treated crops' | 0.00584 | 589  4.0.00465] _@010s5°  l10s.  4%9.00838
=N o T < @
Sum of all pathways: %, AN S % ®
default DFR N 0599|  < N Qs @@36
@ \ @, @ % @ 0
[mg/kg bw/day] Q A 9.9@1 6 Q 36%)
of AOEL (RVNAS) QY & 'S RS RS @ 2
Entry into treated crops’ 0.06334 A%.;@%} g@plm ? 0.06341 ©©© @ﬁu\% 0.00192
Sum of all pathways: @ @ @ Q IS
measured DFR SN o 0.0024 RN Q 0.00719
[mg/ke bw/day] N §9 or| ) S 9 ¢ (71.9%)
of AOEL (RVNAS) o O & N NS
! AOEL (RVNAS) of prothioconaz esthip: 0.01 @;{%gby v
2 Considered bodyweightZadult = g, c&%: 10k @& °\© é & °\®
3 Exposure at 2-3 m disggiice N @ S &a @) S
4 Default DFR = 3 g 9 9 @ @
> Measured DFR =@&9 \© K\ Y \\ N § @§ &
o O SRS S
& & .9 O «7 g & @
A ) D @aQ © Ry
L9 7, SRS, @ v
QD & & & ISR
A L@ \@ - 9 O
A
FEFSIE &
o O ¢ . o , 0 @
YOO & D
& 9 R & @
) o & @'% y %
@j N Q @ ~
KQ AN A L9
Ro O S R @ N
A > ©\ R Q
> @ A
@ AN
@ =) §9 N @Q
N
vy O & 09
& & E S
AN % Q
& @ < o
& "
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Bystander and Resident exposure calculations (KCP 7.2.3.1)

Table 39: Bystander and resident exposure, Fluopyram, Cereals @ @6
Substance Fluopyram Formulation = Application rate = Spray dilution = Vapour pres = 108
Soluble concentrates, 0.078 kg a.s. /ha 0.39gas./l low volatile @nce@
emulsifiable N having a vapour
concentrate, etc. @ pressure of <5*19 %
S 2
Scenario Cereals, Outdoor, Downward spraying, Vehicle-mounted Buffer =<z°\9 lu%b\e‘f‘ of ©
2-3m & appli atl& @
Q ‘ppllc é
AN (’7\9 mter\@— 365
Percentage Dermal for Dermal for in use Oral %\%j @alatmn = @
Absorption  product=25% dilution 1009 % &' Q ©& &
=70% ) @ @ r\@
RVNAS! 0.05 mg/kg bw/day RVAAS?, . kg bw/d@’ @ N
(AOEL) N9 @ ]&9 N v
DFR 3 ug a.s./cm? MJDTS% @) @ days@g @ & % o
per kg a.s./ha % Q@ @ Q I Q @ (@%
v
o > = @ﬁ sN S5
Bystander -  Spray drift (95th percentile) mg/kg bwdday -0, % FERVNA 2%Q
N & D > S o
Vapour (95th percentile) mg/kghw/day Q(\)’ N o gyyof RYNXS' & @,
(§ kob N ©§ © S § =
Surface deposits (95th percentll mg/ W/dag) - % o AS -%
S T@? & S

Entry into treated crop@Sth ptﬁfeﬁntlle g/kg o EN @ 0/%of RVNASY Q) -%

bw/day v K <) @$ @ & Q;(\\\ . @ o
Bystander -  Spray drift (95th pe#@ntlle) mykg bv@ff § 'S N %, % O@N AS 1%” -%
adult @ /(\Q v §
Vapour (95th centll%ﬁfkg bmay VY S ° % of RVNA -%
& @ N x\A\ © (cg%<
Surface d its (9&11 percen@ mg/k@bw/day Y @@ @ % of@IZ()VI\\zlAS1 -%
@% &
Entry @({ tre%@ crops Q?th %zcentlle) QQ?ﬂ(g K\ - @ %%ﬁ{VNAS1 -%
MY o © & & @ §
S 2 ©
Resident -, L§f>ray drift (75th@rcentil§)@lg/kg{(§@y < & (% @33 \@ % of RVNAS' 14.7%
child @) Q
Vapour (75th &%‘)rcenulemg/kg bw/day @ \U 900107~ % of RVNAS' 2.14%
RS &
Surface @sus (75\\1? perﬁ@ﬁ%) mg"/&g\b/w/day@ Q 0.Q00858 % of RVNAS! 1.72%
Entry 1o tre@crop th p@‘ntlle) mykg 00921 % of RVNAS' 18.4%
bugy O g@ \ @ 3
<
AlT“pathways (mea@ﬁgm@yday @6@ @© 0.0131 % of RVNAS' 26.2%
Resident @gpray drift (75tg@ercen@/mg/kg%/day® N 0.00175 % of RVNAS! 3.51%
adult @
1, Vapour (gth perce@) mg/l@w/da N 0.00023 % of RVNAS! 0.46%
N { £
Surfa@geposus (’%th pe{&ﬁtlle) @kg bWQY 0.000372 % of RVNAS! 0.744%
@ into ﬁ%ted @%’ (75t1@%rcenule)§1g/kg 0.00512 % of RVNAS' 10.2%
&
YAl pagﬁ%s/ays (n@n) mgﬁ@bw/day 0.00542 % of RVNAS' 10.8%

S
-

N
@ e e

&
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ixaien uopyram rothioconazoie
Bixafen + Fluopy + Prothi le EC 260 (65+65+130 g/L
Measured 0.896 g a.s./cm? per kg a.s./ha
DFR
Resident — Surface deposits (75th percentile) mg/kg bw/day - % of RVNAS! -% ©
child @ @
(Measured)  Entry into treated crops (75th percentile) mg/kg 0.00275 % of RVNAS! 5.3%, §
bw/day ®)
All pathways (mean) mg/kg bw/day 0.00793 % of R 1%9%,
VNAY % O
Resident — Surface deposits (75th percentile) mg/kg bw/day - % of RVIWAS' @ % N
adult o X 5
(Measured) " Entry into treated crops (75th percentile) mg/kg @)153 % ORRVNAS' N 0%06% Q
bw/day & ) @ @
All pathways (mean) mg/kg bw/day ¥9.00255 Gof RVNAS' o~ Q5.11% &
) & ¢ O o
' RVNAS = Reference Value Non Acutely toxic active Substance = AOEI@ N @) R Q KN
2RVAAS = Reference Value Acutely toxic active Substance % Q @ N @ &@
ol L@ RO o @
AN I
& S N VN S S Y
Q @ X @% > AN
y & & ° & S
S L Q & ¢
e S D > 8 9
N AN & S

SN

& o NS

Q@@@@@@é)@?\%

ST KA A RN
&\(f’@@



B - Page 68 of 133
(., 2021-03-22
E Document MCP — Section 7: Toxicological studies
Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)
Table 40: Bystander and resident exposure, Prothioconazole, Cereals
Substance Prothioconazol ~ Formulation = Application rate = Spray dilution = Vapour pressure =
e Soluble concentrates, 0.156 kg a.s. /ha 0.78 ga.s./l low volatile @ @
emulsifiable substances having @
concentrate, etc. @ vapour pressu &f @
<5*10-3Pa @ &
Scenario Cereals, Outdoor, Downward spraying, Vehicle-mounted Buffer = > Number ofs @
2-3m applica@ns =@
SN 1 % ©
Ro Application o
@ N interval —§6%°days <
Percentage Dermal for Dermal for in use Oral Inhalation = NS
Absorption product =25%  dilution 100% 10@% %@ @ @iﬁ\? é
1 =70% @ «Qﬁ o R & £
RVNAS 0.2 mg/kg bw/day RVA ghkgbw/day &
(AOEL) B P & &
2
DFR 3 pia.s./cx DT . > 30 d@lﬁj @ é\ RS KQ
per kg a.s./ha & @ O% %, A N Re
Q @ ‘&
oy — @@ %@j > @?’ @& S
Bystander -  Spray drift (95th percentile) mg/kg bw/da . % of R\/@AS
child %G N NN e @ @
Vapour (95th percentile) mg/kg bw/d ° - & % of RVNAS Ry % §§
s > t\@ ° O ™% f,@»Q & S)
Surface deposits (95th percentile) @ﬁ(g b&s@ay @ '@ (@9\\’ @\\@Y R\/g@‘f’ & %A)
Entry into treated crops (95Q)ercentlle) mg/k; % 6 - @ W%, of b@lASl o %
bw/d
i 2 ¥ & A& &’ &
Bystander -  Spray drift (95th percenﬁ@mg/kg“bw/dav@ ‘o & @ ‘%@of RVNA\S”V Q -%
adult G, < & @ S o G
Vapour (95th percel@je) mg/l@)w/da§ §@ 9 @A of@g\!Asl -%
([(\%
Surface dep051ts (95th pf@tlle) %/kg bW@ -Q K % (L)\i\‘RVN@ -%
° )
Entry into ?ed crop¥ | (95@mentl@ mg/k® &- @ of RV@KSI -%
bw/day & . N © @@ « @
N D O O N
Resident - rift (@perce le) mgJ] ‘%w/d A 0147 % 0f RVNAS! 7.33%
child g 2 @@ Q @
Bhppour (75&1 percentlle) mg@ bw/dg% @ Qy 0.0@07 > % of RVNAS! 0.535%
& Surface depos@@ Sth p&entlle) @\ﬁ{g bw/day ©Q QFB 172 ® % of RVNAS! 0.858%
Entry 1nt0 treated {8}% (75tl¥\percent® mg/kg\ N 0.0184\ % of RVNAS! 921%
bw/day @ @ KN @% &
All path%ys( foai) m “ow/da@: 0 Q 0351 % of RVNAS' 12.5%
N
@ Q @ Q __© &
Resident -  Sfdy drift @th p @\ﬁle) &%g bw/a N > 0.00351 % of RVNAS! 1.75%
adult % Q &@ @)
@Wapom (75th p%enme@@ﬂ(g bwigpy @ 2, 0.00023 % of RVNAS! 0.115%
Surface dep@s (75t%ercentﬁ%g mgk%w/day\\) 0.000744 % of RVNAS! 0.372%
)
N Entry into treate@ops @&h perceMe) n@ 0.0102 % of RVNAS! 5.12%
bw/d@% &
%& Q)
A@thway&nean)ﬁg bwiday 0.0106 % of RVNAS! 53%
& o & 7
v
& & ES
O & ©
e (O Q)%
S & T
Q@ & K
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Measured 0.51 pg a.s./cm? per kg a.s./ha
DFR
Resident — Surface deposits (75th percentile) mg/kg bw/day - % of RVNAS! -% ©
child @ 6
(Measured)  Entry into treated crops (75th percentile) mg/kg 0.00313 % of RVNAS! 1.5%% §
bw/day O
All pathways (mean) mg/kg bw/day 0.0129 % of R WA5%
VNAY H% O
Resident — Surface deposits (75th percentile) mg/kg bw/day - % of RVIWAS' @ % N
adult @ )
(Measured) Entry into treated crops (75th percentile) mg/kg @)174 % ORRVNAS' N %&7% @
bw/day & ) @ @
All pathways (mean) mg/kg bw/day 9.00383 Gof RVNAS' o~ Q1.91% &
) & ¢ O o
' RVNAS = Reference Value Non Acutely toxic active Substance = AOEI@ N @) R Q KN
2RVAAS = Reference Value Acutely toxic active Substance % Q @ & @ &@
ol Ny L@ RO o &
AN I
& © N VN S S Y
Q @ X @% > AN
y & & ° & S
S L Q & ¢
e S D > 8 9
N AN & S
S T SIS

SN

& o NS

Q@@@@@@é)@?\%

ST KA A RN
&\(f’@@

R o
Q @@@©%\©é&&\
& 9 Y @
@@"\%\@@&@
D Ve O Y EE
S o ¢ 5 &
DN S SR
% 28 > ® >
N oo @ W
& FEF s
Q, Q\
FIFTs S
& & & & .~ S
QS LSS
o O ¢ . o , 0 @
Q O 0O O N D
Vo8&
S N N
@, & @@0“\9
sy 8y S e
R %@%@ﬂ@\
N > s R F
> &Q@&©
@
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Table 41: Bystander and resident exposure, Bixafen, Cereals
Substance Bixafen Formulation = Application rate = Spray dilution = Vapour pressure =_ .
Soluble concentrates, 0.078 kg a.s. /ha 0.39gas./l low volatile subst@ @@
emulsifiable having a vapou,
concentrate, etc. @ pressure of <5FHQ-3Pa o
@~ &,
Scenario Cereals, Outdoor, Downward spraying, Vehicle-mounted Buffer = > Number ofs @
2-3m % Tpplicé@ns = @ 7@
R Apﬂcation @
@ N interval =§6%°days < @
Percentage Dermal for Dermal for in use Oral = Inha, n = © @ %@ S
Absorption product =25%  dilution 100% 10 %@ @ @ @)
1 = 70% & 4 S R &
RVNAS 0.13 mg/kg bw/day RV. ghkgbw/day &
(AOEL) of ) @‘% Q & &
DFR 3 .s./cm? D 30
peLrl%(Z Z‘/:Ea & ° Q@ si?, &1@7 g\é\ «7\?\’ w\g@
o . S @
O MR A < A S o

Bystander -  Spray drift (95th percentile) mg/kg bw/da @ () R % of RV@ASI © éﬁ
child @ ’ @

Vapour (95th percentile) mg/kg bw/d ° @ - A % of RVNAS!

Surface deposits (95th percentile) @ﬁ(g b&s@ay R @ '@ (@,\\’ @\\glf Rvg@‘f’ & _@%
N

Entry into treated crops (95Q)ercentlle) mg/k; % 6 - @@ @% of b@lASI
bw/day
& (o y S @ f(& @ &
Bystander -  Spray drift (95th percenﬁ@mg/kg“bw/dav@ o EN @ 0/%of RVNA\SJX Q) -%
adult G, < & G S o .
Vapour (95th percel@je) mg/l@)w/da§ (§@ = Y§% of AS 1%@@ -%
N INGN
Surface dep051ts (95th pf@tlle) %/kg bW@ -Q K % NW@ -%
Q ff\ e( Q
Entry into ?ed crop¥ | (95@mentl@ mg/k® Ao @ of RV@KS‘ -%
bw/day & @ '@Q @
N ° S § @ X@
@ L A
Resident - rift (@peree@le) mg/@w/dg{f@’ Ry .00733 $ % of RVNAS! 5.64%
child & I @) @
Bhppour (75&1 percentlle) mg@ bw/dg% @ Qy 0,0%})07 > % of RVNAS' 0.823%
& SO Surface depos@@ﬁth p@%ennle) @‘mg bw/day ©Q ?@@50858© % of RVNAS' 0.66%
Entry 1nt0 treated {%s (75tl¥\percent® mg/ kN N 0.00924 % of RVNAS' 7.09%
bw/day @ KN Q
< © >
All pathiways ( o)) m@ﬁow/da@ . Q Q@él % of RVNAS! 10.1%
@ Q Q __© &
Resident -  Sfdy drift @th p @\ﬁle) &%g bw/a N > 0.00175 % of RVNAS' 1.35%
adult % Q &@ @)
@Wapom (75th p%enme@@ﬂ(g bwigpy @ % 0.00023 % of RVNAS' 0.177%
“ Surface dep@s (75t%ercentﬁ%g mgk%w/day\\) 0.000372 % of RVNAS' 0.286%
N Entry into treate@ops @h perceMe) n@ 0.00512 % of RVNAS! 3.94%
bw/day o
% N
A@thway&nean)ﬁg bwiday 0.00542 % of RVNAS! 4.17%
Q8 <
< Q & 9
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Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L
Py g
Measured 1.031 pg a.s./em? per kg a.s./ha
DFR
Resident — Surface deposits (75th percentile) mg/kg bw/day - % of RVNAS! -% ©
child @ 6
(Measured)  Entry into treated crops (75th percentile) mg/kg 0.00317 % of RVNAS! 2.44% §
bw/day O
All pathways (mean) mg/kg bw/day 0.00826 % of R ¥45%
VNAY B% O
Resident — Surface deposits (75th percentile) mg/kg bw/day - % of RVIWAS' @ % N
adult @ )
(Measured) " Entry into treated crops (75th percentile) mg/kg @)176 % ORRVNAS' N 35% Q
bw/day @ ) @ @
All pathways (mean) mg/kg bw/day 9.00274 Gof RVNAS' o~ Q211% &
) & ¢ O o
' RVNAS = Reference Value Non Acutely toxic active Substance = AOEI@ N @) R Q KN
2RVAAS = Reference Value Acutely toxic active Substance % Q @ & @ &@
ol L@ RO o @
AN I NSRS
& G N x, IS
Q @ @% > AN
y & @ © o <
S L Q & ¢
e S D > 8 9
N AN & S

SN

& o NS

Q@@@@@@é)@?\%

ST KA A RN
&\(f’@@
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Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)
Table 42: Bystander and resident exposure, PTZ-Desthio, Cereals
Substance PTZ-Desthio Formulation = Application rate = Spray dilution = Vapour pressure =_ .
Soluble concentrates, 0.141 kg a.s. /ha 0.705 g a.s./1 low volatile subst@ @@
emulsifiable having a vapou,
concentrate, etc. @ pressure of <5FHQ-3Pa o
@&,
Scenario Cereals, Outdoor, Downward spraying, Vehicle-mounted Buffer = > Number ofs @
2-3m % Tpplicé@ns = @ 7@
R Apﬂcation @
@ N irtterval =§6%°days @ @
Percentage Dermal for Dermal for in use Oral = Inha, n = © @ %@ S
Absorption product = -% dilution 100% 10 %@ @ @ @)
1 = 44% & 4 AN &
RVNAS 0.01 mg/kg bw/day RV. ghkgbw/day &
(AOEL) @ @‘% Q & &
2
T e Ty FE oS
O @ SN
T O A < A o

Bystander -  Spray drift (95th percentile) mg/kg bw/da @ () R % of RV@ASI © éﬁ
child @ ’ @

Vapour (95th percentile) mg/kg bw/d ° @ - A % of RVNAS!

Surface deposits (95th percentile) @ﬁ(g b&s@ay R @ '@ (@,\\’ @\\glf Rvg@‘f’ & _@%
N

Entry into treated crops (95tQ)ercentlle) mg/k; 6 - @ @% ofb@lASI R %
bw/day % @ @ & @
& (o4 y @7 &
Bystander -  Spray drift (95th percenﬁ@mg/kg“bw/dav@ o EN @ 0/%of RVNA\SJX Q) -%
adult G, < & @ S o .
Vapour (95th percel@je) mg/l@w/da@ §@ Y @% of AS l&i@ -%
s v
S 0 L\I\“R %{(R\ )
Surface dep051ts (95th pf@tlle) %/kg bW@ -Q K % o VN@ %
Q m Q( Q
Entry into ?ed crop¥ | (95@mentl@ mg/k® &- @ of RV@KS‘ -%
bw/day & @ @ @@ « @
> SRS PR
(@) 5 = & A :
Resident - rift (@perce@le) mg/kg) w/d% N ,00836, % 0f RVNAS 83.6%
child & QS @
\ﬁ @ Q [ 1 0,
@ppour (75t percentlle) m@ bw/d% 6 @ 0‘0%})07 @ % of RVNAS 10.7%
& Surface depos@@ 5th p&entlle) @\ﬁ{g bw/day ©Q @’@B 102 Q % of RVNAS! 10.2%
Entry 1nt0 treated {%s (75tl¥\percent® mg/ kN N 0.0103\; % of RVNAS' 105%
bw/day @ /{(@ KN @ Q &
All pathiways ( o)) m@%w/da@ 0 Q QY48 % of RVNAS' 148%
N
@ Q Q © &
Resident - §@y drift @th p%@\lﬁle) &?kg bw N @ 0.002 % of RVNAS! 20%
adult Q @1@ @
@Wapom (75th p%enme@@ﬂ(g bwigpy @ 2, 0.00023 % of RVNAS' 2.3%
Surface dep@s (75t%ercentﬁ%g mgk%w/day\\) 0.000424 % of RVNAS' 4.24%
)
N Entry into treate@ops @h perceMe) n@ 0.00584 % of RVNAS! 58.4%
bw/d@% &
%& Q)
A@thway&nean)ﬁg bwiday 0.00614 % of RVNAS! 61.4%
<
< Q & 9
& & E P
S &S
& SR
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Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)
Measured 0.689 g a.s./cm? per kg a.s./ha
DFR
Resident — Surface deposits (75th percentile) mg/kg bw/day - % of RVNAS! -% ©
child @ 6
(Measured)  Entry into treated crops (75th percentile) mg/kg 0.00241 % of RVNAS! 24.1% §
bw/day ©)
All pathways (mean) mg/kg bw/day 0.00835 % of R 8559
VNAY &% O
Resident — Surface deposits (75th percentile) mg/kg bw/day - % of RVIWAS' @ % N
adult @ 7@
(Measured) Entry into treated crops (75th percentile) mg/kg @)134 % ORRVNAS' N }@% @
bw/day & ) @
All pathways (mean) mg/kg bw/day 9.00256 5 of RVNAS' @5.6%% &
) & ¢ ST o
' RVNAS = Reference Value Non Acutely toxic active Substance = AOEI@ N @) R Q KN
2RVAAS = Reference Value Acutely toxic active Substance % Q @ N @ &@
ol Ny L@ RO o &
AN I
& © N VN S S Y
Q @ X @% > AN
U S < °
S L Q & ¢
e S D > 8 9
N AN & S

SN

& o NS

Q@@@@@@é)@?\%

ST KA A RN
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Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)
Table 43: Bystander and resident exposure, Fluopyram, Cereals,
considering revised default spray drift values from BREAM?2
25°
Substance Fluopyram Formulation = Application rate = Spray dilution = Vapour pressur @6
Soluble concentrates, 0.078 kg a.s. /ha 0.39gas./l low volatile substances 3
emulsifiable @ having a vap
concentrate, etc. @ pressure of 10- 3P®
o
Scenario Cereals, Outdoor, Downward spraying, Vehicle-mounted Buffer = Numbe@f
2-3m % apgll@lons =§ 7@
R
© N SO
V @ ﬁhcatl @
Q jterval 365 days, &
Percentage Dermal for Dermal for in use Oral = & InHalation = 2o Q\f @
Absorption  product=25% dilution 100% @ % O S) @l
= 70% QN R A T O .
RVNAS! 0.05 mg/kg bw/day R%@fsf N Ngpwiday R O ¢ @
(AOEL) @ __° @ N xS X
DFR 3 pg as/em? “DT50 & Y 30%ays  wg @U N Y
perkg a.s./ha Q R S G g
R ()) @ h & > °
) L5 @ R © & @
Bystander -  Spray drift (95th percentile) mg/kg bw/s lE\y’ N - @ % of RVNAS! B -%
child { > @y &N 8 A f(§
Vapour (95th percentile) mg/kg bws R %@j RVN -%
&% U;? & X @ @? S & 2
Surface deposits (95th percent@u’ng/kg bW day = of RK%SI -%
z A A\Q @ Y C r\© i y\?
Entry into treated crops (@th per%\ﬁ’)fe) m@é/ - @@ Q& % P%@ . -%
bw/day 5
Ly o Y s g @ Q
Bystander -  Spray drift (95th percentile) m%g bw/day N o N °~% of gv@@msl -%
adult & © N j\@ < S @
Vapour (95th percdatile) mg/kg bw/dayj § N - @ % %M@ -%
) S 9 O & = 1
Surface de; 95th entil kg bw/da; of R S -%
pO@( fere @@g/ g@ y § w @A A
Entry 1I§Heated $eops £95@)erc§£9ﬁie) mg/kg @Jj - YW & % Of@VNASI -%
bw/da @) N §? @
& & . & & R
N @ Q « Y N &
i @3 h 1 /kg b N Q0 0041%3) “”\9\%{/ fRVNAS' 8.27%
CR];:S:ident @)ray drift (75t percentl e) fg/kg v@ay %\ @& 0. 041 oy 7 0 27%
D AN
&@ Vapour (75th entlle kg bﬁ; S @%107 @° % of RVNAS! 2.14%
Surface d@é%ts (7%1’1%6&61}@ mg/k@v/day&\ C&\\ 0.000@} % of RVNAS! 1.72%
Entry j treat%crops @1 per%’x;gtlle) s& 0‘©21 % of RVNAS! 18.4%
bw/day @ \ N
(@
° 0, 1 0,
@athwa@meal))@g&%%ay A @\ @% 0.0121 % of RVNAS 24.1%
Resident - ray drift (75th, percentil /k @\ﬁa o @ 0.000943 % of RVNAS! 1.89%
Resic %p y (O %p ﬂ@bﬂg g Yo L5 o o
Vapour (75@}6rcen§§) mg/kf%w/day (07% N Q 0.00023 % of RVNAS! 0.46%
S ®S ESANTS @
N Surface deposits @g per@?&ile) mg/gbw/d@ 0.000372 % of RVNAS! 0.744%
to tglged @ch@cenule@ykg 0.00512 % of RVNAS! 10.2%
~\ y
@j%i pathays (me@ mg&&;v/day Q 0.00528 % of RVNAS' 10.6%
@ o
FFa S
& (O Q)%
R
¢ &
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Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)
Measured 0.896 g a.s./cm? per kg a.s./ha
DFR
Resident —  Surface deposits (75th percentile) mg/kg bw/day - % of RVNAS! -% ©
child @ 6
Entry into treated crops (75th percentile) mg/kg 0.00275 % of RVNAS! 5.3%, §
bw/day ®)
(Measured) All path (mean) mg/kg bw/d 0.0069 % of R 158% &)
pathways (mean) mg/kg bw/day . 00 3%
ey NS
Resident —  Surface deposits (75th percentile) mg/kg bw/day - % of RVIWAS' @ % N
adult Q) @ 7@
Entry into treated crops (75th percentile) mg/kg @)153 % ORRVNAS' N 0%06% @
(Measured) _bw/day @ A @, @
All pathways (mean) mg/kg bw/day 9.00241 @%ofRVNAsl @U D483%, &
o © NENSENS
' RVNAS = Reference Value Non Acutely toxic active Substance = AOEI@ N @) R Q KN
2RVAAS = Reference Value Acutely toxic active Substance % Q @ N @ &@
ol L@ RO o @
AN I NSRS
& G N x, IS
Q @ X @% > AN
y & @ © o <
S L Q & ¢
e S D > 8 9
N AN & S

SN

& o NS

Q@@@@@@é)@?\%

ST KA A RN
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Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)
Table 44: Bystander and resident exposure, Bixafen, Cereals,
considering revised default spray drift values from BREAM?2
25°
Substance Bixafen Formulation = Application rate = Spray dilution = Vapour pressur @6
Soluble concentrates, 0.078 kg a.s. /ha 0.39gas./l low volatile substances 3
emulsifiable having a vap
concentrate, etc. @ pressure of 10- 3P®
o
Scenario Cereals, Outdoor, Downward spraying, Vehicle-mounted Buffer = Numbe@f
2-3m % apgll@lons =§ 7@
R
© N SO
V @ ﬁhcatl @
Q jterval 365 days, &
Percentage Dermal for Dermal for in use Oral = & InHalation = 2o Q\f Q @
Absorption  product=25% dilution 100% @ % O ©© @l
L S L
RVNAS' 0.13 mg/kg bw/day S N /I@)w/day @ © @
(AOEL) @ __° @ N xS X
DFR 3 pg as/em? 4DT50 Y 30%ays  wg @U N Y
perkg a.s./ha Q @ R S G g
R ()) Q@ h & > °
3 .o @ R s 9 & o
Bystander -  Spray drift (95th percentile) mg/kg bw/s lE\y’ N - @ % of RVNAS! B -%
child { PR R ST~ A I S-S f(§
Vapour (95th percentile) mg/kg bws X R %@j RVN -%
&% U;? & X @ @? @1 & 2
Surface deposits (95th percent@u’ng/kg bw/day = of RK%S -%
z A A\Q @ Y C r\© i y\?
Entry into treated crops (@th per%\ﬁ’)fe) m@é/ - @@ Q& % Wﬁ%@ “ -%
bw/day o Qy
SNy e S @ g Q
Bystander -  Spray drift (95th percentile) m%g bw/day N o N °~% of gv@@msl -%
adult & © N j\@ < S @
Vapour (95th percdatile) mg/kg bw/dayj § N - @ % %M@ -%
) S 9 O & = 1
Surface de; 95th entil kg bw/da; of R S -%
pO@( fere @@g/ g@ y § w @A A
Entry 1I§Heated $eops £95@)erc§£9ﬁie) mg/kg @Jj - YW & % Of@VNASI -%
bw/da @) N §? @
S S & & . & & R
T O 5 o v ]
Resident -  Spray drift@5th peréentile) %/kg bw/day” . 2 5000418 ), of RVNAS' 3.18%
child N P~
~\yVapour (75th p ‘\\e'htlle gb \1’07 % of RVNAS' 0.823%
Surface depes (75 ercent )mg/kday D oooo % of RVNAS 0.66%
it “‘*@ P ST §°
Entry m@\(reate crops percefitile) mgfkeg Q 0‘%21 % of RVNAS' 7.09%
bw/daye R
Q v - N
Allfathways ehean b, o .V Vo121 % of RVNAS! 9.27%
Ay ieh Sl @y NSNS 0 0
Resident - %pray drift (75th pé\fé”ennl §g/kg b,s_s@%y &° @ 0.000943 % of RVNAS' 0.725%
adult @
Vapour (75®rcentlle)}§g/k&w/day @ 0.00023 % of RVNAS! 0.177%
\% Surface d&posits (75@? fierce&ﬁué) mg@ﬁw/d? 0.000372 % of RVNAS! 0.286%
Entrmfn treated crops%75th ntllekg 0.00512 % of RVNAS! 3.94%
buklay
@4 pathyays (mea)ﬁ%g/kg’bw/day N 0.00528 % of RVNAS' 4.06%
N
S 8.0
S &S
& SRR
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Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)
Measured 1.031 pg a.s./em? per kg a.s./ha
DFR
Resident —  Surface deposits (75th percentile) mg/kg bw/day - % of RVNAS! -% ©
child @ 6
(Measured)  Entry into treated crops (75th percentile) mg/kg 0.00317 % of RVNAS! 2.44% §
bw/day (SQQ
All pathways (mean) mg/kg bw/day 0.00723 % of R 36%
VNAY F% O
Resident —  Surface deposits (75th percentile) mg/kg bw/day - % of RVIWAS' @ % N
adult ® @ 2
(Measured) " Entry into treated crops (75th percentile) mg/kg @)176 % ORRVNAS' N o@f% Q
bw/day @ ) @y
All pathways (mean) mg/kg bw/day ¥9.0026 Gof RVNAS' o~ 02% «_ &
) & ¢ O o
' RVNAS = Reference Value Non Acutely toxic active Substance = AOEI@ N @ Q @ N
2RVAAS = Reference Value Acutely toxic active Substance % Q @ & @ &@
ol L@ RO o @
AN I NSRS
& G N x, IS
Q @ XN @% > AN
y & & O o «
S L Q & ¢
LS Yy S O
N AN & S
S T SIS

AN

. @ N

Q@@@@@@é)@?\%

SIS o8 Y s
&\(f’@@
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& g Y @
SO AT D e & U
A Ve O YES
S o ¢ 5 &
DN S SR
& @%6\@9 v
N oo @ W
& FEF s
g N
FIFTs S
& & & & .~ o>
QS LSS
@ O ¢ .9 © .0 @
Q O O O N D
Vo8&
S S L9 @
@, & @@0“\9
sy 8y S e
R %@%@ﬂ@\
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Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)
Table 45: Bystander and resident exposure, Prothioconazole, Cereals,
considering revised default spray drift values from BREAM?2
25°
Substance Prothioconazol ~ Formulation = Application rate = Spray dilution = Vapour pressur @6
e Soluble concentrates, 0.156 kg a.s. /ha 0.78 ga.s./l low volatile substances 3
emulsifiable having a vap
concentrate, etc. @ pressure of 10- 3P®
o
Scenario Cereals, Outdoor, Downward spraying, Vehicle-mounted Buffer = Numbe@f
2-3m % apgll@lons =§ 7@
© < SO
V @ ﬁhcatl @
Q jterval 365 days, &
Percentage Dermal for Dermal for in use Oral = & InHalation = 2o Q\f Q @
Absorption  product=25% dilution 100% @ % O S) @l
=70% A Q c5° $ & © &
RVNAS! 0.2 mg/kg bw/day R%@S‘2 NG /I@)w/day Y (@) © @
(AOEL) @ G N v,
DFR 3 pg as/em? 4DT50 Y 30%ays  wg @U N Y
per kg a.s./ha Q @ ) S (g @
R ()) Q@ h & > °
3 .o @ R s 9 & o
Bystander -  Spray drift (95th percentile) mg/kg bw/s lE\y’ N - @ % of RVNAS! B -%
child { O @A S S S s f(§
Vapour (95th percentile) mg/kg bws X R %@j RVN -%
&% U;? & X @ @? @1 & 2
Surface deposits (95th percent@u’ng/kg bw/day = of RK%S -%
z A A\Q @ Y C r\© i y\?
Entry into treated crops (@th per%\ﬁ’)fe) m@é/ - @@ Q& % Wﬁ%@ “ -%
bw/day o Qy
IS SIVN S @ g Q
Bystander -  Spray drift (95th percentile) m%g bw/day N o N °~% of gv@@msl -%
adult e O v O S N W9
Vapour (95th percdatile) mg/kg bw/dayj § N - @ % %M@ -%
) S 9 O & = 1
Surface de; 95th entil kg bw/da; of R S -%
pO@( feye i@lg/ g@ y § %, @A o
Entry 1I§Heated $eops £95@)erc§£9ﬁie) mg/kg @Jj - YW & % Of@VNASI -%
bw/da @) N §? @
S S & & . & & R
T O 5 o v ]
Resident -  Spray drift@gth peéentile) %/kg bw/day o 2 50.0087% &, of RVNAS' 4.13%
child N P~
N Vapour (75th pgreehtile gb \1’07 % of RVNAS' 0.535%
A8 P & T |
Surface depesits (75thpercent )mg/kday D o 001 % of RVNAS 0.858%
BN ETTAG EIRETIS s &\
Entry m@\(reate crops percefitile) mgfkeg Q 0‘%4 % of RVNAS' 9.21%
bw/daye R
Q v - N
All%hwa ean bw, o WV ¥023 % of RVNAS' 11.5%
Ay ieh Sl @y NSNS 0 0
Resident - %pray drift (75th pé\fé”ennl §g/kg b,s_s@%y &° @ 0.00189 % of RVNAS' 0.943%
adult @
Vapour (75®rcentlle)}§g/k&w/day @ 0.00023 % of RVNAS! 0.115%
v Surface d&pesits (7 erceqtiié) mg \Bw/d 0.000744 % of RVNAS! 0.372%
N “'&
Entrmfn treated crops%75th ntllekg 0.0102 % of RVNAS! 5.12%
buklay
@4 pathyays (mea)ﬁ%g/kg’bw/day N 0.0103 % of RVNAS' 5.16%
N
¢ & °
S &S
& SRR



Page 79 of 133

B
les8er . | 2021-03-22
E Document MCP — Section 7: Toxicological studies
Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)
Measured 0.51 pg a.s./cm? per kg a.s./ha
DFR
Resident —  Surface deposits (75th percentile) mg/kg bw/day - % of RVNAS! -% ©
child @ 6
(Measured)  Entry into treated crops (75th percentile) mg/kg 0.00313 % of RVNAS! 1.33% §
bw/day O
All pathways (mean) mg/kg bw/day 0.0108 % of R 2%
VNAY F% O
Resident —  Surface deposits (75th percentile) mg/kg bw/day - % of RVIWAS' @ % N
adult e X o
(Measured) " Entry into treated crops (75th percentile) mg/kg @)174 % ORRVNAS' N 0%87% Q
bw/day @ ) @ @
All pathways (mean) mg/kg bw/day ¥.00355 Gof RVNAS' o~ Q1.77% &
) & ¢ O o
' RVNAS = Reference Value Non Acutely toxic active Substance = AOEI@ N @ Q @ N
2RVAAS = Reference Value Acutely toxic active Substance % Q @ & @ &@
ol L@ RO o @
AN I NSRS
& G N x, IS
Q @ XN @% > AN
y & @ © o «
S L Q & ¢
LS Yy S O
N AN & S
S T SIS

SN
& @ NS
R o © @Q © ©© @Q \%
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Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)
Table 46: Bystander and resident exposure, prothioconazole-desthio, Cereals,
considering revised default spray drift values from BREAM?2
25°
Substance PTZ-Desthio Formulation = Application rate = Spray dilution = Vapour pressur @6
Soluble concentrates, 0.141 kg a.s. /ha 0.705 g a.s./l low volatile substances 3
emulsifiable @ having a vap
concentrate, etc. @ pressure of 10- 3P®
o
Scenario Cereals, Outdoor, Downward spraying, Vehicle-mounted Buffer = Numbe@f
2-3m % apgll@lons =§ 7@
R
© N SO
V @ ﬁhcatl @
Q jterval 365 days, &
Percentage Dermal for Dermal for in use Oral = & InHalation = 2o Q\f @
Absorption  product=-% dilution 100% @ % O ©© @l
= S L
RVNAS' 0.01 mg/kg bw/day S N /I@)w/day @ © @
(AOEL) @ __° @ N xS X
DFR 3 pg as/em? “DT50 & Y 30%ays  wg @U N Y
perkg a.s./ha Q R S G g
R ()) Q@ h & > °
) L5 @ R © & @
Bystander -  Spray drift (95th percentile) mg/kg bw/s lE\y’ N - @ % of RVNAS! B -%
child { > @y &N 8 A f(§
Vapour (95th percentile) mg/kg bws R %@j RVN -%
&% U;? & X @ @? @1 & 2
Surface deposits (95th percent@u’ng/kg bw/day = of RK%S -%
z A A\Q @ Y C r\© i y\?
Entry into treated crops (@th per%\ﬁ’)fe) m@é/ - @@ Q& % P%@ . -%
bw/day o Qy
LS @ S @ g Q
Bystander -  Spray drift (95th percentile) m%g bw/day N o N °~% of gv@@msl -%
adult & © N j\@ < S @
Vapour (95th percdatile) mg/kg bw/dayj § N - @ % %M@ -%
) S 9 O & = 1
Surface de; 95th entil kg bw/da; of R S -%
pO@( fere @@g/ g@ y § w @A A
Entry 1I§Heated $eops £95@)erc§£9ﬁie) mg/kg @Jj - YW & % Of@VNASI -%
bw/da @) N §? @
S S & & . & & R
T O 5 o v ]
Resident -  Spray drift@5th peréentile) %/kg bw/day” . 2 50.0047D ), of RVNAS' 47.4%
child N\ (g
~\yVapour (75th p ‘\\e'htlle gb \1’07 % of RVNAS' 10.7%
Surface depes (75 ercent )mg/kday D o 0010 % of RVNAS 10.2%
it “‘*@ P ST &
Entry m@\(reate crops percefitile) mgfkeg Q 0‘%5 % of RVNAS' 105%
bw/dayeH @\a %,
QS : N
hwa@%%ean) ke bw@y © \@ o136 % of RVNAS' 136%
r\ &
Resident - %pray drift (75th pé\fé”ennl §g/kg b,s_s@%y &° @ 0.00108 % of RVNAS' 10.8%
adult @
Vapour (75®rcentlle)}§g/k&w/day @ 0.00023 % of RVNAS! 2.3%
\% Surface d&posits (75@? fierce&ﬁué) mg@ﬁw/d? 0.000424 % of RVNAS! 4.24%
Entrmfn treated crops%75th ntllekg 0.00584 % of RVNAS! 58.4%
ey A & o
@4 pathyays (mea)ﬁ%g/kg’bw/day N 0.00599 % of RVNAS' 59.9%
N
S 8.0
S &S
& (O Q)%
@ @
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Measured 0.689 g a.s./cm? per kg a.s./ha
DFR
Resident —  Surface deposits (75th percentile) mg/kg bw/day - % of RVNAS! -% o
child 4@ 6
(Measured)  Entry into treated crops (75th percentile) mg/kg 0.00241 % of RVNAS! 24.1% §
bw/day 7&{(@@
All pathways (mean) mg/kg bw/da 0.00719 % of R 2%
pathways (mean) mg/kg bw/day VNAY d ©®
Resident —  Surface deposits (75th percentile) mg/kg bw/day - % of RVIWAS' @ % N
adult A AN )
(Measured) Entry into treated crops (75th percentile) mg/kg @)134 % ORRVNAS' N }@% @
bw/day % o) & @ o
All pathways (mean) mg/kg bw/day .0024 o of RVNAS! 4%
& o S S
' RVNAS = Reference Value Non Acutely toxic active Substance = AOEI@ N @ Q @ N
2RVAAS = Reference Value Acutely toxic active Substance Q (@) @
0

Q
Conclusion N9
. L M I A .
The bystander/resident exposure estimations carr% out j 1cat hat the acce@abl l@r&&smem
exposure level (AOEL) will not be exc d uader cenditians of 1 %ende%@ses and conSideringabove
mentioned personal protective equ1pm i34 PPE% @} & @ N @
Based on the presented calculation 1t@ den@trat that’ una@epta@% I‘IS@ giv 1th {he intended

use of BIX-FLU+PTZEC260. . ©7 o -7 w7 T o & $ &
Vg & d & 9.8 & ~
& N T F e S O ¥

CP 7.2.2.2 Measuresme o?by der and es1d @ex (f@ure ©
S e e

It is noted that the ex o§ure @mm s C0r§ eri e E@A efault aiﬁproa ogether with measured
DFR values regarding<entrypy ops al ﬁwdy bel@w theSAOEIsThe same holds true when

to tredted

considering with 1 ect 0 spr Qﬂftosm@the rovisedggefault rlft value proposed by BREAM?2.
Hence from that @/e a fi a@er refinernent is @@ nec ary S

However, it is éﬁt in terins d&comb@ed ex‘fmsu rd Iﬁ@ex (HI) according to the tier one
approach shg@y e She whédt coﬁfs;derl@ the ault@pproach with re-entry into treated
crops reﬁn@g using measured DER data(HI afipathways: 1 7). TheeHI all pathways according to the tier
one ap h is alread@%vﬁln@%écce e limits when cansidetiag the revised default drift values from
BREAM (HI all pati&vays; 25 1) 1nd1<:@fng théd everi's pot&@ally combined toxicity is of no concern.
However, the furth@\eﬁngment cond@ted nzgard g the eonversion product prothioconazole- desthio.
For the reﬁneme substance @ell«:@ cro& %hd use pec@c (fungicide application in cereals) measured
spray drift expsure @ ell ayme ypour @cen ions are considered. The results of the refined
evaluations pres@ 1@ e féﬂowm& ble‘s\ tails please refer to Direct drift: Exposure studies,
Spray drift ev1sed and V@our@pos{gﬁ stu P&hioconazole—desthio.

@@ @ f\ﬁ
@j & Q\ @o@

SN
R %, %@’ @ S
@J@s} @Q@@
@%
&\%«aﬁ@@Q
§ N O N



Page 82 of 133

2021-03-22

Document MCP — Section 7: Toxicological studies

Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)

Table 47: Predicted systemic exposure to prothioconazole-desthio, refined, considers
measured actual dermal exposure from spray drift adjusted to EFSA default
drift values and measured DFR data regarding entry into treated crops @well@

as measured vapour concentrations R S
p @@% (g
Adult? v Chila? N
Outdoor, Downward spraying, Vehicle-mounted N @\ L
Application rate: 1 x 0.141 kg a.s./ha, 365 days interval, Minimum w@volume: 200(@/h§1 © 2
. Y N R0 AN
. in % of | e Y . i o Me%i @
Routes of exposure 75" centile AOEL! ng 75t% ntile @AOE g S
(mg/kg bw/day) (M@ bw/day) )
(RVNAS) | sy | SHRVNAS) | ey o
3 =) R B < )
Spray drift 0.002 200 @ 0.0095|  0.00 Q| a0 & 0.00851
(refined) 9 @ o N 1] D
& S %, SRS
Vapour, 0.0000108| 03 @ﬁ%oo&% 9000502 &) 0502 C%o.ozoooso
(measured) R A o IS o A '
Surface deposits L N SN S % Q 0.gq8074
0.000424 424, 100890311 0.00102 - 0.2
(acc. to EFSA) Q@ N . x\j© @\ Q@S D 18
. B
Entry into treated crops 0.0017. @iz N 0.0@§7 \@.OO@E N 0 9 0.00247
(measured DFR) S S A @) < LN
Sum of all pathways: @ %@@ @U g@@ Q& @U ©©y N
measured DFR ENTEERN © 0.0026¢ @° ¢ Q 0.00788
[mg/kg bw/day] Y & O & (2%%) "N © (78.8%)
of AOEL (RVNAS) & © NI < 5 ©
v

I AOEL (RVNAS) of prothidgenazole-desthio: ®01 n@g bw@iy {°
2 Considered bodyweight:&(ﬂiult = @, chi)= 10 k) @ .

3 Exposure at 2-3 m distae o R @ Q> %\

4 Considers measured al de@nal ex@re fi gL Spray ﬂ%’ft adjudyed to @ SA defz@t drift values
3> Measured DFR = (); ® 0 @

SN N e
@b\&é@\Q
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Table 48: Bystander and resident exposure, prothioconazole-desthio, Cereals,
considering revised default spray drift values from BREAM?2
25°
Substance PTZ-Desthio Formulation = Application rate = Spray dilution = Vapour pressur @6
Soluble concentrates, 0.141 kg a.s. /ha 0.705 g a.s./l low volatile substances 3
emulsifiable having a vap
concentrate, etc. @ pressure of 10- 3P®
o
Scenario Cereals, Outdoor, Downward spraying, Vehicle-mounted Buffer = Numbe@f
2-3m % apgli@ions =§ 7@
© < PO S
V @ ﬁlicati @
Q jterval 365 days, &
Percentage Dermal for Dermal for in use Oral = & InHalation = 2o Q\f @
Absorption  product=-% dilution 100% @ % O ©© @l
= 44% S PRI N %
RVNAS! 0.01 mg/kg bw/day R%@fsf N Ngpwiday R O ¢ @
(AOEL) @ G N v,
DFR 0.689 pg “DT50 & Y 30%ays  wg @V R Y
a.s./cm? per kg Q @ é}a Q&% @ Q %
a.s./ha v & ) @ ((\& oy g °
Q @ O
RN S ISR

child

Bystander -  Spray drift (95th til kg by:ffia T Y X % ofRVNAS]
ystander pray drift ( percentile) mg/kg y N @ & o 00 c& @ %

: & &

Vapour (95th percentile) mg/kg b@(%y K @ N 6@\7 @\# R@l &?

(S

&

Surface deposits (95th percent@ mg/%bw/day 6 - @ Q A) of 6@AS1
9 Q<

%

Entry into treated crops (@th per&gtlle) mé@g Sy - @ % ORRVNASYY -%
bw/day % @ @ S &@Q @ @\% &
Bystander -  Spray drift (95th per ntlle) n@g bw/@/ @ (O @A) of F%NVAS1 & -%
e \% 95th % bw/d ‘g @ &= = % §VN \[r;éﬁ %
apour ( [;gcen i e)@%kg \)/ ay ® @ . -© ;\\x Q(O 0 ! @ -%
Surface de@m (95th ﬁ@?cenn@ﬁg/kg py/day @ §g - QY of RVNAS! %
Ly
Entry 11@ eate@ops (’%\hj perc@gﬂe) m&(kg N N - 9 &N % @W\!ASI -%
bw/da S W
F o S s <

©©©@%@A©m@

Resident - C%)ray drift {75th percehtile) @g/kg bv%ay 6\ @y 000836 %, % of RVNAS! 83.6%
child . A @y @ W
&@ Vapour (75th %@entile@g/kg bwltay - ©K @000;50@ % of RVNAS! 0.5%
Surface its (75 %ercen&) mg/k /day, 0.0010% % of RVNAS! 10.2%
deggiss 134 D N - |
Entry treat crops@ih pereegtile) mg/Kg 0.03%9 % of RVNAS 30.9%
bw/day @ @ @ N & @ @
@ ﬁ? & O o Q > :
@athwa mean /kg bwiday N N 0.00788 % of RVNAS 78.8%
Resident - ﬁpray drift (75th percentll@ﬂg/kg@’vaay . D 0.002 % of RVNAS! 20%
adult °,
Vapour (7&@scrcen%) mg/k%w/day & O\X)) 0.0000108 % of RVNAS! 0.108%
A Surface deposits @}’n per@me) mgﬁ%bw/d@ 0.000424 % of RVNAS' 4.24%
Entry&hto treated cro \\(75thq@ennleQ1g/kg 0.00172 % of RVNAS' 17.2%
byday % v @
< Al pathfays (mefd) mg/kgbw/day SO 0.00264 % of RVNAS! 26.4%
' RVNAS = R@grence Situe NorfAcutel ic active Substance = AOEL
2RVAAS %feren alue %utely t ctive Substance
$F
Q@ & K

&
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Table 49: Predicted systemic exposure to prothioconazole-desthio, refined, considers

measured actual dermal exposure from spray drift adjusted to BREAM2
default drift values and measured DFR data regarding entry into treate@mps@

as well as measured vapour concentrations & g§
Adul® <onile (97O
Outdoor, Downward spraying, Vehicle-mounted N @\ L
Application rate: 1 x 0.141 kg a.s./ha, 365 days interval, Minimum w@volume: 200(@/h§1 © 2
. v, N W N
. in % of Y Q. {% oKy Mefi @
Routes of exposure 75" centile AOEL! Wan centile OE@& g é
(mg/kg bw/day) (&glkg bw/day) @/kg bw/day) day)
(RVNAS) | & & @%RVI‘@S) Y &
) & > T N
Spray drift? @ﬁﬂ < 0.00044
(refined)* 0.000345 3.45 @ 0.00027@ . @%OO;%E)Q \@%3 %@ %%’
N L Y %, N
Vapour 0.0000108|  0G08 |  0.0080108 4> o@osox@:Q 0,502 C%’\%OOOS
(measured) NS P ﬁ& 02 ¢ °
. = - N S S 7
Surface deposits 0.000424 & ¥ 424> \o.oooi@ g%.oo&@ SW @74
(acc. to EFSA) @ N @, © ﬁ( D 18
. 2 o <O
Entry into treated crops R RS NI &
(moasurod DER) 000 A2 O m@oso@%@ kod ] 0.00247
Sum of all pathways: @ w\f@ fé? @U Q § @U ©©9 .
measured DFR ENTEERN S @ 0.0097 @ ) Q 0.00372
[mg/kg bw/day] v N @ & (1%0 0) & N &) (37.2%)
of AOEL (RVNAS) & ©) N2 AN Z)
I AOEL (RVNAS) of prothidgenazole-desthio: ®01 g bw/day QO %, N
2 Considered bodyweight:&(giult = @, chi)= 10 k) @ . S) & @
3 Exposure at 2-3 m distae o8 o N %\ © N

S
4 Considers measured al de@nal ex@re fi pray deift adjudred to @(EAMZ@fault (%ft values
5 Measured DFR = ()¢ ® . @

@\Kc&\g
@©©®%©©%@’@‘}©©©§@
v 9 S Ro
N @?’@’@%6©©@\@
&@ @\@ @%\@N\@
RN SN -
@%@%& S
o - SN
o N Y. o S @
©@©©\\ >
N ¥ 9o & & o
@@@"O%
R %@%@@\
N > o [
Q@%\%ﬁ‘&@@
SO SO L
& &g
S e
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Table 50: Bystander and resident exposure, prothioconazole-desthio, Cereals,
considering revised default spray drift values from BREAM?2
25°
Substance PTZ-Desthio Formulation = Application rate = Spray dilution = Vapour pressure@ @6
Soluble concentrates, 0.141 kg a.s. /ha 0.705 g a.s./l low volatile suggances 3
emulsifiable having a vap
concentrate, etc. @ pressure of 10 3P®
@r
Scenario Cereals, Outdoor, Downward spraying, Vehicle-mounted Buffer = Numbefof
2-3m % apgli@%ﬂs =§ 7@
o A
@& .y - N
V @ ﬁhcatl @ @
Q) ‘erval 5 days,, N
Percentage Dermal for Dermal for in use Oral = & InHalation = 2o 4 @
Absorption  product=-% dilution 100% @ % © R © @l
- 44% QY PRI N G
RVNAS! 0.01 mg/kg bw/day R%@fsf N Ngpwiday R O ¢ @
(AOEL) @ G N v,
DFR 0.689 pg “DT50 & Y 30%ays  wg @U RN Y
a.s./cm? per kg Q @ X Q&’& G 703
a.s./ha Z}a @Q ) @ ((\& ,@\}% g °
%
&ﬁ Ny ) S 1 < §@
Bystander -  Spray drift (95th percentile) mg/kg by N - % of RVNAS -%
child ORI NS o @Q INES
Vapour (95th percentile) mg/kg b@ﬁy K @ ?§9© 6@\7 @\# Rv@l &y %,

%

Surface deposits (95th percent@ mg/%bw/day 6 - @ Q A) of 6@Asl N,
9 Q< >

Entry into treated crop @th perteotile) mé@g 6@\ - @ Q % OQVNA%‘“)) & -%
bw/day S S Q\@ & o Q
Bystander -  Spray drift (95th per@s@ntlle) n@g bw/@/ @ KO @A) of F%NVAS1 9 -%
adult ‘g & AS B, <L A
Vapour (95th percentile) @kg bw, day @ -© % ORRVNASY -%
X © @ i S« o S
Surface de@m (95th ﬁ@?cenn@ﬁg/kg py/day @ §g QY of RVNAS! %
@
Entry 11@ eate@ops (’%\hj perc@gﬂe) m&(kg N N - 9 &N % @W\!ASI -%
bw/da@ \ & N S K\ N3 §y
o @ O YV KN o & & @
Resident - ray drift (75th perchtile) Bg/kg bwiday <N 0.000887 %X, % of RVNAS! 8.87%
child . & %, % (& v @ @
&@ Vapour (75th @&éemue@g/kg bwtay ©K @00050@ % of RVNAS! 0.5%
DO o
Surface its (75¢h percen mg/k /da 0.001 % of RVNAS! 10.2%
depQits ( T &a /g y;? ES @% 6 6
Entry treat crops@ih perc@ﬁlle) g/Kg 0.03%9 % of RVNAS! 30.9%
bw/day @ @ @ N & @ @
@ ﬁ? & O o Q > :
@athwa mean /kg bwiday N N 0.00372 % of RVNAS 37.32
Resident - =Spray drift (75th percentﬂ@ﬁg/kg@%ay . D 0.00345 % of RVNAS! 3.45%
adult °,
Vapour (7&@scrcen%) mg/k%w/day & R 0.0000108 % of RVNAS' 0.108%
A
A Surface deposits @}’n per@me) mgﬁ%bw/d@ 0.000424 % of RVNAS' 4.24%
EntrySinto treated cro w75th§@centlleQ1g/kg 0.00172 % of RVNAS! 17.2%
byday % v @
< Al pathfays (mefd) mg/kgbw/day SO 0.00197 % of RVNAS! 19.7%
' RVNAS = R@grence Situe NorfAcutel ic active Substance = AOEL
2RVAAS %feren alue %utely t ctive Substance
&S
FL T

&
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Table 51: Predicted systemic exposure to prothioconazole-desthio, refined, considers
measured actual dermal exposure from spray drift as determined and X
measured DFR data regarding entry into treated crops as well as measu@ﬂ @6

vapour concentrations R
p @\E o8
Adult? Q%ﬁldz &@ @@
Outdoor, Downward spraying, Vehicle-mounted N @
Application rate: 1 x 0.141 kg a.s./ha, 365 days interval, Minimum vy&%{ volume: ZO@L/l}a © v\g%
. Y N S, AN
. in % of | Mg . % o Gm | ©
Routes of exposure 75" centile AOEL! ng 75t§ ntile @AOE /kg 5&
(mg/kg bw/day) a (Mg bw/day) o D
(RVNAS) | pvdw & JARVNAS) N
3 =) R B < )
Spray drift 0.000345 | 3.45 I 0.00027 < 0.00 Q| ewr & 0060789
(refined) 9 > o N 1]
& S %, SRS
Vapour 0.0000108|  0D3 @0(%% £90003G2 ol 0502 Q%b\\'OOOOSO
(measured) a8 S Q O (ﬂ& o 2&°
. = - N N ANV
Surface deposits 0.000424 & 424> | 0000311 O.GQ%2 O w02 @0748
(acc. to EFSA) @ S @, O S SR 8
- ; S &
Entry into treated crops R £
(moasurod DER) 000 ar2 <o 00137 @\@ 0&@? Sk O 5 0.00247
Sum of all pathways: @ %@@ féj@ N g@@ Q& @U ©©y N
measured DFR ENTEERN © 0.0024 @° ¢ Q 0.00497
[mg/kg bw/day] v (21:4%) | & o (49.7%)
& (OIS S 9
of AOEL (RVNAS) & © NI < 5 ©
! AOEL (RVNAS) of prothicdenazole-desthio: 201 m@g bwiday QO %, N
2 Considered bodyweight:&(ﬂiult = @, chi)= 10 k) @ . S) & . @
3 Exposure at 2-3 m distae o8 o N © N S

S
4 Considers measured al de@nal ex@re fi Gy Spray deift ad'e@%ﬁd to B SA defz@t drift values
5 Measured DFR = ()¢ ® @
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Table 52: Bystander and resident exposure, prothioconazole-desthio, Cereals,
considering revised default spray drift values from BREAM?2
25°
Substance PTZ-Desthio Formulation = Application rate = Spray dilution = Vapour pressur @6
Soluble concentrates, 0.141 kg a.s. /ha 0.705 g a.s./l low volatile substances 3
emulsifiable having a vap
concentrate, etc. @ pressure of 10- 3P®
o
Scenario Cereals, Outdoor, Downward spraying, Vehicle-mounted Buffer = Numbe@f
2-3m %% apgli@ions =§ 7@
1N °
VCQ @} 6:@ﬂicati @Q
Q) jnterval 5 days,, N
Percentage Dermal for Dermal for in use Oral = & Inkalation = Ro Q ©)
Absorption  product=-% dilution 100% @ % O ©© @l
= 44% ) PRI N 4
RVNAS' 0.01 mg/kg bw/day R%@fsf N -mel@hwiday R O ¢ @
(AOEL) @ __° @ N xS X
DFR 0.689 pg “DT50 & Y 30%ays  wg @V R Y
a.s./em? per kg Q @ é}a Q&’& G g %
a.s./ha v & ) @ ((\& oy g °
Q @ O
RIENEENEN N Nl

child

Bystander -  Spray drift (95th til kg by:ffia T Y X % ofRVNAS]
ystander pray drift ( percentile) mg/kg y N @ & o 00 c& @ %

: & &

Vapour (95th percentile) mg/kg b@(%y K @ N 6@\7 @\# R@l &?

(S

&

Surface deposits (95th percent@ mg/%bw/day 6 - @ Q A) of 6@AS1
9 Q<

%

Entry into treated crop @th perteotile) mé@g 6@\ - @ Q % OQVNA%‘“)) & -%
bw/day S S @ & Q
¢ & o 2
Bystander -  Spray drift (95th per@s@ntlle) n@g bw/@/ @ (@4 @A) of F%NVAS1 9 -%
adult S @j PO § \é&
Vapour (95th percentile) @kg bw, day -© % OoFRVN -%
X n@ﬁ o “
Surface de S (95th percen g/kg @I/day Ao o of RVNAS -%
r@“ @ - N) @
Entry 11@ eate@ops (’%\hj perc@gﬂe) m&(kg N N - 9 &N % @W\!ASI -%
bwda;” TS N Sy W
N WSS AN
S @ O Y KN o & & @
Resident - ray drift é%th percdhtile) @/kg bwiday ° 0.000887 X, % of RVNAS' 8.87%
child . g % v @ W
& Vapour (75th %@entlle@g/kg bv@ay ©K tgboooso@ % of RVNAS' 0.5%
% Q
Surface ts (75¢h perce mg/k: /day, 0.001 % of RVNAS! 10.2%
degipiis (7 percenglly) me/ “@“ /4;%7 & 00010y |
Entry jptey’ treate} crops @h pergeptile) mg/Kg 0.03%9 % of RVNAS 30.9%
bw/day @ @ @ 05 @
@ @;@ & (O Q > :
A@)athwa mean@ kg bwiday N N 0.00497 % of RVNAS 49.7%
> o Q9 O
Resident - =Spray drift (75th percentﬂ@&ﬁg/kg@%ay . D v, 0.00345 % of RVNAS' 3.45%
adult 9 @ °
Vapour (75@crcen%) mg/k(%w/day L) 0.0000108 % of RVNAS' 0.108%
A
A Surface deposits @h per@me) mgMbw/d@ 0.000424 % of RVNAS' 4.24%
Entryhto treafed crg \\(75th§@centlle@g/kg 0.00172 % of RVNAS! 17.2%
b
r (O ﬁy @
< Al pathBays (mefd) mg/kgbw/day SO 0.00214 % of RVNAS' 21.4%
' RVNAS = R@grence Situe NorfAcutel ic active Substance = AOEL
2 RVAAS =ReferencéValue %utely t ctive Substance
e (O Q)%
@ @

desthiédonsidering measured data are presented in the following

S
Y & §
D%ilﬁ(@rding the refined evaluation regarding spray drift- and vapour exposure to prothioconazole-
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Spray drift exposure

Regarding dermal exposure to prothioconazole-desthio results from three crop and substance specific

drift studies are taken into account. The results reflect the use of standard nozzles withoug@ift &
reduction. Two of the studies have already been evaluated during the AIR process for Prothioc zolee§
In this context the UK (being the RMS at that time) indicated that the applicatipn parametegs,;did

fully match application parameters suggested by the EFSA guidance. Thergtpre, an addlt‘ional

tunnel experiment has been conducted. The study has been evaluated by the current RMS Foland
during the AIR process for Prothioconazole. Based on the results an aétment fact(@ of 1% wa@ﬁ@
applied to the drift data to cover application paramete € oposed by the EFSA g Ne @
study being conducted with the aim to reflect apphcatloarameters @ggested by th EF guvd@,nce S
has recently been finalised. As not being avallableét that time study wa ot pdty of AlR
process for Prothioconazole. Overall the results ﬁrm the re§ults %%tcalnedanh @e ﬁrsﬁ%tud@
Detailed summaries of the studies are presented @nect drift @Xpos@ studicd  ©

As indicated for this evaluation the tiered &oa pbed thlsmpnte)@§ 1s Boted that the
potential dermal exposure via spray drift in mL tson n@ed ifGhe stgdles w%s lower
than the default values proposed by the EFQ;A gpl@ncx@showgn tg 0 lo@ng tabiid @§

Table 53: Potential derm@@xpo&ﬁre fr&gn@ spr&dn&@nL@grso/r}@ Q

Person P@fgntlal@rmag\}(posmge fr&QQHeé@)ray ¢®’lft § %@2
pers R
78 perce@%ae ﬁ;%/ § S S m%@Q (&)\
speci & specific
EFSA default . C@ﬁﬁu e EFSA dofault o | s
Adult: 04p O |, y (RS 2 0.1130
Child: 0.327 7 @% 0.180 w\? Q 0.0636
% @” S

That is a reasonabl %sult glven%@at t%@FS@lue fer 0a tlet@ne aﬁﬁ@roach designed to cover
the various apph§ c@qdltl field Wheré® Wlte sﬁgdles @ use conditions typical for

fungicide appli¢@tion cereakcro are r ecte%ﬁ%we@r -»\‘\ i the tiered approach for the
first refinem derngal exp@ures;% Pro%wcon@sole £ prothioconazole-desthio determined
in the field tudles @’e adjﬁted the gher ault ft Vals praposed by the EFSA guidance. As
already mQ%ated these ﬂ@fau %lue re e ed a t ti %smg the BREAModel (Bystander
and Reﬁ@’ent Exposugg) Ass ent e&dekbas re€ontly been updated with independent
support by the H ‘%b Ch mical gula‘@ \mlon CRD)@She drift values to estimate subchronic
potential dermal &@oos as suggest d\by B AMﬁor %und boom spray applications when using

standard nozzle ed ifot 1 f&ﬁ%wm@able@
Table 54: @ @f’ot n mal %osué@ fropray drift [mL/person] proposed by

/@% B%EAM nc@%ﬁngj& chrg IC exposure

D
Person S % &goteng@ dermal exposure from spray drift
%o %, q @’ [mL/person|
S O @) 73“ pe@ntlle mean
Adult: @“ S D 992 0.185
Chﬂgﬁ\% N 0.183 0.133
N <
Hence, 1@ dd1 cal@@a‘u are presented which consider the drift data proposed by the more
recent Valure still higher than the values established in the field studies. This result

agal 1s re ab and ‘%an be attributed to the fact that the mentioned BREAM?2 values are

hel designed t@@over ground boom spray applications in the field from a worst case/general
perspe@ whereas the drift studies reflect a more specific application situation, i.e. fungicide
applicatfon to cereals. For more details about BREAM?2 please refer to:
https://www.ssau.co.uk/bream2-calculator.




Page 89 of 133

2021-03-22

Document MCP — Section 7: Toxicological studies

Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)

Given that with respect to spray drift exposure the measured data are most representative for the given
exposure scenario and taking furthermore into consideration that maximum application rates and
maximum in use concentrations relevant for BIX + FLU + PTZ EC 260 are well covered for tl@st S
refinement step the data for prothioconazole-desthio are taken into account as determined. Wil tha%
approach obviously the most realistic exposure estimates are provided. S @ S

Reasonably those refinements could be applied for Prothioconazole as Vx@ However, %s f% e
current evaluation it will not have a significant impact as far as the %erall outcm§ of riske,

assessment is concerned that step was not applied but cm@be followed,tip with if de¢med neg sar@a
AN
Concerning inhalation exposure to prothioconazole-dest% via sprayt the respe@gi%e ult vg%es &
proposed by EFSA and BREAM?2 (see Table 54) are&@pplied tog%@ with the whst ¢ asyé?ptio&©
s

of 100% conversion. Detailed summaries of th%@xposure st@ie %&ed far“the &reﬁnen@nts i@
0

presented in Spray drift revised N @ QR © 2 @
BN NN
' 9 VN w\g@’ @© ~ R
Detailed exposure calculations concernin® sp&af@ d @@ ex re @”7’«” thcon&ersion%Produgt
@t exp@sure 4x presernted inthe f@owi@ @

r
prothioconazole-desthio considering measx%emen
g\, \\ \\
@ N @

‘Z”\g o
Q < @ @Q @\a\ © é Q>
@ $ SN Q @ @
S Q" N BN <) SN &
F D Sa a8y §@ ~
& & .0 O 4 SIS, @
AR . & O
Q\@ @\a %@ % 6\ @? @ ?@5\9
& FEF s
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Spray drift revised
Table 55: Resident spray drift exposure, Prothioconazole-desthio, Cereals, consid og S
measured results for spray drift exposure but adjusted to the default dxift
1 d by EFSA
values proposed by @@ @7 o
Parameter Unit Adult Childo \&
Parametric mean Pa%metric @ean@ G
75t 54 ° 2 &
. @ R SO
percentile X (@ercentile ¢ o 2@ &@
Dermal exposure I @Q %@ N) NS
(prothioconazole-desthio (PTZ-desthio) measuredZdjusted to EXFSA default@rift vz%es)f@ @
Potential 23 & SN
derml Y > L Sa0.e &
EFSA default mL/person 047 & 9038 7 &7 [Y0.268™
measured mL/person 0.1522 =7 04430 O | 208220 0.0636 , -
; W O R ©
Adjustment 3.@% OS2y P 408 | % gj
factor o K @& S L;\ N &
Actual PTZ- Q N O
desthio mgfperson k& 0.0468 N @64\@’ §00@§ § 0.6172
measured L e ZERe PSS M il &
Actual PTZ- mg/person @ | 644 © @S 0.028 o | 00770 0.0487
desthio S @ S @ e @
v & & s %7
measured mg/kg@%w g 0.0@40 @ ©.00120 Q> 0.00772 & 0.00487
adjusted . 9 § o ] 8 &
Dermal o ) Q @U Q" «. [S)
N S . .
absorption /§ v %f@ @ < &\ © f\x QO
. N
Systemic N \@Cp < Q\Q} @ | @
dose by @}m%@bw 0.00108~ 0.000528¢° | ~0,00340 0.00214
dermal route © | O S @ N X %
Inhalation exposurg” =, 2 & 0
(EFSA default approach) w\f@ m% & © @ @9
i L N AN
ilcﬁzllle;[‘tlion ° @© ¥ © ° & . ©Q y GE®©
L A
(EFSA §@L/pea@}n S QQ@DI @»\7 &0.00 0.00022 0.00017
default) g9 Ao 0D
In use @ | .9 RS S
concentratioi m1© 0'7@%® e O
. N\ S = a4
Potentl.al % &‘) @ .9 ]
1nha1atl@j m%%)ersorQ .000@ N 0.000153 0.000374 0.000289
exposure Q& N
@ @)
N B SN I O
0.000003 0.000003 0.000037 0.000029
| o bwiday O &S
Inhalatlpn & %%“ 1 O(@
absorption A
Systemic@K & o Y
dose by Q@ %/kg %@ 0.000001 0.000001 0.000015 0.000012
inhalaxﬁon O SRS
T o [ o
Sys em(i?@ mg/kg bw 0.00106 0.000531 0.00343 0.00217
dose
%AO0OEL 0.01 11 53 34 22
mg/kg bw
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B

A
|BAYER

E

R

Considers maximum Prothioconazole in use concentration of 0.78 mg/mL and molecular adjustment factor of 0.9066

1):

D
@@@ @%&\ &@K@
3 @ n\@ 0\
@@\ Q\@ 7 @§
OQ@D\ @\\ % /. @@
@@ @@Q @&\ @@ 7 &\
\%@ Ve ’ I @@@ Lo
) \@ 2 \V@ $
£ o, T Uy, O Yy
72 “ U D S "4y
e & O @@ Y/
%) \% 70) ow\% (S)
Z4 Sy A ) $ iz
%%, 9, a4, D Y 40 ®
o d Qo O, Yy e
O Ny, P Wy T, By, O
& Qx@ e, 7 s %o O,
/8 Mw@@ % . s o @@\ K Yo, @w\& @@@
v By Mo,y T 4 Mo, e o 4
S 7, e % 7 s, s OQ@
&@% o@x@ @@ §© " P 240 @o@ @&@x
g &, g %, 4o W, Cry Yoy " g
S "2, T 77, Ty i e Ve 7
o  ap ys o w2, e T2
% ’ 1, % @@@ @@@\M Bngy 40,4, g
7o © 0, o g R, Y
@o\ % %% 0\% %, Do 0, %\&
Wy Py, %, Y%, Su 0 o g
W, o gy 0 Yy s, Y
$ 7 Os
Y/ o,



Page 92 of 133

2021-03-22

Document MCP — Section 7: Toxicological studies

Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)

With the following table detailed calculations concerning exposure to prothioconazole-desthio via
spray drift considered measured data but adjusted to the default drift values proposed by BREAM? are

presented. @ S
D @@
Table 56: Resident spray drift exposure, Prothioconazole-desthiog(ereals, cor@ri%
measured results for spray drift exposure but adjustg@o the default drifes
values proposed by BREAM?2 Q N
S - ©
Parameter Unit Adult ild N \VJ é\a
Parametric mg @arametric ¢,” @n @ | @
750 N e 2 & O
percentile @) & | percentil®) R 0O A
Dermal exposure =) N S A >
( ' exp } . . @%’ (gi@ Q. O & @§
prothioconazole-desthio measured adjusted REAM?2 default d¥ift y{g}ues)\\ . &
Potential & o N N w O %y
dermal ) v é}\’ Q§ %@j @§ o
BREAM2 0258 | @] (485 R 0.183» O] o483 @
default mL/person i\’ o \\ @ g% O S
measured mL/person ﬁ@ﬂz«k\ g 0.4\1\3’0 O 808222 ~0.0686
- FTEIJT IS o5 S
Adjustment S EACEEN TS R § 2P
factor Q. & y. S TS (S
Actual PTZ- @] " @ Q;@ @? @ S ©©
desthio mg/persgg@ °0.0466- 09364 @ e.0194 Q 0.0172
measured O Sl S a9 2
Actual PTZ- mg/person | 09772 & 0.0396 .| 0032 % 0.0360
desthio Dle & ¥ . 0O « @)
measured iﬁ M’ &> £0.00429 @ 0:000993"  £0.00432 0.00360
adjusted &) O AQ @
Dermal > O S N § @
absorption ©© A)@\ b f\4 @ S a§ i
Systemic V' |g> <~ [ L9 | & © 4
doseby & | mg/kgbw .2 @905 > |%0.009437 7| 0.0019 0.00158
dermalsroute O X NN
Inhalation exposul@%@ \V)) N ©©% %\U « §\
(BREAM2 defaulfapproach) & - SA
. @:\J % \* @
E‘(;fzgtlf"ln ® | ;@@@ r § Q@g oé??; S %Qoosss 0.000926 0.000721
(BREAM2 °Q I%@] N (§ N PN : :
default) NS & (@
In use ’ 9 Q| Z0Q
concent§§on @ mL Oj(;% L9
Potential EESHEN Q X
inhalation mg/p rso&Q @.OOO”@@ 0.000651 0.00157 0.00123
exposure & ) N R
~mg/k N
§§ @@*’bw/@l 5 000013 0.000011 0.000157 0.000123
Inhalatign” o Q)
absorption @ (@ § 100
Sy, ic ®w (K
dose by & mg/kg bw 0.000005 0.000005 0.000065 0.000051
-
inhalation
Total
. mg/kg bw 0.000583 0.000448 0.00206 0.0017
systemic
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dose
%AOEL 0.01 5.8 4.5 21 17\&& S

mg/kg bw Q) K
1):  Considers maximum Prothioconazole in use concentration of 0.78 mg/mL and molecular @ﬁstment factor, 6@0@06@
@ S8

N
With the following table detailed calculations concerning exposure to pr%ﬂ%oconazole (@§th$ SQ&{?
drift considered measured data as determined in the crop 48 substance épccific studyn\a}e pl&%nte N @
X © @

) & O O
Table 57: Resident spray drift exposure, Prothioconazéle-desthio, @@real@nm@m @
measured results for spray d@ exposure @t a%qsted g@lefiult drl@valgK
Parameter Unit Adu@J N . 9] child \U %@) Q@
amet@f n@ﬁ %\ @an@lc Jneant,
7 & & P T L
Qwrce@ﬂe @ K pereentileQ’| &° N
Actual PTZ-desthio mg/person "~ 0.0%66 00364, | @0194_ 0017
measured mgkgbw @ | 6:0077790 | 10.00607  L0.00494  A0.008572
Dermal absorption % o 2 < X & S S & .
Systemic dose by $ v N I -
oM mg/kg bW o 0000342, @00&@ h&%o% 0200076
. \“J N Y & @ D
Inhalation exposure N @ RN N o < é&

(EFSA default approach) *v

(«
Potential inhalation Q N Y L T
(EFSA default) ol pgrson € 0ls | £6.00009° [70.00022 | 0.00017

In use concentration v mg@i i 0.7050 e Q & N

Potential inhalatio R ) <

exposure §p ggg/per@n § 00?0}@ @@000@3 @-000374 | 0.000289
O A mg/ky bw@ay 20.000003 [~ 0.08003 <" 0.000037 | 0.000029

Inhalation ab@‘ptio;@ %Q T100e” O

Systemic dggse by v N
inhalatiga. @ng/i%%w & ﬁﬂﬂ?@ﬂ@? @0. 006&’1 0.000015 0.000012

S S O %
Total systemic dose, | mighgbw ¢ 0000345 @00027 0.000887 | 0.000789

& O
%AOEL §%.o@§‘;/@w @\% LS Q@ 2.3 8.9 7.9

@

SS =

1): Consi(k%s\n))laximu?n) ro co \}e in @oncé@atwn@ 78 mg/mL and molecular adjustment factor of 0.9066
& o5 95
S &
N AN

Vapour exposuré’ @ o Q <§
Refinement of thi€’ exposure cul s farsprothioconazole-desthio are conducted based on measured
vapour con tratm%s a mbst e and crop specific field study the concentration of
prothioco le- dg}hlo they@r in<@A 48 hours period was measured following the application of
PTZ+SP TB@C 4%5 1 aggate of 1 L/ha. A summary of the vapour study is presented in chapter
Vapo @E udy ~for Prothioconazole-desthio. It is noted that the application rate of
prot § con e study was 53 g a.s./ha and thus lower compared to the intended rate of BIX +
F EC 2 56 g a.s./ha. Thus, following a conservative approach values are corrected
accor for the hlgher application rate. As surrogate value for the resident exposure estimations
the 75"™percentile of the 24 hour time weighted average concentration of prothioconazole-desthio is
assumed, i.e. 16 ng/m°.

16 ng/m* * (156 g a.s./ha/ 53 g a.s./ha) = 47 ng/m* when adjusted to the higher application rate.
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Considering the relevant default breathing rates proposed by EFSA, exposure by vapour considering
measured vapour exposure is calculated as follows:

D
&4
& @ o
Systemic exposure [mg a.s./day] > S o\@
by
Vapour [mg a.s./day] = Air conc.[mg a.s./mﬂ*breat@ny rate [m3/gﬂ /kg]*boi% eig&%kg&
@ N @ @
where: Air conc. O.OOOOSXmg/m3 ) @© § éﬁ é
Breathing rate Child 1.07a*/day/kg (187 m¥/day/child10 kR~ © &
Adult g@@nwaawkg( 8 méiday/adlt 60%g) O
Body weight  Child g N L@ \© & &
Adult K60 kg & v\g\ %@7 O N R
S N A
Vapourchid (mg /day) = 0.000047 mg/m@)l.(ﬁ@da{@ﬁ% kgQ S Q @ @
=0.000562 mg\may@} &© &% \@ & o §
@ ~ o © %, Q
Vapouraau(mg /day) = 0.000047 gyg/m’ex 0. 23niday X360 ke 9 & @Q .
=0000640mg/ day > & © S S
° H & H L FD
Systemic exposure [mg a.s./]%@v/dayﬁ” < 3 K@ @Q o @ é&
RN .
Vapour [mgg. s./l«é&bw/a@y@] = @%ﬂour[@?g a.s.%day@od ) @eigl%@@kg]
~ AN @ ©§ gg} @Q% Q&% %o §
‘Zo\j o o
Vapourehild =@502@éa. ay é(b{@kg @Q §j\ @@ é& &\
= 8.0000502 m&%./k% widay " \@ & & @@

O NS N
SIS RS
Vapouragui =0.¢$064&mg s./day /60 kg @ @j@ o @
.2 =0.0000108 mg a.s./kg bw/
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Direct drift: Exposure studies - prothioconazole, prothioconazole-desthio (KCP 7.2.2.2)

From 2012 until 2020, Bayer conducted five studies with Prothioconazole-containing prorju& to &
determine the exposure of persons (adults and children) via direct drift.during groundboo
application. The studies were summarized in the following summary rep @

NS
N @ %&\ e
L w) ., 9O Q. 2
Comments of |Comment on study; acceptable ot; defici , correctigns, aceqQr
ZRMS: recent guidelines or not, used in &aluation or @y as addmo@ mf@ation@ N
o~ SIS
N & fry\\&” Q Q LN
Data Point: KCP 7.2.2.2/08 N Q . o« . O 9D
Report Author: [ ol @ R O ¢ @
Report Year: 2020 RN YR
Report Title: Bystander drift sty der{g}fyexp&ure t thi azole And its miain
metabolite, prothiocona %ﬁo usy@’stan and d¥ift reducing goyzles, ©
Report No: M-682712-03-8 . T O \ Y @
Document No: M—(582?l2{§3 Ny N L0 g Y Y S
Guideline(s) followed in None Q qu\ w\?@ N %@ é}y @ N Q
study: Q% & S @ ST & .
Deviations from current None s ’ RSN
test guideline: Q S 6 ®© &© O //\Q >
Previous evaluation: Ghot Yﬁ?louslyg\m]u@d © Q ~ @ N
%” N NS i S &@ & . Q
GLP/Officially o not agpticablesy” @ '@ Q N L9
recognised testing | 9 § S § @?
facilities: &\% % Q %\\@ Q & S}
Acceptability/Reliabilit®>” | @Wes & o O > O KNS
VO
&p $ SN Q @ @
S (O NTON N e 9 N
O S \ K\ S @ &

Introduction; § @\ 5 § %

The drift stud de@ed 1&9@15 rep@rt wgffe des@led tant by 1@@zans of passive dosimetry the
dermal and@lhalatlon exposur (@adul{%nd c@ﬁ bys@hdm@to prq@ﬁloconazolb (PTZ) and its main
metabo rothioconaggle- d§m (@Z-dcsthro) doring e apphication of PTZ-containing products.
The désign of Study %nd ed to mm@@ ondftions 1 d e majority of commercial cereal
growers i.e. reflecf \thc ﬁppllc@on % nda ozzles), test site, and other
experimental co 1nc lrﬂtﬁtudy\\y commund ns were made to alter the study design to

ensure that dlf@rent @mr@ond@@l v@w CO@ ere%,

9 ¢ o N S
One of thegonditions tested w e r)gggof n@%lc u@d for spraying; therefore, this report also
address@s aspect. Ay addifghal wind tygwel stutly (Study 6) was conducted to establish the
difference in drift reldyant bystander ex osurc@om a standard (Teejet XR110 03 VP) nozzle at 1.3
bar 9 km/h (uséd in Sé)ea, l@ld 3 a@ndard flat fan 110 03 nozzle (Hypro) at 3.0 bar (used

in Study 4). This was ret@%bte the ‘% ex I Renewal process of prothioconazole to compare
the drift results@om qth s EF@ s tier 1 default assumptions. In the wind tunnel study,
droplet :.ize@ I'lb ti easﬁred uging laser diffraction and spray drift was measured using wind

tunnel megasuremgiis. Tl@ e’:§ indi¢&e that a validation factor of 1.18 could be applied to values
from S s 1 @d 3 toth m equivalent to the values from Study 4. The request to make the
adjustment ldll in a r%cﬂ\ewal assessment report (to be published by EFSA). Of note, several
valu for @mal e Study 1 and 2 were corrected for prothioconazole-desthio field spike
re ver1 nce these fe marginally below 95%. Since the conditions of Studies 1, 3 and 4 were
51m11a@e values for dermal exposure using standard nozzles were pooled.
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Studies 2 and 5 used drift reduction nozzles; therefore, the resulting dermal exposure values were not
adjusted for the wind tunnel value. Of note, none of the values for dermal exposure in Studies 2 and 5

were corrected for field spike recoveries since these fell above 95%. Since the conditions of Studj . S
and 5 were similar, the values for dermal exposure using drift reduction nozzles were pooled. - >

For calculation of the summary statistics for PTZ, PTZ-desthio and total prot onazole-eqm@gale@
(sum of PTZ and PTZ-desthio), only exposure values for mannequins posi;tlgned 2 metersgrom
zero line were considered, based on the EFSA guidance (EFSA Journal 2& :12(10):3879). Thip %@
concludes that 2 meters represents a realistic worst-case didlance. Sumles comparh@ thegg%tent@@ @
(naked bystander) and actual (T-Shirt/shorts) dermal exp%ure of PTZQ d/or PTZ—@hio@ng %G
standard and drift reducing nozzles are shown in Tab—57 to Tal&l@AéO. é\a Q § q&©
'S ¢ @
According EFSA recommendations, the use of dgiPnozzles shquld resé? in a 50% r@%ctiogjin dri@
(EFSA Journal 2014;12(10):3874). Therefore, in study 2 and 02{91%»5 wet@used@at aréelassjfred to
have 50% drift reduction at the applied paramsgers. 7@% resulfs shown in @ble 7 to Table A-60
show that drift of PTZ and total PTZ equi\%e;nts gg? actéﬂy re@ed @61% to 75‘@19y @ drif_ °
reducing nozzles (Lechler IDKN 120-03).compated to tsing %n ard%ozzl@@fed et XR C(:'?J
HYPRO F110-03) QEIN o « &N & s

S &N & SO
In conclusion, data from the studieese Kd W@@%OO@O &@ct @ntial@md aﬁl exposure to
PTZ and total PTZ equivalents fré) stapdard drif@educ@ nozgbes. th, e d®fa@ demanstrated that
he drifi i 19 v &EF I %.
the drift reduction was 61% to@@ %o gl\tdﬂexcee@%d t SAw cor@ende alugys 5%@

S @
o S



E Page 97 of 133
BAYER) 2021-03-22
\,& ] E / Document MCP — Section 7: Toxicological studies
N Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)
O c @\6@ 5s©
Table 58: Overview of five bystander field studies conducted. < ﬁ&% < ©
2
| | £ 5
2015a 2015b W 2015 Wt al. 2020a ®) @uﬂe‘% af 2020b
Hereinafter referred to Study 1 Study 2 Stugy 3 «@ Study 4 @Q < K dy % S
Study ID P 666 12 1700 P 666 12 1701 P666 151700 o B666 19 1701 @\»@ P66<19-1702
Document ID M-510333-01-1 M-510345-01-1 S PM536854-02- 45 &\ M 6914@\01 1, % V69146091 -1
Study title Exposure of bystanders / Exposure of bysta \?/ Derinal ¢ o@re of ex%&u@ of < dlexposure of
residents to spiroxamine residents to spixdx %ystan rem@ tand side &anders / residents to
and prothioconazole from and proth1% zole fro@’ conazoi@ dits % prothlo@‘nazole an 1ts @rothioconazole and its
spray applications with spray gp atlonsg%h rﬁaln m “Q% te n@ohte @ﬁ | metabolite
PTZ+SPX EC 460 X EC 460 @c prot azo%— h10 \)rothiownazole-@o prothioconazole-desthio
(160+300) in cereals using &6 +300 cereal@@mg racto @ fro ctor mounted / @ﬁ °from tractor
standard spray nozzles @ drift r%ucmg s% nte | ited bo rayer, mounted/trailed boom
0@ S spr er w1th PTZ @Q Pequip ith stan@ird sprayers equipped with
@ @& ©@ 5 (75% )i 1n w ozzle vath drift reducing nozzles with
@@ ©\ O N ) e QPeerea i\ \ +PTZBC225 (75 + | BIX+PTZ EC 225 (75 +
" S @ S %@ @@ &@ 5\ S| 150) @%ereals 150) in cereals
Date sprayed May 2012 i @& Ml@y 12 ¢, @ RN M015 (\K . @( April 2019 April 2019
Report completion date | 10/02/2015 ,@\© @b\%/oz/ 045 &V N M¥T0/20 éﬁ < 2020 (draft) 2020 (draft)
“ @@ \} g
No of total replicates 18 (%@m and@%uldr%@@l\s (9 adulisand 9 e’@Jdren) @éo\‘(%o adyls +10 child) 20 (10 adult + 10 child) 20 (10 adult + 10 child)
) ¥
f)\% LV\\o ’&X@ ©
No of replicates at ZmK; \%(3 adults and 3 @@Eﬁen& ®3 adt&lt’&aﬁfa 3 cl*@ﬁren) ko% adults and 5 children) | 20 (10 adults + 10 20 (10 adults + 10
distance X O children) children)
A °© Ol & Q©
Crop winter ’@h%at lat B%H ﬁiﬁﬁ/ter l@ late B@ﬁ winter wheat late BBCH winter wheat BBCH 31-32, | winter wheat BBCH 31-32,
5@1§1ght 6(}&% @%t 60 C@ 56, height 60 cm height 30 cm height 30 cm
Average Wind speed @5 ?%Vko 3Jm/s m @%d at?2 Q@? m/,se&@easured at2m | 3.8 m/sec measured at2 m | 3.7-4.4 m/sec measured at | 2.8-3.5 m/sec measured at
the d aboe ground above the ground 2 m above the ground 2 m above the ground
W Q«@@‘Q W@ [
Boom w1dt} k& @\@@8 m @U m 18 m 36 m 36m
© Y

™

)
N J°
N\
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@§® <&
| | B . .
2015a 2015b 20@ - ! ol %)?50 - ul 2%@
Boom height above 1.1 m (0.5 m above canopy | 1.1 m (0.5 m above canopy | 1.1 m (0.5 m al@ve canopy | 1.05 m §0.75 m above .05 m (Q,75°m above
ground height of 0.6 m) height of 0.6 m) height of %&) (@ height of 0.3 gn)©© can%)@h ght of 0.3 m)
L@ Q
Boom height above 50 cm 50 cm 50 gm Q 75 cm (@
@ S
canopy Q 62 @X ey % @’&
Spray swath a single spray of 1 swath a single spray of 1 swat a sm@\pray %aths& a s1ngle ay of, < C@%mgle pkay of 2 swaths
covering 100 m x 28 m covering 100 m x %@ c&v rmg\l&‘l x 36 rﬁ co&e@ng 130\@ 72 m @ covw@ 30mx72m
Distances from zero line | 2,5 and 8 m 2,5and 8 g Q @{\\ 2 ag\&% . @ 4 @ m @ o\?& @ m
Test item Input EC 460 Input %&X%”o @ Bﬁan@@@ 225, O i @@PTZ 225 BIX+PTZ EC 225
Nozzle standard spray nozzles %@redum nozzle sta d spra \o@les ‘EFSAcsfandard n@\g .drift reducing nozzles
(TeeJet XR 110 03) « | (50%) Le@ er ID@@Q%— (Beele 03) ©\5> ( OF {\t@ 03 @%|°(50%) (Lechler IDKN 120-
O 03) & e o S o)
No. Nozzles 56 O 560° 360 @V @U 72 @3\3}, e 72
Nozzle pressure 1.5 bar @@M A\ O I.SOba@\ e, U ) 1.3 bar & ) @@barn N 3 bar
Driving speed 10 kmh & @@“” 10%km/h &Y O g°&n@l LN W&\% 12.2 kgvh 12.6 km/h
Area sprayed 0.28na o S10.28 1 R ] «@@0\36 ha O = X (@%’36 ha 0.936 ha
Spray volume 100 L/ha . oD ,»\49@ L/a_ & « § 1%@?% o> ©)| 114 L/ha 114 L/ha
Dose rate (a.s./ha) 200 g PTZ/ha@\ - Q) 200 @Q@fﬁ/ha (g\@ @@ 187:}5&%@%2/11&1 e 187.53 g PTZ/ha 187.5 g PTZ/ha
Dose rate (product/ha) 1.25 L/ha 9 <425 Lha_ © | 1.259Pha & 1.25 L/ha 1.25 L/ha

Spray concentration

jég)g@la/ 1%@%3 \%@@

200 g{}@? 1000%@1 2. 0&@

©87.5

&/ 100 L/ha =

187.5 g/ha / 114 L/ha

187.5 g/ha / 114 L/ha =

. /mL g @1@%@ . @ \5\ x\\1. g/mL 1.64 mg/mL 1.64 mg/mL
AN ° % O \\
@» @@% X@ < . l”\\,@ég
< \% Q < © Q@ O\Q\
AP A SR D
& e e S
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Table 59: Pooled values for potential dermal exposure (naked bystander) to
Prothioconazole and to prothioconazole-desthio of adults and children @o S
positioned 2 meters from the zero line. N §
S @é\
Statistical Potential /
istica otential exposure [mg/person] IS a @@
parameter o
Standard nozzles Drift\reducing n(@es @a@ b
Prothioconazole | prothioconazolet) Prothioc@ﬁizole pxg@?hiocfmazol@
desthio <~ 2 desthio < o
Adult | Child | Adult (ijlgld AdultO} Child igiidu@ @gﬁi d@@
Number of] o1a &
reliontes 18 18 18 |8 IR oy d8 s
Mean 0.1357 | 0.0790 | 0.0585 | 0.0290 |<0/0344| 00330 ;C0.0261"| 0:0149
© &G © ‘T
@ <
SD 0.0630 | 0.0450 0&265 %@7.016@ 0.@1 @.02%3 0@32 /@.01&?&4
Maxi 02500 | 0.2016 | 011332} 0.6823 | ©:1061 ) 0,0651 |20.0859 | 04399
aximum . . 013321 0.68 ! é W; 0. &
Empirical 75" Q ;
percentile 0.1725 | 0 1028@ 0.(%%5 . @030@@ O.@@S §@.030®%§ 0.6267 ,@0.0175
Empirical ~ 95" Q @ RS
percentile 0.2331 0.@%} %@9.08 00480 }@09@@© 0@21 3@(’).0(31?5\ 0.0395
Parametric  75™ S ATTIRY ]
percentile 0.1775 *”\0.10@%2 0@43@4 0.03(%@(7) O@@%% @)04@ %@87 0.0247
Parametric  95™ N ~ N >
D
percentile 0.259% %016@ %.1%®§ @82%@ b%ﬁ\(\)é&f? @ﬁﬂé 0.0859 | 0.0399
IS & o O & O
Table 60: ooled vall§ forual dﬁf posare (rep@ese@tﬁlg the lightly dressed
©© resident w aring%nl ‘s\horts{{i&n t-shijrt) tgpProthipconazole and to
Q higconaz -dest& of adults.and children pesitioned 2 meters from the
& ro lé? ge N g § ©@ @
Statisticag/’) R %" & Potenti 1 exp, e @person]
e N e S
{’@\ &\ Sta@ard @»ﬂeg\;\ AN Drift reducing nozzles
a @Q’ro%iocm@ole ﬁ)rot@@cona%le- & Prothioconazole | prothioconazole-
QY & U - des S desthio
Q ult ult® ult i ult i
@ T &dult 7 Chitd \dult-<|~ Child | Adult | Child | Adul Child
Number of] © %§ &°
replicatel®” 18, ©§1®8 4" w7 | 1y 13 13 13 13
Q
Mean_ @761§§ 0.0@ A@%)%:{t& \>0.0172 0.0248 | 0.0155 | 0.0165 | 0.0090
SD @%0.036@’ @61@\6.0&@ 0.0094 | 0.0210 | 0.0144 | 0.0147 | 0.0080
. @)
Max1mum<\97§h 0%@16@@611@? Q&O 33 | 0.0465 | 0.0780 | 0.0460 | 0.0575 | 0.0259
Empiricalx SUES S
percentil@ @%.09@ (@546 0.0441 | 0.0191 | 0.0309 | 0.0197 | 0.0180 | 0.0098
Empirical 95" @36 0.0845 | 0.0567 | 0.0290 | 0.0632 | 0.0445 | 0.0426 | 0.0237
percéntile @ | g S
i~ A&th
Pa%metn@ s 0.0968 | 0.0607 | 0.0466 | 0.0194 | 0.0330 | 0.0202 | 0.0193 | 0.0136
percen@@
Parametric  95™
. 0.1416 | 0.1100 | 0.0833 | 0.0465 | 0.0780 | 0.0460 | 0.0575 | 0.0259
percentile
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Values for standard nozzles are from studies 1, 3 and 4 and values for drift reduction nozzles are from
studies 2 and 5. Replicates and their assoc1ated statistical parameters are shown in the Appendix, @ @
Table Al.

All values in studies 1 and 3 were corrected with the validation factor of 1.18 déxjved from th@%n

@

tunnel experiments described in Section 8. N & @
Several values in Studies 1 and 2 were corrected for recovery based on the gt@(}i spike rechrle% o
9
Table 61: Potential dermal exposure to total (u othiocona &le equlvalen§ > N
(prothioconazole+ prothloconazo desthio) oults and ,( dre§os1tu\§%
2 meters from the zero line from studies 2 , in whic :\- rlft Q uc c&
nozzles were used. % @) @
(Values in bold indicate t@ ues that&re cm@@@ere@o est@mte @md@
exposure to prothioconazole-desthio vi@spraydrift
P P i esthio vid p\@d o {\@ . N
Statistical Standard nozzles wo @@ Q@j Igﬁ? red@ying %zzles S
parameter mg/person . ﬁ\%’nug@\“éon . > mg/perso ?@ mL@%&.@
Adult | Child @yd:if\ Wj@ld I og fld o Adult | Ghild
Number of Q ~
replicates 18 18 OF 8, Q 18§ >y 13® @3 ¢ 13
& LN
Mean 0.2002 O\L@) %@).1 13@5@ 0@37 @%06&%@ & 14 @Q 0.0378 0.0250
SD 0.0872 | “00621° 0.0464 Bo3n 9@54 > 0.0364° 0@%35 0.0228
@) 5
Maximum 0.3345 ¢ 0.2@ D179 0178 | 02000 0:2091 @0.1225 | 0.0665
& R

&
Empirical 75" %4 § @ S ‘%ﬂ AN
. 0.2461 63 0.1 708059 02653 .050@) 0.0398 0.0305
Ll | gHeg o Q] & ;

percentile

— ™ © T @ Q N
Empirical 95 £8336 0.1§ ~0:1688 @6 @0.1704 7| 1057 | 0.1039 | 0.0645
oS &

percentile

Parametric  75% ¢~ & y @ I
percentile o 0%\@9 @0.151& 2@6 %OS% @13 0.0726 0.0434 0.0443

Parametric  95% L 9D ©
. @345 0.2924 %0.177& 0@3 ¢ 0.20%:7 0.1091 0.1225 0.0665

percentile, 9 y

@ @@ %Q Q
> \@"\@&@@\@K&%
P UFT

o S & 5 &
Q’ S KUBEN SEEEN
@ O ¢ .0 © .0 @
Q © © SN N
S K& & O
3 S & W2
@’ 2 @@o%
N Q\ &@
> %@@Q@’Q@@
S @ﬂ&@\ O
@%
N Q
§Y§©%©@
> O o
s &
@9@@%
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Table 62: Dermal exposure to total prothioconazole equivalents (prothioconazole+
prothioconazole-desthio) of adults and children positioned 2 meters from the
zero line from studies 2 and 5, in which drift reduction nozzles were use@ @@

Standard nozzles Drift red%mg nozzles @ (g

S?g:::;l mg/person mL/person mg/person @V mU&e\vn%on &\@

ar r ¢
P Adult | Child | Adult | Child | Adult | Child | Adult @ud 9
2
Number of] ?&ﬁ i N
renticates 18 18 18 18 @ 13 < 13 %N 13@ @
7 ) @
Mean 0.1163 0.0637 0.0661 0. 0369 0. 0430(§ 0.0254 @025@@ 05@53 é
@ \»)

SD 0.0510 0.0355 0.0284 0@17 0.03@? 350230§ 0. 0228 @%14&%@
Maximum 0.1896 0.1623 0.1109 C%’OO% %4140 9 0.0%/%1% Q@%Z&@@ 0.%@

Empirical 75t

N

pereentile 0.1502 | 0.0794 | 0.091& %@?84 Q\gﬂs%% h@3()5& 00@09 00186
ng;ﬂ;f: 95" 01849 | 0.1103 gz\lﬁs G067 &%2&% 0.0§ 0.0672 0@&
E:;fﬁ:f:’ 75" 1 01586 | 0.0862 gi@ﬁ-ﬁgﬁ\ &@?07@ 0.0 @@351@ o_@@\g ) 0214
E:ﬁfﬁ:' 95% | 0.1896 016@ 01@%9 0.0%6\7 O@\&ﬁ.lf@@\jo_ ﬁg%&f 0.0439

D @7 © )
The following studies were us"@m tl'ifs, rep% O @Q % & é

Comments of ZRMS: ent st@ ﬁt&b@ or §t; dc&%ncm@ tlons according to|

recent m&s or og\or only%s a jional information

Q @’ v wO @
@ § @ @Q ﬁ@ Q @y
Data Point: N JKCP@Z 2.2/07 '~ Y @
Report Author, © S S § =
Report Year: & o5 [ 2075 9 o O @
Report Title® Exp R of tand@\,/ resid@ts tqsspiroxapiine and prothioconazole from spray
D < appiteationg®ith Input in cEreals aing steﬁ@dard spray nozzles

Report Ne? @ MRA4075° o> L O %

Document No:

S [ASIGB0ID =S W S

Guideline(s) 10110@? N OEC uid %e Dodiéent fo? the @nduct of Studies of Occupational Exposure to

study:

@ O 9@997-
Q © @ui t for@} pr@@ctm@@\/lcthods for field measurement of spray drift, ISO
) 2866,3005Fy ., 9D

Pestivides &%hng Qgrlcullﬁ@al A&@a‘uon Series on Testing and Assessment No.

Deviatiu@rom curreng@ Nm@ e @ ©\

test guideline:

Q N

Prcb@}is evaluation: @3 11%%6\’10@6! e\?ated

GLP/Officially,, &

A gﬁj con{y@ted ur@r GLP/Officially recognised testing facilities

recognised teg{ing
facilities: Q ) ©@
Acccptab@yme@’mhty ({4 YesY
N % Q
X
S & § s
¢ &£

&
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Data Point: KCP 7.2.2.2/06
Report Author: I
Report Year: 2015 Q°
Report Title: Exposure of bystanders / residents to spiroxamine and prothioconazole from\%ray
application with Input in cereals using drift reducing spramozzles
Report No: MR-14/076 N &@ O
Document No: M-510345-01-1 3 -
Guideline(s) followed in Special designed study in accordance with the Guldaa%e Document @’the
study: Conduct of Studies of Occupationg Exposure to ,*v @ S
' <
Pesticides During Agricultural A@atlon Serl®n Testing a@ss@m nt Ng).
9, OECD/GD(97)148 Q é\”
Equipment for crop protectlo@ Methods for@@ld measurer@t of s@y dr@
ISO 22866:2005(E) o & & P @
Deviations from current None N @ R ) & @
test guideline: & \)]@’ S %@J h\ . O
Previous evaluation: No, not previously eyatuate - S
@u (@ é\a m@% b@ © $ @% &_°
GLP/Officially Yes, conducted &gﬁﬁr GQQ/’Off iafly g(ﬁnise%tesnr@mhtws S @
recognised testing & N &Y. X §
facilities: RIS O &
: a° & %, & N S
Acceptability/Reliability: | Yes &© Ué SRS @x@ § &0 e
R
Ry o D § o & &
@ R @ @ f\& 6 @ Q
Data Point: KCEY.2.2205 AL ‘o & Q> S
Report Author: L o’ G
Report Year: opls © o N S 7
Report Title: Am ment no. 1 to re@t of y ID: P-666345-17 Dermal exposure of
X by es1den to @h azole 1tsQa1n metabolite prothioconazole-
S io f@m trac@r mo ed/t@led boom spra§@rs with,Aviator XPRO EC 225 in
@ %ereabls N g @
Report No: N ~P666151700 :\ @J RS
Document No:x © O] M53665492-1 PO
Guideline(s) fok\fi)’())wed@ Q}fCD Guldancéﬁocpr@nt fordhe Co@uet of@tudles of Occupational Exposure
study: O\@g) 0 ]@ (g @,
PestiCtdes ng Agricultiial A atiop\Series on Testing and Assessment No.
AS O @© Pedl g Agricultita @fﬁ% S g
Q\) «E%uipr@ﬂ for (@p pm@%tlon@&l\/letho& for field measurement of spray drift,
_ Ff ISO 22366: %%(E) v = @h
Deviations from cufrent No °
test guideline;, @ . ) @ 9 ©\ S v
Previous evaluition: @ rev10@y eva@ated <
%
GLP/Of@%Hy o\@@ Ye@:onduc\f/d un@r GOfﬁ01a11y recognised testing facilities
: . ©
reco msed testing % @ @ °
facikiti®s A N Q X
Acceptablhty/RelLaplhty gYe% © s &U
< an N
@ Q% § @;\9 ©@
¢ & O
AN % S
{N @@ N N
& & T e
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Data Point: KCP 7.2.2.2/04
Report Author:
Report Year: 2020 Q°
Report Title: Dermal exposure of Bystanders/residents to prothioconazole and its metab ife>
prothioconazole-desthio from tractor mounted/trailed boongsprayers equi@
with standard spray nozzles with BIX+PTZ EC 225 (75 0) in cerealg @
Report No: P 666 19 1701 (53 .
Document No: M-691458-01-1 a_X &
Guideline(s) followed in | Guidance Document for the Condygt of Studies of, Becupational Exposu Pe\? &
study: Pesticides During Agricultural A&catlon Seriggon Testing aI@Ass@ment No-
9, OECD/GD (97)148 @ é\a
and % Q Q
Equipment for crop protecﬁ% Methods f@ﬁeld@neasur@ent oispray diift, &@
ISO 22866:2005(E) 0 \ Q@
Deviations from current None o & °\ . %
test guideline: f\g\% On@ N &% /@@J 6 S e
Previous evaluation: No, not previously, evalua&@ @) [\((@j > U@ $ bﬁ & °
GLP/Officially Yes, conducted &gﬁﬁr G% Ofﬁ&\éﬁy %o 1se%testlr@c1ht1es QQ'N @
recognised testing &Y. X §
facilities: RIS O &
: o % % L & O
Acceptability/Reliability: | Yes oY & & X o & & & o
S o N .
&© S (OEEN
A O S)
Data Point: @% 4 Q)
Report Author: Nz
Report Year: N S 7
Report Title: Dermdy] exposure of ta /Re nts to ﬁi’othl%gonaz and its metabolite
X pr@?oco e(r%’ble de d@\ trae{or mo iled boqursprayers equipped
A@DQ drifGreducif@ noz w1th$>IX+PT ]‘% (75 ‘%ls 150) in cereals
Report No: @ %B 666 11702
Document No: @, “M-691%60-01-1 °\ @ @ '@
Guideline(s) fi u oved @} G idance 1&6@’ for the ‘Conglyct of @dles o?\l”)ccupational Exposure to
study: s&gstlc s During Agmc@tural Applicafion, S&I@S on Testing and Assessment No.
. 9, ORCH/GDAY7) 1485 @ @
& S angS SRS |
A . @ ment for cr@j)rolec@on ﬁ%thod&@r field measurement of spray drift,
G| 150 D208 e
Deviations from cg@@m - Non w\f@ © @
test guideline: D @’ . NN
Previous evalyd@bon: ~ | N§mot previouglydvalyated @
GLP/Officially é")és @ducte@@nder @P/O@ially recognised testing facilities
recognise ting ) @ % %
facilitie © Q @ ~
Acceptablhty/RehablP}@ ﬁg % @ N
N > @\ R §
@
In add1t10n§follo%‘ﬁ @ @ tud%was used to derive a validation factor:
Q &
& &S
&S E
-
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Data Point: KCP 7.2.2.2/02
Report Author: |
Report Year: 2018 QDS
Report Title: Comparison of drift potential for two nozzle/pressure/forward speed combila@%}ons @@
Report No: M-642728-01-1 S Q
Document No: M-642728-01-1 Q\VJ g\w (@
Guideline(s) followed in | None o °
study: @Q $ 2
Deviations from current None w7 ~ e S
test guideline: v® Q@ ey ®\ @Q &@
Previous evaluation: No, not previously evaluated @ Q\J N ©)
GLP/Officially No, not conducted under GER/Officially recegnisgd testingfacilities
recognised testing N @% %@ & © @}
facilities: AR IR
Acceptability/Reliability: | Yes N @V é Q@;%f §\ —
T ¢ S @ .
RS S )
SRR 5 S O
o O @ . SN & S
TSNSy &g °
SR y O &S s
R > & .9 .o o
o 9 S
o & TS S U
v & 0 ©
N © N @ S 2
e QO N O Q Q
~ % 9 § @ S e R N
v 9 O ¥ .0 & )
FTE e S e ¢
@ $ SIS @© @ @
S QO NN e SN
F Ve LS8 s
D & 0 9O «¥ N O @
TN g S S
2 N A SIRS @ ©
- o & & & N
A \@ \Q o \@ o \©
>y O Q
§ RN > & >
o O ¢ .09 o O @
QOO O N O D
¥ K &2 o
=) N @% W2 %
@’ NS ISEREN
S N A9
@ D
. S N
N (g @\ R Q
@" N >
S N
@Q < O ©@
S &
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Vapour: Exposure study for Prothioconazole-desthio (KCP 7.2.2.2)

The vapour exposure study was conducted under GLP by Bayer AG Crop Science division in .

Germany. The study was designed to cover use parameters which are relevant for ground boom s o

applications in the field. The study design was similar to those studies, which served as the bas s%to set§

the currently used EFSA default values (1pg/m?® for low volatile compounds (Sighers et al. 2 ]@

pg/m? for moderate volatile compounds (Californian department of Pestlmde@ulatlon 2062)*. @

The minimum water rate of 150 L/ha was applied. Q A

A summ f is i % S SO
ary of the study is provided below. % N 9«

© o S > O“Q @

@4

Comments of ZRMS: [Comment on study; acceptable of not; defici€ucies, corre@))ns §o to ©&
recent guidelines or not, used ;é%evaluatlon qg@nly as addjfienal iformag &

XN Q o & & (@) &@
¥ @ R .9 o @
Reference: KCP 7.2.2.2/08 N O > Wy ® RN
Title: Inhalation exposure @%yst&@ersﬁr@&@én‘rs spi % inestgbuconazole %ﬁ
prothioconazole-dgsthio vitwapo llo trac mountedf cl bo prf
application of PEZWSPXt+ TBZ EC 425in cérealy @ R Y
Report:
Authority registration No:
Guideline(s): Gu1dance$cun@ for \Condgy\\t of. 1:§cuu®mnal®posu@ to
Pesticid unng 1<%Jlnualépphc&®n S ting As%%sment No.
9, OECD/ IS Q
Equipment-for cm@wotecu@’ MQhods @eld@easum nt (épray drift, ISO
22866:2Q05(E) ¢ - N &)
Deviations: Bpne © N @ ¥ QS 9
GLP/GEP: “Yyes KEIRNEESEES v X
Acceptability: %, @v@w N@)) O &6 o § @ o D
Duplication ’ X ~ AN
(if vertebrate study): < § W@@ N @Q @ © &

N () ° Z @
O § > @
L. Material an®met o K @’ & § e
This report summargges th&,resu%; ot fi e% testlf@ co cted@l G any to determine the inhalation

exposure, & bystandexgggreslde@ vap to s m)@mne PX), tebuconazole (TBZ) and

prothu@azole -dest (PT esthi whlgh is %‘g etal@hte of prothioconazole (PTZ) during
a period of 48 rs SRE&YII’I WLQ er ba rley eld with PTZ+SPX+TBZ EC 425.
PTZ+SPX+TBZ § ul 51 1aﬁe concentrate comprising the active
ingredients PTZ @ (14 ). The spray application was performed
with a commeggial figld cr boo@ spra@r wn@ 6 nfoboom width. PTZ+SPX+TBZ EC 425 was
applied with®he lab&! speilic r&\of 1 ina}y3 g a.s./ha PTZ, 224 g a.s./ha SPX and 148 g

a.s’/ha PT%usmg stand §nozﬁe (T et X®110-04). Water from local sources was used to
far

make u@e spray mjxtare. AQvater vo um@t 15Q '/ha was applied.

Spray application @ %-FSP TB%}EC A5 was performed in inhomogeneous winter barley
(BBCH 60 - 75, Teigh LPEQ grov@ ercial agricultural land around Bayer AG, Crop
Science Division’s head D@)?SE) nheim, Alfred-Nobel-Str. 50, Germany. A 0.72 ha field
was selected that w %su ded@y \%etatlon free area of at least three meters on which the
sa.mphng e meﬁg 1t10ne

@

@Qv

3 Slebﬁ Binner R and Wittich KP, 2003. Investigation on downwind short-range transport of pesticides
after a tion in agricultural crops. Chemosphere, 51, 397-407.

* Californian Department of Pesticide regulation, Toxic Air Contaminant Program Monitoring Reports 2002.
Available at http://www.cdpr.ca.gov/docs/emon/pubs/tac/tacstdys.htm
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In total 12 air sampling pumps equipped with XAD tubes were positioned at 2 m distances to the field
border in regular distances around the treated field. The XAD tubes were fixed at suitable stands in a

height of 50 cm above the canopy and connected with the pumps via flexible tubes. The study ogn S
was similar to those studies, which served as the basis to set the currently used EFSA defaule%alues@@

An illustration of the study design is presented in the following figure: S

&
- 0 O N S

- SN %y
@ N AG
Y8 ¢

A
é f:e crn: M @
- . Al égmmn 2)

- - RS & H
| R @ Q © 2
RN

> B
“““‘L

, , o & 9D o &
Figure Al: Study d@@gn\ @ @j@ @ @Q ©© é
The pumps were started afigr the@rayn@o @wld v@s ﬁnlshed@ exf ure@ direct drift of the
spray was not expected drymo (appro 20$nut fter %ymg %,

The air sampling wassperfor $ ovép a pe@d @ heut ray eye @ periodically. During
the sampling perigg-the a 1n @um@ wer eplace at @ach §amphng event to avoid
interruption of m uren@n atteriess 1log the spra @egvent the XAD tubes were
changed after 2 ourﬁg}6 l%gl;lrs 241\ ourk%Z hous, 40-8ours, 48 hours. The flow rate of the
pumps (1 L/ te)ewas cligeked @ eng‘é@ %&p andor tub@g was changed. If necessary the

flow,

pumps were re-calibpated tosthe fequire

In paralleﬁ@e study pewggnnel?ﬁ)rtl'f;@ets o@mex ose sa @g tubes with known quantities of

TBZ, tiinetabolite —de 10 a PX. The wefd connected to the air sampling pump

running under amb ‘@{}t copditions for Sé%urs “All fi ld rec&%ry samples were placed in a location

free from possiblexyontaminati SSCAt the end @ﬁhe exposuge monitoring the samples were treated and

processed as de€@ribe &est @mple?s@ All@ampl ere stored at approx. — 20° C prior to

extraction and@nalysfS) O @j

Residues of@B @hlomd S We@XXtr@ed from samples using LC/MS/MS detection
rn 4 +

system. oxamine was detme s the%um QIHts separately quantified isomers A + B and its

potentiaf~dxidation PEQ FHict S@oxamlne—N@ﬂde N

The %mlt of Quanﬁ’@catl (LO for 1du @f TBZ, PTZ desthio and SPX were 0.01 pg/m® (for

Spitexamine: sum 0 of A @§ ers <@ﬂ S xamlne -N-oxide).

The amount of @mdues 0 ea@ XAB, tube is used to calculate the average concentration of the

substance 1§e air, @rlg ng@%urz%g period of a XAD tube and cumulative for each sampling

osition o e whole trial.
P M S R SRS
@ @Q SN
IL. Findings @
F 1el fecove ~" Wh@ Werg, set up during the study showed that the residues of PTZ-desthio and TBZ
table; he f%8an @overy was 89% for PTZ-desthio with a RSD of 9.2%. The mean recovery

r@s 93% with a relative standard deviation of 8.4%

The n recovery from the matrices fortified in the field for SPX (A and B isomers, and
Spiroxamine-N-oxide) was lower: 55% for SPX A-isomer with a RSD of 9.8%, 51% for SPX B-
isomer with a RSD of 11%, and 14% for SPX N-oxide after spiking with spiroxamine with a RSD of

i
N
g@f

@
S
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24.7%. The measured residues for the SPX (sum of A and B isomers, and Spiroxamine-N-oxide) were
therefore corrected for a recovery rate of 65%.

The measured residues at the sampling positions are presented in the tables below. @o @@
N
Table 63: Residues of spiroxamine (SPX) in XAD tubes (sum of 3,and B iso@, a (i@j
Spiroxamine-N-oxide corrected for molar ratio) in r%@.s./XAD tuhe, re&
are corrected for field recovery 65% Q N
| — & S
Time Samplin | 1o 5 5 /XAD tube &) (\9 NN (5\\”
g @ (2] %]
ol ) [ Vo8 f8 e s
PPLAAL 1 2 3 4 5 5 6 297 8 o Qo Sl 12
2 2 72 720 919 720 306 1563 %60@46 2@& 512@Q 2884 3049 2832
*
8 6 15.29 Z.2O 8.89 720 2 . 720@ 72& 12@3 N 37 %L@I) @@.66 41.66
58.1 o &N
16 8 2690 77 66.15 %6 4 «& 61 @@’o 75 @’57@ 3329 44.53 4966
@

24 8 720 720 16.52 w\z%o \@20 N 72%% @ 1417 7@&.55 8.94
32 8 7.20 7.20 7.20 72@\\ 72@ 11432 7@ %N 98 &F.20 &7.20© 11.75 11.03
X N
40 8 7.20 ;3'7 19§ ]%89 Q%1 @97 . 155313 33@2 1842 1616 15.19

N
48 8 7.20 720 %o @7 20@ 720@ 7@ 7,50 7@% %7 <320 720 720
Y
* air sampling pump was not mﬁ@lg at ﬂ&e tm%pf samp@flg, diisplay S@Q/ed %) run tn§ ©
** air sampling pump was n%runm@t theé%e of®nphn@’dlsplay sho@l mn&%)e of %7 minutes
% @ @
5 g )
Table 64: Rﬁmdu@’ of @ucon@zole \- Z) XAD@lbe@i ng QE’./XAD tube
. Sampli@f;@ SUXABbe %o @ f@ F
ime g J\
after dur@h & @ Y\g& @ § r\g
appl.[h] |[h] § w 3 . B @@ 10 112
2 102 24@9 24& 2@24(@ 2.40 <§@ 2@240 2.40 240 240 240
g AJe 40 20 24 240 240 240%* 240 240
16 8 >§40 &3 40 %2 40 240 %§40 %2 40 @40 240 240 240 2.40 240
24 8 @ 24@ 2@240 24Qy 240 240 240 240 240 240
9
32 8 @ @@6 %O 240 240 240 240 240 2.40
40 8Q @40 40 N2.40 2. 40@ 240 »2.40 240 240 240 2.40 2.40 240
48 240©2 4§ 24@2 40572400 2.40 240 240 240 2.40 2.40 240

* air sanﬁg pump @not rur%ng\t the t1Q§f sa@hng, display showed no run time
ok &{%amphng pump-was @ n @jat tléfme ‘@samphng, display showed run time of 247 minutes
<

> &
&@ %%g Q@) Q
Y
T & O
N &
g\f (O @v\g
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Table 65: Residues of prothioconazole-desthio (PTZ-desthio) in XAD tubes ng
a.s./XAD tube
°
Time Sampling | 1o 5 s /XAD tube : N @U
after duration @ s
appL[h] | [h] ] 2 3 4 5 6 7 8 9.0 10 @” &2
2 2 2.40 240 240 240 240 240 240 6.16 @1 5.77 K746 £9.18
8 6 754 240% 240 240 240 240 240 2403 7.22 § 1@0
16 8 2.40 240 240 240 2.40 @ 2.40 2@9 2.40 %@9
24 8 240 743  9.08 240 590 65 2.40 10.70 @@76 \11@%@11%
32 8 2.40 487 240 240 246, 240 240 @40 2.406\9 2.4 %%@
40 8 2.40 240 240 240 Y v) 2.40 %)o 2.40 2@0
48 8 240 240 240 240@@’61 2.40 &40 7@1 @40 @2 40,@ @2 40
* air sampling pump was not running at the time &amp@ di @sh Q&e’d no ~ t1m® ~
** air sampling pump was not running at the t1m samp ng, @play‘hwe tlme@’f 24 Rt 1n1@
< S & o
Time weighted average concentration the@? of @1roxam1ne uc ﬁazole@ﬁd Préthiocgmazole-
desthio were calculated for a 24 rs %rlod 1ng nsidering the
cumulative residue levels at each sa@phn@ocati&n for fhe resg ep %
&) S
Table 66: Cumulaégfe reSidues @f oxar@% @X), @bu@azoﬂ% (TBZ) and
prothiecc azol\desﬁﬁm (PT dest%lo) E‘t 24 Gours_and 48%ours sampling
perlo(% LS @ @ @ \@ &)
. @ %(\
Tfltme Sample position (m\% c A @@ (§ & N §
arter C4 N °\ °\ <
appl. [h] | 1 @ T s & 2§ N S o »
N7 %
Sp1rox ine n s/sa@’ﬁngpgsmo% @ @@ N @D
565 @ \1007& 52@ \ A §9 @.7 1402 128.5
24 @ %\46 69.60 3 77.02 3 9
78 “57. 1?842 %82 12 6.9@@’12.8 ©184%@ 197.6 109.5 1753 162.0
48 b\s 4 @ 3% 9 3 4 0
&% Tebuconazo@ sampf@g position o @Q Q Q
24 9.60 ééo %0 @\60 ©9.60 2960  9.60 960 960  9.60
168 Q\@» S @
48 %}6 80{%168 0 @’16&(?)&’ 16;@9 1680 16.80 16.80 16.80 16.80 16.80
Poco@zole glgs%hlo %mnphs osm‘a\n f
47
24 @ 14. 63@216 2&@96@131 13%9 9.60 21.06 28.53 19.53 4096 36.38
21.9 &8 ©\
48 4 2@% ég&z,tg 2@ 1 Q05 16.80 2826 40.84 26.73 57.86 50.36
N (g @\ @Q &©
N N
2 A N
RS
@ < Q & ©@
& &S
& S
cL T
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Table 67: Average concentration of spiroxamine (sum of A and B isomers, and
Spiroxamine-N-oxide corrected for molar ratio) in the air at each sampling
position in a 24 hours period and a 48 hours period after the applicatio-@
time weighted average o
| ( g ge) < S @
Time m? air Sample position N g\@ A@
:It;tglr (cumula v Q> @
m | ™ 1 2 3 4 s 6 7 g o) 1.9 19 1]
Spiroxam@gﬁ)ng a.s./m? ai@ é}’ @} @
24 1.44 | 39.29 55.34 69.97 36.78 63.55 61.@ 4833 9 99.81 30\59@49 ‘ .38 .30 é
48 | 2.88 | 27.14 37.44 46.62 27.17 4358 4498 39.18 &4.07 68.64, O38. 03 60.88 56

T@@nazole ngsa.s./m? a@@ R @ ) @

24 | 144 | 667 667 667 667 667 661 667 687 B87 667 - 6.67 L 6.67
48 | 2.88 | 583 583 583 583 580 58 583 5583 @583@: 583 583 5.83
)
@pthig)c@iazo@qesthlo a.st3 ard O (g@j @&
24 | 144 1024 10.16 1131 6675 0.10% 0.3 6@ @3 49381 @356%284@526
48 | 2.88 | 7.62 844 8.15 5@ §§Sd A3 (383 5981 @?}141(@@92@@ 20.09 17.49
: S

AN

II1. Conclusions: R o © @ § @) @@ @ \
. @ % @ . . % $ @ O )

For a bystander and remde 1sk -agses §m tln@ weighted @% conce’ atlcé of the active

substances are considered. f&n ex@sure atloxgof 24-hours 4s assunted. Thus, consideration of the
average concentration de@rmm@ for e f «\ 24 hours follow?% n@ph t@%n of the product

represents conservative a}pro to estlrnat p ents and b%tand@ to vapour following
§b

the application of a pfaat pr@@tlo oduc pe@entll@ nd %th pergeritiles of the calculated
time weighted ave@ge concentns@ ap léfor 1@6 estinfation Of sub-chronic and acute

exposure, respectively. @D
< & @ <&
Q ©\ 0 S @ & A
© @ -~ Spiroxam\w?ne s | Muco@zole@ | Prothioconazole-desthio
& agas/miar Y g @

75" percentile G 9023 L6678 A 15.92
95™ percentile T 79848 8T T ]6.67 26.70
Defaults accordi@@ta >
—olyy &0 N A@00(0@ 1000

@ O © o O @
Accordingly,@oncef%ﬁng sid ents@a prathioconazole-desthio vapour a vapour
concent@n of 16 ng/éjn 18 c@ @‘ b é@perc&@hle value of 15.92 ng/m? rounded to the upper
end). . S

N
% S A S
RN <
v &©
e N
& >
& & &
N
S
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CP7.23 Worker exposure

CP 7.2.3.1 Estimation of worker exposure @ ©©

A summary of the exposure models used for the estimation of worker exposu@@mh defaul @’FR §
pg/cm?) to the active substance(s) after entry into a previously treated area 6% handling crop t
with BIX+FLU+PTZ EC 260 (65+65+130) is presented in the followmg%gble Detall cal@tlon%

are presented in the following tables. N
VC@ Q@ @é}g Q\ v\g@@ &@

Table 68: Exposure models for intended uses § QO § @Q m@
Critical use(s) 1.2 L /kg product/ha for@%reals Q &’ [ﬁ& & © &@
Model Guidance on the assess?@ejnt of exp ge of\gpem g?lde ana’

bystanders in risk &Qessme@Q for plant %wotectmﬂ pr cts *EFSA %umal

2014;12(10):3874 O O & > U @ N

N2 @
O Q

A
The following table shows the crop g@ups @h th@ respg@ive@ﬁnsfé&%efﬁ@énts@ @) a§ task
duration relevant for the estimation gbwo Ker exp§u r th ten@ l§£ BI LU+®1’Z EC
260 (65+65+130). Worker eXposur 1@ forpall inte ded@ses% Eg iven G Part B,
Section 0 are covered by that. Q % © @ S < \%

©) Q
Here again it has to be meed @t after@Jfohszﬂspr @ﬁppl@@ﬁon o@protﬁ?cox@zole containing
products diluted prothiocona%®ole can deg ¢ to 0th1 onazoleg-de on plant surfaces, clothing or
skin. Accordingly, althougb protlioco §4 io0 is not part of ¥he fog lat r%ber se non-dietary
risk assessments are always pe@rmed oc@zol%@%sthm%ue ted logical properties.

For the first tier eval@%ﬁon @cons ath@appr@ SSappliéd an ‘the fo@wmg assumptions were
used in the exposu@alc&aﬁons@he@xposu rls wo@ers to proth@conazole -desthio:

N
o For the e@%su assessﬁsnent 0 prothx%ona{%vle des&uo 0"/ Sonversion of prothioconazole
to pro‘d@ e-degghio s sulqé@’ W%n cal@latln @ unt of prothioconazole-desthio
a conversion‘@actortef 0,907 is apph%( as olecylar weight of 344.254 g/mol for

Pr@%h@f)oconazole and 31@]9 4 1 for' ot}gcon%@% d&@io)

. ﬁ“@ conversion éf pro@bconazole @‘“prqtl@cona%le-@@@hm was considered for the exposure
assessment othfgcona@éfc N S @;\, N

However, to a %Ve ore@cura@isk@%lua@ th@zﬁposure assessment should always consider

measured da@wher@ver séﬂ datasare available, Thus, worker exposure to prothioconazole-desthio is

further ass ssed conmde@g theydefa @par@ters@ oposed by EFSA regarding the TC and work

duration @ using me@lred Va@es rothi‘&conazole desthio on cereals. Details are presented

in Detal evaluau@of D%R tudy reheekﬁm@d Worker exposure calculations.

Tam 69: Relevant pal@’nete@ used % th@worker exposure assessment

Crop / & %ﬁ“ o ) InterH TC! Task Duration
Crop Gry@ @plic@ ns @frs) (cm?/hour) (hours)
c K ¥ @@Q 365 14002 2
ITC = %sfer @ﬁﬁme@
2 T(‘Q@ rnms bédy and&s covered.

The ome of the estimation is presented in the following tables.
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Table 70: Estimated worker exposure for re-entry in Cereals

Active Application rate Total absorbed dose? % of systemic AOEL! RS
substance (kg a.s./ha) (mg/kg/day) (RVNAS) @ QS
N o
FLU 0.078 0.00764 153
N 8\@ [r\\®
‘o o N
PTZ 0.156 0.0153 7.64 ?
- O & P
N SO
BIX 0.078 0.007@9 @ 588 Oy S @
) o & B
prothioconazole- 0141 0 @72 é - 87 p Q @© @
desthio® ' - @% - K @@f & 5 - %}
1 .
AOEL (RVNAS) of g?zj (()).;)5 mgke bw/day & @ N 6\ 2?2
: 0.2 mg/kg bw/day & N 2y %, N Ao
BIX: 0.13 mg/kg bw/day © @ @j& ©@ Q§ AN
prothioconazole-desth% 0.01 gb y Q é @j < o
2 Assuming arms, body and legs covered 2, © % @ @
* Considers Prothioconazole application rate of@l kdgs./ha, @% co&versio@ protHIQconaz %dest]ﬂ@ and t olar
ratio factor of 0.907 (based on a molecular \Q ht o 254%g/mol F@Prothi&cﬁonazo@md 3@ 4 g for O
prothioconazole-desthio) @ O\@ s \@’ @@ &
Q > & O @ @Q \%
? & & S T L0
@ N @ > 9 Q S
Conclusion S @ g

The exposure estimations
not be exceeded underscondit
protective equipment
Based on the pre
intended use of Bl

©

O

&
CP7.232, @easﬁ?’em@t of worker¢ xpo@e
?gg?herﬁr approach
eriﬁpropo &
Concerning DF I@mea@?

when corrected

As ind @d with a
g the def

conside
outlined in Table

studies. A
pg/cm?

conservaj
0.156 k

rrled

&

ee @ble 72,

refine the workey>exposure ess%@lt w
last applicati wheﬁ%ﬁe @ had ¢ rled on

&

éﬁ

@%

@

t 1n@
ions oPinte

ues @@7
@alue a th&@y 0

%\reco@y)
since the @%pphca@an ra@%
s./ha in BRX*+* FLt+ PTZ E

in thegtudy Vs oneilfr? BIX<}; FL
product for details plea

of pro

0

ted @t the @ceptable w@k
d uges a cconsfﬁerln
ge

%

PE). o O )
efed cal@ilatighy it i@iem@ated@hm n@unaéeptal&e risk is given with the
LUtPTZ B 2600 @ @ @
S (O N K \ . 9 &
@\ S > @ @
© O &\’ & §

osur@evel (AOEL) will
ov@ﬂnen‘uoned personal

@’
work Xp, E@e toprothioconazole-desthio is assessed
SA regard&rg the TC and work duration as already

taken 1nto@ecour&at were determined in two crop specific
@16 secBnd application of 0.116 pg a.s./cm? (0.125

ined. This value can be regarded as highly
oormazole was higher in the study (0.2 kg a.s./ha vs.
~well as the number of applications (two applications
PTZEC 260. The same applies for the 3 active substances in the
he @yeasured values corrected for field recovery are used to

entering a treated field for scouting activities after the

he leaf surface.

Reﬁmgnen@ ge@rlc @R value (KCP 7.2)

3 pg/cm?) if available to the active substance(s) after entry into a previously treated area

A@gﬁ% of the@xpa@re models used for the estimation of worker exposure with measured DFR
d R:

or hand#fing a crop treated with BIX+FLU+PTZ EC 260 (65+65+130) is presented in the following

tables.
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Table 71: Exposure models for intended uses

Critical use(s) 1.2 L /kg product/ha for Cereals S

Model Guidance on the assessment of exposure of operators, workers, resi qzts ar@
bystanders in risk assessment for plant protection @oducts Jou

2014:12(10):3874

@ @ ©
The following table shows the parameters of the used DER studies. Wo %rexposures%ﬁor Q%%en@
uses within the zone/ EU given in Part B, Section 0 are cg¥ered by thé@ - Q\ @
o § &
Table 72: Relevant parameters used for the work@exposure %@%sment é\” R ®§ @
&

W
Application s @

: 0 1
vl P O BT T (OB
(kg a.s./ha) @’ %

7o

FLU Cereals 0078 o 365, O 14602 .9
NS g 2
PTZ Cereals 0.1363 NS 365|002 &
BIX Cereals 0@78 el
D ° ©
prothioconazol | Cereals Q@O.MJ\ 1 @ BQ%@ @Ql
%o

e-desthio

Q)
I TC = transfer coefficients . Q© @\y 4

2 TC assuming arms, body and leds cove%d. §
& SHI IR . .
T & SN S <
The outcome of th@étlm{uon 15§se ted in thefollowi ng tables.
S \\ N Qg@ @

(o8
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Table 73: Estimated worker exposure for re-entry in Cereals

Active Application rate DFR Total absorbed o (::'(s)ys
substance (kg a.s./ha) (ug/cm?kg a.s./ha) | dose? (mg/kg/day) (Rf@l AS) @(
O @’
33 0 64 N @
FLU 0.078 @ S 5SS z
896 . 0.00228 oY . D 4357
I -
3 R 001539 S A7.64¢
PTZ 0.156 & o R Q&
. % Q @Q %6 & @ @?
0.514 0.
@ (} LY WQ Q\© N
&S| &3 pooger | ™ sag
R @ @ @ % e
BIX 0.078 % 453 9] L % § © @‘ @
SR N 1.03 02 02
PSS A SR 2 5
X N
SEESHERSEE S Sl e 0&@2 & o 82
: et SNa OO D NN ¢ %
prothioconazole-desthio Q 41@ el S i ) S N
7 0. § .0020 20
I AOEL (RVNAS) of FLU%O /kg bw/ & o
g bW@y @5 v @ \@@ 9
0 1 mg/kg b®W/day &S >
19 SO
PTZ- i0: 08 mg/k@w/dab@ N . @
2 Assuming arms, body alé'egs cdEred X @ N %\ @) & &\
3 Calculation with def F modeh >

4 Calculation with n@@ured

>
«§

Sy

Conclus'@ﬁ
The e
not be exceeded
protective equip

Based on the pfésent:

intended use C@BIX
Q

=

re estimatj

a@ R ccor%lr@
& &

asstming highest DFR afterqpaXimu Gumbe app! «s@ ons
N Q e \

‘”\g

(PP

<3
Q @

@@ y

S

@ K@j

@
éﬂ”@/

dlcated th

@d ou

1t1@@ of
tlon@ﬁ

»@@ﬁ @ﬁc@éo o

$
4

@@S

@’

e %pta‘t@ worker exposure level (AOEL) will
endéd, us% and g@nmdermg above mentioned personal

>

is d*émons&gted @ no unacceptable risk is given with the
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Detailed evaluation of DFR study relied upon (KCP 7.2, KCP 7.2.1.1, KCP 7.2.2.1, KCP

7.2.3.1) .
&

K

Data Point: KCP 7.2.3.2/01 @)

Report Author: @@ " ©

Report Year: 2017 53

Report Title: Determination of the dislodgeable foliar residues (DER) of BYF OO and§ )
C656948 in/on wheat after spray application of bix#fen & ﬂuopym@ &
prothioconazole EC 260 in the figh#in Belgium @, oy

Report No: 16-2908 Q @ %9 ;\%

Document No: M-607649-01-1 o > a Q o

Guideline(s) followed in | US EPA OPPTS 875.2100 q@ﬁar Dlslodge@e Rg%due Dissipatien © &@

study: o > QO ¢ X@

Deviations from current None 0 °\ o Y

test guideline: ff@ @n@ @Q @Z§§7 (§’ ) @@6 > "

Previous evaluation: Not, previously ev%aluated Q‘éﬂ&g @ Q S @% @ S

GLP/Officially Yes, conducte@nder&jP/O@cmlly @ogmﬁ@@tes&\gfac@w w, §

recognised testing Q (5% v, 0N @ @ Q @

facilities: & AN f\@

Acceptability/Reliability: | Yes m& @ cy

QS J Q @
The magnitude of the dislodgeable f@t]g%r res@%}ues QR) f":Q e bstan@s @65&948 (FLU) and
BYF 00587 (BIX) in washi from\wh leaf punches%vas d@@ermmyd after two @plications with
Bixafen & Fluopyram & Prothi naz (C(@amméﬁ L p@%ﬁmc@@azole 65 g/L AE
C656948 and 65 g/ BYE 0587 rot@@oco le W@S not@kbjecﬁg the*@dy@d was not analyzed.

The study included sup 156%@51@6@1& @@duotg@m @ ﬁel;gm nog%m Europe (Belgium)
during the 2016 se @

The actual applie icatio @ta 1% pres%ite i the ﬁlov@ @ The g) data reflect the intended
application s Q e, o m@or devia tlorq}i curgi& these wer@thmxﬁae acceptable range.

& o &
Table 74: lication summ \ Ko %
,@é@p & S O @ ©
Tria ose & « Appl. rate
Numb!e§ & L° ®1 " Gfowth - @t ater (kg a.s./ha)
crp et s | e e v
Country cl Y gf’BBQg@’ @ (Bha) | prothioconazole |AE C656948| BYF 00587
e o — @ [(\ &
16-2908-01 %@@ f©l q 3 © 3@9 @1 5 @200 0.195 0.098 0.098
at
Belgium 27 Q¢ Q7.9 159 200 0.195 0.098 0.098

Appl. = A@@atlon a.s. —@:glve su,@nce @ /ﬁ\ X

Repr&entatlve lea@unc% samples w@e ok&ﬁled prepared, identified, transported and stored
following the corre on@ studg plan@nd E@ OPPTS Guideline 875.2100 (1996).
@

Eighty leaf dlSl@ representl 200 cm? (double-sided surface) were collected out of the

potential w. ct 7 tuding upper, middle, lower, interior and exterior portions of wheat
foliage af& he §; ication -\\-\ according to study schedule. The application equipment
used in tl@ stud@ as répreseptative for the crop, the region and the task.

Cont E"ﬂws co@ed prior to the first application. Field fortification samples were also
ge e@ated e ﬁ te@ﬂe

Leaf di Were dislodged with a 0.01 % Aerosol OT surfactant solution yielding a total amount of 200
mL of dislodging solution. The dislodging of the leaf samples was performed as soon as possible, but
not later than 4 hours after sample collection.
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Table 75: General data
EU Outdoor Leaf disk | Number Total surface area Dislodgin dAir:Izu d @
/ area of leaf (Double-sided surface) ging ocamng @Q
zone 2 . 2 solution solition 4
Greenhouse (cm?) disks (cm?) )
a Q.
0.09% Aerosol O\Q
North outdoor 1.25 80 200 Qg surfactant in@§ 2qp )
. %, tap water . . 9 N
v
Sampling information is given in the report. X Q@ @@ Q\ v\g@ &@
@ s O S
Table 76: Information on rainfall ey, %durin e ?udﬁ;ne @ & >
‘ e e % o2
. . . @° eawem% ﬁall ° Suttshine
Date/Period of Time Actlgy @ NI m] [h]
2016-05-17 Treatment, Samplye. o2 | & 13 © 8 & |13 & °
2016-05-18 Sampling,~ L 1A 0 < 1Y
2016-05-20 SSamplig o Y ! Ay KN}
2016-05-24 A@Sam%lﬁag N ° M2 N @0 [QF
2016-05-27 O Satipling & XN | o 1 2 | & 789 [, 11
2016-05-31 KTreatm&Ai, Sampting 1D Y 18 7 -
2016-06-01 X csamplig S & .9 @ @) 10
2016-06-03 @ % Sampills o Q@ a4 Ol sB « 12
2016-06-07 S S Sampling © N @20 ¢, 22 © 11
2016-06-10 & Sampling&, Qy NN 9 ¢ 15
May 2016 G © NI RIS 43 -*
June 2016 S @ N Yo w,] Q35 380
Shmatlc data recor(.ilng wag,not cofduéted d@ording'® GLPONo 1r1sg%ﬁ\ffon dém & Q\W
No monthly sunshine Qﬁ from May a lei@ N o Q N
Q N
S & °\(D RN . Q@ 9 & @
In order to chegk th erforthance, of the\gneth@and the st S ity Q&he field samples, recovery

determinatio Q\/ere rforiied frofd co @ sapiples idividually spiked with fluopyram and bixafen
during the gﬁ,{%paﬁe rosults @ye pr%i%tellc@e n St I@k >
o\ Lo R

A & & & RS

N
N < N N
Table 77 §\F' d% i § %© Dita f &E %6948(ﬂ )
aple . 1€ 1 eC r a 10r uopyram
(. Fild SpikeRecosery DAt for AF 656948 (uopy
Crop / Sam@@ @h% @@} 0\@ . g@? vah§<9[% g Mean value RSD LOQ
materia [%ﬁ/cn}(@ § Sg@& & O@ [%] [%o] [ng/cm?]
=\ 001 | O gV 8 sse, 91 8.1
o, & Y
wheat / [8af punch -1 VQ%O; 9459 95 5.3 0.01
Sashings o7 1060 L 0 o79s; 9096 94 34 '
N T O S
@ S @yerall ¥ecovery (n=9) 93 5.5
FL = Fortificatipinlevel, %D = tive @dard d@#ation, LOQ = Practical limit of quantification.
These recovert werg%rform uring the co@ét of the study 16-2908.

SNSRI
&7
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Table 78: Field Spike Recovery Data for BYF 00587 (bixafen)
Crop / Sample FL ; i o Mean value RSD LOQg°
matertsl [ng/em?’] Single values [%] [%] [%] [ngle | §6
0.01 106; 111; 97 105 @6.8 @@ @
ioatf lasl o 0.1 107; 106; 89 101 g 100 &0 . Q
washings 1.0 96; 101:99 99 26 | '@\ D
Overall recovery (n ‘?Yg) 1(& 6.7 N QO
FL = Fortification level, RSD = Relative standard deviation, LOQ = Ractical limit o Jantification. @é NS y\gw &@
These recoveries were performed during the conduct of the study 46-2908. ®) R, @Q < @%©
= o & & &
Absolute (pg/cm?) DFR values fluopyram and®ixafen are mar\i@d i%}h ‘e{@wi abl%@No
residues above the LOQ (0.01 pg/cm?) were d@und igghe cebirol samples Resu, ereQiot corsected
for field spike recoveries. @ N @ Ry
R @ 6 & & ¢
‘z@ RN @Q S & © & e
S @ AT DN S
Table 79: Dislodgeable F&ﬂr %sndue@;mr@y in%g wh@vl‘or@ C 48 ©
fluopyram S O 9
(fluopyram) «~ @& @K’ DN &@ & @@ L
Q | i
Trial N° @ %lot @J) N@ P@Z é &Pio ¢ %@ Mea;lr_e':l%dues
Country DALT DANX
ey 2T [u@@a pren® [ © fpgemd] O [ugem?]
0 e @ D@ | T o ., 0.0695 0.0878
1 N~ D 0e LS Qeoas™] o oS 0.0523
N \»)
304 S92 89 T 0B fo DR 0.034
7 Q] L o' | & gm0 P Sn <0.01
TR, Q oo S| O
_ N} D R $Z001p> | <001 <0.01
16'3?08' & O 0 |5N | e s <0 | <001 <0.01
Belgum | = ®] o | & dusy ¢ 0.0937 0.0822
2 s, Lol @) 0089 | U @0.06580 0.0459 0.0562
A > ) | S L0l w 0.00F 0.015 0.012
9 @? EESE N RN <0.01 <0.01
N 10 & 8 |Y oo <0.01 <0.01
Valye corr@%ﬂ fu;fﬁ% fi @@J plk@cuveé factoﬁl 09
DA1.T = DaysQfter firdUreatm@yt; DAZY = Diys after %gond l@tment LOQ =0.01 pg/em?
*reported asquantified becau sub@ are@ OQ a clear detector signal can be integrated. Average T1 —
T3 is > I@ [N
° X N

. s\”@@@%\@\
%@ﬂé}@Q&@Q
G @ © 9
& IE Vo
O - N
T & O
N &
@q\’@@%
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Table 80: Dislodgeable Foliar Residue summary in/on wheat for BYF 00587 (bixafen)
Trial N° Plot T1 Plot T2 Plot T3 Mea;f";'d RS
Country | DALT DA2.T 3 3 3 S
[ng/cm*] [pg/em?’] [pg/cm?] it
0 0.0830 0.129 00800
1 0.0687 0.0581 @p.0718
3 0.0590 0.0597 0.0731
7 0.0174 @ 0.0180 & 0.0216
16-2908- 10 0.0148 X~ 0.0214 3@ 0.0179.4
O
5 10} 14 -0 00112 | & 0.00803% 0.006
clgium
g 0 0.21 00648 | g0 817 .
1 0.09312) gyt , [ 00854 D 0998
3 0036 | & 0202 w0 0038 | N 60276
7 00237 o ° Lo &Y o®ros 0209 -
10 Jo0otir 7 00085t § Soris T 0.0
DAI1.T = Days after first treatment; DA2.T = aftgr%cond tme %Q éﬁO)i ug@mz Q> "y
*reported as quantified. Subplot T2 is within 83% of §Q Su}gg ot T xavera&ﬁ re >§Q @ N Q)
** reported as quantified. Subplot T1 + T3 @ (§Q Aver@ is at 1O (;@ c

@ N
Q & 2 S § &© @@)Q @Q o\”\a

Conclusion @@ %G (g @@ @ Q @ %

The highest mean value ob%rve%n the idug trial were: OQ&S %%uowjram /c%2 and 0.101 pg
bixafen /cm? sampled aftgr the @irst hca Measured valu¥s>w orreéRd for field spike
fortification, if the recoveries %Fre belo A) at @e rel ant co%éentmlon.gmg into account an
application rate of 0098 k £ahis 1 @ noxy alizé%DFkvalue\ 0.895 ng/cm*kg/ha
fluopyram and 1.(@/cm2 g/lx%@ S §’ Qo &

@
SO P .9 e s D
Data Point: . &> & KCP7.2.3%/02 o S NS
Report Author© /\Q YN ) g\@ S @
Report Yeare, v 2017 © > @ X
Report T@V @vAm@ @ 1: Defermjgation «@éﬁe deodgeable foliar residues (DFR) of
@ Er@ocona ole jafen wh@)t aftefspray, a@hcanon of JAU 6476 & KWG 4168 EC
&, | 450 in pﬁ&ﬁeld D) er@ﬁy q& N
Report No: N) 12 290) N

X7

Document No: 2 SHM-453270-G3=1

Guideline(s) %@wed @@ U@;ﬁPA (§P>PTS 8§J5. 2;O®Fohar«@’1slodgeable Residue Dissipation (formerly US
study: A P&g@lClde@sess@t G@@elmes Subdivision K: Reentry Protection, Series

32-8d) %
Deviatiogdrom current @] No 9 @
test guid fl\ @ @ ©\
guidelin O S
Prex{%ﬁs evaluatlon A @8 n&@evu@“ﬁy e\@ted
GLP/Ofﬁ01ally @ Nond@%d ul@r GLP/Officially recognised testing facilities
recognised te % §/ B @
facilities: D O
Acceptabitify/Religbility: € YessD'
N\
O Q

The @\rﬁpos @ th dy_19-2901 was to determine the magnitude of the dislodgeable foliar residues
ofgprothi azole and @J 6476-desthio on wheat leaf foliage after each of two spraying applications
with J 6476 & KWG 4168 EC 460, an EC formulation containing 160 g/L prothioconazole and
300 g/IFspiroxamine.

The study included one supervised residue trial conducted in Northern Europe (Germany) during the
2012 season.
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The actual application data are presented in the following table. These data reflect the intended
application scheme, or, if minor deviations occurred, these were within the acceptable range.

©

Table 81: Application summar ° N
PP Y N (3
Trial Growth D Wat @Q Appl. r &
Number Appl. Interval row ose ater (3 (kg a.s./ha) | N
Crop Number (days) Stage rate rate I
Country (BBCH) (L/ha) (L/ha)@\%}yrothioconaz&pir min& D
-2901- © N N - AN
12-2901-01 | oo 2 14 47-61 Y25 1& o.@@ @\ 0.3;%@ &
Germany A S DN o
Appl. = Application; a.s. = active substance @ [\& Q Q f© @

S
Representative leaf punch samples were ob@@ed, prepared, igie@(;@ﬁed, %ag@'ted @nd @d

following the corresponding study plan and E&A OPP@FS Gu@ineng%Q ggé\f(w s \% N

Eighty leaf disks representing a total area of@OO (@@ (do@%[’e-s su e) wl¥e collected &e}t of the

potential worker contact zone includin u%per,\@ddl& tower, Tateripr and@terimg%ort' s of @op

foliage after the spray application wa@ry, ascordirg.to s sg%@ le\@le a@lica‘g\gﬁ)n eq ent
3 e fold . N

used in the study was representative he @&Ep, the gl%a d tgﬁ ask© N S)

Control samples were collected or to@he fitst appﬁ@atio§gi§iel@rtif@§lon pl&sﬁ%vere also
generated at the field test site. & @@;} e ©

S 2§ O N
. . 20,015 S S
Leaf discs were dislodged witlva 0.04.% Aerosol ODsurfactant @ltlo%qeldm a to@%amount of 100
mL of dislodging solution. The diglodging 0f theJeaf s(@lples ‘was % rmethas s%m as possible, but

not later than 4 hours afge\l@amm@olle%%n§@ o o % § @YO\,
S 6 & P O )

IS > %, Q AN @) N AN
: &S § SHE
Table 82: in(\gal dil@ N © \g@@ é @
()R ) A S "G Amount of
EU OL@‘@“ Qs"ea:@s" é;’:‘ee@j @}{Eﬁ' ::gfé faceyy| Dislodging | dislodging
zone | o nhous@ (%nz) ¢ disks LN @ (cm? "o solution solution
Greg LM W oG (ml)
> > S | Y o] © = O 0.01% Aerosol
North outdoor_ i% Ko 8@© S & 200 %\ OT surfactant in 100
§ @7(? N fgg\)’ Q tap water
. <
Sampling info&;?do@iv@% thgﬁpm@\ § @§
C OSSO D
SRS %Q & @
=) % S @ %
@7 N Q @ @\
X < S) @ @} D
S ¥ & Q
@° S @ S
s A &S 8
& S @
% Q
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Table 83: Information on rainfall events during the study time
Date/Period of Time Activity Mean Temp. Rainfall Sunshigg
[°C] [mm] [

2012-05-30 treatment, sampling 18 0 :N9 93
2012-05-31 sampling 16 6 o
2012-06-02 sampling 13 L0 < 12D
2012-06-06 sampling 13 ‘O 10 N
2012-06-13 treatment, sampling 12 A 0 a N €7
2012-06-14 sampling ~ 14 N [ RS
2012-06-16 sampling 7 16 @ 8 - 0 @
2012-06-20 sampling 18Q 6Q) SN
2012-06-27 sampling & 1P R, A«
2012-07-04 sampling A 2 S Gl @
2012-07-11 sampling @y 15 9 Q 5 & |, 155
May 2012 Y% D & 45 719N
June 2012 @ &’ [ M 13
July 2012 Q @ N @8 D 326 168

Climatic data recording was not conducted accordl%to GLP@; @ Q A IS Q @N @&

no irrigation done N N % @)

PR ey O

N @
& &
In order to check the performaneﬂg of ﬂ@’met’md anfi\fthe %ht@ l‘@eld mpl&s recovery

o

determinations were performed fr fitin cagtrol s@gnp es@udivi 1y i@ked&@

the field part. The results arz@%nt@\a\m foll les& é
Table 84: Field@gpike &cov@ for @othlo@i’)nazole eq@alen{?su f

prothioconazole 4nd JAY 6476-desthio) ~ *- oS 1S

gthiocénazole during

Crop / Sample é % VJ S@gle va]@j °\ ﬁ\/[ea alue "I\ RSD LOQ
Jg/em’]

material % & 4 N %] [ng/cm?]

Bow | o~ qmo 0 D laaT]
Wheat, legfpulg@ J@ N é 5@’54 GQQK @ S s8 11.9 0.005

R

9
washings =
£ 1.0 N 87: ﬁ Y ¥ 6.9

FL=F omﬁ@fy 1on Level, R @ Devkaﬁo %&@wa%gﬁ of Quantification
These r%@rles were per g the conduct of the s 12 2901

e o
@Q%@@%\@ @

Table 85: " @f%dé&ke Recovery for%LxU a&@j desthio

During field phase the f’& recov%isy sanmges wer@\%%mden‘ﬁy notafortlﬁed/s@blhzed with cysteine hydrochloride

Crop / le Q\Q @ Sin alue% Mean value RSD LOQ
matétial [ug\c 1R %ol [ 1% 1% [ng/em’]
N 0005, @ L @B1;76:86 81 62
Wheat, 1§?f punch | 0080 | @ 96; 63; 90 93 3.3 0.005
washings @
&@ ﬁ&o @ S 16097;93 97 3.6
N m@ Oveg@@Recovery (n=9) 90 8.8

FL=F oni@tion @%l, RSD= Rel@e Standard Deviation, LOQ = Practical Limit of Quantification
These re%@eries@g e perﬁormed@@ng the conduct of the study 12-2901.

O @W
&S
S S

LOQ were found in the control samples. Results were corrected for field spike recoveries.

Absolﬁg/cmz) DFR of spiroxamine are summarised in the following table. No residues above the
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Table 86: Dislodgeable Foliar Residue summary in/on wheat for prothioconazole
. Mean ; o
(T:EI:I: ::: DALT DAT Plot T1 Plot T2 Plot T3 i Q@ [(\@
[pg/em?] [pg/em?] [pg/em?] [u%f}l o8
0 0.105 0.109 o.p&@ 2 o
) 0.021 0.021 7 0.0205°
3 <0.005 <0.005 £0.005 o <0ls b
- <0.005 é@o(}s &‘v 0.005 S w0005 O
14 <0.005 0.005 @w <0.005 @@ S 0.09&9@ &@
D N S
1 0 0.071 K 0067 A 08I | Q %@% :
D soron 15 1 <0.005 05% < U.U(}; R @@m 0_9§ é @; 005
2901 17 3 <0.005 <0.00 < 0.00% 0.%{@
Germany r S e & =
2 8 <0.003¢_ &° <0.605 S @%.005@ ~ <0805
&
27 13 <0.005% @%ﬂ 5@1@5 RS 0.0087 ﬁg,oos < °
35 21 <@%1>5 N N 0008 3%@05 L= 0.0080
4 28 Qé%ﬂ.()(}i N@ <0405 R SNISHESE f\l{\l§\
N & & O p Y& &
Value corrected for Ss%fﬁeld spik@ecoveﬁ = @&%’r 1.7% @ @@ $ N
Value corrected for Z%oﬁeltks%(e re&@ery ﬁ@@wr %7@ &U @Q @w
DA(1.)T = Days after (first) treatmes®s™  °, ‘o & @ﬁ ] S
LOQ = 0.005 pg/em? S AN < &
(*)Results are evaluated with M,i%'osoft E%el@: @%’or de@iorls m@? ocecur when@ulatf&g with té@presented numbers
. © ~

N § & @“ Y AN @
St 6@@%@ © ©@\© é N "\@
@Q e $E RN
o N QO f@@ g @
) > NN S @
S P R O
SEFSERE & & e
% 5 oo s & 0
N ) > @ o
IS S & &@j@ S o
9 @ Y &
QS L LS
@ O ¢ .0 © .0 @
Q O O O N D
Y S K 9 O
< » H.9 9
@’ 2 @ & N
S Q\ L Q
S @f&@\ O
@%
§f§ Q & ©@
o & o
Q
< N) % S
R N
@ & <
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Table 87: Dislodgeable Foliar Residue summary in/on wheat for JAU 6476-desthio
. Mean
(T:EI:I: ::: DALT DAT Plot T1 Plot T2 Plot T3 averag @
[pg/em?] [pg/em?] [pg/em?] [m ] @,
0 0.111 0.102 0.(0&@;
1 0.078 0.101 GHB7 0. oss@
3 0.011 0.012 \0.014 o w3 b
7 <0.005 gous @z 0.005 S w0005 O
14 <0.005 0.005 @w <0.005 @@ R0. ogg) g
Q)
14 0 0.127 S0 (P 026 | Q  oaps
Y%
_— 15 I 0068 & 0068 S| ¢ oy 4 Wor2 <
12-2901-01 0.007 @y 0.01 @ 00N © 0.0142
17 3 04&@
Germany - & & %
22 ] <0.005¢ &° < 0.8 S @%.005@ ~ <0805
3 (&
27 13 <0.005% @7\9 i@\ﬁoa o ok 0.008 E 005, .
35 2} < ﬁﬁs N NS 0005 3%@05 L= 0.0080
42 28 § 005 @ <0405 S <0005 | v, <0893

)
R > & O g O
Value corrected for 93% fﬁeld splk@ecove%( &c%’r 1. 0% @ @\Q} $ Lo
©

Value corrected for Slf{oﬁeldﬁs%(e re@@er\ @&ﬂr }77@4 &U @Q Q

DA(1.)T = Days after (first) treatms@ N ‘o & @} ] S
LOQ = 0.005 pg/cm? AN < %
(*)Results are evaluated with M,;%'osoft E%el@ @%’or de@iorls m@? occur when@ulatf&g with té@presented numbers

Y N v
Ny & &Y S
S SHIE SRR I S IS \Q
% S
The highest mean @ue oﬁberve§ the@sldue 1a %4 prothu@pnazole /em? and 0.125 pg
JAU 6476- dest}@x’m @mp 3 after%he &N ap ﬁcatlo eag@red v&lues were corrected for field

spike fortificg @n § @{)ve werdbbelow, 95%; at t@'eievﬁﬁ concentration. Taking into
agpion wxgle of

Conclusion é\f S S

account an p11 0.2 e\lf@ha @is lefds (p@a normalized DFR value of
0.51 pg/cnf7kg/ha prothioconazdle aqt0.628 jig/cnt/kg/lts JAUS476-desthio.

QY OMNN SEERANTIN

A o . O & O v O

@\@@%Q@QK X\
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Worker exposure calculations (KCP 7.2.4.1)

Fluopyram @

5 @

Table 88: Worker exposure, Fluopyram, Cereals @@ @

&

Substance Fluopyram Formulation = Application rate=  Spray diluti@’= Vapo?r prgssqﬁtre
Soluble 0.078 kg a.s. /ha 039¢g a.% § @
concentrates, volatg
emulsifiable @ &@\9 b\substaﬁﬁ:@;ﬁhavil@
concentrate, etc. v @3\9 a vapour press@

Q) @y of 3210-3Pa,

Scenario Cereals, Outdoor, Downward spraying, Vehicle-mounte er = ber

Is, Outd d sprayi hicl d & & i 69
@ -3m applications = -
% Q ((’@° S & 1 &@
Jog @ O Appligation @
QL N ;
. 3 N Q \ interval = 3‘@
TR e S

Percentage  Dermal for Dermal for in(ape = nh% =

Absorption  product =25% dilution A @w% @Q Q@ 100° © ©§ @ I
=70% . N @

RVNAS! 0.05 mg/kg bw/day 3 RVAAS: & mgkg bwiday  w §

(AOEL) oy > g O S S

DFR 3 ug a.s./cm? per kg a.s./ha @Q (ii& §50 @ é\g 30 da}@ éy @ N

. O &)

Worker — Potential exposure mg/kg bw«Qﬁy & .0683 6% @ @V % @NA@V 137%

Inspection, 9 @&@ IS (7® & 6 O N

irrigation - - @ R % Q 5 VRS 5

Working clothing mg/k@v/day N 0.007¢4 & @ @A) of R S @.3 %

G § & Oy L e 9

Working clothingz@ﬁglove@g/kg bv@ay < ¥ @ % @RVNA&‘L@ -%
S I S S NN

Dy

Measured 0.896 ng a.s.4em? per k nsVha @) N R
Sl AP - YR
Worker'— Potentia@ﬁosur@g/kg b@y S 0 04©© @ % @ RVNAS' 40.8%
_Inspecfuon, @ Q 4:\ R AN o %) @§ &
irrigation Wopkirg clot@% mg/kgﬁv/daﬁg 0.08228 § %% of RVNAS! 4.57%
(Measured) (o4
& O © > O :
@W§king cfdthing aﬁglov@lg/kg%jzy é\%) é\ < &Oj) % of RVNAS! %
RVAAS Reforence X:izg B ioel aeoe slﬁfs%“‘"'i\@l% §©
§ SN @ O >
@ % ?@5\9 N % @ @
e XY S O @
SRS RO N N
¥ o K & o
= S & S
@’ NS @ @ N
NN N
S ¥ & Q
e . @ & Q
@ O é@ ~ @
% Q
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Prothioconazole

Table 89: Worker exposure, Prothioconazole, Cereals

&

Qé

Substance Prothioconazole Formulation = Application rate=  Spray dilution = Vapour@ssure o
Soluble 0.156 kg a.s. /ha 0.78 ga.s./l @ =
concentrates, N low wglatile @
emulsifiable @ s%gances @g
concentrate, etc. our re p
2 @<5*1$ &
Scenario Cereals, Outdoor, Downward spraying, Vehicle-mounted @ Buff%= “Numbéxof
v 2-3@) < ap@tions@
Q @ 1 2 ©§
SN S v icati
@ Q& Q) interva 65 @
< S e
Percentage  Dermal for Dermal for in use“ Oral = In tion =
Absorption  product =25% dilution 100% R @ 60% @ 6\ . R @
=70% ) & N
RVNAS! 0.2 mg/kg bw/day Q VAAS? > mg/ @w/day@ .
(ACEL) - @z%” @79 ®@ g £ 6& @ @&
DFR 3 ng a.s./cm? per kg a.s./ha © TS0, 304ays
NN NS &
<> @y &, o) (ﬁ\l R S
Worker — Potential exposure mg/kg bw/day 0.13%,, N fR 3%
Inspection, @Q Céi% . @ &zz\@ 6& @@0 & o
irrigation Working clothing mg/kg bw/ T 0153 S % ofRVNASSY 7.64%
g o o O @© O QO O N
Working clothing and gl@gé mg,é@ /day @ & @ % of RV[@@S %
N S e & 2 g @©
Measured 0.51 pg a.s./cm? pepkg a.s./h @ @ @ N
A A S SIS
Worker — Potential exposure mg/kgbyv/day, 0. Q % 0f R ! 11.6%
Inspection, & /‘¢§ %@) © C%g ~ é /Ci\x (; i@?s
irrigation - - San =
(Measured) Worklng&ﬁhmg {g/kg ?w@’ S *@)026© @ @ % @f RVNAS! 1.3%
RN
Worl§ige clothihg and glowes mgykg bw/d - & % of RVNAS -%
S B %Y
| &0 O o & b &
RVNAS = Reference Va on Avutely toxic activg Substaneg “AOE
2RVAAS:ORe@ence Value Aq&tcﬁ:ly toxi%%ve@nce %& k@' @ 04
> QNN N
AL @ \@ o @Q v, O
o N
FUEFSE S
5 & & & .=~ S
Q N < N <
@ 9O ¢ . Q O @
CESS SR
S\ L 4+ 9 @
5 & ¢ &
2 R o &S
. T T F e
N (g Q\ R Q
N Lo S
2 A N
& S @
LS Q
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Bixafen

Table 90: Worker exposure, Bixafen, Cereals

&

Qé

Substance Bixafen Formulation = Application rate=  Spray dilution = Vapour@ssure o
Soluble 0.078 kg a.s. /ha 0.39gas./l =
concentrates, low VQlatile @
emulsifiable @ s%gances kg/ﬁ%\g
concentrate, etc. our re p
2 @<5*1$ &
Scenario Cereals, Outdoor, Downward spraying, Vehicle-mounted @ Buff%= “Numbéxof
v 2-3@) < ap@tions@
Q @ 1 2 ©§
SN S) v icati
@ Q& Q) interva 65 @
< S e
Percentage  Dermal for Dermal for in use“ Oral = In tion =
Absorption  product =25% dilution 100% R @ 60% @ 6\ . R @
s
RVNAS! 0.13 mg/kg bw/day AS? = mg/sg®w/day (@ .
(AOEL) N @% S & ¥ - o @ EN
DFR 3 ng a.s./cm? per kg a.s./ha © TS0, 304ays
NN NS S
o @ &, o) (ﬁ\l R S
Worker — Potential exposure mg/kg bw/day 0.0683 N fR %
Inspection, SIS @6&0 S 2!
rrigation Working clothing mg/kg bw/@ @ 00076 S O % ofRVNASLY" 5.88%.
9 9 S O © LS
7 "B @ Q{;\ @) Q& & ml 7
Working clothing and gl@gé mg,é@ /day - &, % of RV @38 %
% Q. \JQ & @J &@ o @ @©
Measured 1.031 pg a.s./cm? per kg a.s./| @ @ K @ N <
NG A SR S
Worker — Potential exposure mg/kgbyv/day, O 0. Q % 0f R ! 18%
trrigation Working &thing mg/kg bw 00263 % of RVNAS!  2.02%
(Measured) { ® @ @ ’
T
Worl§ige clothihg and glowes mgykg bw/d - & % of RVNAS -%
S B %Y
| &0 O o7 & b &
RVNAS = Reference Va on Avutely toxic active Substaneg “AOE
2RVAAS:ORe@ence Value Aq&tcﬁ:ly toxi%%ve@nce @ k@' @ 6@7%
S © ‘SN
A & O o & w .9
Q O & 9O o & D
> N &
9 % > - R S
Q N < N <
o O & . QO @
N
S\ L 4+ 9 @
o & @ &S
S ST HPL S
N (g Q\ R Q
N Lo S
SECSIV N
&3 o
% Q
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Prothioconazole-desthio

Table 91: Worker exposure, PTZ-Desthio, Cereals @ @6
Substance PTZ-Desthio Formulation = Application rate=  Spray dilution = Vapour @ssure o
Soluble 0.141 kg a.s. /ha 0.705 g a.s./1 @
concentrates, 10w latlle
emulsifiable @ substances k&:
concentrate, etc. % @ our )
<5*10@’a
Scenario Cereals, Outdoor, Downward spraying, Vehicle-mounted @ Buffe{= %\Numbagof =@
2-3@) tions
& Q) S icati
@ S Q) interva 65 @
R g0 & & §
Percentage  Dermal for Dermal for in use“ )Pral = Inl@&;tion = © @ )
Absorption  product = -% dilution 1 00% | @ 190% Q@ 6\ R @
= 44% @\\ A S *
RVNAS! 0.01 mg/kg bw/day &WASZ mg/g@w/day@ & % .
(ACEL) @ Q Q &y AN
DFR 3 ng a.s./cm? per kg a.s./ha %\5 \%TSO\ 6 304ays @ N Y
NI SN S -
Worker — Potential exposure mg/kg bw/day 0.0738, N fR %
!nspection, @Q Céi% . @ &zz\@ 6& @@0 S &@ o
rrigation Working clothing mg/kg bw/@ © 01?087% R ©© % ot@VNAs'@@ 87.2%.
6 ”\\5% f@@ S & Q& K©> (\\1 »
Working clothing and mg,é% /day - @' &, % of RV @38 %
@ @
% 4 \JQ & U@J & p @ =4 @ @
Measured 0.689 ng a.s./cm? pgr kg a.s./ @ N
RN A SIS S
Worket - Potential exposure mg@/day O O.C&Q Q K % 0f RVT@E\'S1 179%
& @& &> O & o~
(Measured) Worklrg&hmg {g/kg bw® @ 0002 @@ @ % of RVNAS 20%
° INGN
Wo clo and glowes m@ g bw/d% v\g& § r\gu of RVNAS! -%
! & Vo o T &
RVNAS = Reference Va on Avutely toxic activg Substaneg “AOE
2RVAAS :ORe@ence Value Acsl\gfly toxigo\%%ve S nce %& %@, @
QO O X SIS ©\
& @ o\@ o @) v
o, 0\
FIFLSE S
Combined exy hasur X @ > . % < @6
QO G @
The produ Q ) a @Qture@@f 3-ac 1ve\s ta%: . glerefore a combined exposure assessment is
provided. % (3 ©\ Q @ @
Expos e Assess t of t%e ctlve ) “§ta
(Bixafen, Fluop tm@’ona@le) @BIX+FLU+PTZ EC 260

Note The combined tox1colQ§fycal ctfect @i@hese active substances has not been investigated with

regard to repe@ted d%e*tox

N S @
At the firgt\ier, sombi expgsure Y9 calculated as the sum of the component exposures without
regard to@le megle of aktion echanism/target of toxicity. Initially, the individual Hazard Quotients

(HQ) .are ¢ ate or alQactive substances in the PPP by assessing the exposure according to
ap rlate@mod t§d1v1d1ng the individual exposure levels by the respective systemic
/R¥EAS. Thi quivalent to the predicted exposure as % of systemic AOEL/RVNAS to

decim ¢ Hazard Index (HI) is the sum of the individual HQs.
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Table 92: Risk assessment from combined exposure for Operators with PPE
Application scenario Active Substance Estimated exposzlﬁeé/)f‘ OEL (RV ) @6
D
N\®)
Cereals Fluopyram ©© 0.0593 @ @
(EFSA with 100% conversion Qp R N
of PTZ to PTZ-desthio) QS @
D
$8S.CropType$$ Prothioconazole* 2 f\ﬁ -- °\© .9 S
i @ 38 o @
$8S.CropType$s$ Bixafen & & 00@2 8 QO «
. 9 SAESERS)
PTZ-Desthio @7§ & 138 o
$3S.CropType$s§ — 2 ; Q N T @
1 Cumulative risk Opeli)/ (HI) 9 Q 0\%& o N
HI=  Hazard Index o
2HQ= Hazard Quotient, 75" percentile 8 ©° Q@' ‘&,\ %@ @6 °\% 2§
3HQ= Hazard Quotient, 95% percentile Q @ L S QX > %
4 Considering 100% conversion to PTZ-desthio HQ fer PTZ-ds3thio i@%side@f@és the@erall worst ca@§ g o
T 5 & o
o \\ N @ & N S v §
N &S O g &6
Table 93: Risk assessme@rom\comh@ed ei@)sur@%r Réqde@
< @ ° LS S \9@
o . e %@ted éxpos .
Application scenario @twf %@tangg @§ Aﬁ (R@ AS) E%Q)g §) %im}ed DFR
7
Adult! % Fluopyrai o o @‘.}108\ o 200511
Cereals & Q N) @ AN
(EFSA with measured DFR N @ § & @% RS @ @to\’
for entry into treated crops) @ s o K@ Q G *o @
§8AduleChitass' S O prafhiocongzole & k0 G- @« 0.007
§8S.CropType$ g O X ©> B @
\) B C4
SSAdlChildEST N & Biafen s > [ O g N 0.0211
$5.C > T DS
985.CropTogess & © O &~ g S @
0@ o
@TZ-Dasthio @ 0. 0.256
SSAduleChildss’ éz%% & s S
§SSCropTipess o Cu§anv k Resident s | 8764 0.335
. Adult (HDT - N
Child S QFlug@aram @ S b 0262 0.159
Cereals @ S - % Q> Q
(EFSA with measgggd DFRQ <& . ©) ©\ Q @&
for entry into tre@@pd crop) Q N N N %§
NS ;
SSAUIEShildS§ §othlazol€@ % .- 0.0125
$8S.@8pTypess . P Q @ N
SSAduliChildS ' < @ OBixaf@® N 0.101 0.0635
$$S.CropType$ § (3 n\ R §
S & @ N
P@)est 1.48 0.835
$54dulCHsS' AF L TIEDR
155 Crop pe&& Qimulative %Resident - 1.84 1.07
) O Secnild ¢y
I The hlg exp al e elther the 75" percentile of each of the four pathways (spray drift, vapour, surface deposits,
entry tito trea rop the the mean exposure values is taken into consideration
2 HI @ Haza@lnde
d Quotlent

4 F or me@d DFR only entry into treated crops value is taken into consideration
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Table 94: Risk assessment from combined exposure for Residents,
considering revised default spray drift values from BREAM2
24° 6
Application scenario Active Substance Al;:)sgg ?1?31\??5??&8)3 . Measured l@;' 4 @a@
Fluopyram 0.106 4 00483 2
Adult! Prothioconazole -- @07 @ @
Cereals T 5 €
(BREAM?2 default for spray drift Bixafen @ 0.0406 & \0020\ @
EFSA for vapour, surface deposits and @)
Aentry inrio treated cmpszvitli PTZ—DCSthiO 059/(({@9 @@ O§ ﬁt\/\g\/ /(§
measured DER) Cumulative risk Resident <@ 0@6 Q) %15@)@ @
Fluopyram Y . @’O.Zéfi\ Q 6\ 0%:3@8 <
Child' Prothioconazol® @’ R Q% 'P\@\? @§ < 0.012§
Cereals 2 @ ) S © =
(BREAM?2 default for spray drift leafeﬁ% ° @ %092& @ O(@% @
EFSA for vapour, surface deposits and e K \ & DA S o~
entry into treated crops with PTZ'®thlo°\ @ Y & 1@ ‘Z’\k\ @ ({{%719 @)
measured DFR) Cumulativé){sk Rés\ldeon@g § &9 § Q& @ 0.9
gy o~ T o 40
I The highest exposure value either from the 75" @@rcentif&df eaghgr the faaly pathways ( drifi=ydpour, stirface deposits,
entry into treated crops) or the sur@ne me\%’ exposﬁ?&ah& tal{ deratis@ é@‘é &
ZHI=  Hazard Index %, A & s )
3HQ= Hazard Quotient N & @ @ @ o % &
4For measured DFR only entry \1% treate@crop@ue en into consggation% @ @‘?\,
@ o
o & o & § 2 &« &
> TS e & S
SIS DG SN G R
@) 6\ S N N & E)
Y o & & & b &
S N .9 S @
TS e s <
2 N A SIRS @ ©
S
S o & & & N
A @ \Q & L9 \©
S
9 & @ > @©
o O & . o  ©
Q0O S & b
AN SRS ,%Q & @
& @ @ y Ko
@7 o Q @ N
Q A\ N @} 9
¥ N
N N
SECSIV N
@ < Q & ©@
& &S
AN % S
{N @@ N o
S
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Table 95: Risk assessment from combined exposure for Residents,
considering measurement of exposure for prothioconazole

Q° @
s . . Estimated exposure / ‘ Q
Application scenario Active Substance AOEL (RVNAS) (HQ)’ . Measured QW
N4 @
Fluopyram 0.108 K 00T &2
Adulf’ Prothioconazole® -- @07 f@\ @
u [
Cereals Bixafen ) 0.0417 > S0.02M T
(FLU+PTZ+BIX EFSA default; K < @ o)) @
PTZ-Desthio measurement of exposure) PTZ-Desthio® 0.2 lfé\@ @ O@ Cg\/\g ,§
Cumulative risk Resident %@ 0@64 Q) %293@9 @
2 Q
Adult (HI) v n@) D 6& o A
Fluopyram \/ . @r0.262 Q 6\ L0459 &
. ) N
Child! Prothioconazol€ SX@ @f}\a % K@J > @% 0.012 _—
Cereals Bixaf%ﬁ% O ®101 f\@ O.@% @
(FLU+PTZ+BIX EFSA default; RN <& ) ~ S -
PTZ-Desthio measurement of exposure) PTZ']@}HOQ’\ @ Y & O @ @ ({{@214 @)
Q v
Cumulativeyisk ResidentS § @6 § @Q“’” Loagy
Child (Y s IS S

! The highest exposure value either from the 75% @rcen%gbf ea@ff the pat ays ( drlf@ﬂipour stirface deposits,
Qg& in N

entry into treated crops) or the su a expos ah@?ls tal to ﬁldera‘uon
2HI= Hazard Index %, m\ l{ )

3HQ= Hazard Quotient o ©
4 For measured DFR only entry 1@6 treate@crop § en igto cons§§e;;at1on§ @ Ro
fawdt dr1

3 Considering 100% conversionYo PT esthlo H idered as the d%erall v@ case
@sed vagoure expo

¢ Measured spray drift expo%g,re adj to E A de
With default value @op ed by A@ pred%ted I@ls alggady be@w %hls result is further
confirmed consi n@sur ment ofexposure for prothidébnazgte-degghivo.

s @ o £ prothideonazge- 2@

lueSo@

N
@ S %© o «F & S ©§ 2
Table 96-\@ Rlsg assesg%en/@m c@nblne@e)&i\@ure far Workers
\Cf g © %Stl a{ed exposure /
Application scena§ & @e Sa@@anc@}ﬂ S L (RVNAS) Measured DFR3
2
Tl S T o
& & © o&luopr@ O | T 0153 0.0457
N S @thio@%mla@@ o . 0.013
&eats P Q Bixafen /S 0.0588 0.0202
N N SR D&@I @ 0.872 0.2
oo |G mu{f@ve risk Workers (HI)! 1.08 0.279
'HI= Hazard fadex % & N

2HQ= Haza uotl%gt

3 Hazard Quatt fo dition@he valgewof the @ault DFR is used, when measured DFR not available
4 Con51deru@ OO“/ versiéd to P esthio HQ for PTZ-desthio is considered as the overall worst case

@@v\g

der reasonable @ps of refinement it has been demonstrated that the predicted HI is < 1 for all
expos cenarios.
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CP73 Dermal absorption

. . N
Prothioconazole-desthio S @»@
Data Point: KCP 7.3/01 o & N
Report Author: I - QD
Report Year: 2020 = &)
Report Title: Prothioconazole-desthio - The in @0 percutaneoﬁ@ absorption 0;&} iolabe le
prothioconazole-desthio in a s1ng%1n -use d11utof the BIX+$J+P§EC gZ\g
formulation through human split-thickness sk@ A N
Report No: 786449 S 2 @
Document No: M-758747-01-1 o) 9 D N
Guideline(s) followed in | OECD Guideline for TeSthg of Chemlg§s Gu@ﬁme %8 S%&szq@go Q@g

study:

Vitro Method (2004) & 2
OECD Env1ronment@He%@nd

1ca£&$ Sen@fon st1ng a%

Assessment No Guidagle Do@ment@r the du@of Ski bso@’on @&
Studies (2004). % §
Guidance on ]@%rmak@sorpt@ (EFSA Jou&l 201%, 15(@873;&9
Deviations from current | None Q 5 v NN O
test guideline: @ @(§ S § RS @ @ @)
Previous evaluation: No, not@@ewo ly ev ated N @V ©@ @ \
@ % a% (7»@ r\& @ Q
GLP/Officially Ye@onduéﬁcd u%gr GLP/‘@vfﬁcmﬂy reco@p %ed@sﬂng faﬁltle@
recognised testing % < & @ S .9
facilities: 9 O N & S N L2
Acceptability/Reliability: [MYes § @S v X
D) N>
<<M-758747-01-1@S-761199-01-1 & @Q ®@ @U §> §9\ @ & é\w
AN . @
Comparative ﬁal@so&g I n,‘rw LY usm\@at and h @. an@n
Y
Material an th(@ \ v\g& > § v
Human skin: g S@grce %msue S@\lutlor@Ltd d0d BiolVT. @
>
.9 Number dand sgxy 4 d@ors fe@ale @7
QO @na icalgegion: Abdo@ &@@ g
A 0
N Thag eszs\ﬁ360 8@ 0 pm
Test Material: @
Non- radlolabelle@ atch@AE&9488§@7U &5
SPurity = 983% wiy.
Radiolabellé& @ @nyl [ﬁ ! 9@roﬂ@?cona@le -desthio.
ch:
@ @Spe C actl:{ty @%) ﬁ%g%”mg
" Radio of t form tion: >98%
o % pm@' & P ”
Formulation: @° @Ee o@nula@)n us&@n this experiment was the BIX+FLU+PTZ EC 260
& %% fo atioifspecification number 102000027828-03 containing), bixafen (65
@ N ﬂuoﬁﬁ/ran@ﬁ g/L) and prothioconazole (130 g/L). It was used at a
@& éﬁ @)mn@vconce@ratlon of for 0of 0.37 g/L.
N O
Test @@tem@’f@@ @ A@ic diffusion cell system (PermeGear Inc) was used. The static diffusion
o

@1]5 were placed in a manifold on a magnetic stirrer plate heated via a

circulating water bath to maintain the skin surface temperature at 32°C + 1°C.
The surface area of exposed skin within the cells was 0.64 cm?. The receptor
chamber volume was nominally 5 mL, with each receptor chamber
individually marked with the actual volume by the manufacturer.
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The receptor fluid was phosphate buffered saline (PBS) containing
polyoxyethylene 20 oleyl ether (PEG, ca 6%, w/v), sodium azide (ca 0.01%,

w/v), streptomycin (ca 0.1 mg/mL) and penicillin (ca 100 units/mL). Th DS
receptor fluid was degassed by sonication for 10 min and the pH was o« N
confirmed to be 7.48-7.49. Prior to use on the study, thgyreceptor fluig-was

stored in a refrigerator set to maintain a temperature @ca +4°C. & ©®

& @ & Q\ & @
SKin integrity: Static system: & Q @ S é\a é
Skin samples were allowedy o equlhbrate@ 32°C+ 1°§@)r c SQmm@© @@}

Phosphate buffered sah%ﬂ mL) wasthen ad@ to the donay cha@aer ar@
the skin samples were alldwed to eq %orate\ﬁor a figether g 30 nfin. T N
electrical resistance Was the@%hea d usw a ley tabrl(ﬁe (Model

6401) set at low V%tage mat@ r@ 10@ gl@volt%ge
of 300 mV root~mean-squared\gms) dn the p allel 1va1en cir

Any skin sam% exhlﬁmng sistance le han i(, ] exgﬁlude
subsequent &@orptﬁ@gl m %u n@ts Th@pho edSiline W
removed f&(@l thesskin SQ th Q n v@‘rms g ater wf@ dr1ed

with a tisSQe sv% @ N
PI'IO & do n , a 3% Lﬁ&mp c@of o 5 gptor %ld @s rg@&oved from the
recepxor llection a rmx th %étha@l scintillation fluid and
N
a@lysed@ c1 ation ountlng Ti recéptor flufd volume was then
‘maint ed by on fres cepty\\f ﬂubiﬁ p tokhe calibration line on
%, the ¢ pto@ chan@er ect; Fo owmg\ ple collection, the

receptor <CRambé collggtion m was se@d wiith Parafilm® to prevent
S S;apora@l o@?ceptor fluidQy
@) @ € T%} P]é%)aratl&g\vas ﬁphed@e entlre surface of the
©© Q exposed sicy umﬁ@neu f 10gsplit- t&m ess samples of human skin using a
@ pdsitive 1sp1 emeng Q%t?te ibratéd to défiver 6.4 uL (10 puL/cm?). The
\@ xdonor %ham%@s of t cells wer @’ed and so were left open to the
&@ @Qatm§1ere even repre tatl\{gg é of ["*C]-PTZ-desthio in Test
Q\ eparatlm; weggydispénsed i %) Vlag%t the time of dosing, mixed with
N ctha sc1ﬂﬁJlatlor§luld a r%ysed by liquid scintillation counting.
Sampling: 9 Q he pto@hldﬂ%ﬁ co]@cted 52,4, 8,12 and 24 h post dose. After the

Treatment:

@ Q™24 ec tot ﬂulﬁhqou(@was c@ﬂected the receptor fluid volume was not
Q © ihe esh @%ept@ﬂuld All the static receptor fluid samples
@% X ed meﬁ@nol%@fntlllatlon fluid (1:5, v/v; 12 mL) and analysed
sc1n illation counting.
N & ot |
%, xp\ re @ terminated at 8 h post dose. Commercial hand wash
S &Bap (€g°50 uL

@* ., ski 1th sue b. The skin was then rinsed with 5 mL of a 2% (v/v)
@ % c ercial 50ap 50 ution. The soap solution was applied in aliquots (0.5 mL)
eagh aliqud was aspirated three times with a pipette. The skin was dried
@Vlth@ssue swab. The process was repeated and the skin was dried with an

&
O % add®tonal tissue swab
N SRS

Q© @@@ v §ter a 16 h monitoring period, i.e. at 24 h post dose, the skin was washed as
< escribed above. Following the terminal wash the cells were dismantled and
@ the donor chamber transferred to a pre-weighed pot containing methanol (15

mL). The skin was removed from each cell and placed on a piece of tissue to
remove any remaining receptor fluid from the underside of the skin. This

$plied to the skin and the soap gently rubbed on the
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tissue was placed into the receptor chamber wash pot for that particular cell.

The stratum corneum was removed with 20 successive tape strips using D S
Squame® disks. The skin sample was rotated 90° after each tape strip. If @
epidermis/dermis junction became fragile, the rotation yas stopped. E@] tape’@’
strip was placed into an individual vial containing me&&nol: scintil]4@on &
fluid. The skin under the cell flange (unexposed skirfpwas cut away fro e
exposed skin. The exposed and unexposed skin sa%ples were p@d i

separate vials containing Solvable,' (2 mL) Thg'skin samplegwere place ed &

into a waterbath set to maintaingtemperature @f ca 60°C to@ﬂ @slhsat@n @
Stannous chloride solution (0&2 g/mL in ethgy 1 500 uL)% s atl@ é
fluid were added to each ski@sample. Q& N @© @Q}

Donor chambers were to extract the @%st 1té§l ©>30 @in b@%re
sonication (ca 10 min). Following %}@’re oval of @ a atus‘%he gi%ples
were split and mixe(@nh S@r@?tlllmpn ﬂu@d % @

The bulk receptor {luid w@rem@g@d fr@ eacl@ec tor ch &

was split and mh@ with, scmt‘ﬂiatlo e rec&or chamber ﬁ
rinsed with m $§20 mI@ Thlstas p ed asa sin sarrgp the©
samples we§ph m1§d W \scm‘%@tlon id ﬁ

All samp@s w e co ed t ther h re@resenéﬁ @ks Lksmg a liquid
scmtll@lon ana yser%} 2108 ith au@mat uench correction by

ex starNard@Where 1nt1ﬁat10n@ id @gas added to €he samples, this
was 10 Wh nol @tillat%n X %ded@hls was 12 mL.
%’f)rese atlve@b an pl@alue were wbtracﬁ@ fr ample count rates
%to gi ﬁ Prl@ 0 al@lysm &nplagére allowed to
@@ sta‘t'@ise reg@d to§ a%“ﬁempe@tureéx &\
S .
Findings: @Q @ &\ @ @& @
Prothioconaz@ des wagylemofty rata&% be%u%ﬁm@ly s&§le @the receptor fluid to avoid any
risk of back diffusi® v @ @, s

S
Measur@ents of the h@oga@ y o@e concentr@@ns e flatlon applied indicated that it
was a&ptable . @ Q° N
*\a Q %\ D

All cells were rep@ed &%ls staldy. S & @) >

2) *\9 %
The study res%@s are @sent in t ollo@&mg T@es @@Q
O NN D
o> O

Radioassay:

oK
S N
5 @@@@%m@%@
@7 o R @"\
% \%@@°§
b f@@@\@Q&@@
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Table A 1: Mean distribution of radioactivity at 24 hours after dose application of ['*C]- prothioconazole-
desthio in an EC 260 formulation at the rate of 0.37 g/L to human skin samples: All Cells.

%dose applied Hyn%LD Q
Sex Female .‘\ oup @7
D= 10
Donor N° 1319 | 1319 | 1146 | 1146 | 1170 | 1170 | 1170 | 1265 @ 1265 o,ﬁ@
Sample/Cell N° Cell1 | cell2 | cen3 | cena | cens| cene | cenr | cens | Gio clez)u Mean{Q\ SD
) o 2
Skin Wash 8 h 50.38 | 53.46 | 39.70 | 3724 | 5925 | sme2 | 6257 | 687y | 73.77 | 6§53 5@9? 1A
Skin Wash 24h 242 | usal| 140 | 207 07| Suws | 330 | D5 | 445 | Ges @10 Gy @
7))
TOTAL SWABS 52.80 | 5530 | 4110 | 39.41 | 6232 6050 | 65.9 D 7254 | 7828 72.3Q@60.0(5§ 13@
N
SURFACE 005 | 002] 003]| o00s| gov| o002 o6 045 6,06 064 @%
i X ©
Donor chamber 0.58 0.07 0.18 0.56 9 0.40 |5\0.16 @6.15 0.56 0.22 @@.31 @0.20
. Q © D S
Unexposed Skin 001 | 003 002] 00X 008D 007V 00g T 008t 0.08Y 0.05 004 002
TOTAL NON ~ IS @M Ol &
ABSORBED B.44 | 5542 | 4133 | 4005 6&’0 @po | a2 | 7278 | asss | 2n2 f@ (Oﬁg 07
3 QO
SKIN 170 | 145 | 3534 246 3475 16g S 1.2L§ﬁ1.6 00.9;&@ 123 19 0.93
@ . >
S5C3-5 003 | 002 0 @s obe | oy | gw| oov| o®| eps| 0% | om
© " &
SC 6-10 003 | 002 | %003 | @os | 001 | “v.02 [S0.02 &?04 f§.03 \Q\:’am @07?04 0.02
S i ® a >
SC11-15 003 | 003, %O.Q; D 004 P 0.0b§ oo,;@b o.o&g 0.02§3 0.0@9 0.05 [ 0.03 0.01
% ] Q
SC 16-20 003 | Qx| 0w | 803 P s @}2% £.02 R @%)4 003 | 001
TOTAL SC 3+ 0.2 L 0.0 [ N0.10 Shas ((77%0.06 .07 %.08 D0.11- @0.11 5021 | 011 0.05
2
TOTAL DOSE SITE 188 156 | 3.637 2.@§ 353 L6 129y 1s1)] 18 144 | 203 | 092
. N ) Q©
Receptor fluid (0-12h) | %9 6 go%b 3791 @4 2391 | 23 | 44.09 m%% 1692 | 23.13 | 8.36
&
) Q
Receptor fluid (0-24h) }&6 23 | 37.10 Nu6.02 \@1.38 5,66 405213 128.61 91.41 &16.43 2252 | 3205 | 1097
%Ratio receptor « N R 2 N G
12h/24h @@ &'ﬁ 8] 66 Q} S| W §§7 S| | 5| m 7
© S/ &
Receptor chamberdy” | 15 | Qos ©99 193 @%’.27 [(\§.17 135 (@083 | 041 | 110]| 122 | 047
@ 9,
TOTAL DIREGT* 37.38 38.1&(@ 48.005) 5330) 29-93@33-3@ 29.96)} 22.24 | 16.84 | 23.62 | 3327 | 1138
TOTAL N O L1 & RS S
POTENTHA 3850 0\3%8 s1.64 | €595 | 3o | w7 °31.25 | 2395 | 17.86 | 25.06 | 3530 | 11.95
(dose site+ direct) N % © N
TOTAL POTENTIAL @ q
: : 5, (&)
(skin excluding SC + @ 3@ 3§ 518 5@% 330 | 3490 | 3117 | 2384 | 17.75 | 2485 | 3519 | 1195
direct) @ Q © @ Q @
TOTAL Q O o S o ac &
RECOVERY 92.64395.103> 92970 96.00.D 96.06.1995.96 | 97.47 | 96.73 | 96.74 | 97.78 | 9575 | 1.73
,,@j Ca ' Ev tion‘agcordinggo EFSA Guidance
7 L T
Absorption§75% within f study duratfon? : & Q No - (include SC values except SC1 & SC2)
Recovely<95%? : v S 0 No correction needed
Total % Potentially Absorbable Q@justed@cordmg v O Mean %dose site + %directly absorbed + SD*0.72 = 44
EFSA (2017): Qﬁ @ A
: sum of radioacfiyity fox%in re@r ﬂu%v(O 24@, receptor fluid terminal and receptor chamber.
SD: standard d v1at101@ Q §9

0n

n: numbe?rqgfi\km used or cal%@

In the aRove talil®y, the ﬁent t%feans do not always calculate exactly from the presented individual
data s is 0 rounding-upJrtferences resulting from the use of the spreadsheet program.

©®
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Bixafen + Fluopyram + Prothioconazole EC 260 (65+65+130 g/L)

Conclusion:

The dermal penetration through human dermatomed skin of ["*C]-prothioconazole-desthio in the EC

260 formulation was investigated at one concentration corresponding to a representative dilut@ of©©

Low Dose level (dilution) S &@Q O

The mean percentage of prothioconazole-desthio in the EC 260 formulation @at was co@der be

potentially absorbable (directly absorbed plus total remaining at dose s@ over a periéd of hou&g@
i <

for the low dose rate was 44% for human skin when appl{#ig the EFS%guidance (2(}@. \\ @ @

Outside of the EU or other regulated regions where the EFSA 20 @uidance is ot a:ed @aean&
0 N R
value of value 35% can be used. @ & Q Q© @Q}

R g &
Therefore, the following dermal absorption Va@an be p@osed& useSin th@%on—%etary@‘sk
n the <

assessments for ['*C]-prothioconazole-desthio i BIX+FL@+PTZAEC 2 fom@latigr&
LN @@ %s g\f @” S
o 44% for the low dose (0.37 g/L). © v & @ 6@’ G

@ o <
DTN s s S
CP7.4 Available toxictggic@@at%@aﬁ@to @orré@ar@@ SRS
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