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Ccpr7 TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION .
PRODUCT o
5
@ @ @
INTRODUCTION ~ 8
This document summarises the information related to... % . § § S
1) ...the toxicological studies for the representative f@mulation PM&FS 100 spe@iﬁcat@h nur@é\?rg @
102000030977. Q@ o & &

ne
2) ...non-dietary exposure calculations and @sessmems %@ prothioco@ole ‘aud i@Qma

metabolite prothioconazole-desthio du@ the seed %eatrﬁ@ht l@)g %& re%e@s)ente&@;ﬁg/e
formulation PTZFS 100 and during sowiiyg of treated ggeds. N v,
s ©® N @ ) N
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CP7.1

Acute toxicity

Prothioconazole FS 100 is a fungicide formulation containing the active substance prothioconaozo@t

100 g/L.

The acute oral, dermal and inhalative toxicity studies as well as skin and eye 1t10n and @ O

sensitization studies have been performed in 2001 with batch 06528/0058(00@) of devel

3000267751.

At the time of study conduct the formulation was named @U 6476 100{%
The specification of the product has not changed mgmﬁc!ﬁtly and the@@ore all the

considered to be valid for this submission.

Full details of the formulation specification and th&gated Brldg@ Sta@men@%@n begfound if’the

confidential part of this submission (Document 135

MR
The table below summarises the results from@le a%@ tox@logl@ stu@ con@scte%wnl@

formulated product.

S

&

"\
v

%ment 0.
&
% \

@%”dlg%@

S0
&
& &

N

S @
N

R D \%@

©

&

Type of study Results 5\ \ \ &© N epegkt)/ d@ﬂne%no §
Acute oral rat LD50§00@£§g/kg@ @7&9 N (@)
D
Q o o [(\6 & . Prepsit 314@ [M-137432-01-1]
Acute dermal rat @%so «=4000 @g/kg G &w S P, (2001)
. @ ﬁzep@w& M-076832-01-1]
Acute inhalation ra 735 ®g/ @' & ,@(2001)
é\g Q}’ tech@ttamo&a\\g%ntrat@n] 7.k3
& %ep&*t 31313 [M-070287-01-1]
Acute skin irrggtio %Qon itatin \ F J. (2001)
rabbit @ I§\ E& é@ § 7.1.4
. @§ O [ QReport R8051 [M-075238-01-1]
Acute@ge irritation I@blt % t irr} \isng N Q@ ©\«© . 5. 200)
o . CP7.1.5
@ Ol & &> <> s " | Report R8052 [M-075102-01-1]
Skin sensitisation <\ @sitg w7 @b B = W, 2001)
(max1mlzat1@1 test@ @5 O o § (7] CP7.1.6
guinea pigé) O © SN DD Report 31575 [M-087838-01-1]
S P

The forﬁa‘uon pro@oconaé@le FS 100 g@ no@oxw after acute oral, dermal and inhalative
administration. It ig ot ir 1ng o Dithe skdgn an @yes of rabbits. Prothioconazole FS 100 shows a
senﬁtlsmg potentlal in thig> ax@msatlo est @iy’ guinea pigs.

& @ A
&
The following c@%ﬁc§%1ab%nmg i triggered:
- Regulégon (@3 N(@@D/@@S (C@ Skin sensitisation Cat. 1;

H317 (may cause an allergic skin reaction)
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CP7.1.1 Oral toxicity

& @

Report: kcp 7.1.1/01 || . 2001; M-137432-01-1 S >
Title: JAU 6476 100 ES - Study for acute oral toxicity in rats @b &@ @
Report No.: 31404 (o8 &
Document No.: M-137432-01-1 N S
Guideline(s): OECD 423; Directive 67/548/EEC, @nex IV, Part BB 1 tris; US&I@ 7], 2%-93- =%,

190, OPPTS 870.1100 @ ‘2”\9 \ @}@ @
Guideline deviation(s):  The test substance is a commercial product know#tyo be stable a oushpth &

administration were not peg ed.

undiluted and in ready-to-use difation with wa @ herefore, zﬁ,lynca@ § c&©
determinations of stability and\fomogeneity @ e aqq,eous lations for¢y @
GLP/GEP: yes

N @
é@’g\@f@\\@

@Q
é @ @% @’% (@\§ AN
S & & & IS & & &
I:Materials anthmethods DO w §
@} \\ @ | S & N NI O
A. Materials @Q (ii% é\o < @9 @3\9 @ @Q
1. Test material: Q& GAU 6476 l(fﬁﬁFS@\ ©§ @Q S %@)
. nF Q @) N
Development no.: o . %@ 30 677@ @@ Q& > @© .
Description: § A @dsuspe sions &@ © S)
Lot/Batch no: & é @@ 65018@)54) § @6@ %@
~ 16 ¢ >
Content: % & 1.6 @ ©@ v §
Stability of te@om nd uara ed ﬁ% tudy@urat@ &
g @ @expl dat 01-¢p-26 @
2. Vehicle: @Q © QO K% %?ﬁlle%w;ﬁer @ @ §
3. Test anipnals @6 ® Q & <
Speeigs: “ %@ SN @ar rat @y @ é&w
/@m: @© § @ Hsd C@W@ &
Age: o\) é\ é& @@ %ﬂé@ks g\
Weight a@% ngs @ %\ fes: 26©g 2% g; females: 185 g- 194 g
soweep, 5t 5 “, Germany
S N N,
A 1?‘( t d t l¢ast 5
c§ alsalnp@ © @a(g@

Diet 2 QQ @ F%CWE 9441/W10 pellets (| TG
Q % @ @& wit an)

N SWater: @ Q tap@ater
Housmg@ up caged in polycarbonate cages; bedding: low-dust
S é@ i otz e 1

N
% Germany)

@ de&@n and@‘l’net@

@iﬂma@@mgn@%nt ?treatment
Q© Dose: TS 2000 mg/kg bw

@phcatlon route: oral
Application volume: 10 mL/kg bw
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Fasting time: before administration: approx. 17 hours + 1 hour .
after administration: 2 hours @ ©©
Group size: 3 rats/sex 5 N
Post-treatment observation N &@ @g
period: 14 days v IS @
Observations: mortality, clinical signs, body;ggv%ight, gross\IQ:rop@ \zs@
on @ S LS @
IL. Results and discussion & O O < <«
& R 2 &0
A. Mortality % Q& &© R @© @g}
Table 7.1.1-1 Doses, mortality / animals tre@@l @@9 Q & e @§
Dose Toxicological @8 Irggee o "E@e oﬁé@é‘ch D - rtak@'
(mg/kg bw) result* Q signs AN | S W Q§ Q)
male rats sg% o O R N © @ » @
2000 0 o A @ ] & & s oS
female rats @Q KK & S f@;\’ S & &L
2000 o o0 3] L A S -0 %0
2 4 O
@ ULDER20p0mek@bw o O 2O &

%
* I = f imal 2“‘“@0 f ani ith, t i
number = number of deéad anirpals, er number@gg amm%sk%ll h, \o@c Sigps,

o

3 number = number of animalsgfed ° &)
#  refer to B. Clinical obg%ations @Q §@ & @% § § Q\y\a
B. Clinical obser\@tion@@ 5 S ¥ \© & w o\@
Red colored fece Qere observn ay &&Qr ad@his‘[@ion. This is o iously related to the red
colour of the teﬁgs@ce N NG Q o & @D
C. Body STy &
Body we1 and@’)dy \%&elght@aln were notb\a%ecty tre@ne%@
D. N%&OPSY & & o & \@
No g&ss pathologgc@hang}@w&rﬁe obs Q’\“' ed 1%@1%115 ac&&ced at the end of the study period.
v
@ > @’Con@usi@
X
9 % @ @@ og NS

The test 1@5 n@om@@ﬁer ute ard ader@str ti(@j
The stu%result trlgge@he ow _g\; clasgficatio@flabelling:
08 ((4.P): §

-Reg@lon (EC) Népi27 @& P): fone -~
< N &@no@
N N S I & &
o &@\ o O
@%
@ \%% § § @Q
O - N
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CP7.1.2 Dermal toxicity

Report: kcp 7.1.2/01 | . 2001; M-076832-01-1 @
Title: JAU 6476 100 FS - Study for acute dermal toxicity in rats @b @ @
Report No.: 31403 i DN
Document No.: M-076832-01-1 L «©
Guideline(s): OECD 402; Directive 67/548/EEC, @nex V, Part B%%JS EPA 710%@ 98- 1@, R
OPPTS 870.1200 ® N e
Guideline deviation(s): none V Q @Q § 2.
GLP/GEP: yes & Q) N Q § w
9 Q & §
I. Mate and methox @ ds Q\@ @ N\ Yg@ @@
- EOY O S
1. Test material: JA 476 00 F % SRS
@ @ & % & ¢
Development no.: 3@@0267@1 @ N N o © @7 @
Description: @?red su%pens@ &6 @% \© & %, ©§
Lot/Batch no: Q 0(@@/00@%{005@ S O & g
© % ¥ & & o
Content: @ 1816 g/E ®\ ©@ < @Q \‘”\9
Stability of test cornpou@ %, uar&eed £or stuur n, ©® ©© S
SO expiry datP200110-262° ¢, o
2. Vehicle: é @ne @ ¥ S @ \@ 9
° © & & R @ X
3. Test animals A % § @ < .
pecies: I @ v, Wistar rad S Q A S
, K Y %? N Q S
Strain: @ ©& S @Sd Cp :V@ @ < @
Age: @Q ©\ &\ N m&lg}: 23@ -2 les:%% g-2l4g
Weigl@@ dosfg: %© ©) @ : weeks
Sg&@e: % @y@ @ , Germany
Abclimatisatiogperiods)

Diet: @@\ O & NAFAGNo9441/WAD pellets (I

Sswigktland®
% %, Sw& rlan
@Q@ @@7 t@\wata@@ @§

Housﬁ?g: ©© ©\ \dwl ally;®edding: low-dust wood granules type BK 8/15
@ % N @'ﬁf ( Germany)
B. St design h%

@dme
1@11mal asmgﬁnen@@%ﬁl g§ me@@ @

Dose:  @)* & Q@ D@e (mg/kg bw) Surface area (cm?)  Range (mg/cm?)
@ O é@ % gpales 4000 22.50 42.1-44.1
X Q % Qfemales 4000 20.25 39.5-423
Qo) - S ©Q N . . .
AP hcgéﬁn route: ©© dermal, semi-occlusive dressing
@ L *’\9 24 hours

%
G@ s1ze 5 rats/sex

@st treatment observation
period: 14 days
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Observations: mortality, clinical signs, skin effects, body weight, gross
Nnecropsy @ ©©
. . N
I1. Results and discussion > @®
. < N @Q
A. Mortality @ & S
Table 7.1.2-1 Doses, mortality / animals treated % . O § 2
Dose Toxicological Occunenc& Time@f death g}a M }lity @}Q
(mg/kg bw) results* signs mQ @ §;o] N §
Male rats @ é < R @© @
4000 0| 0#| 5 & d10 @ V|9 o @
Females rats ° Q@ S %@J @\Q NN
4000 | 0 | o#| 5| “dxdd | O B O & 8 -
©°
4Dk 4000 mgkg by S O S §@
* 15 number = number of dead animals, Z“d@lmb&% numbe@bf amn%}ls w1tl®gns w\?\ @ éﬂ QO
3 number = number of animals in the, @ @ kY < @
# referto B. Clinical observations < @@ @@ §y %@)
B. Clinical observations Q § ) ©© (OJEEAN

@ o
No systemic clinical signs e obs\@rve at@j ter tré@men&wnh @@0 /kg bo@/ we@ht.

The application site was d%bolo@d red @uring $he exp@nmen‘ﬁtl pe
the red colour of the t@s%ubsta@e g @ %

N

@ &, S R @ X
C.Bodyweight . & o & 0 S %% Q S
Body weight anc@y We@ht é\ W%@not cteg&? treat%ent.@ &\
D. Necropsy & \ ) @ §9 & @@
No gross p%@gvfogl&an%s Weré\obser@ 1n&%mal&sacnt@ at the end of the study period.

@’
@ @ % I%b on@ml@ é&\,

The ;@@ item is no x1c @r aa@cﬁie lad@glstm@ n. ©\
The study result%@ﬁgersq}e fo@?wm @lass@g,\atlo&abdln%

_Regula‘uon@; No%272/§98( @\ § @@
S @ ©@ \ NIEN AN
¥ o KN & o
=) N @% W2 %
@7 o\@ Q &
R O S R S
N (g @\ @Q &©
s g
S é@ N
@ § Q & ©@
& & ES
Q
< O S
&S
¢ LTS
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CP7.1.3 Inhalation toxicity .
& &
Report: kcp 7.1.3/01 | ; 2001; M-070287-01-1 Yy @
Title: JAU 6476 100 FS (c.n.: --) - Study on acute inhalation toxi@ in rats acc%@lg to@
OECD no. 403 @ - N
Report No.: 31313 AN
Document No.: M-070287-01-1 &% \© 2 vf@
Guideline(s): OECD 403; Directive 92/69/EEC, @nod B2, U%PA 712C- 9%}93, G{FTS @§ @
870.1300 Q @ § v, &
Guideline deviation(s): none N &© R Q § c&©
GLP/GEP: yes %@ Q &© % < @
v ? Q o &
N N \ ‘2’5@ <
I. Mat&‘lals a@ji metgds &% % @6 N 1,
G
A. Materials % @ e, S = :
' v @ R & O @7 o
1. Test material: @)

Development no.:
Description:
Lot/Batch no:

Content:

@

Stability of test cor%)oundé%

r@%usp@mlon% ®\ § @Q S w
@652058@54) § &9 &
‘71006 gL @ N SIS

%
ranggpd for@’udy d&ratl% (@ 2

N @exp@ate 001 @%26 ® § <&
2. Vehicle: %o &) 9 ageous 5ol tlo& N W - S
: g o & SENOEEN
3. Test anlmals @ NS O @
SpeCIGS ©\ §\ K%W'{ﬁr rat §9 @& §
Stram@ SRS Q %@’ Cp S ©§ @
Age@ A e appr: m@hs L
\@ght at dosg@ § @ males: 186g - 20@ fe @675: 161 g-187¢
Source N %, , Germany
D &
Acchmat@on riod: @ %, at 1&@’ 5 da@
(g
Diet: @ @Q @ (&) @qdar ed-ﬁ@qula diet (NAFAG No. 9439 pellets
Q O © \ alnt%iance @et for rats and mice)
Wadsr: 9 Wa
@. % ) @ ap ter
using: N N N Vidug y in conventional Makrolon® Type II cages;
Ry § @ L@ @edd : type BK8/15 low-dust wood granulate (Ssniff,
N ¥ QSoe@ , Germany)

B. Study d&s@g; a (Lm s O Q
1. Anim ss1&ﬁ treav?m%@

Dese: & S
@pli@@on @ e: @©
Q© Exre v §

@up size:
ost-treatment observation

period:

@

0-2735 mg/m? (max. tech. attainable concentration)
inhalation, nose-only

4 hours

5 rats/sex/group

2 weeks
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Observations: mortality, clinical signs, rectal temperature, reflex tests, body
weight, gross necropsy ©©
2. Generation of the test atmosphere / chamber description S Q\ g
Generation and characterization of chamber atmosphere L &@ @g
(g .
Group 1 roup 2 N
. e & 5 @
Target concentration (mg/m?) ontrol g\ﬁ 5000 N é\ﬂ
(water) @ < Q\ @ @
. 7S & &
Actual concentration (mg/m?) K -- &© 2735% Q @Q &
Gravimetric concentration (mg/m?) @\% - R e 1398 4 © &@
Temperature (mean, °C) oa ?@E - 23 N\w %@ Q@
Relative humidity (mean, %) o @ 595 7| o 928 | S 7
ST &S TS <\ .
MMAD (um) N @ -Q I
GSD & \\ S N RIS $
Aerosol mass < 3 um (%)@ \ %J \&- Q| w44 N é\a S
Mass recovered (mg/m? Q' L - f@é’ @ 1334 &
~7 S )
MMAD = Mass Median Aerod@mlc Iﬂm ter, GSD = G@netr tandard D@?ﬁhti(m&— =not
o TGS S Q R
applicable @ % v S @ Q& &) @© “
AN v 2 o
%, II.&suliand %ﬁscuss& L@ &
& 2 o
@ @ AN
A. Mortality § & @a o &
e Y R
Table 7.1.3-1 Dos%mor&@ y [ é@lmals@rea@ o % N
QO
Actual ' I @ QQ > @ @ > h
concentration < @oxicologicaly Qccurtg@e og@ @me @@%a‘th Rectal temperature
PSS AN i S PN :
(mgm’) o QY result* & o> Slens § R (°C)
Male rats 4 & %\J e N9 @§j © @
e T e © o
(N P& & RN 379
2735 J%0 Y0 | s e L O N - 37.5 *
Female rats § S @Q N 62}% QO s
9 . N
o JTISISIFIT & & - 382
2735 O d S 0 5 @ D - 37.1 %
% > §> ’%x:’ LC€5/%> 2&% mg/m?
@7 2 Q (rnax te@ atfginable concentration)

* ¢ number = nur%% Of@ﬁamm@ 2m @@%er @umber of animals with signs after cessation of exposure,

3! number = number o mal@sposed
* = p<0.05 N &

B. Clinica}pbservafion § N
Mortality™did \occ an s@gposm@@?evel considered to represent the maximum technically
attainalle co&trat@l of 235 mg/m>.

0, 2% m ats (%rated the exposure without clinical signs.
o battel@ of réﬁ’ex surernents made on the first postexposure day, rats of the 2735 mg/m?
p not experience changes in reflexes.
Statistical comparisons of the rectal temperature between control animals and the 2735 mg/m? group
revealed that the difference to the control group was statistically significant, however, the magnitude
of change is not considered to be of any toxicological significance.
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C. Body weight .
Comparisons between control animals and the group exposed to the test substance did not reve@ @b
g

o,

changes considered to be of any toxicological significance. Q\
D. Necro & @ S)
. PSy N & 'S
In animals sacrificed at the end of the observation period no consistent c&mges were o@erve@a‘[
could be attributed to the exposure to the test item. % \© 2 \:4\9@
II1. ConcluSjon @ O %@ IS
N R A S
The aerosolized test substance (liquid aerosol) pro#d to have e@entially no acute inha t10@© @q}

toxicity to rats. oy
The study result triggers the following classiﬁon/lgbellg@\a

N o
- Regulation (EC) No 1272/2008 (CLP): @Cs%one@@ g}ﬁ @}&% 6@’ @Q N % ]
3 .0 R & 9O & ¢
LSy S 9
ER A SRS R
QK NN )y g}ﬁ@ < S)
ot & .8 X @O @@)
N R N A A RN
9 9 S) S S
o = ¥ S @ O 0
@o\@ @j% @Q@@ bé
R S O N N
o O N O QS 2
S R A S
v e O ¥ O K )
S T e S %S O
§»©&\®§ @Q@@& @
SR NIRRT S
S K@J%@§
T v e SIS
S é}”@’@©© & \F
N T8 T e &8
Q Q
§ RENIIN @’&©
T Fas e &
@ O & .9 © O @
Q OO JO N & D
¥ o K & e
<\ S oF 9wl
@’ o@Q @@o\
@% N 7 Q
~ S P
> @ O O
° AN
&@%%é@é\Q
& S o
% Q
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CP7.14 SKin irritation .
N
Report: KCP 7.1.4/0 1 | s 2001; M-075238-01-1 @\ g
Title: Acute skin irritation test (patch test) of JAU 6476 100 FS l@bblts @ @
Report No.: R8051 @ <
Document No.: M-075238-01-1 L «© %
Guideline(s): EC guideline B.4.; OECD 404 %% \© S
Guideline deviation(s): none @ @& Ro \\ @}@
GLP/GEP: yes X Q @@ § 5 <
5 o y @ & &0
A. Materials N o S A &

1. Test material: JAUQ476 l%oFS Q@j %\ %@’ @6 \% 2§
Development no.: 300@677@ &Y @j& ©@’ (O N %
Description: g;\g%%sus&e smn\@ @Q AN ©@ © @7 @
Lot/Batch no: @6652@005 s & & & ©§

N
Content: Q lﬁsi% g/L@ § KE\& § §‘9 @ %
Stability of test compoundQ @guara%ed f udy&rati@ ®@ @Q o\%
% ate:Q001-p026 & O O
: v Q S A

2. Vehicle: nofte ©° o o

3. Test animals e
Species:

Strain: é%
£s
Welght éﬁom@
Sourceb @,@
@
N
A&ghma‘usatlo a@eastZ@ays .
Diet §\ s 2023 (P&my
Water: © @ § @;“ tap\%ater@
©© ©© \@ Qos eper. O(f@émgly in special restrainers which allowed
S ©\ @ %@v ﬁ of the head but prevented a complete body
2 N @'ﬁf tu fore/after exposure period: separately in cages with
N N of 425 mm x 600 mm x 380 mm (h
KQ N

N % @ O\@' Germany)

B. Study des&ég and @eth&@ﬁ @ &©

1. Animal s1gm%‘hta tre ﬁent R
D o

0§ éﬁ o § @.5 mL/patch
lic§n routs: O dermal
%Exp @ Y\o@ 4 hours
Sl & s
& Glé@p size: 3 males

clinical signs, skin effects, body weight (at beginning of
study)

II. Results and discussion
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A. Findings
The study report describes for all three rabbits exposed for 4 hours to 0.5 mL JAU 6476 100 F&%I‘ @b
animal (semi-occlusive condition) an “erythema (grade 1)”; animal no. one 24 hours to 7 daysy g

animal no. two 60 minutes to 4 days and animal no. three 60 minutes to 7 daygs’after patch I@nova@

As the tested formulation is a red suspension and taking into account the fiffdings of the acute %Q
and dermal studies and the negative result of the eye irritation study, the%rythema” i Vlo@ a &
X

discoloration of the skin by the test item. % & %\ N Q
There were no systemic intolerance reactions. V Q@ @© § %@ &@
Table 7.1.4-1 Summary of irritant effects (Scorg% &© N @
Observation eay’ | & & Re%)ersﬂbie
Animal | (after patch removal) 24h 72h % scsg gé%esg&%e 9 (dag@g”
e S
Erythema (redness) and S @f S S NS
1 eschar formation 1 9 X @@ ©@ 1.0 b@ v d& (@% 8 & °
Oedema formation &%\05 N0 MO > ; 3\\’ - N §§@
Erythema (redness) and Q g& w\g@ \& %© L > SRS
2 eschar formation . O %} RS | @ 1@9 N & 5
0 0

Oedema formation Q e, 0 5 O@ @ @9 @Q I na
Erythema (red and\ v Kl (& %@ i @Q © @@ é

3 eschar formatien™ R@ AT 1,09 e - 8
Oedema forfation © %Q 0 $x@ 0, 0 00 Q Y\'a@ na
na = not applicable @ & S 6@ ® “ B @
Response: -- é%gativ@aor n@ scorgs, §<1 .5 %\ @(GH% é\

S @ <@ @@ (I&gulatlo@EC) No 1272/2008)
: 2Y HS caﬁ%ory 3)

.5
@ r\n 1tant®r meal@coresq&@ YO\;KEZ.S @ Re atlon (EC) No 1272/2008
o % o\@ ¢§ © an&? S category 2)
S % I§ C@clusi@@ \@7
N & @ O

The reported “e@mm ob@wsly &sc%&and&of theé‘s,\kln by the test item.

I lagsifi t
n any case, ¢ @}' 1c0n is @1 Tl % @@ |
The study regult trt (4- ers @@ follolying @mﬁ on/l1gpelling:

S0

- Regulation (ECSNo @2/2@@@1@ nm@ @@
) S
& @ N
& & Q @ &

NN

%o %, %o@@\

@%§§@%§

¢ %@@é\ <
& ° &
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CpP7

1.5 Eye irritation

& &

Report: KCP 7.1.5/01 | . ; 2001; M-075102-01-1 @ g
Title: Acute eye irritation study of JAU 6476 100 FS by instillati@ﬂo the conju@twal@
sac of rabbits @ S o\@

Report No.: R8052 N
Document No.: M-075102-01-1 2 2, & 2
Guideline(s): EC guideline B.5.; OECD 405 @ AN R \\ @}@
Guideline deviation(s): none V Q@ @Q NS %, &
GLP/GEP: yes & S R QQ N Q&©

@ s Q S @

S RV e & &

9
1. Mater @1@’ and met fZ;y. @ RO 9

@
Frotmge & 7 57
A. Materials ©§§ @@ %Q &% @%’ (@\§ o
LT ial: soors” @O P & &
. Test material: JAYJ 6476 OO\ B IS @) @7 @
Development no.: @}3&00(‘)%6}751@ &6 é% \© é& w, §
Description: ©Q re{%uspe@on @ @9 §9 @ @Q S)
Lot/Batch no: @ 08528/0058(0054) S @b @Q @Q W\?@
S
Content: @ O%%lOl.L Q @Q @ ©© ©© «
Stability of test corngé%d: S gu@anteed@{or stiidy dpftion, @
N §biry e: 20@1-10-2% @ 2 2
2. Vehicle: \@ © @non§ S S < @%
. . 6@ @ R @

S g
3. Testanimals & O 2 . N .
estamimals S S S Q é &\

Species: @ § Q(:ZJ- ino %b@ @

. N N .. . 9 AN
Strain: ¢; ©\ & N HlQ\alaya§\ N ) §
Age: @© @,@ © © ox%%m fiths ©§ @

Acclimat@on %riod@ ?4\9
Diet: @, @@Q > . @@

Q) B
A
w:;g? S §p wg@\r >
I@t ing: © QQ @ ‘@,hour&following test substance application: singly in
@ N pecial @rainers which allowed free movement of the head
%o %, @ (g Q@' t p@ented a complete body turn and wiping of the eyes;
N > N \

. < befpkd/after the 8-hour exposure period: separately in cages
&@ . N @@ with' dimensions of 425 mm x 600 mm x380 mm (|
@ \% § RS , Germany)
2

B. Stu@g des and@eth@? Q

i
2
E
78
=
2

fireatment

$Dos§@ I §9 0.1 mL/animal
Q &hcation route: instillation into the conjunctival sac of one eye
insing: no

Group size: 3 males
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Observations: clinical signs, eye effects, body weight (at beginning of
study) o
D Q§
I1. Results and discussion > (©)
oS
o < NS
A. Findings @ &S
A single application of 0.1 mL JAU 6476 100 FS per animal into the c&ﬁlﬁlnctival sqc\ ©f the §ht \25@
3 S
eye, did not ?guse any cl'lange.s. ? o Q NN @}@ @
The cornea, iris and conjunctivae were not affected by instillation e test com&ﬁnd§ 2. ©&
There were no systemic intolerance reactions. @ &© é\ﬂ Q @§ @@}
Table 7.1.5-1 Summary of Irritant Effects (Sgﬁe) N @@f é \d& y\% o
| [Mean gy ) eveiible
Animal | Effects 2@% @%h w\g% h% %cor@% esponse gd%ifs)
Corneal opacity A0 QZ}%” 0 @ 0 0.0° o - Q @\75 na @K ’
. 0 o B a0, ©
| Iritis 0 & | < & 0.0 o Q‘Z&@ §
Redness conjunctivae Q {Q\ é\aO S IS 0.0 -- § Ga
Chemosis conjunctiydée | D0 v 0 B @% i)o@ - w\?@ na
; 2 2 S Sp Y « ©
g 0 D . -
Cfn"neal opacity @ % by (@@) @ <§ 0.0%y @© N na
5 Iritis § S0 ) 0 0&@ 04 & Q na
Redness con@nctivé §) 0@ 0% o .0 Q %-@ na
Chemosis Zz%njung\ivae “ A P @Q 0 . "~ 0.0~ <§" na
. 2 © o > 7
N -
Cornealiopacit? @7& @ 0 x\ 0§§9 00 &O < na
Iriti § L9 0 L 00g - na
3 . QoSN N | é@ @ N
R eds ess@njuncﬁvae N N0 <70 0 0:Q -- na
QO . T D
@hem@ﬁs c @wtlva@ 0 & 0O © @.0 -- na
Response f&Pmean scores:%COme&lf@ritis % Cor@nctival v @ 0%
&@\ € op @7 redness é%em@ ©\

@

--  =negative °\ <N < © 2 ‘7;\ <2 & (Regﬁlation (EC) No. 1272/2008 and GHS)
(+) = mild irritantd >1-< Q_l -?i?% > @y 0O @HS category 2B (effects reversible within 7 days))
+  =irritant “ 1 § zb@z z%% @: @@Regulaﬁon (EC) No. 1272/2008 (GHS) category 2)
++ =irreve r’*fyi) e effggfs/ =l.5 © e (Regulation (EC) No. 1272/2008 and GHS category 1)
Y N NS S
ser%ls damage ©\ é\\?Q @@ @

na: not@ cable, *: in r@)ect 0 resul@)’h poftapplicdtion

o N

S

< S @ I ‘Conclusion
& S SR N

The test item @s@ot irri atiné the@yes oigbbits.

The follcz@g cla&%ﬁcat' la%ﬁlg is %ggered:
- Regulation (EQ)'No 43722008 (I} none
S

@ S
NI Q
KON @ %,
$ @@@ © <

CcP7.1 Skin sensitization
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Report: Kcp 7.1.6/01 | . 2001; M-087838-01-1
Title: JAU 6476 100 FS - Study for the skin sensitization effect in guinea pigs (guinezg&o S
maximization test according to Magnusson and Kligman) N é§
Report No.: 31575 S S)
Document No.: M-087838-01-1 &@ @
Guideline(s): OECD 406; EC Guideline 96/54/EC, Method B.6.; US- EfX 712-C-98- o\Q
197, OPPTS 870.2600 S L o
Guideline deviation(s):  The test item contains commercial pgoducts known tg'be stable and ‘hgmoge{@s &
both undiluted and in ready-to-use @tion with w@. Therefore,@alyti @ @
determinations of the stability and hdmogeneity gfthe formulatiéps in iologteal é
saline solution for administratigfkwere not per ed. The do enta@n for, é

application of the control and§gse finding ar@als %ﬁng the second inductfon is
missing. These deviations ot limit the& mey

SSESS.
@ Q,

\ @
GLP/GEP: yes « o & A N §
O T &S S A
L. %tegim@’and @ethody & Q @7 @&
i NN OO o S
A. Materials @ N @ . N O SN &
®, N L SIS
1. Test material: @Q 3’:}&’} 6475 109:9@ > § §‘9 @ %
Development no.: Q& o @60%& 7 Sb Q\ @b @@ @Q \‘”\9
Description: @@ O\% red@ﬁspeg@on %@Q Q& (3 @© .
Lot/Batch no: . 0652810058(0054) 2 &2 o O
Content: g O @©1 O/L o . § @ @v\,@

S
Stability of tes%ompo@ﬂ: & g@.ant for study dgratioci,% \@
SN @N @xplr@te: 2001-1096 S &

2. Vehicle: §y S .9 § pi@iologg\i@?saso%@on @@

STestonimdh D S

. Test ani @ G @ & 7,

Species? @,@ %© © %guir}eégig @b ©§ %@
N

)
S‘u&@: w, Xo =\ Hs@Poc:D @ O
& &8¢ 8

Weight at @g: <\ é\ﬁ \©3
Source: ©@ =) @ @?
o O &
Q SN
Acclimatisation p@od:Q\ Qat 5
o o leget

o,

]@ \@9 QQ FAG 845 W4 - Maintenance Diet for Guinea Pigs
NS HS itzerland
N | § @@ @ @ witzerland)

R tap§ater
@

Housi ,; N o S
\% gj RS @study period: in groups 2-3/cage; bedding: low-dust wood
S8 o i N G-
na

@itradermal induction: 1% (= 4 mg test item/animal)
Topical induction: 25% (= 125 mg test item/animal)
Challenge: 6% (= 30 mg test item/animal)

of th@esult@ & o

e IV Makrolon® cages; adaptation: in groups of 5/cage,
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Application route: intradermal, dermal

Application volume: 0.1 mL/injection (intradermal induction) @ @b
0.5 mL/patch (topical induction, challenge) @
Exposure: topical induction: 48 hours, challengg: 24 hours &@ @g
Group size: 41 females (test item group: 20, control: 10. ra@@ finding:
11) &% o \é)@i @
Observations: skin effects, c@cal signs, b@y weight g}g Q\ @}6 @
(beginning/termination of@dy) @ ) é\a &
I S VR O &
11. Results and discussionQ o & & © &@
s @ YO 9 &
A. Findings @’ °\ @ 6\ Y §
A
48 hours after the intradermal induction (l&duc@m) t%aanm}ﬁs in %@ﬂcon group sho ed
wheal. @ @ Q @& @
The animals of the test item group sh&’&ﬁ Zlihours\\ﬁter theyl™ i @twn@vhe&l&red co ure§
wheal. 7> é\ﬁ

After 7 days the following effects @%re fégorded@t theﬁ@jectmi@?sne@the ﬁro@oup@l d in the

test item group: wheals and encgystation. N

From day 11-14 encrustatlon@on th, f@atm@t ar th@?ﬁ’ (t@lcal) @ct&@@n gia%s appeared

in the test item group after the secon ctlon

The challenge with the 6% Yest ﬁ@m fo lat@a led t@skln e%fec §radg 2] 3) 20 of 20 animals
(100%) in the test 1tem\@oup skigyetfe Wer@een the ceqtro als

Appearance and behaviour test itengg O) re n@ dlfﬁ%ent fro%f the @ntrol group.
At the end of the Y, th@ne@body @mgh@ the @tmel@gro %nlm@h was in the same range
than that of the @dtitrol g IS @

an that o e rofoupa@gna - \@ L o @

©©\&%@>&

% .
. 9 %@ % b\ v @ é’}
SE @&9 S & o S S
9 @ SR (S
SN AN SEERN
@ 9O g © o .0 @
Q O © SN N
SN
S R
@7 2 @ & N
SN SR
S 5 &@\ O
@%
@ \%% § § @Q
% Q
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Test item group (20 animals) Control Group (10 animals) .
Test item patch Control patch Test item patch Control ﬁéh @@
Hours | 48 | 72 | total | 48 | 72 | 48 | 72 | woral | 48 72 T
Challenge @% NIRSH
6% 20 20 20 0 0 0 0 0 (@ Q\ 0 ¢
)

The reliability of the Guinea Pig Maximization Test megthodology wa&%heucked usm@alph é\”
Hexylzimtaldehyd formulated in sterile physiological ¥aline soluti OE‘& concentra i@ns 0@% @

(intradermal induction), 25 (topical induction), 12‘7&(challenge)[ - (%9 0, 2@@1 3@7 Q)
[M-021611-01-1], 31458 [M-082311-01-1]) %@ Q
@)

&
1.4 nclusmn @ N R @ 9

Under the conditions of the maximization tsgﬁ and@flth %pect the %@a
therefore exhibits a skin-sensitization pc%ntlal >

The following class1ﬁcat10n/labelhng{%ﬂmggg%d \ @ % %,
Flensicsation©s > &

- Regulation (EC) No 1272/2008 (C@ « > Skin Sensitisation €at, % §@  Q
gicSKin i

& @ H@Tﬂ (@@y gu@ an@ < r@ 102\9)@)
N & & S L F D
Q@ > S AN @Q 5§
CP7.1.7 Supplem@jltaryétud@ on pla@’ protectm@m@%t \25@
No supplementary studles ha\@geen@%erfo 6@ § N *o ) §
S S 9o ¢

CP7.1.8 Sﬁle@entar%tu@@s f({ com ati@ of glant@otection products
N
QY

No supplemen@gfr stu@s haV beeﬁgperfo@ed %& S §

CcrP7.2 . @ Data mexp@yre % > © Q@ (o

<
The nd/iﬁetary risk @se@@lt is presenged for @othlo%na @usmg the representative formulation
‘Prothioconazole @00 or thevuse, a@fun ]%kthe treatment of cereal seed. The formulation
00

contains the actn@-j bs@ce p@locmazol E@sure is estimated using the Seed TROPEX
model. @ @ @ @ @ @
In addition tﬁhe rls@ as

r ﬂ@ctlv@ﬁ\bst@e prothioconazole exposure is also assessed to

prothioconayole-desthio. @ %
This is @ by me@?f hi 1%’ tl& gdl%@ Q\
S ol

%o S N
End\omts relevant for risk ass \ment N §
& o A
N Q
AOEL: )
For proth& e bagg oangNO of 25 mg/kg bw/day established in a subchronic oral
toxicity gtady imthe mé@se also in a subchronic oral toxicity study in the dog, and an assessment
factorg\gﬁ OO@stels%c AOEL of 0.25 mg/kg bw/day is proposed.
STy

©®
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For prothioconazole-desthio the systemic AOEL is based on the results of the rat gavage

developmental toxicity study as described in the EFSA Scientific Report (on prothioconazole)' a@ S

amounts to 0.01 mg/kg bw/day including an assessment factor of 100. N @
S} @® @

For details please refer to Appendix I of the Document MCA: Section 5. @‘J@ & S

N

Dermal absorption: &% § § \;45@
Dermal absorption for prothioconazole was not evaluate@4vith FS 100 formulation. &@’s de@ﬂt @
dermal absorption values are used for the risk assessmen¥based on the gtitical GAP s: Q v\g &

o 25%f S & SO

o for the concentrate (100 g a.s. /I@x Q& @ Q @ @q}

To obtain also data for prothioconazole-desthi active sul&tance ]@‘[hloc@la as @place@%y
prothioconazole-desthio and diluted with water to a concentr. Sg pr(@noco%zolc-‘ﬂesth
As a result of the dermal absorption study thedollowg dex@al akgprptg@; alu used for tg rlsk
assessment: %

e 6% obtained with a conoeg%atlm of &EQQI? @Q % § @ @7 §@

%>
@ \ R O ST & S
For details see CP 7.3. Q & "\a < A W S
OF & O (B B> § & 2

N Q)
CP 7.2.1 Operator exl@s%re&@ @,@ @6 @ @ @©

oy O A
Operator exposure to proth@nazoﬁ durfirg treatment §f se (@Qand@@ow1 of th&reated seeds is

estimated with the Seed T%)pEx gﬁdelé&alalcu@ﬁom are pr@nte CP @@2 1.1.

In addition, operator exﬁ&ure prothioco 2 e @ell §o IE%C%EIVC&DH p@lct prothioconazole-
desthio was estimate “ﬁsmgult% compound QP%}C&HO@ pecific expesute studies. The results
of the studies are c@ldered tor @gher@er datgfor t@e glver@pphc ion scenario.

One study was du e@ durg r% treat%en&& cereai, seed@ pr@sm seed treatment facilities in

Germany with@to conta@mg th@aotw@ ubsgance p 1000%%12016 Furthermore, results of
two operator po s conducte dulgn@ loading an@sowil@ of cereal seeds treated with a
prothioconézole contauggﬁlg fo% ati @116d & estigiate tl@bperator exposure during loading
and so@ SEERN ©\
@ @ N
QO O & N
The critical GAP & I%for (@togﬁgﬁk ass@Smen@s pr@ented in Table CP 7.2.1-1.
<

Table CP 7&;\@11 f© Cr)\ﬁﬁl Q{gf’ erQ)erat@‘ expggjure evaluations for prothioconazole

Crop Appl@ﬁo% @’[a Gppli ﬁ Max. Dermal
(grou ) me%nod N '% % g a.s/100 kg | application absorption (%)
{ % ) @ rate (g a.s./ha)
Batley, Oats, @ CAco
Ry, Triticale, %eed@ﬁea‘[@nt R § 10 18 g¥§(125 /101' 6%
Spelt, Wheat@,)® N2 “cesthio: 67
F =field; G reenh%pse %, @

% ® Q
A compa@on (@%e cofvespo 8Q@ng exposure estimates with the proposed AOEL (in terms of

perce% e O&Ee rea@ctlv EL) is presented in table CP 7.2.1-2.
SE Ty
(’S@

' EFSA (European Food Safety Authority), 2007: Conclusion regarding the peer review of the pesticide risk
assessment of the active substance prothioconazole. EFSA Scientific Report (2007) 106, 1-98,
doi:10.2903/j.efsa.2007.106r
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Table CP 7.2.1-2: Predicted operator exposure to prothioconazole and prothioconazole desthio

Substance PPE Total systemic % o
exposure AOK] §
(mg/kg bw/day) &
Seed TROPEX & &7
Seed Treatment Prothioconazole With PPEV 0.0789 § @ 2
Loading /sowing Prothioconazole With @2) 0.8071 % ~ 3 @7}@
A (@easuremel@\gf ex&%urg\ﬂ o
Seed Treatment Prothioconazole &@’hPPED Q& 0.3Q071 §© < - QQ.3£@
Prothioconazole-desthio @g%itthPEl)m \ @OOO}@?}Q ®© 2 @
Loading /sowing Prothioconazole é% V@PP@ &% 0.0@65 @§ > 03
(Not normalized . . N wz) 5 9 v @\ ) &
study results) Prothloconazole—@noo @Vlﬂ&l@E %Q &.000?@@ 0.9
Loading /sowing Prothioconazo}(@ @«Z\ \Q@li@) V@ 0.9%%8 @Q @&’ 4
(Normalized study . N eog N
results) Prothloco%%gge—deféuoﬂ %lthWE2§ m@%@ E §y O %@9 1.7
1)Standard protective garment; protective gloves are wan durjggalibr: '\),mi ifiond logding, cléaning. N
2; Sttandard%rottecttiveggarmerft;l;)rotte;ti@vesar%\\lom wh direc&ct ed s@s i% given. ¢ @©> K
# AOELprothioconazole: 0.25mg/kgl;l)§ ay; AOBL proé)@conazle- esthio: ®.01 mi@ bv&{!d@ & ©
o é& S @ (%od S N 2
~ I R
N o S LN
W & 9 O ¥ . & O
F TS e § .00 <
§ é °\® Q@ N - ©© @@ N @
(NN AN N > D §
& £ .0 O « g @
N . SR
.9 %@ % b\ © @ fog
> o O & & N
A O@\Q & .9 %\©
STy s
o O ¢ .9 o O @
W OO O oD
SRS ,%Q & @
=) % S @ %
@7 o Q @ N
Q AN N @% Q9
& SN S
N (g @\ R Q
@" N >
PR ) N
g <
o & o ©§’
< O % Q
AR
s
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Assessment
The results of the calculations reveal that the situation is favourable for the intended L@ on
‘Prothioconazole FS 100°. Q\
& @ @
@ s @
Predicted systemic operator exposure according to the Seed TROPEX modg5 § &

The estimated systemic exposures prothioconazole are alw@ys well belowi?fe respectmgﬁfst%hc AO&
if PPE is worn by th t X @ © @ @
y the operators. Q @

S &
During seed treatment predicted systemic operator @osure acco@g@s for 30% @fhe sﬁemu&O
@Q

(0.25 mg/kg bw/day). &
oF &
The model predicted systemic operator exposur€ during lo$®ng and sowing ar@unts my@%% 6F the
systemic AOEL (0.25 mg/kg bw/day). S @@ N I~ S
S & g & ° & Q@% 5
S & o

\
Estimated systemic operator exposure &é\cordlﬁg to mé&sure @ns

~ & &
Compound and crop specific stu@ %f\u ev@a‘[ed@ a@s S eml@pe s e%osure to

prothioconazole and prothioconazglg —dest@b S @ @Q

Q
In both scenarios, seed treatmel@and g@mg&@vm&}l tre@52§§ the &y o @reveal\lat systemic
e AQ

exposure to prothioconazoleNgecourits fo@l% e to th1 nazole-desthio
amounts to 1% of the AOELW\\clurn‘ig6 seed @atmso.t and @Y% of the AO& durf@g se% sowing.

.9 . %
Va0 S s g S8
Based on these resultgan u ept@%% rlsk IS nogafitici %@,‘[ed f@he &fratoNy h the intended use of

‘Prothioconazole F 0. Opera@ are sy poseﬁ? 0 WEY nor@al WOor earf% g. a coverall), protective
gloves when hanghng t@ undiluted o dllk@d pr(?@ct g@well Qs w@ handling treated seeds or

contaminated s&face% @ & K@j %& S §
9

@J& ©©%@

Ko
CP 7.2, ﬂ@ Estimgfion @ope@r ex%osug@ @@ @\@7
A) Estiniation of o @atow osure dl@g se%@ tr&tment

SeedTROPEX cg?ren jates Qr W&?k task®’ dur1@ se@ treatment: calibration, mixing/loading,
bagging, and cledni 11 t onsidered ifitividiatly, however, it is assumed that one single
Ginge P s i i

operator per. s&dnng& wor&@ sha&

It is assum%d that operatots al§xpo to t@@ seed@ressing liquid (neat or diluted) during all tasks
except @mg baggin&? The@ He g r1c -gxposure figures for these tasks are expressed in
mL/%%eratlon (takm@nto cou the cemons of active substances in different seed dressing
liquids) whereas fgivbag {d’a eQ tant@energure expressed as mg/h — is proposed in the model.

Since the delivagy; some @erﬁexp re values have been revised and the values currently being
1
S

used are pre ted m¥f ab
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Table CP 7.2.1.1-1:

Task related generic exposures of seed treatment plant operatives

5°
Total Potential Estimated Actual | Inhalation 7 S
TASK Dermal Exposure | Dermal Exposur% Exposure @ K
(ml/op)* (ml/op)* (ml/op)*&@ @@
Calibration 0.0330 0.014 % U O@@OIO N &
Mixing / Loading Fast-Couple 0.0052 < 0. OOS{N °w.00%@ é\ﬂ
: e S @
Pre-mix 0.0047 0. !\2 @ 0@31 é\g @g
Bagging (mg/hr) all data 1.8400@} 698 &CQ 6%05@@ @
worst case Qo?(@ @@9 \& 0.0840 @@}
Cleani 8720 083 .U 00160
eaning f(% @f? 5 (@(%Q G U é x(k s
* exposure during bagging in mg/hour R S ©
5 & @ 9 s O & @
g\y S \\ @ % ®
It is assumed that the daily work of .“ at \/111 @Volveﬁne c%@rau@vand § cle w\ﬁng of@ration,
eight hours of bagging and the re u@e ber o@mlx&?lo d@g 0 tlo% hes¢lassumyptions are
relevant for a static treatment plan®with a low 1 V%l ofiautomagign re ghputof about 75
tonnes of cereal seeds per day, It i accepted @ ugh @ith h1g¥er levels of
automation would achieve highier thf‘sugh (resu@’ng ikhigh ily roduct es) osure in these
plants would be lower because ofithe legy intensive u@olvem%m of@perat@s du(}:@ng bagging which
contributes most to the Qv@all ex@sur lesges tor&ated plants. @ \v\,

It is noted that the type of n

scenarios correctly. osur@’n t
exposure value in

contamination

seed. Thus, th®l 1g}@@ad
exposure to produagy wit
should be férmalised t%ng a.

betweep&Xposure and

Exposure values f
of SeedTROPE
combined tasks e: g b

Table 0@2.1.1-2

%nsent
QP a

rate
dose ra

\-)

gg1 \no

@© Q
@é)ata &ﬁxp re f

llszﬁgon useul

ase @only
endeént of thy see@oadmg rat
1ng@*he con amQEtlon bﬁt e
t @fode

1n % follc@’mg thble
d@’or baggm@@cah@lon are not included).

for

5N
%@’@

@b

gganmg%s/
e dgpendantand
$ @mdged thag dust is the main source of
e dose of a.s. loaded to the
S. /tor%e) would likely overestimate
S. T@refo@ it 1s@rop & that exposure during bagging
@ndl@ This 1nd of no 1sation reflects at best the relation
nt ofkactive substa@(s)@ded @the seed.
ised @mg@a . @andled@e available in the original study reports
it,1s noted that report values representing

ds o

ur) does@)t reflect all possible
ulatQ}s will result in the same

pure,” bagging determined in the UK

Potential Dermal 0s1%en \Qctua@@)ermﬁ@Exposure Potential Inhalation Exposure
in 1@3 s./kg a.s.(Only b ga\ n mgy.s. /]§a .s. (only bagging) |in mg a.s./kg a.s.(only bagging)
©
SeedTRO@‘X UK da f@& @@ SeedFROPEX UK-data SeedTROPEX UK-data
.0730 N @ 0.025 0.0023
& NS Q X Q

& 0488 O 0.074 0.0100
R 258 o 0.095 0.0115
Q© é@ 0 27@ & 0.120 0.0094




Page 25 of 58

B
Bayer CropScience 2015-12-08
R

Document MCP: Section 7 Toxicological studies
Prothioconazole FS 100

The corresponding geometric mean values are:

Potential dermal exposure: 0.1710 mg/kg a.s. @ @©
Actual dermal exposure: 0.0678 mg/kg a.s. @
Potential inhalation exposure: 0.00710 mg/kg a.s. @b &@ @@
These values are used in the following calculations to make predictions of ex@;sure durm@bag@g @
@\9 °\ \ @
The following assumptions and requirements were takenVnito accoun& the estlméﬁof @a‘cor&@ &@
exposure during seed treatment: & NQ < Q&©
- © S @

Crop:
No. of cleaning operations:

No. of mixing/loading operations:

No. of calibration operations: 1@ @? &
Seed treatment rate: "\% % to%%s percday % § §@
L N N IS
Application rate: @ See SHENS)

510 d =
@Q (&K colzﬁ'@%am *é.%%lkgﬁ t@onaﬁ/ t seed
Active substance handled@g/d%r) 7\5 k rothl@naz@d@@@ N \%

Q)
Dilution factor: @ % @1 (lute@® Q& & ®© %
Dermal absorption: = ~ N 2@% S @ L9 S
. G x> SN .2
Body weight: ¢ @) @@’kg @ @ @ %@
Clothing scenario® % % ©§ C '@all a@ gl%%es durlﬁg all pperations except
ST e ST 3
& ERN Q & N V @ &2
The detailed spréad shiet calcﬁiatl ops are prqsente@% Ta@ C § L. L:?
Table CP 7.2@1-3;@) C%@latw@of ofi%ratm@gxpo@ to pyothio@onazole during seed treatment
- e
o 2 Total “Estimgied Tabalation PPE®) Fre@énc Total Estimated | Inhalation
] o y
N Q@otential A ctualDermal Expos @ rations/| Potential Actual Exposure
$ L)
&TASK o P De@ xposure Q (mg@ ° day) Dermal Dermal (mg/day)
§ Explhsure égmgg& > 5 N Exposure | Exposure
c g/op) 40 RRE (mg/day) | (mg/day)
Calibration 7 [Q3255y Jops <k T0.138> §0° 1 32557 | 1.4228 0.1381
Mixing/Load @3 0.519 192\ 001 G, 1 05192 | 0.5192 0.0102
Bagging (mg/kg 4.s.)** @2 0067Q @%71 Y 1o 7.5 1.2838 | 0.5083 0.0530
Cleaning 87.1757 s35 | @000, ¥ no 7 87.1757 | 8.3364 1.6000
% SEEE
@Abs o%ed dog/k@x'v/da)z,):@\ Calibration 0.0059 0.0023
\‘?\, R § o\ ©©\ Mixing/loading 0.0022 0.0002
< Bagging 0.0021 0.0009
&@“ A SN Q@ Q& Cleaning 0.0347 0.0267
R
@ N § Y Total 0.0750
AN Q O
@@ §9 0/9 of@ 30
B O~ @Mo : 333
& @ Qp

— S
é(ndard c@ng of the operatﬁ is one layer of work clothing during all tasks and in addition protective gloves except for bagging
*k expo@durmg bagging mg/kg a.s. handled
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B) Estimation of operator exposure during loading and sowing of the treated seed .

& D
N Q§
Exposure estimates include dermal and inhalation exposure. The normalisationgysed in the n@l (mg
a.s./hour) does not take into account varying amounts of active substance applied to the sek @
regarded to be the main source of exposure during loading and sowing and th ontaml stis
proportional to the loading of active substances on the seed. Thus, ¢ latlons WO $
significant overestimation for substances applied with lor dose rate %ompared to@{l}%se 15ed in @e
SeedTROPEX studies (375 and 500 g a.s./tonne of seed)%d an undelmatlon fo
with higher dose rates. Exposure normalized to the amount of a.s. Hahdled reﬂe at b@i
between exposure and the amount of active substax%gloaded to t@ see Jndlv ctual andde

s ar@pres

R

exposure values using this normalization are ava in the S dTRO sté% re
in the following tabl S
in the following table. 0 @ 6 N

"\g
Table CP 7.2.1.1-4:  Actual dermal and @ten z@mh@rtlon (@pos@ ﬁgu@Qs of the stu@g report
of Seed-TROPEX (UK-d-an) fo@the t4%ks loé@mg%and sogving o t@jted d

Exposure during seed sowing is calculated with SeedTROPEX.

@

normalised to mg a.s. /l{g a.s. handle@\ &

Q

S

&)

Operator ID Actual Deé@al Eéﬁ)osu Q ﬁnha@“fon ﬁ)osure
[n%a.s./ké@.s] NN > R g Ay /kg§°&®
1 Kg29 © O U @069, O S
2 » g U 5P Q @)oz@@
3 <& S 8 @ o
ST BM S 70,449
4 % Sts0” @ @ @017 2]
5 oL 74 S S s d§
6 5, @@ 810 O & . @ N
B @Q oo § & odwo
12 E L F o .9 2 @228
13 of &7 & @20 & Y @ X0.008
4 Ll o 3660 & @@ ©§ o 0031
15@ T 201000 (7 S <7 0388
16 w, w38 & v O 0.692
i OIS 80 S 8 o 0.280
geo. mean |, S v\g 5.87® N Q( N 0.110

N
In total, 13 operz@)rs (

@ dat.

ere@aon ore

d fo@dem@%d inhalation exposure during loading and

sowing. The g@bme @mea@ actu @I derr@ e)gg@ure i$587 mg a.s./kg a.s. and of potential inhalation

exposure is 0711 mg a. s be m’@mo @’- that 8 operators handled treated seed without
wearing ectlve gloyes (e n :\S/ spre th% ed within the hopper). This is not in accordance
with go&d agricultur: act1 There ore e a@vance of this data in the model represents the worst

case when calcula@der 1 ex@ure
The\exposure calculatlor@or P@ﬁhm@%zo&@ S 100’ is performed with the normalization as presented

above. % gj

The foll ng a@%rnpn@ls a

d dl d
ur1ng§9 e @@mg@ g

equ1rements are taken into account for the estimate of operator exposure

Q@
@lmg rate:

Work rate:
Application rate:

Cereals

180 kg/ha

15 ha/day

10 g a.s./100 kg seed
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Amount of a.s. handled: 270 g a.s./day
Body weight: 60 kg S
Clothing scenario: Coverall; gloves partly worn (only few operaters™w 1t
gloves considered in the model) & @
& NI
The detailed spreadsheet calculations are presented in Table CP 7.2.1.1-5. Q \
S)
Table CP 7.2.1.1-5:  Calculation of operator exposur@o prothlocogkzole durm{ﬂl@admgf@)m@w
of treated seed & @ 9
O m @ S
Route of | Specific exposure Seed [kg/day] x uses Route spéeific Absog@on sorl@ﬁ\Do D
exposure | [mg/person x kg a.s.] rate [kg a.s./kg se@@” [mg/person/day]| [%] « [mMg/pegson/d
Dus 5.87 x 027 @’ = 1585 2 125Q° © o
Tus 0.11 x 027 D ey Y 490 N\ M%g7 iQ\@
Systemic exposure % 2) Y, R, & 04257
© 2 ‘o
Total absorbed dose [mg/kg bw/day]: oy @7@ (@@ @ v d& 0.0{@% &’
I %
"R > S o AN
RN MR RN O 4
R &S & @ » U
CP7.2.1.2 Measurement O&Qer@ exg?sure? v @@ @Q %@)
It has been found that prothioconazole 11@111ut -9 olu S €9 ﬁg nv&@o p iocefrdzole-desthio (other
internal code: SXX 0665) du the@y proces@an cl n or on cerain plant surfaces. The
conversion product, prothloéﬁnazqge dest 1S k%)wn tubave aQeme 0X1@§0tentla in experimental

animals.

& <
Therefore, three operator O%;@ dles uct@§0 termmé%xpo@e to prothioconazole
ri

and prothloconazole@esthl eed featm §mf cg\}al se@s unér rea] bise conditions as well as
during loadmg/sov@ of@e tre§ ses@% to ge bas@for a reahst@ risk assessment.

SN
Subsequently, a& ﬁssmeﬁi 18 %fomeg\for t{%seed%at prad duct “Prothioconazole FS 100’

based on the @lts e o@rator@ipo&&@ stu%@s @ S @

The exposugg of ope@;ltors to pr t‘f@ocon%ole @l its c@fver@n pr@ct prothioconazole-desthio during

seed treatihent was expey @y d@mned in ongoperafodr expasure study. The study was performed

in confinercial seed tr tmen cilities in @@rma&@durm treatnient of cereal seeds with EfA FS 76.25

(37.5 g/L fluoxas @ n, 2§ g/L thwc@m é%’e trlai%mde and 3.75 g/L tebuconazole). The
4/001 )

study was already) alu%ed b D ¢ ‘§>)

In two furthe® stu@ the@g(pos@é of@perat@s to @”rothloconazole and its conversion product

prothlocona%e des @ experime 11y @rm1®d during loading and sowing of cereal seeds

treated withyEfA FS 76.25(37.5¢/L @:ﬁxasn@)m %ﬂ@g/L prothioconazole, 10 g/L triazoxide, and 3.75
g/L tebuconazole). N N
The Substance and%&ﬁhc@n ty@speg% da@vﬂl be applied to evaluate the exposure of operators to
the%tlve substange pro@’oco@ole @ s denversion product prothioconazole-desthio.

N
The studies ar@gl)lm rise gthe owmgThe studies were conducted in compliance with the current
OECD Pri es 0RGoodFaboratory Pféctice (GLP

e s e (5
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Report: KCP 7.2.1.2/04 -] . 2011; M-418917-01-1
Title: Determination of operator exposure to prothioconazole and prothioconazole—de@o S
during seed treatment of cereals with EfA in Germany o W§
Report No.: MR.-07/313 N (S)
Document No.: M-418917-01-1 Q NS
Guideline(s): OECD Guidance Document for the Conduct of Studies of@ccupationa§xpos to
Pesticides During Agricultural Application, ® 2 D
Series on Testing and Assessment Yoy 9, 1997 f% S &
Guideline deviation(s): | not specified V. @ (OR%) @
GLP/GEP: yes Q3 YIS 0
R O A
%@ Q& %" &© % O &@
v @ R 9 @
. 9, A N %)
I. Material and Methods: . &S D N % §
. . LS SRS
Eight professional seed treatment plants in Gefghan %wh@E @led (Be rep@sent&we fo;% Varlety

of technical standards for seed dressing weke chosen. In tBese pladts cereal seeds (wifiber whgt, wigter
and spring barley, winter rye, or trltlcalqi%ver %ssed\}lth EfA FS 7%25  afQipplieation rates of £0 to
200 mL product per 100 kg seed (corré@pondijng to %@5 g4 @ethloc@lazo%@}er kg ). Tag seeds
were treated in batch treaters or cont @Qa us Hlow tre@fers ré@esen@’g th§‘€1 c$ dard used
in Europe. The treated seeds wer@bagge@nto p%er b%s (?gw 50 @/ba@ T b@ ags@ 0 — 1000

kg/bag). & @, @ @Q & @ Q
At each plant one to three ‘@ators\/ho @ally c@flducf%all ac@vitiegpecessary forQhe treatment of
seeds and the bagging of th m see omt@d for%wo@nsec, {ive days performing their

daily routine. In total 1(& erato we@ mo red{or full working shlﬁ®of ut 5 to 9 hours. 15
operators were momtored fo@;o C@jsecu da@l operator for one%ﬁy re§ylting in 31 replicates
N

monitored in the stud@ 73 § %\ @ @ &\

The work in the sﬁre@entg@ts %re&two m@q are

e Seed tre t@gént 1®udes all ac%mtlesa@a hi ﬁt once ed ol*ehluted product is handled, i.e.
mixing/l dmg@\;‘%ahb& on, cléanirig of tl@@ tre ent mb@ maintenance in the treatment
cham‘t@r operatlon of the J\{ﬁ@ter %

o Bg@g ing: 1nclud@%ﬂ ac@tles &h h the t@%ted@s al@\‘landled i.e. bagging into paper bags
or big bags, @g;km %f p@@r ba@, fo@ft dq‘&vmg, @dmtenance at the bagging equipment,
cleaning of tl@ agging ar N @) >

6 of the repli tes w ma@y pe@?rm1§b act1§es c@ected to the seed treatment, 11 replicates
mainly baggégd the t@ate% ds and the%Qgc er &repl@@tes conducted a mixture of seed treatment and
bagging a%vmes durlng e m or1 er1

%
N @ S
An g¥erview of th&rk@o%dm(@s an@@etak@f the operators work in the different plants is given in
the following table. g @ @ &

@* SN
& oAn N
& ws% § &Q@
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Table CP 7.2.1.2-1:  Operator details and working conditions

Plant Operators’ @
ID Function # | Body Working Amount Units bagged Amount
weight time seed handled | [bb = big b%}s, prothiocz@ole
[kg] [min] [tonnes] pb = paper®ag handled Tkg] f@
OA [T 85 395 68.0 68 bb® 2R ¢
OB |B 100 402 62.8 63hp 230 oo
plant1 QS B 65 393 62,8 £3bb 250 N, >
oD |T 85 405 N64.0 b4 bb O 2.5 4
OE B 100 382 | o 64.0 O 64 bb PSS
OF B 65 415 O 640 4 64bb O 237 2
oG |T 82 420 @ 74.4 8bb Q) | 298, N
planty  |OH__|B 83 4249 73.0 77 bh, 2927 O
01 T 82 27 |9 2555 [“29bKI9pb & 145
OK |[B 83 H05 <7 255 @ 290B 9pH0|  all5 S
OL T/B 85 3720 W13 X[ (1116 ph> D 1.8@ @
Plant3 |LOM__| T/B 70 <]” 36T | 4130 < N1epd A 180 &
ON |18 85 O 356 47 45 _[O14vm.862 NS
00 |[1/B 70 O° [5.362 K} 425 ©f 14bb. 8629 08¢,
OP T/B §a> 349 2418 | o426y [T 1L,0h
Plant4 ORI B @79§ 9 33 &7 240 |7 4888 o 101
0S T/B &80 ° 308 P 191 R 382pb Of 20.67
OT B IEN 5297 | 5091 & | - 382 plsy 0.67
08A [TB & |63 3 253 SO 314b 2 1.01
plants |OSB_[T 90 7 1y 283 3bb ] 101
08C | B ,S163.92 | 834, G «d00 A w50 b 2 1.60
08D _lob MES ) 363 | 840.0 Q750 bby 1.60
Plant 6 |-OSE TBA -7 441 N 664° |« 65 bb@8 pb 4.25
08K, | R 75, 20 o 680 D69 bb 3.67
Plant 7 o088 (&8 o [81 Ce0 | ©92.0 8 bb, 1515 pb 1.56
| O8H [or/B ™ [g0 4407 | 5> 67.8 |« 72259 pb 2.03
- 7081 | T/B, 68 (,@%5 536 360 (0" 600 pb 1.20
&@ 08K 2 &Y 88 N 536 O] x30.0 © 600 pb 1.20
Plant8 | O8L B .S |68 @Y 536n | o 30.00 600 pb 1.20
O8M.S'T/B w8 ] 3y O 274 29 bb 1.10
O8N2 B@ VQ 88@@ . 979 A ﬁgﬁ 29 bb 1.10
#: Main function offhe oper: th d treatmadnt and in, €ss: Treatment B = Baggin,
@@ p ©®f é@g gt \@gg g\ e gging
¥ o K &2 g
Regardi e seed treatment @se seyeral %ﬁ?ergnvsgs in the equipment and the work routines could be
observ hich may‘have hadsan Qﬂueno@ n p@ﬁial exposure of the operators.

Pre@xture of théSprod %is @%o@gyprac‘s@ in Germany. The product is diluted with water or

combined with_other pr ducg@n ixing Sels prior to the application in the treatment chamber.
Mixing/loadirg of the. prodact waleithefperformed by pouring the product directly out of 50 L
containers igtd a mixing el (oin% pla@) or via suction lances connected with pumps. Lances had to

be transferred fi fo full-containers by th tors.
e trans %1@@ r@ﬁem@o @wcona ers by the operators

Calibration o Qm@: meg ringps was performed in two plants by measuring with a measuring cup the
amount” of uctQeliveted by the pump in a defined time. In all other plants no calibration was
P ed%ince th: dosa'@ equipment was regulated automatically by the computerized control unit of
the tre@ nt equipment.

Cleaning of the treatment chamber was performed routinely in most of the plants at least once per day
to remove residues which may have influence on the treatment or to remove seeds out of the system to
provide purity of the seed variety after change of variety.
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During all activities in which the concentrate or the diluted product was handled (i.e. mixing/loading,
calibration, cleaning) operators wore in accordance with their usual practice chemical resistant @es S
to protect their hands. Furthermore a protective coverall was worn by two operators during cleani g@
the treatment chamber. S @

Differences in the activities belonging to the bagging phase were due to the fgvel of autom§f10m1 @
plants and the type of bags in which seeds were bagged (i.e. big bags or p%er bags). B mg &
bags was performed in two plants exclusively and in five plants during péts of the working shl M

or less the same manual activities were necessary in all pfants to fill sg@ds into big l@ bags@ad
to be connected and disconnected manually from the fi ghng head of @ bagging std@on. rat@tled @
the big bag up and the full big bags were carried witl@a’ forklift to ¢ storage placg. Bagé%g 1 @pap@%
bags was performed in one plant exclusively ar@ﬁve plants i 1 orr@“natl wit @aaggmg into &ig
bag. Dependent on the level of automation the op&rations perfi Z he rle ‘{Sz he
plants. In the low automated plants all activities (i.e. attgthingd mpiy ba @lmg’h@ad stitching
and labelling of the full bags, stacking of fullBags o@pall@fwererf ed m@auaH& In these plants
the bagging activities were performed byone oﬁ@’wo baggers & co pelratl@> with &he o or@ho
mainly performed the treatment act1v1t1&§\9ln t«&\ne aut@nate ants @tach@g of emptg@s at
the filling head was still performed @ua whe e@ sta&ﬁmg of e fm} ba Two
operators were performing these actigjfies. fq the h@lest %@tom gm d st kmg was
fully automated. In this plant the @ole se&d treaﬁlengmd ba@mg e%L?by a single
operator. &@ @@9 S

Dermal exposure of the bo @as date d via @hole%ody @1 ervegar (long sle@%d T-shirt, long
johns), as well as by analysing a%gg slegved s@ﬁ (cofyn), a wor ket.affd a pair of trousers (both
cotton/polyester) as oute% arments. Twg of . ope@tors ore addjtionally a permeable coverall
(Tyvek) during cleaning. Expgstire t%he h term@ d by face neck wipg} and a cap. Exposure
to the hands was detegnlined@ia rigsing o@)rotec«@'e gl&%s (nifeile g@es) @ by hand washings.

The results of the @smen@ e g@e nsings,he facgy'rf ck vipes, @d the cap together with the

results of the u and the ha&i washings c&ﬁfesponﬁ? géntl@ermal exposure whereas the

results of the@de r plg the f@ n@&@’mp%s@ cap@nd th&SKand washings are regarded as actual
N & O @

dermal exp(%sure. @ N

S
Inhalatl@exposure Wi easared V@)M samplegs equl@ed @élass fiber filters which were fixed
to the garments at thé®reai h@g zone of t@e“op@r@br anﬁ@con& ed to a battery powered personal air
pump. The pumpsﬁ@\ﬁfor the du@'on Q\f@le retsyectlworkﬁ%g task.

All samples (cldfhing @ce@ck V&\?ﬁaes &p s and hand wash bottles, IOM samplers)
were transpor@d to €he te@ acilify’ late€d threédays @ter sampling. The sample preparation was

performed “{Pfeasibte — directl ?on ipt @he saaples or latest within 96 hrs after sampling. The
extracted ples and sampl tra@%we,ref@torn freezers and refrigerators, respectively, until
analysisqwas perfor‘m&g@ Q

For the determmat&f t %xpog@fe tog¥¥bthig&pnazole and prothioconazole-desthio, the samples were
extravted and analysemy hgg\ld ch mafdgraphy with MS/MS detection. The results of the
measurement af® § given 11@m por@& determined (i.e. ug prothioconazole per sample and pg
protioconazodg:desthity pe mplé‘%and @ﬁpressed as specific exposures (e.g. pg of exposure per kg of

prothloco& le @dled@ v\g Q
@ @ AN @©
N

IL. @ding@@@ > *

Therecogeries performﬁoncurrently with the analysis of the samples were good and revealed that the
methoiised for samples analysis was well suited for determining residues of prothioconazole and
prothioconazole-desthio in or on the dosimeter matrices. Field recoveries that were set up during the
study showed that the sample residues were stable during transport and storage.
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The measured exposure results are summarised in the following table.

& &
N @?
Table CP 7.2.1.2-2:  Summary of the Measured Exposure Results N @®
Operator Prothioconazole Prothioconazole-desthiQ™ & @g
[ug/day] [ng/day] & &
D Func- =N o L o
tion” PDE ADE IE PDE ADE IE L9«
OA |T 1434 38.98 2.986 11847 1643 & | 1.040% %, \\ @@ @
OB |B 367.3 39.32 5.841 63.18 13.19 1.040* & § % &
oc |B 495.7 84.66 7.996 82.70 215 LOd0s, | Q ©© q&©
oD [T 4624 116.0 1.040*  |411.6 H71 1.040% @) @
OE |B 335.0% 35.00% 4.700 @y 62.75 12759 | 1@0* & @}
OF |B 378.8 5331 1591 ¥ | 1453 &) 27.95 51,040% %@ S
oG | T 135.0* 35.00% 4786 G1.00* < | 10%00* 1.0408 | ° S
OH |B 172.0 72.01 342 _ Y5005 | 40:00* <00] 1.040F S\ .
0Ol T 2332 50.51 988 @y 130® Q0.00% 2 | 1040 Q @7 @&
OK |B 255.2 123.2 AT44°S | 5284 ) 12.540)  [@yv40* §
OL |18 4567 32.50% o 1.958 @242 & | 162 P L040ES | %,
oM | T/B 3674 32.50% QO | 1646 L1462 [9.00% )7 1.046* N ©
ON | T/B 2284 35.67, 48 - 2233 90.10Y | K9A0* & G
00 | 1B 1095 36.79) 3.40 97.56 O 9.0@2@' ©D040% > \”\9
oP | T1/B 381.9 84,93 e 1.0@%’ 54.01 oD | 1401 710400
OR |B 137.6 BY57 ° 040*  “4750.60 360 . 1.080% 4
oS | 1B 349 4 (4936 61%040*& 61:00* 4 11.0x 2 | Eg4a0*
OT |B 3617 ¢y| 61.70) 1.040%0" | 6086 10.3Q> 1N1.040% 2
08A | /B 2045 7N, 62 2] 1.04 $85.26 & | 11300% o | 1.04@S
08B | T 3350* 00* & | 1@40* X} 60,009  [10.00% 1040y
08C | /B ) (046.22° 1.040* L | 1629 211,44 4.040%
08D | T A0 o | 106 QP 1.040% | &4 @l 17.24 1.040*
OSE | T/B 31682 O | 46ul5 1.040% o |'985.79 | 495 \(\@ 1.040*
O8F | T/B  A\923488) 31.63 & Bo40* K[ 357.7 68 %, | 1.040%
08G | /B O 1626 D 42900 2784 o | 2188 P12.38%, 1.040*
O8H | T/B 589.6 3269* 4190 5.7 123 1.040%
081 | aqE’ 12775%, | 4870 Q) 2.18¢ 22099 |.1599 1.040%
08K 4%’ 1375¢  |e37.50+ 8 | 3.958 A 5300 3%.00 1.040*
O8L 132.5*  °«] 37.59* N7689° 51.00% \% 11.00* 1.040*
08 9 S
M T/B @ﬁmo% 285 %\ 1.@4@ @36.7@ 13.27 1.040%
O8N | B 13509 ° k35.00%9 | no40* S 50.80% 10.00* 1.040*
Geometric «&] D e N~
man | Q 93%0 9 4@9\ 9 1089 | G004 12.63 1.040
75% percémbjle 2638 $H50 &V | 3,438 <179.3 13.63 1.040
95t pegeentile | 218802  [08.0 £313 s | 2987 24.83 1.040
Maximum o W
valo¥ ﬁﬁz @ 1239 aV706€ | 3577 31.71 1.040
PDE: Potential dermal exposure (é’@un of &uter clothing, inn %l%thing, hand and glove washing, head)
ADE: Actual dermal@p%sure (=Sum ner c@g, ha@ashing, head)
IE: Inhalation_e@gre (Br T‘ng ﬁS Légt\gn) . .
#: Main functio the operatdr in eed treatient a@baggmg process: T = Treatment B = Bagging
*: All sample 0Q %,
LN @© ©§’

In ge

9
% th&r

nd iaiglation exposure to prothioconazole and prothioconazole-desthio was low

fo%ép mopifdred &peratdss. On many samples the residue level was below the LOQ of the respective

sampl

atrix for prothioconazole as well as for prothioconazole-desthio.

in
The reﬁin the table show that the replicates who were mainly involved in the bagging activities were

less exposed dermally compared to operators who handled the pure or diluted product during
mixing/loading, calibration or cleaning. Nevertheless, since potential exposure was mainly detected on
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the hands which were effectively protected by chemical resistant gloves, actual dermal exposure was in
a close range for all operators. @ @

Overall, inhalation exposure was low. For 13 of the replicates prothioconazole residues measur n th.’

IOM filters were below LOQ and all prothioconazole-desthio values were belgwthe LOQ. @feren

in the extend of inhalation exposure were identified between plants and witfiim single plan betv‘@en

bagging procedures (big bags vs. 50 kg paper bags). In some plants durmggbaggmg of ag ghe@

inhalation exposure was detected in others during bagging-of small papepbags. Reasorfsfor this ay@@

seen in the level of automation or the quality of air exha@on in differ@nt parts of th@%la@ @
Q ?”\g S

o SIS
@ < & 4 S &
II1. Conclusions: R @@f @ ©& @}
The study results reflect exposure encounterering ty \1 acmltles@seces fo&?ereai@eed

treatment in professional plants in Europe w, sta@d s& treagnient gguip n Q) t TheMevel of PPE
used in the plants (i.e. chemical resistant gl%;;es whign ha gonc@trate a d prgduct) was
in accordance with good occupational pr& e and'the @Qmm ork practigésn the ants

N
Thus, it can be concluded that the stu@ dg,\tlons @e. sef@cted @ants work , work
conditions, etc.) and subsequently @Q- et 1ned@xpo§®e ﬁg s ar pre tat@ or %:real seed
treatment in Europe. $ v

R N
@ &@ @’@ @ @® N
Report: 7201 4M- 4@315 01
Title: %errmr@lon of@perat and resident / bystan@ ex Fﬁ)thloconazole and
‘yrothi onazole%esth um@loadm@aﬁld so%ng fA t ed cereal seed in
Gerng@n &
Report No.: QO M-48131508-1 o, @ A &

Document No.: &Y | M-4813151-1°0 \)f N
Guideline(s): @)@ ©OECD Suidancy Docﬁment feg\t/he uct @Stud@ of Occupational Exposure to
@p PCStIC es D‘ﬁmng cult&ﬁ&l Ap‘lcano@nes On Testing and Assessment No.
@ NIE @
Guideline @Vlatlon(%: not spec@ed N\ @ v
GLP/GER: yes ! ~

N \@ N K
@)
@ QO I %, é&

I. Mat 1 d%[t% N
aerlaan@ eh@ @ @\ N

72
D

)
(o4 Ly

o @
Nine operatds Weré@no @red n\mne rms @»Ger@ny during loading and sowing of cereal seeds
treated with EfA (FS containin 7 5 u(ﬁ@strolﬁ?lﬁ, 25 g/L prothioconazole, 10 g/L triazoxide, and
3.75¢g/ uconazole)dn ord@ o det r@*he al and inhalation exposure to prothioconazole and

its coyiversmn produ@\prot%ocongole-d@&hlo

The seed was treated n fere@}comm&ma]&ed treatment plants and farmers were supplied by their
local warehous¢g."One farmerysed gro seed which was cleaned and treated in a local warehouse.
Samples 02@ sown%%ed ere taken each’farm and the loading rate was determined. The measured
loading ratésra %ﬁ fromS: 1 to.5. 4 g a9 hloconazole per 100 kg seed.

The eQ(;Z’o rin, Vere(@a wh@ working day and included all activities which are necessary to prepare
the eqtipme mgy\ag the sowing of the seeds, i.e. loading of treated seeds into the hopper,

%@@tlon@@ the @awn@machme sowing, checking of sowing quality on the field, maintenance if
necess

a
All rel€§nt methods of seed loading into the hopper were observed within the study, i.e. loading out of
small paper bags, loading out of big bags and loading from a trailer via an auger. A wide range of sowing
conditions and sowing equipment was covered. Mechanical or pneumatic sowing machines with
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working width ranging from 3 m to 6 m were used. Dependent on the equipment used and the farm size

the treaded area ranged from 6.2 ha to 49.5 ha. Duration of work ranged from 345 minutes t 64 S
minutes. Sowing density was determined by the farmers and varied in dependence of the seedwy iet@@
and the sowing conditions between 90 kg and 170 kg seed per ha. Th@resultmg agyaint .0
prothioconazole handled during the monitoring was between 50 g and 230 g pay Details é{ the s@r
conditions are summarized in Tables CP 7.2.1.2-7 and CP 7.2.1.2-8. Q @

Dermal exposure was measured by passive dosimetry techniques. Beneaffiusual work wlothin, @hl
jacket and trousers) the operators wore long cotton ugg€rwear; all @othing was@’ samI@ng
clothing. Exposure of the head was measured by a cap and face—nec@npes expg\gs@ie of:the h by@
hand washes (with detergent) and after the last worlgiig task in addition with 1@propa§%l P@ec‘u@

gloves worn during loading and sowing were r1n1th isopropattol. @@) @ ®& &

9
Potential dermal exposure of the operator was ca ulatqd fr@e um of thp res@es détecte@iﬁ the
outer clothes, the underwear, the protective g@ ]@d waglies, face- ne%’mpnd cap

Actual dermal exposure was calculated fm%l the @fm of@ne restdues de@ecte@on th@mde@ar @nd

washes, face neck wipes and cap. & \ \ @

Inhalation exposure of operators anQ@@ystésﬁer/r tSxwas @@erm i%’d per@nal air
sampling pump connected to an IO@ WlotQ asﬁz ed 1 1ni@)ne of the
person.

All samples (clothing sampl cfacer Sj%ﬁck w1@s c@ gl&'és a @and @ash @QﬂeSNOM samplers)
were transported to the te a01 lat hre days after sgi@plmgf@Th ampleQreparatlon was
performed — if feasible — digectly @;)on r@l fhe samples or 1ate§©v1th 6 hrs@fter sampling. The
extracted samples and $ample extract &ore@m fre@%rs and refil era§, respectively, until

analysis was performed, & % @ \ é& “
For the determinatj odfge pro@ ole ar@prot@ocon@ole de@hlo e%aosure the samples were
extracted and aqylys mp,ud éhzromatggrap@ witkoMS/ w\? tion. The results of the

measurement a@glv% n the Stud epo deteglsml prothioconazole per sample and pug
protloconazo@de %@ per.s @mple) nd &press as s@ﬁic osuggs (e.g. pug of exposure per kg of
an

prothlocczn%ole h ed) @ S & (o é,(;%
S & o & o
AN @ @ & O v O
IL. Results: Q\ & éw \@ PO A

Q
Field recoveries $hich wgre s&p a@e sit&show; that@@ldues can be considered stable for most of
the matrices. @ply forGnner enfvand @ﬂe gloves ré@overy rates < 70 % were detected. The results

of these mafifées wéré co tedﬁ} the@cove@}rate S
e FPoleund
The me@ d exposur@valu@o pr oc&azole ‘and prothioconazole desthio are summarized in the

table be @ % N & @

@
& f@@é}@@Q@@
G @ © «Q
@@\%é@%@
Yy O & 9
> O o
s &
@’@@%
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Table CP 7.2.1.2-3: Exposure to prothioconazole

@
Operator ID Prothioconazole Prothioconazole Prothioconazole ©§
[ug/person/day] ug/kg bw [ng/kg a.s.ha@ed] v

PDE | ADE |IE PDE ADE | IE @ ADE, @[ IE®),
OA 475.0% | 35.00% | 1.040* 5.163 | 0380 | 0.0113 [@ 3146 | 2318 |, N6.89
OB 998.6 | 36.38 | 30.63 12.178 | 0.444 | 0.3735] 18424 | 671.190565.09
0oC 475.0* | 35.00% | 3.353 3.654 |, 0269 | 0.02587 9814 | 7231 6928
OD 472.5% | 32.50% | 1.040% 4295870295 | 06095 5363% 3689 | @180 |@
OE 610.1 | 84.76 | 2.589 6290} 0.874 | 0267 | 10780 1499.5 | 545.733
OF 475.0* | 35.00% | 1.759 3393 | 0.250 & 0.0126 2ho8 | Q56.8 7R8”
0G 7774 | 70.59 | 3.635 2637 | 0.7849070.0404 | <3215 310.9] 1597
OH 472.5% | 32.50% | 1.040* |°@.750 | 0464 | 0@149 | R8607TD 5920 | @R.94
0ol 472.5% | 32.50% | 1.040* 5.081. %@9 °ﬁ01lgy 733 | . %507.8 [ 'N16.25
PDE: Potential dermal ex re (= f outer clothing, inner, hin, and glove washing, head
%Dllizhzé(:lciqal dgrernal eing(;fllrlee;l(gSﬁrﬁgi)r?g?/cf(;:})ﬂng%hand Shin%@ @g}? ’ Q&g’ QE)@ @5& % < o
: Inhalation exposure (Breathing rate 20. min

S $ & o

*: All samples < LOQ > AN
g\? R &6 &% ¥

@ \ & @ %
Table CP 7.2.1.2-4: Exposure to prdthiocohazolesdest %
P Pgioganletir & F & & o

Operator ID Prothiocona@e-destlﬁo %ro&iocon@le-d@io ) Pr ocanizole-desthio
[ug/person/d @ %\f@ S u@? bw @Q g/kg ﬁ.handled]
PDE %@E [ YE PDB”  |ADE @@EE POE KADE | IE
OA 73.00* §J3.00* | 1.040% |« 0.793.] 0.141 | 0.0913 |e, 4834 86.09 | 6.887
OB 148.2%,| 12. 5202 |©71.8087  0.146 | Q06953 27349 | 221.40 | 105.21
0oC 73.00% | 13.00% | T040*Y  0.362 | <0100 [0.0080°| 1508.3 | 268.60 | 21.49
OD 72.00% | @200* G 1.0409 | ©655.] Y0.108,] 0,0095 |, Q7.3 | 13621 | 11.80
OE J69.51 1050.867 | 1.080* [ <N1.748)0° 0524 | @107 £ 2994.9 | 898.62 | 18.37
OF £73.00¢ | 13.60F | 1040* |~ 0.88Y| 6%93 | 0.0074,] 327.1| 5824 | 4.659
0G A 138268 | 18358 | T040%y | 1303 | §0.206@° 0.0306 | 5943 | 81.64 | 4.569
OH O | 7200* L 12.005Y] 1.040% | . 1029 0.1§? 0.0149 | 1311.5 | 218.58 | 18.94
01 O [2.00% P12.00% | 1.0%0* 9 0.7y 0@R9 | @0112 | 1125.0 | 187.50 | 16.25

PDE: Potential @mal exposure (= Sum of ouf@clothind, inner $gthing, hdfdand glgve washiny; head)
ADE: Actualidermal exposure 2Sum ofj clot E&,\‘%and washing -head) @ \}@
1E: Inhalg@”%@exposure (Brea@ rate L/mi; O %, Q
*: All samples < LOQ ° ° S N

§ S S & O >
Exposure values pr: 'oc@ole @@}\i’d pqr@?hioa@azolethio > LOQ were found on clothing and

fip .
hand wash ,z les @@ opé@ ork%ei@ at a Gory loWlevel

N
Two of thepperators with@eas&@ole r ue@é@ clothing loaded bulked seed from a trailer via an auger
into thi@per of the sgwingJwlachife. Thg hird\&perator handled seed which was packaged in used
bags which were vigibly c%a inated. This opefator was the only one with measured residues on the
hand$»-The highestwesidugs of pr@lioczol@nd prothioconazole desthio in a hand wash solution of
this Operator were measfired aﬁ}r he@gla h@led treated seeds leaking out of a broken bag with bare
hands. &@% . Q

Inhalation @os te. fo hiocg?faz was low. Five operators showed measurable amounts of
prothioc@azole Qn the ers.@hly on€ operator had a significantly higher value than the LOQ. This
operatofalso e%lrjlhal exposure to prothioconazole-desthio. Again, the reason for this is the
type &Noaia apaugerghd a certain proximity to the outlet hose of the auger. For all other operators
in@ﬁtio posur@fo p@hioconazole—desthio was found to be negligible, i.e. to be below LOQ.

&
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III. Conclusions:

The study results represent exposure from typical seed loading/sowing activities with modern stﬁard @©
seed sowing equipment. The level of PPE used by the farmers (i.e. chemical resistant gloves wheirdirecft”
contact with the treated seeds or contaminated surfaces is given) was in@cordance Wwath @9
occupational practice. @

Thus, it can be concluded that the study conditions (i.e. selected farms, s %ng equipmeht, wod§3s
work rate, work conditions, etc.) and subsequently the dé@rmined ex%ggure figures é{} re&esenta

@
for the cereal seed sowing in Europe. NS &
> St 69@ & &0
© @
Report: KCP 7.2.1.2/06 s 20@ M- 5@731'@# | @
Title: First amendment to report etermrna §@of ogrator e@osur@ prot‘ﬁmco ole
and prothroconazole-déthro g l% ng a& 0w1@wof EfQ> treatedbcereal Seed
in Germany L % o
Report No.: 20130166 =S . “@ \@ Q N @
Document No.: M-531731-01-1<¢_ @ &\5 S
Guideline(s): OECD Serie§ﬂ' esggr% and@\séessr%}\lt N%@” ujdance menfon the©
conduct of st@fies (ﬁ&occupa@mal é@osuré@o pes ﬁ ing ultu@l
applicatiog® Paris ‘W97. ODE G%O(97)E§8 S @) N 1,
Guideline deviation(s): | not specifidd & 9 QO o Qo L S
GLP/GEP: yes O Ty Y w@ RS &
RN & & @ S B 2
C N L < %
I. Material and Methods@ 2 IS @ S

Five operators were n&nrtor@%n figg farfak in @@fman@durr g loa% g and§wmg of cereal seeds
treated with EfA (F <%})ntan{@g 3@ g/L@uoxastsobi & g/L ﬁ)thl@:onalee 10 g/L triazoxide, and
3.75¢g/L tebucong@e) infrder, t6Yeteriine the e nd%@ala‘@n expggure to prothioconazole and
its conversion proy ucg thloe@}azole EQ é\ N @ %@

The seed wasdyeate dlff@ent c@mle%gal se@”tre nt ts a@ farmers were supplied by their
local warehpses. Offe farmeér uség self%row ed wiich W s clea d and treated in a local warehouse.
Samples of the sown s V\@tak cach farm th o Gadi ate was determined. The measured
loadingxates ranged feom 3 S 4 4¢g pro@@con\@ﬂe p%ﬁalOO lgzeed

The monitoring c ed a%e/ho @mkmg day 1nc@§ied alﬁtctlvmes which are necessary to prepare

the equipment fép sow; an ng éiﬁythe eds, &7 loading of treated seeds into the hopper,
calibration of@e so@ 1ne @som@ che@lng ofpsowing quality on the field, maintenance if
necessary. \ @

\

Filling ‘@opper of tl@planas @ d §% by?l@adlng out of big bags (500 to 1000 kg/big bag) or
loading™tom a trailg¢g via an r. A W, of sowing conditions and sowing equipment was
covered. Mechanic%%? p atl@ow es with a working width of 3 m were used. Dependent
on the equipment used h@rm si e@readed area ranged from 6.6 ha to 20.5 ha. Duration of
work ranged fr@m 331 minyfes to m' tes. Sowing density was determined by the farmers and
varied in dﬁ@encﬁ? theseed variety and the sowing conditions between 134 kg and 188 kg seed per
ha. The regtilting agrount=pf prothiocongzole handled during the monitoring was between 38 g and 139
gperda @9 eta@f th&studb@ndltlons are summarized in Tables CP 7.2.1.2-7 and CP 7.2.1.2-8.

Derrnﬁ%expo@e W e &d by passive dosimetry techniques. Beneath usual work clothing (jacket
use the @erat wore long cotton underwear; all clothing was used as sampling clothing.
ur the head was measured by a cap and face-neck wipes, exposure of the hands by hand washes

(w1th giergent) and after the last working task in addition with isopropanol. Protective gloves worn

during loading and sowing were rinsed with isopropanol.
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Potential dermal exposure of the operator was calculated from the sum of the residues detected on the

outer clothes, the underwear, the protective gloves, hand washes, face-neck wipes and cap. @ @
Actual dermal exposure was calculated from the sum of the residues detected % n the underw@ hana’
washes, face neck wipes and cap. & @@
Inhalation exposure of operators and bystander/residents was determmed@gf use of agpers alr
sampling pump connected to an IOM-sampler with glass fibre filter, locat&%n the breath@g zonig of tb%

S
person. ?Cﬁ @& % N @}@ @
All samples (clothing samples, face-neck wipes, caps, gloves and @d wash bott@s I@ sar@l)ers)©
were transported to the test facility latest two d after sampgling. The sa e pr araj w

performed — if feasible — directly upon receipt of th £ samples or latest withiin 4&hrs a samplin Qle
0 ‘G )
extracted samples and sample extracts were std d in freez et and @éfrl%ga pq&?@lely t11

analysis was performed.

Residues of Prothioconazole and prothioc naz *- esth tem@ed by@f—lP @ in th¢e
ra It

multiple-reaction-monitoring mode (M usiQ - @iectr fac <<@ESI)
measurement are given in the study regert agt %ete @ ug 10@nazo@%er sample
protioconazole-desthio per sample) a ex!{gssed @spe@c eXpo; ures g ]@@f e ure @r kg of
prothioconazole handled). @ S %
@ ® .
9 9 @ OREEAN

o IV E TS T
I1. Results: < AN @ ©
Field recoveries which wegg set 1é>t t“@SIteS @owed@iat res1dues®n @onmd@ed stable for most
of the matrices. Only foisinner armenf@rec “thloé%nazal\\g were detected. The

results of these matrices wereCo ecf@d for fhe rec@ery &

The measured exp@re V&lues t@rot iocbnazolk a%@roth@onazo@ de@stﬁ\o are summarized in the
SN
table below. ¥ @\ & . \\ &\ @ §@ §
& .0 © K &° & @ @

L @
Table CI: '@22.1.2 S@Expo?ﬁre &t?@pr%zgocm@zole é&w
Opera&@D U Prothioconizole N @ Pn&jﬁmco@zole Prothioconazole
gg/pers%llday]Q@ . ng/kgbw [ng/kg a.s.handled]
@)E A 4E-  AUPDER” | AD IE PDE ADE | IE
OA ©] 2398 00* 2005208 | 2960 | 900864 | 0.0064 | 6396 | 186.7| 13.87
OB | 3951513500 6360 | OF.5959 0.135 [ 0.0656 11499 | 9756 | 4727
ocC O [O779.@7 7.00% | 58.940 1 9274 [ 0.083 | 0.0707 | 9578 | 86.07 | 73.04
OD 13058 | 298 [ °8.65¢ 12.675 | 0.514 [ 0.1325 | 16822 682.6 | 175.88
OE &’ 264 | A35.46D° 5880 | .3005] 0385 0.0634 2798 | 3589 | 59.01

PDE: Potenttal dermal expo (= Sum o?ﬁute clothing, i ner cloth@ hand and glove washing, head)
ADE: Actual dermal exp = S@f 1nne@thmg @nd wakhing, head)

IE: Iﬂ& alation exposure( thm&' 20 8% min) Q
QO

*: All samples < LOQ
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Table CP 7.2.1.2-6: Exposure to prothioconazole-desthio

@
Operator ID Prothioconazole-desthio Prothioconazole-desthio Prothioconazole-desthio N
[ug/person/day] ug/kg bw [ng/kg a.s.ha@ed]
PDE ADE 1E PDE ADE 1IE @ ADE, @IIE 5y
OA 87.00%* 7.00*% | 0.520* 1.074 | 0.0864 | 0.0064 |@ 2321 | 186.72 [ 43.87
OB 87.00% | 7.00%* | 1.670 | 0.870 | 0.0700 | 0.016A&] 626.9 | ,80.443 12.03
0oC 120.68 | 7.00% [ 0.520% [ 1.437 [, 0.0833 | 0.00627 1484 }._86.079P 639
OD 139.90 820 | 2500 1.358<4540.0796 | 06243 1803 10666 | @221
OE 99.88 [ 7.00* | 0.520* [ 1.086 | 0.0761 | €0057[ 108 X5 |2 5.268
PDE: Potential dermal exposure (= Sum of outer clotl.xing, inner Clothing @n- and glove wasl&%),)head) éo\a Q ® c&
ADE: Actu;ll dermal exposure (':Sum of inner Cl(?thlng, hand washing, Qé4d) Q . 'S < @
IE: Inhalation exposure (Breathing rate 20.8 L/min) oy ) Q & N
*; All samples < LOQ QQ? @\ . @ \ w\?@ @@
Q @ %\ %@ 6 o\ %

N
Exposure values to prothioconazole > LOQQ/ernd @1 clot@t%g a@han&@vash@ample%w our
operators, however, at a very low level. E)eégsm;e %lue& protﬁ%co zole-dgsthio >@;OQ@ e foynd
on clothing and hand wash samples of t@%ﬁopeﬁ@}ors goweve at a @&g IOVQeve o N
‘”\9
&8 s & & ‘g -

The operator (Operator OD) % th th@ highast Z?isur@e ues €9 oc@nazole and
prothioconazole-desthio on ¢ and &n h é lo bulked s@fro trailetvia an auger
into the hopper of the sowm achnsge He also cle@ied the emr@trai er with ®brogih from dust and
remaining seeds. Operator "OF ptled e segd bag& whilé, standi m@ghe hopper. As a result
contamination on the legscof the @ner oclothmg was obsg\\?%d ntl%f@ermal exposure of
operator OC was mamly%ttrl ed to the cos®imi n of§he nitrile gloyes. @wera‘tor leveled the
seed in the hopper sexgral ti 105 W@@ns hads a@ loading thé%eeds%and during the sowing process.
Since he was alway; earlng gloges w ]%@dom@ 1S @acu@l hand @posu% was <LOQ.

Inhalation expo @&F@roth@_ronazéﬁ% g low:JFour @erat@ she@sed measurable amounts of

prothioconaz ].on the) 11te@ e@ ators “Withsthe highest exposure to prothioconazole also
showed inhal osugg To prot 1000%'&2016@%sth1® or &) othe@)perators inhalation exposure to
prothloconﬁﬁole desthlggﬁvas f%@i to @negl@ble i%to ‘t@beloOQ
NS
IS & @ o \@Q L0
D SEES) Q
III. Concluswns§ & NS @ é%

The study resultg@epr % ﬁure@%ﬁm {iﬁical seed log/sowing activities with modern standard
seed sowing e@iipmef. h@vel&ﬁ’ E ¢sed by ®ie farl@érs (i.e. chemical resistant gloves when direct
contact with the treated@eds*&r cm@nma@é sces is given) was in accordance with good

occupat@ practice § @’jf’ L9 %

Thus, it tan be coréﬁw %ﬁ hesstudy chdm@@ (i.e. selected farms, sowing equipment, work tasks,
wo te, work conditioms; ktc, @1 equ@ly the determined exposure figures are representative

for the cereal seed sown@’ in E@ope R

& @ &

< Q
Soav &5

Overall CQ lu%ﬂ v\g @

Both ss ¢ desi gne loadmg/sowmg studies as this type of study reflects best the real work
sfcua@&n of ers@a Eurepe when handling treated seeds. In total, 14 operators were monitored.

T ?rst dy was co@cted in 2009 with nine professional farmers in their fields. To increase the
numb replicates the second study was conducted in 2013 with five professional farmers loading and
sowing prothioconazole treated cereal seeds in their fields.
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In Table CP 7.2.1.2-7 and Table CP 7.2.1.2-8 study parameters are shown in a detailed as well as in a
summary form. From the overview it can be concluded that the study conditions really cox@aﬂ S

parameters encountered in Europe for cereal seed sowing: @\ §
e areas ranging from 8 ha to 50 ha; @b &@ @@
¢ sowing widths ranging from 3 m up to 6 m; © Q @ o
e mechanical and pneumatic sowing machines. {\% ‘v;\© O\@ é\g
¢ loading out of small paper bags or big bags, loading%lked seedsd@yom trailer @@ § y\g@ &
Q) %, <
@ Q N ¢ @
The tractors were equipped with a cabin as it is @ard prac{ce nové@ays. The b@% Wn@OW O@he
tractor was not allways closed during sowing for Someof the @ratg&& Gog 6\ LR §
A
S & & &% N
Table CP 7.2.1.2-7: Study paramete\;;s%f regﬁ\é’ate& m@ @7 @
Study | Operator | Body Area S@ sown @ Seed&v q Sowing e h@?ﬁlenw\j N
weight | treated ©Q (ii% p@(agi@oad é\? @ § loading
é N prc%edurg § @Q S \f;@tasks
D | ke | maNe g O & 0 O o ¢
1 OA 92 @% oiZ\IS | Bi@bags &\g @nQ 6 m pneunfakic ((%% 5
1 OB 82 4.3 1760¢, @ulke@@ged S °§rﬁ n}’eaﬁ@mical 5
. D O @Q §Z?%aqzed from trailer @ \:7\7@
1 oC 1 3\(5) @ IS S®y pflp@\bagk 3£‘$negn@c 12
S S TP N
1 oD 10 16.25)] 216Q 500 Kkebigbas | 3 m mechanical 2
1 OE @) 9&@ Q? 1034 N 5@<kg and3Pkg @] 3 %rﬁ@neumatic 3
D @6 Q D (T hess
1 OF | @140 v 428 | 6200~ - [400Qkgbigbags  #'m mechanical 4
1 \6G 9& %@ 00 V| Bulked s ‘G’ 6 m pneumatic 5
@ | O oo | loaded from traifer
1 OH [0 8.5 1210°  «[50kgbags < 3 m mechanical 7
1 Ol @60 93\ %@ 1350 g SOkg\\{)agsb 3 m pneumatic 4
2 OAy, | &R @@!6 990 & | Bylked sged 3 m mechanical 2
Q € ®) [ﬂ\ @\loade&from trailer
2 <OB 100 lé@ 3@2@? .9 lgg@kg big bags | 3 m mechanical 2
2 Foc 8% | R5 2300 & | 500 kg big bags 3 m mechanical 5
2. | op %%\03 ' 12505} 2128 Q Bulked seed 3 m mechanical 4
N Dl & R © loaded from trailer
2 OE@7 92 | 205 J9600 & | 600 kg big bags 3 m pneumatic 2
& O & N e
Y O & 9
>y S
< O % S
& @ I °
¢ g TS
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Table CP 7.2.1.2-8: Summary of study parameters

Parameter Study parameter s @
v
i S
Seed sown W%nter barley @ @(E @@
Winter wheat €§ N
EfA (FS containing 37.5 g/L fluoxostrobin, 25 g/L prothioconazole, {8 g/L@ &
Seed treatment triazoxide, and 3.75 g/L tebuconagole) in an applieagidn rate of 200 L/dt%ed o
) i & N S
to winter barley, 160 mL/dt see winter whea@ < \ @
. . . 2 . @
No. of replicates 14 operators (at 14 locatlonsKomblned Worlwles (10ad1n;gvand s@ng) ©@ N
Application technique Sowing with mechanical o@neumatlc sov@g m@hme -6 %workm@ &Q
width) Qo? D 9 %(\@)
) TS -
Time 331 to 658 minutes (faean 4 in R > v
& @@ " §’}’ & A -
Area treated 6.2 t0 49.5 ha n 18.5tha) @ Q N
LI NN
Sowing rate 89 to 188 ki@ed ﬁh@nean@ kog seed /h@ ﬁ\\ ﬁ@ & S
Total a.s. handled 37.5t0 22@a s@@y (mcan 10@:@3 s. /d@ § § @ ©
PPE/clothing Nitrile @Ves@éiurmg adln@f see urm@owm@@nly I@CCSS%Y (e.g.,
Whe@landliﬁg cont@ﬁnat@ﬁurfa@ @yer 0 oth@ (5%

("@
SO @ N
Although detailed exp R dataQro e stadies re not ese %m 50 Vlew some general

observations are surnmarlsed @er‘[ less. &

It is remarkable tha; @W 7 @ph@@s (oumof 1@& asurab@e res@ues oiprothloconazole on their

outer clothing a@ onlb&ﬁve N@showed ura res@ues af) prothioconazole on their
undergarrnents %

For prothioc@zol ]‘%@n 5 &t of%{?re@ate le rggidues were found on the outer
clothing bu@fnly t opera ors %we%neas@ble r@due@on thndergarments

Only o of the opera@%@s h casuted residues @)O‘c othi \nazole and prothioconazole-desthio
concurrently on hlS"@l% er%gment&g ©@ o\ . Q\

Measurable expes S@re to prot ona@%fe 0 @’e hedd W;l@determmed for 1 replicate. For all other
replicates — for @prothl sf‘u az @ as 6@ proco *"o -desthio — the results were “<LOQ”.

In each of tﬁ@studlgé) ex @Jre Q})rot @e ar@prothloconazole -desthio measured in the hand
wash s@s was > LO& @ of th% onf@red o@érators
otectw@ g Ves S

The results of the ﬁ%ﬂ rable exposure figures for prothioconazole and
prothigconazole degthio for @re se ‘gn @y For prothioconazole this is due to the lower LOQ.
Mostof measured value@of th@}econ studyQte smaller or slightly above the LOQ of the first study.
The prothiocon@zdle dzsthlo s@ls >@Q for only one glove sample.

However, (@ should be@ware that régidues on protective gloves should be regarded to have an
indicativesg ara@f on@@ 51m$r to the residues on outer clothing or estimates of potential dermal
CXPOSUQ\@@ @ ©©

Eszg§1al ﬁ@ %k assessments should always relate to real actual dermal exposure data whenever

re %@lable

The p@tlal and actual dermal exposure figures from all studies are listed in Table CP 7.2.1.2-9 for the
exposure to prothioconazole and in Table CP 7.2.1.2-10 for the exposure to prothioconazole-desthio.
Normalization was performed with regard to the actual bodyweight of the individual operators and the
amount of prothioconazole handled per day.
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Table CP 7.2.1.2-9: Dermal exposure to prothioconazole (in total mg as well as in mg/kg bw a@

mg /kg a.s. handled) @ @
Study | Operator Potential dermal exposure Actual (@\grjjnal exposur%@ Q@Q
ID [mg] [mg/kg bw] | [mg/kg a.s. [mg] [@é/kg bw] g/kgas.
handled] 4 . O'handigd] |9
1 OA 0.475 0.00516 b 008D | 0000385 | 57023
1 OB 0.999 0.01218 1842 00364 | 0.000u4 | S k1
1 0oC 0.475 0.00365 @9.814 2b.0350 0600269 [X 9723 >
1 OD 0.473 0.00430 | @ 5363 | 0.03% | Q00285 | . 0368
1 OE 0.610 0.00629 | Y 1078 1®° (0848 | @y 0.000874 | .7 1998
1 OF 0.475 0.0033  @2.128 _€0.0350) 0490250 0.157
1 0G 0.777 0.00864 | o> 3.403 | ©°0.0708 | 0.000788| @ 0310
1 OH 0.473 00675 [> < B607 |y 00305 | ©'0.0a0464 | (592 |
1 Ol 0473 | @oos68:] . D7383} . ©032 060034 @508
2 OA 0240 | ©%0.06296 |. & 639 | ©0.00%'| 6:00008¢| ¢ 0.187
2 OB 0.160 " 0.00160,] 1149 K 035 L 0.000935 [ 0.0976
2 oC 0779, 000927 L9570 5.0070D  0,600083 0.0861
2 OD 1306 | V001268 | - 1682 ] . ©0.0580 | _0.0005(@ 0.683
2 OE 202768 009300 @ Yos 00355 <. 0006385 0.359
DN B S Sy SIS
The results show tha tent der@f?exposc?re t@‘otbiwonaz& an&prothi@gonazole desthio covers
arange of a factor § 8(0.1 mg@’ 001@’— 0 27 mg@g bw nd 3 (0.072 - 0.170 mg,
0.00052—-0.0018 g/k ), re§ Ctl% Ngrmah morat of ghandled potential exposure
to prothiocona rothlo nazgle- de sthio co?@rs a ra @1 449 — 18.42 mg/kg a.s. handled)
and 9 (0.327-2:99 5 /k 43. hanfiled). &~ &

For the actifal dermal ex@sure <<?ra‘%@f ex@sure t@rot@)cona@%e amounts to a factor of 12 (0.007
-0. 08@& 0.0000 0. 74 \g/kg bw) ng&of th@qormahzed exposure values covers a
range of about 17 (@Q 61 Nl &&rﬁng/k@ h Q\

For prothiocona de hio gﬁ@@an %0&{1@’ to a@ctm@f about 7 (0.007 — 0.0509 mg, 0.00007 —

0.000524 mg/kg w). The ra f nonQ 1ze fte values covers a range of about 17 (0.0504
~0.899 mg/kgid.s }@?ﬂed@@ 6@7

\ \
S\ @ ,@ &’ @é
N ©\
N N IS @ ) &
h @° N &@\ @Q <
QNN
&§ Q Q S ©@
AN
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Table CP 7.2.1.2-10: Dermal exposure to prothioconazole-desthio (in total mg as well as in

mg/kg bw) @o
Study | Operator Potential dermal exposure Actual dermal exposure @
ID [mg] [mg/kg bw] | [mg/kg a.s. [mg] [mgle bw] | [mg/ke as. @y
handled] @ haridled]
1 OA 0.0730 0.00079 0.483 0.0130_ 0.000141 [©° 04861 | @
1 OB 0.148 0.00181 2.769) 0.0126.]  0.000146] 9. 221
1 oC 0.0730 0.00056 1.508 0.0830 | 0.000m9 | O o.
1 OD 0.0720 0.00065 oD.817 a.0120 0.000109 | @%@x
1 OE 0.170 0.00175 | )2995| 80509, 0booso4&]  “9.89
1 OF 0.0730 0.00052 | D" 0327 | & 0.01% | 0000093 | . P0.0s87
1 0G 0.135 0.00156 %5941 09186 v 0.0a8%06 | 0.0816
1 OH 0.0720 0.00103°] o 131D Wo12®]  0.50017L %21% .
1 OI 0.0720 0.60077 |* v N25 0.0000 | £9:000129 | 0 m.
2 OA 0.0870 @0107 @321 4 00D700.S 0.060086 [ @387
2 OB 0.0870 | ~8.00087| 0650 0007064 00000760 . 0.0504
2 oC 0.121 |5 000044 | S 1484 | N 0.00000 | ¢ Pploooas3 | =.70.0861
2 OD 0.140.] ° 0901362 <P80300 000820 £ 0.0090980 | > 0.106
2 OE 0000 | 000109 O o1y @)éo7m 0.@007@ 0.071

é& @ & @ S @ @2
The inhalation exposime t% proth%bon@ p@hwco%azol ﬁstha@ are presented in
i

Table CP 7.2.1.2-11.
SRS @ o

Prothioconazole w our§ in m@retes @mdu@ével 0 prot@oconé&ole were in general low.
In first study excggt for op%{> T résjldue&on all @np g@wer $elo Q or in maximum 3 times
the LOQ. Onhl§ﬁ tor ( ) had hlgre51dc&es mainty d oF 0 th&]joadlng of bulked seeds which

resulted in a &5t emi€Sion. If¥he s@gond g@d sid \‘)‘ eve]@n the air semplers was in general
higher but %e abso e ﬁg&fes afp still idues®f prothioconfzole-desthio > LOQ was found on
the air safuplers of the to@ h th 1gl§§t rees of prothioconazole.

Q
The hlﬁer figures f%@{he replicates w1t$s1due§s <LOQ in study 1 are due to the number of samples
(i.e. in study 1 resigies o th er and the @Qer cassette were measured in two samples separately
whereas in study&3 filt tte@re affa) ze&as ongsample).

@
@ O
©©§@\\\@©
5 § NS
& @ &
Q Q\&Q\
b @° @j&@\@ &©
@K\%%é@@@f
% Q
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Table CP 7.2.1.2-11:  Inhalation exposure to prothioconazole and to prothioconazole-desthio (in

total mg as well as in mg/kg bw) @ S
Study | Operator Prothioconazole Prothioconazole-desthio Q\ Q§
Inhalation exposure Inhalatigt? exposure @ @@
ID gl | [ugkebwl | [ugkgas | [ngl | [fekebw] e gagd]
handled] S\ ©handJ &)
1 OA 1.040 0.0113 6.887) 1.040.]7  0.0118 ] . '6.887¢ R
1 OB 30.63 03735 56%.1 5.70 00693 | 9 1082 <&
1 oC 3353 0.0258 J69.28 13040 00080 | Q149 K©
1 OD 1.040 0.0095 | =) 11.80 Ql.o4@§> ~6.009% @1.80&@
1 OE 2.589 0.0267 | D 4573 | > 1.0% 0.0407 | .2 188%
1 OF 1.759 0.01264 98791V 040 ko 00074 'S 4659
1 0G 3.635 0.04047 = 1590 D104  Ooiis] 4569
1 OH 1.040 00149 |« ¥ 18.94 1040 | S0 00149 | & 18,48
1 Ol 1.040 012> @6254° 040 0oT12 [ 8IS
2 OA 0520 | No.oger | 138 Sosagd  Soosg) | 13.87
2 OB 6.560 | S 00836 | S 4797 [N 1830 | 00167 | <7 12.03
2 oC 5.940 @0707.0 8.04 032010 obde2 | > 6394
2 OD 136 | 04325 Dimse]  0:2.500 90243 3221
2 OE 5.830 S oged | sepl S 05520 |, © 0.0p57 5263
v e O ¥ .0 &« \Q
Assessment of opeyator g{posu AN @ § §a Qo s

A risk assessorrég

&I@ent dvin thévfollowing -

@ Q
Q@ the@tivebsts prothioconazole and its
ocorfazole FS 100°. Calculations are

sowing using the experimentally determined

conversion prodyict pr iocazol %esthi@he%&pply' g ‘Pr
performed fotsdperators it g <s%e trea%ler%t én sg@y s
; N
specific gx\ﬁ@sures. g}’ @9 SRS - @@ \@,
&@ @ "\@ L O % "\@
. o .
Calculation of o@or éxposuge dm{@ ce@ﬁ se%&treatﬁ%ent

For the calculati6h of op

or e@sme@uﬁn@cereed treatment data of the study conducted

with EfA FS @6.25 e’ used: This@ﬂatab®\e covers a Wide range of technical equipment, technical

standards an@zvorki%g cc@

EfA FS 7675 containsé7.5 @?ﬂ
lie%

tebucon

ole and is g
prothiteconazole/169Q, kg

tiorisand i
)

@Jdes@large@umber of replicates.
& @
um@stro@a, 25,

prothioconazole, 10 g/L triazoxide, and 3.75 g/L

n an application rateQ20 to 200 mL/100 kg seed corresponding to 3 to 5 g

. A ®o tree@n

substance prothioconazéle du@g the t

evaluate the o%@gt
values of ea

Or, €Xpos

ing@xperg

to prothi
prothioc

ri

The follo@ing as@%mpti@?s a@@fade; Q

Operator

'

al
Peo

@

oy wpg
%&m‘p‘m§%gbh

hioconazole§
rothioconazole-desthio

Inhalation absorption

individual body weight of the operators

25%
6%

100% for prothioconazole and prothioconazole-desthio

es higher application rate is foreseen for the active
t of cereal seeds with ‘Prothioconazole FS 100°. To
zole and prothioconazole-desthio the measured exposure
wilFbe CO@ected with the factor 3.
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The calculation of the systemic exposure is performed according to the following equation:

& &
Systemic exposure [mg/kg bw/day] = (ADE x DA) + PIE) x CF Q\ K
BW Qb 2o
ADE = Actual dermal exposure [pg/day] v S \Q
©
PIE = Potential inhalation exposure [pg/day] < “\% °\© \@ é\g
- e @ & S O @
DA = Dermal absorption [%] ©Q @ § é\g &
BW  =individual body weight of the respective @ator N &é% R @© @q}
‘ S
CF = Correction factor (3 for prothioconazo@nd prothio&gnazol&esthi@ QO ¢ @}
AR TN

MR IRN S

S @ = > S

The results of the evaluation and the comparison gtithe (@%érve ¢y perat@ exgsure [@k daé@b

the AOELs are summarized in the folloz:ig table: > &% ®
AN

SN Q O
R & & N O
&©%§\©%\§§§@
Q@@©§©©@@\
o = ¥ S @ O 0
RS @&@Q@@é
%C&@&@ﬂ&o\c@@
e QO N O @@%
\%@©§@x©@%&%%§
& & &2 Qéw;g\@%\
@KQQQ@QQQ@©@&
©\©&\%\\<\§2@§§
S F e &
A SEF
S @?@’@©©©@\@7
&@ \@O\Q% @%\©%§\©
@)
§&©\@%é&©
@@@@}Q&QQ
@ N0 & . O @
QOO O N O D
¥ o K &2 ¢
=) @@%o@%
& 2 Q e &
X %@%@@&\
S @@&@\ Q&@@
@%
& &S
%o Q
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Table CP 7.2.1.2-12:

Operator exposure to prothioconazole during seed treatment and

comparison of the observed operator exposure to the AOEL (actual @ S
exposure, with PPE) N @@
Operator] Body Actual Potential Systemic % of @ @®
weight dermal inhalation | exposure AOEL @J@ & @Q
exposure exposure Q> @
ID [mg/kg [0.25 < L9 ¢ %
bw/dagl, mg/kgg\f OON &
[ke] [ug/day] | [pg/day] N bw/da@ G WP P
OA 85 38.98 2.986 0.00045 R %@ N éﬁ Q
OB 100 39.32 5.841 @00047 £0.2 Q N @© é}
0C 65 84.66 7.996 )0.00135 0.8)° @ @& &
OD 85 116.0 1.040 0%0.00106 N L 04 N\ Wg@ @@
OE 100 35.00 4700 o 40040y 0.2 © @6 N~ R
OF 65 53.31 1591 O |, 0006 @ 03 @& <« AN .
0G 82 35.00 4786\ [ 000850 | R 0.2 IS Q @7 @&
OH 83 72.01 3.4;?@ 8.00078 ¢ 0B |O"  « §
Ol 82 50.51 @8 .~ | 80005  ©02 N INERS)
OK 83 123.2 144 0.0006 [ @ 08 @ @ %
OL 85 32.50 4 1.9580° 0.00036 [ @ @ S %
OM 70 32.50 .66 9| 4900428, M.2 O ©© Y
ON 85 3567 2 |2748 O | @p.000dP] Q02 © &
00 70 36795 | 34045 | 000054 [ <~ 0P | ¢ ©
OP 80 81.93 O] .04 @ 0.06081 ORI S 9
OR 90 3IRS7 1.040 25600038 0.1 @
0S 80 £49.36 ) [9040 O [&0.00050 | 5 o2 | . ©
OT 90  ob61.709 & °1.04@) 0.80055 [ ¥ @@ N
O8A 65 L1698 . O 1,040 @P0085 P o 0.3
08B 90 ¢ 8500 <« 1.040 ;\0.000@? @ 0.1
08C 650 '@6.2% \04@{@’ L 0.09958 [ 0.2
08D 90 @ 1009, 1.040 0n087 [O 93
O8E . 1275 46.15 7| 15080 0:0005@ @°0.2
O8F ;5] 75 (51,63 0 [€12040 0.00056 | o 0.2
08G 80 <] 42.90, 2,784 [T 0.00051 [, 0.2
O8H 80 N7[32.50 04490 o @p0046 0.2
08l 68 & | 4070 & 88 % | A 0.0008% 0.2
08K 88, 37.50-  £8.958 D 0.00045 0.2
O8L %3 Y3750 1689 Y 290051 0.2
08M Y 68 395 N | 1040 & | 00048 0.2
08N 91788 %.00 © | P40 IS 0.00033 0.1
N N S
Suml;ly}’ary statistic "~ @ "\@ Q@ NQ\
Statistic N . © ﬁ&\\)) «\@ Wit PPE
> O (@@y mg/kK¥bw/dz, % of AOEL
Empirical #sth petcentilec ) 9:00063 7 0.3
< )
Empir@ 95thpereendly XK 0.00116 0.5
Y% B
M@um@@@ TS 000135 0.5
Parac 75th percentile|  0.000714 0.3
Log normal? no
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Table CP 7.2.1.2-13:

Operator exposure to prothioconazole-desthio during seed treatment and

comparison of the observed operator exposure to the AOEL (actual @ S
exposure, with PPE) N @@
Operator] Body Actual Potential Systemic | % of AOEL @ @®
weight dermal inhalation | exposure § & ©®
exposure exposure Q> N
D [mghkg | [0.01 mg/ked R
[ke] [ug/day] | [ug/day] | bwidagh | bwiday[™ OONT
OA 85 16.43 1.040 0.00807 1 @7 Q) Q\ @ &@
OB 100 13.18 1.040 0.000055 V.5 y\g@ > é\” ®
0C 65 21.72 1.040 @00108 | S 1.1 Q R @© é}
OD 85 31.71 1.040 50.000104 19" @ ©% N
OE 100 12.75 1.040 ) 0.000054 > - 005 & N %@ @@
OF 65 27.95 1.040 & | 0@00125 ﬂ% 1.3 @6 N RS
0G 82 10.00 1040 D | G0o00sl| @ 087 | @ & .
OH 83 10.00 10408 100.000659 | ¥ 06 | O @7 @
0Ol 32 10.00 1.0407 0000060 & < 0.6, P x §
OK 83 12.54 G40~ | 0000063 O 06| o & O
OL 85 10.02 3940 Q0000838 | @& 0% @ @ %
OM 70 9.00 & 1.040C9 0.000068 |\ CYEE RN R
ON 85 10.10 1640 D] 068000580y < 20.65Y @Q S
00 70 9.00 o2 L4  © | @000068 [ SR 0.7 (& é&
OP 80 14015 | 1.04gE> 0.000071 [« ~ .07 e
OR 90 1069 O] 1.04d Y 0.000056 Q0.6 3 \5@
0S 80 1100 1.040 000068 0.6.°
OT 90 £10.86 X7 [D040 O [C0.000056 | A 0.6 \Q
08A |65 ob11.007 <I1.04@ 0.080078 o
08B 90  S11000 . D] 1,020 8000055 <« 05@
08C 65 C»° kN44 & 1.040 L 0:000080 | D &
08D 9O  IN97240 D140 4070.000969 | S 0.7 |
OSE 75 @ 1.2 1.040° o 0%@069 Q97
O8F 275 M.68 =" [ g0 O | 0.00007@| O 0.7
osc;@ 80 .38 & [92040 A0.000067 [ 0.7
O8H 80  ~12.73 1.04Q> 0.000068 | 0.7
08l 68 Y| 15.79 o5 | 1040 g 0000088 0.9
08K 88 © [ 00 & |4p40, % | ~0.00006% 0.6
O8L ) D00 . $1.0400 D 0.006078 0.8
08M |68 N 13229 1.040 o 0.0880081 0.8
O8N <Y 88 10.00 Y 5@% 9 | 06900056 0.6
RS &@ Q
Summgry statistic SO 8 N r§ ) °
Stafistic > @)\ Wit§PE
i ) m/ w/d Q| % of AOEL
Empirical 7@ per 1le § @\9.000 © 0.7
Emplrl&@sStlégyceg (\@vo,oool 1 1.1
Maxithum @2@ > 0.00013 1.3
Param@@@ 75th percentile 0.00008 0.8
Log normal? no
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Calculation of operator exposure during sowing of treated cereal seeds .
&P
. . . L @
Systemic operator exposure to prothioconazole and prothioconazole desthio is gglculated ba@m %e

study results in two alternative ways. @‘J@ & @

A) Calculation of the systemic exposure for each operator with the not%ormahsed st@ resE@bs and@
individual body weights of the operators. N

B) Calculation of the systemic exposure based oé@ormalised @mal and 1@ expo@ge @
values (mg/kg a.s. handled) considering a (1§fault sowing@e and are&wn @as aQ

standard body weight. & @ R ©© C&

For the estimation of the systemic exposure of op@rs to prot&ocona@@?e and@rothl@ona@le de@lo
the actual dermal exposure figures are used.

@ > <
S @@ NN @%’ @Q
@Q Q@ S S % %
A) Estimate based on not normalised s‘q@% resu@ \ @ % ©@ @
SRS SERY
EfA FS 76.25 contains 37.5 g/L ﬂuorobi:g,\’ZS %, pro con@@le, /L zoxjde, and @75 g/L
tebuconazole and is applied in an a&@lcat rat 0 n%L@’OO rre dln@O 3to5g
ica en-for the actlve

prothioconazole/100 kg seed. A o to_ three mes her
substance prothioconazole dur@g th% treat t of Lereal ds @ath ‘I@)thl(@‘l 8\5 S 100°.
evaluate the operator eXposQO;@to prothio zole afid pr&hloc%ci@a ole@gesthlo ured exposure

alues of each single operator'wilkhe corfeeted With thegfactor
valu gle op @ w F&b §£ Gith thefa

S %>
©§ > & x% o S
The following assum@fons a§made, @ @6 S Q0NN
Operator body 1ght©& 0\@ “Sndividual b of

Dermal absorpfioni\ S &
Protna@ Q & Z@@ (;@0\9 @@ ©§ @

P %110c0n§@’01e-(f¥th10@ %% D
Inhal@@n absorpt10@ @7 00°/ or Q@thl azoé%@ﬁd prothioconazole-desthio
L

7

>
N
Systemic ere /kg gﬁ/dayk ﬁé@: D§+ PIE)’x CF

ADE @mal derm@b expf@@ e [u @]ﬁay]@ o\%
PIE = Potential “i@’lalauggl ex@ure @%/dag%
A\ = Derrnal absor;@’on k@ @
§& dualqbydy ight f ?’%\he {O?Ss%actlve operator
rre

c@n fa@@r 3 gg protl\’@)conazole and prothioconazole-desthio)

The calculation 0@ syst%rm @osm\% pe@rme@ccordﬁg to the following equation:

Tablé@P 7@%2 I@Cal&ﬁtlon of systemic operator exposure to prothioconazole using a

Q© é@ v r@esentatwe operator exposure study conducted during loading and

&
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sowing (not normalized study results, actual exposure, with PPE)

Actual Potential @ ° @b
Study/ Body dermal inhalation  Systemic S (%03
Operator  weight exposure exposure exposure % of AOEL @ @® @
[mg/kg [0.25 mg/kg @g@ NS
[kg] [pg/day]  [pg/day] bw/day] bw/day] Q @
1/0A 92 35.00 1.040 0.000319 0.13 %, . S i © %@
1/0B 82 36.40 3063 0.0014549 0.585 OGS
Ve O @ @
1/0C 130 35.00 3.353 0.000279 O.Q @ S X &
1/0D 110 32.50 1.040  0.0g0)250 <0: S R (§ &
1/0E 97 84.80 2580 0990736 R0.29,° Q& . ©
1/OF 140 35.00 1.759 00225 N %@ A \® 2 @@
1/0G 90 70.60 3.635%  0.000510 ~ 8.8 %? @6 NN
1/OH 70 32.50 L04® 0080303 @016l | @ o & .
/01 93 32.50 . (000298 0w o 9O & &
2/0A 81 7.00 9,520, 0.00p984 00 P $
N S O EESERFSIENS
2/0B 100 13.50 6.560 " 0B00298% " =, 1265 N
2/0C 84 7.00 7. *Q.0002%5 \@7 0. N § %@9
2/0D 103 53.00 Q7 43.65 ¢, 0.000983 § @1 _§° &
2/0E 92 3550 58300 0gfaso @0 o1 O] 2O o
o Q &@ 2 o @)
Summary statistic ea (é% @Q @& v @ N 9
Statistic ~ %it@E o L $ §
& S N .
& @§1g/k§b?v/d ol otagie O SO
VO
Empirical 75th p@%ﬁle@ %@652\9@ o 09 @@ g, @
Vad % & K N S @ %§
Empirical 9;1@@rce%§§ §© 0;2@02%&&0@%% o.:(y@@ @§ %@
Maximupis, N 2001 6 2|7
" | o [V 00 @ |
Parametric 75th per&@ile > %@9629 © @%\?\ O Q
Log normal? 9 @ (3 ié“ﬁ Q @w
T @] A © Kot
Q@ @ ©® \ \ o\
Table CP .2.1.2-15: Ca%ula@ of systemi er@ exposure to prothioconazole-desthio using a
@7 tgpres@}aﬁv@ er@or exgbsure study conducted during loading and
Q NG QRN
X % @ AR <
. v & N o
@° & @
NS SR
@ o 9 ©@
& & ¢ &
S QS
SR
AR
s
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sowing (not normalized study results, actual exposure, with PPE)

Actual Potential @b
Study/ Body dermal inhalation Systemic N @
Operator weight exposure exposure exposure % of AOEL @@ @® @
[mg/kg [0.01 mg/kg S N
[kg]  [pg/day] [ng/day] bw/day] bw/day]Q Q @
1/0A 92 13.00 1.040  0.000059 0.6° NS
1/OB 82 12.00 5702 0.000289 23 N O
S < N @ @
1/0C 130 13.00 1040 0.000042 D4 oy & &
1/0D 110 12.00 1.040 0850048 &©0.5 S R § &
1/0E 97 50.90 1040 6000127 L g S & SIS
1/OF 140 13.00 1040 ©0.000039 5 \@4 \© & @@
1/0G 90 18.60 1.040,  0.080072 < 070 &7
@ 2o S 003 S
1/0H 70 12.00 1.0 0000757 @ 08 © <\ o
{; & & <
1/o1 93 1200 oo . 0.000057 R & 9O & ¢
2/0A 81 700 <0520\ 0.@0035&6 <030 SIS $
(ZN Q Q
2/0B 100 700 Q1,69 000% v, 06y S
2/0C 84 700 O o520 - v00003s > § &
2/0D 103 8200 €;2.500¢; 0.009087 ®® ©0.9 @@ QRN
2/OE 92 100 %0520 09000300 & 030 |0 &
®, AN AR
Summary statistic ea (é% @Q @ v ~ @ @6@ %@
Statistic N @%it@E ! @g @@“ x% o §
& | ohglgowd o ot AQEE O S O
Ny : SIS
E 175th 1 .
mpirical 75t pefr$ g ®) &%@):Z% N g@ g@ @& §
Empirical 9;@@rce%}@§ §© O.$®6% K&éé\df@;@@ @§ %@
Maximupis, RS 00 35 2| T
wogs” | oo’ |7 25 8y
Parametric 75th p@til&\ %@9099\© @%\?\ 0 QQ
Log normal? 9 @ $ %3 oi& & @U
RS, A
SRR CEECR N
S S & 7
@7 @Q’D ) N &@ ©\
(AN Q
@"® S Q $
S %“ %
@ @ ® ©@
S &
S Q
< @ N
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B) Estimate based on normalised study results

The calculation of the systemic exposu@§is g\&g%rm&@ccor@dng taQhie fgilbwm uat@n: S

& &
N <
. . g
The following assumptions are made: S @® S
Crop: Cereals €§ S o\@
Drilling rate: 180 kg/ha % § L o
Work rate: 15 ha/day R N o\@ é\g
Application rate: 10 g a.s./100 kgsseed @ g}g Q\ @ @
Amount of a.s. handled: 270 g a.s./day ©Q %@ S é\a &
Operator body weight: 60 kg @ Q& Q R ®© @Q}
Dermal absorption: % @ & @}
Prothioconazole 25% D . @ N @y 6\ w\?@ Q>
Prothioconazole-desthio 6% X @@ %Q g*’ > S S
Inhalation absorption 10&’2@ for(gothi az nd @thiocg%az@ydes %
s F T

< & O
O pkapapim a8 O § 2
S

Systemic exposure [mg/kg bw/day@ > ® @Q o\w\?
RS A
ADE = Actual dermal exposure [m}/kgé@. haid@a] S &@ G o @)
PIE = Potential inhalatipn exlé%ure%@g/k .s.hand@ejd] @ @ y\?@
N o .Y L
DA  =Dermal absg\gption@ & Q ¥ o\@ é « o\@
X
BW =standard§y \gfg\flt@ Q@ § @&9 @ S @&
AH = Amo@of g@land@l [k@g% \\ N N} @& <
o N K
D & 0O O « o
9 Q @
A & D § kS
N s & & T
N T8 T e &8
. O N
S @Q O & O QO
? Q PSS
@ O .G o .o @
9 S Q 9 D
= S PSR
2 @ & o
& & Q S &
> @ &@\ O
@%
& &S0
% Q
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Table CP 7.2.1.2-16a: Operator exposure to prothioconazole during loading and sowing

(normalized study results, actual exposure, with PPE) @o @@
;@\ v
Stud ADE IE & " o
y N &
1D [mg/kg a.s.] [ng/kg a.s.] @ R N
1 OA 0.232 6.89 &% \© RN
I OB 0.671 565.10 | @ & Q\\ & @
1 0C 0.723 69.28 R RS o
1 OD 0.369 1180 Q o N S @
1 OE 1.498 4573 o @ & >
S@; AN @ ) @
1 OF 0.157 1.879 @S @ 6\ NN
N NN AN Y
1 0G 0.310 o 1587 | =0 S @ N A
1 OH 0.592 dsorle’ S o o & & ’
I ol 0.508 CN625) &% Q" w £
2 OA 0.187 @ oS 13S0 o S Q9
SR
2 OB 0.0970° & |, 4327 PSS @ ©
2 oC 0081 0 . Boa| O @@ S @? "
2 oD @683 L° @””1755@ @® @ S D«
2 OE 0359 T A S
Minimum 0.0861 @, 6.89" @ \@ &
Maximum 1T 1498 © §565&§_ & v &
75th percentile Q651 ¢ Q" & Q
95th percentile (0°0.99% 4, @12 1o Y Q & &\
75th parametric efimate < | 0.63 g3 439 @ @
Log normal Y O Syes N yes® §2 @& Q>
ADE = actual derm@%posur@ = inhalation eXosure 3 AN § R
Table CP‘?@ 1.2-16b: ggalcul%%n @systﬁic op@;'ato@ ex (%ﬁh}\]re to prothioconazole using a
repres&i@tlve oper exposure stady conduc@ dq{iﬁg loéing and sowing (normalized study
results, actual exposgre, with P@ § N §\
@ Actual ‘@otential
9 @ @ d@%ﬁal N 1nha<@tion £ Systemic
@ ©© @ xposurdO sure K exposure % of AOEL
Q 9 o a/k /kg & [mgke [0.25 mg/kg
% nd% anq:le bw/day] bw/day]
Emp1@ 75th perce{?@e Q 0%1 O ¢ 377 0.00103 0.4
Enggmcal 95th per@tﬂ % @0 994@ 0.00252 1.0
Maximum & o 14 §o 565 0.00423 1.7
Parametric 7§t} percentile < @3 (§ 0.0834 0.00108 0.4
& O &N e
g N O & 9
N
O N
{N O @ RS
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Table CP 7.2.1.2-17a: Operator exposure to prothioconazole-desthio during loading and sowi @
(normalized study results, actual exposure, with PPE)
Study Operator ADE IE ©© @® @
ID [mg/kg a.s.] | [ng/kga.s.] Q@ S o\@
1 OA 0.0861 6.8 N S S o
1 OB 0.221 10520 | (» {*’ \y;\ S é\g
\e @ O I N )
1 oC 0.269 21.49 Q @ § 5 &
1 oD 0.136 1.8 ~ AN SO
1 OE 0.899 1837 Q o & & @) &@
1 OF 0.0582 %659 S \@ N \© %@ @@
1 0G 0.0816 w4569 VY %@J @6 ~ N
1 OH 0.219 T e & & X @
- 1894 | © @ & A o -
g @ Q Q SN
1 ol 0.188 [ -1825 N @
8 O s S
2 OA 0.187 on| 1387 . & ©% N QT w 8
2 OB 00508 [ 1203 | < S <y @ §
2 0C 0081 &7 639t & Y S S &2
2 oD 0106 & Bauy & ° O &
® @ @© &
2 OE 0077 |7 5%p | « @Q . S
Minimum 00504 O 4457 [y A ) &
Maximum 2 0%99 91 £105.20 N § @ kS
p Q < R N
75th percentile @.21&@ Q 1%6 RN Q
95th percentile A@Q ‘& O@@ ) @.76 "\9\ © & K\
75th parametric @matqf\& . 0242 S 24_2@} @@ & @
Log-normal & § § yes, \ yes& o §@ §
ADE = actual der XpOs E = ighyglation Xposur
wal derratexp s %@ t@® N & @b o @

Table CP 72.1.2-17b: Calculation @sten@ oper@or e@)osm@to prothioconazole-desthio using
&@ eprgsentative operator gxpos ﬁtud&onducted during loading and
g&\sow{z&g noagpahz@studygres%gs, act@i exposure, with PPE)

N Actual @’otent@
9 @ S deginal - nha@lon Q‘systemlc
@ Q <& L sur@ ex sure exposure % of AOEL
ASEEN) ©© (mg/kg@s. @/kga@ [mg/kg [0.01 mg/ke
han@@i hand]éd) bw/day] bw/day]
Empiric#l 75th percenfile Q\J 0A1 @ 0‘@4%’8 0.000142 1.4
Empirical 95th peré@ﬂ N0.4895% @578 0.000392 3.9
o IR
Maximum o O 08 S0.105 0.000715 7.2
Parametric 7@»percentﬂe & d(}\@ttz & 0.0242 0.000174 1.7
& B
@ Q% §/ @\j\g ©@
& &S
S QS
$ @ % ‘@%
& &
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Summary

o

For a reasonable conservative assessment the 75" percentile is used for the estimates of expos@ to

prothioconazole and prothioconazole-dethio. The selection rule proposed in the EFSA ancé’
considers the higher value of the empirical and the parametric percentile as loéas this Vahi@s beldy
the sample maximum. Otherwise, the sample maximum should be chosen. @y &
& o
O O 2 2
© & N

@ @

‘”\a
Table CP 7.2.1.2-18: Summary of the experimentakdetermined operator exposyre d@lg s@

treatment and load1ng/s0w1actual exp@ne, with P{@) Q) &
Substance Tot@l@ystem@exposﬁﬁe of @EL# @
@ug/k@w/da@ q
Seed Treatment ; iﬁl 1
Prothioconazole Vit Pg@ g\a 0. Ogﬁjl @, & 0.3 .
Prothioconazole-desthio y:%With e @ 000008 m@ @g é
. B V) Y
Loading /sowing | prothioconazole @} V‘@i PPE®) &\Of 00@ ﬁ@w S 035
(not normalized N . b\”z) @4
study results) Prothioconazole- d{@no @&Nlth{@ 0. @009%@ @ @ &099
Loading /sowing Prothioconazole% &) V%@ PP 2% SH.00 b 'S 04
(normalized Prothi ﬁ-d sthi :th PP%ET g@%@? & O 17
study results) othiocongzole-desthio @@V ' &L ! © :
1) Standard protective garment; pro%tlve gl(@? are w@a during@alibration; mixing and loa@g clegivigg. 9
2) Standard protective garment; p]&tectlve%loves are &G®m w irect (Qltact to@ated selds is gly{g @to\?
v S8 S ¥ @
there @no@acc ble @ an@tpated Qr op@ators%urmg seed treatment and

Based on these res§
when loading an% treate grlchtur actice the use of adequate

@eed@ ﬁrdmg%@ good;

work clothing (ecg ers and.a lopg sleeved shirt s wellas stu § ar) is considered. Protective
gloves shoul ﬁ wan wh &han& g tl%q)md@t and<¥hen @ettlng into contact with treated
seeds or coptaminatéd surfaces. 2 N @

R X
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CP 7.2.2 Bystander and resident exposure

A bystander is a person \@ @©
& @ @

N .
« who is located within or directly adjacent to the area where pesticide appfieation or trea%nen&@ in

process or has been made 2N § § ©
R N o v
. o . . @. . O Q. @ &@
» whose presence is quite incidental and unrelated to \iork 1nv01v1ng®%tlc1des bu?to% ®hosepp s1t1@§may Q
put them at risk of exposure & Q R © KN
QN Q o & & @) &@
A resident is considered to be a person who lm&s in th%ﬂmnl@(z%f th%}ppl Fion. osuébf reﬁsﬁents
might be expected where drift of residues andSubs 051t in s adjapent o the a@hcatlon
area can be assumed (e.g. spray apphcatlo@) in th%‘ eld)(n cer@n cases Va[@lr drif€oul angther
source for resident exposure. & \ 6 %
In this context it has to be taken 1nt(Q@cou%g\that m@‘fh 1ntendp©d u %f ggl(%@zole@s 100°
treatment of the seeds is perform @sm ﬁsee@@ @ts whgre ersofzis around
whose presence is quite inciden % nrel%ed to (@?ther ?%fnanOlVed)
persons are allowed to enter thg plangg ongegynin, @)wm@ l@eed @am ihas fo be taken into

account that the seeds are pﬁ@ed dl?ectl}@to the rounﬁ and

covered with soil. é& @ @& 0%

9
Hence, with normal us&cond%lons t}%}e 1§0 e@osure@cenar%ﬁ EXPEC %ed ﬁ@%f could involve the
bystander or resident. s, @ é& N @

"\9
Accordingly, cm@ng e 1nte§d \g) ‘Pr®§11oc&§fzol@ S 100 @ystan%er— and resident exposure
is considered to trévanfs, © v S 9 N @@

S ¥ ,§@ «

S © O «° & ©© S
CP7.22.k, ES%&UOH of @fsta%ler @d resf&ent@xposkge
Conmd@ to be not éﬁhca withthe 1ntended& of@othl nazole FS 100°.

e@tely a erw the seeds are

For details please E@t to Q? 728y %\ @;\’\ é @%\
DM Ql Bystaider-and resid
CP 7.2.2.2. Meas reé@nt {&bys erg;}nd rés ent exposure
Conmdeg@o be not ag%ab@lth antgﬂ%%d :{gf ‘Prothioconazole FS 100°.
For details please refex to CP 722. L Q
N § IS & & &
N (g @\ R @

CP7.2.3 &@V orker @sur@ Q

The only in,@ded Yseof ¢ th1o<%”naz FS 100’ is dressing seeds prior to sowing. During sowing the
seeds are fmmedgately @ere@y soil. ‘Consequently no re-entry scenario is given that could result in

worket@&pos@ ©©
X
Thergfore, \@%er posureto ‘Prothioconazole FS 100 is considered to be not applicable.
iore, ker gbosys

<
Ccpr7 @1 Estimation of worker exposure
Considered to be not applicable with the intended use of ‘Prothioconazole FS 100°.
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For details please refer to CP 7.2.3.

& &
S Q§
CP 7.2.3.2  Measurement of worker exposure S @® &
Considered to be not applicable with the intended use of ‘Prothioconazole F§§O’ s O\Q
For details please refer to CP 7.2.3. <) S § 9
@ > SN
CP7.3 Dermal adsorption & @ & QQ @Q ©

LN
The extent of dermal absorption of PTZ—desthi(ﬁthloconazolglesﬂ@)) fo ulat@ws a dﬁ%‘uo&%
the ‘Prothioconazole FS 100’ (PTZ FS 100) forry@lation was estl& %d zr&@ztm g h&ﬁ%n
summary of the study is given in the following sectiai alongywith the m aséd, on t}f&astudy
results and following application of the new @SAﬁ%ldaI@fmle“i’ he @y sufgimary and clusion
and recommendation regarding the dermalé%)sorp@n of &XZ- de@no g)rmul@d as a@llun@éf tk@&FS
100 formulation is given below. & \ @} &6 &7 e é\g “ §
& S o & &S O
Report: KCP 7.3/0 5015@ 5409 @i ow@ @ Q\ 9

Title: The in Vth per tane absorftion of, 1olah@Yed J @@sthng?f asg/L
dllutlo@g)f theypréthio azol 10@ mu,}éﬂon th@ugh Q@lan skin

Report No.: 79686 N (A e

Document No.: M-5%0994:01-1 ¢y 7 &

Guideline(s): OBCD Ghideling¥or @ﬁg 0 Chemlcals Gui }(fé\:\lme@ Skigy Absorption: In
“Vitro %ethod Q2 04) iro ntal Health #nd Sa@Pubhcatlons Series

AN Tes@g ap@sses@nent @28 1dance©Boculé§nt fo&he Conduct of Skin
sorptl mé;@ (2004). Q
) @E % Commlss1%\€ru1dame Do@ent @&Derﬁ@}% Absorption

S Sar o372 O/Re@ (19 Marc 0043§
@ @§ entific Oplmol%n Deffhal Abgorptiof)EFSAQournal, 2012, 10(4): 2665).
Guideline d@Vlatlon(Ej none A o s o

GLP/GER: es @ & IS < S
o o\® @% o, Q °

X N
S @hli ss: 7 04 @) um
Test Mate &l Q% gj @
Non-r@abe@ ©Bat@> A 1194888-PU-01.
& Q
Q&% @@@ @Q% gi‘ty =99.5% w/w.
Radi%?%lled: [triazole-UL-'*C]-PTZ-desthio.

2 EFSA Panel on Plant Protection Products and their Residues (PPR); Guidance on Dermal Absorption.
EFSA Journal 2012;10(4):2665. [30 pp.] doi:10.2903/j.efsa.2012.2665.
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Batch: KML 9567.

& D
Specific activity: 2.45 MBg/mg. Q\ @@
&
Radiopurity of the formulation: 98.5%. @*J@ &@ @g
D
3 & & o
% SSURRC IS
. O & S @
Formulation: The formulation used in this eXgériment wag#’5 g/L dllutgﬁ of ﬂ@ @8 &
100 formulation (specificatien number 10 030977) e@g tai PT§ C:§©
desthio (5 g/L). @ Q& . < @
) Q S
@ @ <2

@Q Q@'\ Q\ @ 6\
sy P
Test system: A static diffusion ce sys&@m ( Inc@vas us@ Théstati % g °
diffusion cells were plac & @

n§ g§nc stirrer pl &d
via a mrculatlgg waté&bath @mal& h t -\ ace @mpe@gﬁture a@OC
+ 1°C. Q & N v\g ‘”\9
@ & @7 % S
The surfzs area@f expdsed skir within the & .6 2, 9;1%@
, W@
matiifa

receptor chambgr vol@me 1y @L eceptor chamber
1nd@all§<ﬁiarke ith act&!’ Volee by th cr

Theteceptor fl @Qwass cq@tamm&PE a 6"/@V/V)%
s@eptorgém enicillin G (¥ um@‘lL and sodium azide
%’0 018, w/ @adjus@ to.7.4, and’the reggptor fluid was

2”\9 N . .
@ sed?kgy catlon or 10 jfin aft€dbein@ynade before being stored in a
@ &efnger@r sef rg’ mamﬁm a§pe@ure of #°C e%r to use on the study

Skin 1ntegrlty©© \kaé&a es werg\\ﬂow&&to equ br S§t 329+ 1°C for ca 30 min.
©© @6 Ph@phat fte @’ saling (1 n@) wasSfen added to the donor chamber and
@ the ski amples WCI‘&%OW 0eq 1br@§!for a further ca 30 min. The
.9 w%elect IZ%? @ds then meagured uding a Tinsley Databridge

&Q\ (M@l 6461) set at low@tag% tern@hg current, 1000 Hz with a
\ imury Volt§ of 380 mY root- @n squared (rms) in the parallel
@ 1‘%ulv t cifsuit m@& Ay skin sample exhibiting a resistance less than
@@ @10 9 a@xc]@uﬁed frgag sub ent absorption measurements. A cross
O nce &0 skm.cll nuin %er dohor number and electrical resistance (kQ)
Q © @res&m di per@c 7. @16 phosphate buffered saline was removed
@ skrfac@ the {&h was rinsed with water (2-3 mL) and dried

@7 . 9 wi tl@lssue paper \
< S
Treatment: % @e nea@fo tio s applied over the surface of the stratum corneum
N @t nn@\am le of ¢kin (3.14 cm?) using a positive displacement pipette set
@"° . todgliver 10 pL/cm?). The spray dilutions were applied over the
@ \% sKtface 67£9t e atum corneum (0.64 cm?) using a positive displacement
éﬁ ipette set tordeliver 6.4 uL (10 uL/cm?). To accurately quantify the

@& @ Gcongedtration of test preparations applied to the skin samples,
§ § % repitesentative aliquots of the test preparations were taken at the time of
§ @ @§ -dosing. These samples were mixed with methanol:scintillation fluid
Q é@ :5, v/v; 12 mL) and analysed by liquid scintillation counting.
Sam g: Receptor fluid aliquots were collected at 1, 2, 4, 8 and 12 h post dose as

described in Section 6.11. All receptor fluid samples were mixed with
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methanol:scintillation fluid (1:5 v/v; 12 mL) and analysed by liquid
scintillation counting. @o S
D

At 8 h post dose, the both static and dynamic cells were washed by @

applying commercial hand wash soap (50 pL) to eac@m sample afd ©)

gently rubbing into the skin surface using a tissue s@ab. The skin %as 1{‘@

washed with 10 aliquots (0.5 mL per aliquot) of %aqueous co@erc{%@“ &

soap solution (2%, v/v). © N c\ é\a
@ N ¥ @

At 24 hours the stratum comeu%was remo / with 20 uééssn@ape % &

strips. The skin sample wa 5 cotated 90° each tape pip u ] a N

epidermis was removed. J@ndermls was rer?%ved er 10 Was stdpped &@

and details of epidermigp@ioval doc%nente@ ach ‘@)e t@) wagplacedy)

into an individual vial containing ﬁang@mmtll@lon id ‘”\7 @

(1:5, v/v; 12 mL) a@%hen&alys y liguid sq@ﬁlla countmg The

skin under the cell flangg{une ed ) wasxut aw %ose@

skin. The expose andynexposed s%il sam%es w§ placed into ‘@xar

vials contam SoL able® L) A s@n sarfiples w@ plaggd inte¥

waterbath @ (f‘%C to sol isat] W@i fu issdyed, stanous

chloride r% 2 gvém in %tghanei% @ and-Seintilttion fItdd

10 mL d teth 1 b d seintillati
(10 m )@[as a@de @j es@san@s ar}&c@na (] y@ul s¢intillation

counting. |
| nti & o &

Radioassay: AlI%ram es wer ountgd tog er wrth repies ntat@e blanks using a liquid

@n‘ulla@)n a alyser ckard 100-TR) atm@f@ench correction
“bye rnal sta dar ent >bla ample val§es were subtracted
é\g frop -.\ f@coun ate glve\\get d pex sample, “Prior to analysis,
@ samplere %@wed@ stal@%e W@h regal@to light and temperature.
indings: : : 2 N Y
Findings: &\ \ S @

\ IS
The PTZ- des a@ mo@trate@o b%@ﬁc%eﬂy s@ble @%ptor fluid to avoid any risk of
back dlffus%n @ % & @, - é?(;\,
S @ S
Measurements of t@hon@%@nel&gof th@re@@oncq{aaﬂor&%f formulation applied indicated that it
was acceptable. S >
TS &, <o &
S o@ o

The study re%@lts are@pre@ed N abl@P 7@ S
& & &

N
R R . @’ @ N
SIS & A
& ° &



B . Page 57 of 58
sayer) Bayer CropScience 2015-12-08
R
Document MCP: Section 7 Toxicological studies
Prothioconazole FS 100

Table CP 7.3-1: Mean distribution of radioactivity at 24 hours after dose application of ['*C]-
PTZ-desthio in an FS 100 formulation at the rate of 5 g/L to human skin san@es. @@

Results expressed in terms of percentage of applied radioactivitb @®\ v
@ S ©®
Distribution of radioac%@ty (% dose) SN
Dose Levels 5 g\ A &
Species 7 Humgiign=8) > 19 é\a
~ Mean @) Iy @ @
SURFACE COMPARTMENT O @ S = @&
Skin swabs (total)* 1\ 93.70 S04 © § Ny
Surface Dose (1% two tape-stripg&vj 0.440 < 046, < @
Donor cha?? 066~ 7 Q066 @
Total % non-absorted 9AR0  ° S 2%&4 K N
SKIN COMPARTMENY 4 RS
Oskin™ ¢ 077 S @0.404 S .
Stratu corneu@v @ 0.@ ~ A 040 /@? @&
Total % at dos&site W38 = @ Q 66 §
RECEPTQR con@\ARTMENT A %
0 g O
Total % @ectly dbsorbedd] D 2. 7%? § /g@z 28,50
G
Total % P@tlally @sorbable - @2 m@ @Q Lf§ . |
TOTAL, %$REC Y L O8.92 ¢ SANG =2
2 Evaluition accordin@o EF$A-Guidinte XN
absorption >75% %sy}hinnhalf of st),}(é? duration &\g ON@H%} ~
staagtard dewation ©25% | 'Y RN
N @cov§5% A& R NOY (A
Ad]usted Total "@menp%lly Ab ble ¥ ® q& 8“ A
\
2: sum of radi V1t ound 1n§ it(3h and 23@
b: sum of radfgictivit undms n afée; tape&trlppm ﬁoce nd ) @ﬂ g skin.
¢ tape-strifgjexcl g numBers 1 & 2 whlche congi red to orb
d: sum @fﬁ fo in re Q% (0- 245&), rece@r ﬂu1 inal and receptor chamber.
°: total %o dire absm\tbaed + total % at dose sgte
f. Ova@s considered gr the a&@ted T@%l % @tlally@‘bsoﬂ@le ac ng to EFSA are in bold Italics
S
é@ standard dev@@gn @ N @Q % ©\
n.d.: not detectéh(beloy'the limitof det@n S
n.a. : not app@ { é&? ) w\’ K %
n: number @Eskin cel% use calc 10n %
S d0 alwa

&alcul@xactly from the presented individual data.
ng fr& th e of the spreadsheet program.

In the abaye table 3 preseyted
This is @ to m©c - iffer cesr
slié to raupding ylp ifforen
2 @2
Conclu@ : Q

Th %‘tent of derrﬁsaal ab @10 @PT% esth@ (prothioconazole-desthio) formulated as a dilution of
the ‘Prothioconazole FS Y00’ (@FZ E 0 f@mula‘uon was investigated in vitro using human skin. A
summary of t&éﬁtud is giv@n'in the> ollo@ng section along with the mean values based on the study
results and followmng ﬁon of the @gw EFSA guidance rules. A conclusion and recommendation
regardm; @ e@ﬂl a@pu@of PT®desthio formulated as a dilution of the FS 100 formulation is

given belth @

The Qean f, P%Z desthio in the FS 100 formulation that was considered to be potentially

a lrect§ b@ed plus total remaining at dose site) over a period of 24 hours for the 5 g/L.
d11ut10 s 4.1% for the human skin. Applying the new EFSA guidance this value adjusts to 6%.



B . Page 58 of 58
sayer) Bayer CropScience 2015-12-08
R

Document MCP: Section 7 Toxicological studies
Prothioconazole FS 100

According to the new EFSA guidance? there is the provision that when the sampling period is 24 hours
(which is the case for this study) and over 75% of the total absorption (material in the receptor “at @
the end of the study) occurred within half of the duration (12 hours) of the total sampling period-that thQ’,
absorption will be taken as the sum of receptor fluid, receptor chamber Wash@, and the sk@am le
excluding all tape strips. These criteria were not met in this study. There is-&lso the proviion t@a
standard deviation equal to or larger than 25% of the mean of the absorption requires usgdof an
alternative value or rejection of the study. The guidance prefers the ap lr%ach of addirf® the @ynda&f@
deviation to the mean to cover the upper 84™ percentild9alue of the e sults. Addlt@}all %vher

overall recovery of less than 95% occurs, a normalisatiort procedure i§y0 be used byprefe %en &
that the notifier considers that both the value of 25 for the st rd deviatid .~., 1m1 950 ©

recovery limit to be too conservative, the apphcatl(% of the guidarige re%l,ts in @ fol@wmg ues @y
['*C]-PTZ-desthio in a 5 g/L dilution of the PTZ@ 00 formu&‘aon \ @@}
. 6% for the neat formulation (5 g/L) & @@ %Q é\?\ @g@’ @6 \% 2o
CE & e YL oA
v O R & 9 & o

<
CP74 Available t0x1cologlc@ﬂdat&}elam\1g to @-fo@ﬂan@ %,
o N S O > S & S
< &g

S N 2o @)
CONFIDENTIAL information-Q@a plf%ided\gpamgy $ cu tJ)@Q § %@)
o O O O O N
% D &Y L0
@ N W @J@ @7 Q D &
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NI QL N L9
2 © Q _x
AEEN @ &S ES S
e Se O ¥ 0% o \Q
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3 EFSA Panel on Plant Protection Products and their Residues (PPR); Guidance on Dermal Absorption.
EFSA Journal 2012;10(4):2665. [30 pp.] doi:10.2903/j.efsa.2012.2665.
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