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CP7 TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION
PRODUCT @

S
Spiroxamine was included in Annex I to Council Directive 91/414/EEC in 1999 ¢Rirective 19@3/%,

Entry into Force on 1 September 1999). This Supplementary Dossier contagin$ data which, wereQuot
submitted at the time of the Annex I inclusion of spiroxamine under Council Directive 91/@14/%@ and
which were therefore not evaluated during the first EU review. Howev %11 studies subthittedfor tl&
first renewal of spiroxamine have also been surnrnarlsed%@ordmg to c@uen‘c guldaneggand a%%lude

the dossier. Where studies meet relevant validity criteria, new roh@st study su avexbeen &
provided in the appropriate dossier section. However, y#here studies de'not meet r idity; 1terr&
and are not considered acceptable, less detailed\Summaries @y&:&e been prc&nded flongsjdé
discussions of study deficiencies. All relied up udy reports are s ittedSh o@lmen@@K for@%
second renewal of approval dossier or in Docginent %@r th@st r@@ewal dabmisgipns. \% §

All data which were already submitted by @aye @G ( er @yer @pSc@@ce)@or the%Annexol
inclusion and first renewal under Couné% Dlr%rv §1/414/RBEC are co@amed@‘r th@rafte—
Assessment Report (RAR) 2010 and 1t&%v1seQ\RA 17, @nd ar&%clu(@ n ﬁhﬁ Basehne @swr
provided by Bayer AG. @ K\ @ &

The formulation Prothioconazole glrm@nne % 46®§ 6%@0 abb@wa @TZ@ SPX EC

460, is an emulsifiable concentra@fon%llatlol%:onta@ng 1 g/L con@ le a@\\?OO g/L of
spiroxamine. This formulation@s registered @’rou@ut E@ope er t r@ uch as HELIX,
AX

IMPULSE GOLD, INPUT %@EC NP LAS IéROT(@I PP@LIN 0 EC, Prosaro
Plus, ROMBUS POWER, T E*.RU @FHE RUS@60 Eé PT&+ S& EC&60 was already a
representative formulation 0f Bayer A@@? @ﬁrs@enew@@f Smoxarﬁ@e u@er Council Directive
91/414/EEC. N @ @ & «

Spiroxamine consi Qf four 150§ @dws@om eac with 11©corre§pond1ng two enantiomers
which are ina 1:1 10) hematic b&@w ¢ isomer non@nclature presented in some
historical docunfentatiQn may%hffe W1th r&pect tg\he A?@ rre ﬁldmg trans/cis notation as a

result of a dls@an ghin refigyencingy whr&@ sseddn det ition paper M-761468-01-1 (see
CA 1.7/01), Itis ré@’omm%nded at th ster%assiggﬁents 1cth Eilere together with the A and B
notation sg%ﬁld be use%@xch@eely @g fo ardéo en%@ co&@uty of information throughout the
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CP7.1 Acute toxicity

The acute oral toxicity study confirmed Prothioconazole + Spiroxamine EC 460 (160+300 g/L) to of S
low to moderate toxicity with LDso values of >500 mg/kg bw and <100 mg/kg bw for male and-{e al@§
rats, respectively. The dermal toxicity study confirmed Prothioconazole +§piroxamine 460
(160+300 g/L) to be of low toxicity, with an LCso >4000 mg/kg bw. A fgur hour nose<qnly
inhalation toxicity study confirmed Prothioconazole + Spiroxamine EC 460, (160+300 g/Lgto b@ﬁ low
toxicity, with an LC50 value of 2.221 mg/L (equivalent to 399.8 mg/kg b& \© .9 \;45@

A
Prothioconazole + Spiroxamine EC 460 (160+300 g/ as found @ be irritant @a ary @% @
irritation study undertaken in the rabbit and deemed t&cause seriou@@ut reversi@iﬁ@éye @nag@f the &
eye irritancy test in the rabbit. @ & Q ®© @

AN
A skin sensitisation study, employing the @mization Qethoonﬁr@d @%thiO@nazo@@%Jr
>

Spi ine EC 460 t a ski itiser, N N
piroxamine was not a skin sensitiser . - D N

Therefore, Prothioconazole + Spiroxamine EQ 46 @604@90 g/@do %’%t w@%mt glassiﬁ%tion for
acute dermal toxicity or skin sensitisation,axith gl@ﬁica@@n req@,red for acuge,oral (Beute TOX. C@%
H302), inhalation (Acute Tox. Cat. 4, Hg%), s@\rrit@g%y (Skin Cog%iorg/@tatie@, Cat. 2,’H3 1§y and
serious eye irritant (Eye Damage/llié@tior}zs@at. %;@IB 1%$en@nts &c}or@ to @ hargyonised
classification Regulation 1272/2008¢) %s RSN NS §

o >y o 8 g &2
Table CP 7.1-1:  Acute toxicity studiesyith P®Z + Ec@ Q L N
t@};n @] @ = i) f\& 6 @ ((
Type of study | Species Resultss, @ U 4 Clasgificatj © @Xnnex CP
o ‘ . X
N (S (Afinex Ffor Regiidation_| Point /
5 O N Y v (EC) 12R272008) & Reference
Oral route Rat > gso 3(:9;5’00 .§g %@?} @@c%z Tox. Cat, 4, H@ CP 7.1.1/01
v, 1 ODs %1000 mg/kg . N o . M-087810-02-1
Dermal route | Rate JLDJFQ; 2000 @éﬁcgg@ Insufficiefidfor < CP 7.1.2/01
1.9 X% Q ssification @, M-087804-02-1
Inhalation | (Rat \ 7 | kDso4 h J+Q:2:21 g/l DAcutéZox. Ch¥r 4, H332 | CP 7.1.3/01
route QO 1(399.8me/ks B) L &5 M-035481-01-1
Skin irritation™| Rappit «_| Marked inflammatof9 & | Skin Corf@sion/Irritation, | CP 7.1.4/01
Rz “ r%@ions fﬁgt we@'evers@’e fat. 2%&315 M-083125-01-1
D € |sby'day 4 NN
Eye irfitation R@,bl:@ . [Berious 1rrita@f°ea(;ti6@s that %%amage/lrritation, CP 7.1.5/01
Y & ] werdreversible byday 19% .2, H319 M-083107-01-1
. 7 . 3 @ X .
Skin @mew%lg §§1 §er@er %@’ © Mynsufficient for CP 7.1.6/01
sensitisation Q axipftzationmethodd> &K classification M-066247-01-1
@ O ¢ .Y o O %
Q' FaiQina S & D
CcpP 7.1.1% Oral ¢ lc@% ’%?Q 6@@ @
& &9 e
N S}
Q A\ N @§ .
N S \@ 9
(AN @ &©
° AN
C &S 8
§ @
% Q
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Data Point: KCP 7.1.1/01
Report Author: _ @°
Report Year: 2002 @y
Report Title: JAU 6476 160 EC & KWG 4168 300 (c.n.: --; Spiroxamine) - Study for a@e o8
oral toxicity in rats @ A
Report No: 31560 a» NS
Document No: M-087810-02-1 N
Guideline(s) followed in | OECD 423; Directive 67/548/EEC, Annex IV B, R%?B B.1 tris; U@EPA@U -Ce
study: 98-190, OPPTS 870.1100 *24\9 o~ n@
Deviations from current | None Q\g @w § v\gv
test guideline: N S o Q r\Q
Previous evaluation: yes, evaluated and accepte%@ Q &Q @V @
RAR (2010) s 2 Q& . &
GLP/Officially Yes, conducted under G\f%’/Ofﬁcmlly n@ognﬁ&g&/‘[esm@ aci 8\ s %J Q&
recognised testing S IS S RS
facilities: o %@ g}\’ @§ K@ X < o
Acceptability/Reliability: | Yes @ @ Q @ o &K @%
"\9 S
Executive Summary \ \

The acute oral toxicity of JAU 647&0 Eé& K@G 4@ 30@% ﬁe + 1ro mlne EC

460) was investigated in a study o he rat erforﬁted roups of Wistar
rats (3/sex) received a single oral Pro@con@ple 1ro § 460%t dose levels
00 mg/kg bw for

of 0 (vehicle controls) and 2 nd % bw for m %@ 200,
orm

female rats and were observ%d fo 14 day@ he test article wa d 11%1em1nerahsed water and
administered orally via gavgge er@ 0y1 S§volum of 10 mL!&@ w@ %@

Mortalities were observeﬁ e rats@yithi days@?d 1ng at 2000 n@g bw. Clinical signs
were observed in bo@sex g/k bw w: ‘ﬁours @ do and~somprised of decreased
motility. At 2000 Q’ chn s1g@were ﬁ]e of @S type effe s (including but not limited
to decreased motility, ufidoordinated @'mt lateral p&s ion, @@pas 1c es laboured breathing and
increased sahv@%n) erved th fe 19 les in l%ﬁour ‘f 0s1§A11 s%wvwmg animals gained weight
during the st

‘”\7
Gross nee{%sy of decedgnts 1 al @non@lmes 1nclu erféral autolysis and discolouration of
the livggi\Spleen and ney nim sacr;\ﬁce thexend e post-treatment observation period

showed no ev1denf tesg&rtlcleé{plate@oss patho&&glcal (@&hges

Under the conditj s O%lls s the@cutqé@l LDgof Rypthioconazole + Spiroxamine EC 460 was

calculated to be >5004x/k b¥y for @ <1 m bw in female rats. Therefore, according to

Annex [ forgula@pn &@ 127%200&% rothigconagole + Spiroxamine EC 460 EC is classified as
a

Acute Tox%lty (Oral) C ory@ HS@h n@?l 1f llowed).
Maten@and meth&g@ Q @ @ @
N
A. Materials 03 @ NS
AN Y S s ]S
L. Test Materi@‘ P&%iog@zole SSpiroxamine EC 460
ernative namJAU 6476 160 EC & KWG 4168 300)

Descri |§ Q Clea&dark—w liquid
Lot/@ ch 1\@@ & 06920/0045(0019)
Purity: % 860.4 g/L (prothioconazole); 296.2 g/L (spiroxamine)
@AS N@ § @tﬂ\i 78928-70-6 (prothioconazole); 118134-30-8 (spiroxamine)
Confirmed stable for the duration of the study (expiry date: 2 November 2001)

2. Ve@e and/or Demineralised water/not applicable
positive control:

3. Test animals:
Species: Rat
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Strain: Wistar (SPF, HsdCpb:WU)
Age at dosing: &' 8-10 wks; 9: 9 wks S
Weight at dosing: 3:231-307 g; 2: 190-208 g @ @
Source: Harlan Winklemann GmbH, Borchen, District of Paderb@ Q\
Acclimation period: At least 5 days @ @ ©®
Diet: NAFAG No. 9441 W 10, ad libitum (except for 17 ho@s before and@ hourgs,
after dosing) . @ ©
Water: Municipal water, ad libitum (%) {*’ %\ \ é\”
Housing: Group housed (3/sex/cage) V Q@ @@ S %”\g@ &@
4. Environmental & O Ko QQ § Q&©
conditions: @ Q& . Q) O @
Tem : o = ) SRS &
perature: 22 +2°C N @ Q © & @
Humidity: 55 5% AN D LS N
Air changes: ca. 10/h & @@ R, & @}’ @Q >
Photoperiod: 12 hours llght/d%k cycl v @Q Q@ @ é @% & °
B. St i \ > % § 3
. Study Design @} N @} & N §
1. In life dates: 23 August$9 13 \ per ntal (@W\és) @
2. Animal assignment After alagaccllm@ﬁsatlomperlod ca. Sda s, we ged a@ed on
and treatment: welgh@ass%and a cated@gro y cof@puteriised s@ 1ﬁed§gandom
sampling. After bel@’ fast or ¢ rats sex admlmstered
~@es‘c article bg@smgle al vz&gava 1ng a dose Vo@me of
mL&g bW the fBllowingydoses: @ud 50(%1g/k bw; $: 200, 500
@J)and 2600 @g@ej rafs were fagted fi 2 hom;s post
adlﬁ%nstratlon be bellow 0 feed he #nimal re then observed
é\g S@of 14 o @ G N
3. Statistics: @ ot u§r y w@ht tl@mean Value andbstandard deviation were
calc @
Ny L N 2 o
C. Methods: ©© @@ é& K@J %& S § v
1.H0mog% ity and?’ Mot pegformed. "b\@ § © &@
achieved v, Ao @ W
con@ration anal & @7 SEINES
& S I RN
of the dose: N %, § °N %\
NS & kN ,
2.0bservations: @ App, @ance and bel«&‘lour e recorded several times on the day of treatment
% leagﬁnce aday th eafter@ 14 days.
3.Body welgl@ @Q y wéights v&@ve recc@led onfStudy Day 1 (prior to dosing), day 8 thereafter
Q O . Qnd at\tkt te@matm@) @
4.Food ce%umptlon: No@cord 3 %
5.Sacrifice and o\@?) O@ans/tlssues w@ exdl \Q nined macroscopically. No histopathological analysis
ngglology %/as ul%jertake@ @\
Resuilts and Dlscussmn@ @ Q @
A. Homogenq@ an &d cg)% ntra@)n analysis:
Not undertaken. \aly o&achm@@cﬁ concentration, homogeneity or stability of test article
formulat not (@ndu as part of this study, as this is not a requirement of the regulatory test
uideljites.
Buidelie & S ~:§
B@erv& s: & §
1. Cllg?@ﬂgns of Clinical signs were reflective of CNS toxicity, were observed in both sexes
tox within 3 hours of dosing and included decreased motility. At 2000 mg/kg bw,

clinical signs were observed in @ within 1 hour of dosing and included
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decreased motility, uncoordinated gait, lateral positions, spasmodic states,
laboured breathing and increased salivation. R
2.Mortality: Mortalities were observed in all @ rats within 2 days of dosing at a dose lev@ @6
of 2000 mg/kg bw. Refer to Table CP 7.1.1/01-1. S 93
C. Body weight and food consumption: @J@ &@ ©®
1. Body weight: Body weight gain was not affected during the st—treatmenté%ervﬁ;%n 2
period in either sex. Refer to @ble CP 7.1.1/@%. N o\@ é\g
2. Food consumption:  Not measured. N Q@ @& Q\ t0\9@ &@
> © s @ & .8
S) R o & A &
& R O @
Q N . \ 9
X N . T T AN
& ZNERES RSN IS T
W\% SCARN S D &> & @
& O o & R Q x §
Q& Sy &g °
S > O OO s
Ve o » & 9 .0 O ~
o & TS S U
v & 0 &
N © N @ S 2
© O & & S
S % 9 § @ S e R N
v 9 O ¥ .0 & )
FTE e S e ¢
@ S SIS @© @ @
S QO NTN N o 9 N
F Ve a0 <
& O 9O H&d D e
TS e S-S <
2 N A SIRS @ ©
> o O & & N
A \@ & SIPCHR '
>y O Q
§ RENIIAN > & >
T e o
v O & .9 o O @
QOO O N O D
¥ o K & o
=) N @% W2 %
@’ 2 Q SIS
N % > @ >
'27\7 o @ o @ Q @
S @ &@\ O
@%
s A &SR
&3 o
% Q
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© \%
G > \ o
Table CP 7.1.1/01-1-:  Overview of acute oral toxicity in rats treated with Prothioconazole + Spiroyg%lin EC 460 (160+%0QE¥L): mortality and&b% w&gl@’
Parameter 2 (mg/kg bw) o) L SNmgkgbw) 1O
200 500 av200 ) 500 @ | AN 2000
Overall mortality® 0/3 0/3 <~ 039~ O . @2 03k O aP” @ 33
Day 1 8 15 1 8 15 X1 KO8 o uﬁm A8 | 5] a0 89 15
Mortality® 0/3 0/3 0/3 0/3 0/3 Q%/@V @&S\ Qg\ ;/3@99 0/%{@}*\@ ;gg{(\@ o/i = \J3/3« > /- -/-
Body weight (g) +s.d. 305 352 373 240 292 5 21 96 ., 23, 1 04 239
20 | 67 | +75 | 8.1 igi@@ +12.6 266 \Qi@;\@ 310&1@ 3.i0©i4.2 a ﬂc6.1§B ?&1@%
Net body weight gain 68 £8.5 . &82+49 N S +375 > X 35%3.5 n/a
(@ \% o @u\@% v@»\ © m@'@% . « el ’
Acute Qral LDso : %500 mg/ke bw \\>) g N\ @( T @2 oY M@&sﬁ)o mg/k@bw . V@ N
a  Mortality: no. of animals found dead / no. of anlma@lj t@@& < > @’&% S @ . 73 " @Q @@ @@ O &%
o 8% (e ® 3P o T N
O " SO OSSO
N (o3 o A % O
2\ 2 \ O % S
RN S S o
& %& @% @ o\@
O A @ g% O & A
SRS RSN LG RO
& )
Y @@Qﬁ AR ™ \ ™ A
N o \¥ S A \
@@ Q . Q@ z&@ & o ©
N\ \ \S N o O
@ 25 @\@§ @@@ XS
@& %\% : && Q @@\%)
e o <
@& @@ S 5 Q
< N O @
e RS 0
P N
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D. Necropsy:

Macroscopic examination of decedent rats revealed abnormalities including general autolysf@ﬁd S

discolouration of the liver, spleen and kidneys. Animals sacrificed at the end of the post-trea en§

observation period showed no evidence of test article-related gross pathologicalghanges. @Q S
NS

E. Deficiencies: Q@ N
None. w\% ° ©® § ‘2”5@
& & 2N e e
X S O Q &
) , & Q N SAESEN ES)
Assessment and conclusion by applicant: @ & Q O

Q . ¢ %
Assessment: This study is deemed acceptable @wem the Qquirel@%ts in@4/2@3. 2 @}
)

Conclusion: Under the conditions of this study, the ggute (& LDm\of Px;%@’ioc zoleé 2o
Spiroxamine EC 460 was calculated to be >800 mgZk bw@vr ma«l@ an(§@1 OOO@g/kg@w in%male
rats. Therefore, according to Annex I forRegulatipn (E@) 12722008, Prothjaconazéle + @ @}
sory 4,§oz@armfu1 S

Spiroxamine EC 460 EC is classified cu@%xie{ (Orady Cat
(%@A SN 9L S é&

swallowed). t'\;\ @Q A Q
DERSEGEERNEENES
CP 7.1.2 Dermal toxi@wy KCAIN @w\’ ®\ ©§ @@Q @Q . ‘”\9@
2 @ & O Y o0
N g @ &@ Q S i%
Data Point: KEP 7.1.2/01 o> o R
Report Author: m@ @ v NN
Report Year: N 2002 S {1 e S
Report Title: % JA<®476 %0 EC® KW@\Z(MS 300 (c i - iroxami@ - Study for acute
Q d@’nal@city yrats S ?4\?\ O (%@& &\
Report No: & k315620 Y S @ .
Document No: M-Q87804-0281  \\  ° NEOEER
2

Guideline(s) %@)wed > | OECD 4025 US-EBA 71@@—982&9 ) 0}@@5 870°%200; Directive 67/548/EEC
study: m:@ <Afnex V, Part 3. 9 D ® @
Deviationsdgom current | Nong @ % & v @ >
test guidetine: @) @ A{@ AN
Previdus evaluation; @ yédevaluated a@accg&@l RS Q\Q)

§\ RAR (@010) © E O A\
GLP/Officially Yes, &onducted undefdGLP/Officially recognised testing facilities
recognised testin @ § % o\% Q> é@

e

facilities: @ O~ ¢ Q ©) (g
AcceptabilityfReliabifity: $¥es R
S/

N S @
Execut@ummary & Y @ @ o\%
The acute dermal toiﬁ%ity JAU£476 1@ ECo@(WG 4168 300 (Prothioconazole + Spiroxamine EC
460y Wwas investigavt\\éd i stu(&in rat§perfoimied to GLP and OECD 402 (1987). Prothioconazole +
Spiroxamine EG, 460 was applied to the shotn dorsal skin of Wistar rats (5/sex/group) at a dosage level

of 4000 mg/kg bw (%ﬁh g} R@f@were%served for 15 days.

All anima rviv&é to scheduled #igcropsy. Local effects at the site of application were evident in
both gend®rs at 4900 m&kg b@vith partial reddening of the treatment site/partial encrusting/induration
and additionally in fe@ales@rﬁal scale was observed. Local effects were observed from Study Day 2
to 8 imale@and fg@ St (yl%f Day 2 to termination in females. No clinical signs were observed in female
raég reac{@ity was decr®ased in males on Study Day 4. Body weight gains were slightly impaired
comp to expected gains in females on Study Day 8, however these had returned to normal by the
end of the study.
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All animals were subject to gross necropsy. Animals sacrificed at the end of the post-treatment
observation period showed no evidence of test article-related gross pathological changes. o

Under the conditions of this study, the acute dermal LDsy of Prothioconazole + Spiroxamine -E( 46Q§
was found to be >4000 mg/kg bw in male and female rats. Therefore, accpgding to A I for
Regulation (EC) 1272/2008 the formulation requires no obligatory labelligrequiremem\ or

dermal toxicity and is unclassified. N
i = & & o
Materials and methods o N X
@ @ R \\ @Q
A. Materials g @@ § 5 &
1. Test Material: Prothioconazole + Spiroxardtne EC 460 y\a Q § N
(alternative name: JAU 6 160 EC & K@G 4%68 300é (@) &@
Description: Clear dark-yellow liq @ \ %@2 @@
Lot/Batch No.: 0692000045(0019) & &° < «:@ & @6 R
Purity: 160.4 g/L (prothlogalazqg@) 296 /L (s@oxa@@’ ) & & % R
CAS No.: 178928-70-6 (%iéghloco@‘zol @18134@0 8 (spiroxamine) O @7 o
Stability: Confirmed stable fo&@e duzuon o&@ stu@é xp,lé@iate éN ovg\{ﬁnber 2@
2. Vehicle and/or None/not @%walﬁ@ % Q\ v\g @ @ & O
positive control: @, Q\Q ", \@7 @@ N §y ©
B
3. Test animals: Q & © S § © @@ QRN
Species: Rat@ | % @ @§ &@ Q (S @© &
Strain: \é@ tar (S}} Hs V&) &@ .9 2 S
Age at dosing: e 9 wks; : Ly wks @ v @ @ y\?@
Weight at dosing: . d: 246-261 $0. 289032 N OO
Source: an W@klema G @I, B@Q@en, I@trwtg&f Pade&@l
Acclimation p i@ % &9 @ O S
Diet: NA 41 10 adDbitu § @
Water: @Q \© M&& & o Q@ @ N
: D icipad water, ud libittn § %,
ing:S fadividdal SO
Housing: O @J@ N ividially héused ¢, IS S @
4. Envirofgmental % & Ko @ é}
condltl@ é}’ @g @ ISHIA ST
o . SO
Temperature N "%2,2 2%, § BN . %\
Humidity: BN 6&’ Q @
Air changes{2 @ st 1@ N *o Q> Q>
Photope @@l oug@ght/d@ cxcl@ v
SR )
B. Study %mgn NS K @@
1. In liféétates: & 2 gust@é 06 mK%ZOOI (experimental dates)
2. Animal ass1gnme® fter aikacchlsat;o?@erlod of ca. 5 days, rats were pre-arranged based on
ated to groups by computer-based stratified random

@treatment %y @ n§ lass%

ing é rea 6Dthe dorsal skin was shaved before application (area of 6.0
@* y of application, Prothioconazole + Spiroxamine EC 460
S % S W&g t onto a gauze dressing (comparable in size to the shaved test
@ % o site).at a d vel of 4000 mg/kg bw, which was then applied to the test site

@& @Q ¢y  and¥ecured in place with tape. After 24 hours of exposure, the dressings were

N S oved and the treated skin site cleaned with soap and water. The animals

{*ﬁ @@ @ . ere then observed for a period of 15 days.

3@1&“@: © § Not undertaken. For body weight, the mean value and standard deviation were
< calculated.

C. Methods:
1.Homogeneity and Not performed.
achieved concentration
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analysis of th

2.0Observations:

e dose:

Appearance and behaviour was recorded several times on the day of treatm
and at least once a day thereafter for 15 days.

o

. <
3.Body weights: Recorded on Study Day 1 (prior to dosing) and weekly thereafter. Q\ g
4.Food consumption: Not recorded. &@ ©)
5.Sacrifice and Organs/tissues were examined macroscopically. No #¥stopathological na{@s
pathology: was undertaken % ® § ©
% ° Q, %
Results and Discussion VCﬁ @g 5}”\ O @@ @
A. Homogeneity and achieved concentration analy&s Q § é\ﬂ é
Not undertaken. Analyses for achieved concer%ghon homo@gnel% or s&@ihty o% te@©art1
formulations were not conducted as part of this @y as this 1s\not a reg irent@t of @e re ato@st
guidelines. . N @’ 6 N
& <) v N "\g
B. Observations: Q) @ N @% ©@J
1. Clinical signs of Local effects w obse@d fro@Study@ays to 8 1 rats a@l fro@tudy@
toxicity: Day 2 to test gﬁ&mm ion in Q\ ts. N@clml igns @re ohserved in
reactivity w@ decre&sed 11$71\g @rats &&Stud ay &Nfe@ abl@l’ 7.1.291-
01. I w\g <
2. Mortality: No mor%@%)tles deeurreddduring the st@g Ref@ Ta@@CP @y/ﬂ 1@
S S @ S
Table CP 7.2.1/01-1-:  Overviewlof ag,:lf%e derm@’tox@ in réts tre@d w1t§’r0tona@ole +
Splrox% 1ne EC 460@60+300 g/L): %ort&@f anddody C%elght @)
@y
>
Parameter XK (n@/kg @ﬁ @ . @ @ngllzg?w)
&) 200, @©o©;\$& 4o
Overall N o @ $ 2o YO 403
mortality® § & @ < @© & & @
Doy | GTINT I B 0 A I §@@8 15
Mortality* (?f RN <, 3 A@ Bz 0/3 0/3
Bod 252% 5.7 +9 8 + 8¢ 218 £ & 215+£10.7 230+13.2
ory | IS | S8 | 21854y
weight S S @7 Q § N
+s.d. @ S NS Q
i A
NeF body. Q\) & %;H.o © %\ & RN 14 £8.5
weight gain N @ N @ O >
(@ 2 & i S
Acute oral |@ Q 00 mg/kg b®" ey >4000 mg/kg bw
LDso > ) Q > [&\ @\\ S
a Mortal% no. of ammals%fgund§d/ no%&iéanm@atreate@
C. Body>weight an@ood % ump tlon &
1.Bédy weight: % S ody @1gh@ shghtly impaired in @ on Study Day 8, however these
A @ had@turne rfdal by the end of the study.
2.Food consuil@f\lon: . mz\a s4 ed Q
D. Necrop@ N @
A T S U ST o | |
Animals @cnﬁ@ at th&end e post-treatment observation period showed no evidence of test article-

relate

E.

None. ©®

@oss @holo@cal clanges.
@‘dcie@es: @’ @

| Assessment and conclusion by agglicant:
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Assessment: This study is deemed acceptable and meets the requirements in 284/2013.

Conclusion: Under the conditions of this study, the acute dermal LDsy of Prothloconazo&
Spiroxamine EC 460 was found to be >4000 mg/kg bw in male and female rats.Therefore, acc@hng o
to Annex I for Regulation (EC) 1272/2008 the formulation has no obligator@belling rec&@%mer@
for acute dermal toxicity and is unclassified. <

G

CpP7.1.3 Inhalation toxicity < g*ﬁ %\ N

@ S o .2
. R v &

Data Point: KCP 7.1.3/01 @ S Q R O 2

Report Author: _ o) KX & S L N

Report Year: 2002 Q N Y9 9

Report Title: JAU 6476 160 EC &KWG 4468 300 Study.on acg@é@i’nha@bn toxicity imats

according to OECD®o. 4030 v X oy

Report No: 31735 N N o &)

Document No: M-035481-01-k, > s\ K AN D Y

Guideline(s) followed in | OECD 403; @arectq@()%@}i , et 0d®2 U&EPA @c 98193,

study: 870.1300 © &% @A A @)

Deviatlions. fr(.)m current | None &U DN ‘?\, U@ @®> @ § %@)

test guideline: Q @ o L .

Previous evaluation: yes, @aluat@nd a@éﬂpted@ @@9 $ @ ©© .

RARCOID). o &R S

GLP/Officially Yes, co%ucted @ﬁ\ier G&P/Off@aﬂy reognised ?estm@facﬂ%es

recognised testing & < @ %,

facilities: ’ @ § (7,, Q N

Acceptablllty/Rehablht% Y&w 9 AN g

N K
Executive Summ@ & § Q@ SNy @ © &

Q
The acute mhalz@§n 101ty &%ro 1ocona%\ole +&Sp1roxa§nns§ as investigated in a study in
rats performe @® Gland OECD@03 (@g@’l) ups &f Wi ats (5/sex) were exposed nose only

for a single 4 houfOperidd-to g liquid atm ere fdéeme t) to a mean achieved aerosolised
concentra&%%s of 1018 :and 4505 mg/ny) wit MA + &b@ +1.71 and 1.7 £1.9, respectively
obtain r the aerosé% tribution, w1;[h >8 of ¢he in le fraction <3 pum. The observation

period was 14 day @gst eiposurex\g @ % N

Clinical signs 0@%}4101% §s‘[ as@NS@e effects v@re reported (including but not limited to
piloerection and ungrasined ed nyetility Sem for animals in the 1018 mg/m’® and above.
For surviviim@;, allé@re free of ¢linicalsignssat day 14. Statistically significant reductions in
rectal te@amre were obServedyh animsdls fr@% the @¥18 mg/m’ dose group and in males 4805 mg/m’.

As fema ated at 4865 mg@ dieuriré@the exposure, no assessment of body temperature could be
o N

made. D Y

%, . . @ @ N, . .

Deaths were restrictéd t(gﬁlmaﬂ& osedat 48@11g/m (4 males, 5 females), occurring during

exposure (fema@&) or 3 days Qggt e@sure {males).

A transient @.‘ ody*weights was noted on day 3 in animals from the 1018 mg/m’, with

recovery theseaft es ts@ated 805 mg/m’, body weight gain was reduced during the 14 day

recove I‘lO @

Undeg“the cgond itio@)f t]&g@smdy the rat acute inhalation 4 hour nose only LCs Prothioconazole +
Sp'ﬁ@(ami C 48D of i&2.221 mg/L in males and females (equivalent to 399.8 mg/kg bw). Therefore,

cordi Annex I for Regulation (EC) 1272/2008 the formulation is termed as a mist due to its liquid
form classified under Acute Toxicity (Inhalation) in Category 4, H332 (harmful if inhaled).
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Materials and Methods

A. Materials: §f S

. - NS
1. Test Material: Prothioconazole + Spiroxamine EC 460 @ g
(alternative name: JAU 6476 160 EC & KWG 4168 30 @ @

Description: Clear dark-yellow liquid Q@ S o\@

Lot/Batch No.: 06920/0045(0019) @@ )

Purity: 160.4 g/L (prothioconazole); 29¢=2 g/L (spiroxa % NN é\ﬂ

CAS No.: 178928-70-6 (prothioconazole§zrl 8134-30-8 (§piroxamine) g}” Q\ @ IS

Stability of test Confirmed stable for the dur{uon of the studgexpiry date %ov@er 20@ @)

compound: %@ Q& &© ®© @Q}
2.Vehicle and/or positive None/not applicable N @@9 Q & % @}

control: Y . RN o 6\ v,
& ZNERES RSN IS T
3.Test animals: Q @ N @% v @y AN
R @Q @ é <& °

Species: Rat % @ N N % N @j @

Strain: Hsd CpB: W@@PF)\ > &6 <Y O & Y

Age at dosing: ca. 8 wks Q K\ % @ é\y @ Q> Q)

Weight at dosing: : $%6 5-1 §§ O @ ©

Source: Harla 1nk%mann@§orch%Dlstréb of Pa@ bon©@ @Q o\”\a

Acclimation period: At lggst 5 days @ @© &

Diet: Qj@omm&i 324Giet for rats and %lce ﬁ@%ztu@(except duringireatment)

Water: Mumc&l wa@ adl @?um @ \ °N &)

Housing: N Ho%sed indi@iualL§ @} S ‘”\9 $ @\y\?
4.Environmental 5, N 9 o o\© N “ S)

i S W % S © %
conditions: @ O §a @ S
Font & 7L o

Temperature@ @ 22 ﬂ% RN \

Humldlty @ ca%o% & @,\

Air chan@. @J@ %@ 10/ AN f@ @b ©

N
Photo;@rlod % 12 h(@ hghct%ark v @ @,

B Stu(}@emgn @ @ @ o § § ©\
1.In life dates: @ &8 Oc@ér 200©t0 2¢@ctob001 (%&penmental dates)

2. Animal assignzgent % @/ hmat\j@uon rafs we®randomly assigned to the test groups.
and treatme@t: ©Q C@aups @fs ( exp d (nose only) for 4 hours to atmospheres
Q < ntalfm;lg Pr@@ on%o plroxamme EC 460 (aerosol) at gravimetric

rat %hlcl trol), 1017.5 or 4805 mg/m>. The observation
% da ost-exposure.

3.Gen§%ion of the @tj D 1n the 4 h exp e period, rats were housed individually in plexiglass
atﬁ@osphere/cha& r IS pos@e tube 0110 ing a period of acclimatisation prior to dosing).
Pro

%z:

description: conazile + gpiroxamine EC 460 at target concentrations of 0, 1000 and
@° 5% mg/1@ was dytomatically injected into a baffle with compressed air (air
& %% has frad water dust and oil removed). This mixture was then pumped into

@ e mh ation@hamber (volume: ca. 20 L). The baffle increased the efficiency
@ QO of @@sol g%@eratlon whilst also removing larger particles. The air flows
@ I®L/minute) were continuously monitored with rotameters and re-adjusted to
7, § @ nominal settings where necessary. Air samples were taken on four
§ @ Iy %ccaswns at hourly intervals. Determination of the concentration of
Q Q@ @ Prothioconazole + Spiroxamine EC 460 in the test atmosphere was determined
@ by the analysis of the airborne concentration of the active ingredient. After
sampling, the adsorbents were eluted and the analyst was determined.
Temperature and air humidity in the exposure chamber were measured over 5
minute intervals. Particle size distribution analysis were taken from the
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immediate vicinity of the breathing zone and analysis performed by means of a
Berner cascade impactor. The impactor media were gravimetrically evaluated,_ |,
4. Statistics: Mean values and simple standard deviations were calculated for the body @ @6
weights. more frequent findings for the respiratory tract were evaluated ué@g Q
Fisher's Pairwise Test with a preceding RxC chi square @ @
C. Methods: v b \Q
: S ¥ o
1.Observations: Test animals were several times on the day of thesexposure, then t\@ce dafly 3,
(morning and evening). They also assessed at weekends. animats @ @
were only assessed while they were in the tub@lf there weﬁ s@ %, &
occurring such as spasms, akmormal moveméats, and seve yspn@ An § q&©
assessment of their reﬂex Yas also undergiken. < @
Rectal temperatures (b?, en at the end of tr@nent Q & @}
2.Body weights: The body weights of th rats were red@rded manuall@efor@posu& and 0>
day 3 and 7 of the gst trea@ent Qg rvaté%’perl and E@n weeNy >
thereafter. @ & % o °
3.Food consumption: Not recorded. @ @ © @j @

4.Sacrifice and

@ent @ubﬂg@td t@ross\lﬁlecro

%
All animals W re sg@hﬁced @st -tr

pathology: Q K %y \ @
SEINS o’
Results and Discussion §© % NN §@ ©§ @Q § w\?@
A. Atmospheric data: @5@ @ @6 @ & @© @©® (&\

Findings indicate that partlc}§vere well @hm ge res%{%ble Q&e
Table CP 7.1.3/01-1: Overag%)w o)é a@nte ll@alﬁoxw&y stu@

@2

in ratS4rea e‘@wu othioconazole +

Sﬂ[%é?xaml C @}) 16 0 g@ expésure parameters of thigyacute inhalation

ity ¥ o &S & 9o <
P(@mete& WD o> ©° Y Valg,

Dose group (nomﬁéﬂ ) & X NO10007 @ < 5000

Mean achlev atmosghere cpncentr 1948 7 4805

(mg/m®) @ & @n . %ﬁ @@ ©§ @

Mean achl@ed atmospheg conc&i@aho@ > "q.01 & Qy 4.805

(/L) < < D

Dose Gtoup (internal d%@e mg/k® bw/d)* ST RN 864.9

Chamber flow rate@nm)& S, g 2o 15 15

Particle size (MMAD + GSD) @ kN TS 1 1.7 +1.9

Aerosol mass <3 nm (@ ’ Y \)\ N 9@(} 81.3.

Chamber ai g eXpgsure ° 2 22

temperatuze (°C) o @éﬁ < 8 @\ @7“@

Relative@?&nidity (%) 4 .Duri pos NEEN <5%

Air chafges ((h)  *~ [ Durin®exposure | & Not detailed

0, gonc. (%) N Dg%i\ng e)@sure @ N Not detailed

COx.conc. (%) Muring &xposureR| A Not detailed

a Internal dose

7531-rev,

/kg bw) = m&\rjtlon d@se (m

) x 45 L/kg bw/h (rat respiration rate) x 4 h (daily inhalation

exposure) X1 defa%xes@y abs tlon o). No further correction considered necessary [taken from SANCO

B. Obser@tlong §’
1.Cli %l signs: “@ng/ : no clinical signs of toxicity were evident.
K
§ @ § t0\1018 mg/m* (1183.2 mg/kg bw): clinical signs of toxicity manifest as CNS type
Q é@ @ effects were reported (including bradypnea, laboured breathing pattern, reduced

&

movement, nasal discharge, reddened nostrils, piloerection).

4805 mg/m> (864.9 mg/kg bw): for J, clinical signs of toxicity were similar to
that already reported, but with increased severity (stridor, high-legged gait,
corneal opacity, exophthalmos, tremor, prostration, choreoathetotic
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2.Mortality

3.Rectal temperatures:

convulsions). A ¢ rat died during exposure, therefore no clinical signs were

reported. o

For surviving animals, all were free of clinical signs at day 14. @ @6
& from the high dose group displayed changed in reflexes (decreased gri Q
strength tonus, corneal reflex, impaired righting respons @ @
Deaths were restricted to animals dosed at 4805 mg/ 3,59), occu%?ingo &
during exposure (?) or 3 days post exposure (3). N @\ &
Refer to Table CP 7.1.3/01-2. 2 SRS
Statistically significant reducti@n rectal tempgrature were o rved\LQ\ @Q
animals from the 1018 mg/m* dose group and@ & 4805 mg/m’”. As Sats %
treated at 4805 mg/m? died during the exp(ﬁ e, N0 assess@snt of lpdy §
temperature could be ma(% Q R & <
& <

@
Q)
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\Sz &
Table CP 7.1.3/01-2:Overview of acute inhalation toxicity study in rats treated with Prothioconaz%@+ ?ﬂ'oxamme EC«F@&] 60+300 g/L)@m&rtallty @d%dy
weight
E o) o® S
& (actual concentration (mg/m?) [target mg/m’]) N Q (a@al concentratlon@\@%mi‘) {\t@g?& mg{n@])
Parameter - S - \®
0 1018 [1000] 4805 [gyom < @ @2 e oappd” |, @805 [5000]
. \> %
Overall mortality® 0/5 0/5 @@@&4/50 @7 @@ (55@&& ) V X @& n©® @&%%
N Q g
Day o [ 3|7 [1a]o ]3] 71l 3 \r a0 3V 7 0@ m\&% 7914 [ %) 3|7 |15
Mortality® o5 | ois [ors | ors | os | os | oss s;5d-4/5 | ok ot /5 1073 | 0/5,0/5 Yois | @S /s
ortality B | S5 N[O | O3 | FQN0 | 08 Q
Body weight (2) +s.d [197.0[200.8[237.6[274.6|182.6/176,1{294.] 23% 1%8.0/141.0{748.0 1@.0*179 q 184% 191@@94 0 é@g 163.6 @ 192.6]180.4
6.6 | £7.5 | 9.7 |[£14.3/ 6.3 §10.M1 L3 ié\sg“@a/a in/@ﬁn/a 53\ £2.3 %@» 3 ig\.s 6.8 1@9 £6.0
Net body weight gain 77.6 £13.9 @546 @5 &Y sgfna < Q%S ©\5> @ 31426
(@) N © S ? @ O
g U@n U’iﬂ A\ A < _J) )
Rectal temp. (°C) at 379 O | &) 31{&@ IS i\ Q @\3\? 2 « \ 319"
end of treatment - S ﬁ\ a & X O @ Q
Acute oral LCs hY 22 }(&&é/m Q\@?}mg/g é%uvalg{lt 399 &\g@?g bw

a Mortality: no. of animals found dead / no. of algin@%%reate 5 %
. £ © N
N Ao R O @@ @
O . Q@ O . ©

&X
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C. Body weight and food consumption:

1.Body weight:

2.Food consumption:

D. Necropsy:

Animals which died during exposure had exhibited nose:

red discolorations; lung
tract: bloated; foamy, re

Animals sacrificed at the end of the observation p,

A transient reduction in the body weights was noted on day 3 in animals fro@ @6
the 1018 mg/m3, with recovery thereafter. For & treated at 4805 mg/m>, b@y

weight gain was reduced during the 14 day recovery pe& @
& @

(o8
A @Q R

dlscoloura®n lung: pa@d d&

colfgy se
oedema (trachea with foamy coﬁt) stoma¢R and remaln@g gat@m
Q

d to yellowish mucus in lumeg); corneal opacity.

% had no e<d%ce@cone@ﬁratl@rela%d cha@%@s

Not measured

@

(/

in the lungs or other organs. RN
. P S @6 N N
E. Deficiencies: Q (TR N @% S
None W\% \@ N % @Q @j @
S NS OO s £
@ N 9.8 00 S8 4§
S s x%

Assessment and conclusions b@applic@’t S @N ©\ @@ @Q S %@
Assessment: This study is de@led a&f@ptab@:and eets @quseme@m @ﬁ ]“& S
Conclusion: Under the condi <§10 dy the rat acute 1&3@0@4 hoyr nose (Qly LCs for
Prothioconazole + Sper 1ne 2.2% mg/L males an %}% uisalent to
399.8 mg/kg bw). Thefesfore ccordn@to Adnex ~~ Re thl’l%fEC) @1 the formulation
is termed as a mist dug to itsdiquid $orm afid cla ed er Asute x1c1ty alation) in
Category 4, H332 @@rmfu@f 1nha§%d) & [b &

CP714 &S <?rritﬁﬁonK OO S @ ©
o O ® O
SRS SN
@ 9 & O @
Data Point& KCP 72.4/0 N
Report Alithor: < ﬁ SRS \
Repoft Year: . 9 |2 IS
Report Title: Q\ &Acute@n 1mt@10n t@&; (patest) o‘f%AU 6476 160 EC & KWG 4168 300 in
N rabbi® o
Report No: 7 QIR SO - L L
Document 1%@5@ R 83125:01-1 ¥ .~ Y
Guideline(s) followed in @404 @guld@%e B4~
study: o5
DeviatiQns from curreQ Yé%% ©\
test ,&lideline: hllst@ﬂ rec@%lsed%nder the current guidance and the requirements of (EU)
N QQ 4/24Q] that@tler sting strategy should be followed with a validated in vitro
@° gl%tho@hls roach has not been adopted. However, the study was
& %% ucté@prior tothe publication of the EU commission regulation and
@ N idatiow of aggeptable in vitro alternatives. These in vivo data are however
QY? @C tonsidered viflid to address this endpoint.
Previo @) alu ye aluated and accepted
§@0 K@@ZOIO)
fﬁm@fﬁ & " . ¥es, conducted under GLP/Officially recognised testing facilities
I nis stlng $
facilitiegy
Acceptability/Reliability: | Yes
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Executive Summary

In a primary dermal irritation study, 3 male Himalayan rabbits were dermally exposed to 0.5 of &
Prothioconazole + Spiroxamine EC 460 applied to an area of shaven dorsal skin measuring an.area oj§
approximately 6 cm x 6 cm for 4 hours using a semi-occlusive patch. The applicagign sites weregbserved

at 1, 24, 48, 72 hours and then daily until day 14 after patch removal with ery a/eschar and oe
formation scored. Irritation was scored according to the assessment criteria for primary Q@n m@atlon
(Draize scale).

x> \
Prothioconazole + Spiroxamine EC 460 applied neat ca@ erythema @ade 1) Whl@’w serv@@n
all animals at 24 h after patch removal and persisted uéti day 11 in @ animal anay 1 th@ther ®
two. &

Oedema (grade 1) was evident in two animals %ﬁ%after patc{remo@and @rsmtéunt@@n h @ﬁer

patch removal.
%

% \
Induration of the skin (i.e. thickening of the én re@ltln m Qﬁem (G ﬂa@atl%) was bserved
on day 4, turning to laceration of the skin % day roug@to 6, feeling on dax 7 to 8@nd fi @jﬁly
reddened and thickened on day 9 thoug‘t@@ ZK%me Q\ﬁ’nal @rswt@ to d@ 13 kgythe rem m§two

Under the conditions of this study, Pr@oc@\zole&%p mm&@C 4 1rr1ta@0n that
was reversible by day 14. The cor t% nn eg C) €272/2008,
Prothioconazole + Spiroxamine & 46(9@15 cl%s 1ed@s Sk \ orr n/I tlo@ ate&%ﬁy 2, H315
(causes skin irritation).

Q
Materials and Methods %§ @ &@ , @ @
. @Q & @” & o
A. Materials: Q\@ S @ @\v\,
v
1. Test Material: v h10 @zole +@plr me @46@
§ (dterndv e nate: TALGAT6 g& EC & KWG168 3 3&0)

T S @
Description: > Q" Cleag dark-el owiguld SN
Lot/Batch Mo & 06920/0045(0019)> N @ NS
Purity: @J@ %@0 4 g@ (proﬁuocon@&@ﬁle) %@ 25 piro@mine)
CAS Noy: 17 § -70- 6§§prot onaZ(@’) 11@1 34- 3(sp1roxam1ne)

St@(y of test é}’ able for the @ratmﬁ@f the 8&1(1}/ (expiry date: 2 November 2001)
cofipound: @
e

\. Q\
2.Vehicle and/or \I&IV & Not w\ﬁca le@mta icab
R

control: & % N
K NS
3.Test anin@ ©© @© c\@ \© s

Specie% @ \ %:,Q @
@ H@layal@ @ \%
Age at dosing: O a. 3. Smonth@& Q
Jveight at dosﬁg & 2{ 0k <
Source N & aboggtory ({garmacology and Toxicology KG, Wankendorf
Acclimatign peri%% 1ea§£@ daysQ
Diet: \ ltromin 2029 ad libitum
Wat@ @ @© ML@éipal water, ad libitum
Ho¥sing: Q@ % vidually housed
4.|<$i\\iinn ntal § o
Le dit@s: N
T@erature: Not provided
Humidity: Not provided

Air changes: Not provided



B Page 22 of 131

A
BAYER 2021-03-31

E Document MCP — Section 7: Toxicological studies

Prothioconazole + Spiroxamine EC 460 (160+300 g/L)
Photoperiod: Not provided
B. Study Design: @o ©©
1.1In life dates: 13 September 2001 to 27 September 2001 (experimental dates) g
2.Animal assignment Approximately 24 hours before test article application as clipped a 6 @
and treatment: cm x 6 cm) from the dorso-lateral area of the trunk of @ch of three rabbi

day of application 0.5 mL of the test article was ap% ed (as supph@nm@ed)

to the test site and a gauze patch applied. The patehes were held-ig
semi-occlusive dressing for th@atlon of the @posure period4 hou& t th@Q

end of the exposure period patchies were remo@d and the exppsed skuareasy,

were carefully washed with fater. The con&@ateral skin a a not t@ated c&©

test article served as contr@F or each ani@gl, the Draizesscale was used @ @

assess skin irritation a‘@ , 48, 72 hours and@i dal@mtll dgy 14 @ @}

patch removal with ery ema/e@schar a% oedema for@atlonred N
3.Evaluation criteria: Primary irritation ingex (D@@e sc&ﬁ@ R @ S v

SN
Erythema and eschar forsation O Q@ @ v & % °

7o

- No erythq@ o\@j \@ % @@ ©0 @§
- Very slight erythema @} & o éﬁ 1% §
- Well-definedierythenm, "\ % é\a @ O
- Moc@a e t@ever é%ythep%eﬂl TS D ©
- re eryt ema_to shgl&eschar@ﬁmat@ ©@ @Q 4 O\W\ﬁ
a fo& tlon@ @® & IS ©©>
@ 0 dedem. @ & @Q % @
s Very sligh&dem& Qy AN ) 1
. ©- S@ht o@@ma © N § @ y\?@ 2
S <Moderate oedesia @§ § R § 3
y\a z§ Severe oedema S é & §\ 4

A
4.Statistical analy > &NOE u@ﬁa § ©§9 @@ N
C. Methods: @Q ©\© QO S N Y @ X

Q R 7y
1.Homogeneity antj§ Qot und@takeﬁg @39 @© S @
achieve & > %
concentration analy % @7 Q@ \@’
of t@ose Q)

Q"
2.0Observations: Q\) <§Fhe a 1catlo§ tes e olz&erved @ﬁ“ 24, 48, and 72 h after patch removal

N) accogding tothe Dragge scofidg system for skin irritation/corrosion. As there
9 @ wasian irrgggit effé%t to theskin @e animals, they were also assessed daily
@ @@ da}@ 0l O @

3.Body wei\{QS' @@mm&s wer@vmgh@m th@ylay of application.

4.Food umption: % Ncord@\?
5.Sacritice and N@undertaken

S ©\
p&tlalology: § @ @ @ @\
Res}lts and Discussion®’ @\ Q @

@°
A. Homogenégity an%ﬁch d c@%ntra@)n analysis:
; @,

Not unde n. %naly@ for_achieQed concentration, homogeneity or stability of test article
formulati § not dendu as part of this study, as this is not a requirement of the regulatory test

guldeh\g S. @ % O

?”\g
servons

1.C11@ signs of None noted.
tox

2.Mortality: No animals died in the study.



B Page 23 of 131

A
BAYER 2021-03-31
E Document MCP — Section 7: Toxicological studies
Prothioconazole + Spiroxamine EC 460 (160+300 g/L)
3. SKkin irritation: Erythema (grade 1) was observed in all animals at 24 h after patch removal and
persisted until day 11 in one animal and day 12 in the other two. o
Oedema (grade 1) was evident in two animals 48 h and after patch removal @6
persisted until 72 h after patch removal. Q\
a

inflammation) was observed on day 4, turning to lacergtion of the skin‘en dgy@
through to 6, peeling on day 7 to 8 and finally partly reddened and t@eken@m
day 9 though to 12 in one animal, persisting to dagélg} in the remai@lg W& %@

By day 13 one animal had recov@d with on eviflence of oeden:@%r e{fhema @Q @
with the remaining two animals¥ecovered by ,‘Q 14. @@ § 5 é

Induration of the skin (i.e. thickening of the skin, resu?rom oedem

N " <
Table CP 7.1.4/01-1: Summary of skin irritation %es accordi-@o th((% praiz&@heme:%di\@gal &@g}

o S
and mean skin irritation @@7 @ Q Q © @
[0S @Oedemn .

Time point Erythema o
(post patch Q) @ﬁmalﬁ@umbg& Qp 6§
removal) 1 2 S o) & 9 2 A &8 <°
1h 0 0 v 0 Sy 0 A 0 £ 09
24 h (Day 1) 1 1S 1oy |7 o7 B x>
48 h (day 2) 1 0 CO: S Y
72 h (day 3) 1 97 AN Y T O] &1 & © 0
4 days 1 Q1 o ls | S e O 0y LS e
5 days 1 o &2 o0 1 B & D @ 0°
6 days 1 S R ) o @) 0°
7 days 1 1 O] &1 g | S0 ]9 o0, 0°
8 days L9 | 91 §’ 1, 06> f 087 0°
9 days 1 1 A @ 4> 0f b 0d
10 days K 7 ISEEN Q)i °s, 00 04
11 days &1 L1 O] 1 S 0 © 1 % oo 0¢
12 days SRR O ey 0 @ o 04
13days 1O & 0 <0 04 04
lddays o) o o] o0 % 50 Q@ - & 0 0
Mean N 1.0 o 0.7
24— > @ S T b @

- no@nined @@ %
a induration of the sk’g) °N
b laceration of the sii & é’

O =
v O
NES
ed %t@ej beginning of the study, thus effects on body

€
2.Food @umpﬁon: % N@‘pplio@ e @ Q\%
D. N\g\cjropsy: § A\ @ @} \Q
Not indertaken. § @\ Q §

) @
E. Deficienci@g@ %«\ > § Q
Whilst it is@ogn\i}d upder t curre@%uidance and the requirements of (EU) 284/2013 that a tiered
testing st egy@ould@e fo@red with a validated in vitro test method, this approach has not been

adopt IHo eyer, t% studyywas conducted prior to the publication of the EU commission regulation
and ¥a 1dati$of ptaBle in vitro alternatives. These in vivo data are however considered valid to

ad@;ﬁsﬁendpomt. N
| Assessment and conclusions bz aBBlicant:
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Assessment: Study meets the current guidance and the requirements in 284/2013.

Conclusion: Under the conditions of this study, Prothioconazole + Spiroxamine EC 460 caused@ Q
dermal irritation that was reversible by day 14. Therefore, according to Anniéfor Regulatl(@ ©

(EC) 1272/2008, Prothioconazole + Spiroxamine EC 460 is classified as Ski orrosmn/h&@tlmg
Category 2, H315 (causes skin irritation). o -
. o o 2
G < PO
o \g @ S o .2
CP7.1.5 Eye irritation Q v 8 & o
& ~ S Q& &
Q 2 < @
Data Point: KCP 7.1.5/01 ) 9 o & . S
Report Author: e & . Gy N 7 Q
Report Year: 2001 N9 A NS
Report Title: Acute eye irritation \Efzudy QﬁfAU 676 1 %@EC 8@?@\7 G 4188 308 by in atio& o
into the conjunct&@l sac @rab@ S S @
Report No: R8084 g:\? &ﬁ S
Document No: M-083107- % W 9 \\ O w0 o & O
Guideline(s) followed in | OECD 40@ "B’ehne@»s @ o & &
study: % N § > §» &@)
Deviations from current | Yes % © @ RS @ S
test guideline: Whilgpit is féeognis@’ und@e c @Qnt g nce a% theulrements of (EU)

28472013 thit a t‘f@ed testing strategy slg1 be @@llow%l with aQlidated in vitro
test methed, th1 pro has 106t bee

9
Blowev the@u ‘§ conducted prier to t&g pubﬁ@tlon he EU commission
on

re 1on nd val ccep el vitro alte%ﬁatw% hese in vivo data
f\\ﬂ ow&\\@ consi ered d to @ddress@ls enﬂgomt
Previous evaluatior@ yes, evaluate acce&ed
QRAR( O)& 9 & O
GLP/Officially @ @\ Yes&cond{l{:ted u%@r GL&@fﬁcieﬂ@ rg@’ﬁsed@ting facilities

recognised te@ @ Q O « ((,‘5@”\9 @@

facilities: N
Acceptabil%}/Rehablhtyaf\x Yessi,” o) Q V@ o

(@] N X
ExecuﬁﬁSummar @ N Q) < S @Q L ENN)

In a primary eye i@atlon%tud @1 m&@rot@cona%ﬁl S%lroxamine EC 460 was instilled into the
right eye of 3 mé&ke Hi abb%%EyeHvds wezg hel together for ~1 second to prevent loss of
material. The @her erV as 4 @@ntrol@or edCh anirfial, the score on the Draize scale was assigned
at 1, 24, 48, @hour 4 dw% T reas@the ¢ye assigned in this way were the cornea (opacity
and area a%cted) iris (hye a, r 01;; t@1gh\tz\lgon]unctlvae i.e. conjunctiva of bulbus, lids, and
nictitatigg”membrane the@ che s@hsg&rge and aqueous humour (opacity). In addition any

serlo;i? s lesions or t(ﬁ@ eff%ts otlg%s thar@eular ones were recorded.
&

Coriteal opacity w @\ @Q &©
- animal #1: Q@ and¢8 h ( e ?@2 h 6y days (grade 2), 8 to 19 days (grade 1) after instillation;

- animal #2024 and, ade 3 nd 4 days (grade 2), 5 to 11 days (grade 1) after instillation;
- animal #% 24 @ 48 @grad@), 72 Tr(grade 2) and 4 to 1 5 days (grade 1) after instillation.

The %?’esce est rform@@ 24 hrs after instillation revealed corneal staining in all animals (whole
surfage). Thegtlu ein,t&st performed 7 days after instillation revealed corneal staining in animal #

(% surface) a@ animal #2 (Y4 of the surface). The fluorescein test performed 14 days after
instilla@'?n revealed corneal staining in animal nos. 1 and 3 (% of the surface).

Irritation of the iris (grade 1) was observed in all animals 24 h to 7 days after instillation, in animal #1
until 19 days and in animal #3 until 8 days after instillation.
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Conjunctival redness

- all animals (grade 1 to 3) observed 1 hour to 8 days after instillation. @o S
Conjunctival chemosis Q\ @
- all animals (grade 1 to 3) observed 1 to 72 h after instillation, in animal #2 @tﬂ 5 days aft@@ @g
instillation. @ @ %
In addition, whitish deposits (likely pus) was observed in ®1mal #1 48 h‘ztg%i days afte&nsﬂl&%’bn é\g
‘2”\9
Under the conditions of this study the test article, Prothioconazole Spiroxami s Wed &@
irreversible eye damage. According to Annex I for Regulation (EO 1272/2008% rot con v”\- e +§§©
Spiroxamine EC 460 is classified as Eye Damag@ntatlon C@ory 1, H31 (cau es seraeus i@
damage). Q'?Q} Q} @ Q \ % @@
Materials and Methods & AR \:g,\ %@J @6 ‘\% o
S
A. Materials: © %@ & @ ©@J (G g S\ %
v O R S & ¢
1.Test Material: Prothioconaz ié“r Spi &amn@\EC 4@ & S) 2y §
(alternatlve e AU64 6%60 E\é\& K{\g@ 416@00) N % S
Description: Clear dark@e lo qu1d @ § \@’ § § @ ©
Lot/Batch No.: 06920/ 5(001 @b ©© @Q N
Purity: 160. @/L (pgj 1occ@zole6 2@(Sp xXami
CAS No.: 1@@28 70% (pr@oconaz e); 198134-30° (sl@oxaml §
Stability of test Conﬁr sta@or tl@&duratl@’of the%rud plry e:2 @ovember
compound: . @001) § 2 @ S
N Y S NS
2.Vehicle and/or @sedwteﬁn@ ppligable O & @
positive control: < (g @W\a o S %\ Q) é& &
, $ .88 ¥ 2
3.Test animals: & \ °\ LN \@ @& @
. @) AN
Species: _©~ & Rabbit N @
Strain: O 5 @nalaya@n N o @© ©§
v é&*’

Age at@)smg w, © &@no@ &

@i at dosing: @ c? S
Laborato Q%Phals@aco ogy and Fexicology KG, Wankendorf
O - i &
Acclimation pegiod: tle 0 days (] Q

Diet: & <) Al 2@ ad%bztu @©
Water: @ ©©Q nlcma@%vater@d lzbz\%ﬁ v
LN ®
. EHo.usmg. " b d1v® ally I@\sed %@é
nv1r@en a
conditions: °\@ Q &® ©\
’i%mperature *\a @)tp g@fded.Q@ @
Humldlty @Noi@ow &©
Air chan @ A provﬁ@d Q
Photopgtiod: ~ ot provided @
@ N I{?VI e@
B. Studydesign> & &

1.In Fife dat@? @ s«%? September 2001 to 14 October 2001 (experimental dates)

A@mmalgnn@it The lower eyelid of each rabbit was gently pulled to expose the eyeball, then
<gnd ment 0.1 mL of the test article was applied to the conjunctival sac of the right eye
of each of the rabbits. The eyelids were then gently held together for a
second to limit the loss of material. The other eye of each rabbit served as a
control. For each animal, the score on the Draize scale was assigned at 1, 24,
48, 72 hours, 7 and 14 days. The areas of the eye assigned in this way were
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the cornea (opacity and area affected), iris (hyperaemia, reaction to light),
conjunctivae - i.e. conjunctiva of bulbus, lids, and nictitating membrane
(erythema, chemosis), discharge and aqueous humour (opacity). In addition

any serious lesions or toxic effects other than ocular ones were recorded. §
3.Evaluation criteria: Eye irritation: @ @® @
Cornea @JQ S . <
Opacity: degree of density: N @ &
- No ulceration or opacity @\9% O\© 2N
- Scattered or diffuse areas of & city details @giris Ry > S
clearl ibl V @) Q\ @ @
y visible R % &
- Easily discernible transl@gent area, detailSor iris 2o Q § Q&©
slightly obscured Q &© 2 @ @
- Nacreous area, no dg v or iris Vlslble s12@@ﬂ pupl@ & % @}
barely discernible @ 6\ 3w S
- Completely opague corr@, iris not dis %ﬁnbles@@jou% N R
the opacity %@ éﬁ 3 @ (708 i % .
Iris: % @' @ Q Q Q @7 @&
- Normal \ [} % ©) 0
S S &
- Marked@ ed ru @ cong%stlon, @Jelluq%\ N éﬁ Q
mode %ncor em1@§r injeion @ @
- No @actmn@ 1ghf\haemoﬁhage§gross (@ucti&% S %@)
Conjunstjvae; © @ § @) Q Q) N
%@ma o v (@@ @ Q& S @©> %
"%, Blood%esse‘i@aormal S @ & @
- Some blo esse@deﬁm@y hype%e% @ @ 1
N use, C5imso 10u1&nd1v1$a1 vessg)s not @to\a
‘. @égsily iscernj % @ 2
lef% beefy redn@@ °\ Q C& N 3
- °No swelling 0
@Q \© - &ny wellin \ove @}nal (1%ud £ Ctlt&%ﬁ
o O spelingg® S
S QS © menfbranes) S 1
v N Qbyious elh \%th p@al evelSion @{%ds 2
2 N t&well@lth 1id¥ about %glised @ 3
N & - & Swelling with lids m@ ha&ﬁ fcl@d 4
N Qgschagge
§ No d@@mr w\’ 0
& @ tly m&;eas discha 1
@ @Q @Q I@schar w1th nﬁnmg of periorbital
Q O © w reas\ N 2
% (& @ ﬁ \@? con@%erable moistening of
I@ 2 @ rbitghgreas *v 3
4.Interpretation @ Slight irritation: & Q\
critgria: N @ C Nea o§élty ' 1.00-1.99
N Q- @perae a of & reaction to light >0.5
@° - & ryt@a of gonjunctivae 1.00 —2.49
& %%§C si 1.00 - 1.99
@ Q hanges pergisting for more than 24 hours, reversible within 7 days or less
@& N @© Modgrate irritation:
N Q@ Ocornea opacity 2.00-2.99
{*ﬁ (ON @ %, Hyperaemia of iris, reaction to light 1.00 — 1.50
N) @@@ v @- With 3 animals used 1.00-1.99
Q N - Erythema of conjunctivae >2.5
@ - Chemosis >2.0

Changes persisting for more than 24 hours, reversible within 14 days or less
Moderate irritation, however reversible within 21 day or less
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Corrosive:
- Cornea opacity >3.0 o
- Hyperaemia of iris, reaction to light >1.5 @ S
- With 3 animals used =2.0 N @
Or other significant tissue destruction that persist or are e@ected to pers'@® @
for 21 days or more @,@ SR
: SEPS
C. Methods: %% Q o %@@
1.Homogeneity and Not undertaken. @ @& ‘”\a\ \\ @Q @
achieved V Q @@ § 2.
concentration analysis &© R Q § q&©
of the dose: Q . &© < @
2.0bservations: The application sites %bserve d a 1, 24,4 @2 h, 7@14 an@®?1 days post @}
application both grossly*and using am nd scgged forlycal Ore@fg%ons@
using the Draize ey ég'matgtes & @;\, Q A Y
3.Body weights: Animals were weighe d f appfiationdy; @ @& % &
4.Food consumption: Not recorded. % N \ % < @j @
5.Sacrifice and Not underta@n \ o & S O & §
- L @ & QO O &
athology: > ; N < S}
pathology & & s O & &
Results and Discussion S KCAIN o ®\ § @Q S w\?@
S °© O N

A. Homogeneity and achleve(@onc&é@atm@ a@l§l©s: @ @ @© ©©

Not undertaken. Analysesv\ﬂ@x hlev §onc ntratio ,&hOQ&en@el@ or@jtablht@ of test article

formulations were not con@jlcted partQf this &idy, as’this is not a:@equ %&ment dbthe regulatory test
guidelines. S

B. Observations: I
@
1. Clinical signs (§y S Nope@ted N

toxicity: < N\ & NS
2.Mortality:« O O B ani@ digd r the 8{«&1}’- @ § -
i & G

3. Eye irritation:

Lorngal opaci o @
@\@J) g}g - a?l@rr(llal : 4 an@ﬁ% h (g@de @72 IQ@? days (grade 2), 8 to 19 days
rade<l) after insti S
A @\) &\$ gl #2: @@md 48 (ggid%j), 7%2@ and 4 days (grade 2), 5 to 11 days
(e 1)after 11?§U atio
@@Q H @“al 4ang 48 h (égde gén h (grade 2) and 4 to 1 5 days (grade 1)
@ ter i

llatios
e ﬂu&resce«.:&“st pﬁgQrm 24 hrs after instillation revealed corneal staining
in ho @Hfa he fluorescein test performed 7 days after
% 2 @10 § Corneal, stammg in animal # and #3 (% the surface) and

@7 °\ al #2 (Y20 &[ e) The fluorescein test performed 14 days after
% Q%lstlll n re ed c’%neal staining in animal nos. 1 and 3 (% of the surface).
N S lritis

@° Irzitation @the i (grade 1) was observed in all animals 24 h to 7 days after

& %‘\ fedtill ﬁ in @Ejl mal #1 until 19 days and in animal #3 until 8 days after
stillation.
Q S Con%mctlvc?@edness
§9 Qil animals (grade 1 to 3) observed 1 hour to 8 days after instillation.
<\9 O~ @ %é‘%on/unctlval chemosis
N) @@@ g @ - all animals (grade 1 to 3) observed 1 to 72 h after instillation, in animal #2
Q L until 5 days after instillation.

@ In addition, whitish deposits (likely pus) was observed in animal #1 48 h to 5
days after instillation.
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Table CP 7.1.5/01-1:Summary of eye irritation scores according to the Draize scheme: Individual and
mean skin irritation

Sale
Cornea opacity Iris (redness) Cg:ii]:ll:leclﬂzal N C(;lli l::z:;& §
Time point Animal number @N@ AN ﬁ Q&D
TTa s Tl 2Tl als .
Spiroxamine 500 g/L EC applied at 1% ’ ~ ‘\(‘/)) v
1h ool oo o 1Y1 ] 1 Lo 9] 19 <
Ih o oo o] o] gs] 1 |P S Q@S RS
2n@ayD| 3 | 3 | 3 | 1 | 1 | @ [ b b2 2 Pal
48 hzgday RN R v N «:%\,\% R @ s @@w
72 h3§day 2l 2 2|1 |9 §@ e E@% SO EV- R
4days | 2 | 2 [ 1 [ 1Ty O iy ) o] o | O] @
sdays | 2 | 1 |1 [ @]y WP e L9 s fgo ler oo
6days | 2 | 1 | 1 JOT BT ST P 1 ol 09 o
7 days 2 1 1Y 15 5] | B O] & 0] 0
8 days e |V o 4 LQ [ Po Ao | oo
9 days L rrd ot o ogl o ol 0] o T o | o
odys | 1 | 19 1] ] €] 0 ||« [@ [0 ] 0] o0
Hdays | 1 |l ol G0 |50 |0 40 ] o . Po | o] o
2days | 1 40 [T1 1@ o5 o] o 7 0O] o8] o | o | 0
Bdys | ] o A v LW ]|a [ & o | - ] o
14 days o L1 k- [Sod e - B o | - | o
15days |1 @ -« 1 | 17 29 o] 0O] @ o | - | o
6days 7| 1 | & [ | @] © |0 « o [ - | o
17 dhyd 1 @ | 1 do-. D - o P 0 - -
18 days 1 $ NS J\Q Y é\ = - 0 - -
19 days (2 (Q% @y e @q - 0 - -
20days (@0 (O° & [Po P - P Po | - o | - | -
Mean « | 27 | 20230 &] fP| | 23 [ 23 [ 13 | 13 | 17 | 20
(24‘7(@ o1 [P &o 2.0 1.7
+ Bormen saining ol sgie , 0 Q@ O o e o o
b us in conjunctival sac @ &@\ Q

o
C. Body wei @and%@od §

o

\
1.Bod t:
0 yv& R

@

2.Fo ons tio
-Food i @

Q

D. ro
&

©

Not ur@%ken.

E. Deficiencies:

©©

Y

o

&

@ S
sury\gﬁlon: R

weight cannot be assessed.

applicable.

Ania\@ls we@@gnly weighed at the beginning of the study, thus effects on body
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Whilst it is recognised under the current guidance and the requirements of (EU) 284/2013 that a tiered
testing strategy should be followed with a validated irn vitro test method, this approach has not peen @
adopted. However, the study was conducted prior to the publication of the EU commission reg

and validation of acceptable in vitro alternatives. These in vivo data are howeyer cons1dered®hd t(@’

address this endpoint. O
& oS
2\ & § s ®
R’ 3
Assessment and conclusions by applicant: @ & @«:}g\ \ @< > @

Assessment: Study meets the current guidance and Qe requlremenén 284/2013%@ § é\’ é

Conclusion: Under the conditions of this study t @g%st article, @hl Qnazo @ roxam EC 5
460 showed irreversible eye damage. Accordi Annex [ for Regu@ on (@ 2@72008, @}
Prothioconazole + Spiroxamine EC 460 is classitied as Eye@ma&&lmta@n gory, H

(causes serious eye irritation). Q. @

Y @ @
@ O @
@@§é§%§k &
AN o\\ @ o& S ° @ 2o

CP7.1.6 Skin sensitizatioff’ < & O @?’\ & &6
&© % Q\Q %, (og %@ D @ ©
Data Point: KCP 756/01 ¢, 2 > & @ o> O N
Report Author: A @ i O sV «
Report Year: 20 S ~ ©
Report Title: JAU 6@6 160 & 41(@’300 §ud)@s the. k@?{ seng}fization effect in
.| guinea Pigs (ghinea p{&maximization test a dmg@ Maghusson and Kligman)
Report No: 3208 S @ o @Q A
Document No: R @6624@6/ 1-1 &N N N
Guideline(s) follow in | OECDY G@%lme OB/54/ES; Me@d B. 6 ~US- EPX 712-C-98-197, OPPTS
study: (&870.% 0 @
Deviations fro%@lrrerb YesS @ @
test gulddm{i@ A@hougl@he st%@ was nduc‘@ accoding t@test guideline OECD 406 (1922)
@ “the fo]@wmg s o)
o\@ %y The sensitivify and relability of t @(perlrﬁ\@ﬁtal technique used should be
&@ @Q asgessed e 6 months 0 ﬁosu controls (e.g. hexyl cinnamic

N aldehyde). Whils Qthe study report stat¢shat this has been undertaken, no details
Q “are préided{i.& or;g%ntraﬂ%s used, when conducted).

Previous evaluat@){ % yes&alu ﬂ{% and %(%pted @
L S RAR QMY f N
GLP/Offici s, conducte under /Officially recognised testing facilities
aly O |3, o dun SUPIOfcially recog g

recognise&esting > § %T_,Q @@ @

facilitiesgy a )
Acceptibility/Reliabitity” | Yes? AQ S

Exe{ﬁtlve Summfﬁ; @@ v @ @

A Magnusson @ﬂ Kligman «@%ﬁ&@/’ 1zat10n assay was conducted in guinea pigs in order to
examine the skin ségsnw tial of Prothioconazole + Spiroxamine EC 460. Following a
prelimina st, ‘éé ch? wassolved in saline and initially administered via intradermal
injection 1°/ h a w1t it Freund's complete adjuvant (FCA) to 20 animals. A corresponding
control*@oup !#l ls) T 1ved saline with and without FCA. A topical induction application was
undeQa en l@j r,with 2% Prothioconazole + Spiroxamine EC 460applied for 48 hours to test
a tre anl Is. "@ control group was treated with saline only.

Toplc@mllenge with 3% Prothioconazole + Spiroxamine EC 460 was undertaken 2 weeks post the
topical induction. Skin reactions were recorded at 48 and 72 hours after the challenge applications with
no erythema observed in either control or test article treated animals
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Therefore, according to the evaluation criteria for the M&K assay with <30% animals exhibiting

erythema, Prothioconazole + Spiroxamine EC 460 is considered not a skin sensitiser

o

Sensitivity and specificity of the test system was reported to be demonstrated at the conduttin <

laboratory, however details of when this was performed and at What@concentratlf

hexylcinnamaldehyde administered were not detailed. @JQ
Under the conditions of this study the Prothioconazole + Spiroxamine EC 460 was confi o@ot be,

a skin sensitiser when examined in the guinea pig employing the maxim' #tion methodolggy. T}
according to Annex I for Regulation (EC) 1272/2008 H has no o@gau@%
requirement for skin sensitisation and is unclassified.

v\g <
Materials and Methods %@ Q& . &© Q @©
. & P Q& @
A. Materials: QL Q} Q\@ o N %@2 NS
ial: Prothioconazole + $piroxapfflie ECH0 <~ @6 ~ B
1.Test Material: % &
(alternative name: JAU 6476 160BC & KWG 4368 300§0 S S
Description: Clear dark- ye]& liqué@ \ @ % ©@ @j @
Lot/Batch No.: 06920/0045@019) N @} ' ©% N é\ﬁ % §
Purity: 157.44 g/Iqprot %&ona@e) 3@12 g/b@plro;@me@ < O
CAS No.: 178928@6 (ppthiocenazoleysd 81& 0- 8@roxa@ne) @
Stability of test Conﬁ@ed s@le for@e dur@on 0@ stud§d(ex iy ate @ Apﬂ@%)
compound: @ @ % @ N
2.Vehicle and/or positive Sﬁe not in Kchecked%or S%@UVUZ}@”@ s%cﬁ'mty @nh o-
control: @hexyl @ @ y\?@
S o
3.Test animals: @ 6@ § RN §
Species: é\g 1ne@\$g @ § \4;\ Q é& §\
Strain: @ & Hsd Rog:DHXC ©© @ o @
Age at dosn@Q \ ca Neeks% \\ é\ é@ §@ §
Weight at.dosin 8-3 (o8
s 20835k > o

Source: o Win lmann Borch&%wt@of Pa@rbor&?
Accl}Q%wn perlod'% t @ \@’
Digtd" P§ 1&3420@% acl Pbitunt

Water: Q\) Num lwa@ ad %tum & %\
Housing: KN H @ a&%als/cﬁ@e © >
4.Environme al ©Q N} ©\ § @j@
condltlon@ (@) @Q "\ N @\ @
Tempéxature: 22 § ,%Y—,Q @
Hu@ity: 0% @ @\%

Air changes: % °
\Q%otoperiod: y\g b hwr hgh@ark §

B. Study Desié@ . N & Q
1.1In life d@: N 9 Feb(ﬁlaar @02 to 15 March 2002 (experimental dates)

2.Prelin@m Yy r&ge @© A @gle guinea pig was injected intradermally, twice with 0.1 mL of

{\9 25 and 5%. The injection sites were assessed after 24 and 48 hours.
Q@ @@@ v @ For topical induction two dose range finding experiments were undertaken:
$

- 4 guinea pigs had Prothioconazole + Spiroxamine EC 460 applied at 0, 25,
@ 50 and 100%. Each animal was treated with 0.5 mL of test article soaked into
a dressing and fixed under an occlusive dressing for 24 hours. At the end of

the exposure period the test article was wash from the test site with saline.
Skin reactions were assessed at 48 and 72 hours post application.

abellz

findets ©@ hioconazole + Spiroxamine EC 460 at the following concentrations: 0, 1,
& &
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- 2 guinea pigs had Prothioconazole + Spiroxamine EC 460 applied at 0, 3, 6
and 12%. Each animal was treated with 0.5 mL of test article soaked into a
dressing and fixed under an occlusive dressing for 24 hours. At the end of] @
exposure period the test article was wash from the test site with saline. %@n
reactions were assessed at 48 and 72 hours post application.

- For challenge, 2 guinea pigs from the 2™ topical indz}?on dose rang&ﬁnde@g
had Prothioconazole + Spiroxamine EC 460 applied 4t 0, 1, 3 an @1
animal was treated with 0.5 mL of test article sozﬂ%d into a dres@g and 9
fixed under an occlusive dress@ for 24 hour % the end gé%?ex sure é\’
period the test article was wa%from the tes gke with salin in £y tions @ &@
were assessed at 48 and 72&hours post app@ N ©

Based on these results froghe range ﬁm@uexperlment c@centrat ns S@@ted @Q}

for the main study were: 2 @ ©& &

- Intradermal inducti % @,\ o\@ N\ %@ @@j

- Topical inductiong12% ¢5° N %, @\7@ O N R

- Challenge: 3% © @ N S @

x, O & .
3.Animal assignment Forty albino guh%a—plg@f the fsd Poc@H ;&?m werga llocafedl to @j @§
and treatment: groups as fol the Magi ssm@c Kligiman méthod was used to §
determine tl@) kln %Qnsmsa@@n ppt&atlal o@plrox@ﬁnne N éﬁ ®
1. Cont@ u&%m an@ls @ @\9 @ @
2. Prd ﬁulocon@’ole +“S>p1roxz§ﬁ=nne 460: @amr@ S %@)
Intrade al igjection$y S Q (COREEAN
rticle group: @g@ @ Q& @ @©
%, Cramzﬁbﬂa@l sﬁ&Freund’s comlic{é adgu%nt (F%A) dllu@ 1:1 with

9
\ - edlalfb@ﬁteral e: Pr@@noco@ole +‘ZSp1ro me @460 1% formulated

sal 6
al sited rothu\%%nazo®+ Sp&xamQEEC 460 1% formulated
& ine agfﬁ?CA eqarts @
Q o &r itrol grotps: S\ ° 9 N @
reatéd as ab@e, butwith R o%oc ole HSpiroxamine EC 460 replaced
@ %© with corr&pondi@g volu@of s or sgtine and FCA for medial and
1 t t >
9 “ 7 c@g;da ng%c 102@&)5}:&:5@0 1Vf@ >
Q\ S @a n@tlon (I'wee @ter) < N
tment Sites were cli t y priorto application. Hypoallergenic
A @ | T ligped the'day prideto appli Hypoall
(2 x &im) \&e?e applied on thg injection sites covered with aluminium
do th%? &kin w1t@dhe@e tape. The dressing contained the
@ : SN
ool O @
0§.mL P@hloc \zole @plroxamme EC 460, 12%

o\@ - Treate@ﬁ ab& but 1th 0.5 mL of saline

%, % the@d of t@ exposure period (48 hours), test article was removed with saline
N y\” @so Q X
N T g@al c@lenge@é@weeks after intradermal injections):
@ iKY
& %% atm@itt sites \%e clipped the day prior to application. Hypoallergenic
@ N ressings (2 x@cm) were applied on the injection sites covered with aluminium
N ©© foildnd fixedo the skin with adhesive tape. The dressings contained the

@Q fi ing for both control and test article treated animals:
%, § @ @hallenge
§ @ 70 § - 0.5 mL of Prothioconazole + Spiroxamine EC 460 (3%) were fixed on to the
Q é@ right caudal positions)
@ - A dressing soaked in saline solution was placed on the right flank to served as
a control.

At the end of the exposure period (24 hours), test article was removed with saline
solution.
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Skin reactions were recorded at 48 and 72 hours after the challenge applications.
4.Evaluation criteria: No visible change: 0 o S
Discrete or patch erythema 1 @ S
Moderate and confluent erythema 2 Q\ g
Intense erythema and swelling @ @ @
5.Interpretation Evidence of skin sensitization potential was evaluated@gainst the foll %lng <
criteria: criteria: % ® Q\ )
- Redness (score > 1) in 30% @he test amma}xw ng the adjl‘h@nt e&@ &
5.Statistics: Not undertaken N @ Q\ @ @
K @ S S &
C. Methods: & S) 2y Q S N
@ S Q Q©
1.Homogeneity and N S N A © @

. geneity an one. > © Q ®& &
achieved 99) Q} L@ N %@2 @@
concentration analysis % SR %\ %@’ S " %,
of the dose: Q @ S 3 § KN

2.0bservations: Animals were o erved @ﬂy fo@/%)mlcaf@lgns o@oxu@/ thro@out @, @& :
experimental &; 6 ) N
The apphca sites %ere o@erved&@t the @ of @osure@riod Ywith sj§
reactions 6'90 rd 48 a@vn }@ aft$§h chaflghge @ica‘c' .
3.Body weights: Anlmals%were werghed prior to*study start an. daygﬁ'i S %@)
4.Food consumption: Not rerded@ @ § &© ©@ @) N
5.Sacrifice and ]\@ndertﬁzken @J@ @ Q @© &
pathology: S @ o )
% @ o @ ST .9 .
Results and Discussion @2 S) @Q e § @ @\v\,
A. Homogeneity and&chle}fé@on@trat@l anﬁsls\© é RS O S

\
Not undertaken. Qlyses for é)(\ 16@ cona@%tra@\,i, h@mo en@[y or stablhty of test article
formulations wergyrot c@ucte@ as part,of this studi,@s thigis no Q; req@ment of the regulatory test
guidelines. @ \ S ‘5& @ & §

B. Prehmma@ ra@ finder ex&)erlmen%
1.Intrad @n)lal *~ F in derm 1 inj tlon Gee O@l' 2.5 and 5% the following
&L @ NS

@?
@@ o

indy@@%nz O@rvatlo s wcé%note 24 amj 48 h:©
o\) Q@% S Q\
§ @eactlﬁn 6@’ &
<) @ 1¢ S R @©
@ Q" ¢ wh t@vheal@nth re@surroufding areas at 24 h. At 48 h the white wheal
Q © ©© hﬁ@% gre@yfheal@mh the redness remaining.
S\ 2.5am 5%y
@7 9 Qgreat g@ey wl@l ( ﬁﬁén mark), with greater red surrounding area after 24
Q\ h. At 48 h@e grey wheal had turned to black wheal, with the redness
\y\’ RS @ am1 &
2.Topical mdu@wn @ in plcal&guctlon at 0,12, 25, 50, 100% the following observations
< méf% 48@1d 72 h:
\ 3 6%
&§ éﬁ @ erytﬁ@la at48 or 72 h
o @
§ § @ %”\g@ 1/2 animals no erythema at 48 or 72 h
Q§ @@ @ @ - 1/2 animals displayed grade 1 erythema at 48 and 72 h
Q 25%:
(’9 - all four animals displayed grade 1 erythema at 48 and 72 h
50%:

- 3/4 animals displayed grade 2 erythema at 48 and 72 h.
- A single animal displayed grade 3 erythema at 48 and 72 h.
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100%:
- 1/4 animals displayed grade 2 erythema at 48 and 72 h o
- 1/4 animals displayed grade 3 erythema at 48 h and grade 2 erythema at @b
72 h S
- 1/4 animals displayed grade 2 erythema at 48 h and el erythem@@ @
72 h AN @
- 1/4 animals displayed grade 1 erythema at 48 h and grade 2 eryt@ma
72h % a@ 2
3.Challenge: Following challenge applicatio%@%,, 1,3, 6%@ following ogservatt%l er@Q @
noted at 48 and 72 h: Q @ . &
0, 1,3%: S 7 NI
N & > R O &
- no erythema at 48 or Q)@ﬁ Q & g ) &@
6%: Q7 N @ RO 9
- 2/2 animals displayed gradg 1 e maiﬁ;aMS h af@d no @themeﬁa{ 72 @
: S @ O &y S0
C. Observations: © RO O AL S .
Aoy A
1. Clinical signs of No clinical signg of tmcﬁy wege obved in%ther @rol roups of\the te @
toxicity: article treat nlma \ & & N Q %, §
2.Mortality: No test art: ﬁ%e de@s Wé‘@bse @3\9 @ & O
3.Skin reactions: After the trad al induction*the aniwals 1n@§ control gro howé@red
Wheal@the licatjgn site %48 h, &Y ® @ N

Tes@rtlcleﬁgeated @malg@?%we «QQ: d/w whe@wlth@w ut red
sifsoundifg are@ed injection sife/encri@ati on@ﬁt day 7 Wheal€and

encrustations wére ob ved N

@Follm@q ( th 3% Prothlogonazgg + S@xammg: C 460 at 48 and
S 7 J%urs no erythes¥a serv in ejther conﬁ‘&l or tgsearticle treated

als

O

X
%o O
§ Sen51§y %601ﬁ§ of @" test system v@ repo%ked to be demonstrated at
@@ the¢o lab, ratory, hQweve tailsQf wher@his was performed and at

©\ what corkintran&&of a—&%@ylcm@nald de q@mstered were not detailed.
O S

o,

Table CP 7.1. %1 l@verﬁ&? of skin se s1t1sata&f@§tu guu@a p1 @eated with Prothioconazole +
.9 Spirgxamine.k @scor ccord to@e Ma@msson and Kligman grading
N el N
ConcA @ Confipl patch  ~ o @ ©"  Test article patch
(%) O LA @h S 48 h 72h
3% @l 2> N0 Q7 s 020 0/20
Total S > o | & 0/20
no. of animals wWfth sklb@?{iem@\{otal, noJof a{@ﬁs tr ea@i (o8

~
D. Body v%qght and foo@ons@lptlg@ @ @@
1. Bod)@ght @?) AQammal@’gam@ve @%urmg the dosing and observation period

2. F%d consumptmﬁ@ %I ot a@cabl@@zj @\

Table CP7.1. 6/@@ @\gfer lgév of skin seng@satlon study in guinea pigs treated with Prothioconazole
+ &plro @me E€460: ‘@dy weight
$

G@iyrol group Test article

%0 @ N 305 +41.6 3124223
Q24 o 458 +47.8 490 +30.3
Ne@bdy @ht % 153 +39.1 178 £26.9

E. Ne@sy

Not conducted

F. Deficiencies:
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Although the study was conducted according to test guideline OECD 406 (1922) the following

deficiency is noted: RS
- The sensitivity and reliability of the experimental technique used should be assessed Q@; Q§

months by known positive controls (e.g. hexyl cinnamic aldehyde). Whilst the stu@rep rt
states that this has been undertaken, no details are provided (i.e. c@entrations ysed,

conducted). Q @ %
In conclusion, the data generated under this study are con@ered valid. % °\© @ ‘&

Whilst it is recognised under the current guidance and\the require 'a ats of (EU @83/2@ th%@ﬂle &

preferred test method to assess skin sensitisation is the@LNA assay fBis has not been co tiop&h thi
case. However, the study was conducted prior to th ubhcatlon @he EU con%@ssmn regul@iion ar@d

validation of the LLNA. Where a guinea pig as@( ax1mlsa§)n aSS@%> is aval abl@%em%s‘[rat@
clear result, further testing is not deemed warran for .ant elfam rea@as T&«se in“ygvo g@@ are

considered valid to address this endpoint. é& @ @j& é@) § &o\ % o
é f@’ @ Q o Q &

Q
Assessment and conclusion by appl@ant &6 %ﬁ BN §
N
Assessment: This study is deemed.&epﬁai&e an@nee 53he re@?%’lre s i @/2@

Conclusion: Under the cond1t10@ of this stu the BrpthiogpniazoleSt S é& @EC {%O was

confirmed to not be a skin ser@tlserwjhen e@mm@n the nzgfplg erfiployi theQammlsatlon
methodology. Therefore, » age rdlng%o Angex I for eguls%etlon( ) 1272/2008 the fé@mulation has

no obligatory labelling requlrem&at for skin se(;;;%itlsat@i and 1 unéasmﬁéf@ &
~ ~ % @ § ® @t&
%

&
CP7.1.7 @%plementgy es o§he @ﬁnt @rotect@n pr‘f}duct

No such studies© sar)%?mce tf%re & no C@mcen@rlsn@ e. gm potential synergistic or
additive effe&@ exe by, the éﬂve &stag\\y%(s) oth§ compvnents in Prothioconazole +
Spiroxamine EC 4 160@0 %/@L) that q§0uld @qulrgﬂhe@nvei@atlons
2 N A S ® @ ©
& F§¥ s S8
CP7.1.8 @xppl@ien@y stté%s f@s cm&bmat@%s of plant protection products

N O
No such studles@gr @ssa nc “Brothm@rgle + Spiroxamine EC 460 (160+300 g/L) is not

intended for u@ inc Wlt@othe@iant ectigi' products.

\ \ N
CP 7.2 % Data@n e@sur @ @6

Y

Evaluaﬁ& ofthe e sure og%pe\ators § , residents and re-entry workers to prothioconazole,
prothigconazole-dest § spirgxami used in the Prothioconazole + Spiroxamine EC 460
(160%300 g/L) formulat are@sowde n tﬁllowmg sections. The relevant representative uses for
assessment of e@)‘“osure are stfown %@ableéP 7.2-1.

%%
Table CP 7,@ \epr "ik tatlve use rothioconazole + Spiroxamine EC 460 (160+300 g/L) for

@ @)@exp sment
C@(ﬁe % N@of Application rate (kg Water Application equipment
dindoog), QQ applications a.s’ha) volume
Q© @ terval) L/ha
B@, oats 1-22(14-21d [0.50 — 1.25 L/product] | 100°— 400 Tractor-mounted
ield) interval) 0.08 - 0.2 (PTZ) conventional boom
[BBCH 30-61] 0.15-0.375 (SPX) sprayer
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Crop (field / No. of Application rate (kg Water Application equipment
indoor) applications a.s/ha) volume o
(interval) L/ha @ ©©
Wheat, rye, 1-22(14-21d [0.50 — 1.25 L/product] | 100°— 400 S Tractor-moutjed ¢
triticale interval) 0.08-0.2 (PTZ) S conventio%@oom@
(field) 0.15 - 0.375 (SPX) @ spray. <
[BBCH 30-69] S < 4
a.  maximum number of applications per year &75 o\U 9 R
b. Produces the highest spray concentration @ @& g}’ \\ @@ @
N
The formulation will be applied to the representatlve&crops in the @by profesgs\\lgals ng t@cv?\gtor S
mounted conventional boom sprayers for cereals out@ors. S @ @
N
Outdoor exposure estimates have been calculat@’smg the EKSA m@el (up@te(&@)del @lea%@%o
March 2015): @Q % @
EFSA (European Food Safety Auth(@ty) ] 4. @m’an@ on @jassé_@s‘mer&of expysure of
operators, workers, residents and&%;stam%ifs l&%&‘k ass%sm%ﬂ Sor gt nt protecti S.
EFSA Journal 2014;12(10): 387@55 p& > & < %

\

This guidance document was adopte? thgémndl@Co ttee@n Plants; An@ﬁs %d and@eed on
29 May 2015 and will apply to ap at1or®submqgted fidm 1 Ja@uary@ e St 1ng%@)mmlttee
on Plants, Animals, Food and "Reed ggreedzpn 2®Jam@ 2019 to _revise the intplementation
schedule for this guidance witithe, c*éns1det@t’10n§acut@éxpo@ ¢ asseSsm where an AAOEL
has been established i.e. agute operat worker and&bys&gder @pos(%e assésbments can be
performed where an AAQEL (aé&e acept ab@opera@r exposure@ze\/el termed RVAAS [Reference
Value Acutely toxic Active S stancePin thOEFS modé})*has ‘been @bh@d. The AAOEL is
typically derived fromghe % w@h oral@bsorption ({)@ect mage whe&@quired. An AAOEL
has been proposed £y spiro amn@, and@ere thiskeference valide hasbeen used to quantify the
acute risk to o tor@&work\@ and>bystandersODe e& forx AOElzyand AAOEL values for
prothloconazol@n \g)thloéénazgge des‘%go us@“for t@no eta@sk assessment are detailed
in Table CA ¢’ Q@ o @

©)
The 1nput lz@rameters fo,ix\;[he E&g@ 1 cal@atlon@ére @alled@’ the relevant sections.

The d t body weléﬁ usn@he E %Qdel 1@ kg?@erm \bsorptlon values are shown in Table
CP 7.3-01. O O & N RN

The product is a %{tur f tw ct1V bst @és @ @
GRS %ﬂ auy

From a scient@ic p @t of @ew at@ re ed n@essal@j to take into account potential combination
effects. However, the e u%latn@ or syergistic effects as requested by Art. 4 (3b) of
Regulatigse(EC) No. be%pg formed when harmonised “scientific methods
acceptedby the Auth% to a@ess suc e a@avallable ” In the absence of a harmonised approach,
this @@essment ha@\g tbe@%und@ken.@ @
@\
P 2.1 > rator ex r
CpP7 @" Operatore p@ e Q&

&
The appliczg@% of{%thi azolfer+ Spipoxamine EC 460 (160+300 g/L) to cereals at the maximum
apphcatlo& at a@ini spf@ volume, as indicated in Table CP 7.2-1 represents the worst
case po@lal @osure@) op

The @érat@utd@%Sprﬁy@AOEM (within the EFSA model) was used to estimate exposures. Dermal
tioncgalues tsed t@stlmate systemic exposure to prothioconazole (prothioconazole-desthio) and
pIrox {§ for the concentrate and spray dilutions for Prothioconazole + Spiroxamine EC 460

( 160+ g/L) are detailed in Table CP 7.2.1.1-2.

A summary of the estimated exposure of operators to spiroxamine as a result of the critical exposure
scenarios with and without the use of PPE are shown in Table CP 7.2.1-1.
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Table CP 7.2.1-1 Summary of estimations of operator exposure in relation to the AOEL and AAOEL
from refinement with operator exposure stud o
P p y & @

Parameters Level of Total absorbed dose %AO0EL | %AAOEL Referen&eQ Q§
PPE (mg/kg bw/d) @ @ @
Long term | Short term (r§ S @
Tractor-mounted boom sprayer application outdoors to cereals % é § %
Application rate: 1.25 L product/ha ©) &% S v
% 7
« 02kg Protective | 0.00103 i 052 &7 - [iible @725 | <
PTZ/ha garment3 & Q (exp s@ate)@x(@
o 60 kg' @ S S) & @
« 02kgPTZ | progective | 0.00108 Q7 1087 |7 -Q |Eablepr2122
desthllo/ha garment? Y @ g @ E%exposg estitate)
o 60 kg @% Q° %Q {w & A 2y
 0.375kg Protective 0.00147 0.00447 | ;7 9.8 41 @& T@e CPA2.1.2:3
SPX/ha garment?? QW o K & Q> U@SUH@)
e 60 kg! v S S <+ Q §
1 Default body weight for EFSA model @ N @ & & BN @v %G
2 Protective garment defined as operator \z@rin dyork weas clotht covering arm@body egs & Q)
3 Closed cabin used in study © %§ . < %, @ N) S @ ©
s TS S & ¢ &
Conclusion R @ © & S @ o RN
. . @ ISP SIS
The algorithms used to estlng’ ope’&@tor exposure§lire embe @n t%: modefand é\@ data from the
75™ percentile. 5 (& @ N RN 9 &
N
According to the EFSA (%ael alculatl@s 1t be eanlu that%be rls r tors exposed to the
active ingredients, p&ﬂthloc egfits n@® abo& pr@nocegazole desthl(%and spiroxamine in
}g}ccept@k f@b n&%pphcatlon to field (Iow)

Prothioconazole + xamide EC460 (160+30
oo @6

crops PPE in the f yisor, h@d oves dul@g mlxmg/ l@dmg and application.

Operator exposute stus con&ucte to esti §e e@sure @the ‘7 edients, prothioconazole (its
N
metabolite, prgthiocona zole@lesth@ an@ ine @vhe Sh

oth@:onazole equivalents are used)
when no 1 work Wear afvd usezg osed 1n ar, 0n51de ed cqntirms acceptable exposure to the

active in 1ent prothiscon met prot OHK% -desthio with long term exposure
betweef; 1% of thcé‘: d sh alglong exposure@) spiroxamine of 9.8% and 2.41% of

the AOEL and A/@Jﬂ r&%ec‘u%}]gy %\ C& RN

Therefore is can @b? cone%lded@t th sk f@{f@’perators expwsed to the active ingredients in
Prothioconazolg + Sp@ca me ECdp0 (169+30 ) igacceptable following application to field
(low) crops.Bue to he clagsitication of the formwulation (Skin Corrosion/Irritation, Cat. 2, H315; Eye
Damage/I%":cation Cat. 2;3#31 e fegm of @loves and hood to protect eyes and skin is
recom d during r@(mg@ig@hd a@licat@%’. Drift technology is required to address

re51den ystander e@sur% @ @} @\@
CP% 2.1.1 Estn@atloﬁmf O@erat%@xposure

The Operato utdoe%Spﬁﬁ E@n the%SA guidance was used to estimate exposures for operators

applying Pr c&}a piroxam C 460 (160+300 g/L) to cereals. The EFSA glasshouse model
timha at llowi td lication.

was used@ es 1e opeyator ©®posure ollowing outdoor application

The fi ?wm@ara@ers @ assumptions have been used in calculating operator exposure.
&S 0
cL T
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Table CP 7.2.1.1-1 Application data for operators

Crop scenario Area treated/day Application rate @" 6

Low outdoor crops (cereals) 50 ha/day (default for tractor- 0.5-1.25 L/product/ §
mounted boom sprayer) @ @
& &
< < S &
N % >
v & &§FSs
5 © Q&
@ K S S @
= R S
%, N L@ © @
L @S D LS S
A A T S
o O @Y @ S % '
O F T h S & ° &e
PN Y
SR Sy &G °
o & . L (N @ &
TN T S < S R
9 9 ©) Q S
o = ¥ S o ° S
AN KRN @Q é
. & Kz
N © N @y SN L9 2
5 O N W T Q&
N N 2 § S % $ <&
%o SR o ¥ . O« O
>y TS e &8 5 O
§9 é °\® ‘Z§ N °© @ SN @
F D Ve LT §@ <
>y & .0 9O «7 & D @
TN g SV RN
S N Y R
A o .S o = 0
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@V R @@
O ? S &
Table CP 7.2.1.1-2 Penetration and absorption data )»\\9% < © >
- - -
Category of absorption @@netration/abmq{g@? rate B @Q \,\\Q
Standard protective garment (work wear covering, % y\\?
arms, body and legs) during handling of the [%en@ayde%@ value f@au fomé@tqons (E@A 2015&0 O
concentrate or application of the diluted product < & ’& N
Hood and visor (dermal exposure — head only) @ @g% X \) K
FGenerakl{/@ult va{gg 5 all fo@@’aho%@@ A, 2%% K\o& ©
Absorption of oral material X@@ S \ \§
Y O
. T N e @ Refgﬁ}@%c%%c@on 51 s
Absorption of inhaled material N © @@ @Q @&V @@@Q X A @& ¢
@@’“& ﬁ\% %© @& %n ab§@e of s data]e OO ©@
B LT B eSS NS
A0 \ o> | Q) PTZ, %\@ - SPPZ desth@ .3 SPX
Dermal absorption through e%%é to the @\;@ o \ &X © 5%&a It V eﬁv& X@ © 0.87% (300 g/L)
concentrate (mixing/Qading) 5, ©K \gEFSA 1 2017@ (6):4873] m&% [CP 7.3/02]
Dermal absorption through exposure to the sp@@ r& %&&) 26 (?615 dlll@%ﬂ \ @ 22% (0.9375 g/L [1:320 dilution])
dilution @\ <§ A@ P7 &) 758@2‘&8 01- 1; [CP 7.3/01, M-758748-01-1]
AOEL 0.2 mg/kg bw/d: D> % 0.01 mg/kg bw/d® 0.015 mg/kg bw/de
@ ©Q% A Sgieny i Rep@@2007@@6 [Et{@ Scientific Report (2007), 106, 1- [Refer to MCA Section 5]
<l O s o @@ L8 S 98]
QA&L Q¥ 0 SRS S RN ] 0.061 mg/kg bw®
) 0 AN O . @Q O [Refer to MCA Section 5]

PTZ [Prothioconazole SANCO/3923/0% final 26 Janixgy 20211&% >
a. 0.2 mg/kg bw/d (based on NOAEL in the @ﬁevelop}&ent\ﬁmd@)@ucted é@PTZ with a 100-fold assessment factor, no correction for oral absorption required (ADME data in the rat

indicate oral absorption > )
PTZ desthio [may be fo dllute 12 form S, par@@%ly on @mg, skin and plant surfaces during drying process].
c. 0.01 mg/kg bw/d o Xanducted with PTZ desthio, with a 100-fold assessment factor, no correction for oral absorption required (ADME data in

. n int eveIOI@en 1 stu
the rat 1nd1c abso >90°/
SPX: @

©@

@@<\ @ @@a\
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>
\SZ . QY

d. 0.015 mg/kg bw/d (based on the NOAEL in the dog 1-year dietary study, with an application of a 100-fold assessmé?&gctor correction fo@raffbsorptlon requlre%@ME dgﬁh\‘ﬂle rat
indicate oral absorption [61%])) <
e. 0.061 mg/kg bw (based on the NOAEL in the rat, acute neurotoxicity study with an application of a 100-fo, @sessment factor, co @ﬁbn for oral absorpu@@equlred [@@))
Standard methodology for determining the potential exposure to operators requires that ’?red approach &gopted whereb %\Tler I &ess nt is conducted
in which it is assumed that no personal protective equipment (PPE) is used. The estlé‘[ed exposures mpared w1th é() n%nd 0.015 mg/kg
bw/day and AAOELSs of 0.08, 0.01 and 0.061 mg/kg bw, for long and short te@ﬁ%sys‘cen@@posme @% des%\o nd SP@@espe%@ Té ¢ default body
weight for an operator is 60 kg using the EFSA model. 2 ¥ @Q ©§

The algorithms used to estimate operator exposures are embedded @QSF &%@%del a %e da f@m the@@%?perci@k Bput par%t@ ers used to estimate

operator exposure are presented in Table CP 7.2-2. The outputs EFSA deL a@ resente@ Table§P 7. 2 1.1 and Ta%b CP p.1-4 (Note: RVNAS and
RVAAS are the same as the AOEL and AAOEL, respective{@@ &% ,v\% 2&© @
5 & Q7 £\ @@ & @
TR R @© &> ©® &
P R e o BN \@
o e T (@ @© S
SRR I\ N o (&P
@ @\ \@ & ©@ Qs \ @ AN
CREE- N M AN SN »&@ & o
< (S S R\ S
b @ 5 © g\ e® ©f§ ) ©§\
SRS U LG R
w® O ﬁ@@\\y O I
VR A R SN N -
© o P L O
\b T O
@\ @© $Q\ o\© @@
W g e .
e . (O @
\% Q < ©\ Q@ o\©\
o®
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Table CP 7.2.1.1-3 Summary of estimations of operator exposure in relation to the AOEL and AAOEE@o

Model data Level of Total absorbed dose %AO0EL | %AAOEL Referen‘c%eQ >
PPE (mg/kg bw/d) S @ @
Long term | Short term €§ S . N
Tractor-mounted boom sprayer application outdoors to cereals % & § %
Application rate: 1.25 L product/ha ©) {*’ NN i
EFSA model | No PPE2 0.2149 . 10744 40 - Prdble£@7.2004
“prghy | Powve [one |-G enigg] - O TS
: gghr?l/ii};ferl ¢ Q@ U} @@) ) (@Posu®estin(1f\@§)
e 60 kg’ PPE’ 0.0030 & - @@° Y4\9@}.48 g&, @g@) @tﬁabfe;éi’ 7.2..&10.1—6
Q) | & ] (e@osure g\tlmate)

DN
EFSAmodel | No PPE? 02149~ .U [Tosm | & [Tabe @@%@@
r)

*« 02kgPTZ [ ) o013 @ - > oh2 S \@ & (input para
desthio/ha r;ﬁ?;:f : NSRS <j© S @ Table CP 79.1.1-8
* 303}13/ ia}i”lf 1 £ &© %\j & § TS Y |(exposurégstimate)
e /-5 M buller N (S]] 2
. 60 ke® PPE’ oot D o4 & S TableCh 7.2.1.1-9
s @ ”\a% (@@ @Gﬁ@ («@ Q& @ @©> (e&&osure estimate)
EFSA model No PPE? %y (5&0277 < 0&552 9 184@%)) o @254@7 ;fa%)le CP 7.2.1.1-10
e 0.375kg . N @) \ (input parameter)
SPX/ha Pr;ﬁi%v? 00180 § '101@§ ISt vi@ 99 rable CP7.2.1.1-11
e 50 ha/day' £ v @£ 9 D ({\6 © & \Q (exposure estimate)
e 2-3 m buffer! e o ] » 9) %
. 60 ke’ PES R IUES 019407 827 31.83  [Table CP7.2.1.1-12
N) & SO Q) 9 SN @ (exposure estimate)
S & MR @6 o @
N & & & [SEERSIIPN
@ \Q SIPCHEN
§§D S éﬁ \© 6&’ & @Q
o O ¢ .09 o O @
QOO O N O D
¥ o K & e
@ 2 QQ o &
@ AN NG ERAN)
b @° v &@\ &©
@é .l § o @Q
< Q & €W
NN
O Q
{x’ O @ o



BAYER

Page 41 of 131
2021-03-31

Document MCP — Section 7: Toxicological studies
Prothioconazole + Spiroxamine EC 460 (160+300 g/L)

Table CP 7.1.1.2-4: Input parameters for the EFSA model for the active substance prothioconazole when

applied to cereals (field), tier I assessment for operators, bystanders, residents a

worker exposure

* »

o &> I
Substance name Prothioconazole (PTZ) & ©®
Product name PTZ + SPX EC 460 (160+300 g/i¥} o °\
S 9 &
Reference value non acutely toxic active substance 0.2|mg/kg b, VN
(RVNAS) VC@ @ é” N @Q
- § S8
Reference value acutely toxic active substance & O m @w/d@ @ Q)
(RVAAS) @ ©& &© @© @
: S
20’ @ Q o 2 @}
Crop type | 3 N Cer@s| 6\ o\% §
S
o @ & & & N
Substance properties v @ @ @ & % & °
Formulation type %% @golub% conc r\ﬁas e%lsnﬁaﬁ @j @
@ \ @n e éﬁ R §
Miniumum volume water for application wds(s)x ~ gf(\\ ?&9 (}\9100@ N S
Maximum application rateofactlvesug ce Qy N o T @ %%Dkg a.s %@
50% Dissipation Time DTs o 1 O o) O O N
Initial Dislodgeable Foliar Resi@ o\& o (4 &@ - @)Q 3 @cmzﬁliage/kga.s.
R % § < & . 2] cAapplied
0 B
2 © @© @ y a § @ &@
NS R SIS RS
Dermal absorption of groduct & S q AN  25:00% @
Dermal absorption n-use d@tlon@ ) N KXo Q 47.08%
Oral absorption ctivesibstange g§ Y @)-)@ & 10@@go0%
Inhalation abs@ptio active s%starq{ Q & N Y %@b.oo%
Vapour pre@re of a@ﬁve sub&ance © Q‘&O Io@blatil@@bsta havipg a vapour
@ Y @ N @ préssureqf <5*10-3Pa
= S R @
& & @ &%
SC&SI‘IO @ @ @“ N @ RS ° S
Indoor or Outdoo@llcat&n o\© @‘&, % Outdoor
Application m % @ o @ Downward spraying
A SMN SN ,
ppllcatlon@wpme© S . < Q @ g Vehicle-mounted
Buffer strif € Q \\ Q\ @\\ S 10{m
Numbez%fappllcatlons § @%ﬁ . © ] P
between muL%g@appll@lons @ (\;&\ 14|days
%\son (upward s@ng orzé%a rds o@) @ N not relevant
N . {8 S
> @ N
S NSRS
R
@ < Q & ©@
& &S
& S
cL T
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Table CP 7.2.1.1-5 Operator outdoor spray AOEM results for field application of Prothioconazole +
Spiroxamine EC 460 (160+300 g/L) to cereals (0.2 kg PTZ/ha) without PPE — tra@n—

Qb

mounted boom sprayer application

; g

Operator Model Mixing, loading and application AOEM @ @®

S . )

Potential Longer term systemic exposure 0.2149 % of RVNAS @ 107.44% N &

exposure (mg/kg bw/day) @ @ L

S Q ¢ é
Acute systemic exposure 1.17, % of RYARS A "\
(me/kg bw/day) @ Q@§ & S > &@
2 @ N
Mixing and Gloves = No Clothing = Work wea& arms, body RRE)= None A So@Ye bag@qmo @
Loading and legs covered & @ @ @
o% | 2 S & &
Application  Gloves = No Clothing = ear-arms, bo&\ REE one Close bin =
and legs covered N @’ A @ 6\ . R
CC A S S
Exposure Longer term systemic exposure Y 0.13 % of RPN C(@’ 7.16% °
(including PPE (mg/kg bw/day) % (‘Z&\a é® Q @&g @ Q§ @% @&
options 7, KN N N e
above) Acute systemic exposure N o N5624 goof RVARS %, §
(mg/kg bw/day) Q@ K\ %@5 §& %g é\a § N Q
@ @' 5 f@ f@

Table CP 7.2.1.1-6 Operator outd% @s f0 glca hlocoﬁazole +
Spiroxami e & c 4 160+ 0 g/Eyto ¢ rgils ( g PT ha) @ P‘E — tractor-
mounted%b\g Om g\prayer@)hc&mn

N ) 7
Operator Model o\@ © @ @ng, |(077$ng and @ﬁcation @M $§ @
Z()J(Ft)eor;tljz: l.;rs; tk;e\;'lr}wdzysﬁggmc expd’@r(g % i) @@ 0.3{9‘/ @ % of@Q/NAS o\\@ 107.44%
L & 9
TR . e —Sr®
Acute sy: ic exp@]re ° N 1752 of RV,
(mg/kg@ day@\ & K § &\ @ @ %
a e P
Mixing and Glo\§e3§ Ye Clgﬁmng V\@( wear, ms, bo@ RP@Hood and visor Soluble bags = No
Loading @ %@ * (f@ %d Iegsred @J @ @
° R
Applicat@moves Yes @U @ @ Cloth|n§ Won@&e r- atgx body@ RPE = Hood and visor Closed cabin =No
an s coygre °
S O & Ky
Exposure Longer ter@syste ic expos «@ .0030 % of RVNAS 1.48%
(including PPE (mg/kg g@/day)é @ @,j\’ Q\% @ @
options @ Q> ¢ © Q o @
above)  neddp systen@expos@ S N N @)503 % of RVAAS
ke ouisen Q O %Q &?
@ 5 Q@ @ é\, -
o N\
N
A S & Q
i I SN S
A (g @\ R Q
@ > & Q
&
& E -
N @
%o Q
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Table CP 7.1.1.2-7: Input parameters for the EFSA model for the metabolite prothioconazole desthio

when applied to cereals (field), tier I assessment for operators, bystanders, resid

and worker exposure

o

2@0

. N
o4
Substance name Prothioconazole desthio (PTZ desthio){§ &@ ©®
Product name PTZ + SPX EC 460 (160+300 g/L§] o °\
S 9 &
Reference value non acutely toxic active substance 0.01|{mg/kg b VN
(RVNAS) VC@ @ é” N @Q
- g & &
Reference value acutely toxic active substance & O m W/dQ @ Q)
(RVAAS) @ ©& &© @© @
: S
20’ @ Q o 2 @}
Crop type | 3 N Cer@s| 6\ LS §
ST T e &N
Substance properties v @ @ @ é % & °
Formulation type %% @golub% conc r\ﬁas e%lsnﬁaﬁ @j @
@ \ @n e éﬁ R §
Miniumum volume water for application wds(s)x ~ gf(\\ ?&9 (}\9100@ N S
Maximum application rateofactlvesug ce Qy N o T @ %%Dkg a.s %@
50% Dissipation Time DTs o 1 O o) O O N
Initial Dislodgeable Foliar Resi@ o\& o @ &@ - @j@ N3 @szﬁ"“aquga's'
R % § < & . 2] cAapplied
0 B
e O & TS &
NS R SIS RS
Dermal absorption of groduct & S q AN  25:00% @
Dermal absorption n-use d@tlon@ ) N KXo Q 47.08%
Oral absorption ctivesibstange g§ Y @)-)@ & 10@@go0%
Inhalation abs@ptio active s%starq{ Q & N Y %@b.oo%
Vapour pre@re of a@ﬁve sub@ance © Q‘&O Io@blatil@@bsta havipg a vapour
@ Y @ N @ préssureqf <5*10-3Pa
= S R @
& & @ &%
SC&SI‘IO @ @ @“ N @ RS ° S
Indoor or Outdoo@llcat&n o\© @‘&, % Outdoor
Application m % @ o @ Downward spraying
A SMN SN ,
ppllcatlon@wpme© S . < Q @ g Vehicle-mounted
Buffer strif O Q \\ Q\ @\\ S 2-3|m
Numbez%fappllcatlons § @%ﬁ R © D 2
between muL%g@appll@lons @ (\;&\ 14|days
%\son (upward s@ng orzé%a rds o@) @ N not relevant
N . {8 S
> @ N
S NSRS
R
@ < Q & ©@
& &S
& S
cL T
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Table CP 7.2.1.1-8 Operator outdoor spray AOEM results for field application of Prothioconazole +
Spiroxamine EC 460 (160+300 g/L) to cereals (0.2 kg PTZ desthio/ha) without PPE —
tractor-mounted boom sprayer application S

°

g
Operator Model Mixing, loading and application AOEM @ @® @
Y
Potential Longer term systemic exposure 0.2149 % of RVNAS @ 2148.77‘;: N &
exposure (mg/kg bw/day) @ @
S Q ¢
i ) % of RYARS S e
(et o) 1 @ "o N
Q o N s
Mixing and Gloves = No Clothing = Work wea& arms, body RRE)= None A Sol@hfe bags=No
Loading and legs covere% Q& &© @ é® @
Q" S &
Application  Gloves = No Clothing = OU ear-arms, bo&@j\ REE %&one \Uclose bin =
and legs covered N A @ 6 . R
N S S < A
Exposure Longer term systemic exposure Y 0.13 % of RPN C(@’ 343.24% °
(including PPE (mg/kg bw/day) % (‘Z&\a é@ Q @&g @ & @ @&
options 7, KN N N e
above) Acute systemic exposure N o N5624 goof RVARS %, §
(mg/kg bw/day) Q@ K\ %@S O\& %@ @”\9 § @ @
@ < @' S & @
% @ N
Table CP 7.2.1.1-9 Operator outd @s f0 glca hlocoﬁazole +
Spiroxamine & c 4 160+ 0 g/Eyto ¢ rgils ( g PT des /ha ‘K. ith PPE —
tractor-maou tqu\ boom @aye&appllcatlon .
N D N\ &
Operator Model o\@ © @ @ing, |g77%ng and @ﬁcation XQE @ @
Potential Longer term systemic expd’@r(g O @ 0.3{9‘/ % of@Q/NAS o D 2148.77%
exposure (mg/kg bw/da @ih\a @ § §9 @ \
Sy & @
Acute sysfedhic expélre N > 2, N Q 1752 g %of RV%
(mg/kg@ dav)b\ & t NS &
S v N
Mixing and Glowg Ye%@ y\:\ Clc}ﬁmng V\@( wear@;ms bo@ RP@Hood and visor Soluble bags = Yes
Loading @ (f@ %d Iegsred
: “ @ ©
N N U _ N o=
Appllcat@Gloves Yes\@ @ y\g@ gl:{;%égs c::%@&ear @ b§i© RPE =Hood and visor Closed cabin =Yes
0 & D
Exposure Longer ter)systemic expos C(@ @.OOlG@ % of RVNAS 15.64%
(including PPE (mg/kg g@/day Q% @ @,j\’ N RS @ @
options g QS ¢ O @ O @
above) Ae@ syste n@expos@ A N &)364 % of RVAAS

§g/kg bw/day) &
& 7

g
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Table CP 7.1.1.1-10 Input parameters for the EFSA model for the active substance spiroxamine when

applied to cereals (field), tier I assessment for operators, bystanders, residents a

worker exposure

o

I@o

. N
S g
S @
Substance name Spiroxamine (SPX) & ©®
Product name PTZ + SPX EC 460 (160+300 g/|¥} o °\
NN N
Reference value non acutely toxic active substance & .015|mg/kg b, 7ﬁay N @
(RVNAS) VC@ m@ @3& Q\ t0\9@ o
Reference value acutely toxic active substance & @ 0.061 mg@@w/d@Q @ O
(RVAAS) @ @)& . I o @© @
20 @ Q o 2 @}
Crop type | (s N Cer@;s| 6\ LS §
SN N
Substance properties Y @ @ @ é % & °
Formulation type %% @golub% conc r\§es u|5|f|a§ @j @
Miniumum volume water for application mds(s)x [\% gf:\\ ‘2&9 (}}\9100@ @ S}
Maximum application rate of active SLQ ance @9 N v T ﬁ\? O.3;§g>)<g a.s w\?®
50% Dissipation Time DTs o o O o O oo da@@ N
Initial Dislodgeable Foliar Resid%@ O\& Y @ &@ - Q N @szﬁnage/kga_s.
Ry (5& § < &@ R @ @applied
SO N @
o & © @Q § & S § @ v
N % e & R @
Dermal absorption of&oduct @ & d 6 o © Cﬁ& o 0-87% @
Dermal absorption -use d%tlon@ $ o Q 22.08%
Oral absorption ctlve@bstan e «:§ @ @»\@ & 61Q0%
Inhalation abs@pptioactive s%kbstan;(i & S Y g{\@%.OO%
Vapour pre@are of a@ﬁve sub&@ance © Q‘&@ Io%%latilé@bsta havipg a vapour
@ Y @ N @ pr ssure@<5*10—3Pa
S Y Y =
D
Scéano @ @ ISR Q N . O
Indoor or Outdoo‘@llcat&n é’ o\© R N Outdoor
Application m % @ @7&9 @ @ Downward spraying
Appllcatlon@wpme®Q @9@ . < \ O ol Vehicle-mounted
Buffer strifQ) < Q \\ Q\ @\\ e 2-3m
Numbe%fappllcatlons § '%: @)V Y 2
e@between muLQg@ appll‘@lons @ @ ;R\\ 14|days
&?SOH (upward s ?QNE 0“%%5"0‘5 0@’) @ o not relevant
oS Q Q
N & N
2 A <& qQ
R
@ < Q & ©@
& &S
& S
cL T
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Table CP 7.2.1.1-11 Operator outdoor spray AOEM results for field application of Prothioconazole @ S
Spiroxamine EC 460 (160+300 g/L) to cereals (0.375 kg SPX/ha) without PPE @ 43

tractor-mounted boom sprayer application @@ @ S
S
Operator Model Mixing, loading and application AOEM @ @ °\
K 2
Potential Longer term systemic exposure 0.0277 % of RVN@gSj) 0§M3% N 9 N
exposure (mg/kg bw/day) & %, \\ @
e
Acute systemic exposure 0.1552 % VAAS 254.
(mg/kg bw/day) @ é\g Q § )
@ o & Q
Mixing and Gloves = No Clothing = Wo »ar-arms body RPE z@f@)ne Q @olubl@bags:N@
Loading and legs cov @@j\ N @ 6\ % @
° S i
Application  Gloves = No Clothin V/ork w@r arméigody <RPE = N X Closed cakin = No
andl&g@ove% @Q Q@ é@j @ é @ I o
& @
Exposure Longer term systemic exposure Y 0.0180 @ %, 0T BVNAS @ 119.98% §
(including PPE (mg/kg bw/day) @ 0\\ @\ & & Q\ éﬁ R @
opbtioni § & S %%\\ U@?O\?g (‘Z}? f\@ @
above Acute systemic exposure s OJE% % AS 65.99"/@
(mg/kg bw/day) @ v o ®\ @ @Q N3 LS
9 9 r\@ @\ < o L >

0

@D K - N S
N %
Table CP 7.2.1.1-12 Operatorzoutdoor spr@E results for ﬁ%@apph ti %%f Proth@conazole +

Splrox%ﬂne 30@g/L) to {Qereals a) W@h PPE — tractor-
mou bogm spra@r ap@anm& @ V\g @
AN O

N S O . o
Operator Model MixiggsToadin, ﬁdapphc@n AOE
Potential Longer ter ysteml&gxposure N §®277 of RVN 184.63%
exposure (mg/kg bﬁ@iay) & v \ @ @A@
ol » @
Acu stem Xposur 0.165%2 % of RVAAS 254.37%
(mg%ﬁm/é? % N9 SIS o

K 2 N Y 4 ¢

Mixing an loves =Yes @Iothmg Work r- artﬁ§6, ody \RPE:Hood and visor Soluble bags = No
Loading&% @ § an%g@ cove@@a RSCR Q

S

1P
Application  Gloves =Y. Y Q ° I\t/hlng rk we arms, bm RPE =Hood and visor Closed cabin = No
@ @ @d Ieg&ié&fred @
Q > NSEIRN,
Exposure Lon term s &mlc e@ ure o J \@ N QO 0.0&fo % of RVNAS 8.27%
(including PPE (mg#kg bw/d @ NS
options @ @ Q @@ @©
above) @A‘%ute systemic sure NV @ y R 0.0194 % of RVAAS 31.83%
(mg/kg bw/da“ﬁz%) Q &@ ©\
S @§ @ %
Co%lusion @ @\ @Q )
The algorith used%o* esti te \@gator e*posures are embedded in the model and use data from the
75" percen @
AN
Accordi @0 th@%FSA@lod@lculations it can be concluded that the risk for operators exposed to the
activexngre othio&dnazole (its metabolite, prothioconazole-desthio) and spiroxamine in

Prothitocona@ple + 1r0§%ne EC 460 (160+300 g/L) is acceptable following application to field (low)
créﬁs PP@I the form of=visor, hood and gloves are worn during mixing/loading and application.

Operaxposure studies conducted to estimate exposure to the active ingredients, prothioconazole (its
metabolite, prothioconazole desthio) and spiroxamine (when prothioconazole equivalents are used)
when normal work wear and use of a closed cabin are considered confirms acceptable exposure to the
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active ingredient prothioconazole and its metabolite prothioconazole-desthio with long term exposure
between <11% of the AOEL and short and long-term exposure to spiroxamine of 9.8% and 2.419 of
the AOEL and AAOEL, respectively.

Therefore is can be concluded that the risk for operators exposed to théyactive ing O@uts in
Prothioconazole + Spiroxamine EC 460 (160+300 g/L) is acceptable followin @phcatlont teld %%)
crops. Due to the classification of the formulation (Skin Corr0s1on/lrr1t%§jon Cat. %H y
Damage/Irritation, Cat. 2, H319; PPE in the form of gloves and hoo Q% protect ey&3 and@ in j&2
recommended during mixing/loading and application(“Drift technéiogy is re tg}d &\ addrés:

S8 %ﬁ & @

resident/bystander exposure. Q 5
& N & Q\} § &0
CP 7.2.1.2 Measurement of operator esure Q @) &@

Collectively, estimated operator exposure t rothiocon le a@ w )éi %ﬁeta@
prothioconazole-desthio, and spiroxamine cag_be es@ﬁated@sm %@ata th @nxmg} oadig and
application specific exposure studies. The restlts of tHese @dles co@ered@ repgesent l%her tier
data for the given application scenario t the SA @odel Phese data have beed us@f el
exposure to prothioconazole, prothio &azo&%lesth@ and@splro§%nne @ollowng app 1c @ of
Prothioconazole + Spiroxamine EC46( Z) ~

Q &
Taking this approach, it can be co%@e @at opg%tor seggpos r@ @100 70 §fotb@onazole-
xa

desthio and spiroxamine in the fQrmulation othioggnazo w e{e &’ below the
respective AOEL and AAOEL @mgne@ 0 ca@ly actkﬁ @

Thus, Prothioconazole + Spﬂ&a ne EC 0 ( 0+3 &;%L) %@be u@d m@ manng? consistent with
label recommendations wiggout p&ntlal@ls perat s. Due to ﬂ@cla icatipfPof the formulation
(Skin Corrosion/IrritatiofiyCat, 2, H31 5 @n rritatfon, Cat.2, H319; PRENN the form of gloves

and hood to protect eyes anf>skin reco@men duging ing/ admg a% application. As the
exposure studies wgle con cte ith @actm@@qul@@d with cabf@s (wﬁach is now the standard
practice), this sho be @nsﬂe\ @ Q o & @

"\ S @

Table CP 7.2. @ﬁ @’alct@“tmn @) {%@’r emggsure pr@cona\;\(ﬂe (0.20 kg PTZ/ha) for field
application to real&nth RP an% closed cabin %acto@mour@d b% sprayer

Amountmndled/day ;féatedg&q (ha/day) x usé{ate fke PTZ@@) 50%0.20 = 10 kg PTZ/day
pec@ “Amount of ae@ve Ry De@lal Estimated route specific
Route of exposure% ex osure %, ndledh a@}rptlon exposure
@ (mg/kg PI@ ‘tkg PTZjday) © (%) (mg/person/day)
Dermal 92 1 & oo,y o | =012
Inhalation @ O~ o@p0s53]|¥] 100 , © [@ = 10.0053
Conversion of route specifiééxposure estimytes t@stem@exposure
Dermal =) x4, 47 = [0.0564
Inhalation 7 08053] x 0@“ D 100 = [0.0053
S S KON Total | = |0.0617
N R R o Total (mg/kg bw/day) | = |0.00103
@° N @ A %AOEL (0.2 mg/kg bw/day) | = 0.52
Dermal = ac@»bodyé%ﬁg@nd osur@cj
Inhalation xm@l%adl apg&lgcatlor@

Table @Q@ 2. 1 ula@f operator exposure to prothioconazole-desthio (0.20 kg PTZ/ha) for field
@%bca«a\p to cereals with PPE and closed cabin — tractor-mounted boom sprayer

% @
A@)ungdled/day = t@ed area (ha/day) x use rate (kg PTZ-desthio/ha) =50 x 0.20 = 10 kg PTZ-
desthig,
I Specific Amount of active Dermal Estimated route specific
Route of exposure .
exposure handled absorption exposure
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Q)
N

(mg/kg PTZ- (kg PTZ (%)
desthio) desthio/day) (mg/person/day) o
Dermal actual 0.013] x [10 =[0.13 &
Inhalation [m/a] 0.00034| x |10 = 10,0034 ﬁ&
Conversion of route specific exposure estimates to systemic exposure $ [ A
Dermal actual 0.13] x 47 =q9.0611 NS
Inhalation [m/a] 0.0034] x 100 0.0034 m@ @ 7
Tota%.= [0.0645 2 A
Tot@ngkg bw/da®)'| = [0.00108° N @
%AO0EL (0.01 mg/kg bw@%/) =108 S D
N o = & @
Table CP 7.2.1.2-3: Calculation of operator expos@ splroxamm(QO 378 Rg SPX¥ha) fér field &
application to cereals with PP d closed c@gn tr@tor -mount oom @ﬁray
@
Amount handled/day = treated area (ha/day) x uﬁ%rate (%PX{@@F SQ\% 3758 18. 7§kg SP%ay
Specific Amount of a@ @ De@lal @ @tlmat@rou @ :
Route of exposure | exposure <hahdléd, rptm@% exposu @
(mg/kg SPX)| ke SPX)day) @ & (%) .~ @g/pe;son/d
Dermal 0.017] xP875Y & [ A = [fH9
Inhalation 0.00096 X" 18.78°  °. ro 2 NI = @018 @ 9
Conversion of route specific exposure estigmates t@ystem@expo;i@% © (@& °
Dermal o xt.,” & K| @22 o= 0;@)2 &
Inhalation 0:018] x & - VIS 1@ e =]0018 ©
SO o @ Towl [Z70.088
\@ SEP Total (mg/kg bw/day) 1&°[0.00147
S OEL@.015amg/kg bw/day) = |98
& > s %AAOEL(0.06% mgkgbw/diy) | = 12.41
Dermal = actual bod§® actual hand C;DQ\ OS@Q N N) @ ©
Inhalation = mixi adl@&f— application, N . Q @) & @
& @ o O & > & ©
MeasureI%ent of @)era‘%r e@osu%to :Q w@azol@and\&othwconazole desthio
The studgyeviews pre &’ted @updated frofy the @Vlo ata presented by the RMS-DE -DE
in the’RAR Vol 3. 156 (2Q! and Whe@%%tlll\@levan&to\ﬁthesg positions have been included in the
discussions below§§hls §§ct10n@ \© @ N <
S S &
Data Point: @ O 72.82/01 © S ‘&
Report Autho?’ e & @
Report Y.eay: 20023 92 Y
Reportditle: \V? Dé@mmaﬂon of@bpos to JAU 6476 and JAU 6476-desthio (SXX 0665)
N gurmg %{mg/}@%dmgﬁ application of JAU 6476 in cereals
Report No: CMR-036102 QO
Document No: _ 9 Mp@@6o4ﬁaﬂ1 1
Guideline(s) Qf%we% % fance ‘@cument for the conduct of studies of occupational exposure to
study: @ \ stlcld dl%@ agricultural application, Series on Testing and Assessment No.

Q

Deviati §§§ fron@urrent@
test 1ne

N
AN

Prexious evaliiatio %s evaluated and accepted
gg 5 @@7 @RAR (2010)
GLP/ ially Yes, conducted under GLP/Officially recognised testing facilities
recoghised testing
facilities:

Acceptability/Reliability:

Yes
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Executive summary

An operator exposure study was carried out to measure the exposure of operators to prothlocogble
and to its degradation product prothioconazole-desthio when applying Prothioconazole 250
cereals, with the study designed as a mixer/loader/application exposure assessigent. The ap ti ns
were performed during the actual season on a field in Monheim, Germany. A t§fal of eight mignitorg

at three different spray timings involving three different male operators were performegd, Wit ach
monitoring about 20 ha were treated with tractor drawn/mounted ground gﬁ%m sprayer. Paringahe fi
two spray timings an equipment for larger field sizes was ied (28 m boém, 2500 L w&t}r t olu E%j
whereas during the third spray timing equipment des1g%d for sma IQQ field 51zes vas @en (o m
boom, 800 L water tank volume). The tractors used \@@ge all equlppe@wnh a cab )

Dermal exposure was measured by passive do%@w techmque@ben@fh ugital wc& cloth@g (sl&%
and trousers) the operators wore cotton underwedall clothin s use@as samplingclothi @Ex pestire
of the head was measured by a cap, exposurquf the b@nd@ash@% tergei%) an&at the
third spray timing in addition with isopropafvl. r@ecnéﬁglow%wo@urm 1x1§g/loa%1g were
rinsed at the end of the monitoring with ac%omtrl@ﬂ Q IS @7 @&

S
Inhalation exposure was determined @JSC oﬁa pe nal @san@]ﬁng pggp c@nect%l to a M-

sampler with glass fibre filter, locate theﬂgreathgg zopof the\gpera@ﬂ @
§ 1ng$%e cap and

The spraying event lasted between 5 ho@ and'3.5 hofﬁs Ogcom

the gloves were sampled and alshi hagd waglp was rfo @op 6] tinueth to wear the

other dosimeter clothes for s ful@%r hours'to gi @1 of ut 7 @ urs @ne i@eptlon ca.5.2

hours) to provide some i rn@%tlon D the prop?@ on ef on\@sm% of prothioconazole to
e cord

prothioconazole-desthio d@ing ime a full'work day @ @ %@
Samples were extracted, }01 LC— S uU ermi 10 The redults o@e measurements are
reported as determ1 (z e g a

sample) a e\. spe acific ®orm ihized) éxposures, i.e., as mg of
exposure/kg of a.s @dle@ The @er @

Normalised to t@ @ of %%Ve substa%e han d, th&)tal tentl’@dermal exposure was in the
range of 0. 40%@g/k‘§é upsfo 5. 2@&{/&5@ S.; mhalat@ Wa mmor 1mportance i.e. <0.001 mg/kg
a.s.

1t)h r t to pr(ii\)ljl th %ual ?rm e@;p e d%glng mixing/loading and application
amountegy. Sbomeo
amou maximun{Z). 024@g/kg a.s. (@udln@coné&lon &@ field recovery), inhalation exposure
during m1x1ng/load@ andg}ph@ﬁon a@un%@% 0.08Q78 mgikg a.s.

Conversion of prét 10@@201& @ocoﬁ&zole esthi «ﬁs seen on garments, protective gloves and
hands to Varlo@ perc to dbout r@&lmu@ 60%°f1 the total applied prothioconazole.

1tate§§fhe usbof t}@data f enerl purposes.

to maxi 0.010 m incl rrectf&n for field recovery), inhalation exposure during
mixing/foading and @p cat10 amounts t& OO@Hg/kg a.s.

Ma«té}\'ials and methods @ @\ @

A. Materials @"° AN Q@ S

&
1. Test M@al: \% othidsonazgle EC 250
< Ko © (alterpativesigme: JAU 6476 250 EC)

The actual §1ermal expos@ t(§hl zol %est during mixing/loading and application amounts

Lo@tch Y9 06350259
Piiuty @ @ 0 g/L (prothioconazole)
@AS 1\@. g @ 178928-70-6 (prothioconazole)
2. @ondltlons
Operatlon time: 28 - 50 mins (loading) [0.5 — 0.8 h]

87 — 150 mins (application) [1.5 — 2.5 h]
115 - 200 mins (total) [1.9 — 3.3 h]
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Overall monitoring >5->7h
period: o
Area treated 20 ha . @
Amount of a.s. 3.96 - 4.06 kg @ v
applied: @b o o
No. of tasks: 2 - 6 (loading) (o8 N L&
2 - 6 (application) § @©\ &
3. Equipment used: Tractor (with cabin) trailed boor@rayer apphcg%n y;\ N QS
28 m boom, 2500 L water tank §olume @ < Q\ v\g@
Tractor (with cabin) mounted boom sprayer @pplication. v\g@ QQ N N
15 m boom, 800 L water taffk volume Q& R &© @© @
4.Environmental QQ% N @@) N \© %) @&
conditions: & @6@’ %\ %@’ @6 o\y\’ §
Temperature: Measured but not r@orte{a@ @Y}’ @j& b@’ 3 & % R
Humidity: Measured but n@Nepgrt@ ) Q Q S @j @§
Wind s : i% > 6 % S
peed: Measured butn trep@ed @} < & o éﬁ s §
B. Study Design: Q &N & N C} @ s 9
1.1n life dates: 5 May@f00 to 5@9 Se te>nb 00 (@rrm 1 dat@) N "\9
. . ©
2.Animal assignment @/loadﬁj@pph n st @d en to & -;,\o €0 prothroconazole
and treatment: inhe formaylatig Prothrg&naz to c%rleal cropg. In @mon
é%pos e to pr con&zole trysproporﬁg,on ofﬁ versign to % ioconazole-
@estm@nd %esul exposture to prothro%&)\laz@est as determined.
A t al of 8 a ee d&rent sp y timings 1§Vmg three different
% Qp rat(@@ were@omt nts yere fan& with the practice of
N xmg@édm'ﬂd applicati %01“ pla pro%%tlon products. All applications
@ é were rforﬁ@i durmg t ctu%@ﬂeas% (Ma@une 2000) in Monheim,
G " Gethany. NI
Q S Vith e %& phu@aon &t 20sha wer§§eated%smg spray equipment that was
@ @J@ propr1 an%%repref@rtatlv ract@®drawriZmounted ground boom sprayer).
© %urlr@ the t tw ray tifdings equr@ent for larger field sizes was used
S @ 500 L watgxtank @v reas during the third spray timing
&@ a@qulpm nt f small 1eld $iges waS<hosen (15 m boom, 800 L water tank

@\; %lur@ The @ctor sed were all e@pped with a cabin.
Th, ayrg\g?}asted@tweer@ 5 hiand 3.5 h.

) N
C. Methods: K v S S
@ & éy S . O

1.Field reco¢ery: “Fecov sa&%&es tcbassess the stability of prothioconazole and

% ©pro con -de W@ie performed on all sampling media exposed
¢  apRrdpriatély on %@h spraying occasion.
f

2.Body*and head Q\ De agr_xposug tl”f@ dy was determined via whole body underwear (long
e\ﬁwsure: oy @Jee@ve@f -shgy/ §hns) as well as by analysing a cotton shirt and a pair of
n/p

@ trm@rs (co ster) as outer garments. Exposure to the head was
@° determing@using cap. The results of the outer garments and the cap together
S N #th t sults oftthe underwear correspond to potential dermal exposure of the
@ N ody Where results of the underwear plus the cap are regarded as actual
N éﬁ ©© dermigl body €xposure when wearing one layer of clothing only.

3.Hap0s : D@ermined via glove rinsing and hand washing. The results of the glove rinsing
R QN @ &ether with the hand washing correspond to potential hand exposure whereas
§ @ 703 to\fhe results of the hand washing are regarded as actual hand exposure. According
Q é@ to usual agricultural practice protective gloves were always worn during
@ mixing/loading whereas during application gloves only would be worn if the
operator had to handle contaminated surfaces, e.g. correcting a machine

malfunction.
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4.Inhalation exposure: Determined by IOM-samplers equipped with glass fibre filters which were fixed
to the garments at the breathing zone of the operator and connected to
individually powered air pump.

o

5.Termination of At the end of the spraying procedure the cap and the gloves were sampléd.and @§
application: also a hand wash was performed. The operators continigd to wear tl@ her,
dosimeter clothes further on to give a total of about 7 ne exceptiofy ca.
h) to provide some information on the pr on of cm@@rsm
prothioconazole to prothioconazole-desthio durin t& time of alme@ a ful&rk 2]
day Y @
6. Extraction and Samples were extracted, follo by LC-MS/ determlnatl@ T sults @ @
analysis: the measurements are reported as determingdNi.c., pg/samp#) and3s sp

(normalised) exposure Val ) [.e., as m «‘Q exposure/k a.s/ ‘Qndle@ he @Q}
latter facilitates the use (55 data for genstic p@fose

AN & &
R ©
Results @ Q} \ @ 6\ w\?@ @@

< % %
A. Limit of quantification: é @@ @3\’@ @% b@’% @Q h .

The limit of quantitation (LOQ) was 5@5 ug @bth &na%iasa le forQouter @arm@ 1®ug

prothioconazole/sample for inner garmquts ZO&ug pz(hloc& zole{ 0 Qtrﬂ@love&

(400 pg/pair), 0.01 pg prothioconazgte /m, %hand@ T (C«%qesp@ﬁmg& v $othloconazole
on hands) and 0.1 pg prothioconazel¢ for ghass fibre filtérs. %

The corresponding LOQ for pr IOCO&@OIC-@IHOS 2/sa1mp<?>e fo@teﬁ@menm 2 ug/sample
for inner garments, 0.004 pg/ arfd%was%vater ((@Tespgndm@Z péon handy) aJ@Q 1 g for glass
fibre filters. v (& @& @ S @@

o
For samples which Showeg@res%‘lm <LO@ the gkposure, values.for prothio (?%zo@'nd prothioconazole-
desthio were then calq@ated @ figures C(@espoﬁfng t\(@alf of the L(%%

B. Measured amoyats of pl@i;th@ a@é: § S o &

Out of a total of @s m{@s el Et samplés o\ e out«&:lot@g @fou have measurable amounts

of prothioco thi onaz destligp w %ua%ﬁed fourt%vf these samples and in one
additional sample. YovQ) converswn%lth réﬁ)ect@ totalGproth{&conazole-equivalents’ was very
variable, rafiging from 3% to ne&l@@/ 50%: @othlo@naz@e and@othloconazole desthio were found
on glox@nd in some @f the ¥iand solutions, The coftespoading percentages of prothioconazole-
desthio to total “pro%gcongz qulval fs” ¢ the %ﬁge"ﬁgom 1 % to 60 %.

Spray tank sampl@whl% wer q&%ysed@aowe&lat othioconazole-desthio amounted from 0.1
% up to about 193 of t@a 1occf@zole\?ﬁé\\’1uw@ents @j@ammum with a mean of 0.22 %.

Prothioconasg .Q e- eq@ale& ca b%%calc Rl teigégsum@gng up the exposure figures for prothioconazole
and prothi %onazole dest ate as praghiocor@zole by taking into account the molar ratio (344.3
/ 312.2 .103). The@esul ﬁgt@és expressedSas normalised dermal exposure values in mg/kg
prothloc nazole han@d ar 11sted\g1 Ta P 7@1 2.1/01-1 to Table CP 7.2.1.2.1/01-3.

Talﬂg CP 7.2.1. 2/01%7 Pr, 1co ole E@SO @er/loadmg/apphcatlon exposure study: normalized
~.s derma xgo re t@prothigconazole (in mg/kg prothioconazole)

Operator &%)ut < HRad Glove rinsings Hand
/€© clothin armel%”s @(cap) M/L A Total washing
Al ] g9 D 04838 [V 0.0063 0.422 - 0.422 0.0006
Bl &2 | @025 ~| @037 0.0062 1.23 - 1.23 0.0006
Cl =, [870.032) [.9.0037 0.0062 0.878 - 0.878 0.0006
B2y @ 0095 o 70.0037 0.0062 0.407 - 0.407 0.0006
& &7 oldis 0.0037 0.0062 3.55 - 3.55 0.0006
A3 O 0.102 0.0037 0.0062 2.66 - 2.66 0.0018
C3 0.039 0.0037 0.0062 5.27 - 5.27 0.0020
B3 0.025 0.0037 0.0062 3.42 - 3.42 0.0012
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Table CP 7.2.1.2/01-2: Prothiconazole EC 250 mixer/loading/application exposure study: normalized

dermal exposure to prothioconazole-desthio (in mg/kg prothioconazole)

Operator Outer Under- Head Glove rinsings Ha@ @b
clothing garments (cap) M/L A Total washing (o

Al 0.019 0.0008 0.0025 0.003 - £9.003 3 .

Bl 0.010 0.0007 0.0025 0.008 - o> 0.008 £0.0007)

Cl 0.010 0.0007 0.0025 0.007 - ©0.007 I 0.0002

B2 0.010 0.0007 0.0025 0.021 - 2 0021, © 0.0902 [P

2 0.010 0.0007 0.0025 0.45% - & 0.050 00002

A3 0.018 0.0007 0.0025 012 &7 0109  [590.00057 &@

C3 0.013 0.0007 0.0025 <0.185 o 0085 A 0.0805 JO

B3 0.012 0.0007 0.0025  [©0.151 Q - @151 00018 c

Only prothioconazole was found in two filter

llowing nmalatlol@%xposgc @ssm&ﬁ I @@th
samples, the amount of prothioconazole was gt the lgyel of@ L@Q(O K@/sa e) f%&thls y&rlx
with corresponding normalized exposure v@lues @pres&d as@/kgothl naz&le ha%led are
presented in Table CP 7.2.1.2/01-3 % @ Q @j @
Table CP 7.2.1.2/01-3: Prothiconazole EG@%O nmger/logqng/ @catlm%x % e st n&mahz@
inhalation exposur prgghoco le a& pro& con io (1@1g/kg©
prothioconazole) © f@
prothip&nazole@’ \ \ ]f@thm@ézol@’esthmy
Operator M/L 9 o SOl o6 wi -\
Al 035 O 085 o |9 Q35 V § & 0.35
Bl 043 =, .35, 20359 Y 0.35
Cl 035.. & 03 ‘O 08> | 9 035
B2 0.43.° 9 08 L ey B35 Y e 0.35
C2 035 &) | @35 7 O %033 q 0.35
A3 D17 O N 5, 0118 O 01A> & 0.17
C3 &0.1% S S Y N @ 017 0.17
B3 w@ WD S VAR VN 0.17
C. Deﬁcienci@ @6 ® é gg@j g@%& S § ~
(N . & O L@
None. & o %@ D Y g >
D
'S & & o § o
I
Assessment and&nclusmn lqzy%ppﬁ%ant @7% & >
Assessment: @T his s@ S (tg%?cepgble a@mee@e requirements in 284/2013.
Conclumo%ﬁh%spe@o prd] 1oco§zole a}ie ac 2l dermal exposure during mixing/loading and
applica amounts to rnau 050 /kg% (including correction for field recovery),
inhala exposure@mg I@xmg/loadln nd@phcatlon amounts to 0.00078 mg/kg a.s.

C%&eersmn of pr&thloc@olg & progh S cm@le -desthio was seen on garments, protective gloves
and hands to Varlous p@enta@gs up@to bm@naxlmum 60%.

The actual d@rma
amounts t m 0

during @mng/l@adm

ﬁothloanazole desthio during mixing/loading and application
m /kg a, @ncludmg correction for field recovery), inhalation exposure
catlon amounts to 0.0007 mg/kg a.s.

(\
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Data Point: KCP 7.2.1.2/02
Report Author: _- @°
Report Year: 2007 @y
Report Title: Determination of exposure during mixing/loading and application of Proli@n o3
cereals @ A
Report No: MR-156/05 » NS
Document No: M-285798-01-1 QS &
Guideline(s) followed in | OECD guidance document for the conduct of studie\«?@f occupatie @expo@@re t
study: pesticides during agricultural ap, ﬁ@mon Serles n Testing and%sess&%t N(@
9,1997 K
Deviations from current | None & Ro Q\y §
test guideline: @ (Q% 2 @) @
Previous evaluation: yes, evaluated and acce@\v) @@ Q @ % @}
RAR (2010) > - o S
GLP/Officially Yes, conducted undéigGLP/mall?%cogé‘sed testing fa@ﬁes ~ R
recognised testing % é\’ Q b@ (o & % o
facilities: @ @ Q D Q f(@’ )
Acceptability/Reliability: | Yes KT > DD O @
E . @ ~ @ o S © t’\?\
xecutive summary Q N ) S-S <
S @ @ @
An operator exposure study was céried to rﬁeasure osur@f 0 tor pro«tz@%conazole
and to its degradation product §;th@on ? whign a@@ym Q@roli to ‘Cereals. The
applications were performed ' mg the actud! sea g&lds 0 ounﬁlg Lidmburg, Biidingen and

Darmstadt (Germany). The mas 5\%1 ted ed rom 1 ha to?7 h @th f applications involving
five different operators. Tegctor mp nte 00 @pray applications W@fe ;§ thi @as split between a
15 m boom and 1000 Iswatex tank vélum thre@@pera callused for small field
applications) and two Qperato@%sm@ 18/30m b@m 1@ 30 1§ 400 L water nk volume (typically

used for large field 1cat1@s) J@ll cages, tr ulpped @ith caﬁlns However, depending
on the weather andthe e@apmen m& erators le bagjand@r fron@vmdow open as well as the

roof opening. @ \ & § %
n

Dermal expo@re o{@j eb @ was@eter&med 1@}9 wh@ degyear (long sleeved T-shirt, long
johns) as V\@l as by analysing a éptton.ghirt apdha paiftef trousers £ ton/polyester) as outer garments.

Exposu the head W@ﬁdet&@i d@g a § The res&@ of ﬁt}@@ogter garments and the cap together
with tHewesults of ;h@imdel%ar are regarded a@otenﬁal d%@al exposure of the body whereas the
results of the unde@ar plus the@p are @garct@as al dernal exposure when wearing one layer of
clothing only. T per ors W notx@ce%@wear cap tfthis was not in accordance to their normal

working cloth%g and V10® On@era&r ma@ @is option.

Hand exposﬁ@ was@ete@edw% gl rin an@and washing. The results of the glove rinsing
together the hand washin e re d z@pot 1 hand exposure whereas the results of the hand
washingare regarded, a@dctu%@nand e 1ng to usual agricultural practice protective gloves
were_always worn “@frmg ixin adl wh e ] durmg application gloves were only worn if the

opeisg?\c’)r had to hattdle anspated @rfac§e .g. un-/folding the boom manually or correcting a
machine malfm@aon like blo&l@d or@pst nogzle

Inhalation %ﬁ e%sas ﬁ§ by use of a personal air sampling pump connected to an IOM-
sampler W& er, lacated i@the breathing zone of the operator.

The spng 1 ed etwee @ hours and 9 hours. On completion of spraying the cap and the gloves
were Sampledand a hand wash was performed. At the end of the last application, the operators
re@ed othc@’doso ter clothes to provide information on the proportion of conversion of
pro ic@@zole to prothioconazole-desthio during the time of almost a full work day.

Samples were extracted, followed by LC-MS/MS determination. The results of the measurements are
reported as determined (i.e., pg a.s./sample) and as specific (normalized) exposures, i.e., as mg of
exposure/kg of a.s. handled. The latter facilitates the use of the data for generic purposes.
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Normalised to the amount of active substance handled, the total potential dermal exposure was in the
range of 0.047 mg/kg a.s. up to 0.999 mg/kg a.s.; inhalation was of minor importance.

s
With respect to prothioconazole, the actual dermal exposure during mixing/loading and applicati@@itl@@
respect to prothioconazole, the actual dermal exposure (under garments, headghand washi uring
mixing/loading and application amounts to maximum 1.0118 mg/kg a.s. (inc@ng correctién for
recovery), inhalation exposure during mixing/loading and application amounts to 0.0001 @g/k@s

Conversion of prothioconazole to prothioconazole desth1@as seen on é ents, prote&tlve &@es a@
hands to various percentages up to about maximum 60‘%@ @ @ @ @

X
The actual dermal exposure to prothioconazole-desthig during mlxn(@demg and@pph unts ©
to maximum 0.0041 mg/kg a.s. (including correcti H for field r@ve%)& 1nh§1@10n exposu@ durn@

.. . ., s
mixing/loading and application amounts to 0.00 .Q?U g/kg a.s@.} \@ K @@
Materials and methods & RS v\,\ %, @b N R
. Q @ N N W&
A. Materials % @Q Q@ & @& % %
1. Test Material: Prothloconazo&%c 250 N\ > 2\ § @j @
(alternative @me Protine® @0 ECy & W;\ éﬁ w, ©§
Lot/Batch No.: PF90102@ PE&%OIS@%PF@%%? 9@218@ § .
Purity: 248-2 Q g/L (Brothiotonazole)” ®\ [ @Q RS
CAS No.: 178928%70- %rothzgﬁbnaz@ ©) &© ©© @Q S
. @ @ @ Q S A
2. Study conditions: AN AN @° ¢ QO
. . w\: : : A Y N %
Operation time: 13 — 8 Rmins dlnggﬂ 2-— @ h] Q o\ &
2 mdgs (ap [4 0 é&l h] % @to\a
2@ 483gpins ( 4§ﬁ T o S
Monitoring time &7 659 h %y § %\ S) é& &\
Area treated @ ¢ 189 480 N @
@ @ N BN Q@ 9 SN @
Amountofz@ 4.0 13.6 kg N N S @ X
applied: @ S @ S § %
S Q «7 N O
No. of tasks: @ ~7(loading)> ., © & O
G S
3. Eq@lent used: @Q @or (Wath cabln) dra@oo@ray@pphcaﬁon
N 5 m boom, 1 T W’agert kvolu
§ K30 m§dom; -4000 L@tert Vo ume
9 @ Trdctor (V@f cabfﬁ)amo d bogm sprayer application.
@ O bobih, 106OL wa@ tank @lume
Q € ©© 5 m&\)m @GO L @%er ta@volume
4.Envdi@ental 2 @ @ . ‘”\g
conditions: S N ©\
Q % AN &
Temperature: Q 30 (ac 5 t@ltes)
}umldlty © 3 4% @cross i@st sites)
Wind spe& % § m
B. Study D@gn% .
1.In l%ﬁ’ates @ lﬁay 2000 to 16 June 2005 (experimental dates)
2. Animal as e@ ixer/loader/application study was undertaken to exposure to prothioconazole
tre@ent 03 @ 1n the formulation, Prothioconazole EC 250 to cereal crops. In addition, exposure
Q Q& to prothioconazole the proportion of conversion to prothioconazole-desthio and
@ the resulting exposure to prothioconazole-desthio was determined.

A total of 5 applications at five different spray timings involving five different
& operators were monitored. All participants were familiar with the practice of
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mixing/loading and application of plant protection products. All applications

were performed during the actual season (May/June 2000) in, Germany. o

With each application about 19-67 ha were treated using spray equipment &
was appropriate and representative (tractor drawn/mounted ground thoom @y
sprayer). Tractor mounted boom spray applications were @d, this was s@ntl@

a 15 m boom and 1000 L water tank volume used by e operators (@;ypica

used for small field applications) and two operators using a 18/30 om th
3000/4000 L water tank volume (typically used foi%@rge field ap@catlo "In_©
all cases, tractors were equlp@ with cabin %Iowever d %ﬂdlng\@n th
weather and the equipment soi@ operators lhe back andfor fm@ 1ndo@ &@
open as well as the roof op @

The overall monitoring pe é lasted betw; 6 h and 9 h. @ Q @© @

C. Methods: . @) Q © @

1.Field recovery: Field recovery samples §Qasses he s*ﬁablhty@’)f p@hlogoﬁ&zole Snd

prothioconazole-d ed@%’n @g media ¢ posed

appropriately on eac Sptfaylng b &nsion 0’ @
2.Body and head Dermal expos k% ody te@med V1a \ Q}; body@nder@j (lo@g

exposure: sleeved T- shlgt ongyo ns) Well y asal cottofshirt and a p
trousers (eQ¢on/ Neste% as outer g nts %Expos to e’ head was

determin sm& cap. The resilis of thp out@a an cap-together
i the uhderweat“corraypond t@mte der expestire of the

with t@esults
body whereassthe re@@lts 0 @ <%@]s t @ap ar&regarded as actual

de lb9d§expos % one dayer of ctothingypnly. ¢
3.Hand exposure: Re rmined via Wove r1nsmg and hand w4k ingZhe r %))ults of fhe glove rinsing
togethepwith han@vashm@torresp%nd @otem iaPhandgxposure whereas
\@the restlts ofcie @as ng are @garded@s act@& posure. According
ual ricul prallice pEy e gloves wer@éays worn during
é\ﬂ @ng/&%ﬂg where phc&n gloyes ofﬂy would be worn if the
opera S ad% andl@ontat@ed rfaces O
4.Inhalation e"pﬁe é Dete samgl%@ eq;ged with gla%@bre filters which were fixed

<O to %e g ents r%athm one thev\gg erator and connected to an
S D> i
I IS mdivi ed aﬁxpump@
5.Termination of @ At th&%nd of the S f@q edurethe %d the gloves were sampled and

applicat 2 alsea“han %ash perfo ed.@n confpdetion of spraying the cap and the
Q\ <) ] w@ sampled and&¥so a Rad wash-was performed. At the end of the last
AN @ applic tion, th@o“pert 5 removed ° tge other dosimeter clothes to provide
@ &mfor@%ﬁon pro%&tlon conversion of prothioconazole to
N % corm%o e- o durig th@me of almost a full work day.
6. Extraction n? Q Te e%gacted $llowethby LC-MS/MS determination. The results of
analysis: © ©© uren& areg reporte s determined (i.e., pg/sample) and as specific
1sed pos é’@vaﬂ%z e., as mg of exposure/kg of a.s/ handled. The
@ @&\ﬁas t e ofégg data for generic purposes.
Results @ @
% @ @ o
A. Kimit of quantﬁ‘i’cat@ @\ Q @

The limit of @gntitation Q \Qv. S@g prothioconazole/sample for outer garments, 10 ug
prothiocona /sag e fornner éarme@ 00 pg prothioconazole for one nitrile glove

(400 ug/ pdir), 0 @9 ug E@thlo azol@mL hand wash water (corresponding to 5 pug prothioconazole
on hang Q and ug rothl@hazole for glass fibre filters.

The rres dlng@Q tAF’prothloconazole desthio was 20 pg/sample for outer garments, 2 pg/sample
fo@ ner éﬁent g/mL hand wash water (corresponding to 2 pg on hands) and 0.1 pg for glass

fibre f@s.

For samples which showed results <LOQ the exposure values for prothioconazole and prothioconazole-
desthio were then calculated from figures corresponding to half of the LOQ.
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B. Measured amounts of prothioconazole:

On 12 samples of the outer clothing measurable amounts of prothioconazole were found; in eighp'of &

these samples and in one additional sample also prothioconazole-desthio could be quantified ; of za;@@

total of 24 samples). The % of conversion with respect to total ‘prothioconazol@quivalents’ WS Very
variable, ranging from 5% to nearly 56%. Also on gloves and in some of hand wash_ solutg
prothioconazole and prothioconazole-desthio were found. The corresponding pereentages of

prothioconazole-desthio to total “prothioconazole equivalents” cover the?@%ge from 3‘&@ 60 %o \25@

@
&

Prothioconazole-equivalents can be calculated by surnm%@up the exp@re figures f@p cona@?e
and prothioconazole-desthio, calculated as prothioconazole by takin 0 account ‘d@mol t10
/ 312.2 = 1.103). The resulting figures expressed @y°normalisedidermal expo@ e vafdes @@ng/l%
prothioconazole handled are listed in Table CP 7. “\ .1/02-1 to Table @y 7. 2@2 1/02<3.
Qo? N
Table CP 7.2.1.2/02-1: Prothioconazole EC 250 mix ad1@pphg\m e@}ﬁos@ studi.\’normp ized
dermal exposure to prothl(@onazd@ (in gg/kg [&@thmg@azol% < %

Operator Outer Under- Qﬁgado Q G Glove rinsings® © @%am@
clothing garments g\&(cap{\\ ML O] A . P Tetal was

0.111 0.0011 J@0.00048 | 20.686> |_ <0.00k.[ H686 & 0@\593

0.040 0.0038 OF 030063 0.6 2702282 | £0.9199 [ .0.0019

0.285 0.0043% 09071 | 0999 o &7 0999 [%,0.0014

0.010 0.00IF [©0.0019 | 9.0478)] 0946-O 09693 0.0008

0.031 08628 . > 0.0047 [0 028 | © - Y| 9285% | 0.0014
~ S w ©

Table CP 7.2.1.2.1/02-2: P@thicoézole@ 25@11xer/@§dlng/appl@on Qfl?osur@study normalized
dernral éxposure to geothi azolg desthie(in nig/kg pr 10gg§azole)

Operator Outer, @Br- ¢ He Q" Glove rinsings O Hand

clothi@ garments, | {cap) Q ML P A ~ Total washing

esllwi{@]lveair

A 0.054 0.008%  [<00.0007Y | 0045 @)| <0.001 0.045 0.0088
B 6918 . D" 0.0008 0.0825 b Y0.0682 | 59.025c7|  0.087 0.0011
C AP020 [ 0.0009 & | 04829 0073 I - 0.073 0.0003
D © 0.008 [ 9.0002Y %Q,ooos@?ﬂ £004 & 0499 0.013 0.0003
E el 0.008 0.0005 ogg% @016 &- 0.016 0.0006

Only ioconazole@fg;és nd 1@\;&10 filters ow% 1nh@ﬁt10n exposure assessment. In both
samples, the amount\o prOﬂﬂlOCQ@ZOIC@S atthe l%gl of tite. LOQ (0.1 pg/sample) for this matrix,
with correspondlnorm%hz @Xposgre V@ES e esgi as ug/kg prothioconazole handled are
presented in Tab@@ Cp @ 1. 2§ &

o @
Table CP T:3I. 2/02@ &ﬁlco zﬁole %‘ 25 ﬁmxe@admglappllcatlon exposure study: normalized
a 0

% inhal ﬁosu thioéénazole and prothioconazole-desthio (in pg/kg
& prothioconazole) @ & %
S D prﬁhi onazole 2 S) Prothioconazole-desthio
Opékator MIS . O 9O & M/L A
A 0.0 ¢ 003 0.03 0.03
B @ 009 N 19 ﬁb 09 0.09 0.09
C A 2010 & .06 0.10 0.06
D Q 0.03% o~ 0.03 0.03 0.03
E 0% ESECARS 0.07 0.07 0.07

C. Deﬁcnenc@ % §
N@ S

Asse@zéent and conclusion by applicant:

Assessment: This study is deemed acceptable and meets the requirements in 284/2013.
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Conclusion: With respect to prothioconazole, the actual dermal exposure (under garments, head,
hand washing) during mixing/loading and application amounts to maximum 1.0118 mg/kg

(including correction for field recovery), inhalation exposure during mixing/loading and application | &
amounts to 0.00018 mg/kg a.s. S @

@
Conversion of prothioconazole to prothioconazole-desthio was seen on gar@ts protective glo@
and hands to various percentages up to about maximum 60%. @ \ o

The actual dermal exposure to prothioconazole-desthig during mugﬁg%loadmg atd appk%tlo g
amounts to maximum 0.0041 mg/kg a.s. (includingy®orrection & field reco ) @halatl@
exposure during mixing/loading and application am(&mts to 0.000 g/kg a.s.

o) & % Q f(\

N Q) .

Qo? N NG I o @

CARI I I A
@\?

Data Point: KCP 7.2.1.2/03 @ NS

Report Author -ﬂ@;& A A %

Report Year: 2007 7, - (($ Y

Report Title: Determinatiog of ex&%ure d@mg magmg/l@mg ahq appll@ion of, §
prothloconé%e in‘eereals #ind candla W\? & ﬁQ O

Report No: MR-244/09 ~ o> - ‘o @ S & 9

Document No: M-286@§-01 1 B NSNS

Guideline(s) followed in OEC@ guldg@ doo@ent fc@\ifhe C@Ex)@u smdl®of 0 @)atl al exposure to

study: pesfieides @rlng@rlculm@ applcation,ggries %1 Test1n§and essment No.
9:%997¢, &

Deviations from current @lone © @ @ & @ @ y\f@

test guideline: 9 ,§ S {Q° o
Previous evaluation: sy, Q@Q/alua@d and@cept@ RN o D
< | RAR @oto S Sl

A N
o Xy Q AN
GLP/Officially @y Yes c@uc@@nder G\ﬁP/@%iall%@éconged tes@'}lg facilities
recognised testi \@ &\ \\ - <
facilities: . ©° O N @ S &

Acceptability/Reliability: [.Yes ~N \f@ RN @
Executwe\@%mmary g}y %@ SIS, Q@ Q@ \@’
An opéator exposurc‘étudo %s carried @uf to. {ehsure the ezgl;)@c))sure of operators to prothloconazole
and to its degradati rodzuct pr@’lo ffazolesdesthidwhen %plymg Input® to cereals and Proline® to
canola. The ap wer rforthed du@@é the actualeason on fields surrounding Weimar/Gera
and Swisttal/ ellers@ @m .~ Th \areas@ anged from 23 ha to 180 ha, with seven
applicationsxnvolvifig sey Stent o rato Tracter mounted boom spray applications were used,
this was S%lt between a @/21@ oom. £ 1 L water tank volume used by three operators
(typical ed for smat) fiel phc@ons d fouroperators using a 24/36 m boom, with 2600/4000
L water tank Volun@t ypi ally used for farge t@ applications). In all cases, tractors were equipped
with tabins. HoweSer, de m ®n th eatb@&\and the equipment some operators left the back and/or
front'window open as weil as tl@ roo@opem&

Dermal expoghire 0 b Wa %gtermgcd via whole body underwear (long sleeved T-shirt, long
g
ete

johns) as w a cotto and a pair of trousers (cotton/polyester) as outer garments.

Exposur o the IQad W @ned using a cap. The results of the outer garments and the cap together
with th’@esul Gt th und ar are regarded as potential dermal exposure of the body whereas the
resul@%f th @der@ r plm the cap are regarded as actual dermal exposure when wearing one layer of
cl g only. The@per@s were not forced to wear a cap if this was not in accordance to their normal
WO thes and behaviour. One operator made use of this option.

Hand exposure was determined via glove rinsing and hand washing. The results of the glove rinsing
together with the hand washing are regarded as potential hand exposure whereas the results of the hand
washing are regarded as actual hand exposure. According to usual agricultural practice protective gloves
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were always worn during/mixing loading whereas during application gloves were only worn in the case
the operator had to handle contaminated surfaces, e.g. un-/folding the boom manually or correctigg a @
machine malfunction like blocked or lost nozzles. é

Inhalation exposure was determined by use of a personal air sampling pumpgonnected to @IO&
sampler with glass fibre filter, located in the breathing zone of the operator. @JQ

The spraying lasted between 5 hours and 9 hours. On completion of spraying the cap @ thc@ove
were sampled and also a hand wash was performed. At the end of the *k% applicatioq, the. o%%rat
removed the other dosimeter clothes to provide inf tion on thg, roportlon@f c rs101@ f @
prothioconazole to prothioconazole-desthio during the time of almo@full work d@ N é

Samples were extracted, followed by LC-MS/MS .\\@ rmination. @he resylts 0{@6 gasurer@?nts a%

reported as determined (i.e., pg a.s./sample) a@ specific (norma@@z’%d) eXPOSUIEY, i.eq. as m@&%f
exposure/kg of a.s. handled. The latter facilitates the use of t @ata for gene@c pugpposes. ‘?\, <

Normalised to the amount of active substancéﬁ-and@d t tal tent mﬁ§ exp&sure \%s in the
range of 0.040 mg/kg a.s. up to 0.836 mg/@)a S.; alat@n wa mmo @rtance@ @7

With respect to prothioconazole, the é\\t,ual d%i;mal pos @(un am@ﬁs d @nd §mg)
during mixing/loading and applicati moﬂ:@}s to mam%m g a gl ng c8vrection
for field recovery), inhalation ex&(@lre ing. @ in, @nd@)hc nts @g 0.00043
mg/kg a.s. @ \

@
Conversion of prothioconazo protﬁrocona%le d@hl%@as 5@@ on ga@men@proté&tlve gloves and
hands to various percentagesiy to about @1m1{n 72%. \ 2

The actual dermal exposuf@to pr(@noc@zol ad estI{o during mixi load@}g and@pphcatlon amounts
to maximum 0.0041 mgﬁ(g @(mc%dmg C)§ eﬁl fordjeld gcoverﬁ% 1nh§ion exposure during

/loadi d t ts to 0.000
mixing/loading an a@hca am@@ s to gzlggas é& &\
Materials and m&@’%ds ©& @ § N @ @ & @
A. Materials_ @ & N Q} Q> N s§
N

9
v
1. Test Mate@al @ %@othlocgnazof&EC 259 @ ©  Protldoconazole EC 460
alte@tlve x%me I@hne* EC@ @%mative name: Proline® 250 EC)

L@teh No.: E% &S5 Fo0131479
Purity: /kﬁ(prot onamig % N 160.8 g/L (prothioconazole)
CAS No.: @ 178 -70- &Qproth@bnaz @
2. Study condltlﬁs @@ S @\% Q @§
Operat1’ time:O é@ nsijoadlﬂ [0.9%2.4 h]
3 77 (appli€¢atio .9-6.3h]

@mgtlme & 2§2L515 WBins (( l)[4\§§84h]

Aredtreated & (23 - 80ha (withione al@of 180 ha)
Amount of a.s. *”\a @ 6 - 3@3 kg@@ @
applied:
Apphcatl({@olu € - 3/ha Q
No. of@ \ - 14%&03(111@
Q4 7§ (appf@tlon)
@ Q)

m boom, 840 L water tank volume
§ @@@ @Qr N 15 mboom, 1000 L water tank volume
Q N 21 m boom, 1500 L water tank volume

3. Equipment g@tor (with cabin) mounted boom sprayer application:
S @

©® Tractor (with cabin) self propelled boom sprayer application:
24 m boom, 2600 L water tank volume
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4.Environmental
conditions:

Temperature:
Humidity:
Wind speed:

B. Study Design:

1.In life dates:

2.Animal assignment
and treatment:

S
v
&
@
& A
©©@

C. Metho@%
1. leﬁi@covery

@@f

2.Body and hea® =) D
exposure: @, @Q
Q O

<
& e

3. ﬁ%nd exposure

§o 8

v
& & &
@ @
4.Inkalatio pos@;
N o &
NS
5.Ter ation of
application

24 m boom, 4000 L water tank volume
36 m boom, 4000 L water tank volume

Tractor (with cabin) drawn boom sprayer application:

24 m boom, 4000 L water tank volume @
& S
@ S8
Q D
Measured but not reported %% o\© . § %@
Measured but not reported N v \\ N @
Measured but not reported ©Q @ S é\a é
@ S & VO &

S) R @ & &

5 May 2006 to 16 Jun&Zp06 (experinmdgtal dat@)

Mlxer/loader/appllo;%on stugly’ Was@sldertaken to&@osu pro@%con&ﬁe
in the formulation, @othlo@lazo C 2 crop addition, e%osure

to prothloconaz% the pﬁ@%orﬂc@of co rs1on a§1ocon 0 r'e\

the resulting exposure'to prot%con@le de ined.
A total of @apph&a\ons @ seve& dlffe®1 spr%; tlml@s Iéﬁvmg

©

different pe tors w ed. part ants A¢ére fgiliar wi the

practice& ixjng/loadin and%appl a lant@ote prodacts. All

apphc@ons ere performe durm§1 /Jur& 006) in,
- g o el 2

W@ﬁ eaclﬁ\appl ion abo@f’ 23- ES,O ha \@& tr%ed usm@spraé&mmment that
] aggroprla@ and@gepres%atlve é%tracto?l\ rawrmounted ground boom

Sprayén). W tra S Y mounted boom sp a ap t@@lons& re used, this was

splitwith a 15/21 mHoom 84 4500 L water vol (typically used for

iﬁl ﬁel@pphc@ons) Wed by t ee o@wator@imd foyr operators using a 24/36
with @p00/4 er tan olu@ (typigl%Iy used for large field
pph ons @n all case&? equlp with cabins. However,
de e%dmg on the v%ather ag the 1pm sorrf@perators left the back and/or
@)ht w1@ow op@ as e ast roof @mg
e spraying 1a asted be@/een nd Th. @

5

% @9 @ @’
d rec gampl@ to a@%ss te’ stability of prothioconazole and

Q\) &ﬁarothwgpnazo@Qesthm wege perf @ﬁed on all sampling media exposed
app.

iatelyon ea@pray ﬁlon

al e@ure B¢ the termined via whole body underwear (long

Ved @s g Jo@ ) as @ 1 as by analysing a cotton shirt and a pair of

ous C@/ er) @ outer garments. Exposure to the head was

d ned . Th@yresults of the outer garments and the cap together

Wi he ré@in e ul;lcféwwear correspond to potential dermal exposure of the

b hereas Q res of the underwear plus the cap are regarded as actual
rmaC@Ody L@Vhen wearing one layer of clothing only.

@Eﬂned glogg'rinsing and hand washing. The results of the glove rinsing

h the hand washing correspond to potential hand exposure whereas

res&f of the'lfand washing are regarded as actual hand exposure. According

o usual agrfémltural practice protective gloves were always worn during

mixiye/loadiiig whereas during application gloves only would be worn if the

@ator had to handle contaminated surfaces.

ermined by IOM-samplers equipped with glass fibre filters which were fixed
o the garments at the breathing zone of the operator and connected to an
individually powered air pump.
At the end of the spraying procedure the cap and the gloves were sampled and
also a hand wash was performed. On completion of spraying the cap and the
gloves were sampled and also a hand wash was performed. At the end of the last
application, the operators removed the other dosimeter clothes to provide
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information on the proportion of conversion of prothioconazole to
prothioconazole-desthio during the time of almost a full work day. o
Samples were extracted, followed by LC-MS/MS determination. The resul@
the measurements are reported as determined (i.e., pg/sample) and as sgegi
(normalised) exposure values, i.e., as mg of exposure/l%of a.s/ hand@f

latter facilitates the use of the data for generic purposec(s@j

, 10 pg (u

6. Extraction and
analysis:

Results

A. Limit of quantification:
The limit of quantitation (LOQ) per sample was 50 ug %ter garme
jowed res

< LOQ fafprot

respectively. Exposure values for samples which %

pg (hand wash water) for prothioconazole and 20 , 2 pg and @ g for pro%lg;oco

ioconazgple
prothioconazole-desthio were calculated using ﬁ@e & @}

B. Measured amounts of prothioconazole: %

On 18 samples of the outer clothing measurable mnoof
- (ou to

samples also prothioconazole-desthio coqgi&b
of conversion with respect to total ‘protlfipconazo

77%. In three samples of the und
prothioconazole-desthio. The corre
Also on gloves and in some of th@ha

QQ). armg}ts
g‘]@ndl%

peree
was

were found. The correspondl@ pergentagesgyof

0
equivalents’ cover the range wi@n 2%t0 7@

%olu%&ﬁ

t1ﬁ

%Wal

gnazolgg
agesQf°co V@’Slo @am
pro l@ocon

AN

corresp&dmg t

S
%

@

@%alf 0@16: L
& 6
1oc®azole@er
%of 28 @mples

ry xar 1abl@

und

vconazole-desthio

@des‘th@o §a1 égrothioconazole
@@

pro

e
y\fang g fror§g1
ur Samples

of %% to 52%.

N

%

Prothioconazole- equlvale can %\calc&ed summ@g up the ex@@sureﬁgures%r prothioconazole

and prothioconazole-desthio, c culated@s prothiocogazole @“takméﬂnto@ou e molar ratio (344.3
/ 312.2 = 1.103). The%resulté @es ex@esse@as '§f al ex re values in mg/kg
prothioconazole handled are ste@Tab@ CP 7 1.2 § 1 to Table €F 7.2 ék,, /03-3.
Table CP 7.2.1. 7@& 1: @othl%)%azole%c 250 mlw/loa@/ap atlo‘i@xposure study: normalized
de\@lal e;;:posure(%e prothioco Zole (ip. mg/k othlo%onazole)
Operator Q Ou nder- %Heag 9| & love®insings Hand
& clothing gargp@ts (ca@ @M/L@“ avA Total washing
A D 0.035 ¢,] 60063 A9 0.0054 £ 0.68F [\ 0.041 0.728 0.0031
B 0.025% [, ®ho12 00020, & 0606 - [Y - 0.606 0.0012
C 045> [¢.0.006% | ©@.0008.° | %0.095 - 0.095 0.0004
D 0912 0.0813 0.0029 | "0.04dy - 0.040 0.0004
E 0148 Q1 09027 . 00045 £ 0243 0.293 0.536 0.0017
F 00.04° | €0.0024 7| (000359 _0.834 0.002 0.836 0.0011
H 0225 §70. QQ?N Q. 00;% 9.220 - 0.220 0.0003
Table (@ 7.2.1 2/03-025?’r0th@)nazole 50 er/loadlng/appllcatlon exposure study: normalized
ﬁ@‘malaégpos to p 10c&g ole desthio (in mg/kg prothioconazole)
Operator Outér Q OUnﬁdf)gr- Glove rinsings Hand
elothing garntents g (ceg\p M/L A Total washing
A < 0.036 > | @0001 | 036022 0.072 0.020 0.092 0.0007
B A 0.0060  [£0.00027 | @0.0008 0.014 - 0.014 0.0011
C ] w7 @ 06803 [V 0.0003 0.003 - 0.003 0.0006
D O | @005 ] @oo3 0.0008 0.006 - 0.006 0.0002
E o 1870.053) [.9.0010 0.0018 0.05 0.053 0.068 0.0013
F . @ 0400 °{ 70.0007 0.0014 0.041 0.004 0.045 0.0004
K &2 0.007 0.0002 0.0007 0.013 - 0.013 0.0004

Only

79
rdthioconazole was found in two filters following inhalation exposure assessment. In both

samples, the amount of prothioconazole was at the level of the LOQ (0.1 pg/sample) for this matrix,
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with corresponding normalized exposure values expressed as pg/kg prothioconazole handled are
presented in Table CP 7.2.1.2/03-3 o

o

Table CP 7.2.1.2/03-3: Prothiconazole EC 250 mixer/loading/application exposure study: no%@alized@ﬁ

inhalation exposure to prothioconazole and prothiocon

le-desthio @n~ p
Nl

prothioconazole) S

prothioconazole Prothiqconazole-desthie A
Operator M/L A M/L ) OA ©
A 0.15 0.15 (9 0.15 & 0.15y &
B 0.05 0.25 0.05y° o 0 -
C 0.02 0.02 & J©) Q02
D 0.06 0.06 @ 206 Y 006¢,” @
E 0.13 0.30,.Q7° 0132 O o 013 o
F 0.10 020Y > 040~ gy VRS
H 0.05 (@5 \g@ 005 Z}’ §V "9.05
C. Deficiencies: % Q%%” © Q@ ©§ @ @&o
N LS N R TR
one. @} X \\ @} & & o Q . S

o %, QS
S &S 5o &,
Assessment and conclusion by bpli :ﬁj &) > o ©© @@ @Q \%
o @® NS

Q
Assessment: This study is d@@ned"a%&:’ep@le and@%eets«\t,he reem@%nts in 2@1/20@%

Conclusion: With respegt to p@ioc@zole@‘he acftal der%al e@osurg@(%nd@@garments, head,

hand washing) during-«mixin /loadin@and§plic&jon a@bunts% mﬁagxf\?mu .0148 mg/kg a.s.
(including conectlorggﬂor fie CONETY), 1I@alat1xp7(< e d%gmg g&xmg{l\ ing and application
o/kg®s. @ N S &

. . § N S .
Conversion of 1oc®azo}§ pr@ﬂ;uoc@&azol@-@sthl as s OI@ments, protective gloves
e S @)
and hands to ous%ercentégges up to ab@,t maximium 72%. L)
2
The actual @mwﬁxp&%@e to %rothf&on@az@e-de@%o d@ying_fixing/loading and application
amounts € maximur%0.00%@n%i@ a.s.@wlud@’g C@ectio@for field recovery), inhalation

expo%@during mix@ﬁg loaditrg andxapplication un%tgg@) O.(@%O mg/kg a.s.
A

amounts to 0.0004

» O & L0 O & D
Overall concl n of operator e@\)su&@tudi@ examing prothioconazole and
i -dest @ - N
prothioconazole d 0y S ©© >

Ol R
In total, thrde op@rat @exp&gﬁe @dies@}awe ¢heen undertaken with these conducted as
u

mixer/loadey/application S di he dié9 wendertaken by professional operators in Europe,
reflectiv&of real work @tuati@s. Tractor n@ntgﬁr boom spray application to cereal crops was used,

with the work cond@t\ed @weegooo @&200(& ese studies evaluated the exposure of operators to
prothioconazole and itss, degrédatio iQproduct  prothioconazole-desthio  when — applying
Prothioaconazolg EC 25 for@%ﬂatm@G ogcasions) or EC 460 formulation (1 occasion, conducted in
conjunction with EC %50 a 'cat@;@.

‘@an \d fr

Treated ar& 0 h@(con‘@@ted in 2000, prior to approval for prothioconazole, therefore
treated ar@as resgricted) €hrough-to typically ca 80 ha (on a single occasion an area of 180 ha was treated,
with q{y esenareas_freated¥ollowing national approval). In total, 20 replicates, performed by 15
operggrs WL mo&ﬁor&% all cases, tractor cabins were installed (as it standard practice).

& 9

Table 96%.1.2-4: Collective overview of study parameters from all three operator studies

Assing
operator ID

Area
treated
(ha)

Equipment utilized

No. of tasks
(load/application)

Reference
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Al 20 2/2 CP 7.2.1.2/01
M-040604-_ .
Bl 20 Tractor-drawn boom, 28 m, 2500 L 22 S
Cl 20 2/2 01-1
spray tank o N
B2 20 22 S >
2 20 22 & @° &
S AN
é; ;8 Tractor-mounted boom, 15 m, 800 L 6/t <
B3 20 spray tank
A 67 Tractor-drawn boom, 30 m, 40%@@
spray tank
B 19 Tractor-mounted boom, 15 m (manual
folding), 1000 L spray tan.
C 33 Tractor-mounted boor%@ﬁn, 1100 L @
spray tank %, Q&
D 49 Tractor-drawn booﬁ:L,QIS m, 3900 L@ Y w33 @w S S
spray ta @ ¢ 8 SN .
E 25 Tractor-mount oom @? m 1801 X 6/@ Q @7 @&
spray tank %% T S S (3% © N
A 23 Tractor- mo@ed bogm, 15 @(mgm‘ﬁ@l W\>/9 S %’ 7.282/03
folding), y tarﬁ\& @ oy $) {@ QHM-286545-
B 64 Self-pr@g\dled Trmboom, 400bL 1 7 44y )0l P
spraytadk o g © & | O @ @ [N
C 180 Sel@ropened’ 36 n@oon@%oo L ° @ @/14@©
§£ﬁ| y tank> @ & Q
D 60 elle m b@m 4L S| N 68
. @@Spray (gg & 2
E 30 @or- unted § j@@n (m@al 6/6 @
~ ing)g\ 00 L spray G .
F 35 Tract boo@l 00 SERFTS
&
S Qb spray k L @
H é@ ©\ Tr&etor-%untedﬂ@om &&m 406\@L g r\g\ 4/4
& | gpray tagl” O %

O
The normabged exp@ﬁsure ﬁgures@ﬁrom stuc@s are l’@ted %blq?P 7.2.1.2/01-2 for the exposure to
prothlo zole and @9 01 @for@}s@é exposure to prothioconazole-desthio.
Normafisdtion was %@form@ w1th rega@%to tife amdtint 0& ctive substance (= prothioconazole)
handled. N x, S

>
To distinguish te resyfts)wh all ple ﬁﬁalys§ resu@ in a figure “<LOQ” from those where at
least one of th@sampies sh

d a, rﬁéasur@e res@li, the®ormalized figures which include at least one
measurable tsidue

e p@d inbold a@ are @dov&@ in grey.
The LO@r sample w3

s 50 (out@%—:’ga nts), ”BO ug (undergarments) and 5 pg (hand wash water)
for prot conazole@d 20 pg, &and?&t fm@othloconazole desthio, respectively.

\
Tab% CP 7.2.1.2- 5 C§ ct1v®\0verv%'v d@ study parameters from all three operator studies:

@° proihloc J’é}zole @nal @posure

Assigned § = 1{@ Noﬁnalis@dermal exposure (mg/kg a.s.) Reference
0perat0r£ ﬁr Q er- O | Cap (head) Gloves Hand

hing@ ments (M/L+A) rinsing
Al \ ND.069 00.0038 0.0063 0.422 0.0006 CP 7.2.1.2/01
Bl& @l 0.02% " .. 0.0037 0.0062 1.23 0.0006 M-040604-
&y 9 ]0.032 < [ 0.0037 0.0062 0.878 0.0006 01-1
B2 O 0.025 0.0037 0.0062 0.407 0.0006
2 VY 0.115 0.0037 0.0062 3.55 0.0018
A3 0.102 0.007 0.0062 2.66 0.0012
C3 0.039 0.0037 0.0062 5.27 0.0020
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B3 0.025 0.0037 0.0062 3.42 0.0012
A 0.111 0.0011 0.0018 0.686 0.0093 CP 7.2.1.2/02
B 0.040 0.0038 0.0063 0.919 0.0019 M-28579§ @b
C 0.2852 0.0043 0.0071 0.999 0.0014 01-1 ® o4
D 0.010 0.0011 0.0019 0.093 0@8 @ @
E 0.031 0.0028 0.0047 0.285 9014 RS
A 0.035 0.0063 0.0054 0.728 0.0031 ER7.242/03 |
B 0.025 0.0012 0.0020 0.606 =)0.0012 . @-208@ N
C 0.156 0.0007 0.0008 D 0.095 % 0.0004 01-0 > @Q
D 0.012 0.0013 0.0021 0.040 &7 0000457 | O 7 | &
E 0.148 0.007 0.0045 < 0.536Q 0.0017, QQ ©© S
F 0.042 0.0021 0.0035 @ 0.836" 0.0t @
H 0.225 0.0017 0.00L7)° 0220 7 0@03 Ql ¢ o
Y
The results show that on outer clothing the exposurefo pr oco@ol pr OCO&}&ZOIC&IHO
covers arange of a factor of 28 (0.010 - 0. 285®1g/§§@$ 1 (0 n@g ags.), respectively.
As the lower end figures are also derived “%m ni urg@emdu@the sp ead @ﬂects@e di @‘ nc@m

exposure.

&

N

For the undergarments representing & e skﬁ%%f th&%od ﬁle E&%e 0
amounts to a factor of 9 (0.0007 —©.00

mg/
prothioconazole-desthio this rang moun?[%

fac

to a factor of 5 when including @1 resug? (0.

Table CP 7.2.1.2-6: Collective

Qerwe\@ of sQldy

é@as)& ain, ‘@erived fro

0f3 W&@nl dingenly

1g/kg@

p@;amet‘&‘s %{gﬁ? all@hre

xp @ th10@nazole
eas d regidues. For

sur;i&\remdues or

% operator studies:

%8 ;)

prothl@nazo@dest@} der : ex&osure({(\% w @ S

Assigned fg@g)rm&gsed d@lal ﬁ@osur@ng/kg a.s.) v (©) Reference

operator ID | Outer$> oUnd Cap@ead)& Gloves & @and

clot}@g o | garmients &> M/L+A) rinsing

Al 0.019 O | 080 09,0025, \9 9 0.003. 22 0.0003 CP 7.2.1.2/01

Bl A910 2 030007 0025, i §ﬁ 0.0002 M-040604-

Cl W.0108 D0.0009 « 0.0y O @ 0.0002 01-1

B2 2.1 0.010Y 0.0097 00025 oy 0021, 0.0002

C2 o 20010 A [ 8007 &0 [09025. |9 0.02¢/ 0.0002

A3 AS 0.018 @ 69,0007 0.0026) LT 012 0.0002

C3 0.01%y .5 0.0087 700035 o 0:185 0.0005

B3 0.08%" 00007 ' | 0@p25 0.151 0.0018

A 0934 S [ 89003 3> [D0007 K 0.045 0.0088 CP 7.2.1.2/02

B 29.018 © 9.00089  0.0025 @ 0.087 0.0011 M-285798-

C 0.029° < O0.0009 A 00039 & 0.073 0.0006 01-1

D 0.005 7 | 08002 09008 © 0.013 0.0003

E £ 10008, 9 |©0006 "9 &.0019 0.016 0.0006

A 0.0362) 0.008 &J70.0032 0.092 0.0007 CP 7.2.1.2/03

B 0006 <0002 o | 0:a808 0.014 0.0011 M-286545-

C 0.017 ‘O | 050003 00003 0.003 0.0006 01-1

D 6005 BD.000”  0.0008 0.006 0.0002

E 0.053>) 0.0000 . |0.0018 0.068 0.0013

F R o.m o> | 00004 <O | 0.0014 0.045 0.0004

H @ O 49002 0.0007 0.013 0.0004
Itis ent @Qack ledgﬁlat 17 out of 20 replicates had measurable residues of prothioconazole on
their®uter, thm@wt $€ remaining three operators showing measurable residues of prothioconazole
on their 4t Giidergarments. For prothioconazole-desthio in 15 out of 20 replicates, measurable residues

were faiind on the outer clothing but only three operators showed measurable residues on their
undergarments. Only one of the operators had measured residues of both prothioconazole and
prothioconazole-desthio concurrently on his undergarments.
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Exposure of the head (determined using a cap) was determined for 15 out of 20 replicates. In all cases
for prothioconazole as well as for prothioconazole-desthio, the results were “< LOQ”. Henc@ois S
acceptable that these results can also be extrapolated to the other five replicates to calcudate A
hypothetical head exposure. The highest figure for head exposure (“theoretical exposure’ as%nve(@’
from “< LOQ”) results from an operator that has worn a cap during the stu@(CP 7.2.1. i@ Zé%

v

The results of the protective gloves show higher exposure figures for the@t study as c@mar&o thé?
second and the third. The reason for this is mainly due tdthe fact that Iisgost of the fa@ rs n\stud@

285798-01-1], operator C).

and study 03 (who had the possibility) rinsed the gloves%der water bgfore taklng hig is’in &
accordance with good occupational hygiene practice and therefore, i@ armer whg é\ as &hav&

like this was let to proceed as he was used to.

Q @

@
S o S
avc a@lndlce%e c{@racggg@m il

In addition, residues on protective gloves should@ regarded

the residues on outer clothing or estimates &f pote@jal d al e&posuggy al figures ?Qr risk
assessments should relate to real actual derméDexp Ver@ ailable. @ regard
to actual hand exposure a range covering ctor $3 f(@proth‘@conazo e (00004 —©. 009 &as)
is found reflecting measured residues. F, %pro %co %le desthio rang@amm@ts toa

resulting from measured residues or 4 gﬁs)

“includj @ all.résults X oo%&oo 0.0
AP S 9 00e m

Table CP 7.2.1.2-7: Collective fr a re

ervnev(@’of sfudy p&ar@s o pera{g%2 studies:
rothioconazolesand prothi nazol@dest nhalation osur N
P pyothidey Sposurey

Assigned Normalised 1nhalatlon@posm(e (pg@@a ) A Reference
operator ID Prothioconazole ¢, & /\j’rothiigcona@ﬁ desﬂ@w
Mix/loady | © Application 0 Mix/load ication”

Al 0.00035 0.00035Y | o> 0.06035 % 0:00038> CP 7.2.1.2/01

Bl 0.00043 P  @.00039 O 0000355 [ 0.00033 M-040604-

Cl 000035 Y | «70.00035 Y 2000035 [©° 0.6Q035 01-1

B2 ©.00043, [ 000035 O0.000% ©,00035

C2 eY0.00035 & 0.00033 N 0.60035 ~80.00035

A3 Q 040017 ~ | A0.00007 £.00017 0.00017

C3 ¥ @P001%, 0.00017 , ©] 0.0001D @  0.00017

B3 9 0.00017 2 017y ‘T0.00917 @Ff  0.00017

A A 0.00010 = 200005 060003 N 0.00003 CP 7.2.1.2/02

B 0.06009._ 0.00a69 P 000009~ 0.00009 M-285798-

C Q00016 [ 0,00006 .| 550.0001 0.00006 01-1

D o0.00003 L 600003 Y | Y 0.00003 0.00003

E “0.00007 S ~@ooger A 007 0.00007

A @ @00015-Y | <, 0.00015 - 0.00015 0.00015 CP 7.2.1.2/03

B 0.0000> & 060025,.9 | 50.00005 0.00005 M-286545-

C ) 0.00002 < @00002 ° |%, 0.00002 0.00002 01-1

D £ 0:00006 "X 0.00006 & 0.00006 0.00006

E 000013 [ 3> 0.00930 °~, 0.00013 0.00013

F\ 0.0004 060020 0.00010 0.00010

H @,> 0.00005 & @ 00008, 0.00005 0.00005
The inhalati @ res %COA@ thé%aonly@rothloconazole was found and also only in a few replicates.
The absol t es ofprothinconazéle determined on the sampling devices were very low and did
not exc a lex@fl of fo@ t1 he LOQ (0.1 pg/sample [0.0004 mg/sample). Prothioconazole-desthio

was neg, our@ M Therefore, the variation in the normalised figures is only determined by
the @aou ac ance handled as well as by the number of sampling devices used (e.g.

ange@ device per h work cycle in CP 7.2.1.2/01 [M-040604-01-1]) compared to one device
only fi ixing/loading and another for application in CP 7.2.1.2/02 [M-285798-01-1], CP 7.2.1.2/03

[M-286345-01-1]).
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The percentage of conversion of prothioconazole to prothioconazole-desthio with respect to total
“prothioconazole-equivalents” was found to be very variable on clothing, ranging from 2 % up to agout S
50 % with one single sample of 77 %. Also on gloves and in some of the hand wash sol ons &
prothioconazole and prothioconazole-desthio were found. The corresponding percentgges 0@’
prothioconazole-desthio to total “prothioconazole equivalents” cover the rang m 1 % to a&ut s

(a value of 50 % corresponds to the 90th percentile of the individual data appfoximately).

D
Whilst spray tank samples were only analysed in CP 7.2.1.2/01 [M-040604=0]1-1]), these ata c@ eé@
that prothioconazole is stable in the spray liquid. The cdyersion to the metabohte,xp})thl\&naz " @
desthio was found in amounts from 0.1% to 1% of total%rothlocone equwaleré” w@a me@ﬁ of &
N4
0.22%. & ~ K

@
Collectively, these data are in good agreement w1 ¢ hypothesis %t th@;fbrrn@on o%grothroc%’naz%e-
desthio on surfaces is related to: Q? Q} Q\ 6\ % @

— the process of drying; @CS% @@ %Q 8 @J& @Q v
— the concentration of prothioconazc% in a sphutio @dnd GRS % & °

S
_ : © & ¢
the nature of the surface on Whlcigﬂp othr@conamle is@pp 1ed$%1d dr, %, §
lute

It however is important to put the per@ 6f co 510 firto R&@)ect@ wit gar@ the

amounts that were found. The ren@ abl act, 1@ at ﬁl’ow @p su§t0 io@a does not

necessarily lead to a high convegsion to rothr&o % d o, it ig,Obvious’ thatthe highest

percentage of conversion alw cu@ wh@% Veé tg amopnts o@ot hiodonazole and
d

prothioconazole-desthio are fi @Q % (S é%
b . .
Taking into account all th%se respits th llov@g cor@’derat&ns @app&g@ fora conservative risk

assessment of occupatl% exposure togprothi na@le deg\\h}lo Ry $

- For estimati @1 exp@u@prot&ocon@le-d&sthlo me%nghest single figures
(i.e. from dj rent opera %@ie be ar@ken@nd added up: &
- ng \ s
%der‘%rment& N Q} &\ @ § E)
Sy STy b &
& pro@ctlve&love@

—

/?f

/@
)

é@
/4

\ - hand
- &F or estrmatm@actu&@rmal expasuire t&@ughe&sﬁg su%@ figures (i.e. from different operators)
for the be§ re t%d(en ad e@up:

% &
@ © @nent @7 ©\% N N
@ han@wa s \ Q )

For esti@\g inhalatign exp ©re t@:'rothv %ona-desthio the normalised values of 0.17 ug/kg as
for mixing/loading and applicati &each and added up. This is considered to be an adequate
consegyative approa be se tligrfigu ent the highest values for inhalation exposure when
one sampling device wa@qsed each sk tﬁghow all work cycles, e.g. CP 7.2.1.2/01 [M-040604-
01-1] operator &3. This pro ure@ure at the inhalation value is not merely a theoretical sum of
values which=are all%‘l d agg’ sim dded up as it is the case e.g. for the highest figures of
0.35 ug/k T MiX g/lo ng d ap tlon Here, per task and work cycle always a new sampling
device W sec@‘@ltb regults < Q eac (refer to Table CP 7.2.1.2/01-4)

Tabl{%P 7@“2 S@IIecﬁye overview of study parameters from all three operator studies: specific
Q@ &) @’xpo@e figures for prothioconazole-desthio during downward directed boom

N application
jas)
Expoé‘\ﬂ*e Prothioconazole-desthio (mg/kg a.s.)
Potential dermal exposure' 0.251
Actual dermal exposure? 0.013
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| Inhalation exposure? 0.00034 |
1. total amount of active substance which can be found on the operator if tractors were equipped with a cabin. o
2.clothing scenario of one layer of clothing and sturdy footwear. § @
3.Gloves worn during mixing/loading, in addition gloves also worn when contaminated surfaces are handled (e.g. df& N

the boom) @ @

These data represent a conservative approach which can be considered reas@ble with reﬁard tc@@
toxicological properties of prothioconazole-desthio: % & @\ @

2 2
— maximum figures are taken from different operatgvs,
- head exposure — though no measurable figures Were found — ~~ ng also 1n<‘c}@ﬁﬂed B@ia @ m
figure. @
g @} S” Q C&
In addition, the studies were conducted in three é}é’g@ent years an@om@&l‘se a rée sona@e larg@humg@

of replicates. Hence, these data are consid represenwlve the c& ass@sme to
prothioconazole-desthio. @Q @6@’ % % \

& @ .
With regard to prothioconazole, the study res@ts cag also e use%ﬁ)r they sk as@ss O 0ss§bl€
option is the evaluation of the data in a 11a1; y a,& r p zole@%sthlo er, taking
into account the favourable t0x1coloi 1@@ prﬁﬁle 0 § ne& uc er&cons tive

approach is not deemed to be necessars;: he@fore vt@e 75 erc tite asy Swell ag@he gedinetric@ean of
the potential and actual exposure va @s arg%;rese t@ Calc lat&@)f @ values'is by figst adding
p

up the corresponding figures of thexdiffer 1ng%§wce§ote ﬁexp@re- ol\ff'ﬁer clothing,
tenti

undergarments, cap; actual bo@/ exposdre: ergatment dExposure: protective
gloves, hand washings; actu&l hand\exp@re had wé§ ingg), nd@ubseq?@n caltulation of the
corresponding point estimate: A Y %
) @ @ NS
Table CP 7.2.1.2-9 Colle%tive erview of ﬁ§ all thxee o@tor studies: specific
e@sure @lres& prot cm@le -desthio (@ nwa{d dlre& boom application
Exposure g S S @roth@;onazole (mg[kg a.s.)
) Q N i w\ﬂ S@ome@Ymea@ \rg\w 75™ percentile

Potential dermahdkposiire: body & o> 09060 @ R 0.116

Potential dermal expdsiire: hdulls! P & 628 S %) 1.06

Actual dergal expostire: body & S 0.00% 0.010

Actual dagmal exposureghands~” | &0 7 0801 o7 e 0.002

Inhalafioh exposure: nfy/load Oy ~As  0@0012%, , © 0.00022

Inhalation exposurezapplication 5 @) 900043 AN 0.00031

1.Potential hand expgQpure can’t be for %éﬁ?wric exfysure fidres s%&e several farmers rinsed the gloves under water
before taking théM off. % o\% IS

In addition, \/\;)% stu@@es§can°@%% b&@ed d&@ g eér@ljb manner as opposed to the special issue of

prothioconazole-desthio t@y da@nd 1ZRIf t used in exposure assessments for formulations
contain@ddmonal a@we sgtanc@ apa§ tom Pprothioconazole. To serve for this purpose the data
1

are expressed as “pr ocona egquival i@ the results of prothioconazole-desthio are converted
“prothioconazole res by fnltipli¢ationyith 1.103, derived from the molar ratio) and added to
the%sults of prothlocon@ole @\/mg ‘p thi®onazole -equivalents”.
@"° >

Table CP 7.2@2 -10: Qgﬁ ov&g&w of %dy parameters from all three operator studies: normalised

gjarot 'N ona@le '\J@’ lents'
N

Assigr@ @ @ Aormalised dermal exposure (mg/kg a.s.) Reference
operato @}Pote&&al défaal Actual dermal exposure | Inhalation exposure

ID $ @ H8XpOs IPé

DBody | Hands | Total | Body | Hands | Total | M/L A | Total
Al O] 0.103 | 0.426 | 0.529 | 0.014 | 0.001 | 0.015 | 0.74 | 0.74 | 148 CP
Bl ~ 10049 [ 1.24 | 0.129 | 0.014 | 0.001 | 0.014 | 082 | 073 | 1.55 | 7.2.1.2/01
Cl 0.056 | 0.887 | 0.944 | 0.014 [ 0.001 [ 0.014 | 0.73 [ 0.73 | 1.46 | M-040604-
B2 0.049 | 0.431 [ 048 | 0.014 [ 0.001 [ 0.014 | 0.82 [ 0.73 | 155 01-1
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C2 0.14 3.61 3.75 0.014 | 0.002 | 0.016 | 0.73 0.73 1.46
A3 0.135 2.79 2.92 0.013 | 0.002 | 0.015 | 0.36 0.36 0.72 o
C3 0.066 5.48 5.54 0.013 | 0.003 | 0.016 | 0.36 0.36 0.72 @ @b
B3 0.052 3.59 3.65 0.013 | 0.003 | 0.017 | 0.36 0.36 0.72 ;\ @ﬂ

0.152 | 0.754 [ 0.906 | 0.004 [ 0.019 | 0.023 [ 0.13 [ 0.08 &0.22
0.074 | 1.02 [ 1.09 | 0.014 [ 0.003 [ 0.017 | 0.19 [ 0.19>] 0.38 &21 o
0333 | 1.08 [ 1.33 | 0.016 | 0.002 | 0.018 | 021 [ 013 [ 0.34 @4 2“@
0.02 | 0.108 [ 0.128 | 0.004 [ 0.001 [ 0.005 | 0.06 [.0:06 | 0.13, %
0.05 | 0305 [ 0355 | 0.01 [ 0.002 [ @2 [ 0.15 K0.15 | 0.29, LEL & @
0.09 | 0.833 [ 0.923 | 0.015 [ 0.004 [ 6019 | 0327 032 | 04 | O =« ° | &
0.035 | 0.624 [ 0.659 | 0.004 | 0.002¢] 0.007 [ 0,@ 031 [ %42 § SEMIS)
0.177 | 0.099 | 0.275 | 0.002 ooo\t@ 0.003 | @P5 | 0.05 {™.09 72@/0 @
0.021 | 0.047 [ 0.069 | 0.005 g@a 0.005 | 0.12 420.12Q" 0.25) s
0.216 | 0.614 | 0.83 | 0.01 03 | 0.013gp 026, 044 | 630 %@%—%@
0.06 | 0.886 | 0.947 | 0.008 $.0.0029 0.0099| 03¢ | 832 |cb52 ol
0.103 | 0.426 | 0.529 | 0.014 ¥ 0.091° 0@ @774 @2,%4 @14& % .

&

esiieslicsliwli@lieclegicsl i @] lor] b

A @’
The 75™ percentile as well as the geomeg%é me@ nof th tic exp&_1 e V&%s e@res d b&ow an ese
data can be used to assess potentlaﬁbsul;&%nd al derma @atl@& eXp@lre for
any additional active substance con n‘%’&appjlé@m@mhl@on

Table CP 7.2.1.2-11 Collective v%vwv@hf sk@' 6@1 .@ 91 tl@ é’ﬁor stﬁlles generic
i 1tl@rot ‘on %

exposure figures for actives a -.»\-!\-’ cegé\l’lrrentl

Exposure o @eothlo&nazd& (mg/l@a S. )f
.9 S \)) G@-etrlﬁp mean O 75% percentile
Potential dermal exposure:\\bodg e RS (‘% 0.143
Potential dermal expogiire: hapds! © 1 "\ S | & o 112
Actual dermal expog@e: body 3 «(\\@ @ 0095 O N 0.014
Actual dermal expasure: apds > 0.00@ & 4 @ 0.003
Inhalation expos@ire: mix({load & e, N 0.00025 Y Y| > 0.00045
- T ¢
Inhalation exposure: @pplication ©°  « O 0°00026 &y § 0.00051

1. Potential hand expo&te can®rbe usez%for generic ex kgre fi s since@éver&%}mers rinsed the gloves under water
before gg@g them off. 2 % % @ Qr
& & & SSHEEN
A o . o ORI

&
Assessment anﬂ@onc%smn ]@Qappi_l%nt @’ &) >
Assessment:ghis E) 1s@§eme<ﬁ§%ycel@ble a@mee@le requirements in 284/2013.
N
Conclu51§n©COHCctlve@> est@a ;%%@}rato pos@ to prothioconazole as well as to the

metab prothiocopazole-ddsthi d spi xamifie can be estimated using data from the
mixingftoading and* &pphcat@n e01ﬁc & 0S \mdles The results of these studies are
considered to repgesent er ti glven application scenario than the EFSA model.
The data have been us 1 exp 0S ure@ prothloconazole prothioconazole-desthio and
spiroxamine f@l‘bwmg ap tlo@Pro@conamle + Spiroxamine EC460 (data presented CP
7212 A

& <
CP7.2. @ QBys@and@nd resident exposure
A su@mary @ c@cal @Ps under consideration is presented in Table CP 7.2-1.

A m of the@éstm@ed exposure of bystanders and residents to spiroxamine as a result of the
critica osure scenario is shown in Table CP 7.2.2-. For bystander exposure, each exposure pathway
(spray drift, vapour, surface deposit, entry into treated crops) is considered separately, whereas for
resident exposure, total systemic exposure for each age group is the sum of the mean values of each
exposure pathway.
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A 7
© > @@ \f'\\ @
Table CP 7.2.2-1: Summary of estimations of bystander and resident exposure in relation to the res&@ctlve reference Val%e@mg the spray drift measugm nt data
and the EFSA model \\B . @@
QP> Q \f\\
Adult resident Child resident Adult resident S Ghill resident
Parameter Systemic exp. | %AOEL Systemic exp. %AOEL O mic exp\ °/%xQEL | Systeriipexp. @& %AOEL
(mg/kg bw/d) (mg/kg bw/d) r\x( g/kg b@%} m"\& ( bw/d) €
Prothioconazole ()& 5 ’& Pr@@hl\éjconazfﬂe desth)ﬁbo@X ~ <
Spray drift 0.00111 0.56 0.00379 oV L. 9%\ \“Q,O%SO%OQ@’ 2. 60 @\ > Q%ooé% @ ~ 975
(measurement of § | @ @ o X @ﬁ
exposure) © S ° @é $ @ A < S :\&@
Vapour 0.0002 0.12 0.06L1 R 0.%1:% r@o.ooo%i& N @.30 §) Q;OO\TI 10.70
(EFSA default) - S & (D O S <&
Surface deposits 0.0011 0.55 X 0.0(%6 O ©@\“1.32 > @@%11 N 4 0,0@6 26.39
(EFSA default) o e S < O > 81 &
Entry into treated 0.0024 1 2@"@’ @042%% \@N’o %F g@% X 1&@ e, 00018 18.00
crops (EFSA+ refined @ @K @@ @& . S @@ o
DFR value) SR RN W O QD e %
Sum of all pathways 0.0048 A\ [2 24D A 001170 VB85 & \ <0.00299 \ <7 2983 0.00648 32.42
Parameter Adult'bystander @hlld l%kgtxﬁnder \@\) O Adult rew% Child resident
Systemic exp. %AA%@‘ % mic ex& S8 ‘%@XOEL o Syste@‘\é exp. - @ %AAOEL Systemic exp. %AAOEL
Parameter (mg/kgbwid) | & (\X@fmg/km&/d) . S O] (arig/kg bwidy, (mg/kg bw/d)
SO0 NP N ) Spiroxamine SN
Spray drift 0.00089 o, <1 4@) Q\@ooz%\% N §97 O 0.000864 5.76 0.00232 15.46
(measurement of @Q ’g@ N Q J © @@ &@
exposure) e~ O ] & Y AS (e
Vapour (EFSA 0002 038 \ Q%'OOK& MO Y RE 4\ ) 0.00023 1.53 0.0011 7.13
default) ) . S Q) ©
Surface deposits 0.0029 O 4.79@\>\ ﬁr}j@bml N @@\%8 0.0010 6.46 0.0024 15.94
(EFSA default) UG @ &9
Entry into treated 0.%0@ 5 D344, Q) @@39 P 6.39 0.0021 14.00 0.0039 26.00
crops (EFSA+ DFR @@ @) @, o
value) RORERN | I S AR
Sum of all pathways | oD f&\\ - O & ©r - 0.00416 27.75 0.0154 76.86
@QK @@@ @) @v& e N
2 & O ©
SR
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Conclusion @ ’ ©©
The algorithms used to estimate bystander (spiroxamine only) resident (prothioconagple (prothroc@zole—@’

desthio) and spiroxamine) exposures are embedded in the model and use datgggﬁom the 95th and @
percentiles, respectively.

According to the EFSA model calculations, when actual dern@ exposure gefre ted data a (Q)FR @@ta a@j@
used to refine the spray drift and entry into treated crops sceniio along wit fault EFSA@alue&@N Va@ @
and surface deposit, it can be concluded that the risk fog bystanders .,;@ esidents ex@osedthe <§gtrve &
ingredients, prothioconazole (its metabolite, prothrocole desthighnin Prothroco@ole QSplr@ ming

EC 460 (160+300 g/L) is acceptable following app, on to field (10w) &Gops, @ng aﬁtandar mef&
buffer. This modelled scenario confirms that drift teChnology i 1s urro%c@o a@ e %: ptal@ ex%@ure
following re-entry into treated crops, using the E&A toé@trm tethis &&rte ofgXpo

Therefore is can be concluded that the risk f@%bystaz@”er ar&ﬂm@ exp@d to ‘V% ac e in 1ents m
Prothioconazole + Spiroxamine EC 460 (@@HO&%/L)&\cce}@b e fei%owr plrca 1e
crops. This has no labelling implications, &~ ., i @
Q C& ”\a \ "“\y @
CP 7.2.2.1 Estimation of @stand@ and\rQeSId%ﬁ e @éur@} Q@ @ @@
5 S &

The following definitions and as %@nptlom%%or b@@an(}@?@and@é@lderﬁs may@ app&@ﬁ

Bystanders and residents are “hot 11;&01%@ ap&lcatlon %r h 1ng @Jant pro ectu@ products or the
professional handling of tre@&d créps. Thedques arrsg@ whethér i neces t%drstlngulsh between

bystanders and residents in terr% of the pote xpow an@\health@rsks However, because the
circumstances of this e@@suruldg?ﬁ“fer with re @ct to @muﬁ& frecgl% t%&y a duration, this seems to

be reasonable.
. @ Q @ @ &
Bystanders may Vertg ly b@%resenxtxmnthm or d% tly acenkgto an &ga for a short period of time,
fdp

typically a mat@of r@tes,@rhere é&phca@r ant protectior pr t is in progress or has recently
taken place. Theéy magrbe exposed to plant%rotec@?ﬁ products .$ ly yja the dermal route from spray drift

and by th%lon of drifting spra%%rople% Ha@held ) IICQ%I is egnsidered to be worse case compared

to field 0@ sprayer. @© § Q @ \
Residents may live @\lork@%ar a of t@ppli@tlo f plan Qgrotectron products (e.g. standing, working
or sitting in a gar in the Vici Yy of the app tlon@ ay be exposed to plant protection products
and
@g%

mainly via t ermal spr@rf&y drlft“@epo inhalation of vapour drift (depending on the

Vapour pressuy of hg¢ Sac 1 sub tegfce @r 1nf@ s an dlers exposure might also occur orally (e.g.
through hew%d -to- rnouth traj u %f ct t@rout@ransfer)
@

&

@\ \ N @
R % o
N B S @ :@ 2\
@* K@} @ &©
S \Q N §2 § . Q
S v
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< S &b
Table CP 7.2.2.1-1 Summary of estimations of bystander exposure in relation to the AAOEL usn@@he EFSA model, tlﬁf&l%ssessment (ie no&l%ft re@ct on
considered) (g{l@}ﬁ - Q s @@ \@
Model data Age Absorbed d\gse g/kg bw/d) Q y %Reference
group Spray drift Vapou NV @%‘face da@slts atory 1ntr@3reated @&L \°
N \@‘}9 @&x@' . <xops < @m& <@
Tractor-mounted boom sprayer application outdoors to cereals \S
Application rate: 1.25 L product/ha, 14 day spray interval between appliccg{i@@ N \ © {0}@ f&&@ @\ O e C OK ©
EFSA model Child 0.0505 R R e P 0240 (VT 1@%@&\ Table CP 7.2.1.1-10
¢ 0.375 kg SPX/ha \/@\@ = O W\ A\&% Q < %82.76 (input parameter)
 10kg! 60 kg? Adult 0.0137 EY N 0.0005 0.029° N 00133 0.38— | Table CP7.2.2.1-2
5 AL ¢ @@ N\ & @K’ {(\,& 22%42% | (exposure estimate)
Absorbed dose values presented in bold exceed the assigned AAOEL . G © O O X ©
I Defaltchild body weight g@%\% S I SR e (¥ o & o
2 Default adult body weight O ,&% @ D @Q @Q ©© S
SRR SR e R RN
@ @\ @ @ @% @\ S
\© @ NI W A2 N
) 5 @K \\ o o Y e
S N @ N o
© %, A\ S S @ @
DA @ 5 oV ¢ et
SRS RN G
@ oY OEIIIRN
© Q « O o &,
° N % °
& . o RO PN oA
s&@ % V) @ﬁﬂQQ o %%\ N @@
e . O @
N A
@ RO
\N Q @\
O
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Table CP 7.2.2.1-2: Bystander exposure results for field application Prothioconazole + Spiroxamine EC 4@@ @6
(160+300 g/L) to cereals (0.375 kg SPX/ha) — tractor-mounted boom sprayer appli@on (g

using the EFSA model, no refinement @
& ’ @»@ A @Q
Bystander-  spray drift (95" percentile) 0.0505 % of RVAAS 82.76% K
child (mg/kg bw/day) %% @Q § &)
(©) < ° o v
2/a p;)kurgss/‘;pe)rce ntile) 0.0011 Y % of RVAAQ@ 1.78& @\ @Q @
mg/kg bw/day,
ES kS @ INEFSENC
Surface deposits (95" percentile) %\éﬁ % @/AAS . O1r68% X ©© é
(mg/kg bw/day) ) @ & <
Y } m@ g'© & <))
Entry into treated crops (95" percentile) & 0.0240° @ % of BVAAS Qp -34%0
(mg/kg bw/day) Q @@3 &&7 N @ R

& & U
%)

Bystander-  spray drift (95" percentile) %ﬁ 0\6@60137 X
dul (mg/kg bw/day) Q@& K\ %@} o &é N&% B ) “ ®@
Vapour (95" percentile) 002 N I OFRVAAS 0.38%
(mg/kg bw/dgy) &© é Q\Q @\9@ @7&? QQ @ @
R © & 000 X % f@s UQ N\a179% ”\y@)
Surface deposits (95 percentil@ @ %o © @ o\
(me/kg bw/day) N v @,Q @° & O O
Entryinto treated crops (95" pe rcen&e) g& N 01”%@& &@g &VA@ @ 2@%\*%
(mg/kg bw/day) o @ @Q <§@ @ ®@ @
&
& Fo T Ty N8
> g & OO AN
€ o § & 9 SEEN
@Q AN N L9 @@ @
Q 6\ S D >N @
& & 0O O« %& S § *
O RZ) @,Q S @
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Table CP 7.2.2.1-3 Summary of estimations of resident exposure in relation to the AOEL using E‘FE model, tier@;n@%sﬁsment (i.e. no &ri‘ft redg(c\@n@msidered)
Model data Age Absorbed dose (m@@w/d) QQ @Q RL’%’@QOEL@\ Reference
group | Spray drift Vapour Surface Entry intr@ All pathwa, Je @ \°\% &%
(deposits & "treate@&rops & e(mean)@ \S S

Tractor-mounted boom sprayer application outdoors to cereals &ﬁ) i L &'@f\ AN < Q Y @

Application rate: 1.25 L product/ha, 14 day spray interval between appllcatw%@& N\ © @© i\&’ D (\& @»©© . (\&

EFSA model Child 0.0139 0.001DF \0‘0006 0.6373 @ 0. 024@ 12716 _ @ Table CP 7.2.1.1-4
¢ 0.2kg PTZ/ha 5 @g @&K \&) < @ @ \“} é @\r, @ &@& (input parameter)
e 10 kg' 60 kg? Adult 0.0026 < 0.0002¢; mo 3 0.0452 @0 014 8 Table CP 7.2.2.1-4

”\@ D ?&@ N 6@ o =\ (exposure estimate)

EFSA model Child 0.02522 £0.0011 0 @@ 0.0273.O 0387 Q&V”ss 11 Table CP 7.2.1.1-7
e 0.2 kg PTZ desthio/ha X © @@ <§© ﬁ®® @@ AL @@k (input parameter)
e 10 kg' 60 kg? Adult 59,0060, 00602 o 00011& Q0152 Y o. oOV160.19 Table CP 7.2.2.1-5

@ < K % S ® @Q @© @»ﬂ@ - (exposure estimate)

EFSA model Q| (00222, b 000117 [@0.0024 0240 QY0034 227.96 Table CP 7.2.1.1-10
e 0.375 kg SPX/ha <l . (\@\ <\ \\90 % \} @ e @& @Q - (input parameter)
e 10 kg' 60 kg? N\ 7 Adult@ 0053 0092 »Q;@OIO 0.0 20141 93.94 Table CP 7.2.2.1-6

&@ % & Y@© ) e S mb% (exposure estimate)

Absorbed dose values presented in bold exceed the @g\\fed A I% K o © @) o
| Default child body weight % % ’“\\ﬂ NS < D ©

2 Default adult body weight @ \ @ @ @\ @ &@ @

e” b o o @ S
@ @Q @ o\ @ ° @ @@ &
s@% @ ©© @’:& f@»:&\ X \ >
@@ o @ o & K N @
h © i N\ SRS
X N Q @* ] %% S @
e . (D7 @
) N SO
5 @ @ o
<Ay et &
S o @
PN RS Q
e %@@ < o P
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Table CP 7.2.2.1-4 Resident exposure results for field application Prothioconazole + Spiroxamine EC 460 &,° @
(160+300 g/L) to cereals (0.20 kg PTZ/ha) — tractor-mounted boom sprayer applicaotic@

using the EFSA model, no refinement @ @\ (o3
Resident - (75 - 0.0139 % of RUNAS 6.94% &@n O
child (5:13/T<:bfat//((j:y)p e v @ O\Q
@) @
Vapour (75" percentile) 0.0011 % of RV e%‘% o 2 2
(e bw/dan VC@ @@? & ®\ o @
G N
Surface deposits (75th percentile) @MOG V&MVNAS o 0-3@ @ @
(mg/kg bw/day) % Q . &© ©© @
Entry into treated crops (75" percentile) Q//@O-OZB > %Qf\é%%zs @fr\ \&3-57%@ @ﬂ
(mg/kg bw/day) & 2NN RN I A
All pathways (mean) © @7@0024@&7 “@’%ofR@ C(@’Q &12.1\6% %&?
mg/kg bw/day &%% N N\ Q % @@ @ @ ®o
Resident-  spray drift (75" percentile) 4 S @oo2s, & @RVN'&X 131%
adult (rig/T(g bw/day)p &QQ @%i% ) éﬂ @\ @7% @@3\9 @Q r@éﬂ §
Vapour (75" percentile) Q 2 & 002 @ %NAS @V @ 0.12{&\@
(mg/kg bw/day) §K\@ LR %@: %@ 0¥@ @(@f @@ U©@ %\
Surface deposits (75" percéntile) 0.000 % of RUNAS -13%
(ma/kg bz ) ?@ é %@@ o @ S ®% \@’@ @©
Entry into treated,crops (75@;centi ) ©§ 6@ 0~015@© K%f’fm{gﬁ)‘% @ 7.59%
All pathwa. ean 140 % of RVNAS 6.98%
mg/pkg b@@ \© &b\ N N Q @@ § @
N R S
© I & o " @6 ©$ @
SR RS IR
A @ O L < N
o\ o\ @% . @ R . @
P VSO D
@? Q @ > ® O
S Y &
@ © @@ \o\ N N é@
) S R & &
& AR
N S a0
¥ o R &
@" & S
N A° Q
& ESE
@} @Q ©) §9 ©
<O Q
vy ©
S F S
& & Vs
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Table CP 7.2.2.1-5 Resident exposure results for field application Prothioconazole + Spiroxamine EC 460@‘7

O

(160+300 g/L) to cereals (0.20 kg PTZ desthio/ha) — tractor-mounted boom sprayer, S
application using the EFSA model, no refinement @ O@\ (o3
s
Resident-  spray drift (75" percentile) 0.0252 % of RUNAS -\ 252.49% O
child (Srig/\lig bv«t//(z:y)p t @7 Q& @Q
Vapour (75" percentile) 0,0011@ % of RV%& 1%7(.}/: 9 2
(mg/kg bw/day) \e @@ é\ﬁ ®\ @Q @
@ s
Surface deposits (75" percentile) PD026 %, OFRVNAS %, 26 o
(mg/kgbw/pday) ’ @® é @o & &@ ©©© @
Entry into treated crops (75" percentile) Q/ 0.0273 > % of RUNAS R \©)273-41% @ﬂ
me/keueey S & D {7\’\ 7 S & ~
O
All pathways (mean) o.oas@@ “@;ofm@% ‘or &387.11%%
mg/kg bw/day % o v Q @) & °
@{\y \\ @0\ & @ﬁy%,&@@ @@@
Resident - spray drift (75" percentile) < N %, 060, RVNASy Q7 g%
adlt  (mg/kg bw/day) NS & O & & ©
: &
Vapour (75" percentile) Q& @@j % 002 S %AS@V S 230% 2
(mg/kg bw/day) @ %, g QS o & @@ (O
k . Q S
Surface deposits (75th pertcgﬂ&:e) § @ 0.0011> @%A: of%NAS N @L\Il.m%
(me/kgbw/day) & é %@ §@} > S @ \@’@ o
Entry into treated,crops (757 Q@8ycentije) @{> 0.0152> "% of RYNAS 151.90%
(mg}lkgbw/dié»)@ P é@é{@ Q© @6 o\@ & K% . §
Y%
AIIpathw@.ean@& S @” N Qp160 @ % SPRVNAS™S 160.19%
mg/kgb@ y \ &\ R AN o@ @ & @
@@ @@ S ©‘§& v} &> 6@ '@@ AN
v
@ @7 \y\j @ K °\@ @ @ @
S TSI
N S R VR RN
o\ o\ w, @ . R .
QAT T S A O G\
@? > ® O
@ & > LS &
@ o & o & & 8
(O Q O (g
D N
= S N & e
& AR
o T a8
.%o R
@ SN $
@ = é@ ™ @Q
v
@} @Q @© §9 ©
<O Q
vy ©
R
& & T s
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Table CP 7.2.2.1-6 Resident exposure results for field application Prothioconazole + Spiroxamine EC 4?{&‘7

(160+300 g/L) to cereals (0.375 kg SPX/ha) — tractor-mounted boom sprayer applica S
using the EFSA model, no refinement @ @\ (o3
@y
Resident-  gpray drift (757 percentile) 0.0222 % of RVNAS @\ 148.03%< ©®>
child  (mg/kg bw/day) Q N
o X
Vapour (75" percentile) 0~0011@ % of RV%&’ 7%37% o\@@ N
(mg/kg bw/day) V é\ﬁ N @Q @
@ ((77« @ &
Surface deposits (75" percentile) @%@024 % OFRVNAS 2o 15@ Q QO
(me/kg bw/day) < Q . &© ©© &
DS ﬁ@? O & <
Entryinto treated crops (75 percentile) 0.0240 > % 9f RYNAS 159.97%;
. N \
(mg/kg bw/day) S~ YN N oD LN O
e Hed® T e
All pathways (mean) 0.03 % of RENAS @, 227.96%
mg/kg bw/day %% °\@7 % Q> é @ K °
A = A@ - 3
Resident-  spray drift (75% percentile) Q % %, /0053, @)5f RVNAS, @ 37%
L
adult (mg/kg bw/day) Q K @ @ % @ Q )
& @ - & /@
Vapour (75" percentile) Q @ @ &3002 ‘V‘QVNAS @ 1. 5%J
(mg/kg bw/day) @ 2, (g Q @ @ ~
o Sy 9O X
Surface deposits (75" per\bc%ﬁtlle)ggx @ & 0.0010° &@V% Of%NAS 7 ®~46%
(mg/kg bw/day) & @) ) @ @ @ .9
9 ,§ e A %
Entry into treated:crops (75®cent@) S ®@ o.ms@@ « %% of R\Q}\% § 88.87%
(mg/kg bw/day, ,
@ Qg £ O 0O AN
All pathwaysmean}\ KJ) \ N 00141 @ % of RVNAS 93.94%
mg/kg bﬁ @ AN Q\© @ & @
fy% & N f\@ <
@) ©O KU ‘”\y @
_ @@ © @
Taking thésapproach pre @ 1-2 a% T e CP 42.2.1-6, refinement to the worst case
scenari required fag, rot@ona des%thlo. & 1ner?@1t ofSexposure to prothioconazole-desthio is
estimated assumin % gonversion for alatiQ expostire and™>0% conversion for dermal exposure. In

addition, no corre@n with fespegtto th’e%mola%?ﬁio isthade. The 50% prothioconazole to prothioconazole-
desthio conversiort resudfsdin 5 red@ﬂon g tlal spray drift, surface deposit (dermal) and entry into

treated crop rma@@ntla@ pr@se@ted 11@3able -7 and Table CP 7.2.2.1-9, without correction
to the otherparameters (V T, SN{ ce % and mouth object to mouth). For consistency, vehicle-
mounte@t reductlolzf@nozzl ;\« d aé' er stl@ ave been considered throughout
N AN & @
& N @ T g o
o T 9 O
N A° ANEEES)
& S
@ F & ®

O
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© \%
C > @@Q RN
Table CP 7.2.2.1-7 Summary of estimations of bystander exposure in relation to the AAOEL usiu@@he EFSA model, tiﬁfzﬂﬁassessment AN @\ Ly
q (@) RO\
Model data Age Absorbed dose@kg bw/d) qg 5 N %@\ Reference
group Spray drift Vapour & Surface deposi@K Entry intro tl@@i Ai%&(ﬁ S
Tractor-mounted boom sprayer application outdoors to cereals o €
Application rate: 1.25 L product/ha, 14 day spray interval between application@ @n&% “ ﬁ@,:& @@;& < ’&\ A O}Q Q M(@@& - Q%\Q ©
EFSA model Child 0.0132 0.00 LI 0.0080© L7 0.0240° 1.31 able CP 7.2.2.1-8
¢ 0.375 kg SPX/ha ) © @J % @ %\ \0@ @@%\ @f@ A &t 5 &% \@A_@ (input parameter)
e Vehicle drift reduction nozzles Adult 0.0027 @ 0.0002 - N\ N0.0003 ~0.0133 088 — | Table CP 7.2.2.1-9
¢ 10 m buffer strip ”\\;@ o\%% &) h &@X 1&©& o @Q @i % S 21.85 (exposure estimate)
e 10 kg' 60 kg? « 5 L A @ {(\@ © N & @
1 Default child body weight A < ‘> O\ O X @
D oy e S @ T (@ (o
3 Consideration of 50% conversion of prothioco&@% pr({hio@hazol&d@thio S @ > < @Q @@ @© S
o O
©© @\ © AN @@ @@ @@ 3 @\ © @ K S
2 2 o € 5 OB O R QO S o
L SIS S WRV D R AL
¢ & 8T N e & §
SN P R A SR
O N & QT O @
< O
&S N
\* T ot o ¢ -
3 O N . O
‘\\9@ N Q @*Q ] %%\ N @©
SRR\ NN <@

< W N
Q@& @@ @) R e @
e @'@ R o 9
& @
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Table CP 7.2.2.1-8 Input parameters for the EFSA model for the active substance spiroxamine when ag&& Q®
to cereals (field), tier II assessment for bystander and resident exp(@lre

@
( )@7 @& o\@%
Substance name Spiroxamine (S @
Product name PTZ + @ EC 460 (160+3Q&g/L) °\© o\@ & &
S <G @ @
Reference value non acutely toxic active substance & Q™ 0.015 mg/tlg\gg@/v/day§ é&y &
(RVNAS) ﬁ@ ©& ) Q ©
Reference value acutely toxic active substance @ N @%.061 @/kg b&éday © K@
(RVAAS) . . N o 6\ &@9) @@
@ =" ay @Q NR
Crop type %% Qy @w ©©7 @reals| ©& % o
SN DA S &e
Substance properties @ N @ & Q) N @ %, ,§
Formulation type @Q @ﬂmle entra@s, emulgiffable @ N ©)
Q& Goy N R N onc%@te, etey @ )

Miniumum volume water for applic@'on (Ii%@s) m@ (((\@) @\J J{Q @fo L/h@Q o\%

Maximum application rate ofa@subs&%ce @ (3 & 2 \\O)}.)375 @a@a.s./ﬁ%

50% Dissipation Time DTsq 2 é @Q @ Q> B o 2 @9|days ©

Initial Dislodgeable Foliar%%sidue% 9 § & @Q %, @\ 3 ug@%z of foliage/kg a.s.
N %@ P 29 o . B ?Iied/ha

S < :
Fse §F 84 9«

2, Q

Dermal absor of uct &\ t N @ ﬂ& @(@87%
Dermal absdiption of(h-use dition © K@ =@$§’ P v 22.00%
Oral absérption of active suyb\s’tanc@ N

8§ NS @  61.00%
Inh@n absorption t@ctiv tan@ N @ (733 100.00%

FANEEER AN

Vapour pressure ofe c@/e su s@ce S Lo@olatilé&gﬁbstan@ having a vapour
@x && é’ @Q &\ K g\assure of <5*10-3Pa
@Q N O
Scenario @ O @) o\@ ©\ @Q @§

BN Outdoor
@

Downward spraying

<)
Indoor gr Outdoor applic N N
App@n method @§n§ @ﬁfQ R @%
Applitation equip@t Q

N
@ é\ Vehicle-mounted-Drift Reduction
N

\%ﬁer strip o @ . @ @ I\ 10({m
Number of ap Ij%cations@ @9\ Q S 2
Interval be@leen muyltiple a %atioﬁ@@ Q& 14|days
Season ard%raying{ﬁrdst%ly) @ not relevant

& O s 9

<

Sy O
N
& & T

&
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Table CP 7.2.2.1-9 Bystander exposure results for field application Prothioconazole + Spiroxamine EC 46(g,° @
(160+300 g/L) to cereals (0.375 kg SPX/ha) — tractor-mounted boom sprayer applicg\ S

using the EFSA model with refinement considerations @ @
@2)
Bystander- spray drift (95" percentile) 0.0132 % of RVAAS @\ 21.71% &0 @%
child (mg/kg bw/day) S @
(@) @
Vapour (95" percentile) 0-0011@ %OfRV&& I%Sg;"/ 0 2
(mg/kg bw/day) V @@ é} 6\ @Q @
s Q)
Surface deposits (95" percentile) @%@og VQHVAAS ?&; 13@ N &
(mg/kg bw/day) @ Q @)o &© ©© @
%) Y N &
Entry into treated crops (95‘h percentile) V' 0.0240 g@, % Qf RdAas R \@9-34%@
(mg/kg bw/day) @x @° @ &\ @7 6 R v @
N
Bystander-  spray drift (95" percentile) % 003 O-OOZ@ o of R 9 Q“% % .
adult (mg/kg bw/day) SNEEENAEN R & O & &
< S 9 @
Vapour (95" percentile) Q@ K\ %@DOOZQ S RV%&\ @ 0&23\%% $
(mg/kg bw/day) QY & QS @\ <) S)
S p—— e =
Surface deposits (95th percentile) @ @ 003 @ %© AAS @ @ 0'54‘&
(mg/kg bw/day) @ O Q < AN
?5&\ o &\@7 i @©§ - - S
Entryinto treated crops (95%percentile) 0.013 % of %“AS Q 1.85%
(mg/kg bw/day) & & @)@@ §® S @ .9 &
> ﬁ AN
s Fo T F T V8
& $ $$ e
SO AT L9 @ e
¢S S NS @
SO 9O s b &
O 9 & O @
(o
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@\Jﬁ R @@

© © @@\ ©®
Table CP 7.2.2.1-10 Summary of estimations of resident exposure in relation to the AAOEL using e EFSA model, tierﬂﬁ&ﬁsessment AN @\ Ly
4 @ @ Q O\
Model data Age Absorbed dose (m@@w/d) QQ @Q RL’%’@QOEL@\ Reference
group | Spray drift Vapour Surface Entry intr@ All pathways G @ \\ S &%
(deposits & "treate@&rops & {mean) \S S

Tractor-mounted boom sprayer application outdoors to cereals &&ﬁ) i @’V& &'@f\ AN © QK Q @&\U/ @

Application rate: 1.25 L product/ha, 14 day spray interval between applications@ N\ @© i\&’ D (\& O . (\&

EFSA model Child 0.0069 0.001D K\o‘oom 0.00273 Jqo o 02&@\ €, 1349 _ @ Table CP7.22.1-11
e 0.2 kg PTZ/ha @ 62‘& < @ 1 m@& (input parameter)
« Vehicle drift reduction nozzles Adult 0013 [a©0.0002¢, mo%m o 0.05R Y o0 013 6.57 Table CP 7.2.2.1-12
e 10 m buffer strip N N @;% @ AW @‘?& ,& % (exposure estimate)
- l0kg' NI SN R P NP @& @} S °
« 10 kg' 60 kg K RO O ® @ ©

EFSA model Child | §©0.00355> - 0811 & 0.0002 @10137@@&@ @@5{0 07 140.20 Table CP 7.2.2.1-13
e 0.2 kg PTZ desthio/ha’ @ < AR (\@ A @) % (input parameter)
e Vehicle drift reduction nozzles @@n @\0%07 o Q 0.0802 @@\).ooo @\6@76 O 0.006% 66.88 Table CP 7.2.2.1-14
e 10 m buffer strip e %@ &\ &@ @@ . © @ © (exposure estimate)
« 10kg' 60 ke O ¢ 0 & & &\X\ e

EFSA model Child ©*§? 0.006 Ko@l\‘)ll 2R 0.0003 ©5§0 0240 ©§ 0.0238 158.80 Table CP 7.2.2.1-8
e 0.375 kg SPX/ha . & & X% - <\ (input parameter)
e Vehicle drift reduction nozzles @@M o\®%12 @g@ﬁ 0 @@? 0.000]& %01\33 0.0116 77.11 Table CP 7.2.2.1-15
e 10 m buffer strip e AN 5 3© ® &@ (exposure estimate)

2

e 10kg' 60 kg @@ @f\gﬁ@% @ 3@“ \(\\@ e - @

Absorbed dose values presente bold excel e ass 5@}% AOEL

1 Default child body Welgh@ )\& %f@’?& N S . ©\

2 Default adult bo%}é/ wyeight . \ O @ Q\

3 Consideration of 50% conversion of pro 0 nazol othloc@ e dest

ot e@@ S
: %
S & @\
N} & °
PN RS Q
e %@@ < o P
@@@ @ o )&@
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Table CP 7.2.2.11 Input parameters for the EFSA model for the active substance prothioconazole when @

O

N
applied to cereals (field), tier II assessment for bystander and resid@t exposure N (o3
Q S
({@ ?,
Substance name _ ProthioconazoleAP%%) @Q §\ @2
Product name PTZ KQ%(A;-)QEC 460 (160+380 g/L) &\ N Q
Q @© ©\ IR
Reference value non acutely toxic active substance @ &@ 0.2 mgbw/d@Q éﬁ &
(RVNAS) < R .0 & < @© @
Reference value acutely toxic active substance @f@\ﬁ @ . @ }\%g/ kx@day & @K
(RVAAS) % & O AR AN
© &< > N S X
T s e I G
Crop type %Qf) @ Y Q Cerea@L Q) @ @@& °
@& \\ @ &® &ﬁ "\@ N ,§
Substance properties Q & 2, g O & &a S
Formulation type &© > o\§TUb|K centr@s, em mblg@ .
Q o o S\ con}:{\ rate ,& S ks
Miniumum volume water for appljsgfion (,Il&wds) 55 @:@ @w f\\& &%OO L/ S
Maximum application rate of aétive su&tance § . S K @ & 0.2 %a.s.@
50% Dissipation Time DTsq @ O @Q @ o @ o day,
Initial Dislodgeable Foliar Remdue% @ @§ @@K ©@% R $ 3 mz of foliage/kg a.s.
Q 7 @ @ A o ;\& . @plled/ha
% N\
@ & R @ @ > N\ @ S S
& Q S & @
Dermal abs @on 0@ uct é @ & V §@ 35.00%
Dermal absorpt|on @ln usez\qﬂl utlon (E% @))L\’ [(\@ S 47.00%
Oral abio ption ofactlv%ubstar& % 5\ & Ko 100.00%
Inh@on absorptlor@ctlv@) stan@ Q> K \u 100.00%
S S
Vapour pressure \;\;lve S %tanc% @ P%Nvolatile substa&ce s having a vapour
% & Q °\ % K %fessure of <5*10-3Pa
A\ @ W > O >
@Q N @@ O\% N 5
Scenario @ @) ©© N \© . O @
Indoor 8¢ Outdoor appllc@t}n Q\ %FQ @ @ Outdoor
App@ion method @ QQ @ @ R Downward spraying
%pllcatlon equlp@ % N N @ Vehicle-mounted-Drift Reduction
\Buffer strip @ °\@ Q@ 10({m
v (O
Number of a@%atlons & 2
Interval %/ee m%lpl |cat|&7 14|days
vt
Seaso, pwar prayl rc a%s only@ not relevant
S @@ % @
$ @8 0.8
Gl
<
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Table CP 7.2.2.1-12 Resident exposure results for field application Prothioconazole + Spiroxamine EC 46(2@" @

(160+300 g/L) to cereals (0.20 kg PTZ/ha) — tractor-mounted boom sprayer applicati

using the EFSA model with refinement considerations @\ (g
&> 8
Resident-  spray drift (75" percentile) 0.0069 % of RVNAS 3.47%
child (Srzg/\ll(g bv«t//(Z:y)p t @7 Q& o\Q
@) f"@
Vapour (75" percentile) 0.0011 % of RV e%‘% o 2
(e Do) VC@ @@? & ®\ o @
2 s
Surface deposits (75" percentile) ®%‘)03 ‘V&MVNAS 2, 0.1&> @ o
m w/da ©
(mg/kg bw/day) Qi@% Q %%) & & ©© K
Entry into treated crops (75" percentile) 0.0273 % Qf R¥NAS 3.67%C5) @
. AN \N
(mg/kg bw/day) g YA
g/ke % é& @@J) ®7@ « @g\a @ Cé@ N g
All pathways (mean) 0.027@@ % of R @ &13.49% %
mg/kg bw/day % o v Q @) & °
@{\y s N @0\ & @“&% i QQ @ @@
Resident -  spray drift (75" percentile) N 013, RVNASy, Q> 0,86%
adult  (mg/kg bw/day) K N N v o & ©
g/kg v §© %% RN @@, @ \\)j@ @ .
Vapour (75" percentile) 2 & 002 @v NAS@ @ 0-17{&
(mg/kg bw/day) Q (N
g/ke y t%{;\@ LR %@’ %7@ %\@Q@@ S v@ .
Surface deposits (75" percantile) 0.000 % of BUNAS .06%
(ma/kg bz b 5 O %QQ §@} A ®% 2 @©
Entry into treated,crops (757g®ycentite) > 0~0152© "% of RYNAS 7.59%
(mg}lkgbw/day)@ " é@é{ %, © 6@ o\© K \éﬁﬁ . §
<t S ©§ @,@ VQ 0P = \;E} S 6.57%
All pathwa ean 131 % 6FRVNAS .57%
mg/pkg b@@ \© &b\ RN \© @@ § @
N R S
A e & & o
N & & & ° & °
A @ S ) ©© < S
o\ o\ w, @ R .
PV QO
RS
o & & o S
L& & &
@ O &0 & & &
TS en
= S N & e
"\@ N © @ "\%
R P PR
.S RS
@ N $
S Q° Q
& v @
X
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Table CP 7.2.2.13 Input parameters for the EFSA model for the metabolite prothioconazole-desthio whel@° @

applied to cereals (field), tier II assessment for bystander and resident exposure S
RS D
Substance name Prothioconazole desthio (PTZ desthio)fp? AN @@
Product name PTZ + SPX EC 460 (160+300 g}l ©@ @\ c)
@ &% 0\ °\@ @
Reference value non acutely toxic active substance @ 0.01 mg/kg b@ﬂay N @ @
(RVNAS) < @Q t%@ § é\y ©&
Reference value acutely toxic active substance % Q . r‘&g@g bw/da@ ©© @
(RVAAS) @@@’ 2 Q & I
& © o @
e SO\ @y 6\ SRS
Crop type | @ N C@W@élq Q> S *o
3 & @ @ T oo
Substance properties &% S \ @ % @@ @ @@&
Formulation type @ ‘N Sol@®ie con@trate@mulsﬁ&ble & % ,§
Q %
IS @ %gncentré}’ etc. Q> ®
St S &
Miniumum volume water for applicati@ Ilqwds) NS @ 10841/ha S
. o . —& © o) N
Maximum application rate of actlv@.]bstam\;; Q7 @ @@ & N@).Z k Jha 'y
50% Dissipation Time DTsg Ko > N v < (@Q 30 @ys é&
Initial Dislodgeable Foliar R@due é @Q @ @ N @d . @ ug/ 2offoliage/kg a.s.
R @)
N (o8 v @® ‘N O & o @
@ @\ ed \
Dermal absorpti pro@ o @ § @@ 6@ 25.00%
Dermal absor@n of i \se dllu%n K é:\ @J @ @OO%
Oral absorp%n of active sub@nce O K@ ;\y @ "00.00%
Inhalatu@absorptlon of active sub@@nce % N @&,% O Y 100.00%
v & 7
Var&%ressure ofac@@subs§ @ Iow atlle&@é&ancg‘I ving a vapour
\ N @% R R re of <5*10-3Pa
§ S éﬁ "\@ \ s
Scenario © @ Q@ @%’ . ‘"\9@7 © @
Indoor or@oor @lcatl@ o\@ ©\ @ x Outdoor
Appllcx{n method @© @\ Q\ @)\ @ Downward spraying
App! n equmen@ @ @S\\F ° 4 %ehicle—mounted—Drift Reduction
Buffer strip Q N &® g&\ 10{m
@mber of appllct&lons @ @ Q@ %E\ 2
Interval bet\/\@eg multi p@]pp&@lons@ &© 14|days
Season (ugWward sp%%ngﬁa rds oﬁ@) Q not relevant
O & &
@ @Q ©) N
O R
NS
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Table CP 7.2.2.1-14 Resident exposure results for field application Prothioconazole + Spiroxamine EC 46%&"

O

(160+300 g/L) to cereals (0.20 kg PTZ desthio/ha) — tractor-mounted boom sprayer,
‘. N
application using the EFSA model with refinement considerations @ @ (g
@
Resident-  spray drift (75" percentile) 0.0035 % of RVNAS @\ 34.68% & @%
child  (mg/kg bw/day) Q @
D
Vapour (75" percentile) 0'0011@ % of RV@ z%bd" N 9 2
(mg/kg bw/day) NS @ é\a @ @Q @
@ Q
Surface deposits (75th percentile) @%002 ‘%&MVNAS 2, 1.6 @ &
(mg/kg bw/day) % Q = &© ©© @
O ) &
Entryinto treated crops (75" percentile) Q/ 0.0137 > % gf\ﬁ%NAS @ 6\@36-71% @ﬂ
(mg/kg bw/day) LN Z3REN RN Y
Q @ », & gy SR
All pathways (mean) % @7 0.01@@ ’Gt of R\@% ‘o7 &140.20% %
mg/kg bw/day % N N\ 6@ % @ @ @ @ °
SN < Q AN
Resident-  spray drift (75" percentile) Qw ng\ %@00070 S (@ RV%& @ 6:85%
adult (mg/kg bw/day) ® Q%% Q @\ @7*'\9 QQ @ § ©
th i Q& £,0002 % JFRVNAS @ 7 230% 2
Vapour (75" percentile) @ @ @ ° @ @ . Q:g
(mg/kg bw/day) @@ 2, @ @(}7@ @® {3& @@ ©@ AN
- g Q)
Surface deposits (75" per%:%ﬁtlle)gﬁx & g 0.0001 &@\% Of%NAS N @ 64%
(meg/kg bw/day) & %@ @ @ @ \@ o
& A
Entry into treated,crops (75@ cent@ ©§ @ 04007@© % of R\g&é% @ 75.95%
(mg/kg bW/dav)@ @ % @© N é& . o\@
@
All pathwa TS AN a4 <QP067 %}\rf’RVNAs 66.88%
me/ks b@%@n SEPNARN °\© g@@ & &
& A
Dermal exposure fr@ the ! drlft @urface @posn aid 'ent d cro Just in BFSA model to take by 50% conversion of

rothioconazole ggprothiocordzole- de%khlo Wi EFSA model input rame or rothjpconaz@y remaining unchanged. Inhalation exposure was
p @9 P p

not corrected. N % % @ @ R
& é@’ o & P
@@% O o | O
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Table CP 7.2.2.1-15 Resident exposure results for field application Prothioconazole + Spiroxamine EC 4?0&"

(160+300 g/L) to cereals (0.375 kg SPX/ha) — tractor-mounted boom sprayer applica
£ N
using the EFSA model with refinement considerations @ @ (g
@2)
Resident-  gpray drift (757 percentile) 0.0061 % of RVNAS @\ 40.67% & ©®>
child  (mg/kg bw/day) Q N
= 2)
Vapour (75" percentile) 0-001]@ % of RV@ 7&34 o\@@ N
(mg/kg bw/day) NS @@ é\ﬁ @ @Q @
@ O
Surface deposits (75" percentile) @%003 % OERVNAS 2o 13@ Q &
(mg/kg bw/day) < Q & &© ©© &
P a N
Entry into treated crops (75" percentile) < 0.0240 > % gf\ﬁ@\IAS @ @\@159 7% @ﬁ
(mg/kg bw/day) LN ZNRN RN Y
) @ =% N PN > X
All pathways (mean) 0.0238Y 0@‘70 of R\@% (G5 158.80%
mg/kg bw/day %% °\@7 \@ R % Q> & @ K °
N © A
Resident - spray drift (75" percentile) Qw ng\ @\}@-00120\& @f RV%‘& Q> @‘%’ S
adult (mg/kg bw/day) Q N @ @ v @ @
& @ ¢ @’ /@
Vapour (75" percentile) R & & @)OOZ [’/‘NVNAS @ 153% 7
(mg/kg bw/day) @@ 2, (g @7@ @ Q @ @ N
° O
&
Surface deposits (75" perc tiIe)ggx é} < 0.0001 &@\% of BYNAS 7 @-75%
(mg/kgbw/day) & Q @J)@ @ @ @ O\@ %
ed AN
Entry into treate@y\ﬂrops (7 @rcent@) <®§ 6@ 0. 013@@ g}% "% of R\{Q& § 88.87%
(mg/kg bw/day)Q> (703 %, N .
& @ @ O A X
All pathwaysymean}\ R N 00116 % of RVNAS 77.11%
mg/kg bﬁ @ RS AN o\@ @@ & @
fy% & N r\@ <

LN
@ U YR
K < @6 S @

Taking approach ent T CP @2 10 r emeé’z§y for the active spiroxamine and the
metabolite, prothioc iﬁole—c@thlo is req@sd wlienl vehdgle —m@ted drift reduction nozzles and a 10 m
buffer strip have be %onsfdered s ack@awl that the ev@ation of exposure for the entry into treated
crops directly af‘@g ap atlo d U%Fg end Sefault values results in a very conservative
approach. In a 1t10n ulaQo of @Sldu \' ter repeated application is considered in this
calculation aﬂ@ough@n t}@n nteX&of C@t ¢S ance@’reventlon strategies, the product is used within
spray progammes, i.e. al w1t odu @of 0 chemical groups with different modes of actions
renderi 1s scenarigo be 11kel y. Nevertheless consecutive sprays are considered in this
evaluation as a wor@osée ase. Ther&g @re is a need to refine the risk assessment with available

%, .
bystander/resident taeasuxement é@pos N
AN O ¢ N

@® S @ &
& N
@
%
Q@} @Q @©®§9 ©
N SRS
@S
& Q@ X

O



E Page 86 of 131
BAYER 2021-03-31

E Document MCP — Section 7: Toxicological studies
y Prothioconazole + Spiroxamine EC 460 (160+300 g/L)
Conclusion @ Q®
The algorithms used to estimate bystander (spiroxamine only) resident (prothioconagple (prothioc u zole- 0"

desthio) and spiroxamine) exposures are embedded in the model and use datg@;ﬁ?om the 95§nd @
percentiles, respectively. S

< Qo
According to the EFSA model calculations it can be conclud€d that the rislgfe%bystandem\gpqsé@to t]%@
active ingredient, spiroxamine is acceptable. In the absence &f an AAOEL @stablished f@proﬂ@ona@e @
or its metabolite, prothioconazole-desthio, bystander modglling has not bgen assessed, @ O o &

v
For residents exposed to the active ingredients, prot@nazole (its m@%bo ite, pro@@conaz%e—d@@lio) i
Prothioconazole + Spiroxamine EC 460 (160+3004g/L), exceedance of AOER for @M r%sident&for
both prothioconazole-desthio and spiroxamine f&llowin@appl@on o~ field tow) @\opso when le-
mounted drift reduction nozzles and a 10 m buffe? stri ve Peen corfsi ere@ﬂ“ here, thdre is a“reed to
refine the risk assessment with available byst&‘%der{r&ent asurnt e@osure. & %

NIEN RS O & &
CP7.2.2.2 Measurement of b &an%&r\ an%@sigl\e% ex@sur{y\© é\ﬂ N §
Two bystander/resident exposure stud{e@are a&ilab@%hic&%ere p@ﬁéio@ sub@ed Qprothi(g?onazole
andgyrothi naze\@from spray

renewal. In the first study, exposure @bys@dez%éeside&s to spiyoxa
applications with Input® in c@ls using stafdard &pray lesgderm Qind éﬁalati&a exposure to
prothioconazole and prothiocona ole—d&thio@le to sg%y drift wa@eas%e . Inthe sedond study, dermal
exposure due to spray drift of tanders / identsyto pr&hioo%l zolecpnd its®main metabolite
prothioconazole-desthio ffem tre&or movnted/tri@ed l@om s%%yers@@h z@a‘[or éﬁ@o EC 225 in cereals
was measured. %, QS % ©) @ ® %, N
< N e

A low number of re tes were u b stu@ fo&%&nneq@ls péﬁtlon@\? meters from the sprayed
area. In the first egp uate@%tudxng@ ‘Input” formulati fZthere were three mannequins representing
adult bystander@@side@ and three ¢qmanne %s r@ﬁesenﬁf@%) chi bysers/residents monitored at a
distance of 2 micters the@)raye@reaq% the S@cond@mlua@ study‘using the ‘Aviator Xpro EC 225
formulation ghere were five’ ma@equi%rep €S tin@dult ®ystand@érs/residents and five mannequins
represei& child bystander ide oniteted at~a digtance 6@3 2 meters from the sprayed area.
Furtherfore, comparisén of thg)spray“application &amqj‘\%% fro@botb studies with the parameters in the
BREAM calculator@er tQ%P 722.2/0 g Materials a‘gi\cll methpds, Section B and CP 7.2.2.2/02, Materials
and methods, Sec@? B) indicat at the drift @uld iy lower i the studies compared to the scenario taken
from BREAM. o he s provided é?re u%&%ﬁak%usiower operating pressure, lower forward speed
and lower ge gyind d d% ing icatiéh’ (CP®7.2.2.2/01 [M-510333-01-1]) compared to the
BREAM sggnario. Durin op@-cloc e %@ﬁicam@rovided additional information from a wind tunnel
experimefd: ) N @Q\F . @

. LN
The %} ective of the@nd t 1%1 study Wasgtﬁsot&@sh the difference in drift relevant to bystander exposure,

between a Teejet XR11003 V. %zzl 1. r and 9 km/h and a conventional flat fan 110 03 nozzle
(Hypro) at 3.0 bar by méasuréthents of Droplet size distribution using laser diffraction and wind tunnel
measurements.of spray-drifi&ihe reQults i %ate that a validation factor of 1.18 could be applied to make a
compariso twg\%in andboth gtudies possible.

The a@ant Iﬁ)ose@)@g co ‘ t the ?x‘mal exposure residues from both studies with the proposed factor
of .18 A's aryQf thisgwind tunnel experiment is presented in this chapter. It should be noted that the
sec@d study (CP,4:2.2.2782) reported to have a high variability in the wind speed which is reflected in a
h@q va '%ility in the &)osure data. More specifically, the amended study report informs us that: ‘The
meas mean wind speed during the entire spray duration was at 3.8 m/s. However, when the tractor was
passing the first dummy pair (adult A1 and child al) the wind speed was with 2 m/s — 2.5 m/s at the lower
range of observed wind speeds. When passing the last dummies (adult A5 and child a5) approximately 30
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seconds later, the wind speeds was, however, in a range of about 5 m/s even up to 6 m/s, and @I S
significantly higher than at the beginning of the study’.

As such, the RMS concluded that it would not be appropriate to substitute the defa@dermal exp@@@es
bystanders/residents in the EFSA guidance with the 75" percentile value frofd'the subrnlttégd studigs,
especially when considering the difference in application parameters between.BREAM and the su@tte
studies .Therefore, refinement has been undertaken for both bgstander and r{&dent exposuze Usingthe 9&'&
percentile data from the Input formulation, which mirrors the?rothlocona gt + Splroxar@e @ @
provides a precautionary estimation of systemic exposure@o this cohort spray drift @posu@@ é&y @

With the approach adopted during the previous renew: process and@et d und QP 7 2.122. 2@9 d@
have been used in a generic manner as opposed to % special issug of pr 10001@016@ thig, The
data lend itself to be used in exposure assessment&for fogrulatl corgi@mln @tdm@l activg subs@nces

apart from prothioconazole. To serve for thi® pl&@& data_Sare esse “p%thloct&nazole
equivalents”, i.e. the results of prothioconazyle-desthio ar@ convgyted t proth OCO i@lts” (by
multiplication with 1.103, derived from th%%?o ar&%o) a&% addeqd to th@%esult prothloco
“prothioconazole-equivalents” @ C&\ S @

é\’ QX g} & &

Table CP 7.2.3.2-1: Collective overv1§of acu@ dernial expo%ure values o@wd L@%nna@ﬁle,
d

prothioconazole-désthicgnd c@ulate@roth@naz@ eq ent d go%fine the
bystander/re@nt expesure a@essr@t &@ w@)& u&ﬂ&s@ .
Exposure Statistic ¢, q @thi azol&y %Protm%%naz@e P@othioconazole-
scenario ° % 9" (mgiday), « des;ﬁo (mg@ay) Z) equivalents
& L0 Gowedy O e mgiiy 0] ey
Adult 95t@rceg@e o & @ @y & o Qg3 < 0.234
Child UA‘i@\V?pe%%%ile O \@.079{;\@ 9 & 0.0 0.102
QT &0 O @ N
g O
o © o o S A
SR S I
A @ O ©© AN
\) "\ %, @Q v o @
SR SR O
@Q @ > ® O
SHECN o
@ O &F.C & & &
Q ©) Q AN N X
O K 9 D
5 S . @
& AR
\?’\9 %@ @ . @ @ \©
v & V&
@* AN S
& é@ S
X
@ F & ©
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P>
@ @v '@W @
Table CP 7.2.3.2-2: Summary of estimations of bystander and resident exposure in relation to the spective reference Kzﬁuﬂ using the spray “glr%t me; uf‘@ment data
and the EFSA model © @
o) o SR
Adult resident Child resident & Adultyesident c) -._‘©hild resident
Parameter Systemic exp. %AOEL Systemic exp. %AOFD Systemic gxp. %%AOEI@”\\?@ %@\ﬂic exp %AOEL
(mg/kg bw/d) (mg/kg bw/d) ) \X\ X @(mg4kgﬁp /d © /kg bxy,
Prothioconazole o3 RN 2O <N @Prb‘\fhloc%fazole desthjo RO
Spray drift 0.00111 0.56 0.00379 GV @Q %.000@@\ 2> ©\ S < 0360097 @K 9.75
(measurement of Q& N & @ @ @7@ o R @&
exposure) @ " e Nl I S W PN < O
Vapour 0.0002 0.12 8.0011 o\& 7 e LV 0. oo@@ X© 230 © % 0 0011 10.70
(EFSA default) S & N N & <©
Surface deposits 0.0011 55« 0,006 > 130 @\/‘0 00 @@\> <OI1.04 @h026 26.39
(EFSA default) PR S ) SR SN P
Entry into treated 0.0024 L0 © o.o%% @ 2.10 @ O&%ow QY @@%0 S 0.0018 18.00
crops (EFSA+ refined ©©© \ O ©§ © @Q S @@ S
DFR value) O AW @ S o
Sum of all pathways 0.(%@\ 2 XY 0.01179 V” 585\ \6’0029@\\\ 9994 0.00648 32.42
Parameter It bystander ® Chilﬂ\l»stande@\) 8 e z\Ef&dult\\‘g&gél%’)ent Child resident
Systemic exp. %@@)EL p\x&fstemic%xi?? &‘%KAO&@ Sy@mc e @ %AAOEL Systemic exp. %AAOEL
Parameter (mg/kg bw/d) | (‘\% (mg/kd bw/d), 3)% < (mg/kg b¥%/d) (mg/kg bw/d)
NN N O S amin@@g w©
Spray drift 0.00089, < \\1).46 S 0.00242 N 3.97 O° 9.000864 5.76 0.00232 15.46
(measurement of R Q 8 . Q @@ ©
exposure) o ~ cO @&\9\ @’&\ h R of
21/;;;3111:) (EFSA N $870.0002 A 8\@\\ 9 %@@V o IR 0.00023 1.53 0.0011 7.13
Surface deposits 0.0029 T N 0.00R Y @'@Vi 1.68 0.0010 6.46 0.0024 15.94
(EFSA default) XY @ . e N
Entry into treated &0@021 7 344) &@9.00;,91»\\?@” 6.39 0.0021 14.00 0.0039 26.00
crops (EFSA+DFR | O \ & 4@, o
value) a8 % ,r(@& o S W
Sum of all pathways @© - s O - - 0.00416 27.75 0.0154 76.86
%@,\& @X@' &7 & N
2 & o W
R @@
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Conclusion

The algorithms used to estimate bystander resident exposures are embedded in the model and us@a‘[a ©©
from the 95™ and 75th percentiles, respectively. Q\

According to the EFSA model calculations, when actual dermal exposure gerg?ted data and%FR@
are used to refine the spray drift and entry into treated crops scenario alo ith default SA ‘ralues
for vapour and surface deposit, it can be concluded that the risk for bysta: d%s and remd@ts expy ed@
the active ingredients, prothioconazole (its metabolite, hloconazoleg esthio) in B{ﬂ\hl(\énazol@
Spiroxamine EC 460 (160+300 g/L) is acceptable follo%ng applica ,,. to field ) § usg& a &

@

standard 2 meter buffer. This modelled scenario confirms that drift@c¢hnology isequ eV,
acceptable exposure following re-entry into treate%@érops usm@e EFSA t%@tl ate hls@oute&é

exposure. "" @@ ) @
Therefore is can be concluded that the risk fo% ystander and@mdes&\l7 eXpes & to actl%e lng&nts
in Prothioconazole + Spiroxamine EC 460 (1% +30@g/LEjs acc%jiabl%’ lowd ap&hcatlo%to field

(low) crops. This has no labelling implicatigns. Q ) N
t% \ \ 5 AN < @j @
& A S

O
Data Point: KCP 7.2.2. v, N AN L L 9O
Report Author: ) o TS $ & @)
Report Year: 2015 O N) N @
Report Title: Exp@lre oﬁgﬁ dﬁ/ / res@ents @B‘ &y 1ne 0@ Zg;ole from

spry applisations,with Inp@’ln ceeals ugng sta,pdard s

Report No: MR-14075 ¢ & gw &

Document No: M-510833- 014 e Q «\\ =

Guideline(s) followed in ) OE Gu%ance D@m@r the€onduct of Studics o§cupatlonal Exposure
study: R icide® Duri Agr r pplicdtion, Series o ing and Assessment

§ N@@s e g& on. Seres o
Equi ?@ro protecti Meth@ds for, field n@surement of spray drift,
RS ISQZ%S% 2&05(@\ :@ %% & S

Deviations fr urre ne K
test guldehne% @ I\@ @ K f@ @b ©§ @
Previous e@luatlon yes, &v {aluated\and a@pted W
O e pr&@aocoq@%@: RAR (2018) @@ v
GLP/@? cially @ Y@conducted @der G@/Ofﬁgﬁlly p%%%nised testing facilities
recognised testing @\ & v @) > Q
IS N
facilities: N & S o O
Acceptablllty/ReT?éblllb@ Yesy @ - Q> N
@ o o , 0 K
Executive s@mar@ @© O D &
The purp@ of the study was t§lete@ﬁne @dermgp and inhalation exposure of bystanders/residents

to prothivconazole, its Main Netabolite ioc@pazole-desthio and spiroxamine from spray drift at
varioys distances @nw fror@he sgdyedarea during application of ‘Input® EC 460’ to winter
wheat through a field cregrboo praye ‘In EC 460’ is formulated as an emulsifiable concentrate

exposure to othlo%)?laz th10 nazole-desthio has been considered in the RMS study
evaluatlon

The st@as @)nduct%ﬂ on@mmermal agricultural land in Germany in May 2012. Headland was
selected, as@ @pre ‘@mg wind direction to obtain a track as near as possible to 90° to the
pre@ing d di $epresentmg worst case conditions to persons in the vicinity affected by drift.
The cro heat) reachéd a canopy height of about 60 cm and was at a growth stage BBCH 55. The
crop grown on a non-sloped area in an area of more than 10 ha. An area of 100m x 22m was
mulched in the centre of the field to allow the positioning of the mannequins in the spray drift zone.
Replicates of mannequins were placed at 2, 5 and 8 meters downwind to monitor a range of potential
distances where bystanders or residents may be exposed during application.

comprising thegyvo actlvgredle sp1 amine (300 g/L) and prothioconazole (160 g/L). Only
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The area adjacent to the mulched zone was sprayed with one spray swath. The spray application was
performed using ‘Input® EC 460’ with a dose rate of 1.25 L/ha (corresponding to 200.g S
prothioconazole/ha) using standard spray nozzles (Type: TeeJet XR 110-03). The total area s yedQ
was 100 m x 28 m = 0.28 ha. The application was conducted with a single spray swath with a 28metef”
width, a spray volume of 100 L/ha, a forward speed of 10 km/h and a spray gréssure of 1.4Dar. Ty
spray boom was positioned at 1.1 m (0.5 m above canopy height of approxigrately 0.6 m).&SecIﬁ% B
(below) provides a comparison of the parameters in the study with the pr%osed use of @Viat prag,
EC 225’ and Section C (below) compares the spray a@cation detail$\in’ the study<tp the BRE

calculator. Figure B.6.4.2.3- 1 provides the trial layout, e Figure C®)7.2.2.2/01- p@es vighal @
application details for both studies Figure CP 7.2.2.2/01-2 shows a@)tographic ampl&of thé@asedé
mannequi di itioning i > 5 KN
quins and its positioning in the field. Q ®© @
Figure CP 7.2.2.2/01-1: Trial layout @@Q Q & 2 @}
AR
5 NS
Q v @y AN
. & ©§ %
W\% e S & o
P NI
I Spray swalh 1 @ @
st somgian B
: e B DS e Y
i —GHTE e
: b @ o&"‘ @ -0, @ @©> K:
- SN & 7 0T
& Q) - L9 &
L 9 .__@Q QS
RGN & % §
mmfr‘gr:?LSELr?%nm ¢§ \ @j@gpra@dntz é& é\[ ke ]
wind direc 40° & Dummy (adult
@ QO Dummy (chilg)
ECIS RN & =
S, N N
Figure CP 7.2,2,2/01-2: A ppligation é%ailsq&% ze
N N
& & @ ©
A KK Sy Q
§> S < °\© I 8 al2
X . ' .
@, 2 $ @ J i
= @ 1!,/’@3 ~ @ S N = KN a // . \\\,’/ | \\:
iesmennh B O B seesnimsmmmmmg

B O J

@)
> Q dir@my sp@d area (= L +a] Input study: 28.5 m, Aviator study: 18.5m

@
§ Q@j B ray drzone
& @@ nd ditection
Q© &) L bo@ddth Input study: 28 m, Aviator study: 18 m
N a nozzle spacing 0.5m
( ); h  boom height 1.1 m (0.5 m above 0.6 m canopy height of
wheat)

Figure CP 7.2.2.2/01-3: Photos of bystander mannequins and their positioning in the field
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Materials and methods

N
A. Materials: K% Q} Gog 6\ ”\,@ @@
2y @ S T
1. Test Material: Prothioconazole + @nrox&@me @)thl azolé® Bix afen ECQ%S o
460 2\ oy Qalternative I@e \@tor )@ C@&
(alternative n{ﬁaﬂe IIL&I}P@ EC\%O) @ 22&% ©
Purity: 160 g/L (ploc%}zoleéj@ \ % g/ \Othl azolé’ Q
250 g/L (§piroxafaine), s @ g/ 1xaé§ &
CAS No.: 1789 &70 6 (prothloco}azolé} ©\ 17@—70— prot i&onaﬂe)
118 @ 0 8@@p1r03@me @® 5&1809- (bixafen) >
2. Study conditions: ~ XS @Q 2 o é
L < $ o %
Operation time: NN @ S
peration time: % O N @ S N Z)
Overall monitoring °~, >5 %>7 h © § @% @@“ v $ §
period: (%) o N .
Area treated é\g 5@ ha § ?“\9\ © & Q\
Amount of a 5@} £ 1.25 @rod&%@‘la contamm@o @ &5 L preguct/ha containing 187.5 g
applied: \ pr(&ﬁioconazole \\ BN thio&6hazole
Max. tota@@)s @b B & K@’ s&g& @ § L %duct/ha (376 g
73 2y 9 N O pr tfioconazole/ha; 188 g bixafen/ha)
NumbéPof % 1 (agp@f)lcat nter@} n/a) © @  2%pplication interval: 14)
ap tions: ST NN

"y Q
Watér volume %L% Lpa 7 \© s 100-400 L/ha
\ O & S
3. Equipment ugg@? Trgﬁ (tr ifed boo@spray@appl ation

<
B. Comparisan of s&% I@catl&a par@lete@Qused@ the study with the BREAM calculator:
Q SO D
@ REAM c §lato%% @ CP 7.2.2.2/01; CP 7.2.2.2/02
and @hil

Bystan ype ild v Adult and Child
Exposure route \ ae]\almd 1nhQ1at10n©\ Dermal and inhalation
Nozile type: N @mw 03 1@” < Standard, TeeJet XR 110-03
No. of nozzles: V43 @ S 56
@° § @ S
Pressure: ¢ N ar > Q 1.5 bar
Forward/ ing Speed: 2.6 kmh @ 10 km/h
Boom hejht é\\f O 07y Q 0.5m
Crop l@ght 0.6 m
er@pee@@ @ 2.7 m/s 2-5 m/s (average 2.3 m/s)
D 2.3 m/s*
Spra)@entratlon. 1 g a.s./L spray 2 g prothioconazole/L spray

*RMS PL comment: Wind speeds for both studies were mixed up in the RAR. This is the correct value.
C. Sampling:
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The test system consisted of 18 mannequins (9 representing adult bystanders and 9 representing child
bystanders). The mannequins intended to represent adults were 1.86 meters high and the mannegqyins S
intended to represent children were 1.04 meters high. Adult and child mannequin pairs were posi&ed

2, 5 and 8 meters from the zero line. For each sampling distance relative to the zero-line, th e adulfd’
child mannequin pairs were installed as replicates with a distance of at leasﬁn betwee

The zero line was set at a distance of half the nozzle spacing from the edg boom. As%ﬁ %’es
were spaced 0.5 meters apart, the zero line can be calculated as 0.25 meter%rom the edg@%f th@)om(@

Mannequins wore whole body dosimeters made of 104% cotton (exé@pt shorts c@rst @ot@ @
o

polyester / 35% cotton) and personal air sampling pum% with 10 ters as san@%g &

samplers were attached to the pump and positioned 1n$be virtual bredthing zone ofithe manfequits’ T S

pumps were calibrated for a flow rate of 2 L/minute &ore the star€p monj,torin& d their performanéy

was assured after the completion of study. The@\al dosi ters copsisted ©F lonénde@/ear [@r

sleeved shirts and long johns worn below short otter dg)51 s (shert sleeged T@mr‘c afd sh ] to

represent lightly clothed bystanders/res1dent© The § he @@rts 3@ worn’to cover the

hand therefore an additional hand dosrmete%was r}%ﬁreq@ Aéﬁ”l mask was ne@&o re t@al

head exposure.

Wind direction, wind speed, air tﬁratqﬁ\e relg&f e h ﬁild &ew gQ}l g an@ress were
f

monitored under no GLP conditions % at10 uen 1 @ﬁz

On completion of the spraying, n@nne%ms were lef the d f@@bO tes all vi\q/\?aerosols to
settle. Air sampling pumps wegg thensstoppedand e ﬂo re- r@asur recorded before
dosimeter collection started, €assettés andﬁe filte hold&s fro@ CI’S@lal air mp]@ devices were
put separately into pre—labellw\ﬂ vigls olgsbody d@srmete%s remo%d fr the mannequins.
The outer dosimeters (sg@t sleed Teshirt sh&rts) € rem\g@e)d st a oth samples were
combined and put into re-lal;§ed HDPE-b S. f” 1nn$ igeters (Iong sl§ d shirts, long johns)
and the ski mask wege’thenggollected. These sa@le Were al@) contbined, 8nd put into pre-labelled
HDPE-bottles. Al ples weresdt ectanspﬁte e) ¢ tegf facility and placed in frozen storage on

receipt. The exac{tor: g@perl%%o thé%rozeh@amp& 1ve@n the \(:Z- dy however it is mentioned
that the field r@rery mples eré&tored@ider the sarg con@ms p’ﬁor to analysis.

© K f@ S @
D. Method of anal Y @ %,

Residu prothloco ole e@ pr conazole— sthle@@ theﬁ@s}meters for dermal and inhalation

CXpOSIﬁ%) were deternifaed b sing the ar@lytrcal@letho?ﬁkﬂ%&@/[om which has been adapted to the
matrices of operat@d b%%and@xpos@e stud} All extensions of method 00598 were summarised
in report MR-13£196 (Ig%A 4, @/42)@1d c @quen@y theymethod is now occasionally referred to as
Method MR-13/106. Adl aredy of 0d 80598 e not originally evaluated for the Annex 1
inclusion areggvaluated i & Drafg (Rengwal) &sses ent Report (DAR), Volume 3 — B.5. Thus, all

methods referring to MR&Y \mclg@qg t@?m 00598/M001 applied in the current study can
also be idered to befully felidatéd. LN

N
E. Fy;\l?d recovery tﬁ@ cor%ol s@ples@ \©

Fieldrecoveries were pr@ared@ the d@mal@osmleters and IOM filters and were used to demonstrate
the stability o@prothlocon le pr conazole-desthio in the field samples and check the
performanc of th ‘a%alyt method. Dosimeter samples were exposed to ambient conditions at a
location ngas; butisolated fromy the tepplot to ensure that field recoveries were exposed to the same
ambient @ d1t but @way fidm potential sources of contamination. At the end of the work day, the
field r @mp wer@eollected and handled in the same way as the actual field samples. The
proc of fi a{§ al dosimeters and IOM filters is not described in the study report. Thus,
it @ ot ¢ 1f fortification was performed using the pesticide formulation in the spray matrix (water)
as recr@rended by the OECD guidance document.

The LOQ for both prothioconazole and prothioconazole-desthio was 1 pg/sample for cotton dosimeters
and 0.1 pg/sample for IOM filters. The spiking levels for prothioconazole and prothioconazole-desthio
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were 10 pg/sample, 100 pg/sample and 1000 pg/sample for dermal dosimeters and 0.1pg/sample and 10
pg/sample for IOM filters. For each spiking level two replicates were performed. The OECD gui e S
recommends that at least three fortifications should be made at each spiking level and there no
explanation in the study report for the deviation from the guidance. Furtherm%e, blank con@l field®”
recovery samples were not carried out. S @ @)

s R

Field recoveries for samples spiked with prothioconazole are presented in T@ble CP 7.28.2/01 and
field recoveries for samples spiked with prothioconazole-desthio are pre d in Table © 7.2§ /0\215@
2. For field recoveries spiked with prothioconazole, the sty report infdtmis us that the field recoversd:

. . . o @
for the IOM samples are presented as prothloconazole—e%valents (1.@ e sum of @Yhm@azole\\ﬁnd &
prothioconazole-desthio) as during the air pum%)g process &@othloconaz is nv@eﬁ@ t&

prothioconazole-desthio. R\ Q o & & &@
Table CP 7.2.2.2/01-1: Detailed analytical resultg; @he@ﬁeld rig?reriebs\ @ike%v%) g@lioc&?@zol%@

. . N
Fortification level of 2) f&Mea@ecovery RSD
prothioconazole (ng/ sample) Sample ty@e @‘%ﬂ é@ﬁveg@/@ @EJ N %)& A@%(OA))& °
10 Dermalosimeitr |3 o 108 | © @ &
100 Derp@ dosiiister (2 91> | @0 o> B85 & | OY
1000 Defnal dgsimeter O] 99 [ 010607]  S10258Y by 7
0.1 QoM filters,,  |3,82 & 90 [ 87 - 8
1 @ goMiile® & 9507 9 P97 « 4

T 5 ©
> % § N AN %

9

th prothioconazole-

o N 0 T Q&
Table CP 7.2.2.2/01-2: Dgt@a)iled analyti@l re@s forthe field rec«%%eriestéﬁke
desthio @% & Q & Q ©)

Fortification level o o X ()

prothioconazole- tho & § Samﬁl@ typ N ©§9Rec@ﬂry i/o)© @h%ean (})‘/igovery 1;)21))
(ng/ sample) < Q BN EE N D > @

10 ol D Détmal dogjmeter & | . 97 091 % 94 6
100 © @§ 1 Deétmal ﬁ%sim}et@@ @\\%5 o Y 87.5 5
1000 9 L?)c;.'l‘l%@§§iosir@er K EA) @2 93 2
0.1 £ @7@ R 4OM filters A N o> 87 84 6
1 &y oS [ m IOMdlters '\ [ 94 98 96 4

A
Results & @ @ @5\9 %@’ - @©
N
The actual resi dat@%ave Ben cc@'ect@g@or ficTl recoveries if the average field recovery for
the most relevant spi in@el/ plin%natri@@m befow 95%. The correction factor is chosen based
on whethgrthe reported residu VCI@ﬂZ %ﬁz@?ﬁal ﬁ@g samples for each sample was nearer to the low,
mediunter high spikinglevel: N

Thx&mount of restdues @%ﬂ .offeac ann@in’s dermal dosimeters and IOM filters was used to

calculate potentgéL and a®ual &@}mal @cpom&@as well as inhalation exposure.
o Potejitial de@ﬁaﬁosu&PDE@s calculated as the sum of residues on the outer clothing
e

dosi eteg@@sho ved T-sl@shons), the ski mask and inner clothing dosimeters (long

s@ved'r‘[ ar@;@on ns). This is intended to represent dermal exposure to a person when
“Ghere igio protectiapfrom clothing.

e oy :

§ A 1 deqial @sure (ADE) is calculated as the sum of residues on inner clothing
Q imeters (longsleeved shirt and long johns) and ski mask. This is intended to represent
rmal exposure to a person wearing shorts and t-shirt.

e All air sampling pumps showed that the average flow rate was 2 L/min + 10%.
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Inhalation exposure of adults is calculated by multiplying the sum of the residues in the

filter and on the cassette with 4.79 to scale up from the pump rate of 2 L/min to the standagg - S
ventilation rate for an adult of 0.23 m*/day/kg bw = 13.8 m*/day/ 60 kg adult = 9.58 L/migf 60 o
kg adult (EFSA guidance). @ v

@
Inhalation exposure of a child is calculated by multiplying the sum he residuesin the@®
filter and on the cassette by a factor of 3.715 to scale up to the stan ard ventilatiograte far a

child of 1.07 m*/day/ kg bw = 10.7 m*/day/ 10 kg child = 7.43 Léq\g /10 kg chl@ (EF \;45@
guidance). @ g}g \\ @Q @
Table CP 7.2.2.2/01-3: Prothioconazole residues on outer and inner dermaf dosimeters 4#d 10 Qﬂte@om é
child mannequins §7§ Q‘\k (§” Q U© @
Distance from the ° S
zero line Zm @ N @@) 8 & Z) %&Q}
Mannequin ID Al | A2 | A3 & | B@ €1 [(\@ C2, (€3N
Outer clothing (ng/sample) O Q) @% K@ X < o
TOTAL 1264  |427 | 60% | 2T |Q 51 N 81 136 | @29 4508,
Inner clothing (ug/sample) [ & o S X @
TOTAL (243 [ 241 (@@8 3 qﬂ 7. 372\0\@ | 7@’ @53 9.6 | 6.88° | &02
IOM samplers (ng/sample) © < @M \Q & e
Filter 0.1 0190 0.1 03 0.1.O 0((1@ Gl _P0.1, 5] 0.1
Cassette 0.1 04, P @01 &7 04D |61 01,0701 0.1
TOTAL 02 P2 o2 [0270 [62 @o2 . [02Y 0.2
Values in red are <LOQ and haVe bden repofed at e LO SN L9
Operator AL, 2] A2 a3 Bl . [B2. \“2\,1 ol C2 C3
Outer clothing
%mg) &Qﬂ264 @427@5 0.0660 | 0. @%l @095© 0.0§1 (}&@ 0.0129 | 0.0051
nner

(mg)

clothing NN O
\{%.ozég 0.0081 | 10283 ?oog@ 0.0673 | 0.0075 ¢,0.009 | 0.0070 | 0.0050

NN
Air sampler (mgdo | 0002 | 5:0002. | 0.0002 | 0.0002 | 0:0002.42.0082] 0.0002 | 0.0002 | 0.0002

PDE(mg/persdp) 00507 ©0.0669 | 08883 | £,0195.L0.01685] 0.0457 | 0.0232 | 0.0199 | 0.0101

ADE (mg/pgrson) ©0.0243 0.0241 %0283% 0.007%| 0.0073 | 0075 | 0.0096 | 0.0070 | 0.0050

PIE (r;§§er”son) 0.0007 |<6:9007 4200007 1 0.0807 @%07 (0.0007 | 0.0007 | 0.0007 | 0.0007

)

O
Table CP'7.2.2.2/01 ﬁotﬁ&%nakﬁle res@es omutergxnd ml&kdermal dosimeters and IOM filters from

@ult m%nn@m N @, ) N

Distance from tﬂ% S (O N

zero line @@ @ @© O ©\ § ©v 8 m

Mannequin ID | A1 O] A | A3 .PB1 oﬂ@| B2 |B3 c1 |2 C3

Outer clofhing (ng) 2 N @ j& “

TOTALS [o1  [®14 [ 814 |@8 [20  J248 219 [125 [107
Innéeclothing (ug),” & , © O

TOTAL | 47.80" |67 | 782 ©T211 l178 [195 158 [131  [835
10M samplet;ks%ﬁg) > @g Q

Filter Q01 &o01° [og, 0.1 0.1 0.1 0.1 0.1 0.1

Cassette « ©  NM01O |0 [@1 0.1 0.1 0.1 0.1 0.1 0.1

TOTALY? @ 027 |@®2 0.2 0.2 0.2 0.2 0.2 0.2 0.2

Valugs.in re@fc <L§§ angﬂ%ve been reported at the LOQ

Matpequip D~ AL | A2 A3 Bl B2 B3 Cl C2 C3

Otter g§°1°thmg 0.1010 | 0.0614 | 0.0811 | 0.0278 | 0.0200 | 0.0248 | 0.0219 | 0.0125 | 0.0107
(mg) C
Inner clothing

(mg)

0.0478 | 0.0657 | 0.0782 | 0.0211 | 0.0178 | 0.0195 | 0.0158 | 0.0131 | 0.0084

Air sampler (mg) 0.0002 | 0.0002 | 0.0002 | 0.0002 | 0.0002 | 0.0002 | 0.0002 | 0.0002 | 0.0002
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PDE(mg/person) | 0.1488 | 0.1271 | 0.1593 | 0.0489 | 0.0378 | 0.0443 | 0.0377 | 0.0256 | 0.0191
ADE (mg/person) | 0.0478 | 0.0657 | 0.0782 | 0.0211 | 0.0178 | 0.0195 | 0.0158 | 0.0131 | 0.0084-
PIE (mg/person) | 0.0010 | 0.0010 | 0.0010 | 0.0010 | 0.0010 | 0.0010 | 0.0010 | 0.0010 | 0.6Q10

Table CP 7.2.2.2/01-5: Prothioconazole-desthio values on outer and inner derm@ dosimeters @% I(&[

filters from child mannequins @JQ N
Mannequin 2m Sm A 8@@
distance from the Ro 2N L
zero line @ o ‘24\9 (77“@
Mannequin ID Al | A2 | A3 Bl | B2 | 83 Cl @ Cz§©9[ €3
Outer clothing (ug) o < a Q o
TOTAL | 61 | 94 | 193 | 35 | 24 R 1o ] 28 |20 Y107
Inner clothing (ng) ol @§ 9 ~ 9 \@%j
TOTAL | 126 | 136 | 163 ] 38 | & |34 «[7330] ™ | N2
IOM samplers (ug) N~ o SIS <
Filter 0.1 01 [0 [ 9.1 F a4 1 | Qo1 \\’/0.1@ 0¢
Cassette 0.1 0.1 0.1 0y | OF 801 «[T018] ol |
TOTAL 0.2 0290 02 | ®2 [502 «[702> 0@ [ 02 [Do2
Values in red are <LOQ and have beg\r@epor@ at thQ\EOQ Ry o @ N @V 9

c.  Samples @rect@r 94%yreco @\f °

Operator Al [@A2 <]” A3 @B ' B3 Y 6P | (2 (&)
Outer clothing (mg) | 0.006) [>0.009% | 0:a393 | 0.0035 \\0.00%4@ 0.0639 | 0.0028 | @0020 | 0.0010
Inner clothing (mg) | 0.0126 | 08136 | 8163 ¢,0.00370] 0.0035 | Q0034 4 0-0033¢) 0.0024 | 0.0012
Air sampler (mg) 0:0002 |0.0002 $50.000%] 0.0802 | 0:0602 [%6.0002 }0.0062 [ 0.0002 | 0.0002
PDE(mg/person) 0.0187450.023 | 0.0835 | 44073, 1990058 ] 0.00537] 0.0051 | 0.0044 | 0.0022
ADE (mg/person) oN0.0126°] 0.0836 | 09163 [£0:003%J°0.0035 | 00934 [ 0,0033 | 0.0024 | 0.0012
PIE (mg/person) @ 0 g;&m 0%907,[°9.0007 | 0.0a87 | 06607 [.0.0007g, 0.0007 | 0.0007 | 0.0007

S Y

AN
Table CP 7.2 @@01 f§ rot cona@-deﬁ%@’o resuj&ues @oute&d %ner dermal dosimeters and IOM

ers frgm a%lt man qum\s@ @

&
Manneggin distance ~ 9
from zero line @@ m § @7 AS @h § . ©\ Sm
Mannequin ID &S| Ak | A2 X3 Bly, | B2\" | B3 ct |c2 |c3
Outer clothing (’%g R
TOTAL ESTR ® apds |56 a7 |25 |21
Inner clothf@ (ug) O O D N
TOTAL &\ 3 Q8 %%71 2 \ 4% |99 |10 [78 |72 |34
1IO0M s&lers (ng) - 2 Q @
Filter 0.1 01 - \‘()l 01  [or Joi Jo1r Jou
Cdssette ob 201 Qoigpyol 0.1 0.1 0.1 0.1 0.1
TOTAL o> 102 «J02@ [oa” o2 Jo2 Jo2 Jo2 Jo2 o2
Values in red-gre <L®a$/$e b@report?é at the LOQ
@ﬂ pleg,kcorrec@gfyor 94% recovery
@} WQ Gamplesicorrected for 87.5% recovery
NS o
Maphequing)™ S ATy [ A2 A3 Bl B2 B3 Cl1 C2 C3
Qtér clothiing (mg)” %222 0.0154 | 0.0396 | 0.0074 | 0.0045 | 0.0056 | 0.0047 | 0.0025 | 0.0021
Innerp@iing (mg) 0.0319 | 0.0318 | 0.0710 | 0.0144 | 0.0099 | 0.0110 | 0.0078 | 0.0072 | 0.0034
Air sampler (mg) 0.0002 | 0.0002 | 0.0002 | 0.0002 | 0.0002 | 0.0002 | 0.0002 | 0.0002 | 0.0002
PDE(mg/person) 0.0541 | 0.0472 | 0.1105 | 0.0217 | 0.0144 | 0.0165 | 0.0125 | 0.0098 | 0.0055
ADE (mg/person) 0.0319 | 0.0318 | 0.0710 | 0.0144 | 0.0099 | 0.0110 | 0.0078 | 0.0072 | 0.0034
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| PIE (mg/person) | 0.0010 | 0.0010 | 0.0010 | 0.0010 | 0.0010 | 0.0010 | 0.0010 | 0.0010 | 0.0010 |

For calculation of the summary statistics for prothioconazole and prothioconazole-desthio, only @al S
exposure values (i.e. exposure values for a person wearing shorts and t-shirt) for mannequins positione

2 meters from the zero line are considered based on the EFSA guidgnce (EFSA@ urpal
2014;12(10):3874, 55 pp.,) which concludes that 2 meters represents a realist@orst-case distanc

all of the inhalation sampling media (i.e. the filter and cassette) yield exposure below the L@Q, s Amary
statistics have only been calculated for dermal exposure and these can b% nd Tablq @7. 2 Ol@(j@
for prothioconazole and Table CP 7.2.2.2/01-7 for prothj d&nazole- des HO. g}g \ @Q @

Table CP 7.2.2.2/01-6: Summary statistics for dermal exposure to pro onazole baéd on 4 al mal é
exposure values for adult and childsihannequins positioned 2 m&?s fro@ the £ero liné,

Statistic Adults (m%;{day) R e Chjfdren (mg/day)@ & 5
Mean 040639 @ R00%% o @
Empirical 75™ percentile .0.0720, - Y > D X263

Empirical 95" percentile D.077@ %, S @ 90279

Maximum 0082 o o © C0.028% o) &
Parametric 75" percentile w\\ﬁ Ost@Z N (($ 0.0278 & A@\@
Parametric 95" percentile A %?1453@7,) &U f$ ’ N 4@346

Log normally distributed QO & Ye D @?ﬁ\? Q) Yeg ©

O
Table CP 7.2.2.2/01-7: Summary st @ tistics f6 prothocona%l@hm l@ed o@tua§osu{?values for
adult and child’ manneguins s1t1(i@1 rs from t @ero lix
rEuiny gsitiglon 2 sl I0oh the@ro I

@

Statistic N ‘N Adults (I@/dayk ) Children @/day)
Mean Y 00449 5 K [« & 00141
Empirical 75" percentile & D N 514 L & 00149
Empirical 95" percentile™ 7 NS v, 3X0.0160
Maximum x, L0920 om0 S| « o 20.0163
Parametric 75 g@.tile Y @ ohe43 & O & 0.0159
Parametric 95" péeeentilds . D O 0.197%° 9 @ 0.0220
Log normally g@@ibm@y & NS S @ < Yes
O

.9
Data Ppfat:
Report?luthor:
Report Year:

Report Title: & ﬁ Ami%m 0.1 t@\ﬁna Ort 0 dy ID: P-666-15-1700 - Dermal exposure of
@Q b@@ande I'CSl ts to§
€

@ i hlod@aazole and its main metabolite
\©) @yothigcdnazolesdest Nrom@actor mounted/trailed boom sprayers with Aviator
OXPROEC 2 %
Report Moy’ & | POERIS1T0® w\a
Document No: D | M-336654-02-14 )
Guideline(s) follov@in CD@’u1da§é’ ent for the Conduct of Studies of Occupational Exposure
study: @r'to Pesficides rlng@grlculmral Application, Series on Testing and Assessment
. o
S %“ gﬁn@ for cro protectlon Methods for field measurement of spray drift,
S ~ 0 22866:2045(
Deviatio @%from €uirentc ¥ Nongy o~
test guideline: Q
Prevjous eva@twn@ %\\@\s, evaluated and accepted
N @ $ Prothioconazole RAR (2018)
éﬁP/Of@ally Yes, conducted under GLP/Officially recognised testing facilities
recogiiyed testing

facilities:
Acceptability/Reliability: | Yes
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In this study only dermal exposure of bystanders/residents to prothioconazole and prothioconazole—
desthio is measured. No measurement of inhalation exposure has been performed. The report submjted S
includes an amendment from the original study report. According to the authors the original study ort.
lacks an interpretation of the exposure results therefore result interpretation and \gather monlto@ daté@’
were added. &
Executive summar @ & @

y
The purpose of the study was to determine the dgrmal expos &%f bystand@s/res (%)nts
prothioconazole and its main metabolite prothioconaz esthio fro@%pray drlft % meggrs @
downwind from the sprayed area, during application of ‘Aviator Xpr 225 in w11@er when tor @
Xpro EC 225’ is formulated as an emulsifiable c@entrate corismg the actl@ in
prothioconazole (150 g/L) and bixafen (75 g/L). @ Q @

The study was conducted on commercial agrlcal land @erm&ny n @ay 5 }'k-?(llan%as
selected to obtain a track as near as possible 0° @16 € alhngi\\t?vm directj &, repr&entlnyg\’worst
case conditions to persons in the vicinity a fected‘by dri The@ (@eat) re che he@ht
of about 60 cm and was at growth stage & 36- Thecrop gr%m 0 on- sloped a @ e
than 10 ha in size. An area of 100 -\ 2Q ?ﬁ wa ulc in centre of ﬁek\lﬁto al the
positioning of the mannequins in the ay dQ zo§ Th §area agacen § § spra@d with
two spray swaths. Each spray swaf® cov ca 00\ X 1&3neterRquating to ﬁ@total area
sprayed of 0.36 ha. The pictures gtovided 1nt stud yeggport 6? on é@%he t Sp& swath was
closest to the mannequins (i.e. fgy the fig; spr@wswg@nan s 1n§rere e eters away from
the zero line). The second s ﬁ@/ swaith w omple d adjacent @ the ajtial spray sv@th therefore the
bystanders were further away fr ie. b@tande%s we appro%mat%y 20 or 23 meters
away from the zero line a@d on pra§ deters Jhe z§ her\ras at a distance of half
of the nozzle spacing from te};§ boo @@ozzl@ er@@paced%WS meigrs apart, the zero line

can be calculated as s fr@ the @dge ofttiie bg\}n Q C& &\

Spray applicatio @ form@us@ AV1at0r @ o® 2 5’ Wlt@a dose rate of 1.25 L/ha
(corresponding @ 87 & protkgoco azole/ tand sgno ?@ (Type: TeeJet XR 110-03).
The applicati ducted withg'spr wath@ 18 @Wldt spray volume of 100 L/ha, a forward
speed of 9 an&@ sprafwpresgure of 1. f?he y bo w&s?@fiosmoned at 1.1 m (0.5 m above

canopy height of approximatelx 0.6 @F igu CP 7. fésents the trial layout, while Figure
CpP72 /2 2 prov1& V1$§2ppl t10n@ detall§r th\\ﬁ stud

Figure CP72220@ Tl@lay@r @ @\9\ & S
@ % @©

@ ©© & \©\ $ v

e 8 %%:cto@@

o —15&U @ A5m & B 2om R 5m Zero "r_‘j.' j
- gt o
e

: . -0 - - \

& QO & Pl !
& T

100 m N

Q@ @@Max. an@iar Q@ ‘ S _ .-/_‘/

iati . Spray drift zone R & Dummy (adult)
@ deviation from “ pray ® P o Dumm
@ optimum N -

wind direction: 30° ~. Weather station l_,-‘
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Figure CP 7.2.2.20/2-1:

Application details and zero line in both studies

C

— 5 >
o &>
, al? N ©®
o n PR
& 1.-//' &y ;-: )< o ‘ %, °
R £ - ey % o 2
\ S = &
| s & FIFs
9 Q § &
- oA S \oleo &
: Gy RN R %@ ©© N o
R @ 6 & & ¢
Ke % o, @ @ Q @ @ @ @
4 w PN Ny
A directly sprayed area (=& +a) liput studys 28. Q§wato§st dyb\1@5 m v §
B spray drift zone @ O\ o O S N Q
pray Q % N % RS @ N

C winddirecion O & RSN NS § @ ©

L boom width L @ Inp Bstud :%m, jator st : 18@5@ @ Ro

a nozzle spacing R & 0&m % ©) &© Q (OJERN

h  boom heng@ R o he|:t)(§ m a&@ﬁe O.E(i@ canépﬁeig@ é

< N %

A comparison of the ‘Aviator Xp@ EC 225’ @ parameters w1t}%
EC 225’ is given in Tabi&:B.6. hic s th

product

e applicatisg per

@ato@pro °K(

S8 of ‘Aviator Xpro
ed in the study was
225’. In addition, a

sed

@

3-11
identical to the crgGA§%2 tﬂ]&j Erepresentati
comparison of the gpray applic study’ withi\the BREAM®@alculitor is given in Table CP
gy e n i g

7.2.2.2/02-2. S

Table CP 7.2. %@%

R
der/

dent’:éxposure for the proposed use of

&mparlson 0 1tlc®AP@<
lat(y;\ﬂ ro E€'225%and tl@ AV1 Xpro EC 225’ bystander/resident study

O\ %, % Cr @l GAD for thégpr ed us®y | ‘Aviator Xpro EC 225’ study

SO NN viator Xpra®EC 225 A
Product used RN ‘AV1at9®(pr@@t\ZJ225’ N ‘Aviator Xpro EC 225’
Active substanceQQ\D AN TSO oth1@@nazc®l 150 g prothioconazole /L

> & (75 bixaten L) (75 g bixafen /L)
Application m;thod Q N F@@% cr@boon&rayemj Field crop boom sprayer
Crop Type@ Q) @@ “Cereals X Cereals
Outdoor/protected © NS Ou‘@@; f,ﬁ@ @}j Outdoor
Maxim \indlwdual @se V| 1.23L pr@ﬁtﬂga@ﬁj g 1.25 L product/ha (187.5 g
Q rothiogo azol@ and 94 g prothioconazole/ha and 94 g
T @ % §ixafe&a) N bixafen/ha)

Maximum number of @ @ 2 R O 1
applications 5> & \f\g@ @
Minimum apgflicatioh inte n.a.
(days) \% gl v @
Maximutotal@ﬁe © S 2.5 ﬁjf)roduct/ha (B75¢g n.a.

@ Q" | prothioconazole/ha (and 188 g

2 C | bixafen/ha))

T@CP 7@% 2/02@ C@arlson of the spray application parameter applied in the study and the BREAM

calculator

BREAM calculator

CP 7.2.2.2/01; CP 7.2.2.2/02

Bystander type Adult and Child

Adult and Child

Exposure route Dermal and inhalation

Dermal
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Nozzle type: Flat Fan 03110 TeeJet XR 110-03/ flat fan
Number of nozzles: 48 36 o
Pressure: 3 bar 1.3 bar {&w @b
Forward/Driving speed: 12.6 km/h 9 km/h D 7
Boom height: 0.7m 05m O @\)@ A
Crop height: short 0.6m oo AN IS
Average wind speed: 2.7 m/s 2.0-6.0 m/s (averageGr8 mgy L
Spray concentration: 1 g a.s./L spray 1. &ﬁ%g as/L , © 9 @
A. Sampling: V(Q Q@ \\
The test system consisted of 20 mannequins (10 adglt and 10 c @mannequi . T ma u1
intended to represent adults were 1.86 meters hig \\@ the mannégQuins, intended to r@resent@
were 1.04 meters high. Five pairs of adult-chil 1cates we&posm&d 2 itters @om thg zero@
with a distance of at least 15 meters between each pair and 5 lt—g@ﬂld pal@weréosmdﬁmd 5, teters
from zero line with a distance of at least eteggbetween eath pau@; To id the' m nequins
positioned 2 meters from the zero line having an ftpac theggranne ns 0s1tio 5 @rs figrh
the zero line, the downstream manneqm@us yere laterallydispla dlstance of\.5 517 1S.

The zero line was set at a distance of h

spaced 0.5 meters apart, the zero 11ne@n b(% cul@ad a@S n%ﬁrs fr@}i .
ati e%um@»ty, &w po@ andir pﬁas@gure were
@ph@@@on

Wind direction, wind speed, ai

monitored under no GLP condi @0@9

Mannequins wore whole bo
of 65% polyester / 35% cott

@b

of long underwear [long:s {ebved shirts
e
diti
S

On completion @ﬁhe %ym§ magnequi
imeters werg) remo@ed fi

T-shirt and shorts)] to represe
over the hand theref@ee an
measure total hea osure.

settle before

s1m§1zers

I'S
1

he

mper@ﬁre el

dufing th@ay

dosimeters made of2d

ﬁbnal

wea

sam@mg devices T
ohn sworn

loth@g

Ifs%}ere{%ft in ﬁ% fie
the ﬁ%anne@ms

or
(&

shirt and shorts) wefe rem&zed f t and both @ ple

bottles. "Ql inner dosimgeters irts, long @ﬁ
These @ples were co ned t into Qabel\lpd HI@
transported to the tgs acil@s and wpre p

storage period of ¢h¢ frozen samgples isnot megtionedin t

the field recover@sam

samples. @ O 8 .

B. Field r%overy sampl § % &

Field re@erles were@@epar@for the dem@ d

prothjoconazole anﬁ%rot
anatytical method. At

COl’l

mng@ th

10 r&§e field samples an

Lg%le s@mg from tl@% ge @i boo@ as th&ﬁnozz

the e

fre éﬁl Hz.™

%Ofy@otton except@horts consisting

OWSKEO@@@

e long skéeve

a@l dos&@eter gg}s rz@c;t@équléd

ck al (@Slmeters consisted

§ueters (short sleeved
t

he shirts were worn
A%§k1 mask was donned to

ﬁninu‘[es to allow aerosols to

er dosimeters (short sleeved T-
re co blnegéénd put into pre-labelled HDPE-
S) f@the ski mask were then collected.
-bottles. All samples were directly
di QElcoze@\s‘[orag%%*[ approximately -20 °C on receipt. The
study however the study report states that
colle@ed, t%fed, @ndle%ﬁ@nd analysed in the same way as actual field

d check the performance of the

ay, study personnel fortified samples of whole-body

dosimeter sectl@s with knov&@ uan@les oflprothioconazole and its main metabolite prothioconazole-

desthio. Dosifaeter ple
test plot to @ taml
stored, h led ed
of de dosi g' ters not

usm the pes G 1de®
g&ent m addftfon

ere gX osed

amblent conditions at a near location but isolated from the
10n Att @hd of the work day, these field spike samples were collected,

e same way as the actual field samples. The process of fortification

ribed in the study report thus it is not clear if fortification was performed
utagion in the spray matrix (water) as recommended by the OECD guidance
@y two replicates for each fortification level were performed. This is not in

hne wit @16 OECD guidance which recommends that at least three replicates per fortification level

shoul

blank control recovery samples were not carried out.

performed and no explanation for the deviation from the guidance is given. Furthermore,

eters and were used to demonstrate the stability of
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Actual field samples are corrected for field recoveries when the relevant field recovery is < 95%. The

correction factor was chosen based on whether the reported residue levels in the actual field sa

were nearer to the low, medium or high spiking level. For prothioconazole the fortification level eres

50, 100 and 1000 pg/sample with respective average field recoveries of 107, 112 and 102 ‘V\Thesé@’

recoveries were sufficient for all levels, so no data correction was performe 6For prothi @@nazc@

desthio the fortification levels were 20, 100 and 1000 pg/sample with respectiyre field recovgiesoo 6,

93 and 92%. These recovery values were sufficient (> 95%) for the fortifigation level o ngonlye,

however since the amount of prothioconazole-desthio resjdues in all the {i@ samples ‘ate closest to

20 pg/sample spiking level, no correction of the data wasg®cessary. Tl LOQ for p]@hm(@amle@nd @

prothioconazole-desthio was 6 pg/sample for dermal %simeters ® % @ é
& o Q QO X

C. Method of analysis: %@ Q o & ) @

& $ &
Residues of prothioconazole and prothioconazo@esthio in }(g dosirffféters for de w\©. a gﬁinhon
exposure were determined by using the analyc&cal m@bd Mg:-13/ k@% MR=13/ is an extension of
00598, which was originally evaluated for tK Anp& 1 i swm& d ch be adap%d to the

matrices of operator and bystander exposurd studiégz” All @xtensibns of metho 0598®ere d
in report MR-13/106 (KCA 4.1.2/42) apd~con ﬁuen ythe r@thod i ow@cam\;’nally refe as
Method MR-13/106. All areas of metlod 0 5@% W @h fe not (@gma@ ev the nex 1
inclusion are evaluated in the Draft gfenewa As@smeﬁ& me 5 Thus, all

methods referring to MR-13/106 <@n also B8 conﬁder% be glly v ate

Results @ & @,@9 @ @ Q @ K

Field residue data are present’§ %e\tabl elo Theﬁnoun@?resu@es f(@nd on e@ch mannequin’s

dosimeter was used to cal@jllate () entlab@md @ual dermal exposu‘i@ Pofential @mal exposure was

regarded as the sum of reSiduesgn t eo er eter. ort steev -S shorts), the ski mas
garded as th frésid h b °h ste I;(§ horts), the ski mask

and inner body dosmagters %@ slépved s@irt a nd% s inte to represent dermal

tec

exposure when thergyis no p froi@clot %&ual dermal @posur& was the sum of residues
on inner dosimete eeve 1rt& long John nd ask and isgptended to represent dermal
exposure for a @ers WearlﬂE orts and%\- Protb@cz@ ield data for child and adult
mannequins e foupd in @pble CBYY.2. Tab@CP 7.82.2/02-4 respectively. Prothioconazole-

desthio field data fé@¥ chilthand %lult gnne ca@@e fourll 1ny\1]@ole CP 7.2.2.2/02-5 and Table CP

7.2.2. 2/0%6@,9respectlvel 2o @ g
& N

<
Table é@ 2.2.2/02-3: @‘othl(@lazole resn@es on duter arid 1nne\@ermal dosimeters on child mannequins

RS RN » ©
Mannequin distaide
from thqe zero li§ @ @ @’5\9 2 I&% N @b Sm

@ D () © © © @

Mannequint®d Y] AD | A2 [ a3 |04 H A5 | B1 | B2 | B3 | B4 | B5
Outer cl;@ing (ng) ~ @ =S % ©
TOTAKY 476 Qoar | 18] | 294 | 6 | 6 | 284 | 124 |
Inneg clothing (u&\ [(\% > @ N
TOFAL | @5 |ep27 %23 9629 | 676 | 6 | 782 | 322 | 173 | 483
Values in red gf<LOQ and {ﬁe be Veport@at the LOQ
Mannequin JO Azg Ay | A3 A4 AS Bl B2 B3 B4 B5

Outer clot&hiﬁig (mBy (@6 0,009 19.017 | 0.040 | 0.049 | 0.006 | 0.006 | 0.028 | 0.012 0.031
Inner Q]@ﬁing Q@ 006 @ 0.009 | 0.023 | 0.063 | 0.068 | 0.006 | 0.008 | 0.032 | 0.017 0.048
PDEémjg/per@ S OQ:fﬁ%\ 0.019 | 0.040 | 0.103 | 0.117 | 0.012 | 0.014 | 0.061 | 0.030 0.080
A)@(mg/@\@son) & | 0906 | 0.009 | 0.023 | 0.063 | 0.068 | 0.006 | 0.008 | 0.032 | 0.017 0.048

@J

Table CP 7.2.2.2/02-4: Prothioconazole residues on outer and inner dermal dosimeters on adult mannequins



R Page 101 of 131
BAYER 2021-03-31
E Document MCP — Section 7: Toxicological studies
Prothioconazole + Spiroxamine EC 460 (160+300 g/L)
Mannequin
distance from the 2 m S5m o
zero line @ £
Mannequin ID Al | A2 | A3 | A4 | A5 | Bl | B2 | B3 | B4 ¢ Bs5O
Outer clothing (ug) @@ < @ @5
TOTAL 6 | 254 | 602 | 817 | 995 | 6 [ 9619 2220 | 426 |50
Inner clothing (ng) % ©) & 9
TOTAL 6 | 261 | 664 | 112 | @G | 6 |a1d3 | 46x] 348 g3
Values in red are <LOQ and have been reported at the LOQ Q @w N N
Mannequin ID Al | A2 | A3 | a4t As | R B2 [ B3 |<B4 © Bx_
Outer clothing (mg) | 0.006 | 0.025 | 0.060 | 0.0827] 0.100 | 0006 [0:010 10.022¢] 0.0439 0050
Inner clothing (mg) | 0.006 | 0.026 | 0.066 | @¥12 | 0.120 §.0.006 ©0.014 ¥ 0.0467| 0.035 | (084
PDE(mg/person) 0.012 | 0.052 | 0.127 ¢ 0.194¢] -0.2205] 00@ 0,0%% | 00p8 |-Q.077 | 0.134
ADE (mg/person) 0.006 | 0.026 | 0.0660 0.11%] 0.120 6 |\@014 @046, 0.035] 0.084
Table CP 7.2.2.2/02-5: Prothioconazole- dggt%m p&%ues&n ou%%nd%ner @nal d%lmet@ 0 @%ﬂd
mannequlns §
Mannequin distance @ <
from the zero line 2m &© %% ¥ @ R Bm R@ N) @ %)
Mannequin ID Al | AR |£A3 EA4 hA5 S B1 O BR[| B3 [‘B4 | B5
Outer clothing (ug) @ n. KX @’ & S SO
TOTAL [6 . F6 613 [8847 [163 [@° 07200 6.26 | 9.05
Inner clothing (ng) O Q SN LD o
TOTAL 1692 [6¥Y |22 {168,136 |6 (60 [ K2 [679 [136
Values in red are <LOQ and hayébeen;eporte the@\b S > &
3 o 7
N ’ ISEIRNS S
MannequinID @] Al AR [ AY a3 5 /Bl Y B2 B3 B4 B5
Outer clothing (mg)> | 0996 [-Q.006 £0:006 | 0.0085] 0.0 | 0.606 | 0@06 | 0.010 | 0.006 | 0.009
Inner clothing (ifig)  £0.006 $0.006 [ 0.00% 1 0.7 | 0.094 | 606 £ 02006 | 0.011 | 0.007 [ 0.014
PDE(mg/persdy)  50.012] 0.0 | 0013 | 03026 | @024 W.012_[0.012 | 0.021 | 0.013 | 0.023
ADE (mg/person) ‘0] 0.006 %:006 | 0.007. 02017,50.014 7 0.006~| 0.006 | 0.011 | 0.007 | 0.014
2 STRS; @ QE’
Table W 2.2.2/02-6: ébthm@naz@esthio residues on®uter inner dermal dosimeters on adult
m@nequ@ S Q = O
SR \\ @ A - Qe D
Mannequin °2 m Q Sm
distance from the % @ @7&9 . %@J @©
roline 5 | O & & & @
Mannequi DALl AXS| A3 [ A4 [3AS Bl | B2 | B3 | B4 | B5
Outer clothing (ug) © W X @5‘0) @V
TOTALQ)’ | ev [AW.1 @16 & 21 256 | 6 | 67 | 866 | 167 | 19.7
Inner clothing (ug) > & ©
TOFRAL 6,.5) 17| 280 | 241 | 316 | 6 [ 102 [ 251 | 169 | 346
Valtes in red are <LOQ #tigl havg}een reﬁéﬁed@ﬁhe LOQ
Mannequin ID @° [ Al & A2 {0 A3A) A4 A5 Bl B2 B3 B4 B5
Outer clothi mg&%@.oo ¥0.080,Y 0.016% 0.021 | 0.026 | 0.006 | 0.007 | 0.009 | 0.017 | 0.020
Inner cloth 0.0 0,017 7 | 0.044 | 0.032 | 0.006 | 0.010 | 0.025 | 0.017 | 0.035
PDE(mg/perso g§§ 0 7 | 0043 | 0.065 | 0.057 | 0.012 | 0.017 | 0.034 | 0.034 | 0.054
ADE( perse 0.006_1<0.017 | 0.027 | 0.044 | 0.032 | 0.006 | 0.010 | 0.025 | 0.017 | 0.035
N S

Th% E§ guidance (EFSA Journal 2014;12(10):3874,pg 27) informs us that the dermal exposure
values®ar spray drift for estimating resident exposure are based on the 75" percentile exposure value
from the BREAM data for mannequins positioned 2 meters from the sprayer. It also proposes that an
adjustment for light clothing for residents/bystanders is appropriate. Based on this information, the
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RMS has performed statistical analysis on the actual dermal exposure values for prothioconazole and
prothioconazole-desthio for adult and child mannequins positioned 2 meters from the zero line and these

are presented in Table CP 7.2.2.2/02-7 and Table CP 7.2.2.2/02-8, respectively. . @6
Table CP 7.2.2.2/02-7: Summary statistics for prothioconazole based on actual defmal exposure @les fm@j
adult and child mannequins positioned 2 meters from the ze@gl@ne &
Statistic Adults Childrend & |
mg/day R mg/dg)@ 2) 2
Mean 0.0661 © EN 0.0338 o @
Empirical 75th percentile 0.1120 @v 0@%29 N N
Empirical 95th percentile 0.1184 < O 0066707 O O
Maximum 0.1200.7 g . < 0.0676 & Y
Parametric 75th percentile 0.1%@” @? Q 0.(@1 a %)
Parametric 95th percentile 0.125% RS Qy 9§@279 v, L
Log normally distributed fjées /7@ N ;\7 (@{g\w’?es S
& @ & .
N L& @ R & o @ >
RN R NGNS SN SOl Ve
R & & © & & @ >
RV o D § © o L
¢ T HF L YVE
R & o ©
N © N @ S 2
e QO N O Q Q
N CI N S RS
S o @ o & (©)
v S L9 Qo .
FTE e S e ¢
@ $ SIS @© @ @
S QO NTN N o 9 N
F D Ve LT §@ <
& O 9O H&d D e
A S %
2 N A SIRS @ ©
> o O & & N
A \@ & SIPCHR '
>y O Q
§ RN > & >
@ @ § > S SE ~
@ 9O g © o .0 @
QOO O N O D
¥ 9o KN & o
=) N @% W2 %
@’ NS ISEREN
i AN NG ERAN)
& N TIPS S
N o 0o &@\ &©
R ) N
@ < Q & ©@
@ SN
&
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Table CP 7.2.2.2/08: Summary statistics for prothioconazole-desthio based on actual dermal exposure

values for adult and child mannequins positioned 2 meters from the zero line o
Statistic Adults Children &
mg/day mg/day N
Mean 0.0251 $0.0099 7?0 A
Empirical 75th percentile 0.0316 o 00136 & N
Empirical 95th percentile 0.0416 ©0.0162 S &
Maximum 0.0441 = 0016897 &
Parametric 75th percentile 0.0388 @ N 0.0i@} A <
Parametric 95th percentile 0.1258 @w Of@N ") i
Log normally distributed Yes O& O S es @\} § &
@ Q o & & < &@
Q7‘ @ R © @

RMS PL: Previous RMS UK concerns to use submltte«@rlft ‘studiesqgs a er tm@f;r@ ap ch.
During stop-the-clock, App. submitted an addition @/md@nel@\ﬂdy that validates the studies (CP

7.2.2.2/03, M-642728-01-1). This study has béen mmaﬁtd b@w @' (o é @ @&

©

<
NI NIR - IR &

Data Point: KCP 722208 o> o \ YN g S O
Report Author: N %Q & ©
Report Year: 2018 Q ~ (\ @ N
Report Title: m@rlsony\g%rlft Qﬁ’entla&fr m@%zz ressu@“f‘or\é@ spee

condbinations (7 (\
Report No: M642728-01-1¢> < PN 2 @
Document No: M-64208-01.& D <

Guideline(s) followed in % OE guldarkl/cye do@hent@ the duct of stué@s of gicu patlonal exposure to
study: %, | pesticides @@rlng a@lcult a r1e§&n Test nd Assessment No. 9,

Q| 1697 @
@ Equip &t fo@op protectl%gl\/letgds fo&ﬁeld n@qsurement of spray drift,
NN 13%&866 2‘6@5(11)\
Deviations froumgurrerty ne N S
test guldelme% OQ ]\6 © K %ﬁ @b ©§ @
Previous e@luation No, s@mtte%not e@uated@’ é}
N €4 Pr nagdle RAR (2018) @
GLP/Bfficially @ N@lot conduct@undgr@LP/O%ClallQQcognised testing facilities
recognised testing @\; & S © N
IS N
facilities: N Q S @y O s
Acceptablhty/Re(i’?’ablh@ YeQ\@ Q- IS @v
S W9 @ “@’

Introductlm@nd o@]ect @ \

The par@ers in the above m@one@ﬁrlftg %%116&;@9% slightly different than those in BREAM. A well-
recogni and indepe dent& spr@appllcatlon unit) conducted several wind tunnel
expepi\\]ments to ide f@/ a Val%dan()@g acto at ceuld be applied to make a comparison between BREAM
andboth studies possibl ectlvgf thisywind tunnel study was to establish the difference in drift
relevant to bysggnder exposu@, be %@en a %l;eejet XR110 03 VP nozzle at 1.3 bar and 9 km/h and a
conventional flat fa@“lo 04hoz at 3.0 bar by measurements of Droplet size distribution
using laser @faqgﬁn an uév ind tunne@asurements of spray drift.

Mater@and @tho
A. D<*plet @? me@%rem@nts

Mé@sure@%z)ts of the s@y characteristics were made using the Malvern SprayTec laser diffraction
instru and standard protocols for spray classification. This involves a single, long-axis scan across
the fan at a distance of 250 mm below the nozzle. Three replicate measurements were made for each.
The spray liquid was tap water. The canister was placed on weighing scales and pressurised to dispense
the liquid to the nozzle, with bespoke software monitoring the scales to determine the flow rate.
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B. Wind tunnel measurements

The wind tunnel testing methodology, which was similar to the LERAP star rating protocol, is gl@ in @
detail in the Appendix. The main features are: @

- A moving nozzle, operated at a controlled speed across the wind tunnel @b @

QQ

- Passive line collectors mounted at 0.1 — 0.6 m above the floor of the w1n@jtunnel at a@hstar@bof

2.25 m downwind of the centre of the nozzle N
\
- The nozzle mounted at 0.5 m above the lowest collegtor (0.6 m ab@e the ﬂoor)g}ﬂ Q\ @Q &@
v
- A tracer dye was present in the spray liquid @} @ %@ QQ S C:§©

O
myg lines was d&rrm@fd us@g spe%rophotgfnetr&

- The quantity of spray deposited on the collec s

A vertical profile of drift was measured at 2.25 downwmd @he nveg%le lg@caus this Wag?ons‘i@éred
the measurement most relevant to bystander geposu@;@an% tch%a\the Q‘sﬁance@sed in‘the fielt trial.

S S e
Results @ Q © >
% \ @ % < @j @

A. Measurements of droplet size: & \ @}

~
Measurements of the spray characte@cs @f&he twe oz@ are@wen@\y §J @Q @)@
Table CP 7.2.2.2/03-1: Spray chara@nst{g@wasu\ed l%laser @ract@ @@ @@ R
@ &XR@M%@I%@« Al O FFIW 0 @ 3.0 bar

Volume median diameter (VMDY | > & 23 S @~ ¢ 168

% liquid vol. <100 um O N9 o > KL2 219

Estimated fan angle ., 2 o § 13% R O %105

Flow rate, L/min S\ 0768 o = (\ 1.201

>
The percentage of sgray llql@ c&@med@a droplets s }ler th@l lO@m 1s&§1gn1ﬁcantly greater with
the FF 110 03 at ar S\morg L@%e as muchs he olu quant@y of spray is calculated, by

multiplying by t 96 th@%lu ntity oﬂgg\ay I@uld e rop@@smaller than 100 pm is 69.4
ml/min for th@R n@ a@i 228 1/1%@’ for tk@ con@ntlo FF nozzle

This sugge%s that t@re is more @an 3gimes: mucl@spr éfhn ﬁncédroplets for the FF 110 03 nozzle
than in nozzle/pres@fe us@m thevfield trlal Howevety 15%@65 not take account of the different

forwardspeeds Whlch@vere sbd in the ﬁe@%nals@ R
\) %
The fan angles fo@e two%ozz@are also Ve@lffe@t th the XR nozzle giving a much higher fan

angle than its néminal N 0°. & widerfan, 1§wusua@/ ass ted with higher drift because of a lower
average vertical, Vf:lO@@ fo@ spr@y? dro@s

B. Measu gﬁents of sp@ dl'@ Q @5@\ @®

The me@lalues of mg@ure(@rlft ar@sum@rlsed:?ﬁ the following table.
T Qo
\& SR S
Table CP 7.2.2. 2/0@-2 'M@n q{@tity @ spra&@]uid collected on lines in the wind tunnel
a

% gy 9 SApplication 1 Application 2
% &() km/h forward speed 12.6 km/h forward speed
& N eejet XR110 03, 1.3 bar FF110 03, 3.0 bar
@ @ @ —
N pL spray liquid
Height-above ground{m) Mean £SD Mean +SD
06 2 W N 0.43 £0.15 0.38 £0.00
s 1.12+0.21 0.46 +0.22
04 CY 3.85 +0.51 1.82 +0.58
0.3 13.01 £1.67 12.33 +1.75
0.2 23.46 £4.86 34,71 £3.98
0.1 26.92 £3.80 41.58 £3.76
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Total (uL spray liquid) 68.81 | 91.28
Relative drift (appli. 1/appli. 2) 1.33 o
Nozzle flow rate (L/min) 0.763 1.205 &
Volume applied (L/ha) 101.8 114.5 D
Normalised drift (per 100 L/ha) 67.59 O 79.52 @V)) A
Relative normalised drift (appli. 1.18 @\5 A . N 7
1/appli. 2) § N
Discussion © {*ﬁ O \@ é\ﬂ
AS n . \a @ < Q\ @
. dpray characteristics: Q @ R

The quantity of spray contained in droplets sm K@ than 10 m is often @ken é% a $§ a@
measurement for spray drift, and there are man)@les that sho ther@ls a cgg@latlon etwéen

the two. However, droplet velocity is also a very¥iportant pa eter afdl a low Ve o¢rty s%@ \Q(:Z) ift

more than a high velocity one with the same dreplet SUZ@ dlsmbm ‘&Lase@ fra ddes not rieasure

droplet velocities, but the extremely wide @gle th tl@ XR zzl Wat was est@ated%om thg:

measurements would be expected to have 1gnlf@nt infpact oftdrift, A pho raph ¢aken

fan (Figure CP 7.2.2.2/03-1) suggests t %%he } an%nea@’ed t& a,&@/hlch\;s how it is @ned

in the ISO standard) is around 1450, r{h at{% ba @\ @a & @ @ S
the ?91\2 1153 noz‘%ﬁa at § bardy” S 2
P O N

> rJ . Q
A previous stuc@ estl@ted £he rel@@nsk@’bet\@en pessure and the velocity of the liquid sheet
. N “n (R
emerging fro @ zle @ 1ch\1 uenéds botthe iffitial droplet velocity and the velocity of the
entrained air, both o nflu \Qu\ ce d@ (1’@\

@

The equétion sheet velpcitydpii/s) @%3 x ptessure (bar)’’ - 2.7 was found to apply to both
conventional and Nn0zzles (Btli\\ler Elkis”and@uck 2012), and suggests that at 1.3 bar, the sheet
velocity would be around / 5@ ahd @ m/s. This would be expected to have a very significant
eff& on spray drift. Th%nly @1 to take a{@arlables (droplet size, velocity, flow rate and fan angle)
into account 1&@the rq\tlcal lysould@e to obtain the relevant data for the XR nozzle and run the
Silsoe Spra@rlft altéﬁaatw@approach is to evaluate this empirically, as is was done in this
experlme% th@wmd nel % Q

B. Wln@nea urel%@

The %resul@sug §ad the same field experiment been conducted with the FF 110 03 nozzle at
3. é@oar a .6 km/h, thesmeasurements of spray liquid deposited on the bystanders would have been,
on av , approximately 1.33 higher than were actually measured. When the applied volume is taken
into account (i.e. a higher applied volume results in a lower concentration of active substance for the
same dose) the relative drift for the active substance is 1.18. The increased values of drift at greater
heights above the ground with the XR nozzle is a reflection of its wider fan angle. The total dermal
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exposure of a bystander is quantified independently of its height above the ground (e.g. there is no
discrimination of whether it is deposited on the feet or on the head) and so this does not impact upon,the S
results. The inhalation spray exposure, however, which is strongly dependent on the height abo the@
ground, is likely to be greater with the XR nozzle in field conditions than thg above results@gges@’
because of the wide angle, and a conversion factor of less than one could be a@priate. @ @
Conclusion © @ @

¢ it 6 thse”
Dermal exposure to active substance can be increased by a factor of .18 to take agcou &

th
differences. The residue value from both studies were plied with @ factor. g}ﬂ @ &@

SRS
Calculation of exposure to spray drift based on study data @Q é\g@ QQ ©© Q&©
The EFSA guidance (EFSA Journal 2014;12(10):38%4, 55 pp.,) infG#ms %that @e exp@gures it sg@@@

drift for residents should be calculated using theflowing quggon

<&
Dermal exposure x dermal absorption percegwge +halq@§n ex&%&ure@)

\ 9
6 NN
where the dermal absorption percentage 15%6 Vah@ for thg 1n- u@dllutl ta fron&)e t@lo al
evaluation and the dermal and 1nhalat£o“n ex@ure &% basgg on ﬂ% det@t 735\21 perc ues

provided in Table 16 of the EFSA guida@nce.

Instead of using the default derma @pos Val é(s\ in ;§EF z@’gul ce t§ pra@rlﬂ é@sessment
has been refined using the highestJ5™ percentile and fean d surgwalu easuwi‘ed from the
two submitted bystander/resigent s@f@les @ TheQsum %tw‘uc@ for, @rothioconazole and
prothioconazole-desthio froniéhe twosbys der/residlent dxposugg studes are suithm d in Table CP
7.2.2.2/03-3 and Table CP 7. 2%?2/03%1 respe?'igtlvel Theseghave béen calculatedbased on actual exposure
values (i.e. exposure Va],u@ whicPtak unt@rotz@gn from 1gh¢®othmg from mannequins

placed 2 meters from the Sp For othig@onaz Q&lghestﬁé;(pos values were seen in
the ‘Aviator Xpro E for&%thloconaz

—de§£9hao the@1gheexpomre values were found in
the ‘Input’ study. @hg a&preca na proa@ thedigheg, values 2 cross%oth studies were used in
calculations. N Q

& @
@ \ Q> Q@ @ ¢
i tw
Table CP 7.2. %}@)3-;§ mary of 1st1g<@r pratl ocO@zole @1 the o bystander/resident exposure
diess,

c &
Exposur stenario [“Stati ) ~ npu dy ‘Aviator Xpro EC 225’
& g . § € S tﬁ@ study
O > S O -+ mg@ay**% mg/day**
Adult 95" pepgonitile > @ | 0.6923 (9.0782) 0.1416 (0.1200)
9 &t pé(gentlj,@’ . ©:092349.0782) 0.1389 (0.1177)
@ f@ Mefip. - O™, ©0.075470.0639) 0.0800 (0.0661)
Child N T | 9a¥perchntile* ©°  &°| 0.0834 (0.0283) 0.0798 (0.0676)
S\ 75" petegntilery . 2 | 0.6328 (0.0278) 0.0742 (0.0629)
@ PMea > 0.0303 (0.0256= 0.0399 (0.0338)

* Thehighest of the emp@al ar@’ par;
thaﬁhese values were higher tl@ the ma

@°
** Dermal ex osure%mact su
ere\multl

correctedéuth th@prop

both studie

Tz&@ P @f& 2/0@4 Suwm

N

exposure studles

tr1
I&@l the maximum values was considered.

i /95™ percentile values has been presented. In case

ﬁlce c8 be increased by a factor of 1.18. The residue value from
d with thi ﬁ@actor Values as measure are presented in brackets. Value
d V@&ltlon ctor are highlighted with yellow shading.

ary of statistics for prothioconazole-desthio from the two bystander/resident

EXPOMC scenario

Statistic

‘Input’ study

‘Aviator Xpro EC 225’
study

mg/day**

mg/day**
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Adult 95" percentile*
75" percentile*
Mean

95" percentile*
75" percentile*

Mean

0.0838 (0.0710)
0.0759 (0.0643)
0.0530 (0.0449)
0.0192 (0.0163)

0.0520 (0.0441)
0.0458 (0.0388)

0.0296 (0.0251) &
0.0198 (0.0168) 2\
0.0¥63 (0.0136) @2 A

0.0188 (0.0159)
0.0166 (0.0141) 30117 (0.0099% &7
N

* The highest of the empirical and parametric 75" /95" percentile Valuesél%)as been pre@ed(§ cas
that these values were higher than the maximum, the maxf@um values \@%{’ considereiﬂ\ ° é\’
@ @
O

3

o,

Child

A
N
** Dermal exposure to active substance can be increas by a facton% 1.18. The@%sidu%@alu%ﬁom S
both studies were multiplied with this factor. Valygs as measur Qre present@vin bfacketsg) ah&
©

corrected with the proposed validation factor are hi@iS hted with'Qellow shading.
prop g Yellow shading.” < o
DAL

Only the ‘Input® study measured inhalation expéfure and al@eam@@len obs 9 W%@bd@@@ghe
detection limit of the analytical method. In &Qditioe ‘Input’ {&dy omly ha ee adult andvthree
child mannequins placed 2 meters downwind=from a pass@ sprayer r@ﬁng@f a limited m&gnber of
replicates for inhalation dosimeters. Basef%)n thiy de%@t inhatatio exposute valu&d fro@le A
guidance have been used to estimate inh@%ﬁtiqn&?pos ; the @faul& " {Sntileinhalation exfiosure
(ml spray dilution/person) is 0.00010 an@%&llt 0@@&2 for @childs, the
exposure (mL spray dilution/person)3s*0.08009 fo\i@n a@@ an{ &O%@or a

With the approach detailed, acce‘@able@ystar@er/res@enﬁosm@ce @@s ar@?chie{e\fi, however
further data is available, which@an Qeﬁmvidé@vifr@este fe@ Tabl&CP @2/03@)
L S S O

@
Table CP 7.2.2.2/03-5: Furt%:?’bys der sfuidies gailabléy N & QN\@ &
Exposure Scenario | Analytes Report Number | Study tifte® 7 "N
Bystander/resident | R]Z, P@ M%3239@2-1§§I’nha@ﬁ%n eg@sur of byst{l@@rs/residents to
vapour exposure esthi @ @g @ S spigexamine;tebugonazoletand prothioconazole-
éQSP)& . ®» < io yf@vapqur follo@ng tractor mounted/trailed
N \© OOy jbdom @%yer application of PTZ+SPX+TBZ EC 425
@ > N @} in cereals @ RV
Bystander/res(@ent @TZ%QZ— M-5 10%45—01@ Exposure @Bysta@ers/residents to spiroxamine and
direct drifte; desthio, ¢ % & ptthiocgnazol m spray applications with Input®
N S@( O ,@ AN ce using drift reducing spray nozzles
Bystarider/resident @TZ,O P - M\>536%4e«01-1 Q) Dershal expoSiire of bystanders/residents to
direct drift é\dest]&% (% Q @\9\ pg&thiocoiégole and its main metabolite
N) ~ Q@ Pebthiosonazole-desthio from tractor mounted/trailed
9 [$ @% N (\boom@ayers with Aviator XPRO EC 225 in cereals
Bystander/resident @rz, @%- $2691468-01-1Q] Derfifal exposure of bystanders/residents to
direct drift <Jdes > Q\ N P@thioconazole and its metabolite prothioconazole-
% Q § A= 9 | @sthio from tractor mounted/trailed boom sprayers
@’ 9 Q @ @ o equipped with standard spray nozzles with BIX+PTZ
N & QJ EC 225 (75 +150) in cereals
Bystander/resident PT@TZ— @4—6%@ 60—&@ Dermal exposure of bystanders/residents to
direct drift deShio ¢ @) prothioconazole and its metabolite prothioconazole-
@* S Q@ Q& desthio from tractor mounted/trailed boom sprayers
S <%% § PG equipped with drift reducing nozzles with BIX+PTZ
Y EC 225 (75 + 150) in cercals
Bystar@esid P@?{ PTZ> | M-682712-03-1 Summary document:
direct dgift, & %desthi@@ Bystander drift studies on the dermal exposure to
sum, (O Q LN prothioconazole and its main metabolite,
N) @@@ v @ prothioconazole-desthio using standard and drift
Q N reducing nozzles

DFR ()’

SPX

M-474542-01-1

Determination of the dislodgeable foliar residues of
spiroxamine in/on wheat after spraying of JAU 6476
& KWG 4168 EC 460 in the field in Portugal
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DFR SPX M-474550-01-1 Determination of the dislodgeable foliar residues of
spiroxamine in/on wheat after spraying §y° >
of JAU 6476 & KWG 4168 EC 460 in the field i Q
Germany @\} o
3 @
& N
CpP7.23 Worker exposure o @
Worker exposures from re-entry to treated crops were estimated using &Qﬁe%EFSA (20&@ model. T is?
assessment provides a conservative estimate of re-entry er exposurgwhen inspecfion amk}rig n @

activities are assessed for field (low) crops (cereals). Prothioconazole & Spiroxami C 4@(16 00 ©&
g/L) is used as a fungicide where there is no need to resenter the trea@@ area after @licat@l. Thegefore;
a worse-case scenario of 2 hours has been considerey for crop ins@ctio%iqrrign activities. © N

Q

@
A summary of the estimated exposure of work to spiroxa@ne a‘%@? res%; of ©criti%%’> exp@gﬁre
scenarios with and without the use of PPE are@%&howb@ QTabw\gl@CP @%.3—1 @% @ KN 2

S § ) °
Table CP 7.2.3-1  Summary of estimationsf worker e&@ure if@elagn to t@AOE@ollo g cr@ﬁ
©

inspection, using DFlgﬂata \\ @7\ &@ &) . %,
Model data Level@@%’P@lig tal a@orbe% 0/@&OE@ @efere@e
O g |-dose mghkgbwid) | > S %
EFSA model Qoten%ll @ @.0314@@ o 15 c Pable CP 7.2.3.2-3
e 0.2kg PTZ/ha @ exposure’ @y SEN N S @@ (input parameter)
o Work rate 2 h/day' S G =N © s o = Tabfe CP 7.2.3.2-4
e DTso: 30 days N Vggrk wear @& 9@0,03 SIEN N 17% gxposure estimate)
e DFR: 0.4656 pg/em’/kg& @) @Q &7 . @ g
a.s./ha pe— @ __@[(\ " 7 g

¢ Outdoor N @ S > - N .

interval applica @ < Q ﬁ@ Q @

A
X
e 2 applications (ﬁy o @0%5@ § §a\ © & K\
& Q

EFSA model 9 \ Potential ~ 0.013% 43448 | Table CP7.2.3.2-5
e 0.2kgPT @sthi%@ eg@surez@r %& @ § S (input parameter)
« Work rate Dh/days o P Nl O & g Table CP 7.2.3.2-6
. ggso:ﬁ@%ig}és / 2@ %@50* &ar D @-OOI@S > 15.06 (exposure estimate)
» DFR:Q1992 pgfom

a.s/hg @ (\‘))W X We @Q ©4 o\(<§ 7
. . ] N 2 —

Outdogr ) \‘ AN églov&s v 5 )
e 2 applications (3 day% N %@ @) >

interval applic&ion) Q- S S
EFSAmodel® O 7 .Pb#ntialQ” | © 0286 190.98 | Table CP 7.2.3.2-7
e 0.375 kg@X/ha © ©© X§pos1@z % @ (input parameter)
* Work site 2 h/day! Q @l @ Table CP 7.2.3.2-8
e DTs days 9 Q@Woﬂ@vear}’@ o\% 0.0032 21.39 (exposure estimate)
« DFR>0.4835 pg/emikg S S Q

a%sv/ha R S @ 5 7 7
« Outdoor w QWork - o o

o 2 application@ (14 day é g@l@'es Q&

interval apitication), ﬁ %,
2 h/day @ prof@onal @icatjﬁl}s for @@ction and irrigation

No wgark wear

Cl g cog@ng armgbod gs

Data not apaflable rthe E model to estimate systemic exposure when PPE are worn
ST o
Cc(@??usi(@@? 53
The al ithms used to estimate operator exposures are embedded in the model and use data from the
75" percentile.

W =
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According to the EFSA model calculations, when DFR generated data are used to refine the default
value, it can be concluded that the risk the potential exposure for operators exposed to the a IVG @
ingredients, prothioconazole (its metabolite, prothioconazole-desthio) and spiroxami
Prothioconazole + Spiroxamine EC 460 is acceptable following application to %ld (low) crop@Wheﬁ@’
work clothing is considered, systemic exposure is further reduced.

As a standard rule, it should be mentioned on the label that treated crops shou@not be re- @ere(@%m
spray deposits on leaf surfaces have completely dried. %%

CP 7.2.3.1 Estimation of worker exposure \_ Q@ @ @ @

The exposure estimates for worker re-entry to treated@%ps are calc ted using th&FSA@Ol @md
All assumptions made in the model are explained \ the EFSA g an@g and@se no‘detalle ere&
summary is provided. 0

For a conservative Tier 1 assessment, it is ass@aed ‘d@?ﬂo (ﬁ( W r is W g@;@%ver 1%5 c n51dered
that workers will wear clothing covering the arms %body é&l leg@@’nder@)rmal rcu@stan@nd that
this is a more realistic scenario. % \ @

The initial DFR (dislodgeable foliar re@idue %Es e t@hatcd%sm @e cog}rv § t assgjnption
that an application rate of 1 kg a.s./ Q,Q orgespond<to an@ltlal R pg/ DER estimate
becomes even more conservative % days@fter applicati irox 1ne c§ @% sipate and
degrade on the foliage over time. No dégline @CSI bet®5 91@1@ an @korkel\re -entry was
considered, which represent ﬁorst ~Cuse ass ptign. T %am fm applicaticy ratothloconazole
+ Spiroxamine EC 460 (1604 / ed t&the r resen@ 1% used t estimate worst-
case potential worker expegpre afgr a atioff@or the%;lrtlcular cr“@ for § 1ch worker exposure was
being estimated. In the absencesof DFR ata th def t DF alue s beg;

@
In the absence of dat@'nd b&d onj?e E@ESA g@nc&ﬁ%he fo@;wmétrans&éis coefficients (TC) were

assumed:
§ o @ & 8 & &
Table CP 7.2.3 619 Su@mary o{i“tranﬁer co@c1ent®ue§§re;§sentaﬁye crops
Crop @ N DOTransfer coétficient@m?/h)
. S T%@po@al ex@ O©vArn@ body@i’g Hands, arms, body,
N QNS > Ceovered legs covered'
Cereals ., 9 [.. ™ 12500 & . 1400 -

1 This assumes th@ in the form@ﬁgloyeé@}e wgéj&g,\\For als however TC values to model this scenario are not

available @@ @ @ % - @@
Table CP 7.2 2 %@ Qf es&g@atl&@f wm@r exp@gure in relation to the AOEL following crop
1nspe@

Q @5@ @
@el data ¢, @hevel@‘P & Tetal absorbed | % AOEL Reference
& «dpse (mg/kg bw/d)
EFSAmodel =, &} . @otensig! < 0.2025 101.26 Table CP 7.2.1.1-4
N 2 .
2 kg PTZ/ha o8 €y exposu Q (input parameter)
o Work rate 2 @day’' & L & Table CP 7.2.3.1-4
DTso: 30 days %% \@k wear’ 0.0227 11.34 (exposure estimate)

. @
DFR: 3 fig/cm ﬁas/ . NS

Outd \X’Vork wear? + -4 -4
2 apfiicatiq . %y loves
1Q\févval @ catl@. g

Potential 0.2025 2025.27 Table CP 7.2.1.1-7
§TZ desthlo/ha exposure? (input parameter)
rate 2 h/day! Table CP 7.2.3.1-5
. DTso 30 days Work wear 0.0227 226.83 (exposure estimate)

e DFR: 3 pg/cm?kg a.s./ha
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e Outdoor Work wear? + — —
e 2 applications (14 day gloves
interval application)
EFSA model Potential 0.1777 1185.00
e 0.375 kg SPX/ha exposure? S i
o Work rate 2 h/day! S| Table CN 2.3.
e DTs: 30 days Work wear® 0.199 13272 | (exposgre est@ate) i
e DFR: 3 pg/cm?kg a.s./ha % L9 o 2
e Outdoor @& g\% %\ N &
e 2 applications (14 day Work wear? + %ﬂ @ -4 @) Q\ @ «
interval application) gloves @Q @ N é\f O
o & a R o
EFSA model Potential QT01013 R 30632 & | Table CP 12.1.1 Q@
e 0.2 kg PTZ desthio/ha’ exposure? QO?(@ N @ R @put payamete®)
o Work rate 2 h/day’ @r @y Yable €P 7. 2@@ 7
e DTso: 30 days Work wear’ @@)-Olg&@ &v 5@5571 4 (expo\re estimate)
e DFR: 3 pg/cm?/kg a.s./ha %G @Q Q@’ & 1 @x % IS
e Outdoor Work weatl & \m’ . % — _@f\ @j @
2 applications (14 day N 6 K . Ko §
interval applicat glo ~ @ S € > y S
pplication) RAAEN . N N S)
Absorbed dose values presented in bold exGad th mgned@OE 3 Q\\JJ § &y &
1 2 h/day for professional apphcatlon&r inspeétion anaﬁrrlgatl ®\ @ <) N 2,
2 No work wear © & @ @ @ Q @) ~N
3 Clothing covering arms, body, 1¢gs R (g S @ @ ©©> N
4 Data not available in the EFSAQodel tdvesti systemi® expostre whe@PPE rn @
5 Consideration of 50% conversion oﬁggrothlocn%@zole Qprothl%onazol&desthr@\
%
Table CP 7.2.3.1-4 Worker ex&ure (lo?g ter§ e) r lts foﬁ’ield apphcg@n of Prothioconazole
+ &;roxa&?ﬁe E@@ (160+30 2 k&PTZl no refinement
Worker - Potentia I\Mﬁ ure @\g @25 % O\F%VNAS 101.26%
Inspection, (mg/kgb y) f(\\& \m
Working cfothin \ 0.022 @ of R 11.34%
S s @ S 2
Wo gclo gandgl s N % VNAS
/e bw/ d@?@j) © & SN °\@ ¢§ ”\7@
° R R Ay @ @
A )’ S e © = O
Table CP 7.2.3.1-5 Worker exposuge (longterm %xposqgt) res &»for field application of Prothioconazole
piro i C 460 (160@00 /6)to %eals (0.20 kg PTZ desthio/ha), no
© reﬁ@nent @;\9 Y &
Worker-  Poteffial ex N O © 0.2‘6% % of RVNAS 2025.27%
Inspection, (%@@i bw/d[@%) ©© > %U é\\ h
ork| ng clothing Q 7 10227 % of RVNAS 226.83%
@ g/kg bw/day) & g\%§ @%: i&@ %@D
Working clothi and glowv % of RVNAS
W (el > NN @ o\©
Sk QX
Q7 @)
@ § &
Table CP 7.2.3§ = \%sker osuréflon Qm exposure) results for field application of Prothioconazole
@ & (@wmeﬁc 460(160+300 g/L) to cereals (0.375 kg SPX/ha), no refinement
N
Worker otenti osu 0.1013 % of RVNAS 1012.64%
Inspectiol %%mg/k@%Zy) (§
% @)@g cloth% 0.0113 % of RVNAS 113.42%
& ( bw/dal)’ | %

orking clugfﬁmg a loves % of RVNAS

@mg/kg bw/day)
P

Q@

Taking the approach presented in Table CP 7.2.3.1-3, refinement to the worst case scenario is required
for prothioconazole-desthio for worker re-entry activities. Refinement of exposure to prothioconazole-
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desthio is estimated assuming 100% conversion for inhalation exposure and 50% conversion for dermal
exposure, however the former is not relevant for outdoor worker activity, with focus on dermal exposure S

only. In addition, no correction with respect to the molar ratio is made. @
N
Table CP 7.2.3.1-7 Worker exposure (long term exposure) results for field appli n of Prothi@%az@g
+ Spiroxamine EC 460 (160+300 g/L) to cereals (0.20 kg PTZ;desthio/ha) with
refinement considerations
E & ﬁ 2
Worker - Potential exposure 0.10 % of RV °%6.32% o
Inspection,  (mg/kg bw/day) @ @ ) > (77“@ @
Working clothing 0.0113 % QERVNAS 567199 R &
(mg/kg bw/day) & (Q @ /\gY> < S
Working clothing and gloves @ é‘?(zof RVNAS @ ) O
(me/kg bw/day) <\ R & & © &@
o @ R 9O o @

Dermal exposure from the 'potential exposure' and 'working clothmg adjust in EFS SA%ddel to'take by @{) conv@on f Prothioc nazole to
prothioconazole-desthio, with EFSA model input parameters rothlo Seazole yémkinin i%@hang N S

&
& 2

Conclusion AN > Q @

The algorithms used to estimate workeré?pos&@ arc:«\q,mbed@d in @%mod@ an%@gse data ron@
th @ @ &

75" percentile. g&

>
According to the EFSA model cal @%on& can@gcon&uded\@t ﬁsk f@wo§ @ed to the
active ingredient, proth10c0nazol@an ifs m ﬁboht@prot ona 10) igy Prothioconazole +
Spiroxamine EC 460 (160+300@/L) 1sfiaccept orl@car cdgthing¥sllo p&hca‘uon to field
(low) crops. Taking this app;i?ch for'the active 1ngredlen&plr%)€§&mne@g/1thm the forRulation, worker
exposure exceeds the AOEL. In oéer to é?am @%epta@ expos re,@ R g@f@rate@ata has been used

. o y\?
to refine the risk assessmerit. % @ @x @ (&% $ §
CP7.2.322 sur@ne@efw Ker @)os % oS O
Collectively, esti ker g‘su@a 0 p&thmcé@zole well@s to @ metabolite,
prothioconazol @est é can b&estn&ated g dat@\from @% try study conducted with
Prothloconaz + Tebucondzole 250 g/ ap%%ed t%@rley
Y

With the approach adopgd d 1@ th evu@ rene{al prggess, @1 detailed under CP 7.2.1.22, the
data h%@een used 11@ geg er as opposed to ﬁ@ﬁres@whe special issue of prothioconazole-
desthio.~The studya%Ld lend™tself to beQused-d -dn-ex ostire ssessments for formulations containing
additional active s ncés apar@om&@thm@nazo »To setve for this purpose the data are expressed
as “prothioconazgple eek;wal@% , Re. the, ts of fwothioconazole-desthio are converted to

prothioconaz@e res@ ultl@mtl@mth@ 03, ggrived from the molar ratio) and added to the
results of proghiocorfazol @wm&*prot e cona%&le ec@valen‘[s

Table C 3.2-1: % Collegtive oyg Vle % dlsk\z%;eable foliar residues (DFR) of prothioconazole —
o, equ @lents norm ed@ha applied
NG

Daﬁy after @rotl@maz@ Q@ thioconazole-desthio Prothioconazole-

application | (pg/cm? @ﬁfohag}/kg a.s. Q@ug/cm? of foliage/kg a.s. equivalents (ug/cm? of
@° ) «,@ ) applied) foliage/kg a.s. applied)

0 S < 5w <0.005 <0.005

1 g 3608 RN 0.1384 0.3299

3 o & ¢20.008> <0.005 <0.005

ISR <0003 <0.005 <0.005

10 o Oy &) <8005 <0.005 <0.005

o o T B2 0.1808 0.4835

0 f\Q 0.4656 0.1992 <0.005

1 O 0.3528 0.0976 0.3898

3 0.1992 0.0451 0.1648

7 0.0800 <0.005 0.1378

10 0.07048 <0.005 <0.005




BAYER

Page 112 of 131
2021-03-31

Document MCP — Section 7: Toxicological studies
Prothioconazole + Spiroxamine EC 460 (160+300 g/L)

With the normalised DFR data, this can be input into the EFSA model.

The results show that there is a rapid dissipation for prothioconazole, prothioconazole-de
tebuconazole. No increase or accumulation of residues on the leave surface
second application. From the data, a Tier I, worst case assessment has beea§a

©

s observed@wvith
ken using the h’ig@s‘[

o

s and§

normalized DFR value obtained for each compound. w\% § § %5@
Table CP 7.2.3.2-2: Summary of estimations of worker ex@re in relatl®t0 the AOE&%&)H%&E cr(@Q @
inspection, using DFR data
P i . mQ Y & o
Model data Level of PPE Tatal absorbed 4] % AOEL Q R&ere@ @l
(mg/kg bw/é% ©° é N &
- @, g <
EFSA model Potential & 0.0314 5> 152 6xr“able 723853
exposure & N o %, 4 (inpug parartteter)
e 0.2 kg PTZ/ha Q) @A S @ &% Table CP 22.3.2-4
o Work rate 2 h/day’ Work 3 00085 A9 O O Q) .
ork wear @ @% Q . (éRposu 1m@§)
« DTs: 30 days IR ARS 5 &
« DFR: 0.4656 pg/cm?/kg OO OO K $
N Y __4 [ > N
a.s./ha Work @ 4(5% % - 5 R Q Q
e Outdoor RSN NS § § @ &
e 2 applications (14 day S v ®\ S < NS
interval application) @ @ O S« O O O S
@ K c -
EFSA model & Pqtésmal @ 0.0%4 S 13448 &5 Tagie CP7.232-5
. Y exposured Sy .9 (teput parameter)
e 0.2 kg PTZ desthio/ha & O LS ey AN & ble CP 7.2.3.2-6
o Work rate 2 h/day! S Wok w2 1 1 Gable e
o K &5 & 0.00 é% v(exposure estimate)
e DTso: 30 days S % @ R g
e DFR: 0.1992 pg/emikg | & O | & . N | e L9
a.s./ha N < weagg;+ § LR EEN
e Outdoor @ &, @glové@ @© @ < @
o2 apphcanon@ da&© &\ o \\ BN é@ @ L
interval appliy thI;b S @a S § v
@ D \») : i}
EFSA model @ N Pb%enneﬁ? N2 @286 o |@ 190.98 Table CP 7.2.3.2-7
%xpo&&%e D (o8 X (input parameter)
¢ 0.375.kgSPX/ha Ky ~ 2 9 Table CP 7.2.3.2-8
Wo te 2 h/day! © 5 EN 3 S % 21.39 avle e
* S Wo wea@a Q 04032 © 1. (exposure estimate)
e DTsp 30 days o %, o N %\
« DFR: 0.4835 pgfen/kes | & LS -
a.s./ha ork Sear? +_ - -4
e Outdoor @ y @es ©\ § @§
2 applics (l4cday @CQ NN S
interval.application) & @ Q %D o)
1 2 h/d rprofess10n applicatypns forgrspect n“and irgigation
2 Nod&ork wear % Q @§ & N
3 Clothing coverlng%@ms body, legs \\, N Q@
4 Data not availabfsn the A model to ate é&?&emic exposure when PPE are worn
QO
Conclusion @% @ Q@ Q&
The algont@ use@» esfiniate o%eratO@exposures are embedded in the model and use data from the
75t perce& §9
Accoré@g to ;‘ EF A m calculations, when DFR generated data are used to refine the default

Valuf;o§ cag; % co@ ded,that the risk the potential exposure for operators exposed to the active

Prothio
work

1entS'@

prot 000@01@ (its metabolite,
C@ﬁamle + Spiroxamine EC 460 is acceptable following application to field (low) crops. When
hing is considered, systemic exposure is further reduced.

prothioconazole-desthio)

and

spiroxamine in

As a standard rule, it should be mentioned on the label that treated crops should not be re-entered before
spray deposits on leaf surfaces have completely dried.
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Table CP 7.2.3.2-3: Input parameters for the EFSA model for the active substance prothioconazole when

[also used to refine entry to crops for residents and bystanders]

applied to cereals (field), tier II assessment for worker exposure, with DFR reﬁngfnt

o

. N
> S F
Substance name Prothioconazole (PTZ) &@ ©®
Product name PTZ + SPX EC 460 (160+300 g/i¥} o @\
= Q ¢ 2
Reference value non acutely toxic active substance @ @ 0.2|mg/kg %ﬁay \°\ @@
(RVNAS)
X Q @? § O BN
Reference value acutely toxic active substance & &© mg;!@ w/dQ @@ O
(RVAAS) @ N A S @
200 @2 & 2 @}
Crop type | @ > Cer@s| 6\ o\% §
N DY 'S
@ N ]
Substance properties © v @ @ @ @ é % & °
Formulation type % @golu econc r\ﬁs emulsifia @
NS bK it % S
@n : @ v
Miniumum volume water for appllcatlo |ds§)§ [& gf:\\ ‘2&9 (}\9100@% @ S)
Maximum application rate of active SLQ @9 N o @\5} %&D}(g a.s %@
50% Dissipation Time DTso o o O o O oo da@@ N
Initial Dislodgeable Foliar Resid o\& o @& &@ - @yQ 0656 @cmz &Iiage/kg a.s.
R K § < & & R @ A applied
e O N 9 ¢ N 2
"~ 9 & & & v X &
% S @ RN @
Dermal absorption of product @ S q o N @ 25:00% @
Dermal absorption n-use d%ﬂon@ @ N KXo @ 47.06%
Oral absorption ctivesiibstan @ «:§ @ @_;)@ & 1000 %
Inhalation abs@pptlor%f\actlve s%hbstan;% @ & N Y &75\0-00%
Vapour pre@re of a@We suk@nce © K Io@élatil@@bsta havipg a vapour
N préssurexf <5*10-3Pa
S {5» o B
Scéﬂrlo @ @ @ N @ RS s @
Indoor or Outdoo@llcat&n @ o\© éz\}, Q& Outdoor
Application m v @ Downward spraying
Application @ulpme@Q @)@ . @@7 °©\ ©) Vehiéfgzmounted-Drift Reduction
Buffer str@ € Q \\ Q\ @ @ 2-3|m
Numbef%fappllcatlons @ @%ﬁ R @ @ 2
between muL%@@appllQlons @ (\;’N\ 14|days
%son (upward s@ng orzekf rds @) @ N not relevant

Table CP 7. 2

os@

t%‘m exposure) results for field application of Prothioconazole

plr mine EC4 60+300 g/L) to cereals (0.2 kg PTZ/ha), with DFR data
Worker - @oten xposu@ 0.0314 % of RVNAS 15.72%
Inspectl&@ (mg/l(g} w/da\Q
v Wdiog cloghing 0.0035 % of RVNAS 1.76%
S (ke bwgy) %
@ $§gloves

@@orking clothing

@@ (mg/kg bw/day)

% of RVNAS
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Table CP 7.2.3.2-5: Input parameters for the EFSA model for the metabolite prothioconazole-desthio
when applied to cereals (field), tier II assessment for worker exposure, with DFR
refinement [also used to refine entry to crops for residents and bystanders]

Substance name Prothioconazole-desthio (PTZ-desthio)(§© &@ ©®
Product name PTZ + SPX EC 460 (160+300 g/L§] °\
s ©
= Na© & &
Reference value non acutely toxic active substance & 0.01|{mg/kg b VN @
(RVNAS) VCﬁ m@ @3& ©\ t0\9@
Reference value acutely toxic active substance & @ mg#@@w/d@Q S
(RVAAS) @ ©& &© @© a
a8 &

200 @2 R O 2 @}

Crop type | DN cerdgys] 6\ o\% §
KN D N v
. S @ @x Cl A
Substance properties v @ @ & & °
Formulation type %% @golu% conc r\%s e%lsn‘l a§§ @j @
\ entr . S
@ @n @ v
Miniumum volume water for application wds@)x [& gf:\\ ‘2&9 (}\9100@% @ S)
L)

Maximum application rateofactlvestQ @9 N

XY oslkg a.s§ 2

o,

50% Dissipation Time DTso & & O & O . OS0|day
Initial Dislodgeable Foliar Resi@ o\& o @ &@ @j@ 0992 @cmz &Iiage/kg as.

R (i% § & & R © _ @applied

o O @© QN 9

Qy

A
Dermal absorption of&oduct @ @ o © Cﬁ& @ 25.00% @
Dermal absorption n-use d%ﬂon@ @ KXo @ 47.06%
Oral absorption ctive@bstan @ @ @_;)@ & 1000 %
Y N +00.00%
K < Io@élatil@@bsta havi@a vapour

@
§§% & v S @
N

Inhalation abs@pptlor%f\actlve s%hbstan;%
Vapour pre@re of a@ve suk@nce ©

o préssurexf <5*10-3Pa
X @g@ S B Y e v
@ @7 S
Scéﬂrlo @ . @) K SR )
Indoor or Outdoo@l |cati3gn é’ o\© R Q& Outdoor
Application m @ @7‘&9 K Q' Downward spraying
Application @ulpme@ @)@ < ©\ @ Vehiélgzmounted-Drift Reduction
Buffer str@ ©) Q \\ > @ @ 2-3|m
&7 K “
Numbef%fappllcatlons @ '%3: R @ @ 2
@@ @ :
between muL%) appll@lons @ D 14|days
%son (upward s@ng orzekf rds @) @ N not relevant
Table CP 7. 2 os Q t%m exposure) results for field application of Prothioconazole
% plr mine EC4@60+300 g/L) to cereals (0.20 kg PTZ desthio/ha), with DFR
& dat
= i
Worker Pote | exp 0.0134 % of RVNAS 134.48%
Inspe& , bw/@ @
king c@‘nng 0.0015 % of RVNAS 15.06%
Q© ﬁ/kg bw/day) @
Working clothing and gloves % of RVNAS
(mg/kg bw/day)
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Table CP 7.2.3.2-7: Input parameters for the EFSA model for the active substance spiroxamine when

[also used to refine entry to crops for residents and bystanders]

applied to cereals (field), tier II assessment for worker exposure, with DFR reﬁngfnt

o

. N
> S F
Substance name Spiroxamine (SPX) &@ ©®
Product name PTZ + SPX EC 460 (160+300 g/i¥} o °\
SO & P
Reference value non acutely toxic active substance @ @&Lﬁ.OlS mg/kg b&gﬁay \°\ @@
(RVNAS) V < O
) X S
Reference value acutely toxic active substance & Q 0.061 mg#@@w/dQQ @ O
(RVAAS) @ ©& & ®© @
200 @% R & 2 @}
Crop type L& = \)@ > Ci&y@*" 6\ o\% §
T N $
Substance properties © v @ @ b@ @ é % & °
Formulation type %% @golu% conc r\%s e%lsnﬁa@% @j @
@ \ @n s ) éﬁ R §
Miniumum volume water for application wds@)x [& gf:\\ ‘2&9 (}\9100@% @ S)
Maximum application rate of active SLQ @9 N o @\5} O.3;§@}(g a.s %@
50% Dissipation Time DTsg &@ g) S @@'\?f S V@o day€y N
Initial Dislodgeable Foliar Resid o 04835 2 i
nitial Dislodgeable Foliar Resi N @ @ & QJQ % L@igd&“agdkga&
R (i% < @Zj & & o cA43PP @
D
o O & $ L o O w
N % S @ & RN @
Dermal absorption of&oduct @ @ d o © Cﬁ& @ 0.87% @
Dermal absorption n-use d%ﬂon@ @ N KXo @ 22.06%
Oral absorption ctivesiibstan @ «:§ @ @_;)@ & 6190%
Inhalation abs@pptlor%f\actlve s%hbstan;% @ & N Y &75\0-00%
Vapour pre@re of a@We suk@nce © K Io@élatil@@bsta havipg a vapour
N préssurexf <5*10-3Pa
S {5» o B
Scéﬂrlo @ @ @ N @ RS s @
Indoor or Outdoo@llcat&n @ o\© éz\}, Q& Outdoor
Application m v @ Downward spraying
Appllcatlon@ulpme@Q @)@ . @@7 °©\ ©) Vehiéfgzmounted-Drift Reduction
Buffer str@ € Q \\ Q\ @ @ 2-3|m
Numbef%fappllcatlons @ @%ﬁ R @ @ 2
between muL%@@appllQlons @ (\;’N\ 14|days
%son (upward s@ng orzekf rds @) @ N not relevant

Table CP 7. 2

os@

t%‘m exposure) results for field application of Prothioconazole

plr mine EC4 60+300 g/L) to cereals (0.375 kg SPX/ha), with DFR data
Worker - @oten Xpos u@ 0.0286 % of RVNAS 190.98%
Inspectl&@ (mg/kg} w/da\Q
v Wdkiog cloghing 0.0032 % of RVNAS 21.39%
S (ke bwrpy) <
@ §§gloves

@kamg clothing

©® (mg/kg bw/day)

% of RVNAS
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Data Point: KCP 7.2.3.2/01 &
Report Author: o @§
Report Year: 2020 Qf)
Report Title: Determination of the dislodgeable foliar residues (DF @f prothloconaﬁg\l/e an%
tebuconazole in/on barley after spray application of J 6476 & HV@ 1608F i
250 in Italy 2
Report No: E19DF004 @) & \ \ O
Document No: M-690952-01-1 W r\@ CHIER) @
Guideline(s) followed in | US EPA OPPTS 875.2100 F(gar Dislodgeab@\ﬁesidue Dig&%ﬁtio&@ Q>
study: %@ @ &© \J© &
Deviations from current | None ° >
test guideline: QO?(@ N @@) R O 9 %Qg}
Previous evaluation: yes, evaluated and agge pted Q@ 2, &i@v Q N R,
Prothioconazole RA® (201@ v @ @§
GLP/Officially Yes, conducted u%ier GI@Ofﬁ ' y re(@wmsed %tin&facihﬂ@ @w @&
recognised testing CREN N S )
facilities: @& WD @} & (($ N (&’ §
Accepuability/Reliabilty: [ Yes &7 87 & S e o & o
Executive Summary S TN YN § @@ § &9@

S)
The magnitude of the dlslo@gble\%}oha@remgﬁ@ (I@) the @g?%st rothloconazole
tebuconazole and prothloco wzole-desthioewas detétminéd in/of aslipgs fro ba@y leaf punches
after two spray apphcatlons w1t 0th1 naz + T@ucona%ole g/ ®C (AU 6476 & HWG
1608 EC 250), a ernulmf& e con ntr@ fo atlo&conta@mg lﬁL@th%gnazole and 125 g/L
tebuconazole.

The study include sup@rvw@re%@e tr1§on(§ted 1n%e ffeld in %Ltaly (Southern European
Residue Zone(, d t1‘6§2019 s@so% N @ g @

S @
The dislodgingf'the &f s%l&les were pe@nned&no later ha@ postcollection

desthio aaé@ebuconazo{g No increas acctinulation of #&sidue&dn the leave surface was observed
with t cond appligation.cThe erantiomer ratl§ for @hlo \azole prothioconazole-desthio and

tebuconazole remag‘g n&hanged\gace@ ?ij\ t %\

Analytical resu (DF T} %) @ tre t@ am@les @re summarised below. No residues of
prothloconazo e, pro cona@le— 10 2 teb z@ above the LOQ were found in the control
samples. T h&&nea@ th@ abofatory g overq@s fog_prothioconazole, prothioconazole-desthio and
tebuconazale were in the @& era 110%g-and a relative standard deviation of <20%.

Under the conditiofs” of this stu%/ eée is aé@ld 1pat1(@ forg@gthloconazole prothioconazole-

The me@f the ﬁeld\r@ove@sampl@ﬁ for@othiﬁ%ﬁamle, prothioconazole-desthio and tebuconazole
were.al also in the acc@table%nge %70 1@% al relative standard deviation of <20%.

The\results for the dl§§gea@% flg res@les for prothioconazole, prothioconazole-desthio and
tebuconazole &@he ﬁeLd fges not@rrected for laboratory or field spike recoveries.

The results gkowedfhat e is g\fapi dissipation for prothioconazole, prothioconazole-desthio and
tebuconazgle. N@“h r@ or @umu ation of residues on the leave surface was observed with the

@
second 3] llc@n ©©

The é’gnantlr @os §¥ prothioconazole, prothioconazole-desthio and tebuconazole remained
ur@ngeé@acemic.

Under conditions of this study, there is a rapid dissipation for prothioconazole, prothioconazole-
desthio and tebuconazole. No increase or accumulation of residues on the leave surface was observed
with the second application. The enantiomer ratios for prothioconazole, prothioconazole-desthio and
tebuconazole remained unchanged racemic.
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Materials and methods

A. Materials: §f @@
1. Test Material: Prothioconazole + Tebuconazole 250 g/L EC > @® v
(alternative name: JAU 6476 & HWG 1608 EC 250) & & ©®
Purity: 126.3 g prothioconazole/L v N
124.7 g tebuconazole/L % § § &)
CAS No.: 178928-70-6 (prothioconazole) {*’ y;\ N é\”
107534-96-3 (tebuconazole) & Q@ @@ Q\ %@ A
2.Field site: &© é\g QQ ©© Q&©
Location: Italy % Q &’ N & © &@
Plot size: 240 m?, divided into 3@gb plots for sa fapling 0€80 mz/p%)t \© 9 Q@
Soil type: Sandy clay loom &’ @ %\ %@J @6 °<§’ R,
Crop: Barley (tektoo) © %@ é}ﬁ @% @@’ X AN .
Crop height: 0.5m v 9 Q IS © @7 @
Date of sowing: 8 Nov 2018 <\9 \\ \\ & &% Q\@ %, §
Start/end of 23 April 2@@/ 30April 208 & O >SS
flowering: RS @ ] § § @ &
Appligation 1 @ > % ®\ Appli¢ation (2 N
Date of application 9 April OL%@ @@f) @6 @® 23 April 2819 @Q o
Growth stage: 39BBCH, @ v & BBCH & é
Date of harvesting: > & §) @x 15 Jugp 2019% 15 July 2Q1\¢@ &
3.Equipment details: °\@ © 9 § N $ @\y\?
Equipment v\g @ CSpray Qplic@? wit&@lbuzg%at F@gDrif&%@d nozzles
Nozzle size: @ © % Q@ S &a C\@ 11003Q° &
No. of nozzles; & o\ oAl - Q o8 & @
Nozzle spa @ AN & N &\ Y 50 §
Pressure @ & O O K@j @?@& &0 ba&m@)
(O N N
4. Appllcaﬁ@n details: 2 S JAU@% & HWGi508 EC 250
Pr t apphcatuéﬁ § @7 . Qg\{@L @t/ha
e(AR): s ©© \
AR of a.s.: § & N N @S§’ 0.833k rothloconazole/ha
% @ @;\9 Y @0' 125 X&tebuconazole/ha
Spray Vol@le R @% Lhd © o @ 300 L/ha
No. of aﬁlcatm@s @ O Q\ @\ S 2
AP‘@lon mtervz% § @'ﬁ? . @ %@ 14 days
5.Environmental = °s, Q N &® ©\
conditions: § @ . @ @
\‘emperature at O 12°¢ N @) 17°C
application@"” . AN Q@ Q&
Humidi @ \% % % @ 65%
Wlnd{ %o O 1.0ms O 2.0 m/s
Wi irectip % © V\§ South
R?ayl fally3 @ @ mm within 24 h after application 0 mm within 24 h after application
m f&% ost Q7 § 20 h -
appl@ ion:

B. Fleampllng, transport and storage:

Planned sampling schedule details are summarized below. The washing samples were frozen as soon as
possible, but not later than 12 hours after sampling until dispatch to the Laboratory for Sampling. The
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storage period of deep-frozen samples used for the analysis of tebuconazole, prothioconazole and

metabolites was between 291 and 315 days TS
Table CP 7.2.3.2/01-1:  Determination of the dislodgeable foliar residues (DFR) of prothioconaz&ﬁn(};@@
tebuconazole on barley: sampling schedule for both test@}tes @
S
Sampling event Days after 1* application Day@}fter 2nd appli%ation S
1/2 | Prior 1st application Before application &
(Control + Field Spikes) < O @)@ >

3 Post 1st application 0 © S R, N

4 Post 1st application 1 @v @%ﬁ N N

5 Post 1st application 3 & . S ) @v mQ ©

6 Post 1st application N Q L e < @

7 Post 1st application JRCR a4 Q O e @

8 Prior 2nd application M4 @ N gﬁefor‘%}pphc&ﬁn S

9 Prior 2nd application N -9 RS ST0S

10 | Prior 2nd application N < RGN S L

11 Prior 2nd application S L@ 9 X N Y & o

12 Prior 2nd application {\\9 - N QO RN @

13 | Prior 2nd application oSS (9. g NS

No. of sampling events 1® S @y \U L f@ ca

No. of samples § K Ny g& x3 &3 @\)f N %,

+3 @glditi%g conpel samylp; pri@g@) lslicagﬁ for fisld spikes =
2 oM s & &

Methods: & Cig § @& Q 5 §@ \@2 &
A. Collecting of leaf pu’m@ﬁes ) § @x s % $ @y\’
Leaf punches were ¢ ct (}Zﬁrect@@nto ()Qypr@hene%jars u&g a feaf puﬁ&l@sampler Each sample
consisted of 80 dis itha pu. ith 1. 2@ tm @ameter@nd a disk area of 1.25 cm?. The
leaf punches repr nted. otal’er ble%lded%lgaf su@@e ag@ of2 sample was collected from
each of the threg8ubpiats to p Vldthree licatésa g ch sampling interval. Leaf punches
were taken by@iénc er the mner@arts %i S@?Splot potegtial worker contact zone. Control
leaf punch mples ere co ect@prlo st ap@lcatln Tregted samples collected on the day of
applicati were taken ert dr1 ea ks mpv@ as collected, the sampling jar was

cappedrand transport@ to tl@ﬁeld te l@rator@ &Fslodg\r@ Leaf punch samplers were cleaned
after each samplin, eer éﬁ . «p\j &

\ > O @
B. Dislodgeable@pliar 1 1du§y Q%COHWIOHQ IS

The dislodgi f ﬂ@@eaf ples\were%@fon%@n la@jr than 4 h post collection. The samples were
dislodged by placing 1ea@am®g n dJurf: t (1% Aerosol OT solution (i.e. docusate sodium
salt)) andyplaced on hakﬁperaﬁ proximately 200 cycles/minute for a period of ca. 10
minutessThe solut'&/was ed fro the %f material into an appropriate container and the
dislodging proceduge as@eat le The second rinse was again decanted and added to
the Tirst. Cysteine hydro@llori \solutl wa@ ded to stabilize the active compound prothioconazole.

Immediately afterdislodgin %e 1 jar was capped, labelled and placed into the deep freezer
within 12 @ aftex%,am;ﬁé The, di sl% d leaves were discarded.

C. Field rcgc ve Ksamg)@s Q

Field ﬁc @n sa les ag e used to demonstrate the stability of the samples during storage period
of t e%s dy; 111t§\0f the analytical laboratory to recover an analyte fortified into a sample at
th t s1te e@utlons from dislodged control samples were fortified with tebuconazole,
prothi azole and prothioconazole-desthio at the LOQ and at a level of 10 to 200 times of the LOQ.

Field spikes were performed by the field technician prior to the 1% application. The field recovery
samples were treated in the same manner as the field residue samples until analysis.
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LOQ was set to 0.005 pg/cm? (corresponding to 5 pug/L). Spiking levels were: 0.005 pg/cm? (corresponds
to 5 pg/L), 0.05 pg/cm? (corresponds to 50 pg/L) and 1 pg/cm? (corresponds to 1000 pg/L). Fogeh S

level (unspiked control, 5 pg/L, 50 ug/L and 1000 pg/L) three replicates were performed. IS
S
D. Analytical method: S @ v
In the context of the spiroxamine renewal dossier submission, the analytical n&od for proth&bconé@
/ prothioconazole-desthio and tebuconazole are not discussed. % § @ @@
> S
Results @
. - ¢ & goLe
A. Dislodgeable foliar residue data: N ©Q %@ S ?”\g

agiples are s@marlsed b&@w Ngre@es é
A o

nazole above the@) wigre fo@d inhe co

samples. The mean of the laboratory recoverie$ for prot @onaZQle p@thlocngole@esthf@and

tebuconazole were in the acceptable range ofé@ 11 and.?% latl&e stané;rd degation of <20‘§”

The mean of the field recovery samples fo rothl@)naz@e pro@locon ole@es‘[hlo&d t on@@le

were also in the acceptable range of 70- &N) %0 &%L a re&\ve s@ldan&%wat@n of @0%

The results for the dislodgeable f re@@hes t@r pr 10cq&901€ r th des@m and
tebuconazole in the field samples v&@ nog&rrecté% for.{a orz&@ or. rec rles@

The results showed that there is Qrapld@dlsm ion @pro@cm{@)le th 0o azocl%rdesthlo and

tebuconazole. No increase o@éoum&atlon resigues &@t l@ve su WAS obgerved with the
.. A

second application. §

Table CP 7.2.3.2/01-1: _ Biterminatio

e dg eable folg\ar r@s\\ﬁ es @R) ogprothloconazole and
\ebue%lazole on barfe tlcaéﬁ\e quor tredted sa@e washings from leaf
X pu@es N Q) & BN
@ ﬁ% @@7 § &) &
Days after rot ocona@ P thi@azol@lesthio Tebuconazole
application § %125 kg PTZ \(pg/e& 0 lkgﬁg P’% (&\@ (ng/cm?/0.125 kg TBZ
%pplleﬁ) ~ desthig applie L applied))
0 Q S <060 e’ 05 S g, <0.005
1 e o Of?\)576 @ N 90173 X 0.0217
3 N 200138y Q0 Y A <0089 9 <0.005
7 D @ 0.0129 Ads  © <®005 . © <0.005
10 Ay 000967 2 o S ¢<0.005 <0.005
14/0 S 0.01397% S @ @.02267" 0.0343™
0 AN004 > o <0403 <0.005
1 @ 9700682 .Y © O o049 0.0216
3 VY a4l Q' & ®0122 0.00762
7 0:024Y S _Q.00564 0.0105
10 &Y . 90.0160 IR Y <0.005 <0.005
LOQ K 0.09881 X ALY <0.005 <0.005

. «sample mix up i§¥ikely l@eﬁ?:oul&r(%t be @fmﬁ@@m the chain of sampling to analysis. The results seem to be the
results of DAT 1

b. reported as n@isured beca@e reor sm@)lots T2 and T3 are > LOQ and a clear signal were detected.

B. Enantlo@r rat@ @
The ena@ome@aﬂo@@or @thloconazole prothioconazole-desthio and tebuconazole remained
unchan&d rao@smc % @

T@CP %@3 2/0@§ §etermmatlon of the dislodgeable foliar residues (DFR) of prothioconazole and
ebuconazole on barley: enantiomer ratio

Days (glﬁ/er Prothioconazole Prothioconazole-desthio Tebuconazole
application
0/0/0 0.972/0.983 /1.05 0.967/0.961 0.998/0.986/1.00
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1/1/1 Yy Ry 0.998/0.992 /1.01
3/3/3 Y Ry 1.02/0.986 /0.988 _ -
7/717 Yy Ry 0.988 /1.01 /1.01&Y &
10/10/10 0.978 /1.06 / 0.964 0.999 /0.996 / 0.986 0.999/0.983 /100 Ry
14/-0 / 14/-0 / 14/-0 Yy ey @960 / 0.960 /@04 |
0/0/0 0.955/0.944 / 0.948 0.948/0.970/0.976 o 1.01/1.02/4.00 ©
1/1/1 1.15/0.972/0.999 0.951/0.965 / 0.985 0.996 / 0.9&%/ 0.983
3/3/3 0.992/0.923 /1.11 0.931/0.936/0.978 « 10 0.978/0.895 /0999
7/717 Yy )y EEYEN 0.984 #0994 0981
10/10/10 Yy N ) ) & 0.9887 1.0200.988

S
a. sample mix up is likely but could not be identified in the ¢hain of samplini@> analysis. Th%esults@@fm to B¢ the c&©
results of DAT 1 Q Q) @
b. reported as measured because the results for sub plotd T3 are > LOQrand @@9fear s@al werdd etected @&
0 o \
@S D % §

C. Deficiencies:

None Q &

Cn f@
@,
% o
%

R (Z2ES
Assessment and conclusions by a can‘k\ X @\ %o @W}?
i 28472013 éé@

/)

9 ©
Assessment: Study meets the a@ent guflfance and th@ﬁo\?’equ@men?l :

S
Conclusion: Under the cond@)ns of this {gre 1s@®ap 1551@1% prethioconazole,
prothioconazole-desthio and &bucoﬁaaz No incfease‘or ac laggn of residue®on the leave
surface was observed w1th th ,econ @pph 10n Bhe ené%‘uo@ rat&@ for grothioconazole,

prothioconazole- desthl&%ﬁd teb azple nch@ged ra@mlc@ @Vw
% @ ’ @

'S +’ &S0 Q% >
&8 PEEARR
S . Y & @
@ @ \ % \ o, @ @ @
mordton 5 3 &
CP73 @mal@bsm@tlon@& @ @b S @

It is ackr@wledged an i’ viy abso@tlor@smd@onducted in Rhesus monkeys
on Prothistonazole SC 0, @ pr sly evalu fed an%eer@d at the time accepted, is available.
However, when ass §éd agal curre@EFS@ rmg%ab n%gp 1on guidance (2017) for the permitted
tted variation exceeds the allowed limit,

variation for actlv%@ starises 1n@m11a> ionsqthe pe
and therefore igynot @nmd@ s@ablev«\tp us&t is @dy to evaluate the dermal absorption
of prothlocona@ole

\

Two new m@tro dermal@so j’N stu@es hﬁ@e be Qj‘ onducted examining prothioconazole-desthio,
the mf‘@lte of pro%mconle, @ray gfﬁutm@ only) and spiroxamine (concentrate and spray

dilutio the Prothiq dnazdte + Splroxa@@ @460

De absorptiori‘data wer % @ene ed &@he formulation concentrate; therefore, a 25% default
value has been acpphed@) th&ﬁ:onC@qtra‘[e for prothioconazole. To account for the degradation of
prothioconaz @0 bokifgy thQ active substance prothioconazole was replaced by
prothioconazale- de& o the [owest gpray dilution (0.26 g/L) was investigated.

The in v@@ hunda del ab@rptlongudles had an 8 hour exposure and results were interpreted in
accordafice w@ urren SA dermal absorption guidance. Estimated dermal absorption values of
0. 87‘@(spr 11ut equivalent to 0.9375 g/L) and 22% (concentrate) for spiroxamine and 47%

(O@g/ngr prot oco@ole desthio were determined.

&

Table CP 7.3-01  Dermal absorption values for the risk assessment

| Endpoint | Dermal absorption values | Reference
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Prothioconazole
Concentrate (default value): 25% EFSA (2017) o
Spray dilution (0.26 g/L [1:615 dilution]): 47%
(prothioconazole-desthio used as a substitute) CP 7.3@
Dermal penetration | Prothioconazole-desthio @ M-758748; 1-1@
Spray dilution (0.26 g/L [1:615 dilution]): 47% @m@ AN N
Spiroxamine
Concentrate (300 g/L): 0.87% &% M%§Z‘O3\5/ L1 5
Spray dilution: (0.9375¢/L [1:320 diluidi]): 22% & Q
) © @ &
< S < §
@ & Q e S
Q < @) @

In vitro dermal absorption in human skin =\ &° S N
& NI RO o @
. X

Data Point: KCP 7.3/01 A @? & oo S
Report Author P A~ M
Report Year: 2020 w\\h

Report Title: Prothioconaz@e dest% T vit ﬁferc eouS’c&bs @ of r%ilolabe§d

prothiocon e- désghlo i $&,sm AN- usey@ utio the C 46
formulat;(@ﬁ% y@ahuma splitzt ckge@shg@

Report No: 7864540 u

Document No: M-758748-Q19D @%,L@ @V @ & ﬁ@ OU

Guideline(s) followed in OE@% GlﬁQ\\fme orsfestu@’ of Cl%emlca@z}uld%hne 428@kln§bsorptlon In
study: Vitro Megthod ( ).

@ECD@nVlro@ent @éalth a% Safety Pub“t@atlo Testing and
°~ Assegsment 1da@ Dom@@nt fot the &(m Absorption

St (2@B4). @
é\g Ggﬁ'%@;ar@n D@lal A@I‘ptlm}EFSA@)um'@%ZOlh&%(@ 4873).
Deviations from ct@ﬁt None @ @ @ @
test guideline: < QS N e \@9 @;& &
Previous evalu@%n: & | No, niot p;%ylousl@mm;t‘%sd § v
GLP/Officially @Q %@% condtcted tnder (@”/Of@%uy gnis@ testing facilities

recpgr}iSfd@8ting N %@ /\@% & N @ @’

facilities™, o
Accepfal hty/Rehabll@ Y@ AS Q ‘”\9 , O
R \
Executive Summ@ & Q& o\© @ é %
The dermal abso%tlor@ 10CO olef«ixéthlo@om @emulmﬁable concentrate (EC) formulation
was studled@ﬂg hyran s 0 in \%Qro %@co éntration’of in-use spray dilution was tested, 0.26 g/L.
The dose fas applied atéo m? Qfdem@@(?ome@spht thickness skin and left unoccluded for an

experm@al period of@ﬁt h, an @ferm@ash @%8 h post-application and a termination wash at 24 h

The s@n samples ﬁ@ fo 1ffe®t do@rs e mounted into static diffusion cells and the diffusion
cellplaced in water bat ate era§ of 32 £1°C. The absorption process was followed by
taking samples@f the recep é{ ﬂui%ho ate buffered saline containing polyoxyethylene 20 oleyl
ether (PEG@ 6%,&%{?/), tumvazide (ca™0.01%, w/v), streptomycin (ca 0.1 mg/mL) and penicillin
(ca 100 uni mL}@H 7 A%+ 0&2, at rded intervals throughout the experimental period.

The di utio, Qf pro@ioc@ole-desthio within the test system and a 24 h absorption profile was
determined u§?i cinfillation counting. Before conducting the main study, stability and solubility
ass@n ere@arr§ out. The barrier integrity was also assessed via electrical resistance
mgﬁsurer@ t of the skinsamples.

The ( ds balance for ['*C]-prothioconazole-desthio in this dilution was 98.4%. Therefore, the data
absorption from all cells was not normalised to 100%, as the mass balance was consistently >95%.
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The study demonstrated that the amount of prothioconazole-desthio absorbed through split-thickness

over 24 h from 0.26 g/L was 35.87 £15.35%, as measured in the exposed skin, receptor fluid and re _@ S
the

wash (not normalised). Using the current EFSA Guidance on Dermal Absorption 2017, 15(6): 48
estimate to be used for risk assessment is 47% for 0.26 g/L. S
@

@

Table CP 7.3/01-1: Prothioconazole + Spiroxamine EC 460 (160+300 g/L): sumﬁ@%y of the mea% degn@l

absorption results for prothioconazole-desthio! » m@ ﬂ@ 2

Test Preparation: h Test pyéparation 1 s, - &

Target concentration (g/L) X r\@7).26 @) @ @ &@

Actual dose (g/L) & OF 0.50 N mQ JO

Number of replicates @ @ 12 &Q > @

)
Vol QR@%WI'Y RO @
a My S [ n she S

Dislodgeable dose Q NN

Skin washing after 8 h o @389 V] o 380 &

Skin washing after 24 h NUS  Nsg S O 285" §

Donor chamber wash @ ,° @ 087 © ﬁQ SIS

Dose associated to skin @Q S o L & &,

Tape strips: strips 1 +2 S TS 0.2 S @\y O 0267

Tape strips: strips 3 - 20 9 ﬁ% @@ %@ &U %\@ @@ 0.78

Unexposed skin @g e ] v &(3\%8 @? O ~06

Absorbed dose N e ¢ & oy NN

Exposed skin .9 S @ﬂ@ §Q@ . 3.21 N A \v\t@ 2.23

Receptor fluid A\ S @ 349, NOAY 1563

Receptor chamber waghs Q? %J @wj DIRYES) NS - 0.40

Total recovery! & | ﬁ& <& [V §7 9840 ~ 2.90

i 9 @

Absorption ess'enta@’y con@lete atend ofstudy N §2 @% “Qos

(>75% absorpti 1th@\>half the&studyxduratl@ & § (56.71%]

[%oAbsorptiongaftys] © G oy & o

Absorption/,estlmateQQl‘mal‘:%d2 & ¢ @% ~ No

Ifno: = 7 @a @\75 ) Q@ \«@)

Abso estimates @ @Q %, Q" Not applicable

= absorbed dose + tajg@\strlps"& 0)} m N NS

If NEE S
yes: @ S @y @)

Absorption estimétes < @ @;\9 Y o @87 15.35

= absorbed dogs, @Q O o Al o @y

Relevant abséiption &timate” S S SN 46.92

) NS/

Absorptuqestlmates use@or r@ asseé@ﬁent@)@ @ 47
Valu@@éy not calcula@xactl rom the\%po to reunding of figures

2 According to the E Guidance omDermal &bsorgﬁ’@ cells with insufficient recovery (< 95%) can be corrected by
ndtmalisation of absgrptio mate@’lOO"/ @cov@

3 Tivaccordance w1th the E Guidance on Dermal@bsorption (EFSA Journal 2017;15(6):4873) the radioactivity in the
second tape-stig pool (3 ton® tape strl cong.;red potentially absorbable if less than 75% of the absorption occurred
in the first ha@ of the tlfdy

4 Dermal ab tionwa a cted fg?i/arlal@ty (mean + 0.72xSD (n=10)), based on Table 1 from the EFSA Guidance
on derm, 201@ 2o

3 Releva bsor n estu@te w@unded to the required number of significant figures.

Matem S a et@i
@ateg@ls

1. Teaterlal (non- Prothioconazole-desthio (alternative name: PTZ-desthio)
radiolabelled):

CAS number Not assigned
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Description White crystals
Lot/Batch No.: AE 1194888-PU-03 °
Purity: 98.1% . @ @b
Stability of test Confirmed stable for the duration of the study (Expiry d: 17 Novembe ) K
compound: 2020) S &@ ©)
2. Test Material [cyclohex[phenyl-UL-'#C]-prothioconazole-desthio ‘07 o o\Q
(radiolabelled): O © o [ @\% o § 2
o
o ©) @ 5}” \\ @@ @
AT & TP s
w @ & é% VO &
* Denotes the position @ﬁ? labelled Qoms @@9 Q & & @}
Lot/Batch No.: KML 9576 AN D Ly $
Specific activity: 5.40 MBq/mg é @@ %G S @% § >
Radiochemical >98%, % @9 @© Q@ o é @% & °
purity: g\? \"\ A S &% § s §@
N @ | Q S N X
3. Blank formulation PTZ+SPXEC %%@ é\” N §9 @ § ©
Lot/Batch No.: 2020-002900%030 "> v ®\ S @Q N ‘”\9@
Description Yello qul@ @@;) @6 (©) &© Q @Q S
Stability of test rmed%s able for the daratiomof the giily (I(E@xplry dd¢e: 30 %@tember
compound: (& § S @ "N © o
4.Test skin: o\@) S) @Q §@ & o § @ @\v\,
Species: I—@n 2 @) 6@ Q" w RS RS
Sex: ISP T -
ex: @9 @ S §a o «
Age: - 6Dyrs § © @@ & @
Site: \ é\ N §
5. Preparati @ost pr@mn%@ 14@Mplrot ona 10 (145.9 uCi/mg; 0.26 mg) was
solutio% ed t a gla vial a olven as s@moved Blank premix (79.93 mg)
° ded @ e vi and mixed by®ortex Wltrapure water (418 pL) was added
&@ Vlal inaliquots alre contair 1 g b formulation and vortexed after each

Slx lots ‘(Q eret n, mixed with methanol: scintillant and
11 uid ntlll n coun ing (LSC). The concentration of PTZ-

© oun to be 00 1g 5 16% of target), so ultrapure water (417

@ o waS@ @x ahq@ g by vortex between each ahquot The test
Q (@) eparation w% mixed continuously by magnetic stirring as six more aliquots
@wer@aken sed a9 described previously. The radioactivity was

1ﬁed‘ § The”\poncentratlon of ["C]-prothioconazole-desthio by
N act1v1tyw 26

B. Study Des1gn“ao©nd h@hog@ Q @

1.1In life dates:@,®

le and @ng’male donor aged 35 to 67 years old. The samples arrived frozen

2 une 0 to @luly 2020 (experimental dates)
2.Skin pre@tion\ ° mpleg, of full-thickness human skin (abdomen) were obtained from three
%
Q Q

¢y andyvere stored in a freezer set to maintain a temperature of -20°C until used in

@ w
N study.
&

rior to use, the samples were removed from the freezer and allowed to reach

@ ambient temperature prior to use. Split-thickness membranes were prepared by

pinning the full-thickness skin, stratum corneum uppermost, onto a raised cork

board and cutting at a setting equivalent to 200-400 um depth using a Zimmer®

electric dermatome. The thickness of the membranes was measured using a
micrometer.
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3.Solubility of
prothioconazole-
desthio in the receptor
fluid:

4.Treatment:

S A
@©Q§

.9

N

N

@Seven@pres%

S vialg, at the

5.Sampling: @
N @

An electrical barrier integrity assessment was undertaken prior to treatment.
Phosphate buffered saline was added to the donor chamber and the skin samples,

were allowed to equilibrate for ca 30 min. The electrical resistance was @
measured using a set at low voltage alternating current, 1000 Hz with a maxigum @§
voltage of 300 mV root-mean-squared in the parallel e@ivalent circui de

Any skin sample exhibiting a resistance < 7.7 kQ was ded from subsequ

absorption measurements. The phosphate buffered salitie was remoyed fronisthe
skin surface and then the skin was rinsed with watei%nd dried Wlﬂ@ sue paper. @

The receptor fluid chosen for u@ln this study@s phosphat%%ffe e&sahne@
(PBS) containing polyoxyeth}%le 20 oleyl ther (6%, w/&) so §<H &@
(0.01%, w/v), streptomycin @ 1 mg/mL) an@ nicillin (l(lgg 1ts@) Th&p @

was 7.45 — 7.49. ®©

The solubility of spir(@ie in receptor%ld “as de@une(& ensure that i
would not reach a concegtration, whic \vould 1Rt its d ro gle &
desthio was predicted to haV@ji wat

olubr@y of & 0 m red a h
(20°C). Theoretically, if 70% of @sorb thls@ould sult in
a test item conc%fratlo the ptor@ud of L. ©

Split- th1cknes§§m ranes ( aNL5 x cm) v%re cu@ d p&sﬁmoned §m

diffusion ce@ Thesg tells @re poﬁlone@ atifold heated v
mrculatm@ate Bath to plwintaigyskin urface @fiperatife of °CQ‘he

surface oseckskin within the cell @64@% w§ rece@or
chamb@ vol e of 3,mL (ngmy inall o & \
A sipgle d&g@ of 6. @‘))L (1®L/c @est p@arat was applied evenly
0%@’ the Swrfac 12 sp@thwl&aess hy@@ian skin membranes %ng a positive
pla%nent & tte. The don?j chambers ofthe cgll@)&/ere‘%ft non-occluded.
tiveafiquots of each of the gest'pr tiong were dispensed into
1me dos@ (al eferre to a&moc@loses), mixed with
@ latl@ cocktadl an @alyz& o
n 14C] thlognazol desthlc@‘rom the test preparation was
assegs ecting fra@ns e r&ceptor @nid at the following time
1ntegvals 1 2 4 & d 12 post @se N
e ex % d wag te ted h post dose. Commercial hand wash

*$0ap (50 uL) was ap fRd to Qe skin@hd t ap gently rubbed onto the skin

Wlt a“cottorywab.lie Skll’@las n rin Wlth approximately 5 mL of a 2%

(§ rcial soap safition. “Rhe sogpssolution was applied in aliquots and

aliquot wa@a%pmat@ with w\plpe{K he skin was dried with a cotton swab.

@ & h1s CS§ W re@ted olfee

©@

@ °\@

%
K
©©

t10 in w ) cotton swabs samples were mixed with

1llat cock an @alys&?smg LSC.
24 ‘hgurs @dose W A 6 hours monitoring period, each diffusion cell
mani\‘Tl and @& skipxémoved. The skin was placed on a piece of tissue
to d d%)}mdea\Qg the skin. The tissue was added to the receptor wash
p Donor cha%ers re extracted using a solvent for ca 30 min before
onic (1 O@n). Fol wing the removal of the apparatus, the sample was split

\y\’ > §into° VialsQF he &atum corneum was removed with a maximum of 20
@° s%@ssw@ape Strips The skin sample was rotated 90° after each tape strip.

N ationQwas s@ped if the epidermis/dermis junction became fragile or if

@ \% @gder&s wagyremoved. Each tape strip was placed into an individual vial

& 2 ©” containing fAgthanol: scintillation fluid and then analysed by liquid scintillation

@ @Q O ¢ ing. The skin under the cell flange (unexposed skin) was cut away from the

§ N % ~gxposed skin. The exposed and unexposed skin samples were placed into

N @@ &7, "geparate vials containing Solvable®. The skin samples were placed into a water
QQ é@ v bath set to ca 60°C to aid solubilisation. Stannous chloride solution (0.2 g/mL in

ethanol; 500 pL) and scintillation fluid were added to each skin sample. Samples

were analysed by liquid scintillation counting.
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6.Radioassay: All samples prepared in scintillation fluid were subjected to LSC, together with

7.Data interpretation:

Results

A. Dermal absorption:

1.Solubility of the test
item in receptor fluid;

representative blank samples. If necessary, samples were dissolved and/

diluted in an appropriate solvent prior to LSC analysis. ©©
All radioactivity measurements were performed by LSC using a Packard 2400- &y
TR scintillation counter. Where scintillation fluid was ad@d to the sampdes thi

was 10 mL. Where methanol:scintillation fluid was q@d this was 19 mL
limit of reliable measurement of 30 d.p.m. above background has be@mst@ed
in these laboratories. &% %
Calculation of applied dose: B@re during and, after dose a cat%\moc (N @
doses were taken at an equal do!"to calculate X the actual dode a@d towt\fﬂl

skin membranes.

Calculation of dermal ab oo tzon paramgrers: Dlslodge dose%ﬂn h 8 @

& 24 h + tissue swab 8 h + pipette tip absorb
dose (total dislodgeablévdose + strat corngr exp bs

dose (cumulative régeptor flgd + redeptor *éhambe& ash)~add de"lmal defivery
(total absorbed dos®t e &ed ;5&7 are g@or‘[e deﬁ in ECD idance

document No..\428. (Botenti al@rhable (con@ete/ @npl@»
absorption) ate. epofted a@eﬁne@m E& Gl&(ﬁiance 0

©

Absorption. N
Samples v §é?ss ba]@ u@le 9 11 %wer@vle on a c@se by
case bagisand a&oprm@ actiofjustified. Wh@e mays balahte is %@@w 90%
and th&Joss %n be e@lame@he saes m@y be tede)

(& @Q @ v b @ "\@

~ Th%olublh@ of hiogonazol %sthiog%'l the@ﬁep@luid indicated that

9% ©f the xim@ app{ do%cou dissoly the receptor fluid.

eceptoy ﬂuid@s not rate limiting.

> the @t ite lub in the
& Thq i gr1 the report ples was wiyin the acceptability criteria

2.Skin integrity ok
(ab&o thIl i J& All'data is @sent @in fultQy the report.
3.Test prep @ n sa l‘@”’nan split- th1 membranes obtained from 4 different
(nommally l§ @ were

&@

o

@

©@

K
&

osed f@oplc w1t@ ‘4%%othloconazole -desthio in test
pre&aﬁ tio 0. 26@) Ovetall, ghe absagption profiles looked similar for all
les, the absorptidn of ‘*@ pr@uoconazole -desthio increasing to 24 h
dose. TheQuiass.patance for all individual samples was within 100 £10%

& 8. 4@9 wgh@e exeeption Bf Cell ‘1§Wh1ch had a mass balance of 94.51% of

'[C}i§ﬁphe % %ﬁ(@l’ever @15 catlywas not excluded, as the absorbed dose for

1 was@imilag 0 the §ther c§$from the same donor (1274). The absorption

(%) ue&@ ofdr 124©\Vere gher in comparison to the other donors used.

@Q"herre n be@sum @Dthat the higher absorptlon is attributable to the

dougy; aniébt the @msm& aterial for Cell 1 is attributable to the unabsorbed
d@ (e.g. dislodged doke). The mean mass balance was >95% of the applied

@f)se refopeNit was wot considered necessary to normalise to 100%, as the

ass balanceyvas cofisistently >95%.
Th&following re are provided as mean values (n = 12, not normalised):

owit@the wésh at 8 h, 55.38% of the applied dose of ['*C]-prothioconazole-
esthiowas washed off. At 24 h post dose, a further 5.48% was removed during

© " the swash. &Qproportion of the dose applied was recovered from the donor

c@ber (0.37%), exposed skin (3.21%) and receptor chamber wash (1.17%).
“Lhe mean total recovery was 98.40% of the applied dose
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Conclusions
——
Assessment and conclusion by applicant: X @

N
Assessment: This study is deemed acceptable and meets the requirements in 284/2013. @®

Conclusion: The study demonstrated that the amount of prothioconazole-d@io absorbeé&thm{‘%l

split-thickness over 24 h from 0.26 g/l was 35.87 +£15.35%, as mea%ed in the e@sed@m, %

receptor fluid and receptor wash (not normalised, total gecoveries >95g@. Using the%Qurreﬂ&%)FS 3

Guidance on Dermal Absorption 2017, 15(6): 4873, tlgstimate to &y used for ri@”ass@ment@
K S &

47% for 0.26 g/L. 2
’ ° EN S S &
o @ @
@ | 2 & SN
5% > NN
PO - 2 W
Data Point: KCP 7.3/02 gl > & oy S
Report Year: 2021 . L N (($ L [(\@
Report Title: Spiroxamine pro@ocon@le EQ&%O: n Viro perguraneoxs abs@on
of radiolabefied spiroXamiffe,in a ﬁacentm&tﬁe fort@katio d a sifigle in-
dilution tjl@ugh k&nan@p it-thigkhess sKp N N ©
Report No: 7862710 S S A O LS
Document No: M-762905-010  of o oD & N o
—— - - Q
Guideline(s) followed in | op€pD Guideline for Testit@ of Cﬁemica@}éui@}ine 428%kin®%sorption: In
study: Vitro Miethod %@@4); & SN L9 .
. %ECD@nvir@@ment ealth and S%eiy Pusb\l%atio%@\eri n Testing and
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The der bsorption of spirmin@ﬁom a@em%@ﬁable concentrate (EC) formulation was studied

using hysian skin in OQ%O. TH concentrat@s %@ tested: a concentrate formulation of 300 g/L (test

prepq{(}tion 1) and g@in—us@%pray@%luﬁ(@%f %& 5 g/L (test preparation 2).

The%lose was applied 46710 |.@,>’cm2 to de@tomed/split—thickness skin and left unoccluded for an

experimental &@iod §%24 h,g¥ith teri@ ash at 8 h post-application and a termination wash at 24
h. o

The skin ple@om @r di@‘rent (ﬁlors were mounted into static diffusion cells and the diffusion
cell pl in er ath n‘@ain a temperature of 32 +1°C. The absorption process was followed by
taking‘%amp@@%of thedreceptor fluid, phosphate buffered saline containing polyoxyethylene 20 oleyl

et EGyca 6% w/viNsodium azide (ca 0.01%, w/v), streptomycin (ca 0.1 mg/mL) and penicillin
(ca 10&§1>ts/mL), pH 7.4 £ 0.1, at recorded intervals throughout the experimental period.

The distribution of spiroxamine within the test system and a 24 h absorption profile was determined
using liquid scintillation counting. Before conducting the main study, stability and solubility
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assessments were carried out. The barrier integrity was also assessed via electrical resistance
measurement of the skin samples. o

The mass balance for ['*C]-Spiroxamine in the formulation concentrate and spray dilution were Q9:82% &
and 94.04%, respectively. The absorption data for the spray dilution from all gglls was non‘@sed to

100%, as the mass balance from nine of twelve cells was <95%. @JQ & ©®

The study demonstrated that the amount of spiroxamine absorbed throughyhuman split-, ckne@» sking,,

over 24 h for the formulation concentrate (300 g/L) and spray dilution (89375 g/L) was 0. 5

and 16.57 £4.23%, respectively, as measured in the exposed skin, reggptor ﬂuld tor vgéj] @
(normalised). Using the current EFSA Guidance on Dermal Absorpt@ZOU 15(687@ ate @
to be used for risk assessment is 0.87% and 22% f@ he formul@ﬁgon concentra@ and ay @utlo@

respectively. (b & @&
Table CP 7.3/02-1: @r ‘\

Spiroxamine and Prothioconazole 460 g/].é%;C su@ﬁnar&@the @“an d&%mal a.!srptloﬁi resuﬁ%d
Test Preparation: iq\"l“est @eper@on 1 © ~ Test @%per@\o}l 2K :
Target concentration (g/L) D RS 308y &% Q 0.937% N
Actual dose (g/L) Y2 « @ % O 2 ,@nQ 0@’30 ©)
Number of replicates ©¥ ‘RS 12 @ §© \J@

ST T S el -

g =7 @ Men gd SD & Mem , [ SD
Dislodgeable dose ANEERTRS SRS @ ¢ Y o
Skin washing after 8 h N O [SNaver | Vs | 96 4.49
Skin washing after 24 h - =2 . ~ @\J S 093 As 083 2 247
Donor chamber wash N ol @7 O] w015 | 0.53
Dose associated to skfr O S o < O &5 O
Tape strips: strips K82 & Q» < Y oogY @ 006 4 067 0.50
Tape strips: stripgP- 20\ © & el OF @6 ] 145 1.07
Unexposed skif® O & & O | 2 001y, | 0.0l 0.05 0.03
Absorbed dose @ %, N O 9
Exposed skifl S &) O ol @ _due 2.97 1.91
RecepiéiNluid g o S .| op3se| Qe 12.58 3.37
Receptor chamber g@g{g O g\g o LS 0.3 N 1.02 0.49
Total recovery' % S @f@’ 9532 s 7.52 94.04 3.01
Absorption essentrall t endgpt st
(>75‘;(1>)abso t@on wi ! @él@& ma@d?urat@n) s § QNOO NOO
[%Absorptio ttos N DN 40.0%] [59.8%]
Absorptioa\estimate norma\ﬁ)jsed2 N % 9 No Yes
If no: @Qf . 9 Q 9 @ N\
Absorption estimatesQs N N SN Q0.67 0.30 Not applicable
= abSorbed dose + tipe strg@% 20Q@ ®@ N
If yes: < g
Absorption est iiffates . N @@ Q& Not applicable 19.13 3.88
= absorbed hg% % J@ v
Relevant al ticr&estim@ig’ @U 0.87 21.61
Absorg{tr\@l esti@%tes used fou@%k assessment’ 0.87 22

R @ % N
)
@ & ey

&
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1 Values may not calculate exactly from the report due to rounding of figures

According to the EFSA Guidance on Dermal Absorption, cells with insufficient recovery (< 95%) can be corrected by

normalisation of absorption estimate to 100% recovery.

3 In accordance with the EFSA Guidance on Dermal Absorption (EFSA Journal 2017;15(6): 4873) the radloactlvm v the @
second tape-strip pool (3™ to n' tape strip) is considered potentially absorbable if less than 75% of the absorptl@
occurred in the first half of the study. IS @

4 Dermal absorption values corrected for variability (mean + 0.64xSD (n=12)), based on Talje' 1 from the EFgﬁ\ . N

] 1(k}ulidance on dermal absorption, 2017). % @@ Q %
elevant absorption estimate was rounded to the required number of significant ﬁgug& N © %
S
Materials and methods © @ NN @Q @
T8 ¢ ¥ o
A. Materials: & O %, SEIRS)
A7 Q N N

1. Test Material (non- Spiroxamine @ 23 S N
radiolabelled): @ o\@ @Q ©\© %@9 @@
CAS number Not stated & @@Q %Q Q% @}’ N > ~
Description Yellow liquid Qj)%a @@ Q@ < © @& % &’
Lot/Batch No.: EDTHO1 1499%% AN > % § @j @
Purity: 97.00% G e O AR R SN &
Stability of test Confirme .\ ab]&%@r the@watl the@udy (E@%ﬁry : Oﬁe 202@
compound: @@ N ©

2.Test Material
(radiolabelled):

N
©©
O
9

o

N

Logfateh No.: o7 14891 354 S & o
R o o 2 Q \

Specific activity; & N15.2uC1/mgs) ¢§ & XN

Radiochemicalpuri 99.80% .S @)
© X 7, @
‘é S

S
3. Blank foatlo@ ank ‘&)rmui&tlon of§%+gz EC460
Lot/Baich No.: 032 %@
St @ condltlons @9 A@ ient @ N
N%mlnal sﬁ@ﬂic %\I ot a@wabl@ \©
rivity / density™ <
gravity y @ @ Q o
4.Test skin:  @)° & @ A
RS N AN
Specles@ \% umathy @
Sex: éw o 4 Q
Age; @ @ @ 38y64 yrs
site” &
Y @ &bdomen
5 epan ol@osn@ Test preparation 1: The specific activity of the radiochemical had to be lowered
olutiois prior to formulating test preparation 1. The solvent from 300 pL of ['*C]-

Spiroxamine was dried off using nitrogen, technical spiroxamine (511.71 mg) was
added and vortexed mixed. Analysis by liquid scintillation counting of this stock
solution confirmed that ['*C]-Spiroxamine was homogeneously distributed in the
solution with a CV of 3.51% and the specific activity was determined to be 0.509
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uCi/mg. ['“C]-Spiroxamine stock solution (305.64 mg) was transferred to
volumetric flask, blank formulation was added to the calibration line and he
contents mixed magnetic stirring plate. The radioactivity was quantified by li @
scintillation counting. The concentration of ['*C]-Spiroxamine by radio §1V1ty§
was 332 g/L.
Test preparation 2: ["*C]-Spiroxamine (245 pL (1.87&7 mg), specifk acti
115.2 uCi/mg). The solvent was removed with nitrogen gas. Bla orm ion
(4.7 pL) was added to the preparation and (ﬁ%x mixed. U@apur@'@ ater @
(1500 pL) was added in aliquotgsyortex mlxmg:%écurred betwedn aliquots. The
concentration of spiroxamine i@é test prep on was too }EQ% Theiefore, e &@
sample was further diluted gith ultrapure ggter (400 pL {&achi the get Q
concentration. The radloacérty was quantified by liquid3cintilla @trng@
The concentration of [' 0\ piroxamine rad@@?énw%%vas 09730 g/L:
B. Study Design and Methods: , D N 6\ N @
5 N IS v\g
1.In life dates: 3 June 2020 to 23 @w 2 @ (exr@ﬁm @ate%@ ('S
2.Skin preparation: Samples of fu 1ckn% h sklrQab men) were obtSthed @
female dono i%rged 380 %ears mpl@arrlv&&(j frozen and e
stored in a f@ezer §e§to ma@arnﬁ ‘%emper@re o&}WC 1us dy.
Prior to the@é%nples@vere r@rove@bm th®freezerand dllowed.to reach
ambie emper@lre pifer to use, Spl hrckr@ mepibfanegyyere prepared by
p1nn1n @-thrcl@yss sk@ stra, orrfehm rmostonto araised cork
boa@ and ¢usting af@’setti equn@ent ta00-40020um us;'d%g a Zimmer®
ric d%mat@@e The icknéss of tHe me@ranes was m&sured using a
N

mrcro e Qy
\@An elgrc@m nteg&ty ass sument:”«s\zﬁﬂ ur?@rtak%?rior to treatment.
v§9hat buffer@r @as ad %& donor%hamb% d the skin samples
@ ¢ allowed to equlll@e foisea 30 @in. The electrical resistance was then
meas e us@ set a@w V ea matrng@rrrent&}OOO Hz with a maximum

® VOlt% 2of 3Q0' m root—m@ squered in @e paralfel equivalent circuit mode.

©\ Any skrn@iarnple m\ghrbltl ?a resistince < @7 s excluded from subsequent
@ @sorptr@ me ments, The @osph buffere saline was removed from the
in %%rface and'then (& ski s rinéed wigh&ater and dried with tissue paper.

3.Solubil i?y’)of %, Theeceptgrfluid @osen for use@ this &idy was phosphate buffered saline
Spirg&<amine in the@© ( ) co@ nrng poly ethyé% 20 \eyl ether (6%, w/v), sodium azide

receptor fluid: - w/v), A&ptc cin (0.1 mg/miy) and penicillin (100 units/mL). The pH
§§3 &Q\%vas 7@ o (Qx g&
% lubj of sgrroxamme in @ptor fluid was determined to ensure that it
@ ©Q wonld ngt, eac cong ratlo hich would limit its diffusion. Spiroxamine
Q (@) s redlcte to hav%\a water solubrlrty of 340-470 mg/L measured at pH 7
% (20" rrlzﬁlcal f 25 f spiroxamine was absorbed, this would result in
ite ce

&
S

e receptor fluid of 96 mg/L.

4.Trea§nt: @ S]@t%kness 3 (ca 1.5 x 1.5 cm) were cut and positioned into static
% % 1ffus@a cel $:1 lls were positioned in a manifold heated via a circulating
N ath to s am a skin surface temperature of 32 £1 °C. The surface arca
@°® o’r@xpo @skin within the cells was 0.64 cm?, with a receptor chamber volume
N %“ %omrna
@ N smgle do @’ 6. 4 pL (10 uL/cm?) of the test preparation was applied evenly
N e sur ce of 12 split-thickness human skin membranes using a positive
%é i§placement pipette. The donor chambers of the cells were left non-occluded.
ven representative aliquots of each of the test preparations were dispensed into
N @ 703 @ V1als at the time of dosing (also referred to as mock doses), mixed with
Q é@ scintillation cocktail and analyzed by LSC. The same process was undertaken
for both preparations.

5.Sampling: Absorption of ['*C]-Spiroxamine from the test preparation was assessed by
collecting fractions of the receptor fluid at the following time intervals: 1, 2, 4,

8, 12 and 24 h post dose.
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The exposure period was terminated at 8 h post dose. Commercial hand wash
soap (50 uL) was applied to the skin and the soap gently rubbed onto the skin,
with a tissue swab. The skin was then rinsed with approximately 5 mL of a
(v/v) commercial soap solution. The soap solution was applied in aliquots,and @§
each aliquot was aspirated three times with a pipette. Th@km was drle@h @
tissue swab. This process was repeated and skin drled&@@h an additiofa t155@
swab.
The soap solution (skin wash) and tissue swabs%amples Wer@f@nlxe@lth%
scintillation cocktail and analys@smg LSC. &% \ Q
At 24 hours post dose, i.e. aftem hours mo ing perlod o d1 e@ @
was dismantled and the skingemoved. The siji» was place {a p@ of t e
paper to dry the underside @Pthe skin. The fissue was adde@o the r pt@ash @Q}
pot. Donor chambers extracted usiRg a @yﬁven@or ¢g 30 min beforg,
sonication (10 min). F@ng ther al of f#e apparat t& ampl&vas
and mixed with 501& tillatio u1d str%u cQrt Boum removed witlt a
maximum of 20 s@essw ape ski @mpl ated after
each tape strip. tatlo as s ed 1%%%: epidermis derrnls ctlcﬁcam@ ¢
fragile or if epiderinis was ren&ged <3 ch rip wasplaced into an“idivigy @
vial contsg eﬁ‘tanol seintillat ' artd then @ialyse@g by E\\\ id
scintillati ounﬁ:gg Th@&s @er the\(g:e ﬂ e (up&kposedsskin) Wak cut
away frofd %posed nex ed ski’samples were
place(@to separate vials ¢ talmn lvab§ The@kin s f%les were placed
into ter Kath se& (%% é@%oluh& 1sat1% tan chlo?ﬁie solution
/mk\% ethanol; 5002y a{ smn@tlon fluid wete ad d to each skin
mnpl Sampl ere @alyse by liquid Scintiffation @untmg
6.Radioassay: Al satples §@ scintillation fluid w@ su@ted t; %C together with

S rep sentativ sampfes. If @%essa , samples were dissolved and/or
7, iuted in@n appr@rlate em ort ,SC analysis,

N 1@1 ra@ctwl@meas @@were pe orméy by L&é using a Packard 2100-
s

& TR s@lllatf@counter cinfllation fluid Was added to the samples, this
m réxmethanol:sci at10 i added, this was 12 m
@)@ \© s40 mL. Wherdxmethang id dded, thi 12 mL. A
@@ @@ ll@l‘nl of ablg& \%sur fient 080 d.p @bov&background has been instituted
these Haboratories. f@ @
7.Data 1nté§pretat1f§ Cal %ttoneég @ doséOBef dur and after dose application, mock
&Q\ g}’ d@l wer en at an eq@l dose@ calc&l@lte back the actual dose applied to the
@ |, skah membraneg:

Q\) &%’alc jon o@erm%}bso ion pm&meters Dislodgeable dose (skin wash 8

+ 1t swa tte tip + donor wash), unabsorbe
% stte swablB & 2 8 & 24 h+d h), unabsorbed
Q (tot &9 slo@able dose + @atum corneum + unexposed skin), absorbed
@ ©© @se (cu lativorecepfot fluid @ receptor chamber wash) and dermal delivery
Q @Qtotal\&bsorb@iose éxms@ skin) are reported as defined in OECD guidance
ent_=I¥o. . tia absorbable dose (complete/incomplete

N N0, 458, Poféhtially absorbable dose (complete/incompl

@7 .9 a@rption are @mtei as defined in EFSA 2017 Guidance on Dermal
N bsorption. K N
\y\’ Y L8a ampl ﬂ@ mas@balance outside 90% - 110% were reviewed on a case by

. W cas€basis gnd app&@na‘te action justified. Where the mass balance is below 90%
@ N the@l can@ explained, the samples may be accepted.
S '
Results @ D @
foin & ©
A. Der@ abs@%ﬁon@ o

1. S&ﬁblllt@@the@% @e solubility of spiroxamine in the receptor fluid indicated that 54% of the
@n in zg eptor@md @ maximum applied dose could dissolve in the receptor fluid. Therefore, the test
item solubility in the receptor fluid was not rate limiting.

2.Skitegrity test: The integrity of the reported skin samples was within the acceptability criteria
(absorption <7.7 kQ). All data is presented in full in the report.
3.Test preparation 1 Twelve samples of human split-thickness skin membranes obtained from 4

(nominally 300 g/L): different donors were dosed topically with ['*C]-Spiroxamine in test preparation
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1 (300 g/L). Overall, the absorption profiles looked similar for all samples, with
the absorption of ['“C]-Spiroxamine increasing to 24 h post dose. The mass,
balance for all individual samples was within 100 +£10%, with the exceptlo
Cell 24, which had a mass balance of 83.82% of the applied dose. Howev

@

cell was not excluded, as the missing material can be @omated with @

dislodgeable dose, and absorbed values are cons1sten%§?th its donor gair (C
23).

The following results are provided as mean valueg (%— 12, not nor@%lse¢§

@

Following the wash at 8 h, 97.96@pf the apphed@q\?)?se of [*C] &@ﬁ'ox nitne WaQ

washed off. At 24 h post dose, %rther 0.93%-¥as removed &%mg theywa
proportion of the dose apph% was recovere m the do (0. 1

exposed skin (0.18%) and@eéceptor cha@ser wash (0 08%5). Th a@otal@g}

g \.) applied dose.

recovery was 99.82% of}

o @

3.Test preparation 2 Twelve samples of hiian split- th1 ess k@ m an K@)tal @ fr q
(nominally 0.9375 different donors weg&dosed@fncall@wth n tesgprepafaﬁ;lon
g/L): 2 (0.9375 g/L). Ovexall, tH&abs 11es @ked 1 or all s ples

with the absorptr%l of [ é@]-Spl@(amencreas gto 4 h po ose.
balance for alkindividwal s@les w1thﬁ%100 owever,
mass balanc@as i@% of thg appl dosheref&se all éﬁ’s wemgno
to 100%.
The fol@@%lg y&dts Q?prom@ed @eap@J @— 12 @gyt nm@@ahsed)
Follov@g thl%)wash 8 h, 6%7% ofithe ap gé 14 p1r xdmine was
d offy A st d&Re, a 2% rlng the wash.
A%@oporfmn of the dose a@hed Wwas rec d from the bor clmber (0.71%),
&xpos e&skm (@97%)<and regeptor chamber ash @02%(()@ The mean total

Grecovéry Wa% 04§®ﬁhe§pphed dose. § @ '

C. Deficiencies: N o @ © ®) @@ \©® é « \@@
None. @Q & @Kﬁ @@ § é% o «
@% ) @ NI R

®

&

[

Szf
@7

Assessment@nd (@Clugg b\é@appllcéﬁ @ O @
Assessn@%‘l)t This stu@sls @ptab@an@leet%@ req\@ments in 284/2013.
Conc&smn The s de@%strated thagthe aq Sunt o%xs’mro&gnme absorbed through human split-

thickness skin o 4 h%r th @mn ncer@te (30% g/L) and spray dilution (0.9375 g/L)
was 0.56 £0.3 23 espe@ el as me&ured in the exposed skin, receptor fluid
and receptor, ash @d) Guidance on Dermal Absorption 2017,
15(6): 487)the e@nmb 0 eﬁssed fQ r1s@assesglent is 0.87% and 22% for the formulation
concentr%e and spray d tlo§espe v ly &
N
& NI
%o % @ @ <
CP> 4 Ava@bl&@xm@oglc&Qata relating to co-formulants

CONFIDEI@%L mﬁ-%?mgﬁ d@ﬁ provd separately (Document JCP).
¢ &

&
& @@E@,@o
@ & <

&

&
&
&
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