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Ccp7 TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION
PRODUCT D

Fluopicolide (AE C638206) was included in Annex I to Council Directive 91/414/EEC 1 01Q§
(Commission Directive 2010/15/EU, Entry into Force on June 1, 2010). The expiration of a val.of
fluopicolide is May 31, 2023 (Commission Implementing Regulation@U) 2017/1827).
Supplementary Dossier contains only data which were not submitted at the %16 of the Ann€x I'i Ausio

of fluopicolide under Council Directive 91/414/EEC and which were thexgfore not eval{@ed diring the

first EU review. All data which were already submitted ayer AG fermer Baye @rop&%nce@ @
the Annex I inclusion under Council Directive 91/414/EEC are cofifained in thezDraft~&sses ent S
Report (DAR) and its Addenda, and are included in % Baseline D&@ler prov1de®by Bager AG@

The formulation Fluopicolide + Propamocarb- @chlonde SC687 \O 62. %25 ) abbreV1 @r{
FLC+PCH SC 687.5, is a suspension concentrateYormulatio ) 0& 1n1 op1

This formulation is registered throughout E&gope er t Egxes § inife, and %lare
FLC+PCH SC 687.5 was already a represen@we G fo A&gnex Iéﬁgclusmn
of fluopicolide under Council Directive 919%14@@

Fluopicolide (AE C6382006) is a fungl@al a&\/e s@ance&?eve@ed b%Baye&’t is the on@§ctlve
substance in Europe representing a €dass gfchergistry @rldl meth@}—’ben ideg),>with a~unique
mode of action via delocalization o{@spe n-like protéia in tzls% @etes @ngl @9

Fluopicolide has a long track re@o% o@‘\g §afe u @ @er e{%rg@ cro@vlthl hortlculture
e.g. cucumbers, lettuce and 0@ able.crops (e.g. poféto). <

ul@ no

Fluopicolide is active aga st a yce@’ fungl th sal- @nts of devastatlng plant
diseases of economic 1m1§> ance in EU@ su@s potato la@bhgh hytﬁﬁhth@mfestans) or downy
mildew diseases in a lgicg)ad ragge of egpps. Q @ . &

i
It provides effectiv, Qong lastlrE%%%fot n atJow application rate@agauﬁt Oomycetes diseases at
different stage of ﬁlo@aent& e fungi, g\vmg i 111tf u%}to the @rmer.

Fluopicolide c&’ be @m @ted with othe@aact%& mdlent§ dlff&ent types of formulations to
optimise and 1ts&g vity. N

The deve&%ment of rmstar%s@of %nyc@s a a@st @s‘u @vell established fungicide groups
represg@ threat for @‘i’ope@) armess by increas@g thecoOmpléity of their plant protection programs
leading to severe e orm@mpa WitksFluo °Rolid@§farm®in EU-27 have access to a modern tool
for their 1ntegrate§§)p rotec progsams, @pntrib@ting & effective and sustainable management of
resistance develc%}net@ d p ervi @\hlg}g%’vel @prote@on against Oomycete diseases.

By reducm Oo@ycet , @ 1cat1 oplcohde + Propamocarb SC 687.5 on target
crops cont bute to the a@wve{@nt Q n@%s yiegd and quality, thus securing sufficient supply of
high- qu@ potatoes @nd h cultu@i uces, 1 For European consumer destinations and markets
abroad, being it freshor for, the pr@\essm dus“t@
. s@ 3 b )
N (g @\ Q Q
> & @ A
S &S N
@ < Q" & ©@
& e oe
Y <
&% O @ RS
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CP7.1

Fluopicolide + Propamocarb-hydrochloride SC 687.5 (62.5+625 g/L) is not acutely toxic via the oral

route (LDso >2000 mg/kg

>3195 mg/m?®) and was not irritating to the skin or eyes. Fluopicolide + Propamocarb-hydrochlgside

687.5 (62.5+625 g/L) was
revealed a skin sensitising
1A for skin sensitisation.

Acute toxicity

bw), the dermal route (LDso>4000 mg/kg bw) or the inhalation route

not sensitising to the skin in a modified Beuhler test; hdywever, a mo L
potential. Based on the doses administered it was p le to exclude catego
Overall, therefore, Fluopicolide + Propamoc

b- ydrochlor@e 8@87 5

(62.5+625 g/L) should be classified with skin sensitisation category 1B (H317). \ %
I SN
Table 7.1- 1: Acute toxicity studies with FLC+PCH SC 687.5
d : I~ T N &
Study Type Species (sex) ®esults & ReferenceX O
Acute oral toxicity Rat (M & F) D50 > 2000 Tg/kgdyw -220883-02-1" ~
Acute dermal toxicity Rat M & F) Q7’| LD50 > 4000 mg/k&bw/d | M-220889-0Z4
Acute inhalation toxicity |Rat (M & F) @Q LC50 > 3195 mgim® ‘0" M-231342.0Y-1
Acute skin irritation Rabbit (M) Q) @ot irfitating S ol %24065 -01-1
Acute eye irritation Rabbit (M) o1 Not @pitating)” © @w )
Skin sensitisation Guinea pig( M & P) °~, | NOnssensjtising @ M-237614-0
(modified Beuhler) B, N @} ié} m% ‘N @
Skin sensitisation (LLNA) | Mice (F) @ BN A@klwsmsa\gawg(@ﬂm 37644°01-1 @
& @9 KN %o \ §> @Q S @9
> & O SN
@ O @ < ¥ .0
CP7.1.1 Oral tox@%’ "o > Q & “&
All studies for this endpomt We pres eva@ted d%’rm@he E@r for the Annex I

inclusion of ﬂuoplcohdeo%%’a

Dossier of fluopicolide.

er Cou ncﬂ@u

ct 9 1/@ 4/E aPleassg tefer& th R and the Baseline
te %al toxagity gdy 1s®vallxble for FLC+PCH SC 687.5, a short

summary of which is@’esen be@y % é% &\
@ & .9 @ @© L @
Data Point: < KCRJ.1.1/01 D v o N
Report Author® Y RS S
Report Year: =~ @  [2004 . D S © 9
Report Tjtle? AE BQ66752:0% SC6DA1-EXP11129A - Sty for acute oral toxicity in rats
Report N O1C036330 & RNER @
Documeht No: ~ [M:7%0883-02-1. & =

Guideline(s) follo ih
study:

‘Pirecti®e 67/548/EE Mnne@ Pﬁ*tB B.1; OECD 423 (1996); US-EPA 712-
C-98%90, ORPTS 8771100 (T9 98)\\b

Deviations frO@cuﬁe@

6 a@mals @Qﬁlal@nd 3 @males«@/ere dosed concurrently rather than

test guideliney entially.
Previous egaluation: @mte &3d a ted
S % DA@O% @%’ i
@7 X for Bropamocarb, @R J@ 2017
GLPOfficially N %@s, co@wted@nder@j/Ofﬁmally recognised testing facilities
recdgnised testing @ @\ O
facilities: > & @ &
Acceptability/&éﬁabi@ Y& N R
@
S § s S

Execut«é’ Su@ary ©©
Thr§male % ale fasted rats were administered a single oral gavage dose of Fluopicolide +

—hydrochl e SC 687.5 (62.5+625 g/L), in demineralized water at a dose level of 2000
mg/kg The animals were observed daily for mortality and clinical signs (several times on the day of

dosing)”and body weights were measured weekly. Animals were sacrificed following a 14-day

observation period and were subject to a gross necropsy.

@

Q@ﬂ

@
S
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There were no deaths; in 3/3 females, reduced motility was observed from 10 minutes to three hours

following dosing. There were no clinical signs observed in males. Body weight development was
considered normal for rats of this age and strain and there were no unusual findings on necropsy.

&
The acute oral LDso of Fluopicolide + Propamocarb-hydrochloride SC 687.5 (62.5+625 g/L) in rat Wa§§
therefore greater than 2000 mg/kg bw. No classification for acute oral toxicity igywarranted. @ S

> S8
§ &
I. Materials and Methods &% \© .9 \;45@
A. Materials VC@ @ & Q\\ %@Q &@
1. Test material @Q %@ > S Q
> S V& &
Test substance: Fluop1c011de+Propamoc@ drochlori de%C @%.5 (6@%%&%@ @§
Purity: Fluopicolide 62.5 g/L, Pro ocgrb6 \ @ 6\ N §
Batch no.: OP220159 & @x @@% @Q &\ A
‘&% \@9 \@ < ) § © @j ¢
2. Vehicle and/or positive control @} \\ @} &6 ©& O éﬁ é\g ©§
NS QA
Vehicle: Deminerali &&atq%% \Q § \@' §) §‘9 § %@)
Ry o D § O & &~
| ¢ . P F S YV«
3. Test animals L S @ S @ g Q
DS SN N - S - N .
Species: Rat9 @ @Q § & . § @ 2
Strain: Hs%Cp @ S 6@ § w v §
Age: 29 W S Q AN 0N
Weight at start: @1 ) ags) SR
Source: 2 @% @@
Acclimation d' N & § 2o
Identificatio ©ards a@l 1ndi§z1dua ark1 o @
Diet: PRO IMQKLI% 388%@ ,
Water @aﬂa@ ad | @
Housﬁg @olycdrbonate cage@% RS
Temperature: @22 Qﬁ C S ‘o \
Humidity: rox > S
Air changes @ r0§ s/hg % ©@ @j@
Photoperlo@ N N S
@ S & o
= S @

Stud@ design @ K \@ &O@ @\%
1. Inclife dates: 6T§%ve]@ 20010 22N ovefober 2002

SOS
2. Animal a ‘@nmeﬁg an eatme
No. of ani (§9 p si Q.,@
Dose(s)@ @ 2000 mg/kg bw
Exposiire % S Once via gavage
Pos§xpos ob@aﬁof{*period 14 days
@ L <

©
Fluopide + Propamocarb-hydrochloride SC 687.5 (62.5+625 g/L) was administered to fasted male
and female rats (3/sex) at a dose of 2000 mg/kg bw and a volume of 10 ml/kg bw. Food was reintroduced
two hours following dosing. The day of dose administration was designated day 1 of the test.



B Page 8 of 98
/BAYER - ) -2020 08 p6

E Document MCP — Section 7: Toxicological studies

R Fluopicolide + Propamocarb-hydrochloride SC 687.5
C. Methods

1. Observations
Animals were examined for clinical signs and mortality several times on the day of treatment @ at &
least once daily thereafter. Body weights were recorded prior to dosing, once weekly and on sacgifice Oy

death. @ @
< O

%
é%/
= s

2. Necropsy %
Animals were anesthetized by diethyl ether and sacrlf$ at the enc@f the obser@ﬂor@erlod @l &@

animals were subject to a gross necropsy. N @ Q@ é\a o
@ & Q S &
@f S &
IL. Result&d Dlscuss%n \ Q ©\© %@2 @@
A. Results N 9" g*’ "\7 IS T
e e T oA
1. Dose-response table (LDso) % >y o K Q @&

N <
The results of the study for acute oral to tgglmty ﬁ%t e %ted r@@xre @ﬁ arf@@d in@ble %J.1-1 @w.
v

S)
: SN S Fs S
Table 7.1.1- 1: Dose responseQ\K@ %ﬁ& N %, @ %@ U@ $ @
Dose « d . . Y. O ™~ @Dso (‘mg/kg bw)
(mg/kg bw) Tox1c010g1cal@ sult D Dt&@mnf\ @gn@ Tq%ge of d@ Q“ days)
N \ & Malerats > 9 o @)
2000 | 03 o N @- T [T o .9 >200
N 2 Pemalgyars O NS
2000 | 387 9] Wming®3hews [« «J? 2000
* Number of anlma@hleh died /nu@ of Q%qals w@mgn@s@étal r@nber of Stmals >
@D
The LDso was t@fo%\@mo@ng@%w\ O Sy N
2. Clinicalsigns & S\ @\ 73 X
S %, %o @
There no mortalifigs andMio cl@al s1gns obsérved @males In females, reduced motility
was observed from <) min followin singsand had resol\%edb 3 hours post-dose.
4 i tolging fosng 4 slzd by o
N @ N > @
@ @ @ o % @ @
3. Body weights © @ O o 0o @

@) N
There wer%ﬁeffects on & y @ight \od}@@lg@velopment in males or females.

& ~ Q © &@ Q\%
4. Necropsy ﬁndig@{? % @ Q@ @

No }nusual gross Qpathol@y f&@mgS@lere r@@d in the animals sacrificed at the end of the observation

period. % § § Q

% II1. Conclusion
@* @Q & ©§’

@ S
The @;D@Flu@plcohde + Propamocarb-hydrochloride SC 687.5 (62.5+625 g/L) in rats was
ar r thag» 2000 k@w Classification for acute oral toxicity in accordance with regulation (EC)
No. 2&@0 is therefore not required.

/

%

Assessment and conclusion by applicant:




B Page 9 of 98
'BAYER - ) -2020 08 -06
\ E Document MCP — Section 7: Toxicological studies
R Fluopicolide + Propamocarb-hydrochloride SC 687.5

The study is valid and acceptable to determine the acute oral toxicity of Fluopicolide + Propamocarb-
hydrochloride SC 687.5 (62.5+625 g/L).

Under the conditions of this study, Fluopicolide + Propamocarb-hydrochloride SC 687.5 (62.5 5 S
g/L) is of low acute oral toxicity (LDso > 2000 mg/kg bw), and classification for acute oral tox& is | &

not required. S m@
¢ .8
- I
CP 7.1.2 Dermal toxicity @ Y O ON Q
N, Q. @

All studies for this endpoint were presented and evahx ed during@ EU procQ% f(‘§ Amgex 1 ©&
h

inclusion of fluopicolide under Council Directive 91 /EEC. Ple efer to the BAR a e Bgseling
Dossier of fluopicolide. One acute dermal tox1mty§§ﬁy is avalléﬁe f%FLCJ@Q iC 687.8ya shé#
overall summary of which is provided below. QO ¢ @

. @ b > D .8

N9 N &N N
Data Point: KCP 7.1.2/01 O Y & @ YO @ o .
Report Author: _ (o3 @ R D O &KL o>
Report Year: 2004 o S > O 9O kS
Report Title: AE B066752@4 SC63.A1-EX®11126A - St@y foracute defnial toXieity inJats
Report No: C036532 A3 RS m O & @& .
Document No: M- 2208§-oz L 7S D A w2
Guideline(s) followed in | Directives92/68/EEC, @nnex OPart @f(l 99%); 0@4 2 (1987);YS-EPA
study: EP%@U -C-98-192, @PPT $$70. 12@)(12@ sO &
Deviations from current | n
test guideline: ® N § oy o2 S «:\\@ . @ 2
Previ luation: o
evious evaluatio s, evaglglgte@d acepted & @% N $ §
&Y | fi oﬁpam?:arb R@R J @@2017\ LN N
GLP/Officially @ Yes, co@lcte@der G@/Of@ally @cogmse@testin?facilities
recognised test1ng© q S RN . Q &) & @
facilities: S« A @ X
Acceptablhty/}gé%am@)f Y o Y f‘;\g Q@ S &
Y .
© = C DY Y e @

Execu;@ Summary@ § @7 o @Q § . &

S
Fluopicolide + Pr oca® hy(ﬁééhlor@ SC@7 5 62,5625 g/L) was applied to the shorn back and

flanks of 5/sex d r% d@clu w1tl&@7gauze dres§ing. Following a 24-hour exposure period,
the dressing was rem angrthe @ washed with'soap.and water. An observation period of 14 days
followed. Asgiynals &ere oé%rveNailNor montalitysand clinical signs (several times on the day of
treatment). Body Welght@ ord%&mo dos?@§ and once weekly thereafter. All animals were
subject t %full gross r@:rop @ %

Therg were no deatff@r clifical sighs of @tem&%mmty Local irritation, comprising partial reddening
andwencrusting of th the treafient ‘atca waSbserved in one female from day 5 to day 11 post-application.
There was no effect on body @X;ght » ma owever, one female showed a small transient reduction

ﬁére were no unusual gross necropsy findings in any animal.

in body weighton da&%& of tu@zﬂ nly.
The acute al%ﬁ)so COlld@@r) Propamocarb-hydrochloride SC 687.5 (62.5+625 g/L) in rats
was greafér thag#000 rﬁg/kg . Classification for acute dermal toxicity in accordance with regulation

(EC) 1&9 127@00&% ther&@re not required.
Q© @@@ & @

A. Ma@als

1. Test material
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Test substance: Fluopicolide + Propamocarb-hydrochloride SC 687.5 (62.5+625 g/L)
Purity: Fluopicolide 62.5 g/L, Propamocarb 625 g/L
Batch no.: 0OP220159 @0 S
. N
Q\ g
2. Vehicle and/or positive control @b &@ @@
g .
Vehicle: None % § N 2
% \ Q, @ '24\9
© @ S @ L@
: X M S
3. Test animals < ©Q %@ Q@ ISENS
@ S Q) Q X
Species: Rat R 2} @ ©§ © &@
Strain: HsdCpb:WU L@ N 9 @@
. S LS
Age: 9 weeks (males) & 12 Vg@eks (fepnale ow, S N LY
Weight at start: 227-239g (males) & 268-22] §{fe @% b@ G .
Source: Q o O @7 @§
Acclimation period: 5 days N S &% QO w §
Identification: Cage cards and { iVi%é@ m r@ngs\& ) w\?\ N é\f O
Diet: PROVIMI KIABA 3883.0. 18, Switzetlandy” & §” & g
Water: Available qdibituf®® S " ®\ S & S )
Housing: Housed individu#éy in %@Wca@nate@ges &© ©© ©© S
Temperature: 22° + 2& o\& @& &@ @Q (S é&
Humidity: Appréx. 554 5% & &, @ & \@ %
Air changes: Apppx. 1@imesfpur @ Q @ %@
Photoperiod: 12§hours% © @} QN R
o O ¥ .0 & S
S ) SO AN
S O g & s Q &
B. Study design @ N § <& v @© @ @
0

1. In-life datesxNovepber 1@3, & 8
& o 2 S Q @

2. Anima&@signment and treag e@% Q

No. o@mals (grou@%ize) § /

Dose(s) o ¥ %, S

Exposure §) s < 24, our@erm ) =

Post exposure o%erv@ﬂ petidd @ da@@ ©©

The test su n.-.i;(:fz’ ce aR applitd tona gaugestripand attached to the shorn back and flanks of the rats
g piadaiy

(covering an area of 1 ). @ tes% em place for 24 hours, after which the area was
washed @ soap and water Q@ @ 4
S

S

Q
%y ~:§ @ . @ Q@& @
C. Methods ¥ & @ &©
1. Observatiog@szy A > § Q
The animal§weresgxami for@ortaand clinical signs several times on the day of dosing and then

daily th}e@Q ter @ the ©mai of the observation period. Body weights were recorded prior to dosing
and thensweelkdy thereafter.«&smimals were also weighed upon death or sacrifice.
e SN ghed up

S
v g T
2.%ec@§y

Animals were sacrificed by diethyl ether inhalation following the 14-day observation period. All animals
(including intercurrent deaths) were subject to a full gross necropsy examination.
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I1. Results and Discussion

A. Results . @ @©

1. Dose-response table (LDso) D m@

Dose . . * . . . " LDso (mghkg bw))
(mg/kg bw) Toxicological result Duration of signs Time of deatlyy

Male rats < e é\ 2

4000 | 0/0/5 | - O | AT wor000y S

Female rats f\Q @ § ~ é

4000 ‘ 0/1/5 ‘ 5 days to @days ‘ N - Q 000 ©
©

. . . . . NS B &
* Number of animals which died /number of animals w1th ns / total numbe}éf an@xﬁs Q
@ SERN
9 N &
S @ &8
v SO O
2. Clinical signs w\% \@ \@ < )
SRS

o N °

There were no deaths or clinical signs &9 systémic t )@:nyq@%al wi@ns o@xi@par@%fedd@ed and
encrusted treatment area) were obserd Q 1n<3Qne fer@ e frgﬁ day@runti @%y 1 t

3. Body weights Q % @ @ S

§ Q
A slight, transient decrease <Q\.‘ody T%’elght as (@%W%@on 8 of%e sy gw body weight
development of males was nié¢ aff@&ted N @ & e © 2

SRS
% NI

2) & >
\@ @'§@@§

The LDso was therefore > 4000 mg/kg bw

4. Necropsy findingsx,

@ (g

No unusual gross lo%y ﬁnd§ W@@ otedNin thela imady sacri
N v

@f
oL
=%
:f
a
a
=]
oL
o
=
o
=
o
o
S
w2
o
@
<
o
=4
=
o)
=]

period. N
N OO

@ @ ) & Kgﬁ . %&%clus@n ©§
The acute dgrmal L@so ofg%htgkmlid Propamocafdzhy. ochlo SC 687.5 (62.5+625 g/L) in rats
was gre@ than 4000 /kg Cl@ 1cation for@cute mal%tgxu:lty in accordance with regulation
(EC) Nos 72/2008 1@thexe@e not requ@d O\ v @

R G -

Assessment ana@con@mm@ apﬁcank @ @w
The study 11d a@ accéQablé*g deteg@me%@e ac te@jermal toxicity of FLC+PCH SC 687.5.

Under th%ondltlons of @s S PCHSC 6 .5 is of low acute dermal toxicity (LDso > 4000
mg/kg @ and classifatiogyor aa@é de@al toﬁ%ity is not required.

N Y
%o @ % @ @ <
N @ @\ R @
CP7.13 @ Inhalatigh to ,‘:?' Q
All studws@ thidy %d t were pr§§med and evaluated during the EU process for the Annex I
1

inclusio tolid, de unci irective 91/414/EEC. Please refer to the DAR and the Baseline
Dossier@f flugpicolide. Ong, halatlon study is available for FLC+PCH SC 687.5, a short overall
sumr{épy Which i&provided b

& & T

&
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Data Point: KCP 7.1.3/01
Report Author:
Report Year: 2003 .
Report Title: AE C638206 and Propamocarb SC 62,5 + 625 - Study on acute inhalation in @‘” @b
according to OECD No. 403 D o4
Report No: 032394 S @2 A
Document No: M-231342-01-1 o L 7
Guideline(s) followed in | Directive 92/69/EEC., B2 (1992); OECD 403 (1981; US-EPA 712C—@193\\©\ L
study: OPPTS 870.1300 (1998) S .9 o &
Deviations from current None & S Q
test guideline: V@ @@ @g}g Q\ @ &
Previous evaluation: yes, evaluated and accepted < O Ko Q\} ©© S
DAR 2005 Q& . S o
for Propamocarb RAR Juwg-2017 9 {)& S N
GLP/Officially Yes, conducted under G‘@Ofﬁmally r@gms&d@esm@éfacﬂ%@s Qg@ @U
recognised testing S 2 IS N RS
facilities: Q @ g}\ﬁ @§ @ X <
Acceptability/Reliability: | Yes y @ @ Q S o &7 N
@@9 S P\ @ @@ O N &
Executive Summary: Q K\ é\” Q\ w\ﬁ C} @ > @
R
The acute inhalation toxicity of Fs@JrPCI?SC 6€>/ 5 oups%?f five male

and five female rats to an aero
exposure. The target concenﬁ@tlon was t
technically obtainable conce tral@zgn
(MMAD) was in the re@o@nend

1.5t0 3 (2.96+2.43 ],tm)

Animals were then

was 1nv®\j’1gat@y e§mm
@l atm@ hereﬁ% the@est s for ady L@N 1& ous nose-only
evey,

1rn1t c@icen&atlon the maximum

ng/mgy The%nass@medlgﬁl@ae(@ynamlc diameters
4 ym wit e ric da
& &@ g c andarg

s

Ject a@4- &ﬁbse@atlon@rlo ‘Km whlcﬁhey@fere e&garnmed for mortality and

clinical signs sev ti »\ on, tifexd ‘@ex%vsure her& after. Body weights were recorded
prior to exposur@ on 3 a@% 7 an th eeklys for t@ durg@ion ofhe study. At the end of the
observation als &ificed,, and @full ss nectopsy was performed (with a
particular emp 515@11 the%splra%ory tra%% o\@ @ @

There wéte no deaths hm@” sig tox%ty @d b @V r&@’were not affected by treatment (a

slight

necropsy.

The 4-hour a@te in trolgﬁcso
ref@{@ cla@ﬁcat@} for @ute inhalation toxicity is not required.

attainable ccﬁ@entrag%n)

ease in bo@welg@gam 1
and not related to@atmg\t W@FLC

&@l@s duting tﬁﬁaobse tion was considered to be incidental
so\SE 68{ 5). thare were no unusual findings on gross

o

@ &L@PCH& 68’§ in rats was >3195 mg/m’ (the maximum

A. Materials @ AN AN @ ©\
S @ N
1. Test material ~ § @\ Q &Q

Test substa § %P lu

Purity:
Batch n@

©©

Olid&ﬂﬁp %ocarb—hydrochloride SC 687.5 (62.5+625 g/L)
1coil§(ﬁle 62:558/L, Propamocarb 625 g/L
20&@
@

2. @nclg@nd/or@josn@ control

Vehl

None

eviation (GSD) of
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3. Test animals

Species: Rat o
Strain: HsdCpb:WU . @ @6
Age: Approximately 2 months @ v
Weight at start: Weight range was within £ 10% of the mean @b &@ @
Source: T & N
Acclimation period: 5 days % § % &)
Identification: Cage cards and individual markin {N N é\a
Diet: PROVIMI KLIBA 3883.0.15, Swigzerland @ & S @ @
Water: Available ad libitum < @Q @ > é\” &
Housing: Housed individually in conv@onal Makr&n type 111 ca@s N @© @Q}
Temperature: 22°+2°C > 22 @ S &
Humidity: Approx. 40-60% @ N N R

Air changes: Approx. 10 tlmes/hour% 9 VN v @6 N R
Photoperiod: 12-hours @ @@Y}’ Q@jx ©@’ Gy é S\ %

‘&% \@ Ny S § @j @
SIS R S N SN &

B. Study design Q@ S P e %© C} @ SRS

1. In-life dates: November 20, 20(&2@0 De’%‘mbe&@, @ﬁ \@' @@ @@ S %@)

© & & § O S

2. Animal assignment and m g (o3 &@ @Q O é&

No. of animals (group size)& (& 5/5exS N &

Dose(s) 2 0 @nt;gnd 50@(7) mg/kg bwltarge onC&ﬁﬂation)

Exposure ~ % our; @ly AR

Post exposure observation p @14 da @ \ é& % \@
The acute inhalati xicity of @Jr 4'SC 6%7. 5 1n\@t1gate(@by exposing groups of five male
and five female F@S to adaerosel atm&spheﬁe@f t tan sSfor %@hour continuous nose-only
exposure. The get @ cent;%\tlon %yas th m1 nc trat10 00 Mg/m*; however, the maximum
technically obtaina ratlolgl@vvas 8495 m3. Adima ere@en subject a 14-day observation

period, foll@vmg W 1ch the anln@ls W&% sac@ced f@l groecropsy was performed.

Table & 1: Concen@ﬁtwns@ﬁ the test su@ance

Mean concentration N al egncentg@ﬂ D MA D = GSD Resp. fraction
(mg/m¥ @ K dogmr, (pm) (% <3 pm)
O 9 ©) @’
W o ©§© N 14:%3@ NI 2.96£2 43 50.8
KN Q %% % %@

N
9
The ma@inedlan a@\,dyna ic dl&r\geter M}?@) was in the recommended range of 1 to 4 um with a
geo@trlc standarNev1a@ (GS@) '3 to@ 96+2.43 pum).

C. Methods % §
KXo

1. Obser@ﬂon@ @

The anir ﬁals @ &&wned%r mortality and clinical signs several times on the day of exposure and at
leasgnce daily th aft@ody weights were recorded prior to exposure, on days 3 and 7 and then on
a @&ekly i

2. Necropsy
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All rats were subject to a gross necropsy; the respiratory tract was examined in detail.

I1. Results and Discussion . @ @©
N
A. Results S @Q v
The results of the acute inhalation toxicity study with FLC+PCH SC 687.5 afgrsummarised n hg\@%e
below. % § L o
% o\ Q, @ '24\9
1. Dose-response table (LDs) @) & S Q @
Target % O Y y\g@ &
concentration | Toxicological result® Duration of signs Tin@Q:[ death | % Ds@g/ N O
(mg/m’) @ S IS o
Mgl rats @ & o &
0 0/0/5 - > SNy D Ly S
5000 0/0/5 o @ ] & - B >3000
Fen@ rats@ Q@ © '’ Q @ 5
0 0/0/5 N & O Oy, - &
B %
5000 0/0/5 @%g@ O 9 %* @© & §@§ 33000 O
* Number of Is which died /numb ith Signs / 1 f 1
umber of animals whic 1€d /num i am%l»s W1 N ns {Qﬂ Ill§ (o) % als @@ §2 %®
The LDso was therefore > 3195 lﬁ/m & 9 S &© Q L 5
RS - B A N
v & 0 &
2. Clinical signs s O S o © Qo
9 v, & &

There was no deaths or cﬁhlcal%lgn of toxicHy a aniggals xperiented an@normal reflexes in a
battery of reflex mea@mme@ perfgﬁ%%l e i

3. Body weights @ & © @
N RN . 9
There were n ect b0d§> weights m@he tre&%d ﬁ comgﬁlson with controls. A slight
decrease in b @ in tr@ted fgmale%:gd ri € rvagon period, was considered to be
incidental %d not a@effe f tr@men%wnh +P@H SC 687.5.
S OIS
4.N -~ finding . \@ &@
. Necropsy findi ®
l@ SO N . : :
There were no wﬂgual @ss nééﬁps@nd{ngg n animals @ﬁiced at the end of the observation period.
<
<

N
Q@ ©© S \ \@ \@ @@’
S\ © § ,%f, I1E;Conclusion

)
The 4-KQur acute 1@@?&1011@&0 O?JFLC@C SSC 687.5 in rats was 3195 mg/m? (the maximum
attang%ble concent ﬁ%n) @refor@ clasgificatipg Tor acute inhalation toxicity is not required.
<
)
Assessment an% co clusi(x@bv a ican@
; . N . . . .
The study @ah@n a ta% to d@mme the acute inhalation toxicity of FLC+PCH SC 687.5.

Under t@con ons 6P this stady, FLC+PCH SC 687.5 is of low acute inhalation toxicity (LCso >
3195 @mﬁ,@nd %siﬁo@fon for acute inhalation toxicity is not required.

N @ Iy °
@ & <

9]

@)
CP 7. SKin irritation

All studies for this endpoint were presented and evaluated during the EU process for the Annex I
inclusion of fluopicolide under Council Directive 91/414/EEC. Please refer to the DAR and the Baseline
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Dossier of fluopicolide. One skin irritation study is available for FLC+PCH SC 687.5, a short overall
summary of which is provided below.

Data Point: KCP 7.1.4/01 o é@?
Report Author: - fey D
Report Year: 2003 S & 2
Report Title: AE B066752 04 SC61 Al (EXP11120A) - Acute dermaPirritation in gabbits °s
Report No: C038035 AN Q e 2
Document No: M-224065-01-1 NN
G - - " &'0) @
uldffhne(s) followed in | Directive 92/69/EEC, B.4 (1992)§T~5ECD 404 (1992) @@ NN
study: 2 ® O D
Deviations from current | none @ & Q X O 2
test guideline: m% B &’ [m& NS © &@
. — @ O @
Previous evaluation yes, evaluated and acceptod @ o @ 6\ 5 S
DAR 2005 O ne N
for Propamocarb RA® June(ﬁ 7 S Q mj@
GLP/Officially Yes, conducted under GI (%)fﬁc@%l re 3{156 fedtin acilitieg) 2
recognised testing w\ﬁ% 60@ ® @j @
facilities: N \ @} & NN (z\% §
Acceptability/Reliability: | Yes Q % N DR, . & S o
© g
IS
Q)
Executive Summary: @ @,@9 @ @ Q& @© @©
The potential of FLC+PCHY§ 7 5 to j ate &he ski was i @ésﬂ&e@d m@hree m@e New Zealand
White rabbits. Approximaggly 24¢yours @or to@reatmettt, both flanky of each anjifidl were shorn with
electric clippers and the $kin ex rmned l‘g?ealth tact skin were selected for the study. The
undiluted test item (0, @L) Was applied to t@ rightylan threga nm@ils vi @)hcatlon onto a gauze
pad, and held in situ a semi oe&swe@resm r hour he@ltreat%d skin served as a control.
After the 4-hour osu&perm@he%@ssmgs we em a%l the agga wiped with a moistened
cotton pad &\ & NN @
' @ > S o
The treated skin w, ed a@roxﬁﬁaately@;? 2 ®48- 72ghours following removal of the
dressing. 1@531 de al 1rr1tat10r@/as e%luat@for edeh an@lal an551gned a numerical value.
The m @scores ove d 72 urs for eac@mn@vere@3 0.3 and 0.3 for erythema and 0.0,
0.0 and 0.0 for oedeﬂgg ThN h‘rsz\eﬁrythe ob%KVed,C{ad rec&\wred by day 2 of the observation period

in all animals. @

BN @ ©
%, &
Therefore, FLC+@?C % § n@‘: g to @ skn@§f rabbits following a 4-hour exposure period
and no clastlo d@al nm;atlop\ hus& quléd
O K &
& o Q4
= N L 1\&@ rla@\nd Methods
A. R@%‘terials v @@ @\@ Q@ §
1. Test materidd)® AN Q@ Q&
RS

> O
Test subst Q F lﬁo@e + Reggpamocarb-hydrochloride SC 687.5 (62.5+625 g/L)
Purity: @& @Q Kuopicgdide 62.5 g/L, Propamocarb 625 g/L

S

Batch 1o’ OP220159
i’% @ @Q% N
% & K

2. Vehij and/or positive control

E4

Q

Vehicle: None
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3. Test animals
Species: Rabbit o
Strain: New Zealand White . @ @6
Age: 2-4 months old S Q\ v
Weight at start: 2.6+0.3 kg IS &@ ©)
Source: I P N
Acclimation period: At least 5 days % § & &
Identification: Metal ear tag {*ﬁ AN é\ﬂ
Diet: 110 pelleted diet, UAR, Villemoig% France @ g}” Q\ @ @
Water: Provided ad libitum @Q N é\” &
Housing: Individually in polystyrene ¢ @% $ Q) RO &
T ) & Q o & ) @
emperature: 18 +£3°C & Q ©§ &
Humidity: 30 to 70% N v o2 &
. . . > D LS
Air changes: Approximately 12 cycle§ © N N IS N o
Photoperiod: 12 hours light/12 hour§ar k&@ & @j& ©@’ ('S <\ o
S @ R s 9O @
% \ Ny S O N
. CN o & OIS S
B. Study design Q@ K\ RN %© C} @ IS
1. In-life dates: Not stated @Q \Q § ®\ @@ @@ § %@)
O § 0 9 L s
2. Animal assignment and m g v @fQ &@ @§ S @© é&
No. of animals (group size)*v w 3 m@@s &, @ & \@ &
Dose(s) o O 05wmL @ < @ y\]@
Exposure S K\ 4@our&§mi@clusg®“ RS
Post exposure observation p d “ day (& \@

Approximately 24-k¢urs prior to at both%an eac@amma@vere s%orn with electric clippers
and the skin exan@aed ddimal$ 1th h%alth tact sel e@@e study. The undiluted test

item (0. 5mL) d to th flan 3 f&mal Vla a catlo%onto a gauze pad, and held in
situ with a sethi-oc s1ng r 4 Kours. @%f tedskin seed as a control. After the 4-hour
exposure pesiod, the dressmgs W@e re@ved @id thel@rea @ped @ a moistened cotton pad.
S SN
& Fe§ s
S O O ,
C. Methods S & @, N

S

o S
1. Observations2 @ § @,@\9 \& o Q@
The treated W@ exammed %p@ro 3 te;;%%@, &,@48- and 72-hours following removal of the

dressing. gcal dermal 1@3&@ %@uat animal using the following numerical scale:
@ L3

;@ R
\@ Q N & @\
Erytlhema and Esc@forﬁon %3 @ @
N o @\ Q Q)
S @ &
& @

No erythemag 5
Y
Very sligh@’yt ﬁﬁl(bﬁ percept@
Well-defjped ¢ St em@
Modgi@e to s¥vere the@a®
evere e i t redness) to slight eschar fi ti
thema e& ess) to slight eschar formation
ries&@depth) prevaiting

&

WO = O
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Oedema formation

No oedema 0 @o
Very slight oedema (barely perceptible) 1 Q\ §
Slight oedema (edges of area well-defined by definite raising) 2 ©© @ S
Moderate oedema (edges raised approximately 1 mm) 3 @ S \@
Severe oedema (raised more than 1 mm and extending beyond 4 % § &
the area of exposure) < &% N O\@ é\g
\s ¢ A
R I S
I1. Results andDiscussion Q& o R @© @Q}
- A
1. Dermal reactions QQ% @@9 Q \& - @}
The observed dermal reactions for each animal, and @e me@ co \for %@48 72°]£)§1’1rs f@;;@each
animal are provided in the table below: QO é\g @% b@ ¥ < AN .
N
Table 7.1.4-1: Dermal irritation scoreg% @ @ b < © @j Y
RIS
Animal @ Scare afte@‘ezztr&ent & W\I?Iean es %Rev§ble
No. ®Q1 hgx M@ﬂ a8h @2 h O (24652 h) & (day)
287 Erythema @ 1 @ @ 0 N ()@@ ©@ 0.3 @Q o\w\? 2
Oedema @ % @ 0 § Y & |© (\(i@ «
288 Erythema AR IE v @0 @ o3 O 2
Ocdema @ &S0 @0 0S| D0
289 Erythema %" o 9 C§ 1 @} é@“ 00 e g 2
Q
Oedema %, @g © O . (é% 0 o 0%

¥ Q
The mean scores (@f 24 .48 an@ ho“@ for e%h @al were 0.3, 0.3 a@ 0 3 for erythema and 0.0,
0.0 and 0.0 for o ma\ﬁe slght emi%ma\%serv% ad@ove@% by @/ 2 of the observation period

in all animals, © S K @a
O & o & @
% KO Ilé@mc]@%on
Under @ondmons 0&15 g @JrPCH SC 687.5 1@0t 1rg§atmg to the skin of rabbits following
a 4-hotirexposure; Eg} G fop% c@\ﬁsmﬁca@% f@& rmaﬁ%ntggon is required.

@”@@ @Q = w@} @ <
Assessment and CcO '\4 b can § Q

€]
Under th onditions of Cﬁ%s S PCH SC£@7 5 is not irritating to the skin of the rabbit, and

< S Y
The study 1@ahd éfﬁ;ij aceey ab{%@ deteymine the de@al irritation potential of FLC+PCH SC 687.5.
classiﬁ@on for dem@ 1rr1t@on ist t re@ired N

%o S RN

N S H T E S
CP7.1.5 &@% Eye irrj &tion&\@ Q&

RS
All studies@r t '\end t were pted and evaluated during the EU process for the Annex I
1nc1u51o olld@nder ouncil Directive 91/414/EEC. Please refer to the DAR and the Baseline
Dosswf@f ﬂ oli e irritation study is available for FLC+PCH SC 687.5, a short overall
sumr@ OVYﬁﬁd below.
@

&
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Data Point: KCP 7.1.5/01
Report Author:
Report Year: 2002 .0
Report Title: AE B066752 04 SC61 Al (EXP11120A) - Acute eye irritation in rabbits @g/ S
Report No: C038025 A 3
Document No: M-224035-01-1 S @7 A
Guideline(s) followed in | EC Directive No. 92/69/EEC,, B.5 (1992); OECD 405 (@én SRS
study: S QA
Deviations from current | A systemic and topical analgesic was not applied &ﬁ °\© 9 %@
test guideline: & S N
Previous evaluation: yes, evaluated and accepted Qw @@ NS y\go
DAR 2005 Q %G QQ <
for Propamocarb RAR June@l 7 (@K @ (@n@ %,
r(’}elégé(r?igt;(clltaélsytfmg Yes, conducted under Qo?d’ fficially re<)g“ifet1ng @111‘[16@ % @}
ogr L @S D LS S
facilities: & RS RS A& N %o
Acceptability/Reliability: | Yes S @ o % %(@ o & —_—
) O
g\% \\ \\ 6 % § @ §@
Executive Summary: @ \ @

The eye irritating potential of FLC{ @% 687 &vasm es @e ﬁree § N«@Zea@@nd White
rabbits only animals without irrit@on %cular efects pre e%lstm ere d) W\Smgle dose
(0.1 mL) of the undiluted test itgi was inistallggt int e comyj ct1 sac § %’f each animal.
No irrigation of the eyes was%rfom‘fed T@ untreated (rfght) ey@ rved as the ntr@

The eyes were examlne@)l— @-(& 48@and @—hour@gfollowmg@ml @r)atl&l@of the test item.
Conjunctival reactions, Thitis ar%corne@opa evalygated dayﬁy forgach afimal; the detection of
the presence or absen@e of @r eal%pamt@was‘ ed V@h fgoresg%m Tl&%cular reactions were

assigned a numeric S @@ S
The mean score @ anﬁna over 24,48 an % h and 1.0 for conjunctivae
chemosis, 0. 3 an 3 for om&gctwag%ednes‘s 0. %0 an 0 f%ll‘ltls and 0.3, 0.0 and 0.0 for

corneal opac1

Very sli t@hemosm (g@gde 1 m?) @ery mht re@?ess @rade @F’were observed in all animals from
day 1 ad fully reyefsed day 11arly @al opacity (grade 1) observed in 2/3

animals on day 2 h @% ully” FQVGI‘S% by d@ O’b]aer 1&\dmgs prised a clear discharge and alopecia
around the eyes i& anithals dazl% gonly@; Q

Under the condig@(?)ns ofXHi y, F@+P SC S 1@0‘[ irritating to the eyes of rabbits; therefore,
no classiﬁc for@gute é@ 1rr1t94;10n is required: >
& @ K @@@ @
) ¥ oF

@
@7 ®@ D N L. N&@rla@\nd Methods
A. R@%‘terials v @@ @\@ Q @

©
1. Test materiad® o S
est ma er}&@ %% AN § Q
Test subst > Rl ico;{(ﬁi amocarb hydrochloride SC 687.5 (62.5+625 g/L)

s :
Purity: @ @Q Kuopicghide 62. 5 g/L Propamocarb 625 g/L
S

Batch 1o OP2
o s
% & S
2. Vehi

and/or positive control

Vehicle: None
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3. Test animals

Species: Rabbit o
Strain: New Zealand White . @ @6
Age: 2-4 months old Q\ v
Weight at start: 29+03kg @b &@ ©)
Source: I P N
Acclimation period: At least 5 days % § & &
Identification: Metal ear tag {*ﬁ AN é\ﬂ
Diet: 110 pelleted diet, UAR, Villemoi%@% France @ g}” Q\ @ @
Water: Provided ad libitum @Q RN é\” &
Housing: Individually in polystyrene c&@% $ Q) N @© @q}
Temperature: 18 +£3°C R 2 @ ©§ &
Humidity: 30 to 70% D a2
Air changes: Approximately 12 cycle§ 9 VN v @6 N R
Photoperiod: 12 hours light/12 hour§ar k&@ @@Y}’ Q@ax ©@’ (o é <\ %
@
= \ \\ > &% § @j

R
N . X
B. Study design Q@} gg&\ @ & QO O @Q é\g S}
o

1. In-life dates: Not stated @ %, ®\ @@ @@ § %@)
O § 0 9 L s

2. Animal assignment and m g v @fQ &@ @ S @© é&

No. of animals (group size)*v w 3 m@@s &, @ & \@ @@

Dose(s) & © 0.NmL @ %@

Exposure S AN S%?fgle §1lla@n in Juncg\\\?al sag”

Irrigation SH )

0 .
Post exposure obxﬁtlon p@md@ 4 % § §’\ @ C& &\

Approximately 24l Q)rlo %0 treaﬁ%ent\ghe e @01‘ 1@%&11 examined. Only animals
without irritatigR; ocu defec% &-em ﬁry were selegfed. A Single dose of 0.1 mL of the test
item was 1nst@ed 1§ thq&@ljunc al s&s of tlé%ft Q@ §:ni@al. The lower and upper eyelids
were held tegether for a proxir?r\{%%ly to efisure the test was retained in the eye and the
eyes We@iot rinsed fi Wlligadm@ratlon of t@ test%@m ¢ untreated (right) eye served as the
controf. @ @ Q° O\

§> N & O ES %

» &

C. Methods @ ©Q @@ ©\ < &
1. Observatiohs © @ \ @\

The ey@ere examig ]% @ 72—Heurs following administration of the test item.

Conjunctival reacti 1r1tls and c&rneal 1ty@re evaluated daily for each animal; the presence or
absetice of corneakgpaci as dided lamp following the addition of one or two drops of
0.5% sodium fluoresceiro the@%fe (e rm@ on day 1 and day 2 in animal 287 and 288 and on day 1
in animal num@r 289) T gcul @e Ctl@ were assigned a score in accordance with the following
numerical s
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Conjunctival lesions and discharge

Chemosis (lids and/or nictitating membranes):

No swelling 0 @o S
1

Any swelling above normal (includes nictitating membranes) ®\ §
Obvious swelling with partial eversion of lids (A\@ @ S
Swelling with lids half closed P S o\@
Swelling with lids more than half closed Q 4 § § 2
) e X
. . (_/“ .. N
Redness (refers to palpebral and bulbar conjunctivae, co and iris): @& S\ @Q @

Blood vessels normal
A number of blood vessels definitely hyperemic (in@eted) &
Diffuse, crimson colour, individual vessels not eastly discerniblé N @@° @ &

N
Diffuse, beefy red Q'?o Q} NS ©\© %@ @@
Discharge: S 9" S s S A ™
: o @ = @% > AN
Absence of discharge % Qg%ﬂ @Q Q S @& @7 @& ’

Slight discharge v %, §

Discharge with moistening of lids an@alr ‘ad) acen@o hﬂ& Q W;\ 2.9 é\a S

Discharge with moistening of lids haﬂz@ n w@e are‘a@roun@yes §
s

N © O O S
Iris lesi o < @@”) N @® S O ®
ris lesions SN O« @Q S
S % ©
Normal RS w @ NN 2\
Markedly deepened mga@cong@tlon ‘S}lel moderate mrcu@@ne@ 1 ‘”\,@
hyperemia, or injection tany c%mbmat%%n) t11 actl@o ligh L §
No reaction to light & ¢§ % &, 2
3 S § & RN
@ § .9 @ Q© @ @
> @ ST N N é@ @
Corneal le510n%© A & @ § .
D I O O &
egree of opaeity: @, N . @ SRS %@
No ulce;a@ﬁ)n or opacity %@ Dy © @ @ 0
Scatte@ or diffuse éé%l ofe0pacitydetails of 1r§ g&%isil@ 1
Easily discernible tra nsl tar% deta§of 1rfsbsllg%y obsgﬁred 2
Nacreous areas, @ de VlS ‘1*6 sizefot pupid ar@/ discernible 3
Opaque cornea r1s n@ 1sc ible @fous@%e ogacity «@j@ 4
Area of opaé@ @ @\
One qua;%r (or less) bu‘[@ot Z <) %@ 1
Great an one quar ffér butQess than a hd@ ©\ 2
Greater than one @butql%ss th@.\thre@mﬂ&@ 3
Greater than three quartgts up@ wholrea@ 4

Q gj esults and Discussion

Ny
1. Ocu@reaggms @

The %ﬁ'erv @ act’fse»ns for each animal, and the mean scores for 24, 48 and 72 hours for each
a 1 ar 0V1de t@table below:

©®
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Table 7.1.5-1: Ocular irritation scores

. Scores after treatment * Mean .
Animal Region of eye Description scores Reversible
No. Th [24h | 48h | 72h | 5,000 (jia@
&
287 | Conjunctiva Chemosis 2 | 2 1 0 [ 10 @ v
Redness 1 1 0 & 03 & @g
Discharge 1 1 0o | 0% o3 & S
Iris Lesions 0 0 0 %@% 0 Oo\© . © %@
o 1 | o Bo 02y | &
: QO
Cornea Opacity intensity 0 1 O<§ 0 (%] > é\ﬁ
Opacity area @} A é\g Q f@ o
288 Conjunctiva Chemosis e @l 1 \ﬁ g@b @ 0.6 3 @}
Redness @ Loy O\ Og 03 Q@ 'S
Discharge & @%“ %Q &@\7 @J@& ©§o ° %
Iris Lesions % ?O @@0 Qé@(') @O . v 0 @@& @% @
N N ' Z
Cornea Opacity i n51ty A @\ &6 @ °0\© @’ 0 % §
Opacr?ea K é\o @0 @Q @@ 0.0 N S
¥ S e Ve > S 9
289 Conjunctiva Che}%osm@ 9 | D £© ) S 3
nesi\ﬁ v &@ Q v @©0.3 N
iharge o& 1 [ {90, po 030
4 0 o
Iris © |Le$idns N @ & N )
. 2 Q s 6| W 200
Sy S |
Cornea X @%pag@ntenm <® 0N 0 ©0 0 N 0.0
Op@y S o 0@ 09 o 0.0
V

@
@
The mean scora@% Q?l anﬁsnal Quer 24\% ar@n h@&s g@ 1. @ 7 and 1.0 for conjunctivae
chemosis, 0. @ 3 a @r conj@nctl @e&%ﬁs, 0.@50.0 %@ O@or iritis and 0.3, 0.0 and 0.0 for

corneal opz%ty N @,

(S
Very sl chemosis %?de Very shght@dneradﬁl were observed in all animals from
day 1 ﬁﬁi had fully x da 2. Singjlarly. a@ery stight corheal opacity (grade 1) observed in 2/3
animals on day 2 lly&rever by, @, 3. Qther %ﬁming mprised a clear discharge and alopecia

d th /3 1 1
around the eyes i) a%ma g@f (igwon Ya,, & S
& X - @ o @

9 © R

@ § IIé@om@ion
Under L@ondmonso this study, FL@%+P@® S @E\? 5 is not irritating to the eyes of rabbits; therefore,
no c]&mﬁca‘uon fm@ute @%e 1rr®10n @}eq%

ES)
Assessment & c y ab@q can@
The study iSvali %n table to d@mne the eye irritating potential of FLC+PCH SC 687.5.
Under t]@&con@ns c@ 1s & y, FLC+PCH SC 687.5 is not irritating to the eyes of the rabbit, and
class1ﬁ@tlon®r acute eye tatlon is therefore not required.
S @\“ >
@ e T
N
Cp 7.@9 Skin sensitization

All studies for this endpoint were presented and evaluated during the EU process for the Annex I
inclusion of fluopicolide under Council Directive 91/414/EEC. Please refer to the DAR and the Baseline



B Page 22 of 98
!BAYER - ) -2020 08 -06
\ E Document MCP — Section 7: Toxicological studies
R Fluopicolide + Propamocarb-hydrochloride SC 687.5

Dossier of fluopicolide. Two skin sensitisation studies are available for FLC+PCH SC 687.5 (a modified
Beuhler test in guinea pigs and a mouse LLNA). A short overall summary of these studies is provided

below. O @o

Data Point: KCP 7.1.6/01 D oD
Report Author: - S & &2
Report Year: 2003 v N
Report Title: AE B066752 04 SC61 Al (EXP11120A) - Skin sensﬁﬁzatlon test 1n@11nea@gs 2
(Modified Buehler test: 9 apphcat(@j;s) & @
Report No: 038042 9 < @ @
Document No: M-224078-01-1 . oY RN
Guideline(s) followed in | EC Directive No. 96/54/EE@.6 (1996); @w 406 (199D X @Q @
study: . o @@° (@x é - @&
zgg;g:lsi Ifzem current | none L’ ) Q} N @ 6\ o Q
- Q> S A R
Previous evaluation: es, evaluated and a@e ted@ )
DAR 2005 ’ &’ Q@ SN S @ &
for Propamocar&ﬁ%Rgﬁime 20N N (@Q §@
GLP/Officiall Yes, conducteghunde; P/ iallygrecogmised testing facifities %o
recognised tes}t,ing g\] K& "gg@c @\N g\g@ @3\9 ¢ @@ < S}
facilities: O (§§ S S N 9
Acceptability/Reliability: | Yes O N S o S Ly

z C

A A L N
LS NP o

Executive Summary: @ @x Q S N % %

A preliminary test was ctm?uc %lm wh@h th st (;7.« Was@sﬁ)hecf%t CORCt tra@@‘ls of 100% and 50%

(w/w) to the shaved ﬂ%'lks of@% ale@nd 2 female He artle @umlgsg(g apph&%lons)

The highest conc rat on sel ~ the ﬁuc@ p@se of Ghe m%ln study should cause
weak/moderate s st the g@st ccm%@ntra fo @'« ec nge phase should cause no
irritant effect; §efo S no &m&effec Sywere ﬁ@ted with 50%0

@{w/w)and only mild irritation effects
were noted w un()&ted tdst subs@nce %he un@ﬁted@t substance ] 00%) was selected for the main

&)

study. @ @ X

@ v
For the iﬁaln study, c entr ns 0@60% were lie@ the @imals of the treated group on days 1
and 3; this was redu forg\ﬁays 5 , 15, 17 and@ owing to the severity of skin reactions

observed Anlmal§ he dontro oup@cem@@puri water under the same experimental conditions.

N . . .
On day 29, a ch%len %pp tion @F 10@@ A% @pphg{?o the clipped posterior right flank, whilst
vehicle onl ,‘@. applted td\the p@i@en& Rt @( same animal. As equivocal reactions were
noted, a second challengedyas @Eorm fte ) 1nt$l of 14-days (day 44) in which 50% (w/w) was
applied tgfhe left ﬂanl%nd vehicle taghe ﬂarﬂg

There were no death@r cli %wal s%ns of@mmt@qd body weight development was normal.

R %?
Fol%swmg the first cha @pllcati*l disgrete erythema (grade 1) was observed at the 24-hour
reading in 6/10zahd 9/20 of ec 1 apdhtreated groups respectively, persisting until the 48-hour

reading inﬁé@ and @%ﬂ) agmals,sggspectively. Following the second challenge application, no dermal
reactions no@. T fore,\\ﬁit is idered that the dermal reactions following the first challenge

were sec@iary irritagion aot elicitation.
Undeﬁ;ﬁ co@io thi&ﬁodiﬁed Beuhler test, FLC+PCH SC 687.5 is not a skin sensitiser, therefore
no @siﬁgfon f@skh"@ensitisation is warranted.

Q©§
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A. Materials

1. Test material

Test substance: Fluopicolide + Propamocarb-hydrochloride SC 687.5 (62.5+625 g/L) = =

Purity: Fluopicolide 62.5 g/L, Propamocarb 625 g/L S @

Batch no.: OP220159 ~N g @Q

D
2. Vehicle and/or positive control @, @& 5> O @Q @
X Q o $ & &

Vehicle: Purified water @} &© SRS § Q&©

QN Q o & & O &@
s @ YO 9 &
3. Test animals . &SNS @ 6\ N O
& ZNERES RSN IS T
. o Q O & O o K\

Species: Guinea pigs v @@ Q < ©§ &’

Strain: Hartley Crl: (HA)@ \@ Ny AN ©© @j @

Age: 1 to 2 months ol o NN éﬁ %, §

Weight at start: % &Y @ & O

Source: O @ 9

Acclimation period: D) % N @Q @@ \%

Identification: Individuglear tagioo @ @® < ©© .

Diet: 106 pelt Teted (f%t S V111 01s§® e ¢ Q

Water: Prov1ded a N

Housing: H& d in 1du 1r§§iyyca@onate©cages % sta@ess el lids

Temperature: 22 +2° @ @)

Humidity: % S %\ Q NS

Air changes: @ A rox1m§ lurs AN o 5

g p y @
Photoperiod: < &ﬁour&h / lﬁ%hourmiark Q o @& @@
© & ~N &\ N %
S @ ¥y &
S & O K & @ @
(N @
B. Study design \ é,(;\f
1. In-lifédates: Noveé@er @OO@anuary 3@'%3 &

@ %\ S
2. Animal assng@}ent % r@m
No. of animalg (grou@ @fest bsta groyps'15 and 15 female guinea pigs
@ @ e ceg ol group: 5 male and 5 female guinea pigs

Range finding [ (pr inagy$tudy with 2 male and 2 female guinea pigs)
Expos@oncentrat@(s), of duc n phase: 100% on days 1 & 3 and 50% (w/w) on days 5,
applications) @ N 2, k@\w and 19

N SIS c len &l: 100% on day 29

S w @\ llerige 2: 50% (w/w) on day 44
Reliability chi@(% . SN &eg@'ly assessed with Mercaptobenzothiazole

For the pre tests&fhe lication sites of each animal were clipped and shaved the day
before ap catl f t @du@n phase and challenge phase and again before the 48-hour reading of
the cha@ ppro@te concentrations of the test substance were loaded on to a filter paper
(appr mat@& 8c whigh was applied to the shaved skin of the flank and held in place with an

oc&@we smg‘@)r 6§urs

For th liminary induction phase, concentrations of 100% and 50% were applied (one concentration
per flaniK). The treatment was repeated to obtain a total of 4 applications (with an interval of 2 or 3 days
between applications). Cutaneous reactions were evaluated approximately 24 hours after each treatment.
A challenge was performed at 100% and 50% using the same method and skin examined for reactions
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24- and 48-hours following dressing removal. The highest concentration selected for the induction phase

of the main study should cause weak/moderate skin reactions, whilst the highest concentration for the
challenge phase should cause no irritant effect. §f S
ndays

For the main study, concentrations of 100% were applied to the animals of the treated group o
and 3; this was reduced to 50% for days 5, 8, 10, 12, 15, 17 and 19 owing to the s@yerity of ski ]
observed. Animals of the control group received purified water under the sam%@perlmental &@ndﬁ@%

On day 29 a challenge application of 100% was applied to the chpped%osterlor r1gb®®anl<%@§hﬂs
vehicle only was applied to the posterior left flank of the,same anlmag%\s equivocdhyeact
noted, a second challenge was performed after an intervapot 14-days. @ g}’ \ @

. Y v
On day 44, a second challenge of 50% (w/w) was apptied to the left fank and Ve to rlglé@l
: . . @
No residual test item was noted on removal of the @smg for th duc(%@n or gha le%e phasgs.
N

@

Qo4
) @
Ty gy TS
C. Methods N 2 - S
T ST T S
1. Observations % @ Q & Q @7 @&
% \ N . % .
Animals were observed at least once daily formort a@y and ‘elinical sig

@ O
the day of group allocation, and on r.,x 1, [ and 46,0f thestudy RN
o &

N (g
(S N S § O § &2
2. Dermal | 2 ¢ § & 9o ¢ o
ermal observations @ o S @ S S @

@ kN
Twenty-four hours after eac@phca‘% n ofthe induction éhase I@fore %e se‘%nd cha@nge and 24 and

48 hours after removal of the drésmg eac alle@’e apphcat@, bot]& ank&pof the treated and
control animals were exag,nine%and a9 der@ re%g@ons geere e%&uatg\g cce@ﬁag to the following

numerical scale: Q
v L) 9 S LN .
N w @9 @ § % @ © & K\

N
No visible chan@@ é \® § N \© @ @& @@ 0
Discrete or y erythema S @ § Ry 1
Moderate al%cont;@nt Q@@nema . (C’@ @b © @ 2
3

Intense et@hema

N
A AR
In add&ﬁi?)@n any obse@@egd o@ma or~oth kesmr@@were&;ecord@ Any reactions in the treated group
(score > 1) per51 for At lea&AE% -h@vrs and dror aq@earmgxafter 24-hours are considered positive
reactions. If a po@ve reaction,@vobserved in @'e coritdol a@nals only reactions in the treated animals
with a greater in 8 Woﬁat@’ of @&e mQEe co‘;@@ﬂ animals are considered positive.

<
Q \ \ @\ >
% @b § @%@fﬁs aiscussion
A Res§ <

. N
D Y
Q A\ N N
% v O N
N T d e R F
1. Cllnlcal 51 & @@
S
There wer mort ?ﬁahtl T clinic al of toxicity and the body weight development of the treated

:‘
-
o
= 8
[¢]
o
=
:
2
=
=N
«»

animals @s con@arab]@ t

?4\9
2. @ma e actlo% D

In the pfeliminary study, No, irritation was noted at scoring (induction phase) with 50% (w/w) test item.
A scoring of 1 was noted on day 2 in the female animal and on day 9 in the male animal with the
undiluted test item. No dermal reactions were noted during the preliminary challenge phase with either
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concentration. Therefore 100% was selected as the concentration for the induction and challenge phases
of the main study.

In the main study, dermal reactions were noted during the induction phase, following application @he
undiluted test item on days 1 and 3. Therefore, the concentration was reduced to 50% (w/w).

The scoring of the dermal reactions during the challenge phase of the main study=are summa&@%m@f
table below. @

\
3 § § %
> &
Table 7.1.6-1: Scoring of dermal reaction during the Qllenge pha@of the malﬁﬁtum @ &@
24 hours @} 48 h0u<@Q @ @l‘ot@ @ S)
U % Q x § animals ted@
After f@g chatlenge % LY @N X
Male Female (%% @%algﬂ\?} « §§’ Fe%le 5 Ngl% %F%hale
LF RF LF &F @’F @QRF Q LF© g Q /é@j @%
Control o5 | sis | o5 s los o [ an |95 g s

Treated 010 | 610 | 0105] 30| g0 | W10 {000 2189 g0 | o
& Affer second (&zﬁfeng@ @\y @@ S . w\?
)

Q

C@ (% o L O )
Control 05 | 05 |05 <P 0sp] 08 g9 [eos Bosq s 0/5
Treated 0/10 0/104 0/10 @0 0/10 %/10 @ 0/1@@ 0/91%0 6o 0/10
*Number of animals with positi derma@cspon@écore@? 1-3) /mdmber of amm@m ddse grou % = Left flank
(vehicle), RF = right flank (test jfem) 9 & @% R QO

3 S P S

24\9 @ @ 6 \ "\
IS

reading in 6/10 6of thescontro a d\treat esp@ Velmersmtmg until the 48-hour
reading in 3/1® mals, ¥espe ely %s the c all --3; e reSults were equivocal, a second
challenge applitatiopswas 1nlstered (%Nlowﬁ@ an iate rval 14- c@ys)

Followin t%e second ¢ len§ppl l@n n@der al re@ @énoted Therefore, it is considered

Following the ﬁé§nall@ge ap@cah@ dlsc%e @hem@grade@) wgs observed at the 24-hour
nd

that thg¢dermal reactiggs foll@ying t ﬁr%qhall e WG@ seco ary to irritation and not elicitation.
S N S
L & 7
@@Q ﬁf@’ & @
S @7 £ Co@clus%j@

Under the c tlon@)q thigyrodifed Beu@%r test, FLG+PCH SC 687.5 is not a skin sensitiser, therefore
no classifi tlon for skin @nsm&on gglarr@ d owgghe basis of this study.

& K Q v @ @\%
Assessment and @luspﬁa by @phc N
Th\study is valid and a@epta@ to dete @the skin sensitising potential of FLC+PCH SC 687.5.
Under the COQ@HOH af thi %ud LC+BQH SC 687.5 is not a skin sensitiser, and classification for
skin sens1t@1on st ere§ not réquirgd on the basis of this study.

SR S
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Data Point: KCP 7.1.6/02
Report Author:
Report Year: 2004 .0
Report Title: EXP11120A (AE B066752 04 SC61 A1) (AE C638206 62.5 g/l + propamoca@
HC1 625 g/l) - Evaluation of potential dermal sensitization in the local lym%node
assay @ A
Report No: C046056 o> L7
Document No: M-237614-01-1 - NS
Guideline(s) followed in | OECD 429 (2002) ) RN
study: @) @ >N §
zzznati(;nls' fr?m current | None Q @@ § 5
guideline: & O A N
Previous evaluation: yes, evaluated and accepted. D @ S} @U @
DAR 2005 = %’ @ S N
for Propamocarb RAR Juge 2017 @§ . @ % \@@
GLP/Officially Yes, conducted undet:GLP/Ogfiallytpcognised testing fac&@es ~ N
recognised testing S) @ é*ﬁ @@% @@ ] & % .
facilities: > @ Q ~ O & A
Acceptability/Reliability: | Yes RS Y S 0O §
° S )
& O O & @9@ 'SR
: _ FE ST ITvY SE
Executive Summary: AN ®\ S S S

The skin sensitising potential
assay (LLNA). Groups of 4 fe@iale CBA mige were @’pical&w admy
at concentrations of 10, 25, 50-or K00 %; ?&
whilst p-Benzoquinone 0996 in @):50@‘[—5 anc
substance or control was?pplieﬁbtot e dors ©§ rfag@ of e@ ear, daily 0May§
The test site was ex 'ned@ deral reac 10ns$ ér

ights were

iding the ng
the determinatigwof p@liferah%n indices. %rolif&?tion ihllex a
. O

clinical signs; body;
with *H methyl t

©ted 1'@91 n@ local\lymph node
tered contr iterrér test substance

aqueéqus Plggonic dsid preyided @e vehicle/vehicle control

S
@%%?@H @?687@%@5@%{

: vehicle proyit ed t@@posi&g ¢ control. The test

1 and 2 of the study.

d arfrimals e ekamingd, daily for mortality and

§or%@at thegtart @fhe @dy andt sacrifice. Following injection
s

(ﬁ&each%&roupﬁ@nice &gere o oved@nd pooled and prepared for
=

3 issgpnsidered a positive response.

o

Q @
There were nc@eatk&r cligycal s%')ﬁns of tﬁ&icﬁg@ld th€anim4l3 gai&@ the expected amount of weight.

No local défmal irritatiqgﬁwas seen at
and 6.3 @oncentrati of
consig

FLC+PCH SC 687.5\i}

results thus conﬁ@g thé'validi

applipation Ge. Semulati@n index values were 0.96, 0.66, 1.6
5, 5¢and 100% ectjvely. A@bhe simulation index at 100% was >3
eda mild@%itisgr. TI{ solveggand positive controls gave the expected

of the assa@ﬂ o

X
As the EC3 V:ﬂ% wa@2 the ‘I@Wer‘>§%’ncerx@atio§0W6d no positive proliferative response,
FLC+PCH %@87.@0ule claggﬁe%@r skoQ@en itisation category 1B (H317).

O o
s Ty &Ll

@ .
A. Materials \@ R N &® ©\
1. T{%t material *> @@ 0\@’ Q@ ©©\

Purity: @

Batch nog_
@
<

@%
2. Vehicle
&

Vehi
Positive control

(SN

colid§62.5@/L, Propamocarb 625 g/L

Test substan%.@% Elu@lide&rop@ocaﬁ—hydrochloride SC 687.5 (62.5+625 g/L)
0] 5] 08§

O 9o

d/or&siti to\éontrol

Pluronic acid
p-Benzoquinone
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3. Test animals
Species: Mice o
Strain: CBA/J . @ @6
Sex: Female S @ K
Age: At least 8 weeks old IS &@ ©)
Weight at start: Not stated O\Q
Source: = § & &
Acclimation period: At least 5 days < {N y;\ N é\a
Identification: Cage card ? @ Q) Q\ @ &@
Diet: Certified rodent pellet diet AOiC 0, SAFE, é@nce %@ O é\” Q
Water: Provide ad libitum $ Q N @© @q}
Housing: Individually housed in suspgnd ed stainles %eel Gyire r@h c%@s &
Temperature: 20°C to 24°C Q? N 2 @
e . W \ > D LSS
Humidity: 40% to 70% @ N N IS s N
Air changes: 10 to 15 changes per h@lr % @Y}’ @j& b@’ ('S % .
Photoperiod: 12 hours light/12 hoﬁgs dafr’ © R Q S @j @§
SO Y DO s £
NN RS- Y Y
B. Study desi S sy &e.°
. y design o %& \@ N \@, § S @ &
1. In-life dates: October 20, 200@ Or%ober 26, 2004, @Q ® ©© @? \‘”\9
o & TS S U

2. Animal assignment and treatment @ &,

(04 S S &
No. of animals (group su@ Q 4 f@nale/ up & @ '
Range finding % & o

Exposure (concentratmn(s) @ of (Veh@k: c 01)«; 1@ 25&0 & %)0% @.1% p-Benzoquinone
applications) Vin @O 5016t sugmam@ Vehlcl@rmxtlﬁse

Each mouse was«pic l@ dosgd on therdorsal surf@ of edeh ea@&onc@lly on days 0,1 and 2 with
25ul of the teséﬁbstée usin p @f pl&&te % app@ dosé&wemained on the ear reflecting

@

listi Sure t t b
recalistic eXpO (5 9@6 e&g S e o\ @y@ <Z7\7@
N S @ © o &\
C. Methods &8, & O %©
. N

SEFF 5

1. Observatio s@@ @ S @ \% SEERN

& O O © o O @

The animals&ere &amided d&@ for orta@ anddglinical signs of toxicity. Body weights were
recorded afthe start of thetest @ at sdeti

o
© @
\ %Q

2. %%al observéﬁions@@ S Q S

The site of ap&@ﬁtlo% \ agmm@or s@s of local irritation.

\
& o &
3. Prohf@tlo say @ @

On da of @ stu the ﬁ vein of each mouse was injected with 250 ul of sodium chloride (0.9%)
%@ uCl H thyl thymidine; the mice were retained in a plastic cage for 5 hours. The

s fo@ each group of 4 mice were pooled in a tube of physwloglcal saline and disaggregated with
a plast{Cjpiston to obtain a connective-tissue-free cell suspension.

/@/
Q

Cell suspensions were washed with 10 mL of 0.9% physiological saline, centrifuged for 20 minutes at
1800 rpm. The resulting pellets were resuspended in 4 L of 5% trichloroacetic acid (TCA) and stored
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overnight at approximately +4°V. following a final centrifugation, the pellets were resuspended in 1 mL

of saline. Mixed and placed in an ultrasonic bath for 25 minutes. The dispersed cell suspensions were
then added to 10 mL of scintillation fluid and assayed in a beta counter. Results were expres@m S

disintegrations per minute (DPM) per animal. Stimulation indices (SI) were calculated accordingp the &
formula SI = DPM of treated group/DPM of control group. S @ K
@
& &
4. Evaluation criteria % § @@\ &

A test substance is regarded as a skin sensitiser if one cofi@entration o @tz?e test subs@e rgﬁlts in@n @
increase of *H-TdR incorporation of 3-fold or greater m. an SI of @), when compdred With centrol &
values. A dose response should be excluded, and no &kin 1rr1tatlor£@ould be se The@ nce@n%

. . ) @
causing the 3-fold increase is known as the EC3. Q o & (@)
N & < ) o @
- RN SN R
. R N R
II. Res@ts an@?lsc@on @jx @%7 @Q A
A. Results - @}5’ @Q Q & o é @7 @K ’
©)

1. Clinical signs @Q <ii§ é\g §

expected amount of weight durj the&%dy. @,' Q $ S Q
5 CARNES & &

2. Dermal reactions %§ §

SR
No cutaneous reactions, wére ob@rve@ theatngnt site in eig@ th atedy negative control or

positive control grouptig > @ o 6@ o § “ %o o §
3. Proliferation ass @ @9 @ § §9\ © & x\
Table 5.1.6-2: msg?n@[ and Sithulation index . O & & @

Group No. K)@Q Cg@ntra}i\on ;\% @ MemB?M@v i Simulation index
1 QU Entrol® & \;\ ©@ 7@? @© 6{‘:{)}\7@ -

2 S 10@.@}9 § & e o 0.96

3 5% N v, S s S 0.66

4 1500 @ O Y Qe 1.6

5 o108 O & & Swsn 6.3

6 N P%iitiv@@)nt@* Q\ ) 591 4.4

2
*1% A(@ Pluronic 90@ **0. @-Ben@quin@in 5@@%& substance & 50% vehicle

N

A positive lymphopioliferatiye regponse as noted for 100% FLC+PCH SC 687.5 which gave an SI>3
(6.3)% The positive and pggyativéscontrot® gavesthe expected results, thus confirming the validity of the
assay. Accordigg+o the guidance on@e apglication of the CLP criteria, it is possible to sub categorise
a substance ito eithér*l A ¢¥1B based on the EC3 value. As the EC value was >2%, and no positive
proliferativ sp@es weke seen at th@ver doses, FLC+PCH SC 687.5 should be classified as H317
subcate @ 1B far skir§ensitisti

g Qr skipgensiti§ation.

NN ©

SANCNER S
& @ P o
N o

A%sgﬁproliferaﬁve was seen at a concentration of 100% test substance. Therefore, classification for
skin sengitisation 1B (H317) is warranted for FLC+PCH SC 687.5 based on this mouse LLNA.

II1. Conclusion
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Assessment and conclusion by applicant:
The study is valid and acceptable to determine the skin sensitising potential of FLC+PCH SC 687.5.
Under the conditions of this study, FLC+PCH SC 687.5 is a mild skin sensitiser, and classiﬁcati@or &

skin sensitisation category 1B (H317) is appropriate. Q >
S @
F @
. . SIS &
CP7.1.7 Supplementary studies on the plant protectlon@oduct \© L9
A
No such studies are necessary since there are no conc?s arising, e &from potertjdl sys rgisti@Qor @
additive effects exerted by the active substance(s) o&ot er compoggats in FLQj\rﬂ@CH SO 6878 that ©
would require further investigations. %@ Q& &© ©© @Q}
9’ $ &
S .7 VO @@

D L S

. o
CP7.1.8 Supplementary studie@or C@%ibiréﬁon%@%p a@f prgﬁctig})ro&ﬁc’ts
% o
No such studies are necessary since FLC%%CHO G 687 Yis nofNntended forcuse in @)mb@ion@th
R S D D % ®)

other plant protection products. @} . \\ @} < & %\ é\Q é\ﬁ &
S s fe.
& S YD @Q S
Q & & @ § @ Q (@) AN
@ & o L @ S O 90
AN XS v A @Q ) S é
D O G S NN
& Q N @ K D 9
N % @©§ @ @@% R $§§
S PN O
& S & YV e
N) é N RN °© 9 SN @
N & N S N @
R N s & O @
& - >
. %, @ @
& o & & ISEIR SN
A @ O\Q% IS \@ % \@
SIS &
9 & @ > & @b
e XN PO S & @
9 O &Ny &
Y S K 9 O
Q L .9 @
N N
Q NI
> N S & &
S @ﬂ&@\ O
@%
& &0
g N O & 9
&g
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CP7.2 Data on exposure

Evaluations of the exposure of operators, bystanders, residents and re-entry workers to fluopicolide
when used in the FLC+PCH SC 687.5 formulation are provided in the following sections. @ &

For operators, exposure estimates predict acceptable risks for all the intended use of F LC+®H SCv

687.5, with no PPE required for outdoor uses on potatoes or lettuce only norrr@vorkwear Wath a

legs, torso covered). For glasshouse use acceptable exposure on cucumfgrs requlres g oves

coveralls to be worn. Exposure estimates for residents predict acceptable sisks for all i d? es oﬁ’@

FLC+PCH SC 687.5. Since no AAOEL has been set for eigher active, the osure estlmte forgeside

also covers bystanders; therefore, exposure estimates fog standers lso conmd@d tabl&for @

all intended uses. Regarding worker exposure, exposure estimates pggdict acceptqg@ risksdfor v@kers Q
dy,

for all intended uses of FLC+PCH SC 687.5, prov1® normal workwear coverlr@arms d leé
are worn for outdoor uses on potatoes or lettuce. n glasshouse us @ptabl on cucum é QIS
requires workwear covering arms, body and leg d protech@glov& bg@jwo \As th%@@ dugtiis a

mixture of two active substances, a combined expoSure ~dgsessihent is, req Only lofig-term
combined exposure needs to be considered as@elth% th&S y to@@’ Ex;@Sure Qstlmatg% predict
acceptable risk for operators, residents, ané%work@ fo & 1ntef@ed s of @CJrPC@ S 7.5
combined long-term exposure to ﬂuoplcgﬁde &Q}pr <%anoca® Pr@g%nqcz@) an&ﬂuogi\(ﬁ:o ide @ not
acutely toxic therefore a combined ac exgg%ure m\g asseé eq&@ not mede@ Q

@ &

FLC+PCH SC 687.5 is a fung1 % fm@ﬁhe Cc @ %@ @gen@@@specﬁﬂy in potato
plants, but also in Vegetablesoorci%jnd out t canibines;Huopicolid @LC) fungicide with
a novel mode of action and prepamocarb- roc&orlde CH),&@ wel @owr@ntl fungal compound. It
is a suspension concentralg (SC& slation-@bntaining 62.5 g/L@iuo lldqof@LC) and 625 g/L

propamocarb-hydrochlor“hs,ie (@H) for ‘the trol@f fo ]@ stem and stybe ht. It is applied by
spraying, up to 4 ap atlo(§per& p witlr' a @mur& spra@g ingerval @£ days between repeat
applications. L L O Qo &
e cSals e orapoof s i ot
Uses supported j dnewal are ﬁefﬁvcro svof petatoes @ let®es andoor crops of cucumbers.
Details of su lés ar@prese ked in &pen@& %}the e f thiSs«document and summarised in
the table belo @, %, @
Table 7. 2,\\6? Summaisy of A@lcal‘(@s pa@erns\(l e. wdbst c\as@} of FLC+PCH SC 687.5
@ @ % ? ll on, r@ % 9!‘3
A atio pplicati § y
%L (@as/ba@er ap@cat&g) <dilution Application
Cro rate o @ N N water equipment Number of
P fegmulatign S > % & (L/ha) applications
%) (@) q 1u9p@011de@ Prop@iocarlyy
L @
ﬁ@% 2 ©© @%: "@%ielg Erops
< S N @ N Field Crop
Fotato RS \:}@.1 Q| ! 100-1000 Sprayer 1-4
Potatoes treat&(@\ﬁth a tractorhpom \Qc" C@Sprayer). AOEM model used.
This scena Iso sqQvers toes t%e”ated@ @jth 1-3 applications and 1-2 applications per crop.
o &
S H
Q ] andheld i
L{t%ﬂceg@c @ 0.1 1 200-1000 Spraver 1-2

N
L%tuce ated with a manual hand-held and knapsack sprayer. AOEM model used.

This sc@nario also covers lettuces treated with only 1 application per crop.
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Greenhouse Crop

Cucumber ° @
(high tech 1.6 0.1 1 1000-1250 Hsanrihzlrd Q@ §
glasshouse) pxy U@

Cucumbers treated with manual sprayer, and worker re-entry after roof-fogger. Up@% appl1cat10n§per cr@©>

The Dutch greenhouse model used for operators and AOEM model used for workers. @ L
= O & 2
ot
Estimations of potential operator exposure have been untertaken for plcohde an@pro a@
hydrochloride using the list of intended uses (Append&c 2 of this do ent) and tl:gﬂ 011(@321 Q> @
predictive models: Q @
&
@D

@
Field crops: The current EFSA modelling tool o @' he assessn@t ofo%%’os % krators%@or kegs,

residents, and bystanders, was used to estimatithe res] ct%ﬁe@xpo es &rn thecapplication of
N
&
% @9
Dermal absorption and AOEL va S
:2015; M-516805-01- l@spec®ely%§ offdsed values 1ncluc1% th@OEb\t@ues are
<
Table: 7.2-02: Propésed vaflies @EU endpo @ use@})n th@non-@?tar&}uman risk
assessment & @Q @

&p

FLC+PCH SC 687.5 on potatoes and lettuces©1"he N@salcu atpr rek @(@' of©30 M@rch 9%5 o
supports the EFSA guidance document' th%was f@s’t u&&ed %n ‘grll 2065 §
& X
Glasshouse crops: The Dutch greenh m@@%l has%@en u§ed2 O NS
NGRS
@’ "\@ v § @
S
The estimations of human dern@fl pengtr 10n@ﬂuq@§ohd@m %amrb vx&%h are%e active
substances in the mixed formation"ELC+PCH SC%87.5ayere ined from t @/0 dermal
absorption studies using hunan skin condagted s\ 2063; M<2 38XA)1- 1 and-
PI&
surnmarlsed below. The%apou%pres ures oth ajives x10%Pa. ;& S
& @

N © “@
Endpoints use&)@n rlsgssessn%nt & ® Fluo‘ﬁicoli& §@ § Propamocarb
SN %erm%ene@ﬂon ® @
Concentraté (g/L of active) (\fz\\f@ % é 3 g\@@ 0oy 2% (625 g/L)
< &
Sprayﬁutlon % (g/kof ac &%) 13@8"‘ (0. l@L outddor ux@ 8.6%** (1 g/L outdoor use)
i @ 46 %* @08 g/&ldog use) 8.6%** (0.8 g/L indoor use)

Reference @’2 @ § %m@ @“ 0150 vitro Study M-516805-01-1 in vitro

ﬁ@ @) B o luman human

N4 (&7
S NS K R@yrence@alues
2 @ NU 9]
@7 Q §® @a 07 0.29
A&B& (mg/kg bodemg y) @ @ @
o8 %ase@an 90 day rat study (EFSA Scientific Report (2006)
@° @& @@NOA@ of 7.4 mg/kg bw/day) 78, 1-80)
S
@ Q% Q %& ©@
& &S
v & S S
> o ©

i

! Guida@n the assessment of exposure of operators, workers, residents and bystanders in risk assessment for plant protection
products. EFSA Journal 2014;12(10):3874)

2 Available from Ctgb https://english.ctgb.nl/documents/assessment-framework-ppp/2016/10/27/calculation-model-operator-
nl-greenhouse
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AAOEL (mg/kg bw/day)

None proposed for the renewal of

Not set
fluopicolide
(EFSA Scientific Report (2@

*Pro-rata calculation for the highest in-use dilution from a value derived from the tested dilution @0 25g/L with

78, 1-80) N
a@@nal
&

absorption of 5.1% N &
**Tested dilution was 0.3 g/L therefore no pro-rata adjustment needed g S @\
. O ~ N
Summary of estimates @ @% g}g @\ @Q
Exposure assessments pertinent to the assessment of I@n -dietary exre are sur&grlz QE- elox&
& & S ¢
Crop Model S@ary @@) RO g X@&
Potatoes (Field) AOEM ¢Can be wsed saf@/ w1tl’i§xsehlc @ou spra%@% pro¥ided
@orma@ork@ar is y@r @0 , leggpporso &overe% .
<) A&c@tabi@ sk to l%tand\grs andé@mdents© @j @§
<
Lettuce (Field) AOEM @} @n be @ed safgly w1®1anlg,§9Nland @9 sprayers a@
Q @3 manyaiknapsaek sprayers proyided @Wear 1S
&© @9 worq (armssJegs, fors0 (@ed) N 9
Q % N ‘”\9
2 ,g@ceptg@ rlsk@ yst@@ers g@ resu;@ts
@
Cucumber Dutch %@nhoﬁ%@ Can b@ﬁsed §afely \& ha%—held s%yer@owded
lasshouse operatofs wokkers r glovés and otectn@cove alls.
(g ) (op ) § §) <:Z) WEST g @g &2
A%@I%/I (workers) © §n bedsed s for%worke }Qent llowing roof
N é & Qo 'prov@d n mal wor%vear @ms legs, torso
QS 3 @W\g @ cox@sed) q&ﬁbglove@re v@m &
é . o Accep@ r1s1%@byst@nders apyl residents.
& ©\v N N
N @ %v
Overall concﬁsnor}@@ @ K §
& < é
Expos stimates pr¢ odict @ept@é risks for the~@'t'ense of FLC+PCH SC 687.5 as

long aén§rmal work®@ear, (%ns, legs, t

or all uses and in addition

cow@red) is>wor;

protective gloves @ﬂd he use@y og@atongjﬁnd torkersin glasshouses.

@@

@@

Q

o
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CP7.2.1 Operator exposure
Cp7.2.1.1 Estimation of operator exposure Q\@ >
o @ @
Potatoes @,Q ‘YRS
N
Table 7.2.1-01:Input parameters considered for the estimation of operator exposur&r potitoess
AOEM EFSA calculator ©) & DN S
Prod d cod Y IR
roduct name and code FLC+PCH SC 687.5 ﬁQ @ Q@ D
Formulation type SC soluble or suspensi%@zoncentrate é &© R ©© @
Category Fungicide @&ﬂ @@ Q © & @§
Crop type Potatoes % ) @U@ ﬁ&\ %@J ©© N R
@ g U@ @7 ©
Indoor/outdoor Outdoor @7“@ @6@' (%& &@% 0&
Application method Downwarg%pﬁrgyingx N D &% & < §@
Application equipment Vehicle@f)um@:\d\ w\g@ o\& ) X § QS Q
o NS (53 >
Minimum water volume 100 &/(@1 Q N é‘f\, \}\f @@@ f@ §/ &@)
S (OREERAN
DT50 Ny o 9 O o < 29§
DFR @ug/c‘fmz & RN . @% % © é\
Buffer strip & 2-3@6tres§ @ v @ (\\@@ <)
S 2 T s
Number of applications > 4 @ < R N
Interval between multi @ia 7 = @U °\© 6 N °\<A>
oo B @ S & o &
applications I SRS ®© @ -
Assumed area tr@d \Q QEha/&ay \\ ~ S @ L
; O, & TR S Q§§
Active substaigp(s) Q Fluopicolide, 9 & S Pygpamocarb
(incl. conte%) © * (F&C) % b\ X PCH)
& @.5 s & s
O
Maxm&sn application @e of, D QL . * O\Q
active substance @ &\ 0'%&@7 @) /«zs,\ ;\x S I kg/ha
. N U
AOEL systemic © @@ i%% g@g bg%&ay @@ «Z§ 0.29 mg/kg bw/day
AACEL & 97 CNomg S 5 None
Inhalation& sorption & @A) Q @;@ @ 100%
. (&) 4 9 N
Oral abdsption I N00% &@ S 100%
Derral absorption @ @ Qo@’entr@ @6% Concentrate: 2%
N Q@ @\hltion: Q3% Dilution: 8.6%
@° . @ A
$ %% § Forauore in %ation please refer to | For more information please refer to
@ S A section 7. section 7.3
The scen@sito ofa tractép moymbed sprayer in low crops was assessed and the defaults settings of the
EFSA gélcula %@’ wa sed ith no refinements. The following sections show the summary results from
the glculat A ac @ppendlx 2 depicts the related full output pages from the calculator.

@

&
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Table 7.2.1-02: Estimated operator exposure to fluopicolide (FLC) and propamocarb-

hydrochloride (PCH) on potatoes

Fluopicolide Propamocarb
o @ &
o L O
Model data Level of PPE Total ~ Total @\
absorbed o % absorbed, Q K%
dosé¥ % of o dose s, ol
AOE NAOE
(mgke 1y o
bw/day) O bwiday) & m@
. .. . N O %)
Potato Field Crop Application, vehicle-mounted sp Q &° N & &
Application rate 1.6 L/ha PPP (0.1 kg/ha FLC a 10 kg/ha PCH) Q @) @
pp L@ \ 9
Body weight 60 kg “ e @ > D N
4 applications a crop, 7 days between applicafidns* %@ é\f @% @@’ > & %
= ¢ K| & O & ¢
no PPE; o N (&3 &W \Q kS §
AOEM work wear - arfds, bg@& w\g@ o\& ) L N é O
75% percentile and legs cov dls?%ng A @00 @’3 & §é45 €15.66
longer term systemic | mixing/loadfag @and [~ 0 D 6@ S
exposure during application, & @ @3 &© >©) ©@ :
R R I
no PB%, & O
AOEM work wea arms @ody z?§ @ S @ o\@ ©
75% percentile egs c Vereﬁurln 01970 NA S @18 N/A
acute mixin d1n% Q | RS
systemic exposure <§duri pplieation. Q \q;\ Q N S
& \J@ Z v S 4 O1s
* This scenario a@ applies to ﬂw\%lloﬁing' N §> §2 @% @@
3 applications éfop, @ys bet%een @phca@ %& @ RS
2 application crop@@ay&b@ween g?phca@ﬁa@ns S o @
v S Y
.9 %@ % @ © @ fog
S & & & SRR
Lettuc& @ @ > @ R \
Table 7.2.1-03: It par&met@%} coﬂs:,deree@%r tl&stlmatlon of operator exposure for lettuce
AOEM EFSA ca@f@ulat:@ NS S o
Product nam@nd code” @© F&NPCH@% 6% 5 "
Formula%%type ~ §soh%];k€ or w@enm&q oncentrate
o
Categof@' <Q o %u 101de E \@
Y
Crag type Sltetlee O
Indoor/outdoor @)* A 651td3(@ &
Application I@Od\% § Do%war(@praying
N)
Applicatigh,equipgent O nual-%%a sack and Manual Hand-held
igh.eq iptpent ¢ J@ p
Minimiim wateivolume  ~C1000 L/ha
DI O @ i |30days
Dﬁl f§ 3 pg/cm2
N>
Buffer strip 2-3 metres
Number of applications 1-2
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Interval between multiple 7 days
applications
Assumed area treated 1 ha/day for manual-knapsack @o
4 ha/day for manual hand-held N
Active substance(s) Fluopicolide Propamoc@ @w@ @
(incl. content) (FLC) (PCH) @ SR
62.5 g/L 625 g/L L < ¢
. L ) . 9
% Q, %
M?mmurél ?Pphcatlon rate of 0.1 ke/ha < 1k éha %\ \\ @@
active substance N S @@ ©
AOEL systemic 0.07 mgkg bw/day & JE mekgbwidsy & O
N Q o ~ @ @
AAOEL none _ @k% S nog% @%& é %}
Inhalation absorption 100% @Y > [100% 5 N\ «?
Oral absorption 100% o @& & Loy S O
Dermal absorption Concentrate: 0 @\J QU C n%gntra@ 29 @)} @&
Dilution: g\y %O tion©' < 6% &
O @ ° & @ %\ @ éﬁ @
For m@mfcg&%ﬂ zon@%ase@r to .~ For fawre i mati@y please refer to
S S T
w K S @f 0o &
in b
The scenario of a manual- knﬁ@ack s“pray and ma@’ual h‘and h@%spr er in | cr& (lettuces) was
assessed and the defaults set&ﬁgs &f the A c@&ulatc@was used no réfnements. The following

sections show the sumrn,al@resul fro&e c ulat% An él;ache@

pel@c 2 &plcts the related full

output pages from the calcula
pu s Tom el ., O
Table 7.2.1-04:Es2§ted O%r@ex@ure @uo@gohde FLCYand pt p@pamocarb-
hydrochloride (P. oyﬁlettuc Q. @
@y) \\J AN AN &\ @ @ r\f
S Fo &k n
D RN . B uopl@lde @ Propamocarb
@l data @ Qvel oiggE - = o)
Mg o\ \®5 N QY OTotal ¥ N Total
§ & ISHES s ab:@shed@ % of ab(slt())l;t;ed % of
& | & A« O AOEL AOEL
R’ & P @ng/k@ (mg/kg
2 $ o Q" .| Ywida bw/day)
Lettuce F%ld Crop Appl@tmn@ Q 2 @Q
Applicatign’rate 1.6 L/I@QPPP @kgh@ic @? 1.0 Ke/ha PCH)
Body weight 60 kg
2 @Nications a crofy da@etwe@ applon@lese scenarios also cover 1 application a crop)
Manual-knapsack sprayg’ 1 l&\:gﬁay @ &
Q
ST A
@ < Q & ©@
& e oe
Y <
{5’ O §§ N
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Potential ~exposure (no | ) ;o7 281.74 0.1339 46.1%, -
clothing) @
AOEM 5§
75% percentile S)
longer term systemic | 10 PPE: @w &@ @@D
exposure work wear - arms, body @ & S
and legs covered during | ) 49 3418 ) 00190 ©
mixing/loading and L ° . o
during application. v@@ @x g}g \\ &
R @’ | &
g Q &é% MK
Potential - exposure  (no %@.308  NA @@) Q2 2& & NI A@}
clothing) RN T D ®, Q
AOEM K 9 PSR S >
th 1 Q) @ N S Gy @
75" percentile - S) F—S > S )
acute no PPE: % > @ | IS ©) @7 @§
systemic exposure work wear - armsg body © N > % ©
and legs covereurin O@E g @ ~ @9
< TGS 0w, 53 Av A
mlxmg/loadlng an Ko S % cf Q
during applic4tioh. %ﬁ% Q\Q § \@’ § S &
& Z <& e K)@ \)JQ ~
Manual hand-held 4 ha/day o, 2 @7 @ D & D O .
S Yo T ME e, ©
N Q) SN Q S|
lé)‘tchizal @(posu@l@ (ng.® 41966 - 2084 | %@%8 122.34
AOEM é o O .9 « e
_ N AN Q A N
75" percentile Q OIS < g
longer term syster@ no PPE: ® @Ky VO 2 -
exposure N ‘@§k wear - arfhs, body \© § @& 'ﬁ@
@) Nand le§§> cowgred duting $o %,
Qo O . 0232 §3.21 0.0460 15.87
S & mixify/loadiay nd %\9 @
@ dufing ap@j‘catio% S ¢§ © %,
2 oy O Q@ v
A @ \® < & N ~
D i N
4 g’ﬁﬁzal @pi‘l\‘@ s o VA 0.5955 N/A
om0 RS F 5 E S
75h percent%@ S A Sl O
acute n E: Q G @©
system@osure @%vnork W§ " A bodsp %
o[ 2nd 168 covered duting &)°0.1463 N/A 0.2755 N/A
S mn%gg/ oa%gg @&ando
*o v | duting a atio
N GRS
N @
C o &8 8
Cucumbe @ Q O o ©@
The Du Gla@ﬁ)use ModelIis been used to estimate exposure to operators applying the product to

cucumbers ir@a
T@ 7 .Z@S:In@t p@meters considered for the estimation of operator exposure for
¢

cucum

grown under glass

sshelises. The following assumptions are made:
ey N g p

Dutch@fasshouse Model

Product name and code

FLC+PCH SC 687.5
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The f0}§mg sectio g\flow@e Su
attache pendlx 2 i&hi ts\t

Table 7.2.1-06: Esiam

%d op

{\
a

%r g@msur@to ﬂu@nco@e (FLC) and propamocarb-

related ‘\ es rom"kh,e calculator.

hydrochlorlde bef@’ . Q
@ C QO JO “@’
< d.F S o >
¥ K 4
% § @%: . 9 %@ Fluopicolide Propamocarb
& 42 K < la
S N AT L9
“Model data s @Leye@sf P@ <
N S N o Total Total
N &@ @ & absorbed % of absorbed % of
& %% S Q dose A(O)EL dose A(O)EL
@ o ) (mg/kg (mg/kg
& XN @ ”\9 Q bw/day) bw/day)
Cucul@r ouse appl @on, manual-knapsack sprayer
Application @ (0.1 kg/ha FLC and 1.0 kg/ha PCH)
B we160 kg
3 applﬂi@ons a crop, 7 days between applications*

o)

Formulation type SC soluble or suspension concentrate
Category Fungicide .
Crop type Cucumber . &y @6
7
Indoor/outdoor Indoor S @® A v
Application method Spraying @\\ S . @J
Application equipment Manual sprayer % & § 2)
.. N
Minimum water volume 1000 L/ha @ Q@& (,‘2”“\9 \} %@Q R
Number of applications 1-3 < O ?“\\n@ /\Q § JO
Interval between multiple 7 days %@ @ . &Q @) @
applications oY @@9 Q & & @}
. DS ENEAN
Assumed area treated 1 ha/day % O@ NS s\? © [(\6 ° R,
Active substance(s) Fluopicolide © w\a@ ©) @Wroéﬁocan@’ & % o
(incl. content) (FLC) R% @ \@ Qlecn & © @’ o
A
62.5 g/L @ \\ \} ﬂ@ L gL© 2 @@
. . . o %
Maximum application rate of |, | g@ (iig é\g Q\ @7«;4\9 Lk @ <
active substance < @ %, Q ) ©
AOEL systemic 0.0%g/kgjbw/dag@ [\6 § 29 g bv%\\/@}; °\L\9
Q. O 9] S N\
AAOEL €N AL @ & &@Q non% @@ é&
Inhalation absorption o 100(% @ @§ Gog J00% . 2
Oral absorption S 100% &) § @;§ R > §P00%§ "N
U 9 \®)
Dermal absorption é\ﬂ @?Conegr} Tate; ) (), B Q C(ﬁﬁgentra"m\@ 2%
Diliftion: & S D tion: 8.6%
@) @ N) @ 0n: .6%
& . 5
@) 6\ %or n%; mfoﬁ@attom@?ase r%%r F orn %@re information please refer to
§ «Q ® sectz@ 3 (5,\\@' g}\g @§ s%?tzon 7.3
‘”\7
ary resul om ’E@ D Glasshouse model calculator. An
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None 0.055 78.6 0.30 104.6
DUTCH &
GLASSHOUSE N >
(@)
MODEL 5 T
longer term systemic @JQ & @QD
exposure N
Gloves and coveralls 0.007 10 A 00453 @@ 1 § &
@ &% © o\ Ry
N @ Ol @
\)
* This scenario also applies to the following: & @N %@ Q@ N
2 applications a crop, 7 days between applications %@ Q& . &© @© 2
1 application a cr > 9 S S
application a crop (g @ R . © @
o) N . \ %)
- \){@f N\ RS
NN
v @) @ S % &’
. S & @ K| & O & g
Overall conclusion on operator exposure) - N S % o
PRSI S 4
Exposure estimates predict accept@e l‘l&% for@f the\‘ﬁltend@ use.of FL CHC 687.5, with
no PPE required for outdoor us@zon po@toes ‘or lettute o normal w e ithzafms, legs,
torso covered). For glasshouse u a@pta}gj@ exp@re @cucg@oer&@qm@ gloves and
coveralls to be worn. @ N @ @ & @Q o (S é%
S T &P

@ D
LN
CP 7.2.1.2 Measure@nt %oper§ ” osu@ v §
Not required as ass ents@m Kfrate@safe 1§ us1§h1€ acc@pte odel&
@ &

& &Y ¢ & &

NN \\©
S W& N @ R

CP7.2.2 @ta%@r an®President e@'ost@ S @
N 73 X
O\@ % % % @ @ @7

QO S S
Cp 7.2@.1 gs%miﬁon oiﬁbysté‘?der and g&sndengexposure
The following defiditions and @Jm%%s f&@’vs‘[an@ers atid residents may be applied.

Bystanders ar@remd@% arg, Qot 1r§£blvec@n a [@catlol@t)r handling plant protection products or the
professwnaf@ndhn%of t ed ex\g S. que@n ar@s whether it is necessary to distinguish between
bystandersand residents 1n ter & potetitial &xposure and health risks. However, because the
circumsgarices of this, e%osuf@could 1f r@th ect to amount, frequency, and duration, this seems
to beyg:asonable < AN @

Bys%nders may 1nadver@ﬁtly l@%resen%lth@ or directly adjacent to an area for a short period of time,
typically a mat@r of minute$y whes app fcation of a plant protection product is in progress or has
recently tak %1 e%[ hey&ay B&exp ed to plant protection products mainly via the dermal route
from spray di ift by imhalation of dfjfting spray droplets. Handheld application is considered to be
worse cagd co ed tédield &rdp sprayer.

Resi é‘ms m@%ve@w%ﬁlear areas of the application of plant protection products (e.g. standing,
@mg, 0L ttlng@ a gafen in the vicinity of the application). They may be exposed to plant protection
uct <<ﬁalnly via the dermal route from spray drift deposits and by inhalation of vapour drift
(depe C_i g on the vapour pressure of the active substance). For infants and toddlers, exposure might
also occur orally (e.g. through hand-to-mouth transfer and/or object-to-mouth transfer).
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Bystander exposure

Propamocarb: No AAOEL has been set for propamocarb as it does not present an acute toxicity hazard.

For plant protection products with no potential acute systemic toxicity the long-term risk assessm
bystander may be considered to be covered by the risk assessment for residents.

For fluopicolide: No AAOEL is proposed for this renewal as it does not prﬁ@
hazard. For plant protection products with no potential acute systemic toRicity the long=ter
assessment for bystander may be considered to be covered by the risk asse%ment for re

or

nt and ac%@tox@
m\ sk

/“\

Qb

s@nts L 6
Therefore, no bystander exposure assessment is required4or FLC+P%H SC 687.5 «a@\bys&ﬁders

considered to be covered by the risk assessment for residénts. @ @ v\g &@
> . y @ & &0
%@ @ . ¢ @
Resident exposure Q'?Q} N @@9 Q @ @}
The assessment of potential resident exposure%as been,condagted @g t%@FS@@OEM%Od&
@ A
%© & @@ Q@ @ S @% %
Potatoes W\? \\ \\ @ % N § ‘”\9 v
)
Table 7.2.2-01: Input parameters cldei'gh for@@g sﬁgmatm@@f reﬁiﬂent @osu@for I@tatoes
AOEM EFSA calculator RN A
Product name and code FL&PC@SC ?7@5 @6 ﬁ@wj &© a5 @Q S
Formulation type @\Cj soltible O@Spenm@’ con&ntrate@% & © é
Category & Fu@cide @Q @% © @ (\\«@ Z)
Crop type ~ Qtatoes 7 @ § 8 @q R (‘§
Indoor/outdoor ﬁ@ @%u@&gfj o \J@W \y\”;\ @) é& é\ 24
Application metho@ QK Do%wag@%pra&mg 'S (%)@ & @
Application eq&&&entg %‘ehuﬁ&gmour&%@i S N @\@ R
Minimum wat@?voh@ ‘24\})) IO&EJ/ha N . 9 @§)j © @
2 v O 0 @ ©
o T 5 wend T 78
DFR O Ppgem & O o
Buffer strip §’> TS Z@netré&v Q S\
2 N
Number of appllcatlogg\Q \)§40 @@’ D § %j@
Interval betwéen mulfiple Q7|7 days N N S
applications, S @g{ ,%T—,Q . @@@ @
&) .
Assume@area treated o\@ <%0 ha/day &@ @
Actite substance(s)%y, @ Elt@ico@ @
(incl” content) o8 @C) Q
@ ”@%2.5%@) Q&
Maximum a 'catimﬂte
active sub%@ &a fé@ (gﬁkg/h
AOEL@%%emi@QQ) @%.07 mg/kg bw/day
AAGEL @ o5 - | none
Infalatiogtabsorption 100%
Oral absbrption 100%
Dermal absorption Concentrate: 0.26%
Dilution: 13%
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For more information please refer to section 7.3

The scenario of a tractor mounted sprayer in low crops was assessed and the defaults settings

he &

EFSA calculator was used with no refinements. The following sections show the summary resuo]Q ron@@

the calculator. An attached appendix 2 depicts the related full output pages fror@the calculat

Table 7.2.2-02: Estimated resident exposure to fluopicolide (FLC) and prgpamocarb- S . ©®
hydrochloride (PCH) on potatoes N @ %
@ &% ,24;9\ \o\«@ R
opicolide @Q@ P@@fmm§rb é\”@ é
@} ©& &6\9 Q @© Z
Model data Exposure route R vl"otal @@%f Q"ot 0 % )
absorbed [ @absoéed 1N, &
é Se &Qj gg%gf o Jave AA) Ei
«(mg/ 9] hggs | AQRE
%% j @wa N Lpw/day @j @
Potato Field Crop Application, Vehicle@ount@\spra@ &@ & K ‘\U é’ %G §
Application rate 1.6 L/ha PPP (0.1 ké@ FLE& and %&kg/@CHk\ﬁ @3\9 @ & S)
Body weight 60 kg O O TS & o
4 applications a crop, 7 days between applicatiais™ S §> &© b@) RN
@ &~ O S @ Q S«

\)
Spray-drifts & & 0.0035" e i\ o 0 @@o.oz@i? 8.03
our. . @9 0011 33 1 037
AOEM oy % S QOS] WP A
75% percentile o S 7 S $0.0009 123 - 0°0066 327
Q> Surfhoe deg@dts @ & e O S &

systemic exposure — N a
1-3-year-old chﬂ§ Bytry i gQC@eatédﬂcmps\ _@ho70 e 40.00 %&\@‘ 0.0463 15.96

© o0
©© @%“@thwa&me@{@ ;§O'2 §13.ﬁw 0.0557 19.19

\@ T Soray (@f,@ (@% @ @7008@ @tgyzo 0.0055 1.91
AOEMS O apy O o~ ©°0.0002 | Q033 0.0002 0.08
Zs;lleprflrigeen)g)l(;ur e§§\ Siltface deposits. © ) QD003 | 0.40 0.0019 0.64
Adult 9 @nry é@f el creg” 000397 555 0.0257 8.87

@@ @@ G G616 0 063%93 5.62 0.0247 8.53
Alfpatays (mign) o 15

N
* This @rio is wor%case SO a@?ies &Lﬁ%e following application rates:
i0 etve

3 appli ns a crop, &days b e&applic&tl ns Q\
2 applications a crop,, day@twee@ppl@@ons«&\
(AN Q
@ po @

Lettuce $ \%% § %o

Table 7.22- 3:®ut @ame@%rs cor@dered for the estimation of resident exposure for lettuce

AOEN@SA@CU]&OF <®©

Prodfict nantiand o+~ | FLC+PCH SC 687.5

Z .
F o%nula(%@l type SC soluble or suspension concentrate

Categ&ﬂ%} Fungicide

Crop type Lettuce
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Indoor/outdoor Outdoor
Application method Downward spraying .
Application equipment Manual-Knapsack and Manual Hand-held . @M @6
7
Minimum water volume 200 L/ha S @® A v
DT50 30 days K& S . @J
DFR 3 pg/om? KN o & .6
Buffer strip 2-3 metres @ @§ (,‘2”“\9 \O\ @Q
Number of applications 1-2 < @Q ?4\\0@ [\Q\y é\g . é
Interval between multiple 7 days %@ @ . &Q % @U @
applications o @@9 Q O e @}
Assumed area treated 1 ha/day for mangal-knapsack Q@j g»;y\ %@’ 6\ O\Y\’ é
4 ha/day for maggydl han@s eldf?”\g @§ 3 @§ N
Y
Active substance(s) Fluopicolid . v \@ Q P&Fgmo@fb ) @j @§
(incl. content) (FLO) g\ﬁ \\ N @ H) @) %, §
625gL@° .\ @ & sgl> S & §
) &, é u & @@» N
Ma.x1mum application rate of 01 gj?a % N %, \@’ | N §y %@)
active substance S . N S |e m@ Y
AOEL systemic @7 n}gﬁg}g@ bw/(f@’}// @§ . @N@ é“ﬂ.29 n@kg @ay &
AAQOEL nong § & Oy &w n@@ & N
Inhalation absorption . ) 10@) @© §) & a8 3:00%@ Q&\/J/
! 5000 o ¥ .O % . O
Oral absorption % L00% & S /(%% 100%
Dermal absorption @ @ §ntr% % &’ @ Coficentrate: 2%
S Rilutions, 13% Q é@ é@lu@ 8.6%
& A K O
©© 6 Q| For ré%’e IK%anOkpleas@efer t4§ F or more information please refer to
@ * |segtion 7. 3 m &!’non 7.3

Z
The scena@/g of a man
assesse@nd the defa
sections show the
output pages fro e c%c

©

rayer, and manual Q@d
set$ of § EESA ca§atowas u;

ma%?esul rom@ ca.llgt»latok An a@hed appendix 2 depicts the related full

at@
@'

N

-h

prayer in low crops (lettuces) was
with no refinements. The following
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Table 7.2.2-04: Estimated resident exposure to fluopicolide (FLC) and propamocarb-
hydrochloride (PCH) on lettuces

Fluopicolide Propamocarb @
S SN
Y NS
Model data Exposure route T © N
otal Total S 2
absorbed o gg absorbet&© oD S
do @ A/(o) of doses, %Ei@
(mgg?g %@ (m 5
bw/day) O bw;@ay) m@
Lettuce Field Crop Application - manual-knapsackc%\lzayer Q &° © & v
Application rate 1.6 L/ha PPP (0.1 kg/ha FLC and g/ha PCH) @ Q @ & @
2 applications a crop, 7 days between application%thls SC%I}aI‘lO %@i)rst&%e so dfgo cov@;l ap{fkatlol%l@
crop) Q v r& @
Spray drift N "\90.00@9) Q72519 ?ﬁ 01@ @.01 I
00011 , 4 53 . \U 09011 0
AOEM Vapour RN IR & §Q @éy
75% percentile S @7’).00@@ @ 0.7 @ 003 1.32
systemic exposure Surface de%%@s % S @ ) Ks U ny %
1-3-year-old child ; G 08041 530 > 0.0469 - 9.26
Entry 1n($70ﬂt flte@ropsw « @ ) r§ S
All p@wzys%“eaﬁ . @6005& &@}8.00% KK@‘031@ 10.94
OSI%Y drlf@ @Q £ 00604®% {@ NG 00/@8 0.96
AOEM gwap@ o O @Kfé ooo@ &8 @0002 0.08
75% percentile —
systemic exposure@ Sk&rfaceb dé&‘ﬁsnSQ 3?2 0.23 G 0.0011 0.37
Adult @Q \]gg%try k&% treate%ﬁ cro@ & 023@ § 2 0.0149 S.15
S %,
S @@ A@thwa@(mgﬁ) L~ 0.0023 S 33 0.0142 491
N SRS >
%G w7 @
F& &g
N
Cucum& \ & % § N w %\
. v
Resident expos@to c%cumb Qgreg% i%@ssho@es Wil not occur so no exposure estimate is
necessa @ - N
t: R S Lo o . S @
SRS RN > >
@ Q & @
Overal@cluswn O%CSldengl‘e @ RS
N
N Q
T A Q@ o

'27\7 Y\g
Exposure estimates pr&t @eptah@ riskg for residents for all intended uses of FLC+PCH SC
687.5. @° N @ Q&

q éﬁ @) §9 Q
Cp 7.@2 §y Me%ure@ent of bystander and resident exposure
Sinceitﬁ’l e:@% g‘@j imate carried out indicated that the acceptable operator exposure level (AOEL)

wigpHot b&excee un@ practical conditions of use, a study to provide a measure of bystander and
reside posure was not necessary and was therefore not carried out.
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CpP7.23 Worker exposure
CP7.23.1 Estimation of worker exposure \§ §

The worker re-entry exposure has been calculated for fluopicolide following @icaﬁon of +PCH
SC 687.5 formulation for the representative use(s) on potatoes (field), lettf®& (field) ar% cucumbers
(indoor). The estimation(s) is / are provided in the following sections. %% @ § @@
© @
FLC+PCH SC687.5 is a fungicide that is applied to %rlous cro& ork actl s ai task\f’ke &
pruning/thinning or harvesting which are done by wofkers usually oughout th row1@ sea
some crops (potato) harvesting is fully automatiz@ or lettuce@ld o,umb% ar\@stmg &my %
manual or semi-manual operation. Re-entry e re is therefore evaftiated@nd c@inpareg Wlt}@
AOEL of fluopicolide (FLC) and propamocarb- drocl@ide (BCH @Pred&d e%posu@ are
calculated from a cumulative foliar deposit % rnavg,mu %n,urn cations magde at the
maximum dose and 8 hours contact with f(%age p@day tem@ Xposyre Vélues ar@alc@d u@mg

worst case dermal absorption values. %, °s, N % O
N %>
@} \\ @} ) & & S §

Potatoes @Q g§ "\a < AN O § NI
The AOEM EFSA calculator has heen usgg to estimatéexposure tox¥drkersdfor § i tion and
o 19 ngf

irrigation activities. The follown@as&@ptlon@wem@ade @ &© @© @@
& & Yo Q SHIEN
< N N Lo o ©

S & o ® N

@) N & @
@© @6 Q & K@j N §
AN & O
IS & & &@@ S oo
9 @ Y (S
QRS T LS
@ 9O g © o .0 @
Q O © SN D
Y S K 9 O
S § L 9 9
@’ 2 @ @ N
s Sy S
S @ﬂ&@\ O
@%
QNN
§f§ QO & ©@
> O o
¢y ®
< @ & <
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Table 7.2.3-01: Input parameters considered for the estimation of worker exposure for potatoes

AOEM EFSA calculator .
Product name and code FLC+PCH SC 687.5 . @y @6
7
Formulation type SC soluble or suspension concentrate 6 @® A v
- S T S
Category Fungicide @ . N
Cro NS L
p type Potatoes % ® & 2
Indoor/outdoor Outdoor @ @;§ B \}o\ @Q R
X
DT50 30 days < @Q @ N § o
DFR 3 pg/cm2 @ @ . &© < O 9
Buffer strip 2-3 metres @gy @} . @ R © %) \é@
Number of applications 1-4 S @”@Q N g\f @%@ U @@@ ~ R
Interval between multiple 7 days % Q‘gj\a @Q Q«@ S @& @ &’
applications %, N Nx % § §@
Work rate per day 2 hours/dgy” 'S W\\@ LS ) w;\ @Q é’ ®
Active substance(s) Flu0 @ﬁldQ@, Q\Q § \® P o§\\;?)m0 b éy ©
(incl. content) % 6 N) @H) @@ @Q o\‘”\a
%Sgﬂ{@ & & &0 4T o,
M?ximurgl ?pplication rate of %1 . /ha § « @j& &@ 10@%3 o @)
active substance & A S @ N 2
AOEL systemic AN 007 mg/l%’)bw/§ @ R@“ 19.29 @g l@ay
4 o o D
AAOEL & gmone? YO T Ofnoke s
Inhalation absorpti& & 10® AN ~ {Q}@ @@ 100% @,
Oral absorptlon @ %\ %0%@\\ N é\ N §@ IOQ‘%Q
Dermal absoqi@on @J@ %© Dilut@n: - 1@/}'(wo@:ase@ @
9 S @ ilution: 8.6% (worst case)
% SRS g @
S g}ﬁ q@r m@’ information Q@ase wefer 10
&@ @ @bectlon SR Q K SR Q| For more information please refer to
{5\) \ & © A AV |section 7.3
The scenario of i ectl and gatleg\in I% rops Was as¥gssed and the defaults settings of the EFSA
calculator was used no@ @ @r g§ ctions show the summary results from the
calculator. @@étta é&%dlx 2 eplcc\ he ‘I‘Q ate output pages from the calculator.
2 § o &
@7 o\@ Q @ ©\
Q A\ N @§ N
B o @ N @ @
N (g @\ R Q
@° S @ S
& %% @ Q
e
@ < Q & ©@
& ES
NN % S
& @ Iy o
¢ g v
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Table 7.2.3-02: Estimated worker exposure to fluopicolide (FLC) and propamocarb-hydrochloride (PCH)

on potatoes
&8

Fluopicolide ©Pr0pam0ca£@;® v
& <
Model data Level of PPE Total A Total @@ RN %

% ofg\’ absorbe ° .9 Y
o
dng AO@ d dose© % of AOEg, @

biday) | O | bwiday | Q §

Potato Field Crop Application, worker inspection, ifrjgation 2 hou% 2 @ S
Application rate 1.6 L/ha PPP (0.1 kg/ha FLC a .0 kg/ha P%) O\@
v

Body weight 60 kg % RS
4 applications a crop, 7 days between applicaé%ns*%@ (@) Q@’ @6@

&

0o4
@
R
@ N O LS O o« NI SENS
: N > N %, é\ﬁ
Potential ex@%re oo | @7 Y
clothing) & g S 0'0$ S 74'@ @§29§ %®8-25
AOEM N © @@ ©© S &© 63
longer term systemic @] ¢ @ QD
S AN (K
exposure %, @@

N N
Wegkwear@overingrarm
eqront gy g IR
. SS9 9|
Qq & N

to thﬁol@-g a@%@icati{n rates;

* This scenario is §0Tst case so alsy applics i

3 applications a @, 7&95 be‘%%en apf?}fcat' S N N

2 applicationssdQrop, ]\st between &lica&i@ﬁﬁ N 2 §
9

. %G %o ~) @
LettucesQ (OIS @7 @@ § S
The AOEM EFSA c%%ulateg%asggﬁeen u@“to estimate expogge to workers for reaching and picking.
The following ass@ption&w&g@%adez\ @ &

9 SR &
RS T & o

@ 13.24

@ O .
VIS SR
3 S g 2 P
& © Q ¢ &
N N\
Q N &9
= %@O@’Q@@
S ¥ & Q
N R )
@\%é@&@
Y O & 9
> O o
s &
g\f@@ov\g
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Table 7.2.3-03: Input parameters considered for the estimation of worker exposure for lettuces

AOEM EFSA calculator .
Product name and code FLC+PCH SC 687.5 . &y
&
Formulation type SC soluble or suspension concentrate 6 @® @))
Category Fungicide @%’ S . N
N
Crop type Lettuces % Q o §
Indoor/outdoor Outdoor @ @;§ B \}\ @Q
v
DT50 30 days < @Q @ /\Q § .
DFR 3 pg/cm2 @ @ . &© < O 9
- : RSN
Buffer strip 2-3 metres @@ @@} L@ SR %) \é@
.. ] o R e v
Number of applications 1-2 (\Q\x @”@ < @‘;%7 U @@ S
Interval between multiple 7 days % Q‘gj\a @Q Q«@ S @& @ &’
applications %, N Nx % § §@
Work rate per day 8 hoursé(@y Q‘zi\ W\\@ S w@ § @Q é’ ®)
Active substance(s) Fluo @ﬁid% Q\Q %, \@7 Prepamocaib éy ©
(incl. content) (F % o > N) @H) ©@ @Q o\”\a
LALING. A A . T i
. . . \
M?x1mu1;1 ?pphcatlon rate of |3} o/ha § < e &@ L{g@la o @)
active substance & A S @ NEE 2
AOEL systemic N &?7 m%@bwé§ C}@% AL° 19.29 @g g@ay
O ° o
AAOEL & qonex 7 o N Q' |ndke N
Inhalation absorpti& S 10® < N {Q}@ %@ 100% @
S > B 7 &
Oral absorption m© %\ %O%g\\ @} 1\?& N § IOQ(%@
Dermal absoqi@on @J@ %© O« .9 ©® © @
& ]?éf@tion:% &% (Wagyst ca@) ?iluﬁon: 8.6% (worst case)
o ?7\9 @
N < D
&@ @© . @gor movre inf@mat{o&easé&efemo@ For more information please refer to
{O@\) &\ sechion 7.3Q RN AV |section 7.3
N (o o
o & & & . &

The scenario c@workrea

CHNSAE SIS, .
@goarfd) pick@\g in 1@ crofi$'was assessed and the defaults settings of the

EFSA calculétor waSused @ith ng}eﬁ entsé%he fajowing sections show the summary results from
the calcul&@r. An atta%le ap@dix &pictthe g\gﬂ@ted full output pages from the calculator.
NS

< N 9
SRR PSS o
" NN
2 . < Q
gE v,
O - N
T & O
N &
§9@@6§°%
& & <
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Table 7.2.3-04: Estimated worker exposure to fluopicolide (FLC) and propamocarb-hydrochloride (PCH)

on lettuces

1o
Fluopicolid P \@ Q§
uopicolide @ ropamocar@ly@ @)
& MRS
Model data Level of PPE Total 4 Total § § %
absorb % ofg\y absorbe{g o of O
do dose @
(me/ke 4 (mg/R @@O%a &
bffday) | < bwiay) 9 ©
Lettuce Field Crop Application, worker reaching picking8h0§1%s 2 @ S ™ &g
Application rate 1.6 L/ha PPP (0.1 kg/ha FLC a .0 kg/ha P%) . @ \© 9 @@j
Body weight 60 kg % RS ﬁ&\ v (@\6 °\% o
2 applications a crop, 7 days between applica%ns*&a@ [\@’ & v & @% <
4 N Y @
@%@ o B S P s §$
Potential expogdre (fie,
clothing) (2 Qix é@.os%\ @@.7@ g@z @ @1;@.33
& N
SEY I S @@C\@ @ﬁ -
g j N
AOEM Wléw@ \y\.g N @ %@ @Q & o o
longer term systemic | or alelgr OZSHI@S’ﬁ 00241 [ 3437 | @)-15% 54.88
exposure oi@’ 2 § & S %", ¢ @to\a
SIS — -
N v D S S N
&rkwea§verh@@arms, > N @ S o S
S y agehlegs afie S\ \B{%os%{@ 379 4 00369 12.73
©© §»rotec‘§§e gléyes @ %& 5 § %
S @S @) %fb N B é? S -
* This sgeﬁ@rio is worst case so.also ap s to folloWing @plica rates
lappl}@nacrop é}g $ L ©\
RS NN
SN Q> TN
N S @ O
Cucumbers O S O o O @
The AOEM EFSA chlcul t@;@fla&}enu to egh ateggxposure to workers where the product is applied
to cucumb%s in glasshou@s a@nin@ 1o og%@as the worst-case for indoor application method.
The foll@ﬁng assum(p\ﬁ@ns a@made. @ @\
N
¥ N
@" N
s A &S R
&4 <
S &
& <
R SR
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Table 7.2.3-05: Input parameters considered for the estimation
cucumbers grown under glass

of operator exposure for

AOEM EFSA calculator @°
Product name and code FLC+PCH SC 687.5 D
Formulation type SC soluble or suspension concentrate ©® {\@ ° fm\@
Category Fungicide v IS @ i
Crop type Cucumber o &%ﬁ °\@ .9 &
N
Indoor/outdoor Indoor \a ©(®@ S § Q@
DT50 30 days @;)% § S KV U@ E
Number of applications 1-3 . 4 . \@’ ~ (04 6\ R %J <
Interval between multiple 7 days Q @ N N L @% .
applications (25%’ @© Q@ & & @& @ @%
Work rate per day 8 hours/dagz\? \\ @7\ &6 &% . S & §
Active substance(s) Fluop <o) 1de K é\a Q\ %Jl’ro oc@ S ©
(incl. content) (FLC& N LN \@7 ( ) O @ 9
62. Q/L N Y L OEENS RS
@@; @ 5 2
Maximum application rate of > @" g SN
active substance @@ tgﬂm @ N S &@ lok%ha & )
AOEL systemic .G 0. O@mg/l@w/ g A T2 ggbw@
AAQOEL fﬁpe @@ ©\\' 8 nonew\’ %
Inhalation absorptiog(@yQ (@21 0&‘@%’ @ § §9 N 1@ RN
Oral absorption § 6 ,«1(&6\3/))0 N Q@ @U @N 00%{®@
©
Dermal absorptfon @ Con rate; Q7 0 2;@%8 Coﬁ%éntrate: 2%
% g@@ 34\90 Dlluﬁ @b § I@zution: 8.6%
o\@ g}’ @r m@nforma?on ase 7Qg’r to \ F or more information please refer to
&@ @ . bectzon & section 7.3
The scenario of r Tnng%n @?ing fﬁ?ﬁtm egetables m%lasshouse crops was assessed and the
defaults settings ula wasa@ d withno ements. The following sections show the
summary resu fro caé)@ atm@ a@chec@ 2 depicts the related full output pages from
the calculato@ ©) >
Y @ Q & @
=) N @% W2 %
@7 °\@ Q @ N
N L9
N I SN Q@ N
o0 T8 e &
R ) N
@ < Q & ©@
& ES
NN % Q
@’ @@ N o
& & T
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Table 7.2.3-06: Estimated worker exposure to fluopicolide (FLC) and propamocarb-

hydrochloride (PCH) on lettuces ya
S c)@@v
Fluopicolide @ Propamo%l ©®
S
= (\@ //@ ?@
Model data Level of PPE EWE | 2
Tot & Tot% \ @
abso@d % absm@ % o{g@
/kg K@ (ogrkg Ag
%/day) Q| pwdap, | O

. s ) 29 1 . 7
Cucumber Glasshouse Application - Roof fogger%rker reac an@é{cknk&,sﬁm % Q
Application rate 1.6 L/ha PPP (0.1 kg/ha FLCsand 1.0&g/ha RGH) v s« @ N 2o
S)

Body weight 60 kg % - Vé}’ @ 0 @ & @ L.
3 applications a crop, 7 days between appg tm% @ % §
\ ) % §
On “ @ Q S N )
> \ N I
St é§ F S H SIS Els
Potential @Josure (no o > S S) RS
clothin & e 0®976 &Y 13937 ¢ 0. 184.01
2, » & <O
& S ol & 218 S &
< %)
@ SN (%% SR
AOEM 5 @ 3 &, 3 § 0 ‘25@
longer term systemic ]\? flrk rcovermg aﬂ§ @.O@@Q w6170 | @319 83.24
exposure @% © y @@ § §9\ @) é& &\
@
@Q \é &\Q \\ @ @6@ @é @ﬁ
©© Q§Wor®vear c&rini@ns, %& § § A
@>| bodyand legs and P o@ie © 1681 0.1156 24.61
.9 gotectigé@lov O © @ é,(;\’
N v X SERSEERS
AN A S Q

JO\JJ N .
SO S& T D

S)
Overall conclus@Qn o@prke@xp@qe %@J o @©
@ @ N @ @ (g
@
Exposure §s?mates pre tab lsk%/?g%r w@ers for all intended uses of FLC+PCH SC

687.5, provided nor wor§e3r egve § rms, body and legs are worn for outdoor uses on
potatoesyor lettuce. <Eor gla se use e exposure on cucumbers requires workwear
covering arms, b s a prtlv @loves to be worn.

N

&

CP 7.2.3. 2@ @as@meﬁ%ﬂof worker exposure

Not cons@red gbe n@ssag@s a safe use was predicted in the previous section.

The f@ﬂ?wm@ud s beh conducted to determine the dislodgeable foliar reside of fluopicolide and
pr&@wc%gfon c@um‘t§5. The study may be used to refine the default DFR.

$

&
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Data Point: KCP 7.2.3.2/01
Report Author:
Report Year: 2013 .0
Report Title: Determination of the dislodgeable foliar residues (DFR) of fluopicolide and @5/
propamocarb in/on cucumber after spraying of fluopicolide & propamocarbd 04
hydrochloride SC 687.5 in the greenhouse in Italy - F LC+§JH SC 62,5+@GU®
WW S NS
Report No: 12-2903 ~ S &
Document No: M-460022-01-1 = O o o
Guideline(s) followed in | US EPA OCSPP 875.2100 Fohar@lodgeable Résidue D1s51patqQ? \\ Q
study: (formerly US EPA Pesticide Ass@sment GU.ldS Subdwm@% S v\g@
Reentry Protection, Series 132-1 (a)) Q A N
Deviations from current | none @ @ S @U @
test guideline: % 9’ é S &
Previous evaluation: yes, evaluated and accepfed . > o\w @ 6\ . @\g
fluopicolide DAR 206 & NIER A R
GLP/Officially Yes, conducted und@GL%@fﬁma@%eco@sed gﬁng a@itlesx % .
recognised testing s L @ Q IS ) @7 @&
facilities: LS a . © §
Acceptability/Reliability: | Yes @ @ & D N

ESEIF SIS \@,& @©@ §» g . S
Executive Summary: R N @ < @ ‘”\a

S
The GLP study is valid and ace&table to dete@me@‘& di l’ige fohar@emd F%of fluopicolide
and propamocarb on cucumber leaves fro@@ gla&shous study ¢ond t&d in @ly

Under the conditions of this stud{the %}an .L metrlc) DFR on gi@mb@ieav%f@las 1.1 pg/cm? per
NN % o
kg a.s./ha for ﬂuoplcohde and %2 pg/cm” perXg a,s fo@opg{nocarb% S

Q)
The DFR from tﬁdy n@y b ed t@reﬁn dfg}ult DER V@;@e in gh)osure assessments if a
@

higher tier assess is rgqmred@

: < o & O
&’ @ N \\ NN S
S O O 0 A &
@,@ %, I I%fateori@ andMethods @
D

S & & & [SEERSIIPN

A. Materials 9 . S {° SE
R S S

1. Test material SN @ O
Test substance: 2 @Opi@%@ @op carbehydroghloride SC 687.5 (62.5+625 g/L)
Purity: @  Fluopisdlide 62.5 gD, Propamocai® 625 g/L
Batch no.: © E@OO

@ X @ &
B. Study design
The\\s,tudy consisted*of @elgﬁ 1al 1n@g1as@use in Italy.

1. Trial dates, féication, ¢ rigﬁndt sm@
%

Location @ N I,@OSO Palidoro-Fiumicino, Italy

Type of &1 (%Q @© Ny Indoor glasshouse
Cr0p§ CQ% g\% N Cucumber, Marketmore
Dofplfarng T O 12-09-2012

Date (ﬁ@arvest 01-10 to 30-11 2012
Number of plants per ha 11110

Soil Sand
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Plot size 194.4 m? divided into 3 sub-plots of 64.8 m” each

2. Application conditions o @
> S
Application type Spraying A @ (Y
N
Nozzle type Albuz AVI ISO 11003, size 110 03 v RN
AN P
Pressure 5.0 bar % © @ %@
L >
Date of application 05-10-2012, 15-10 ‘%%HZ and 25- 1@@012 @3 appho@plons@\\eh 10- @iy
interval between gpraying) R é\”
R QO
Water 750 L/ha @ (QQ& . &© . -~ @Q @
VJ @)
Crop height 0.45,0.8, a@é@l 2 meters a,mst 2“‘1l {4 37 app 1ca<§i9 re@@tively\@
KO ® o
Application rate 0.125 kgtha ﬂu@@ohq/%@ & @%} @@G S >
1 25(§g/ha py%amo@%) Q@ S A é /@% &
on of act e, S .0 &
Concentration of active substance 0&%67%\ﬂuopzo 1de & o éﬁ N §
o) ; o
(%) in spray dilution @ ] 6&%pro piinoc @ [0%9 C‘}g § § @)@
Growth stage [BBCH] é 61 % 71 :§ 15‘>g§7and§*’ app@atl(;@res vely'
U N
Air temperature °C 0 % 25, % at &5 Z“d a@ﬂ 31 @%11cat ns recti@g@ly
©
Relative humidity [%] v &« | 36 (§ 43 %4 1% %and 34 apphggtlon@esp;ctwely
.9 9O NN
. v § x% ~ e
3. Leaf sample coll@gonse@@ %@ C& "\

Leaf punches Wer&llem@d um@a leﬁpunch san@ g'\ sa ple 51sted of 40 disks of 2.523
collect

cm diameter an iskaarea ofg%mz A Sampl e was” e three sub-plots to provide
three replicateg@t eacSam ng d unch\\ﬁ% we take om uﬁier middle and lower portions
of the foliage¥nd i rlortand e erlor %%mmgﬁ Con@ol pufizh sarffples were taken prior to the first
produ%ﬁﬁcatlon Af;%r the tr@ ples Were fapst tak@w on the day of application after the

NS
spray ried X o @ N \@

o U
4. Dislodgeablecpesidue coll@on @5\9 2. &
N O

Dislodging per‘@n d fot later r@%ha%@lour{@fter sg%ple collection. Samples were dislodged by
adding a100 mL of a 0.0 us s_@ ion 6P Aergsdl OT (a docusate sodium salt surfactant) to the
jars coz@g the leaf unch s@nple ere placed on a shaker for 10 minutes. The solution was
decantef*and the pr0€@ss repgt by ad sample of dislodging solution to the leaf samples.
Eachs@nal dlslodg con d 01@ 0 %, of dislodging solution.

@° &
5. Control @d field\recoxery sagﬁles@

Unsplked& trea&d con@ﬂ s@aples Ware collected using the same method as for the treated leaf
sample% @@

Spiked dtam @sedﬁi@ demonstrate stability of the samples during the study and the ability of the
a@lcal @ethod@é re@ver an analyte. For spiked samples, fluopicolide and propamocarb were
applied ithe field and leaf samples collected prior to the first spray application. Spikes were 0.01, 0.1

and 1.844g/cm? of test substance (corresponding to 20, 200 and 2000 pg/L respectively). Dislodgeable
residue was collected from the leaves in the same manner as described for treated crop. In addition,
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control samples of dislodged residue solution were also spiked. Three replicate samples were collected
for each spike.

6. Analytical method ®\
@

o
The method was by Stuke, S. and Diehl, P. (3013), method number 01353. @JQ &

Acetonitrile and an internal standard solution were added to samples, tl‘%samples we@lte@ andg,
analyzed by HPLC-MS/MS. The limit of quantification (@Q) was set to20 ng/L. s c\@ é\g
@ Y S O @
g O Q
R T S

I1. Results an@iscussion

Q'?Q}

No residues above the LoQ were found in the%)ntrol@jlmp

@@

N
leg”

N o
Spiked leaf wash sample recoveries showed@cc 111t f thefnalytival mefiod. For icolide
mean recovery was 93% at the LOQ of % pgl& pr ca% mecove wag 98

&
e 4 s,
é\@b\o%Q
& S
a

%) % e
LOQ of 0.01 pg/cm?. & ©& N @

v
Mean recovery of spiked field sa@les %ere a@%%@fo@oplc& amocarb
1 %o

respectively which is within acce%%a ity@riteria (of 70-to standgrd d viation was
11.5% for fluopicolide and 12.8% for plzg_pamC)@@J@rb s@les hlnept Kle levéts (of <20%).

>
The residues from field sam @are ‘showniin the tdble beﬂ@w "@Qon rt to D@{ %‘rectlon for the
application rate the values o EJQR ar@@xpreﬁcd in pg/cm’ per k%& S./ha. @@ %

Table 7.2.3-07: Dlslodg%%le %llar re@due ﬂlcoll@“and ﬁropq@cak@h cucumber leaf

unch washing specimens g
DALT | DA2.T DAs@’ @luop@hde § Dz@ U @)pamcarb DFR
@ § @@pg/c?@b @opic@ide pg/cl@ Propamocarb

@@ Q) &\ \\ e pg/c%g@ peg)] O pg/cm? per kg
S D N S| kgas/ha & | S a.s./ha

0 SHIP O 13BN o 4 S 6150 2.52

1 F ~ 4 0@ N [ @096 41370 1.096

o | ) \“j &

3 R ey 7|0 al 184 0.277 0.2216

7 G © 0084 oo  Olosr . 9 [0.075 0.06

10 A & AD0.0180 Q144 N 0.018 0.0144

10 0 @1 028> W |Q312%, 1.825 1.46

11 1 7 & S o - & 1.708> 0.562 0.4496

13 3@ 97 ¢ 084 © L OT149P 0.180 0.144

17 NS 0.099° & | ay92 0.061 0.0488

20 10 S 00387 . 2 [9.304 0.020 0.016

20 10 D Q 0228 & . ]1.824 1.312 1.0496

21 THESE NLI83 o> o Y | 1.464 0.410 0.328

23 13 387 - J014D 1.128 0.188 0.1504

27 17 . 7910819 7 0.952 0.212 0.1696

34 24 ° 14 @ 0079 Q 0.632 0.060 0.048

Geometric L@an ) N0.134, 1.072 0.239 0.191

DA(1 )T iﬁﬁrst) @at )

DA(2. )T ] second) tre;

DA(3 er (third)

treatQ t; L 0‘ 0. 0

atione was@’l 25 @a fluopicolide and 1.25 kg/ha propamocarb

)
The n&@@ DFR was 1.1 pg/cm? per kg a.s./ha for fluopicolide and 0.2 pg/cm? per kg a.s./ha for
propaniocarb. This value may be used to refine worker exposure assessments if a higher-tier exposure
assessment is required.
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II1. Conclusion

Under the conditions of this study, the mean DFR for fluopicolide was 1.1 ug/cm?2 per kg a.s./ha and

the mean DFR for propamocarb was 0.2 ng/cm2 per kg a.s./ha. This value may be used to refine @(er S

exposure assessments if a higher tier exposure assessment is required.

Assessment and conclusion by applicant: v N

The GLP study is valid and acceptable to determine the dislodgeable foha&%ﬁ;lde (DFR) (&up}ﬁﬁhd&?@
and propamocarb on cucumber leaves. @, &

@
Under the conditions of this study, the mean DFR for ﬂ?prcohde 1 1 pg/cm? @er kg@,@./h S
the mean DFR for propamocarb was 0.2 pg/cm? per@ a.s./ha. & Q ©©

Q @
This value may be used to refine worker expos sessments if a higler tle@rposge assessmengys
required. @ @g@ % I@L

@

Combined exposure W\% \@ \@ @Q % ©©
F > TS

The product is a mixture of two Sive éﬁbs‘rar&% T@f e@'a C 1ne§ e assessment is

provided. Only a long-term comb@d e)%osure%ssess@nt 1u1r Sp an@ﬁuoplcohde
are not acutely toxic.

At the first tier, combined ex re 1§ealc ted as @ge suth of th@%ml@nent e@osuréwnhout regard
to the mode of action or me m tar f toxicity. @mally&’che @dlvidu@Ha d Quotients (HQ)
are calculated for all act i@ subst the b&asse ing the g poe@e ac Z%‘ing to appropriate
models and dividing the 1Hd1V al exposur vels @/ the@ egtive systemic ADEL/RVNAS. This is

equivalent to the pre@ted osur@ as ‘V@of systsl 1C£@EL/ %‘co d&&mal. The Hazard Index
(HI) is the sum of @mdr@dual

@
Table 7.2.3-08: @ rm risk askssmel@rom&éembnﬁ e ur&i@ fluopicolide and
ropamocarl,;\\ p oes O @
&Q

- SE
S % @ @7 Estimated exposure /
N Scenari(@ @’ g @tive %@tan&e AOEL (RVNAS)
S @ é T O (HQ)'
Crop: Potatoes( & AN
Application rate: g/ a op lzde g@% kg/hcf@ropan@carb@
applied by vehicl@mo @
Operatets, nOI‘l@ﬁQ wo@ear \ &@prco&@ 0.0365
For de@olease refer to 7.2. @nlyc%pmp@%caﬂ%@ 0.1566
the wo ase scenarro reségted
P @ C&ﬁllaﬁ@ risk Operators (HI)? 0.1931
\y\’ Res1denf§s‘ Adu@é N @ @uopy}\@ﬁde 0.0562
\w))
For details p Prqp%mocarb 0.0853
the worst C?@ ‘S P ted& Qumulative risk Resident-Adult (HI)? 0.1415
0 esu@% — CHj i’ @ \ﬁluopicolide 0.1317
For ﬁls se T . Only | Propamocarb 0.1919
v\é y P
th t- ted
e gors SBe scemppio lf§e ente Cumulative risk Resident-Child (HI)? 0.3236
Q o
@)rkers, with Workwear Fluopicolide 0.0829
For details please refer to 7.2.3. Only | Propamocarb 0.1324
the worst-case scenario is presented Cumulative risk Workers (HI)? 02153
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1

The higher exposure value either from the 75" percentile of each of the four pathways (spray drift, vapour,

surface deposits, entry into treated crops) or the sum of the mean exposure values is taken into consideration
2 HI =Hazard Index @ ©©
3 HQ = Hazard Quotient N N
> @
For potato uses the Hazard Index is < 1. Therefore, the combined exposure @gll active suﬁstanc@%%
FLC+PCH SC 687.5 is not expected to present a risk for operators, worker: % bystanders @d re@ents
No further refinement of the assessment is required. %
Table 7.2.3-09: Long-term risk assessment from comged expos@to ﬂuoplcoﬁge a:@ v\g
ropamocarb on lettuces < N
& @)
@ &’ &98121 ated ex@sure&/@
Scenario ctive Substq@ce @ R AQEL ( NASW
& > @ L @Oy
Crop: Lettuces (Field) & N
Application rate: 0.1 kg/ha fluopicolide / 1 k, /h@pr carﬁ;\g @ b@ @ S % g °
Applied by manual hand-held sprayer § Z Q N © (g@j @
S .V A
Operators, normal workwear UOP@ otide @} .S & S| S 83321 (\\§
G
For details please refer to 7.2.1. Onl§ Prp%mocaf@ <& g § S&J {@0.1565
the worst-case scenario is presented, S QO © N Xy
Q' | gumulative n@Ope@rs (H))? X & 0:4908
. )
Resident - Adult’ &@@ o %Flugqplc::(%hde@’ K O 00335
For details please refer to].2.2. @}y P@amq@%rb © N & . G & 0.0491
the worst case scenario 1S>Rresen§d %um ive %k Re%@imt- Advilt H])® [ 0.0826
) . o[ D
Resident —@illdf N %oplcoh@e,é S é N 0.0806
N
For details please er t§7 2.2, @ly %@opamocarb @© ,ﬁ@ < 0.1094
h
the worst-case S 1‘10 ese&e Cu)%llatw&lsk Re%elld (é%\)z 0.1900
C> S
Workc@ w1t?§\forl%ear o F(iﬁ)plgof@e @G © @ 0.3437
o
For deiz{%@@%lease refer to 75$0 l}g opat@carb\ «(\@ v 0.5488
h
the woigh-case Sce“a“@@pﬁe d N Cmiulativerisk Workers (HI)? 0.8925
NS S O
' The higher e@ﬁsure alue r frm\:g\he g@ﬁercer@le of@ch of the four pathways (spray drift, vapour,
surface deposifs, elé@ to frpated @@f)s) oxthe su 6* of theﬁam exposure values is taken into consideration
2 HI=Ha nde @) 0
S
3 HQ = Hazard Quotient% D @ @\ (S
ST

=)
For lett§ € uses th z

EXNS§

ard,In
FL%@CH SC 68TS 1s néxpeé@’ tog

e askess
N

No further reﬁnement 0

&
S

1 ere@ the combined exposure to all active substances in
csentCa arisk for operators, workers, bystanders, and residents.

s)

*“<

Hl@l 1s r&@lred

N

%
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Table 7.2.3-10: Long-term risk assessment from combined exposure to fluopicolide and

ropamocarb on cucumbers JJA@O
Estimated exp@o re/
Scenario Active Substance (S AOEL (RVQAS S
i Mgy <
Crop:' thcumbers (Indoor) o % § QO >
Application rate: 0.1 kg/ha fluopicolide / 1 kg/ha propamocarb %, N e 2 Ny
Applied by manual-knapsack sprayer @ N R > o@
Operators, with gloves and coveralls . N >~ Q %\J
during mixing and loading and Fluopicolide &©Q S @ \" §
application. Propamocarkg@ Q o & o 01560 @
. v Z )
For details please refer to 7.2.1. Only C 1 %@ isk O @ R Q @
the worst-case scenario is presented i " o per@s (H{) @ @\ 002&?6 N
Z
Resident — Adult’ Fluop@olidg@ g}\f @§ %@’ @§ < N/A .
@ R O MRS
For details please refer to 7.2.2. Only ‘i@%‘mie\@@ S N mQ N7§1 J(@
the worst case scenario is presented unp‘i‘l@tive ridi Resiﬁent- A&lt (Iil¥ ﬁ@ (&4/ A S
> "
Resident — Child’ &© %Fh,;%lcohg&\ NS @ N/&
= ] @ >
For details please refer to 7.2.2. y &yopam6garb @ @\hQ & O @@ <) NA

@

(53 S 7 < ©
>« Cumulative Fisk Rég%ent@&ild (HI)? S SN/A

, 2
Workers, with workwearand & F@pico@%’e Q@ 5 N 9 ¢ 0.1651

protective glove§) O @ R
N § & IO
For details please refer to 7 @Onl %ropw 20 - - S o

O \S)
the worst-case scenarigJs presgited =, Cwnulati@»@risk(mrke&HI)z A > 0.4112
@\ I S D @ <
' The higher exppsure @’ue either froﬁ&ﬁe 7&“1 perceﬁ@le of.&ach o Q')“ fo thways (spray drift, vapour,
surface depo$its, e\@g into tsated @{ops) o(%he sul&}fthe an uretx;l ues is taken into consideration
? HI=Hazagdindex” © O« 2

the worst-case scenario is pres%@ﬂ

 HQ=Hazard Qffient ™ o : S o (@
N T O T
e X
(S S A ST
For lettuee uses the. I_@Zard\l%exy\if <L @a%ref%@, the Combineéd exposure to all active substances in

FLC+PCH SC 68 Es notexpeeted tog@sen@y risk opg%ors, workers, bystanders, and residents.
r

No further refineggicnt ofithe agsessmehs 1s required.

OQ% §g @%t S < @j@

@ 9O ¢ . Q . O
O O 9
Overall conclusion on combi exposure ¢,
y >

Exposm@éstimatesog%dictQ:cepta%le ri@ for’eperators, residents, and workers for all intended
uses of FLC+PCH'S€ 681§ fro 0ml®ed leng-term exposure to fluopicolide and propamocarb.
Propamocarb and luopicoli e, are rot ac@y toxic therefore a combined acute exposure risk
assessment is l@sneede S @ &N
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CP173 Dermal adsorption

Fluopicolide @

A summary of the dermal absorption rates for fluopicolide in the fluopicolide + prop@n@rb@
hydrochloride SC 687.5 (62.5+625 g/L) (also named FLC+PCH SC 687.5) folation is pre@@ted i

the following table.
‘ & &
S S &£ o
Table 7.3-1: Dermal absorption rates for fluopicolide jn FLC+PCH S€ 687.5 N N
& ﬂuopic%@ S Q\ @ &@
& Value v QS 0
D (% of 1 © @© @
U% (%o d@ ap&led) & & o
Concentrate @W \0 26}7@ mN O o @
Dilution & 5@% @j}’zs g &S
o LY
(dilution factor) ﬁ© %@ @@ g Q@’ ((%g @}% @

o
RN S
S @ 6 % O & &
Justification for proposed values — é’lo i%g ide 3 @ @ @9 < @
The proposed dermal absorption tes fo@ﬂuop%oh e dre d 01@ tro @anﬁﬁ% in dermal
absorption study using the FLC+PEH 8¢ 687% fo atio ? sumrﬁarlzed in the
following table. A summary e s@y considerifgg the {h 1., ab ionyis déscribed in detail

below. The absorption through ra%m is @@ des&rlbed @g} is sg ma\ ecagse it wilt not be used for
non-dietary human eXposugs asse§entsy N

LN
Table 7.3-2: Summary §th@§sulgof swﬁt@ern&b@rptmn@udlqﬁ)r Fluopicolide

Test Concentfte | Sfiray 10n JForm lon \9\Just1@atw rov1@ on Reference
{dllutl acto)y in study 9 re@yesentativity of study
N D é\ Y N mu@on furrent
©© ©\ & @} AN & product
- © S
In vitro| Hdmangy> | Hyman; FLCHPCH _{Not required, @ M-222382-01-1
(rat/hum@n?ﬁ().26% 5.1% % @ SC@TS © @ Qy
N Ol @m ISHRSEEPN 2003.
&@ R @ o 4&“ N @ % o\©
& & G o o S
> & > R
Data Point: QIKRT3I/MG = < L
Report Authgll? ¢ Yo Y Y
Report Year: 03. & Q 9 O
Report Tj % (14(®XP 20®@omp%ative in vitro dermal penetration study using human
° an&t skin X -
Report No: NS
Dotuyment No: AM-222382-010 A

Guideline(s) fol@wed in EU& irectiyg)91/4 }Q7EEC Annex III, Section 7.3; OECD 417, 428 (draft) (2002)
study: & « | QL O N

Deviations cufrent ne @
test guideling: & @® v 9
PreVio%@/alu@n: e ye@{/aluated and accepted
A Q| DAR (2005)

fficiglly O Yes, conducted under GLP/Officially recognised testing facilities
r@gnis sting @
facilitie®
Acceptability/Reliability: | Yes
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Material and methods:

Rat: . @o
5 v

Species, strain: Rat, Sprague-Dawley CD N
Source: Charles River (UK) Ltd, Margate, Kent, UK. S @®
Sex: Male. @JQ & @®
Number: 6 N
S SEES
Anatomical site: Dorsal QO ¢ \25@
Skin Preparation: Each rat (identified by tail maff$) was kllledﬁy cervical d@)c&%ﬁﬁ or @Q
overdose of carbon dioxide. Atter sacrifi e rat was ith =
electric clippers and the sl@a removed. g@mectlve tl@e bl@)d a yc&©
residual fat were remov. @

ed\from the defwis &ng aorbel&tlssue@l"h
resulting full thicknes&m membrage wasdhen wip ed b@eﬂ @@ﬁh @

ethanol/water to relg& ve re%dual and@food% ip
hydrated with distilied wéter re rm fomin m ni de atome

was used to cut %ces W&'k \ ich @nta&e ep@ermls@ld s@’ @

dermis S
Human skin: Source: Int nst for the Ad@ncen&}t 0 @dlc@o UsS
AN Ro <
Number a ono@ femﬁ% ¥ S %
Anatom @?1 regl@l’ Back. v ®\ @@ > RS
es

Th1ckn aﬁgﬁ@oxn@?ly @ um@@

Test Material: LN
Non-radiolabelled: Ba§ AN02 & @g& &@ \@ % ©
 Burity 3‘V@V/W @ <2
Radiolabelled: phe 1-U-14 —ﬂu&oh@ QN
EL%200 2 é& W D
ﬁc\@@ 1V1?§y5 o s
dio he rmula 9
@i%a & yalhe R @l @ LS @@

@ \N
Formulatio§ @b Tl@fom@tlo%@d 1@}%5 ex@nme&tas he Fluopicolide + propamocarb
(g

Hydrochloride fo@la‘um@ ( 11120A, specification N°
\@9 210208001 1@ conteinin @lid af concentration of 62.5 g/L. It was
&@ @Q useﬁ? twosiominal co@tra@ s of@uopicolide: neat, 62.5 g/L and 0.25
Q\ %I?dy he\éz}gnéeg rm%&twnwere g%d concurrently in the in vivo dermal
S @ N @b

Test syste%@ ©©Q @) Q @
e Sc\%—Dl ﬂow—ﬁarou% dlffuswn cell (Lockley, Roper, Howes and
% 111@ 19% ) WS con@ucted from stainless steel and permitted the
@7 \@9 confents o he @epf? chamber to be continuously stirred. The skin
%, § na%mbr S W@ maiqtdined at approximately 32°C using a water-heated
N @anif@w Th@ﬂm@e of 1.5 mL/hr allowed approximately 6 receptor
@° chatber nges per hour. The receptor fluid used was physiological
$ %% sgle, st‘ggple nted 5% w/v with bovine serum albumin, adjusted to pH 7.4.
@ Q in samplesivere cut from the dermatomed slice and placed onto the
@& @Q Oreceptdr chamber of the flow-through diffusion cell. The donor chamber was
§ @@ % the» fixed in place providing an exposure area of 0.64 cm? skin and the
§ @ § assembled diffusion cell inserted in-line in the flow-through set-up. The
Q é@ @eceptor chamber was warmed by a constant circulation of warm water which

@ maintained the receptor fluid at 32 + 2°C (close to the normal skin
temperature). The receptor fluid was pumped through the receptor chamber
at a rate of 1.5 mL/h and stirred continuously whilst in the receptor chamber
by means of a magnetic bar.
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Skin integrity:

The integrity of the selected skin samples was estimated by measuring the
penetration of tritiated water (*H,O) through each membrane prior to
application of [“C]-fluopicolide. An aliquot (250 pL, occluded) was apghied

to the surface of the skin membrane and the lower chamber perfusgdwith @7
distilled water at a flowrate of approximately 1.5 and eluant &l ect@
at 30-minute intervals. After 5 hours, residual *Hf® on the su face of |
membrane was removed, the surface Washedéylth dlstllle®§vat Qand @
residual *HO removed by prinfifg the upper@amber Wltla\\?hstked Wat@

and perfusing the lower chamb& with dlstll Ywater over@%ht y\g &@

Tritiated water was used as@ indicator fg % e skin mel@”ranest a Qbe@g}
of the samples fulfille exclusmn ter@ﬁ of vin &a perm abi 11@
coefficient of less than¥)0 x 10"3 c p1 olfde
absorption data fromsskin m@glbran@ Wlt p Vag r tha@ .0 )&L 0~3
cm/hr, it was cons1@red&@t if @e tot bso on a abs%rptlong%roﬁleso
were similar to thgse of@aemb@nes W@l K Value f less@han

cm/hr, in the siﬁﬂfe gr&% the\}ata from th&%cells@zould\be acceptab§

Two huma ells @Q\lls % orn thp hi tgdos Qou $and Sre cell
(cell7) frofn the A4 d@se (g&lp 3 th@ P V3.‘E@€S were
greater than 3, (%x 10 %:m/h% @ @ \
Cel%@z av13 fr@l th@gat 1§h do Q? group© (gr(@) 2) “were excluded
begause &f poor @@ove&es of %dloacQ ty.. @

N 9
2 &’ o & S &
Treatment: %, Prl@ doging, the ﬂov@ate v@ ed approox\ﬁ%tely 1.5 mL/hr) by
S weighi e r@epto@ ssed over aJmeastted period of time and
@ JUSIG ﬁngl Sam -v- pto fluid wggre taken and analysed for
@ \ ba ck«ggou radl% ctivit \(res1d® tri ted @ter) All cells used had
©© ©© acggptabl &)W g&f@oacmﬂty lewels ( pm) in the receptor fluid prior to
o d?@smg
\@9 %The d@se p %ra‘uc@was a%)he@to th@ﬁ(m membrane with a calibrated
&@ @ edi acement plﬁe atdlte rate® approximately 10 pL/cm? exposed

\ ﬁ{{\;‘n areg, (6.4 L dase, un- occ@ed) The actual amount of ["C]-
@ op 1de%$pphe sd ined using quality control (QC) checks taken

dur@ and‘:ﬁwfter d@smg dose group.
. . @
Samphng.@@ @© @receﬁtor fkg@paSs%ng ough the receptor chamber was collected into
AN asti 1nt s héld in a fraction collector. The fraction collector
@’ @2 was@ioved éh af@dose\%phcatlon for each group was complete. Samples

V%re th%colle@ed h(&ﬁy for the duration of the experiment (24 hours).

@%t 8 @\rs afterap Qatlon the skin was swabbed with 1 % v/v Tween 80 in
@" aqueous um efloride solution (0.9 g/L) until no further radioactivity was
g%ve(ﬁ‘conf@ned with a Geiger-Miiller mini-monitor).

@Q @Qt th@end OQhe study, the skin membranes were tape stripped using 3M

N) AN Se@@h "Magic" tape. The initial two tape strips (1 and 2) were collected

@@ @Q .Separately into glass vials and represented residual surface (non-

Q© é@ @bsorhed) dose. Subsequent tape strips containing the stratum corneum

@ were pooled in batches of three and analysed separately (6 to 12 strips for
human skin). The remaining skin was retained separately.
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The receptor fluid remaining in the cell and outlet tubing at the end of the
experiment was retained and analysed for mass balance purposes only.
The diffusion cell components were also retained, washed and@ﬁe

washings analysed for mass balance purposes. ®\ (2]
@
Radioassay: The amounts of radioactivity in the various samples&ere deten‘gled%
liquid scintillation counting (LSC) % Q ¢ &)
< < O N &
Findings: X @ < Q\ @ &@
Fluopicolide was demonstrated to be sufficiently solugle in the recepgyr fluid to a@ anywisk o@ﬂack Q)
diffusion. @ N S S @
. . 9 S EN
Measurements of the homogeneity of the three c@entratlons of form@tation a%)ll%@ldlc@d th
was acceptable. “ &' @6@’ 'Y %@’ @6 \% N
The study results are presented in the followi@ tal é@ @@Y}’ Q@jx b@’ (e @& % o
Table 7.3-3: Distribution of radioactivi@%lt Z&urwfte@ose ap%lica@ of£4C]- f&gﬂe
in a SC 687.5 formulation at the ratf@ef 6%%& @}hum&n ski m@& (Alleells) iy
Dose Level: ® SN, L& (I g Gr@ uman HD
62.5 g/L. TTRATIRITSR E - ou I
=8 Dist@buti@ of ra@ioactiSity (Ydpse gg@ied}\@ O KNe=1.2
T | g TR o P&
Donor N° M S HLe | W1 4 =R | H2 S
Sex JFemalen F@%e @} emal®” Feﬁale . Feng\e@) 9
7 g AN
S 2 & & & . SMEA
Cell N° o 819 29 &> 5 6 PN SD
© Xy O
Skinwash8h & | 99.§ @@.55 O 0 | @95.32 > 825% 92.02 6.48
Q7 N | N NN AN 4
Total swabs @Q B 99.95 82:83 9232 5 9532 | “89.96 | 92.02 6.48
Q o (3
Total SC 148502 & | 00070 w032 | 249 (<§m21 b 115|079 0.89
— 5
Donor ché@iber @0%) ,@\% n.d@? @d. @ n.@é\? n.d. n.d. n.a.
N4
TOTAL NOI@©0§ S @Q O
ABSORBED 2y | ¢100.02. @87 N 94,50 | A\95.53 | 9111 | 92.81 6.40
Totalskin ¢ 4 047 | 000100 1823 1O 0043 | 0050 | 033 0.73
= Q 7 :70@-/ o, &
SC3-5 @ O @075 O oo¥s | ©°0.1087 0086 | 0085| 0.09 0.01
) N Q >
SC6-8 @Q o | Qnd.P @%9 nd. | 0.036| 002 0.03
=y s
5C9-1£9 .9 @?61 T R - voss 0.036 nd. | 0.04 0.04
Y
SC#2-15 A 0.04p Ghd N nd nd. nd. | 0.01 0.02
o Ny R
TOTAL SC 3+° 0985 | o, 0.098] 0255 0.122| 0.121| 0.16 0.06
% N
TOTAL DOSE SITE® | £9.19¢ ) 0.108 0.264 0.134 | 0.133| 0.17 0.06
Q @
Receptor& d 2> o) Ao Q
S S
(0 - 240 ﬁ\@006 0.015 0.007 0.016 0.017 0.01 0.01
% ?q\\IZ) @@TC@I > n.a. n.a. n.a. n.a. n.a. n.a.
240 D £ na
Resi(ﬁl@ receptor fluid n.d. n.d. 0.000 n.d. 0.001 0.00 0.00
Receptor chamber n.d. n.d. n.d. n.d. n.d. n.d. n.a.
TOTAL DIRECT 0.006 0.015 0.007 0.016 0.018 0.01 0.01
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Dose Level: Group Human HD
62.5 g/L N=5
=8 Distribution of radioactivity (% dose applied) KN°=12 @° @
N
POTENTIAL D @§
(dose site+ receptor) 0.20 0.12 0.27 0.15 0.15 @ 0.18 @, 0.0
POTENTIAL W N
(skin+ receptor) 0.01 0.03 0.02 0.3  003| 002 @01 e,
J N 2
TOTAL RECOVERY 100.02 82.99 94.77(@ 95.67 <§\i.26 929 Y 6.@3
W ¥ @ 9 <)
< o I & e
Evaluation according® EFSA Gui@%lce . S Q (@Q© QG
) S
loed < No. e { o @
Absorption >75% within half of study d,uratl(@’ (intlude S@valu@ LN &
S) Regry §g§§% @&)rre(ﬁ@l nee@
ol aceordingto £ q desptopls
Total % Potentially Absorbable ad]uc&e aceQ! 1ng%tg F % %@ site +%réceptor)d (\
> (ZQ< (&Q 25&
# Normalisation was applied to all values as n §01ﬁc s%%nple t %ppe be 1y @nmbl@r the % recovery from
any of the “absorbed” fractions. Most prob ue to, ses % the s!{ﬂ es or@ over ate o@e amount
applied.
. . © & < @
SD: standard deviation @ RS oy (@@ @® Q& @ ©©> K
n.d.: below limit of detection; n.s.: n @mle; n not a@cable. S @ @
In the above table, the presented means do@t alwa&%lcula@}(actly @n the pre&sente@ividu%%ta. Tiig)is due to rounding-up
differences resulting from the yse ot the spréadsheegprogra <

The mean recovery ofithe cel % bel&w 95"/@here§’e the@ita vere n rmahze(@)r all cells except cell
S e theShia e nge

N
Table 7.3-4: Disty utu@%of radioactivity at 24 h(ﬁ?s afi dos pplﬁgﬁon of [1C]- fluopicolide
in a SC 687.5 ﬁ&%nu ion at the rates of £2.5 g/k. to lLu an §n samples (All cells), Normalized
S 10 O w
Dose Level: > 3 o o\@ @ © Group Human HD
62.5 /b’ % 2 S B @ @’ N=3
~ERA < @)mtr{@tlon of rad;@ctlw % dpge applied) KN°=1.2
4] o
Donor N° 2N \ Hl?”\g (ﬁl ’ W H2 H2
N4 5
Sex @Q F;@le %}em&e@ Fe%ale Qy Female | Female
=4 D) U o &
@ S @ g & ) S @ MEA
cealne QO © %@ S | A2 3y 5 6 N SD
Q 4
Skin w h @95 %:' 9&%‘? %@67.41 99.63 98.58 | 99.01 1.03
o 2 R § \
Total swabs N 99:95 | 19947 Q" 9741 99.63 | 98.58 | 99.01 1.03
v 2 L
Tdtal SC 1 +SC 2 o .07 Q 039 2.30 0.22 1.26 | 0.85 0.94
N
Donor cham@e@% D n.dg\\J @%.d. n.d. n.d. n.d. n.d. n.a
TOTAL \N%N- <§ v @
ABSORI & S 102 'O 9986 99.72 99.85 | 99.84 | 99.86 0.11
R Q
Total$kin > 70006 0.012 0.009 0.013 | 0.013 | 0.01 0.00
@ @” Ko
S(@’%S & 0.076 0.118 0.114 0.090 0.093 0.10 0.02
SC6. 8(\© n.d. n.d. 0.062 nd. | 0.039]| 0.02 0.03
SC9- 0.061 n.d. 0.093 0.038 n.d. 0.04 0.04
SC12-15 0.048 n.d. n.d. n.d. n.d. 0.01 0.02
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Dose Level: Group Human HD
N=5
625 g/l Distribution of radioactivity (% dose applied) KN°=1.2 @°
N
TOTAL SC 3+* 0.185 0.118 0.269 0.128 0.133 0.17 .06
S @?
TOTAL DOSE SITE 0.19 0.13 0.28 0.14 0. 0.18 | . 0.06)
Receptor fluid v & @
) Q" o
(0 - 24h) 0.006 0.018 0.007,. 0.017 | *0.019 081 | - “0.0Ky
\

%Ratio receptor 12h/24h n.a. n.a. r% nas® na @@.a. Q\ g@
. . Q PRI S
Residual receptor fluid n.d. n.d. @%2000 Q 0.001 § 0.00 ©0.00

Q o © N
Receptor chamber n.d. n.d. @@% n.d. % d. 9 n@é @i‘,d N
@) =2
TOTAL DIRECT 0.01 0.02 0.01 | 002 @02 6\0.01 L 001
POTENTIAL 1.2 & o & d AN
%, Q) S
(dose site+ receptor) 0.197 | 0148 |@ 0286 | <0.157 o 0.165 | 639 | 9 ogp
B
POTENTIAL ENEN & 1.0 &
(skin+ receptor) 001 @gQ\J %, 0.029 6%3 A 0.030° 002 Qo0.01
[« N @ S
L] N NN @5 ) 0 Wf)
TOTAL RECOVERY 100502 ¢3100.00 1@.00 @\Q 100.60 4@&)0 O r 0.01
@ % @ N o O
%§ ~ v <Q S é§
E)&luatlo@cml@ng to @F SA G%ldagp& L9 2
9D
Y o & &e Moo &
Q\bsorptk@q 75%pwithiQalf odyod@atlolfz\ (mglude SC @ues)
H@? X @ @ §eco@y <9(§A NG apph&ble — data normalised
Total % P@@ntl&@Abs&%able ;%’Jus&%%acco‘Fng t@SA(%ﬂezﬁ@(@A)dose site +%receptor) +
(20135 (SD*1.2) = 0.26%
8 NS \JJ 4
SD: standard deglzmon 6@\\' S & \& o\@ ¢§ © %@
n.d.: belOVv\lmlt of detection;%s.: no le; 1@ applic@le @ Q@ \@
In the%bgve table, the pre@ted me@do not always, ulate @ctly frShe the pre@lted individual data. This is due to rounding-up
differences resulting fro,@ghe usep“ﬁthe spl%gglsheet Eygram, S & O
S O
Y RN
Table 7.3-5: Distrib@tion @ad,log&tlvn@at gé@ours@fter dose application of [*C]- fluopicolide
in a SC 687.5form atl(}@lt th&rate@ 0. 2@/L t@uman skin samples (Reported cells).
Dose L%@ e @ @ @@ Group
°N Q Human HD
0.25 g/L. N Ne 6
o Distributio radioactivity (% dose applied) KNe=1
> ~ S @b i@f
Donor N° Q> HY @ H1 & HI H1 H2 H2
& \J
Sex ((Q& % r&ale v Fepale Female Female Female | Female
Cell N° &Q D ©\ |9 3 4 5 6 MEAN | SD
T & T o
Skin was@8 (,\\@.74 80.91 93.37 86.92 82.49 90.19 85.77 | 5.26
S SIS
Totalswabs@, 5 80.74 80.91 93.37 86.92 82.49 90.19 85.77 | 5.26
O e
'l%l SC KC@C 2 1.33 4.96 4.15 5.11 4.81 1.84 3.70 | 1.68
Donor hber 0.966 1.847 2.588 1.233 0.746 0.506 131 | 0.78
TOTAL NON-ABSORBED 83.03 87.72 100.11 93.26 88.05 92.54 90.78 | 5.88
Total skin 0.22 0.40 0.59 0.47 0.65 0.29 044 | 017
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Dose Level: Group
H HD
025 g/L s
Distribution of radioactivity (% dose applied) K N° &
SC3-5 1.151 0.985 0.843 1.734 2.395 0.904 138 0.61
& @
SC6-8 0.259 0.230 0.235 0413 1.003 > 0.695 @%7 @@
e
SC9-11 0.155 0.266 0.332 0.135 0.288 0.349 | 0.22\(\0.09
O
SC12-15 n.s. 0.117 nd. L n.s. %?)2 0.14 o 0.0@ 0.0%
V) N N
TOTAL SC 3+ * 1.57 1.60 1.41\$J 228 | @ 3.83 | S | w0
Q Q
TOTAL DOSE SITE 1.78 2.00 2,00 2.75 § 4.48 %38 @@ 2.565.°1.00,,
@ S ® \)
Receptor fluid %@ Q @o &Q & Q) &@
®)
(0 - 24h) 0.621 0.899 @b@ 1.818 20903 | @ 1.160 R Q@ A.00 | GA5
. NG T D
%Ratio receptor 12h/24h n.a. n.a. Gop. @ n.a: d. | AYna |, nhasyp na.
Q ¢ 0
Residual receptor fluid 0.009 002 &0@.039 O oby %@)08 C 00|  ady | 001
(g Y X N
Receptor chamber n.d. t&%l > n:dy n.d. 0.1 &%Q n.d. &i)é 1o
AN A S
TOTAL DIRECT 0.63 @ 112 @o | S 09D w136 | S 062l 108)] 047
R i
POTENTIAL @R N1 LS S § S @%
(dose site+ receptor) 2.41(5 @\192 N 3.86 A3.67 @ 5.83, 0 & 65 | 1.19
N )
POTENTIAL 9 @@9 & @® S 3 @Q
(skin+ receptor) 5 ° 5o 1.52 @§45 L@ 00 @ 0.9&\ 1.52 | 0.62
T ©
TOTAL RECOVERY N\85.45¢ % <, 104.08] 96.93 93.974 95.54 9445 | 6.2
K 9
L9 ©Eva]@ ion a ngg 110 EFSA deanccg\h {Q\\ Ao

o AN
S Q No. &
(5\\’ @§ ?bsomtlon >T5E 1thm fiatf of stué%uratlgi@ (indtude SC values)
@

¥
g@ {g C§ K ' (\fr\@ R@)very <95% ,Correctlon needed *
N4

NN .
@)@ &\ \ N mean (%dose site +%receptor) +
Q % P%tentlally/,%bsorba@?adjugg& acco%mg to E@ (201% (SD*1) = 4.8%

QO
# Normalisation v%}s appl@@%’to all*&g,lues a% specific samplg t@e app@@d to be@pon bpfor the lower than 95% recovery from any
of the “absorléggl” fractions. Most probab,l{ﬁ e to losdes duri e skin abbn@proced!%or an over-estimate of the amount applied.

N
SD: sta@ deviation @© § L AN ©\

S S VA
n.d.: below limit of detect fog; n.s. i%bsample:\\g .a: not@lca@iﬂ\ Q\ Q\

In the above table, the\}esent means not s caICM@’e exact@from@ presented individual data. This is due to rounding-up
differences resulting $m th of th eads progra

The mean rery cellé@?belc;w%S%x@eref&r@thg@% were normalized for all cells except cell 3.

Table 7. 3% Dlstrlbutw@of loagggty 4 hors after dose application of [*C]- fluopicolide
in a SC@ 5 formuldtion afthe ra of®5 g‘& 0 human skin samples (All cells), Normalized

DoseLevel: @ % @,\ @ \ Group Human HD
025%L @ NS N°¢
=28 Iﬁ’étrlbl@lpn of @Qoactlwty (% dose applied) KN°=1
g R

DonorN° N | Qg ;é@ k@q@ Sy H1 H2 H2

N S N
Sex & v Fema@® Kemale D Female Female Female | Female
Cell N‘\(\@@ @ v Q 2 3 4 5 6 MEAN SD

N

Skin wadh 8h _O> @ 94.49, 89.08 93.37 89.67 87.87 94.40 91.48 2.94

7 O
T@{%swq&@ @9 89.08 93.37 89.67 87.87 9440 |  91.48 2.94
Total S’C®+ SC2 1.55 5.46 4.15 5.27 5.12 1.93 3.91 1.75
Donor chamber 1.13 2.03 2.59 1.27 0.79 0.53 1.39 0.78
TOTAL NON-
ABSORBED 97.17 96.57 100.11 96.22 93.79 96.86 96.79 2.03
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SD: standard devi
n.d.: below lim#

*: tape-strips excludm?ﬁumb@& 2

detect@ n.s.:
In the above table, the presente

differences@lting from the use of the
& @9 Q

Dose Level: Group Human HD
N=6
0.25 g/L Distribution of radioactivity (% dose applied) KN°=1 p.° 6
Total skin 0.25 0.44 0.59 0.48 0.69 030 | 046 | - oa7 §
SC3-5 1.35 1.08 0.84 1.79 2.55 0.5 143 | 2 065
)
SC6-8 0.30 0.25 0.24 0.43 1.07 @& 0.50 S Y @3
SCY-11 0.18 0.29 0.33 0.14 031 037 oz%§ S0 &
v . 2
SC12-15 ns 0.13 nd. Q. 0154 Y 0.5 007 | 0@
N @ ©
TOTAL SC 3+° 1.83 1.76 141 2.35 4@L 2.19 @92.27 Q" 095 ©&
@) o
TOTAL  DOSE @} & Q Q &
SITE 2.08 2.20 2.00 . 284 | Qurrl . 2491 2| O 199
) = Q
Receptor fluid % @b Q\@ Q \© 9 @@
>
(0 - 24h) 0.727 0.990 ©l182 | &° 093] W24 Q%64gp§5 106, 043
@
%Ratio receptor n.a @ n.a. M@ @.a. @ n.a. § n.@j @g.a. % a.o
12h/24h na @ o R Q O & &
S
Residual  receptor > N N E} &% Q\@ (% §
fluid 0.01 0.0 004 | D oo Q.01 |w > 004 wr| & ool
)
i
Receptor chamber n.d. . @¥ f% nog@ Q.d. @ 0.28 § {@07 & 0.11
1S
TOTAL R > > o S’ S
2 9 Q
DIRECT 074 | @ 123 ise | & D N4 | 0650 g4 0.46
5 o N
POTENTIAL ? . > @@ & @j& &@ e o @)
(dose site+ NI
receptor) 262 Q%43 3.78 Q| e D 14 1.21
S N
POTENTIAL S E@ § N o §
(skin+ receptor) 2099 J@ 1@7 O, 450 % 143 | & 2.8 Q9 1.60 0.61
TOTAL @ § é@ | S @ © S
RECOVERY 10600 00.06 [ 104.00 | O 10069 190.00 | _@100.00 |  100.66 1.62
¥ N %
f(\© %\ & Eﬂ\@luatm{&cordlfﬁg to E,Esﬁui@ A
IS @J@ S) O 7 @® Q |
A@)l’pt10®75% v@@m half éfptudy ;iyratlorﬁ %nclude SC values)
N @?} KQ Q @ Not applicable — d i i
pplicable ata normalised correction
&@ @ @ DD O Recv&zery @5@’ needed
S
Q\) AN éﬁ 5 S v ng % Mean (%dose site +%receptor) + (SD*1) =
Tota‘l@ Potmtlﬁlll)ﬁrbablg\]ustg,d@’cordmgo EF%%(ZO”) 51%

h are @nmdes&d\% be n@absorb@ose

amplen.a: noﬁggphcabf%
ans exac@om the presented individual data. This is due to rounding-up

t al calc
adshéﬁrogram

Co%&usmn

&o©

%@ﬂ@\

The dermal penetratlon @ou Khum d@% @med skin of ['*C]-fluopicolide in the fluopicolide SC
t

687.5 formulatiéh w c;nve

ate WO mmal concentrations corresponding to the neat product

(62.5¢g/L) a r&g e spray dl@lon of 0.25 g/L.
@ @ @© §’

Concm%te Q@ 5 gﬂé} @

S
Thesthean @%cent@’e 0@1
absorbable for the neat formulation applying the EFSA guidance (2017) to the study data

poteénti

was 0.28%.

opicolide in the FLC+PCH SC 687.5 formulation that was considered to be

Low Dose level (Spray dilution at 0.25 g/L)
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The mean percentage of fluopicolide in the FLC+PCH SC 687.5 formulation that was considered to be
potentially absorbable for the neat formulation applying the EFSA guidance (2017) to the study data

was 5.1%. ° >
Therefore, the following dermal absorption values can be proposed for use in the non-dietﬁis@
assessments for fluopicolide in the FLC+PCH SC 687.5 formulation: S @

N S ©®
Human Skin v Q N
3 O & °
Concentrate (62.5 g/L) 0.26% © {“ %\ AN Q>
v ¢ O F
Low dose (0.25 g/L) 5.1% ©Q %@ S é\a &
? é R &© Q @© @@}
Assessment and conclusion by applicant: Q@Q" N L @@ R O © @
An acce ieldi i i o @ > (o 6\ > N
ptable study yielding valid conclust @@ N &&j LS S X
L
SN e A6 S S
SO @ L& NS A
Propamocarb @ QE%\ Q ®)

N QD
A summary of the dermal absorpti r@ates«%r pr&g@moo&}%in@@ﬂu

a
Op-
a@é@
D
%
g
5
z

687.5 (FLC+PCH SC 687.5) fornfalation is presented g the folfowin@tabl S) ¢ o
¢ = %f@@@ @§§ §©©© o
s @ 9

%
?,
»
%
&
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Table 7.3-7: Dermal absorption rates for propamocarb in FLC+PCH SC 687.5

Propamocarb s @
. 9, & @
Value (% of dose applied) Q\ g
< @
Concentrate 2.0% @JQ S . ©®
NS 2
Dilution 2.9% @5 g/L &% \© & éf)
(dilution factor) 8.6%7% 0.3 g/L m@ ¢ S L@ 2
N\
> © 5 Q© § &2
N Q ~ & @
Justification for proposed values — Propamoc @9 Q &

\
The proposed dermal absorption rates for pr%amoc%b ar sedx:ag} an%@’wtr \Jrn %km@nal
absorption study using the FLC+PCH SC 68 for@ulatgﬂ Thg@% @@sult e m@marl%d in the
following table. A full summary of the stu% is d 1bec@1 det@ elo @7 @

Table 7.3-8: Summary of the results of s@mtteg\lerm@ absoﬁptlon @dlekﬁﬂ‘ Pro ﬁmoc@b ©§
S

Test |Concentrate| Spray dlluQQ F%nulzﬂsgon ”\Just@mn@ N ﬁre&gg@
(dilution fg%or) p, instady |, pr kS ed 0® @@ QN
@ w\ oy represgiitatidity of © ©© «
AN @ O stutty formy tiog, )
o @) <, | fogcurrefit prodgct ©
Q) > @ - 9
ol 2 2 4 R
In vitro [2.0% 2.9% @ o FL@§C%§ZNM @u 2015; M-
(Human) Q (1 in 125) @9 S@g 87@ % & S1BR05-01-1
@ géty @ § @ o @
N oo @ Q
O §1 §3 N & @
O W28 &) @ o B
S N LN c & S @
o @» NT @ L
Data Poing;” JKCPR3I2) ~Y . O O
ReporyAuthor: @ ? N o S)
Report Year: N 3%, R S N
Report Title: S Th vive,dermihabsorphon in A male rat Code: (14C)-EXP11120A
Report No: 9 SIc®is g LN A o
Document No:@y © 3@238@1 1O Q @
Guideline(s) Yolloweddn D@ldel of }@ng o hemlcals
study: % }ox&@metl opte@Aprll 1984 using
@’ . © | th t didht of est Guideline 427
N e spectl uidance Documents
S %§ th@ %1 fin @ skin absorption studies (April 2002).
Deviations from current @’none@ @)
test guideline: @° @ @%
Previous ev@dion: % § eva@ed @d accepted
ADAR (2005)
GLP/Offy lly Yes@onduotea under GLP/Officially recognised testing facilities
recogn tes ;‘. @Q’D
faciljfies
Apg@ptabl@'/Reha@hty QMes

This s@% is an in vivo dermal absorption study in rats. This study is no longer relevant as an in vitro
study through human skin is available, which provides the best estimate of dermal absorption. Therefore,
this study has not been considered further for this renewal.
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Data Point: KCP 7.3/04
Report Author:
Report Year: 2015 @
Report Title: FLC + PCH SC 687.5 [14C]-propamocarb HCI - In vitro dermal absorp‘uo@udy 8
using human skin
Report No: SA 14050 o & @
Document No: M-516805-01-1 S & L
Guideline(s) followed in | OECD 428 (2004); OECD Assessment No 28, (20@EFSA Pane] o4 Plar@ @
study: Protection Products and their Resiﬁ@es (PPR) dance on Dem@ﬂ AQ&pth@@
(2012) S 9
Deviations from current | None R S
test guideline: @\& < S Q @)@ @
Previous evaluation: No, not previously submitfg N @@ Q o @
(7
GLP/Officially Yes, conducted undeﬁ@LP/O@ﬁéial@cog&ﬁed testing fac@fes N v
recognised testing &) %@ < b@ (o & % o
facilities: > @ Q & O & N
Acceptability/Reliability: | Yes KT D S O IS
@ @ w\?\ <R S
Material and methods: Q K é\” S @’ § @ @ o
Human skin: Source: %}mpred@’ Renﬁes & ﬁ%nor@trlcs, Eegen@n, Eggnee. =,
Numbe d séx: mi 4 dotigrs p&t@os fevel, é@;ale.\
@ &
AnlcaJ\r ion: do n. Q ISEES
> S @ g O
Thickness: 365 (9491 &m & . %
. @ S
Test Material: o O N Q & %@
Non-radiolabelled: ~ “Batchg EKI@)OO@ SN @“ T
0 @ <)
Pun@» 704% (Whav). & \ é& RN
Radiolabelled: J-propamavarb < & RN
@ tCh @ Y @@ &
@ N\ pecific activity: 3@SM mg. < @ r\g
©© @6 R@opur&of Q 0rm§dat101@>98 5§
(N @
Formul&t@ﬁin: w The f@g;@?nu %1 use@m thls ex ent %S the fluopicolide +
A8 @° pr HCI SC 6§35 form 1at1c@\(spec1ﬁcauon N° 102000013376)
N ontalnmg fluo ohde\(62 g/L) a@propamocarb (625 g/L). It was used
§ at'threg womina congghtrations ogropamocarb: neat, 625 g/L with 2 spray
9 @dll@s o@g/lé dnd 0.3g/L.
@ O @ S .9 @
Test systen@ ow&hr \1ffu§g)n ce ystem (Franz’s cell modified, Gallas, France)
% Was ugi to n& bs m- fion of the test substance (exposure area of 1 cm?
@7 sk1 A diffusionoell g@amsisted of a donor chamber and a receptor chamber
%, v\g Wee h1c e skii was positioned. The receptor fluid was Eagle's
N supp@nen@ with 5% bovine serum albumin and gentamycin (50
@° mg/ of &a 7.4. The receptor chamber was warmed by a constant
S %“ ci lati%l of waritn water which maintained the receptor fluid at 32 = 2°C
@ Q ose, to th rmal skin temperature). The receptor fluid was pumped
@& @Q Qthro the receptor chamber at a rate of 1.5 mL/h and stirred continuously
<< O W. in the receptor chamber by means of a magnetic bar.
NS
S AR
ﬁ@n integrity: @efore dose application, the integrity of the skin samples was assessed by
@ measuring the trans-epidermal water loss (TEWL) from the stratum corneum.

An evaporimeter probe (Tewameter TM300® System, Courage & Khazaka)
was placed securely on the top of the donor chamber and the amount of water
diffusing through the skin was measured. Skin samples with a TEWL of
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greater than 15 g/hm? were considered potentially damaged and were not
used. These samples were replaced by new skin fragments which were also

tested for integrity before use in the study. @o S
N N
g
Treatment: The dose preparation was applied to the split—thickr@ skin sampl@wit

pipette at the rate of approximately 10 pL/cm? &posed skin. he.d6se
preparations were assayed for radioactivity content (by LSC) @%sin 0se ¢
checks (surrogate dose) taken b@re during a&?ﬂva ter the dosing praces é\a

i NN @ @
Sampling: The receptor fluid passing grough the re@ptor cham wascyolle ing, ©
glass vials held in a fractl%@éollector T actiqn co ¢etor was Star@ed aftef

dose application. Sam were then ollect ourl§¥or tl@dura@)n of

experiment (24 hours). At 8 hour @st -2 pllca‘u@a thexskin was sw, Bbed
with freshly prepar 1% 8@ an PI%%(ph ate buffer sa ine)
using precmm% w1p ech @mer@s &m@da@c’

professional), i

der@ renme an* r% bsorbed do §ﬂo
radioactivity xyas de%@ted ger emglomt@s, wY At EQg: end& th

study (24 h@urs ﬂ%r ap@eau@ the t]@ated @he i adja nt to
the treatn&e@t sit urregndmgtgyvab&k ere bbe® in sdmple was

tape-strifped %rem ¢ the Btrat seorneudi. Tt@nvo d th{%ﬁ)phcatmn
of Mapaderm adhesiye ta@@(Mo@ onagd secgnds before the
tagg@vas c\&reﬁ@ removed aBainst @ diggction oOf hai® growth. This
proceduré, was §ént1n untibra shf%y @eara g@ of the epidermis was
\e@lden‘[ hlc@lniyd tl@t the stratumegOrnetiy %een removed. The
tape 1ps ere into ntﬂ@tlon vidls f% analysis. The skin

&7 surpund the phca@{)n s&ﬁ&(surr@ndl kin) Was separated from the
@ reated n. Beth SUtFD -»- o Sk@ ani tape &tyﬂpped treated skin were

@@ @\ etal&éd or a%alymk N @ @ §
Radloassayb @ I;\llg amou@ts ota‘%adloa@ywtyhe @rious @mples were determined by
Rz 1qu1c;§@1ntllla¥1jon c@n‘ung @SC@Samp;% were counted for 10 minutes or
Q\ @?}f in an apprepriate$Cintillagion cocktail using a Packard 1900
AN @ T& unter with@ii- 111;{@0mp1§%ﬂ1g factlities. Quenching effects were

Q\ &eterm@'d 1@ %ﬁ tandard and spectral quench parameter (tSIE)
@@Q met ﬁem}{% rrelation cufves were prepared for each scintillation

@ ©Q cockiail andWwerg gul@ chegked by the use of ['*C-n-hexadecane

Q @) sé‘fda 8 Thesscintilfation ceunter was recalibrated when a deviation of

d
% @eg§ an @Wa@ se when counting quality control standards. The
es @
(g

@’ & lim deté&étion Jas takén to be twice the background values for blank
N appr ate@lntlllatlon cocktails.
S
N > @\
Findings: @«\ &
Propamocarb $yas de%bnstgéd tq@ sufﬁntly soluble in the receptor fluid to avoid any risk of
back dlffus@ a @

Q & 90
Measurgents @ﬁhe h&%oge@ty of the three concentrations of formulation applied indicated that it

was ae@g tab@ % @
Tl@udy @@ults @ pre@mted in the following Table.

&
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Table 7.3-9: Distribution of radioactivity at 24 hours after dose application of [*C]-
ropamocarb in a SC 687.5 formulation at the rates of 625 g/L to human skin samples (All cells).

Distribution of radioactivity (% dose applied) @o @
608-01- Group Human §
X2014/2- Q4411 '@
Donor N° X2014/1-6 | X2014/3-7 | X2014/1-1 1 X2014/1-20 | &1 &% _ 1@@
Sex Female Female Female Female Female f(@Female AL b
Cell N° HO1 HO02 HO03 HO04 HO%% HO6 MEAN %" SD 2
Skin wash 8h 78.47 93.40 96.26 (329370 .58 96.25Y 9hi§°
N )
Skin wash 24h 0.0041 0.0441 0.0033 0.1090 .2875 0,095 &%9 @%@.1 1 é
S)
Surrounding swabs 24 h 0.0014 0.0055 O.Q\@% 0.0045 @& 0.0897 | @)039 R 0.0 D 0.0474
ﬁ &
Total swabs 78.48 93.45 50627 93.82 7996 | Q 9630 9%:88
SC1 0.0023 0.0166 |, 0.00}6 0 @@4 > 1.10°§5QZE 00396 | - %.21 ﬁ.%
N
SC2 0.0013 0.0092 [O QQO% f’%?OZZl @§ Oﬁﬁ@@ (03374 0.0 | 0.04
& )
Total SC 1+ SC2 0.0036 0.025% o %07% @ 0.121& 1.2015 O 0.0639 @ @7
> S i) q
Donor chamber nd. obaar | o.oz@ a7 | A 1ame ] ooms 031 &5°0.56
T %, N 7, S q
TOTAL NON- ©Q SO SRS O
ABSORBED 78.48 | ¢ 93. ° .29 94,02 95.47 ) 96, 9138 6.91
\ q N S
Skin 0.0027 Q 04214 | ¢ 0.00@ 0@&1 @O.BQ\Z@) 04014 | °~,0.25 0.31
Z > 7 Q )
Surrounding skin O.Q@ o %”.0191 v 0.@ (@0021 Q 0.39%; @.0092 0.07 0.16
Y % e
Total skin 0.0039 & 0.1405 £0.0083 0.1563 °a 11964 & 0.4106 0.32 0.45
Y )
SC3 o %.0096 S (@ﬁ%& 0.0021 0.1056 &\0.16@ {0140 0.05 0.07
e AN
SC4 O.Q@% €~0.0050) #‘Z” 1| Qois 0.1278 @.0515 0.03 0.05
- QO N
SC5 /07§ @;15. f&% 0.0(84 \Q n.8.Qv 0.009%> Q ns. { 0.0184 0.01 0.01
D @
SC6 S N D @2 ) @_;)@n.s L 1@ n.s 0.00 | 0.00
Y N
SC7 m© ﬁ\ n.s. S, 0.0069% Kns. Y n§ uns. n.s 0.00 0.00
O © O
SC8 © @§ O 008t | © n.Sa{\\\} ®©.| D s n.s 001 | 001
(&
TOTAL SG 3@ 0.0168, ﬁs:‘, @ 0.00@ @310 |©° 02881 0.0839 0.10 0.10
AN
TOTAI@SE SITE 9 0.&’7 @0.20&8\@ @QIIS N 02875 1.4845 0.4945 0.42 0.55
o, 3 \
Receptor fluid @ &\ S . @) %\ N AN
(0 - 12h) N 0.027@7/ 00643 | @ 00359 00375 0.0552 0.0445 0.043 | 0.014
9 > N4
Receptor fluid @@ § @@7 °© § «@j@
(0 - 24h) S (©) ®@6453 N 0.2440 ', 0054 0.0692 0.1967 0.1105 0.120 | 0.082
S 9 9} \W)
%Ratio recgs&r 12h/24h © N Q26 S @ 54 28 40 44 15
7 5 &7 & .
Residual@ﬂuid °, 0.(@5 0.5 10§ A0104 0.0441 0.4323 0.0974 0.18 0.23
N [ .Y
Receptgr chamber @1560 o 0,@0 A 0.0000 0.1809 0.2455 0.1434 0.12 0.10
)
TOTAL DIRECT o 0.218% 0.7548 , Q" 0.0644 0.2942 0.8745 0.3513 0.43 0.32
N \
POTENTIAL AP <
(dose site+ recg@yor) 275 v 0.9636 0.0759 0.5814 2.3590 0.8458 0.84 0.82
POTENTIAR ~ & | O & Q
(skin+ reg@br) @ © 0. 0.8953 0.0727 0.4504 2.0709 0.7619 0.74 0.72
TOTALREC Y [(é %.71 94.48 96.37 94.61 97.83 97.32 93.2 7.2
S & @ ¢ . . .
%) Evaluation according to EFSA Guidance
§ No.
Absorption >75% within half of study duration? | (include SC values except SC1 &2)
Recovery <95%? | Yes (due to HO1) correction needed
Total % Potentially Absorbable adjusted according to EFSA (2017) | Provided in the next table




B ™ Page 69 of 98
A
/BAYER - ) -2020-08-06
E Document MCP — Section 7: Toxicological studies
Fluopicolide + Propamocarb-hydrochloride SC 687.5

*: tape-strips excluding numbers 1 & 2 which are considered to be non-absorbed dose.

SD: standard deviation

n.d.: below limit of detection; n.s.: no sample; n.a: not applicable. @ @
In the above table, the presented means do not always calculate exactly from the presented individual data. This is due to ro@ing—up o
differences resulting from the use of the spreadsheet program. @6 @ @

@ & <

crerore Co S Cre: to cano [el al[(l was €xcC I[(|61 [ ][e st t\ eg[iﬂl I[ele I[e ]]I)(lale(lw&llllsﬁle é@

presented in the table below. Q @ § é\g &

Table 7.3-10: Distribution of radioactivity at 24 hours @r dose appl@%mn of [‘4C]&Qopa{mcarb @©a SC@Q}

687.5 formulation at the rates of 625 g/L to human amples (Reported@ls) Q % [\@}

Distributiontef radloa@j‘yylty (‘%@se agfﬁwd) © @ N Y
S &% . @@%—01- @' Group Humin HD
Donor N° X2014/3-7 Xz()Ml 1| 1 @ X201@ 20 | 0414-TY © K;\I@l @§
Sex Female Qemale\ Fempale @male &% FQ@Q: X @
Cell N° HO02 3(/ H,o%x /&\094 N Hosgg@ cHos & M@@ O5p
Skin wash 8h 93.4{1& 0p6.26 93.70v Ug.ss @ 96:% @4.4@69 1.71
Skin wash 24h 0.0%1 9 0039 9@0 @@ 0.28@5© @75 @ oYo 0.11
Surrounding swabs 24 h @2@0055" QQ&% @0045 4 7 07 %.003@? (;%N).OZ 0.04
Total swabs " 9Fus G96.27>  938¥ %2.9@} ’ L9633 Gy 9456 1.61
SC 1 N @.()\\1))66 @Vo.o@ 80994 | &> 1.1055 %@)2%@7\’ 94.56 1.61
SC2 N | @0092@7 06063 6%%0227& S @%o a 0.0@§®J> 0.25 0.48
Total SC 1 +SC 2 «@} v 0058 | B.o070d 0.@% 5. 1.2015 O o.0833 0.03 0.04
Donor chamber $ S :&0441 * 0.0343 o %77 @\/ 1.3@% 0828 0.28 0.51
TOTAL NONJ‘®%RB® 93.5,& @6.29 A 94.02. N @.47 > 9648 94.88 1.36
Skin v @’\\' ”wv 04214 &0.004@{@ 0@4 @).80}2 P 04014 0.30 0.32
Sunoundfng?in e @791 /® o.ooi?} N.(%Zl \@ 0&9@3 0.0092 0.09 0.17
Total&n* @M 5 @0.1405 £0:0083, @ 0.156%xj ° 1@964 0.4106 0.38 0.48
SC3 @ 0@68 o ©0.00%3§ﬂ %%56 0.1603 0.0140 0.058 0.071
SC4 @V f\% &(ﬁoso f§ p.&ﬁ A0.0156 S 0.1278 0.0515 0.040 0.053
SC5 Y f© @wo.ocz@g) Qs |© 0.009@ ns. 0.0184 0.007 0.008
SC6 - EQ @22 N @5@ @95. n.s. n.s. 0.002 0.005
SC7 ,@ 9 @%0069 O f@j ° > n.s. n.s. n.s. 0.001 0.003
scs, @ 0.3 | &> ns Sy ns. ns. 0.006 0.014
) U

TOSAL SC 3+° 5t ;@6683 Q 0.0$ 0.1310 0.2881 0.0839 0.11 0.11
TOTAL DOSE s@ﬁ No208Y  @gus | osm 1.4845 0.4945 0.50 0.58
Receptor @ \ uid @7 @
(0 - 12h) @ 0.0643 |[~O~ 0.0310 0.0375 0.0552 0.0445 0.047 0.013
Recep@id @? © §
(0 - 2% @% @\% N 0.2440 0.0540 0.0692 0.1967 0.1105 0.135 0.082
i Ratio rec@é?r 1o §° 26 57 54 28 40 41 14
Residya{Bec Fluid 0.5108 0.0104 0.0441 0.4323 0.0974 0.22 0.23
Recep;i chamber 0.0000 0.0000 0.1809 0.2455 0.1434 0.11 0.11
TOTAL DIRECT 0.75 0.06 0.29 0.87 0.35 0.47 0.34
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Distribution of radioactivity (% dose applied)
X2014/2- 6os-01- | Group HumantiD
Donor N X2014/3-7 | X2014/1-1 1 X2014/1-20 | 0414-111-1 KN°=12 @
Sex Female Female Female Female Female °
S
POTENTIAL @P @QD
(dose site+ receptor) 0.9636 0.0759 | 0.5814 2.3590 0.8458° 0.97 @
[ B
POTENTIAL L ©
(skin+ receptor) 0.8953 0.0727 0.4504 2.0709 %7619 @5 & 0.75
q & >
TOTAL RECOVERY 94.48 96.37 94.61y 97.83 | &> 97.32 96.12 1
\J @ N
Evaluation according tq EFSA Guidance /\Q @ O
No Q. N %)© E
Absorption >75% w1th@ﬂlf of study durat%" (@@ﬂude @alues ,é@ept SC1&2) &
9 <
Recove(%%% 0 comtlon IM‘MCd A
v
% @ @ iﬁ% % snte \/orec ptor) +
Total % Potentially Absorbable ad]u@:d ace\Q ing t@SA @@7) ( &

*: tape-strips excluding numbers 1 & 2 which are con@d t@% non-

U

ab&iged d&
& N % N @ v
SD: standard deviation @ @ & @ %\ N
n.d.: below limit of detection; n.s.: no sample; #not ztéﬁ\‘ﬁtable @ Q\ é\’ § @ @ &
In the above table, the presented means do @ always @culate\actl from the @entewd a@a Th@s du t&gounding-up
differences resulting from the use of the spr shee@rogram@ é@ @ & ©©> ©@ S
@ o @ &@ S} S
\@ ©
%
Table 7.3-11: Distribution o adio@rlty @»@4 ho@ys after@jose apphcw@ 0&& %G@ amocarb in a SC
687.5 formulation at the rates of &g/L to l@ma@n s%ga,ples (Albcells)
Sl il NI
S @7 %lstrlb,g,tlon of r@ioactly&(% do@appheﬁ% A:\
N
Sex @ &(nale L\Femaﬁ@ Female «(@ale @ Ferpale Female Group ;I:?an HD
@Q X & X@%Mz- \&%14/5§ A2 | @ KNe=1
Donor N° Q @2014/4 0] A o 12 B89 @32014/2 X2014/6-1
o
Cell N° Lo ﬁﬁﬂ HO8 4@@ @0 10 gj@ HI2 MEAN SD
9 7 S
Skin wash Shy, o 858 @ C%1.99p 8830 93 62 89.00 | 87.92 3.84
N N N
Skin wadih2ih v, 6 s 060 0339 om 000 | 0.3 0.13
Surrounding swabs 24 hSQ $.0180 O o.ogg@ 9045 %% 0.0073 0.0022 0.0083 | 0.01 0.01
~J O S
Total swabs 9 f\% 864 &?69 v 82,01 4 93.65 89.01 | 88.06 3.83
N
SC1 o . D) 6363 | @0.0;6 D" goR @6.1 19 0.005 0.012 | 0.10 0.14
N4 Y
sc2 @0.02@( 0@ @@)22 @7;@ 0.115 0.011 0.003 | 0.03 0.04
ﬁ A o 4
Total SCLEGC2 9 %09 D 0a4Y 0.23 0.02 0.02 | 013 0.15
Donor chamber &N 20068 1 0.614) 45% 0.152 0.096 0543 | 027 0.24
S QS
TOTAL NON- | @y Q)
ABSORBED S 8@6@ @940 | & 82.14 89.22 93.76 89.57 88.46 3.85
N4 Q
Skin N Q0 &96 0.09 021 1.20 0.02 0.16 | 044 051
v 2
Surrounding §1<§V o (($ 0.17&_ 0@? 0.042 0.028 0.007 038 | 0.15 0.16
Total skip- 2 @Q © @ 0.37 0.25 1.22 0.03 0.54 | 0.59 0.49
N
SC3 % N ﬁzs 0.050 0.033 0.091 0.009 0.002 | 0.035 0.032
D> o ©
SCA &) 0.025 0.043 0.035 0.120 0.008 0.011 0.040 0.041
SC5 fr(§ n.s 0.061 0.032 0.127 0.020 n.s 0.040 0.048
N\
SC6 n.s 0.033 0.031 0.102 0.025 n.s 0.032 0.037
SC7 n.s 0.484 n.s. 0.108 0.022 n.s 0.102 0.191
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Distribution of radioactivity (% dose applied)
Sex Female Female Female Female Female Female Group ;,Il":an HOD
X2014/2- | X2014/5- | TRA2001 KNe =@ §
Donor N° X2014/4-10 3 12 B559 B2014/2 X2014/6-1 X ab
SC8 n.s. n.s. n.s. 0.104 0.020 @ n.s. 0.021 @QO.O%
N 24
SC9 n.s. n.s. n.s. 0.067 0.018 @ n.s. 0.014 o 0%7
SC10 n.s. n.s. n.s. 0.051 0.021 C% n.s. @%2 ﬁ 021 @
scil n.s. n.s. n.s. (dns7 0.088 ns. 0017 N o, o;@
I (€
SC12 n.s. n.s. n.s. 0.055 ‘@16 n@ (@ KMZZ §
SC13 ns. ns. ns. (@ ns. & 0.076 ns. 13 9 0.0005
~ > <
Total SC3+ 0.05 0.67 013 0.91 X 053 @x 0.01@§ 0. 35; 03%
Q) o
TOTAL DOSE SITE 1.19 1.04 M 2.140 .28 | @ > (i?% B9
9 N 3 3
Receptor fluid é ) o 6@% r ¢§ N
(0 - 12h) 0.051 0.158 3478 @@10 & 0.3@ 6244 0.8350) 141°
= O
Receptor fluid ‘7\5% N N @ % § @ @
<150 o O & S
(0 - 24h) 0.058 0@83 | ,"4.007 05% | Qo463 908 | Aroz @148
Q) 9
%Ratio receptor 12h/24h 89| O%s6 & Cwlow & 79 130, | 14
& SO @\\/j =z
Residual Rec Fluid 0.057 Q" 0.029 0029 | . 0. og& 024 | 0.@% QQ%‘& 0.013
59) 7
Receptor chamber 021@ 6466 | D62 S @S S 0,166 5939 k. 0300 | 0205
33 [, Tl e >
TOTAL DIRECT 933 |, 0.78 4,20 0.71 , 05 e 147 1.36 1.44
o7 SURC4
POTENTIAL © S) N @ & Q\ ©
(dose site+ receptor) N 152 % @158 S B Y 093 Q03 2.29 1.28
) = ©
POTENTIAL N S %@9 O o é N o\@
(skin+ receptor) & @W K 1.157 4@ X 193 @68 | &, 201 1.95 1.32
7 N
TOTAL RECOVERY @& 882 % $ 86.7 @ '@,@ & 947 @ 91.6 90.7 2.9
S NS Nranceir)
RO Eveﬂgatlon a%rdmg h.EFSA Guidance@017) .,
@ @§ Absorption >75% Q‘,g%m halfar stud)(@%?atlon’(\ No (infdade SC values except SC1 & 2)
N
9 © A@\% ]@n Reco@y <93%? | Cofction needed *
N4 ?
Q"otal % Poten@% Abs@able adjusted according@® EFSAY2017) @ean (%dose site +%receptor) + (SD*1) = 3.6%

# Normalisation was @@ to analue o spe@'lc samg%e typé%ppeared%o be responsible for the lower than 95% recovery
from any of the “abgoehbed” %ctlon@ost p{&%bly di®to lossed durl@the skin swabbing procedures or an over-estimate

of the amount apph @ N
SD: standard tion; @; num f skhkcells u&: for e%culau%
n.d.: not det%ted (below the l@t of @cno nég@apphc@le

In the a@table the pres@@lted r@ns do not alw@ c ﬁate exactly from the presented individual data. This is due to

rounding-up difference ultm&from thiN,lse ofﬁm sprea et program.
‘o

In the study report bot@%ell@\HW a& H@ were excluded from the reported cells due to “low
recoveries”. Hogyéver, lookingat th @amu%ve absorption profile of all the cells it shows that cell HO9
can be cons@eed as&g)utll d to@g r cells as shown in the graphs below.

@ éﬁ oK §’ ©
& P &
{x’ O @o”\a
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Figure 7.3-1: Cumulative Absorption Profile after dose application of ['*C]-propamocarb in an SC 687.5
formulation at the nominal rate of 5 g/L to human skin (All cells)
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Figure 7.3-2: Cumulative Ab «%tion ﬁoﬁle@fter do@y appﬁéation“%propamocarl@n an SC 687.5
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h G S S broi &S
5 @em@;dla‘@ obs@IpUQnP o?ﬂeo S)
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Table 7.3-12: Distribution of radioactivity at 24 hours after dose application of [*C]-
propamocarb in an SC 687.5 formulation at the rate of 5 g/L. to human skin samples (reported

cells) normalized. & D
Distribution of radioactivity (% dose applied) ° 6§
Grou Human@)
) TRA200 O P s @ &
Donor N X2014/4-10 | X2014/2-3 | 1B559 B2014/2 X2014/6«—© KNo 242 Ks
Sex Female Female Female Female Female D A &
Cell N° HO7 HO8 HI0 HIl @ ME@@ NS
W AN
Skin wash 8h 97.37 97.05 96.1$SJ 98.86 | @ 97.17 @'7.31« 0.99 &@
S
Skin wash 24h 0.26 0.15 236 0.03 @Q 0.00 @ 0@ Q15 C&©
> © ©
Surrounding swabs 24 h 0.020 0.032 ;ﬁ%m 0.602 Qoow&C> 001 | © 001 @
D) ) Q L
Total swabs 97.65 97.23 /02%@7 96.49 98.90 | @ 97.18Q YL
‘o
sC1 041 0.06_ 633 | O 00K @61 ((\6 R %9.17
@ N ®
sC2 0.02 09 x 0.2 1O dot Q®0.00 0" <004 | S o005 |-
4 2 )
Total SC 1+ SC 2 0.44 2 0.10 ¢ o 025, %02 @@ 0.17 S 0%
SN SRR
Donor chamber 019 | @ 061 @6 | N 01D Y059 [ g4 | S927
X > 2 S,
TOTAL NON-ABSORBED 98.27 K 9&%1 L96.91 18 9@1 © 971 &48.00 0.76
N N 4
Skin 1@3& @6.100 130 @\0.02 S €7 ]V 0sdy 06l
“ 7 Q ) \S)
Surrounding skin @9.20 2 Qo3 @Cb 06 04249 019 0.18
K \}@J J
Total skin ©1.29 Q1 133 S A@B 9 059 Sh.73 0.57
© ® SN
sC3 & 0.@ 00559 0.09 0.010 22 | 9D 004 0.04
o, = (5@ Y
SC4 9,028 0, @%31 ﬁ@ 0,008 001288 0.0 0.05
? Y ® o o Y2
SCs <§’ Q}? ng 0.067 &0.1@5 @2 |5 i 0.05 0.06
NS \@j ©
SC6 @ & | S o0.036 > il | @007 DS, 0.03 0.05
N . 9
sc7 @)@ & . 0 | eiis [ 0| S as 0.13 0.23
Q <O
SC8 @Q S | © S @»\\@n.s. 20 0,118 2 - ns. 0.03 0.05
(3 8 > ~
SC9 & . N0k} 0018 ns. 0.02 0.03
> ) \“ &)
SC10 5O Ol s i o] Qo Q022 n.s. 0.02 0.02
O . ST VRN
sCl1 N oms, A ns. 0494 29.018 n.s. 0.02 0.04
NS . C
sc12 N @Qs S a0l 6050 | s 0017 n.s. 0.02 0.03
SC13 Q §n.s.f:@7 LS. @ n.s.pQ 0.080 n.s. 0.02 0.04
@ T o . S IO
TOTALSCEYY'  © | 006p | 0734 0.991 0.268 0.014 0.41 0.43
> R ¢
TOTAL BOSE SITE @35 = 1.9 @iy 0.30 0.60 1.14 0.78
< .
Recepl@) ‘ﬂg% Q @ ©\
(0 - 12h) AN 0.08% | ~9.174 0.337 0.355 0.681 0.32 0.24
Y, O Q
R¥septor fluid Q A Q Q
N © @
(0 - 24h) @ X 0.0654 o312 0.562 0.489 0.882 0.46 030
S
%Ratio recep{@ 12h/%% K @y 56 60 73 71 70 9
S
Residual Ree Fluid D 07 |9 o0 0.04 0.02 0.03 0.04 0.02
@ ST
Receﬁ@cham@@ O 025 0.51 0.16 0.18 0.70 036 0.24
TQTAL m@%r SV N oss 0.85 0.77 0.69 1.61 0.86 0.46
S g
QOTEN@L
(doses{®y+ receptor) 1.73 1.99 3.09 0.99 2.21 2.00 0.76
O
POTENTIAL
(skin+ receptor) 1.67 1.26 2.10 0.72 2.20 1.59 0.61
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Distribution of radioactivity (% dose applied)
TRA200 Group ;I::;nan HD
Donor N° X2014/4-10 | X2014/2-3 1B559 B2014/2 X2014/6-1 KN o 12 @o
Sex Female Female Female Female Female ° (7]
E S
TOTAL  RECOVERY Dy @° &
normalized 100.00 100.00 100.00 100.00 IOO,Q@ 100.00 [& 0.@
[ B
Evaluation according to EFSA Guidance @ &
Y9
g . o
Absorption >75% within half oﬁgg@y duration? @%ude SC values ;;%fpt S&R&2) @,
\J Q
Recovery <95% Qorrectlon apphe § (&\9
Q
@ Mean (% s1te +% ece) + ?Zq}
Total % Potentially Absorbable adjusted ac jng to EFSA (201 . (@ﬁ 2) %
<
#: tape-strips excluding numbers 1 & 2 which are considered ton-absorbed @ °\ @ 6\ %@ @
Q
SD: standard deviation % @@ R, Q% @% @ ~ v
n.d.: below limit of detection; n.s.: no sample; n.a: no %phcabl@ @Q Q@@ @ @% @ @& °
In the above table, the presented means do not alw: Q&Xact@m the@ysente&%}mdua@nm TKQIS due to r und§
differences resulting from the use of the spreadshp; rogrqm
Table 7.3-13: Distribution of radiogy 1V1%g t 24®0urs@ter d@e a cat§ ]-
propamocarb in a SC 687.5 forqﬁllatlon t the%ate@ of0.3 @%L to mar@ in plesﬁll cells).
A
&, Distripution of oactl@y % ppl}é&) Q
Sex Female Femal® Fethale Female & Fen@¥ @f)Female éﬂup ;Ill?an HD
g N L o
608- X@z:/z- §j2)014/ x20{81- 603-0@ 598-01- @ KN°=1
Donor N° 0414:11F1 4 G 258 | g2l [ 804141 ‘6@4 V-2
Cell N° H13 (% H14% 105 h@Hm ) SH17 1—;1 8@ MEAN SD
Y ()
Skin wash 8h A 78.0@ Q845 | @ 855 E201 8179 8545 | 82.38 3.48
S N7 ]
Skin wash 24h &84 X @0.4@& 033 |, 9 0266 029 | D 079 o065 0.61
AN M Y
Surrounding swab@ 6 G’% Q AN R
h S S 0 @02 | %~ 0021 @2 003 0.02 | 0.2 0.00
o N N>/
Total swabs &5 7993 | @888 ss¥s | Owsas, 11 86.27 | 83.06 321
o, 7 =)
SCl Ay O 0168 oégg 0.04 LS o] A 009 013 |  0.09 0.03
g D N o
SC2 K 039 007 |[&Y 005 o 005 | 009 011 | 0.8 0.03
Total SC1 +SC2 0.20 f(@Q 0.15° @ | O oap 0.18 024 | 016 0.06
29 )
Donor chamber Q "0.453 @@’ w060 L oy 0.39 045 | 047 0.11
@ NS N e
totAL  “Qon- |© O \ N @
ABSORBEDy 8058 |« 7941 R 8@% ©,85.86 82.68 86.96 | 83.69 3.26
ﬁ Q o Z
skin & 9 1.14,(\> 1% 00204 007 0.48 081 | 0.64 0.43
D D
Surroynding skin Q7 ame | Doos o> 03 S 0.03 0.14 009 | 007 0.04
R V[, Y
Totakskin @§20 2D 109 R @ 0.10 0.62 0.90 | 0.70 0.44
SC3 @° 0.125 &D.028 0.043 0.150 0.207 | 0.12 0.07
N
sc4 Q 9156 |7, 0.050 0.056 0.183 0282 | 0.4 0.09
N Q
SC5 & & 9 1D 0.195< 0.035 0.040 0.212 0209 | 0.13 0.08
¥
sce ,@@ 0.1@@@ 0.189 0.051 0.058 0.112 0215 | 013 0.07
O N )
NS (@)® fQ o %’4 0.384 0.078 0.049 0.182 0.148 0.17 0.12
N &) 4
Séﬁ L& 177 0.174 0.032 0.030 0.177 0.100 0.12 0.07
©
SC9 @ 0.146 0.189 0.060 0.041 0.139 0.137 0.12 0.06
SC10 0.168 0.199 0.042 0.043 0.105 0.107 0.11 0.06
SC11 0.132 0.152 0.039 0.812 0.087 n.s. 0.20 0.00
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Distribution of radioactivity (% dose applied)
Sex Female Female Female Female Female Female Group ;,I:l:an HDO
608-01- | X2014/2- | X2014/5- | X2014/1- 603-01- 598-01- KN°= 1@ ©©
Donor N° 0414-111-1 4 25 21 0414-V-1 0314-1V-1 K @y
D 0
SC12 0.088 0.072 0.037 n.s. 0.074 . 0.05 @ 0.00
K D
SC13 1.952 0.087 0.037 n.s. 0.070 @n.s. 0.36 0.0
SC14 n.s 0.128 0.040 ns. 0070 | &\ ns 0.(@Q s @
sCls ns 0.065 ns [ G) 0.059 ns. | xQ®2 S 0030
& @ &g
Total SC3+ 3.30 2.15 0.53 117 1’6@ 140 @ 1.70. 0395 ©§
J
TOTAL DOSE SITE 4.50 3.24 0.85 @7§ 1.27 Q.24 2.50) 2402 | Qs o~
Y L o I
Receptor fluid @ N o 2 @ & &
(0 - 12h) 10.29 0.25 2264 166 | 145 398 .\ 3.64,, P
o o o q o
Receptor fluid q& & @ @ﬁ%’ v @C> S *
(0 - 24h) 14.99 0.55 292 |5, o] a6 555 | S8 513 °
i &
%Ratio receptor i’\?ﬁ ° AN 6 @Q < @
12h/24h 69 45 RN Soo’| - NN ,§
& > & ®
Residual Rec Fluid 0.509700 | 0281460 0g%4700 | Ne221108 0357300 ) 0.33@@5 @% Q0.11
N\ s (@ @ @ 2
Receptor chamber n.d. Lnd. v n.d. v%?d. D n.@ cond. (Nnd. n.a
\) VU (@) 3
TOTAL DIRECT 15.50 N0.8;; D }ﬁ @®2.54 S) 4612 K© s.ge§ 550> 5.23
o, S Q
POTENTIAL S KSR @Q & é
(dose site+ receptor) 20008 ¢ 407 | ¢ 3.96 A1 & 736 819 7.90 6.22
@ R 2
POTENTIAL .o | © > § < . § Q w
(skin+ receptor) $6.70 1.92 3 | oy 2684 74 v, 60 6.20 547
X Q© J w
TOTAL RECOVERY | &Y 1006)) @(:?5 206400 807 é 90,6 ~95.2 | 91.59 5.77
NS Y
@ & @@luatﬁ[@iccordl to E@ Guld@ce (2017)
%
Cy gsorpk@n >75% within h@%f stu(j}Nuratlor@ No g@lude S@llues except SC1 &2)
N
h® ((\@} @) @) l@m R;&yery <9@%" G@ctioweeded#
ity Absor w017) | M
Total% Potentially Absorbable @usted%%cordu@o EFSKZ@;OU) Mean Q%éose site +%receptor) + (SD*1) = 14%
Z
SD: sta@ deviation; N@@lmbe§skln @ used for cal%@non @ ©\
INS
n.d.: not detected (behe ln&‘m detegﬁtlon) nos& agphcatl;b)\ N

In the above table,
due to rounding-up

# Normalisati
95% recoverﬁ

an over-estimate of t

ays &icu

late @actl

alués.as no spe ific s@le §: appeared to be responsible for the lower than

st p,

procedurej%% %
)t & @

om the presented individual data. This is

reseqted m
%fier resﬁ fro q&he use. Sdf the @eadsh@zt@program
@ 1o
as app)ied to

om any of

@@(ﬁ;éﬁﬁ :;s @g@o
2 Q N

bly due to losses during the skin swabbing

v

<

N
R

In th\e study reporgboth @ls HI3 an

and “low reco,

it shows tha@ 1 HY;
whereas

norma

@
©®

spect

c%él@)ai&

the @ata of the ¢

has be@lﬁic ed @1 th\:e\g sults.

S

profiie.

%@ﬂ@@

14 wér excluded from the reported cells due to “high recovery”
. Hawever{Jooking at the cumulative absorption profile of all the cells
consfﬁered@ outlier compared to other cells as shown in the graphs below

Recoveries were quite low for all other cells and when
14 are comparable to the other cells. In conclusion only the cell H13
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Figure 7.3-3: Cumulative Absorption Profile after dose application of ['*C]-propamocarb in an
SC 687.5 formulation at the nominal rate of 0.3 g/L. to human skin (All cells)
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Table 7.3-14: Distribution of radioactivity at 24 hours after dose application of [“C]-
propamocarb in an SC 687.5 formulation at the rate of 0.3 g/L. to human skin samples (reported

cells) normalized. o°

Distribution of radioactivity (% dose applied) O\Q P
Sex Female Female Female Female Female @ Group Human@ @

X2014/1- | 603-01- 598-01- @JQ KNe=fo <

Donor N° X2014/2-4 | X2014/5-25 21 0414-V-1 | 0314-IV-1 A
Cell N° H14 HI5 H16 H17 HI8 MEAN° © . @b \v\?
Skin wash 8h 93.98 94.40 94.81 v@90.84 @80 92. 7@ D 2. 28@}
Skin wash 24h 0.48 0.36 0.28 0.32 @Qo.szx «;ngg /\5 e O
Surrounding swabs 24 h 0.02 0.03 0.%)@ 0.02 é 9 02 &(% 02 , @&))00 @
Total swabs 94.48 94.78 @7@{ 91.19, @066 R 93\\2@ 2140
scl 0.10 0.04 | & 007 &° & %jbo&ﬁ? f@% ) 604
SC2 0.08 0.04 S 05@\@@ $0.10 @f\ %@’ ©.08 & %0.0347 °
Total SC1 + SC2 0.18 048 o (@2 -~ 0%) ° 0.26 \Q 0.17 @g onp@
Donor chamber 0.47 @&)76 ° \0.52 ) @9:4?; & »05% Q@33 Av M3
TOTAL NON- Q & é\g Q\ ~ O -
ABSORBED 95.12 | &« 956800 9575 | v 9183 @39 O 93.& D 15
Skin 1.24 632 @0.08f© @% &© 050" f@\(; ) 045
Surrounding skin Oﬁg X, 0.03 v 0.0@ &@0.16 ) ,,0.1\?))] ©0.08((§$ 0.05
Total skin i  0d9] S| @ 060y Z\\i%c 9 068 0.47
SC3 K @0‘19& > @\9{ @0.048& o7 | v o.gf?Q 013 0.09
SC4 0, 3 90055 O o, ] 5 Q.zm 0.296 |- @0.16 0.10
SC5 Yo, 00.<2@;4 NS 0,\\9@ @%45 %ﬁ 0.235 Qa2 S 05 0.10
SC6 § ©70.228 - 0056 0.063 S @;4 ~ & 0.14 0.08
SC7 ©© S 0,460 ﬁ\% 0.086 Q&% \\0120 SR 0.19 0.16
SC8 ~ o ‘%wzjos - 0035 | o %034 01@ @0.105 0.12 0.08
SC9 o2 % ogg&r] @67 ®0.0+Q\@ &55 v 0.144 0.13 0.07
SC10 &X 0% &004@% 0fds8 | "oy D 0.112 0.11 0.08
SCl1 @ L0181 Q\OQ N9.905 & 0(% n.s 0.25 0.38
SC12 @@V [\% 0.0, @%’.0400 %@ g, é%;z n.s 0.04 0.04
SC13 0 D @% © 0.g4@ . @ 0077 n.s 0.04 0.05
SC14 - @%153{ @5 f@ n.s. @, 0.077 n.s 0.05 0.06
SC15 /@ 9 O.Q@@ @ n.s.f\J s, 0.066 n.s 0.03 0.04
Total SC3+ AN A258 |\ 08%| . EI7 1.62 1.40 1.55 0.73
TOTAL DOSE SITE @g 2.892 i s (\Q 1.27 2.24 2.30 223 1.14

> @
Receptor @ﬁuid AN @
(0 - 12h) §y“ &9 &Q 2.44< 1.85 3.81 4.18 2.52 1.57
Receptor flui Q § L ©
0-24h) @ @ © 0@ 3.22 2.58 5.28 5.84 3.52 2.10
%Ratig*egeptor @24}1 A le 76 72 72 72 67 12
Regigoll Rec @%d T S o034 0.21 0.25 0.40 0.35 0.31 0.08
Recepto mber n.d. n.d. n.d. n.d. n.d. n.d. n.a
TOTAL%IRECT 0.99 3.44 2.83 5.68 6.19 3.83 2.13
POTENTIAL
(dose site+ receptor) 4.88 4.37 4.25 8.17 8.61 6.06 2.15
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Distribution of radioactivity (% dose applied)
Sex Female Female Female Female Female Group gﬁ?an HD .
X2014/1- | 603-01- 598-01- KN°=12 @ S
Donor N° X2014/2-4 | X2014/5-25 21 0414-V-1 0314-1V-1 K QU
@2
POTENTIAL @ @
(skin+ receptor) 230 3.79 2.94 6.37 713 | & 451 & 2,143
[
TOTAL RECOVERY 100.0 100.0 100.0 100.0 100.0¢ 100.0 @ @
. . . =) O 5 7
Evaluation according to EFSA Guidance (2017) A N A
Absorption >75% within half of stud)%ration? No (Rﬁhde SC values) @ @ S
o | el TS & D
Mean Recdhyery <95%? | Corréction needed 3 Q) A %
& U
<<@ean @dose Si +%re@tor) + @*1.2&@
Total % Potentially Absorbable adjusted accor@o EFSA (2017) | 8.6%@, Q @) Ca @
° =4
SD: standard deviation; N: number of skin cells used faz, calculatorr @ > v 6 Y
&
n.d.: not detected (below the limit of detection); n.a. 1@ appgg‘le Q§ ﬁ@
Q

In the above table, the presented means do not a@ts ca‘lg@lte éxactly %%he %sente@dwﬂua data. & is to
rounding-up differences resulting from the use oﬂ‘;the spt%@dshee&xogra

Conclusion:

The dermal penetration through h@an defr@jnat med s@n of @’] -pr
SC 687.5 formulation was invegfjgated at thr
product (625 g /L) and to twcﬂ@preseﬂtatl%spray (@’utloﬂ& of 5

Concentrate

9

The mean percentage ofoﬁopa
potentially absorbablgé@for th@geat

was 2.0%. @

Intermediate Do,s@eve&

Q @@

omiqal co

S @ @
carb in the

mulatlon

@pray(ﬁﬁlutlon at i@i)

N
The mean per@@ﬁa @%pro@moce@) in @@L
potentially absorbabfe for the Sp@y dilgtion

o

data Was& %0. S

Low I&e level ( Spr\a@dllm% at,0.3 g/L@

WL

@%
N

G ~
S @

mo v‘ in pro ocarb
ratfons cog sp ng to t neat
<£ 03 g/ S

@ ‘”\,
formul%pon ﬁwas considered to be
ylngghe E A gﬁgdance 17) to the study data

5@%
1ng he

lation that was considered to be
A guidance (2017) to the study

QY & S & %
The mean percentage of prop ggrb%%the FIE+PCH SC%87.5 formulation that was considered to be

potentially absor@ble@ theSpray

data was 8. 6

Therefore,the followmg@er

assessn‘@s for proparﬁ@car

o 2.9% for ghe 1nte@nec&§é€

\

abs ion

g@mlor@ 0. 3 ap@mg the EFSA guidance (2017) to the study

@%ues @an be proposed for use in the non-dietary risk

the P@CH@H S&%W 5 formulation:
% 2.0% for t@ea‘[ @nul@n (6@ g/@

dosg ( g@

. 8.6@%rthe€¥9w @@(o @L)
<
TSy 7
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Data Point: KCP 7.3/03
Report Author:
Report Year: 1994 .0
Report Title: Dermal penetration in the rat propamocarb HCL @,«/ @6
Report No: A85147 S o
Document No: M-157340-01-1 S N
Guideline(s) followed in | -- (@\ & ES 7
study: S
Deviations from current none %ﬁ .
test guideline: @ SN >
Previous evaluation: yes, evaluated and accepted Qw @@ NS
DAR 2005 Q) %G QQ
for Propamocarb RAR June@l 7 (\& @ c
9
v
AN

GLP/Officially Yes, conducted under GLBjOfficially recogﬁsegﬁtmg ilitigs\™
recognised testing Q‘? N @ ©
facilities: & 9 N w
Acceptability/Reliability: | Yes Q

S\ @

R

This study is an in vivo dermal absorpti stu@sl Th
study through human skin is availabl 1c rov

this study has not been considered & er thlS{

L)
d
7
Op»
K
€

%‘
4
(D
3
g
3
%
2
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§
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Available toxicological data relating to co-formulants

CP74
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Appendix 1 Critical GAPs for this assessment e Kﬁ N © @
Table of supported uses for this renewal. \\B@& Q@ﬂ ©® '\ @@
The critical GAPs for the non-consumer exposure assessment are highlighted in greyK \e Q& @@ﬂx \o\ %@ e
. \
e2 2 9 o~ @ O
Crop and/ | Country | F Pests or Formulation &pzi}cavlon @ &\W ,&%ppllcatlon ¢ per treatlﬁgﬁt Q\PHI @ Remarks
or situation G | Group of pests @) \ @© \ @, @ @@ )&
or controlled @Q K\ @ \ @@’ @\ @K
I N
Type Conc. Method@ Qnmg / Gl@%h N r Inf%r 1 % a.s./hL @ater L/ha %g a.s /li(\c Days
of a.s. % s}a&@rop &% min - max lt'wee‘e 3& . ©@ ©§
ason Lapp 1cal¢ sv
a b c d- i B f-h @’ 'n \max %in - max % - max 1) (m)
() (b) (©) (d-f) (i 5 (-h) & i
Potato EU F [Phytophthora SC [FLC: 62,5 g/L" [Spraying®) BBC&@\%9 18 é@\\)f 10 - 1W 100 -1800 [FLC: \@° |7 1 in 2 years
infestans (PHYTIN) PCH; L |foli & < < K < QlpcH: 1 0| O P 00
Potato EU F |Phytophthora SC %65 g/L @aymg / @BB‘é(H 21 -89 [1- 4@ 7 @ FLi 100 @0‘4 1000 - 100 7 1 in 3 years
infestans (PHYTIN) @@ 1625 gL %é & ot < © P o > 100 - 1060 ﬁe% PC(I;I: 1000
Potato EU F  |Phytophthora & FLC; 2/l Spr% / B%gH 89 @ —3 7 s GFL 10@%@ 100\1 0 |FLC: 100 7
infestans (PHYTIN) QEQS%QS g/L lial @ Y s \(\\ PCH100=1000 PCH: 1000
Potato EU F |Phytophthora, SC @Bé 62.5 g/L. Spraying R, BBCH 21@@ ,&%% N g& 20 -100 Q100 -1000 [FLC: 100 7 1 in 2 years
infestan%@@’lm) H: 6 foli R : 100 -@900 PCH: 1000
Potato EU F |Phytophthdra SC - 62. S’ g/L Spr\sying / 3&@1‘21 - 8&@ -3 7 & FLC: 4\M00  [100 - 1000 [FLC: 100 7 1 in 3 years
infestans (PHYTIN) 2 625 g/t oliar @@ O RCHOIDO - 1000 PCH: 1000
Potato EU F |Phytophthora %\ FLC: 6@% prayink / BBCP%H\} 89 133 (;& FDC: 10-100  [100 - 1000 [FLC: 100 7
infestans (PHYTIN) PCH%622/L @@@ N 9 O @, [PCH: 100 - 1000 PCH: 1000
Potato EU F |Phytophthora  S1J8C FL& 62.5 g/& Spraying/ [BBCH 21 -8 [1- @Q@ 7 ,&\\ FLC: 10-100 100 -1000 |FLC: 100 7 1 in 2 years
infestans PHETIN) | A3 CH 62 foliar_{Q\ s PCH: 100 - 1000 PCH: 1000
Potato EU F |Phytophthoxd N [FLC: /L pgw)g/ Bic@?l -89 K\@f 2 N FLC:10-100  [100-1000 [FLC: 100 7 1 in 3 years
infesms PHYTING —  |Piide2s g/L ® PCH: 100 - 1000 PCH: 1000
Lettuce EU F ta’lactucae SC @;@t‘ﬁ 62.5 g@@%prawn%@%BCH @K’ 49 1> ® 7 FLC: 10— 50 200 - 1000 [FLC: 100 7
%_|(BREMLA) PCH 65\/L |foligr PCH: 100 — 500 PCH: 1000
Lettuce EU F~ |Bremia lactucae N SC  [FLEWRS g/l Spraying / @@}H 13 - 45@ 1-1 n.a FLC: 10 — 50 200 - 1000 [FLC: 100 7
(BREMLA) ,, O 1 625 g/K| Yoliar A0 PCH: 100 — 500 PCH: 1000
Cucumber  |EU G |Pseudoperonospora 2@% FLC: 62,5l [Sprayisg? BB(@zl@-’@ 1-3 7 FLC:10-100  [1000 - 1250 [FLC: 100 1 High tech greenhouse,
cuben@(&’SPECU}a PCI%\\QZS g/l |feltr PCH: 1000 soil-based
FLC: Fluopicolide S N
PCH: Propamocarb- hydroch KQ&Q % &@ﬁ\ Q@ o ©\
n.a.: not applicable \ & © @@\
N ©@© S ¢
< %@@ < o ®
A
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Appendix 2 Spreadsheets for exposure calculations

Appendix 2.1

Operator exposure - Potatoes - 4 applications per crop*

No PPE work wear - arms, body and legs covered during mixing/loading and during application.
* This scenario also applies to the following:

3 applications a crop, 7 days between applications & 2 applications a crop, 7 days bet

Fluopicolide

Operator exposure for FLC+PCH SC outdoor spray applications

v

\@n application

Application rate of active substance
Assumed area treated

Amount of active substance applied
Dermal absorption of the product
Dermal absorption of in-use dilution
Formulation type

Indoor or Outdoor application
Application method

0.1 kga.s./ha
50 ha/day
5 kg a.s./day
0.26%
13.00%

Soluble concentrates, emulsifiable concentrate, etc.

Outdoor

Downward spraying

Q'?Q}

i_AppR
dem@ed
i A@s
i_Abso¥pProduct

Q bsorinuse
@

Application equipment Vehicle-mounted \
Season not relevant ® @' Q\ @ 6\ o
= Q@) Sl Down S spraviniiehicie- mo
ug exposure/day mixe: loaded ©
Exposure values 5" centile _o5" cent%ﬂ R@rence [(\Q ment @7 &
Hands 16767 ﬁ 62314 \JAOEM @
Body 108 & |7 14ge0 ACENY? &W L Ro
“% S
Head 259 \J@ q M3 NS © 7, o) Q
E Protected hands (gloves) 9@% Q‘/\\ 990 @ @EM @& @ @
e Protected body (workwear or % @ A RS \ @ D
;? protective garment and sturdy Q 731 6 AOEI\@ @ @ \? °
& footwear) CQ\ @ @
oo [ 4 QO )
E Protected head (hood and face @ 20 & ©:1 @, gZEjM (2 & @j K
= shield) @ A % @ @
i
Inhalation s ) @ @ aoem RN 2
Protective ) Y N4 Seletggrﬁclusion Penetration factorl, InRalationfdttion fattor
Gloves N S @ @ v
Clothing | -5k wearzarms, bodyg@rdTegs co Incl. in@)EM model o S
Head and respiratory)ié&g 7 el °© 1 A S 1 ° <
Water soluble bag SARGN (@) No 1 Q) &
f@ < S NS N @
@ 5 e expifsure/day agplied Y @ CK %]
Exposure v: & & . o N R@ence C} Qﬁ\ment
((%@5 %\ 75" cegtile @%5 centll& § r\g
Hands 6 @ @ 5@ 74@> @AOEMR @
Body KO Y a15 o238 Py’ AOEM %
w4 R RS & o
c
§ ‘otected hands (glov?rég IOQ 4021 % \EJEM Q)
E Protected body ( rkwegr or @ (c o, Q = °\O
_& protective garm@w‘@% sturd\&\ @ 1 @ ‘i”%\ AOEM§
< footwear) S K O D
Inhalation €5 % &W 2 X Ry, 7 /@/I
Protective Equi Q O g%ct for in;@%%n I}gﬁ%ﬁration factor| Inhalation Protection factor
Gloves @ ) N © O nNo| 7O
clotfg) ) @ | Wark wear - armsSXegdy and I%cvered cl. in AOEM model
Head and respiratory PPE @ Ja @ D Nong4 i 1
2 " \ehicle mounted
f@d cab % @ @ :’& YO\\Ng upward spraying only
S ©
o
L. Total X, ﬁ\% o8 @ A
P> BN X A Without RPE/PPE With RPE/PPE
© S)
- @ &
Longer term &@ & @ > Q
2 N} &
- . - — @
Total systemic expo@om ml%& Ioadlng@ pplication (mg (J o OISR
a.s./day) s % @ @
Total systemic yosure froxing, Ioa@ and appl@on per kg body
—— 5@;(13” @ @ 0.0039030 0.0025543
N AN
% of RVNASNY (} 5.58% 3.65%
o S S :
2 >
Q Q&
Total systerps osure from mixing, loading and application (mg 17557051 1.1844524
a.s./day)
Totél systemic exposure from mixing, loading and application per kg body 0.0292618 0.0157400
weight (mg/kg bw/day)
% of RVAAS #DIV/0! #DIV/0!

@@/
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Propamocarb

Operator exposure for FLC+PCH SC outdoor spray applications

Application rate of active substance
Assumed ares reated

Amount of sctive substance spplied
Dermal absorption of the product
Dermal absorption of in-use dilution
Formulstion type

Indoor or Outdoor application
Application method

Application egquipment

l1kgz.z/ha i_AppRate
50 ha/day d_Areg Tregted
50 kga.=z/day i Amoutds
Bb i_AbsorpProdua
i_Absonnuse

Soluble concentrates, emulsifiable concentmte, etc

Do
Vehic

nward spraying
le-mounted

Season not relevant %
@ &
pg exposure/day mixed and | oaded
R 75 centile 35" centile R Cu((}%ﬂt @4\?
Hands 58651 3 3 A&M @ J
Body & AOEM (S) R
Head 2554 @ ADEM @ 4 @
= Protected hands [gloves) 435 ACEM @ @ &
E Protected body (workwear or o @ @
o X
= protective garment and sturdy ADEM \ & %
g footwear) @TQ @ R @ Q o\
:g Protected head (hood and face @ % & @ §
5 <hield) L Aof;@) [(@ 6 @%
Inhalation ACEM @
Protective enetration fa@ b \%ktecﬁun@r
Gloves %}% L @ A &
Clothing Inian ADERLmodel = (‘i'\\,. — @
Head and respiratory PPE §© h()] ~
Water soluble bag 1 Q7 Sp @
<S N4 D
N o
Exposure values \ @farenc @ &@:mmen@ @)Q
® > é"k@ @@ b N
Hands 7416 0226 AOI @)
Body Qa7 @ 21376 BEM ° @ @
7 21376 N . a
Head &) QO SEEAY AOEM @ @ v D
I5 Protected hands (gloves) "Xy, 355 7 @ &, aoem @“ o %, @
E Protected body (workwear or @ @ @ E% @ K C%
= protective garment rdy 114 279 SQEM 9,
< footwear) Q? @ @ & K\
Inhalation . A 22 N M,
Protective E %ent o 2 2 elect forinclusion %@natraﬂuqﬁgmr Inhag%un Pmtecﬁ@j)actur
Gloves % Y o Nef| 7 @
Clothing () ek erag| Ind. in AOEM¥odel | A
Hea: ﬁspiratopk(@ & S 2 1
A &> w G xS I
2 ) ?
o 2 S ) @) @z
- o & & S N
@ . (O N :Nit@ RPE/PPEN, Y  withRPE/PPE
o
A
) N
SN AN S 0
Total systemicex p:surefr@w ing \:agi%snd 5;;@:2 (mg @ % A o @k)j T
a.s/day) % o, @l
Total E\&EtEmiCEkpCSU@"m m\xm‘@dm;an M:zt\:%per\ﬁ;))b:dv @ 9 U@
weizht [mz/ks bwf @ ((\\d@ \ z %éssyg 0055057
Ny
% of RVNAS @ ﬁi \ % @@ 3.5 15.66%
Y N OA\VF T 2 =
- &5 & IE 3
T"—tsl systemicexposure from m\x ™ idm a%p;n catio 7& 0\1\7{)652087 ETEE
s.;.‘% K\ A
systami Exp:‘;urefr"m mixing \nsn@nd 5;;\\@ per kg body @ J— P
/i bw/dy) < @&
9 & D Q) sDIv/0! DIV /0!
<) %,
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Appendix 2.2

Operator exposure - Lettuce — Manual-Knapsack - 2 applications per crop*

No PPE work wear - arms, body and legs covered during mixing/loading and during application.
* This scenario also applies to the following:

1 application a crop

Fluopicolide

Operator exposure for FLC+PCH SC outdoor spray applications

Application rate of active substance 0.1 kga.s./ha i AppRat@ & L
Assumed area treated 1 ha/day d, Area%? @ @ \
Amount of active substance applied 0.1 kg a.s./day i_AmoutA Q @ § Y\g &
Dermal absorption of the product 0.26% Lﬁuermduct @ Y\g @ @
Dermal absorption of in-use dilution 13.00% @7 orinuse & @ Q @ Q&
Formulation type Soluble concentrates, emulsifiable concentrate, etc. % Q & & @ @
Indoor or Outdoor application Outdoor @ & &
o ; (g Q @
Application method Downward spraying Q'? \ @
Application equipment Manual-Knapsack @r °\ @ 6\ % @
Season not relevant (i% @° @ %, °\ R
e S
Exposure values ke et:posu-re/day fnixed a?h oa(-iedgg R @ce ((@ C@lent ©J é % & ©
75" centile 95" centile@y @ ) A @ @ @
Hands 9495 REEN NAOEM &)
Body 803 OZ%% ) AOEI\&V /r§ 9 q R §
Head 5 &7 & AEn N R & N O
\*
w Protected hands (gloves) 18@ K 164 Y Q \éﬁr\/l @ @ Q ég @
"-E“ Protected body (workwear or K O @ N4
g protective garment and sturdy Q e l% 6 AOEM @ @ ©>@ § °\%
H footwear) e X @ & &
o Y Y I
:é Protected head (hood and face Q&@ 5 o\N %J @ A&M @Q @ C
s hield S §
shield) 4 @
Inhalation ;é% ) 26@ C((®30El\/l o 2 @
Protective 2 A %e|eci§#{usmn Penetration factor| Inhalation ProtéiChioh factor:
Gloves N NoJ
Clothing m wear -arms, body agfeegs cov 80 hcl.in A@ modelg % @
Head and respiratoryE%&g 7 }x&’ o1 A G 1 G &
Water soluble bag X\, NN @ QNO 1 (@) S
&L, A B @y
K @ S %expo&sﬁay applled \Q) & @
Exposure va@ \ &75"‘ - - Refe{§ @ Cdﬁ@nt
ceptile centile
&> 3o ¢ SEER
Hands&/ R Q 15D 4213//,% @QEM @
Body @ RN 88868 137007 J Lhoem O %,
7 (2
) 2 S (@) ) 0%
_s { tected hands (gloves@ @ 5 &} 22 Q /m 3
f_ﬂ, & Protected body(work&\@ror o @ @% N \9) ) O\
= )
a protective garme d sturdy AN &g?: 62630, AOEM
< footwear) {S% & @ o, @ ‘:”\9 K %
Inhalation N & s ‘e AORM,
Protective Equipment m \\ (2 Select¥or inclusj Peneggation factor| Inhalation Protection factor
Gloves A Ni (@)
Clothiw = ) work wear - arms, bon Ieggcov\eréd Incl. in "OEM model
Head and respiratory-PPE @ one ?& 1 i
\W) ~ A
%d &b © @ % @ yehicle mofmted
\ o upward spraying only
@ 5 o v s . >
D Y
1. Total @ \ & o
R ) 'O A «@AWithout RPE/PPE With RPE/PPE
@ - 3 (@)
Longer term S @ &
@ o & | Q
Total systemic exposur m mlxm%dmg an |cat|on{ggy 11.8329078 TR
a.s./day) 2)
Total systemic ex| oSWe from rﬁ&gg Ioadln@ appllc% perkg b%@ ol1o72151 0.0239239
weight (mg/kg pyRiay) Q
%
% of RVNA@ @K@ @ 281.74% 34.18%
O R
Acute & o
S Y @ S
To%ystemic @ére from mixing, loadingnd application (mg TR GO
a.s./day) a@
Totél systé@r){xposure from mixing, loading and application per kg body 0.3082530 DT
weight (mg/kg bw/day)
% of RVAAS #DIV/0! #DIV/0!
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Operator exposure for FLC+PCH SC outdoor spray applications

Application rate of active substance 1 kg a.s./ha L AppRate °
Assumed area treated 1 ha/day d_AregTreated
Amount of active substance applied 1 kg a.s./day i AmoutdS °\
Dermal absorption of the product 2.00% i AbsorpProduct @ @
Dermal absorption of in-use dilution 8.60% i_Absorinuse @ @ @
Formulation type Soluble concentrates, emulsifiable concentrate, etc. @ & @
Indoor or Outdoor application Outdoor @ o\
Application method Dow nward spraying % @ @Q Z
Application equipment Manual-Knapsack R °\ &
Season notrelevant @ & LAY \\ @Q
W \)@ Q@@) %)
d ixed and loaded
Exposure values pge?(posu-re/ 2y rixec gn oa' 2 R@Nrence Com @ Q
75" centile centile & A n@ Q)
Hands 9495 25482 Q ;L‘\OEI%7 o & @ &@
7 )
Body s of9 o ACEY R O g 1@
Head 5 a @ L ADEM @ 6\ R
Protected hands (gl 18 L/Jl'l 7 AOEM Q
® rotected hands (gloves) Q) @ 64 R, & @ oS
§ Protected body (workwear or R (§) Y ©>\ ﬁ & 7
= protective garment and sturdy ﬁg% R f@j ID@ Q Al M N @j @
& footwear) o fa @ §>
] S 2N
= o R
= Pr?tected head (hood and face @ N @ T ©AOEM %, @ @ Q
= shield) Q &S X D 2o <
S & Q X &
inhalation @& 4 Ko Aw N3 N 2 2
Protective Equipment Q 7 SeleMr indu%‘f Pen@ation fﬁr Inhal@tipn Protegtion factor
Gloves S L ] O
Clothing M\%J/ WdTk wear - alfns, bodggpd legs(goﬁ’gf‘ed Ip@@] AOEM model @ K
Head and respiratory PRE @ None|, ‘& 1@ O
Watersoluble bag © N Qp  No i 2
g _© > O S 5
S € ug e)@e/daéﬁphed S %, @@
Exposure values % @) th @ 6 - @ q’% Reference Comment
75 centHe 95 ile
D @%@ - < Q A N
Hands @ r§ &u @ @?ﬁ & Abgh
Body S\ R S %, B8868_ Qo7 (r’@ k(}AOEM Mr\\@)
H%@ N S 12@% &> 8 § AOE
§ I%?njected b@? (glove@) D QS e A ABEM
s
8 protecte @Bdy (workwear or (f@ 2 @ B
3 S protective garm@%and stu% % 8903 @ %630 @ OEM
%\ footwear) (@ @ D D
& Inhalation @) @ A Q By QO noem
Protectivea¥quipment Ry @) N Sele@[ for indusio Penetration factor| Inhalation Protection factor
Gloves O S B Y No
M@%/ Y swork \-rearﬂarws body a\fflegs ca@®ped| Incl.in AOEM model
Head &hd res;’.@j@}y PPE o - S Qrione 1 1
9] O T hide "
= ca@ o @ U o No Vehrlde rﬁognled
@ N & upward spraying only
B s N 7 ¢
110 & o & 9 & .
N L Without RPE/PPE With RPE/PPE
RS &S
%gerterm Q\)’ @ Q
@
Total systemic ex&é@'e from m%lxmg, lo and a@;atlon (r@ T A a0
a.s./day) A
Total system@osu@nmlxadmgand appllc@@erkgbody e T
welght(m&g w/dgpy
% of @ 46.17% 6.56%
N @
o
> & o g&&
5 St?[ sys‘s@c exposure from mixing, loading and application (mg HEETETT T
Totg[ systemicexposure from mixing, loading and application per kg body TS TR
weight (mg/kg bw/day)
% of RVAAS #DIV/0! #DIV/O!
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Operator exposure - Lettuce — Manual-Hand-held - 2 applications per crop*

No PPE work wear - arms, body and legs covered during mixing/loading and during application.
* This scenario also applies to the following:

1 application a crop
Fluopicolide

Operator exposure for FLC+PCH SC outdoor spray applications

@

Assumed area treated

Formulation type

Application method
Application equipment

Indoor or Outdoor application

Application rate of active substance

Amount of active substance applied
Dermal absorption of the product
Dermal absorption of in-use dilution

0.1 kga.s./ha i_AppRate
4 ha/day d_AreaTreated %
0.4 kg a.s./day i_AmoutAS ‘2“\9
0.26% i_AbsorpProduct &
13.00% i_Absorinuse @

Soluble concentrates, emulsifiable concentrate, eéc.

Outdoor
Downward spraying
Manual-Hand held

Y

g S

R

27,

O
o
R

S
AN

Season not releva @ &
o & [V O o
ug exposure/day mixed and Joaded o C(@ \} o R Y
Exposure values 75" conts /ég@centile N R;ﬁ%nce L, 5(‘\ ent \
Hands SRR RN & <
Body %73 7 551409 Q AOEM a Q A@
Head D% 21 N ﬁ\a \ A?) @
» Protected hands (gloves) @ 1;& W\g@ 79 & @ fz\g
ko) Protected body (workwear or Q) ‘Zq\j &2
g protective garment and sturdy @ Q‘Q& N @ 59 Q @AOEM§ @ &
& footwear) @’ o \} 20 U@ S G
w0 N
c o,
§ SPr:(i)et:edc)ted head (hood and fa@ @ 5 @ 6& @@ Q@ é@ @@ N
@ K v |, S @f o N @
Inhalation K AL O 25 & @)ROEM R
Protective ehty I3 Vad & Selectforinclusion| & Penetration fctor I@gjation Protection factor
Gloves @3 "O" No NN N Z
Clothing 9 N4 Workwear - > body apd legs covered] Incl. in GOEN mod. Ry
Head and res%hsatory PPR\ S Ng@ Y K. %@ 1
Water soluble bag A\ ) Ch Q) < Oo| &1 (@)
A Q> % > Q N
e AT
E re valu& - ) @y  Reference Comment
1S centile @centlle
) Q R 9 -
Qptands & @ 3 g > DV Loem
©© By Y O O] & L, uy § AOEM
Hed)Y Lo 2, S S AQEW
N % Protected l{.yds (gloves&hJ % 5 @ 0@22 @ @{M
D "3 Protectel Hi/ (worl&@?« or Q
@ E prote U@%rment turdy < 903 § 626‘% @ AOEM
< footwear) ° é 2
@ I O n, 36 j AOEM
?@}ective Equipment (,@ ‘O SelestHor incl Nﬂ Penetration factor| Inhalation Protection factor
oves < q o afo
ClothingX N € oY Work &g - arms, haly and leggsayered| Incl. in AOEM model
@ Heada respiratMPE o @) I Y None 1 1
Q N> @) vehicle mounted
Closed cab 6 @ Q @ @7@ Mo upward spraying only
Z

)

3
N

o,

N

d

NO)

)

Without RPE/PPE

With RPE/PPE

v

N >
v I

@
Q O

N

Longer term
@

(o

<

& @

QO
N

Total syst@c exposurg frgm mixi ading an Iication?% Er050959 ST
a.s./da %
Total mice: o?\ufe from Ng loading and applj @Zj per kg body
i g % @ﬂ« 0.1965850 0.0232468
weight (mg/kg ay)
% \) N
»&Q RVNAS@ Q 280.84% 33.21%
INGN
Acute@@ @/}_7@ o Y\a
T i fi $§> | i licati
?ﬁ?emlc exposure fro ixing, loading and application (mg 18.5902080 8.7778527
tal systemi f ixing, loadi d applicati kg bod
.a systemic exposure from mixing, loading and application per kg body 0.3098368 01362975
weight (mg/kg bw/day)
% of RVAAS #DIV/0! #DIV/0!
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Operator exposure for FLC+PCH SC outdoor spray applications
Application rate of active substance 1 kg a.s./ha i AppRate @
Assumed area treated 4 ha/day d_AreaTreated @
[Amount of active substance applied 4 kg a.s./day i AmoutAS N
Dermal absorption of the product 2.00% i AbsorpProduct %
Dermal absorption of in-use dilution 8.60% i_Absorinuse @ @
Formulation type Soluble concentrates, emulsifiable concentrate, etc. @ & @@
Indoor or Outdoor application Outdoor @’ o
Application method Dow nward spraying @ @
Application equipment Manual-Hand held % @ ’@
Season notrelevant B °\ o\
N R N
Exposure values L exposu.re/day mixed and Ioafied Reference Q Commel@gy @ o
75" centile 95" centjle a) } @
S N
Hands 14120 529, AOEM S K Q é&
Body 9452 &43 Aoé@ N 8 & d &
Head 208 O s oM @7 X O & @
® Protected hands (gloves) 85 ) ™2 6K@OEM%\ @ 6\ N 4 2,\9@
'g Protected body (workwear or N\ @JJ & v Q
= protective garmentand sturdy 81 @ tiy@ 19 AOg@y @@7 @ & % .
& footwear) A\ o @ Q) Q N
£ Protected head (hood and face RIEN N N @
g shield) i\y \\ SN Qproem % @) Ko
: e 17 & |° NI
Inhalation (&g S 0, AO@A\J RN J(@ @ 3
Protective Equipment R W Selecf§orindusion)y” Penetfgivon factgR\Thhalatigihgrotectiopfietor @
Gloves & [foR “No N @ S
Clothing @"ork wear - arms, body and legs @wered mq\s@}ao EM m@&§ @ e o
Head and respiratory PPE D AFoe| Oy 1 & 4 N
Watersoluble bag N O oy Nl 10 N7 R &
N Y
s X % v &@ fa ®)
g eXE03) re/day%plied o\ @
Exposure values @ - %E @5"’ , K Reference@ °\ Comme@
75 centile
.9 ) e -
Hands & N %) A AQEM Y @
Body D D &k@ismm t@s 52 ° N
Head @) S 3}@ 27 aoem QO S
§ Protecte@ds (glo&t%ﬁ o 1D ) 59@ %@ AOEMg @
8 Prote: dy (sgrkiWear or & N N @7 @
= proj egarm%nd sturdy KB?M @, &QUB
T R & Q Q" « - & o
Inhalation @@7 RS 69 2 & Q Qo , 9
Cprotective Equipment ect for in&lision @Penetrati@gctor Inhalation Protection factor
N [Gloves A o
&@ Clothing 7 A WERQWear - arms, body anARgs covegad| Yncl. in AGRM model
Head and regpir%%ry PPb, 2 . Non ol 1 1
@\ @ v&}&le mounted
Slesiies & ( K @;\’ ((%x o jpward spraying only
A ———— go
S
w0 D ¢ S @
A N K g?hout RPE/PPE With RPE/PPE
Longer ter Y
Total systemic exposure from nfxing, loading an¥ application (mg @
21.2877647 27617037
e
tal Systemicexposure fromfixing, Tng anctgpplication g body
\T}ngm(mykgbwlday] @7 @)ﬁ p@ () 0.3547961 0.0460284
S Y
% of RVNAS @ & 122.34% 15.87%
2@ < g
Acute AN @ @
= 2 Q
Total syst@%exposm mixir@oadinga@pplicaﬂon(mg 25 7301052 16598130
a.s./day\)& @
., N
Tot.al%étemlce \t{e fro@ng Io%@and application perkg body 05955018 ~ET
wetklt (me/ke@yday) - a
baedRvaas &) e ® #DIV/0! #DIV/0!

@Q
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Appendix 2.3

Operator exposure - Cucumbers (glasshouse) - 3 applications per crop*
Dutch Glasshouse model- note that AOEL has been calculated based on 60 kg bw (not 70 kg bw

@ed S

in table) - Gloves and coveralls

S

o @
Fluopicolide (@J@ & ©®
D
OPERATOR EXPOSURE DUTCH GREEN%OU SE Mo@. S o
form |FLC+PCH SC687.5 @icatlon |ncbd|ng@xng and badlng% &
as. [Fluopicolide m@ < ) @
- X S
Param eter Value N Unit O Reference&b@m m ;@ Q Q
MANUAL SPRAYINGin greenhouses @ Q @Q}
AR Application rate 01 =) | kgas :’@ mm@ |ntend@ uses @ &
A Areatreated 1 @“J haiday @
. X \ <
Inhalation Exposure Q% @@ % i% @% Wm@t PFPE \ B
SV Surrogate Exposure Value Q R @ as/ .5. @r dustlng@ee noté (Dutc “% o
% .Y @ R @ n'ndel)© @f’ @§
Inhalation Exposure (w ithout PPE) TS N ng@smay% SV%R){A
S o S
SRS A N B IS
Inhalation Exposure {with PPE v < PPE
PPE-factor &\J %g T § \@' @&n—po maskh ertyr%?
(most €onserv 10;
Q © 9 6 ®® &© ad{@hced see notds*
%, @ @§ @ Q (D@Fod
Inhalation Exposure {with I@ Qﬂ.ﬂ M a.s.@ay @:_(H:‘E)@:(NPPEfa@r) x IE
N @) SN Q N
Dermal Exposure . @ @ @ @ @ \ wﬁh%%
2) & S AN
SV Surrogate B(pos%e va% @ @ 6@ @.s.iéﬁgas. Fégdustin @ note* (Dutch
o del)
Dermal aposueQ @’ 2o 20 O S mpaOtay D S xARXA
SE $e -
9 N @ winere
@ @ @Qlwes + coverall: 10 {Dutch
model)
mg &3/ %@ DE(PFE) = (1/PPEfactor) x DE
SE
N
RY
@ as./day based on 70 kg bw
@’meh PPE
[mg as. / day]
0.1000 IE(int) = IEx (1A/100)
0.3200 DE(int) = DEx (DA/100)
0.4200 sum
2 %A0HE =100 x IHint) / AOEL
8 %AOEL = 100 x DE(int) / AOEL
10 sum

% Sev
Y NO@” The absve m ned model is for spraying in greenhouses. For dusting of carnations the
§ gat%ues §1@uld be changed: inhalation should be 20 mg/kg instead of 1, and dermal should
& 00@ g ipstead of 200.

9

'@ Note: Onlyfor gasforming/gaseous preparations and soil fumigation preparations: powered fullface
@ filtering devices with filtertype 2 (factor 20), powered full-face filtering devices with filtertype 3 (factor
40)
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Propamocarb

OPERATOR EXPOSURE DUTCH GREENHOUSE MODEL |,
form |FLC+PCH SC 687 .5 Application including mixing and loading @
as. |Propamocarb A
Parameter Value Unit Reférences, com @\éﬂﬁts f@
MANUAL SPRAYING in greenhouses ‘o
AR Application rate 1 | kg a.s./ha %ummary of |nt@d u%
A Areatreated 1 @ ha/ day g\’ Dutcy\ﬂﬁwde[ N S
\a @ 9
Inhalation Exposure & @Q &@Dut @
8V Surrogate BExposure Value 1 %@ mg a_s_!@a_s_ For dis@g see note” ( é
v R T R
Inhalation Exposure (w ithout PPE) 1 Q‘? ng%s_l da% 6 Ak@ @
AN >
Inhalation Exposure (with PPE) S) w\\ﬂ@ g}’ @% b@’ @ w HI&F’PE .
PPE-factor %1 3 O Q No w eredask @ype &
i\ﬁ \\ N % (n@ con&grvatlve)
@ N @ |, & e no
R &5 & Q\ % tc del)
Inhalation Exposure (with PPE) & @>1 N v @s lda Efa&@) x [E
Derm al Exposure @ N @ (@@ @ Q @@ rlhm,&PPE
SV Surrogate BExposure Value @ S ] %ng a. @ﬁg as For dusting s@ note* (Dutch
" N & ©
5 §) @§ Gog N @odel)
Dermal Exposure O\@?) S @ 2(§ & @ga_s_l@ %sv x ARx A
S S 2 0o
Derm al Exposure (wit@PEg ¢§ Q&\g@ o @6 S é é& \ w ith PPE
PPE-factor 10 N Gloves + coverall: 10 (Dutch
@ é ° @ § o @ @@ & @ model)
Dermal Exposure G th F%.a AN N %@ Y W a giday w DE(PPE) = (1/PPEfactor) x DE
¥ & .0 oS b S
> S GRS Q %@
Internal ex sure v N X
@@ Absorpton S > @9 (@ 10@ & Q@ %&@7
| Absor p‘row@ @ 86 .0 | @
AOEL §> & é\\a O17 4(;»\9 C& gﬂg@s Jday based on 70 kg bw
@ @ S @’Wimcét? PP < with PPE
g
Q@inte n@axm slire °\ [&@s ! [mg as. /day]
A 1@45@.@ S 1_009@@ @é 1.0000 IE(int) = IE x (1A/100)
@’ & Deg @ 17§§900 Q\Yo\a 1.7200 DE(int) = DE x (DA/100)
N (Total 00050 2.7200 sum
% Ay S
N SRS
. G, Aoty @ S
&@ « IMhajgin @ g %A0EL = 100 x IEint) / AOEL
@ \% mal < @ 99 10 %AO0EL = 100 x DE(inf) / AOEL
< D Total, Q 105 16 sum
e 9O
& N) S
{x’ O @ RS
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Appendix 2.4 Resident exposure — Potatoes - applications per crop*
* This scenario is worst case so also covers the following application rates:

3 applications a crop, 7 days between applications

2 applications a crop, 7 days between applications

Fluopicolide

R e for FLC+PCH SC

Croptype Rootand tuber vegetables

Application method Downward spraying
Application equipment Vehicle-mounted
Formulation type

Buffer strip

Application rate of the product
Concentration of active substance (in-use dilution for liquid
applications)

Dermal absomption of product

Dermal absomption of in-use dilution

Soluble concentrates, emulsifiable concentrate, etc.

Residentinhal. spray drift exposure mean - adult
Residentinhal. spray drift exposure mean - child
Exposure duration demal

Exposure duration inhalation

Exposure duration entry into trested crops
Light dothing adjustment factor

Breathing rate adult

Breathing rate child (1-2 year old)

Drift percentage on surface (75th percentile)
Drift percentage on surface (mean)

Turf transferable residues percentage
Transfercoeff. of surface deposits-adult v\g

Transfercoeff. of surface deposits-child

0. 001

ml spray dll
ours

&

o\
year old)

\©

for obj

Saliva extraction percentage
Surface area of hands mouthed

ME@E

Ingestion rate for mouthing of perd

Dislodgeable residues perég ‘ transf
mouth @

Transfer:neffi:ientf\%\trv into treate

Eﬂ%r Entry into treated chpssiS@h per

Transfercoeffici
rentrvmtotreated cro < H ean) -

Transfercoeff)
Transfercoeffi t for Entrvmtotreatedc

&\

Fregquency of hand to mouth

ers(/Sth percentile)

§m

' [mesp) -

Oral absorption

Dislodgeable foliar residue (i_AppRatz*i_DFR) 03 geas fem’ @ O\ @ 6\
. " D‘,uc\an\esuhsmn&awn av @ @ B R @

|V apour pressure of in-use dilution mw of <5 @a Pa % @x @ @7 I

Concentration in air % @%ﬁ:m m@© QS 6

Residentdermal spray drift exposure 75th percentile - adult s 0.4l spray dilution/p&rson @

Residentdermal spray drift exposure 75th percentile - child &9 \ 0327 spray dil@w’peson % @ y\g

Residentinhal. spray drift exposure 75th percentile - adult & & \ 0. ™l spray gilution/ pers: & °\ @

Residentinhal. spray drift exposure 75th percentile - child @ \ 0.00522 ml spgay difution/ pers@ %

Residentdermal spray drift exposure mean - adult Q K &313 ml i|uu‘on,§n @ @

Residentdermal spray drift exposure mean - child @ 0.18 ml dilution, on

d_ResxpDurinhal
DurTreatCrop
@‘at‘w F
d_BreathRad
d_BreathRCh

d_turf
d_ReTCAd
d_ReTCCh
d_salext
d_AreaHM
d_RefreqHn
d_MouthGross

d_DRpP

d_TeEntryad

d_Te&Entrych
d_TeEntryad
d_TeEntrych

1 Total @ ° w\a
S @
1.1 1-3year old dhild @)Q % %

(07” Spray dr@ pemen@

Entry into treated
crops [ 75th percentile)

%sce deposits [ 75th percentile)

All pathways [mean)

- S
'll'D'CE| S\‘S‘t:m‘lc Expcsur@ ©10350§2© \ &Q‘ncﬂﬂ@»\ @ 0.0086230 0.0699779 0.0921706
mga.s./day)
A S © 2 @
per 55 bcdv‘ \veigh % 0%5078 Q@ @(55 0.9); 0.0008628 0.0063972 0.0092171
o
% of RVNAS @/ O 5-01% Q \ 123% 10.00% 13.17%
SN @xz - NQ)
S NG
X N Entry into treated
Spray@i @ V3p® Surface deposits — All pathways [mean)
Total systemic exposure @ N \J N
(mg 2.5 /day) & 0%01020 ,@ @ 2000 0.0169523 0.2332555 0.2360781
TOTET SySTEMIT EXposTTE ﬁ S
per kg body weight @ \ m;@ @ 0.0002200 0.0002825 0.0028877 0.0029346
; A S
% of RVNAS & @\9 léoo) §9 \)) 0.33% 0.40% 5.55% 5.62%
@ 9
¥
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Resident exposure for FLC+PCH SC

Croptype

Application method
Application equipment
Formulstion type

Buffer strip

Application rate of the product
Concentration of active substance (in-use dilution for liguid
applications)

Dermal absomption of product

Dermal abzomption of in-use dilution

Orzl sbsorption

Dislodgeable foliar residue [i_AppRat=®i_OFR)

So

'V spour pressure of in-use dilution

Concentration in air
Reszidentdermal spray drift exposure 75th percentile - adult
Reszidentdermal spray drift exposure 75th percentile - child
Residentinhzl. spray drift exposure 75th percentile - adult
Residentinhzl. spray drift exposure 75th percentile - child
Reszidentdermal spray drift exposure mean - adult
Reszidentdermal spray drift exposure mean - child
Residentinhzl. spray drift exposure mean - sdult
Residentinhzl. spray drift exposure mean - child
Exposure duration demsl

Exposure duration inhalstion

Exposure duration entry into trested cops

Light dothing adjustment factor

Bresthing rate adult

Breathing rate child [1-2 year old)

Crift percentage on surface (75th percentile)

Crift percentage on surface (mean)

Turf transfersble residues percentage

Tranzfercoeff. of surface deposits-adult
Transfercoeff. of surface deposits—child [1-3year old)
[Szliva extraction percentage

Rootand tuber vege@bles

Downward spRying

Vehicle-mounted

luble concentrates, emulsifiable concentrate, etc.

low

volatile subs@nces having a vapour

P
pressure of =5+ 10-3Pa s

e
/7 ml spray dilution/

327 ml spray dilution/|
00010 ml spray dilutjon/|

Q‘?

00022 ml spray dilug

on/|
@m ml sprigjlution/

0.00017 ml dilution/ @?n
&R
S

ours

I_AppEquip

P %) @
@Q d_ConaAS & O\@
ol SN

1 Total

Surface area of hands mouthed @ & 20 em® & o @ d_Arsa HM
Frequency of hand to mouth activity K @ @ 5. S@%Efﬁour @ ° @ d_ReFreqHM
Ingestion rate for mouthing of grassper day @ @ 5 em’ @ W\’ d_MouthGross
Dislodgesble residues percentage tmnsfarabilitzkobjactm ‘6‘@ § & @% % % @ .
mouth % @ E @ ) @ K @ =
Transfercoefficient for entry into tmmad@d?&h paﬁ§'la} -ad % @ 7500 QN @ (ix 0\ d_TeEntyad
Transfercoefficient for entry into treat; p= [75th percentile) -3@ @ @ L‘@fﬁ @ & d_TeEntmyCh
Transfercoefficient for entry into t crops (mdgn) - adult @ “_v'h @ d_TEntyad

o ) -
Transfercoefficient for entry intD@Ed crops @n) - child % o, 17N m‘h@@ & INAN d_TEnmch

1.11-3year old child

@)
§@§©

<
&

@

%)

Spray drift (75th percentile) (@ A%’lr(mm %a\;ntile) @ Surfacggsposits (75:@6;;@:115)

Entry into treated

All path
crops [ 75th percentile) ECEE

Total systemi gg
otal systemic a 001

@.re

(§ &J 0.0107000

<

= o 04629305 0.5566532
(mg a.s./day) o2\ (@) R
TOTEr 5y LE]HYLENwD are N 2 3 o
per )fé de‘{ weight @OBZ&]BQ \ % ®§m107ﬂ§ & ‘\%GS&M 0.0462930 0.0556653
5 of RVNAS @ 8.0 j(@ B 037y Q %, 27 15.96% 19.19%

2

&

B
L2 Adult ~ @ $ (’@ N < oS
% ) N © -
@QJ @pmy dﬁfzf§) o\ \'Japnur °\ Surface depaosits =I5 |:::p:'eated All pathways [mean)
; i ) N\
lTr:tig;S::,:c EXPDK ozl @ %\Q umz@%@ @ 01171458 15421015 14845595
‘ @
per ke body wej . 0@407 Q\)f 2] ﬂ@m o B3 0.0018691 0.0257184 0.0247427
O
5 of RVNAS Qi.sm N o0 % 0% 287% 253%
i « @y %) R
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Appendix 2.5 Resident exposure — Lettuces — 2 applications per crop*
* This scenario is worst case so also covers 1 application a crop

Fluopicolide

Resident exposure for FLC+PCH SC

Croptype

|Application method
[Application equipment
Formulation type

Buffer strip

|Application rate of the product
Concentration of active substance (in-use dilution for liquid
applications)

Dermal absomption of product

Dermal absorption of in-use dilution

Oral absorption

Dislodgeable foliar residue (i_AppRatz*i_DFR)

- s low volatile su
Vapour pressure of in-use dilution

Concentration in air
Residentdermal spray drift exposure 75th percentile - adult
Residentdermal spray drift exposure 75th percentile - child
Residentinhal. spray drift exposure 75th percentile - adult
Residentinhal. spray drift exposure 75th percentile - child
Residentdermal spray drift exposure mean - adult
Residentdermal spray drift exposure mean - child
Residentinhal. spray drift exposure mean - adult
Residentinhal. spray drift exposure mean - child

Exposure duration dermal

Exposure duration inhalation

Exposure duration entry into treated crops

Light dothing adjustment factor

Breathing rate adult

Breathing rate child (1-3 year old) @
Drift percentage on surface (75th percentile)
Drift percentage on surface (mean)

Soluble concentrates, emuls

Leaf vegetables and fresh herbs

Downward spraying
Manual-Kna psack
ifiable concentrate, etc.
23m
0.1 kg

0.5

a@j@ha
0.26% v
53

10@
'3 pgas.fem’
bstances havi our
pressur 10-3Pa
0.0Mm mg/m
qx mlspray E@
@ 27 ml spr;
lL ml

jlution/
dilution, n
@e 00022 m dilution

LZLl%&SPrEV di on,’person
g mi spray dilf ,’perso

&

on/

0. ml spray unon,’pers@
00017 ml spfay dilution/pgrso
éﬂ 2h N %g\a

2:\0}{2
hot

0.25

A
o

<

@

Za Qf

-
o 'y
&

1_Absomp#,
i_Abs:

a7 3

Turf transferable residues percentage w0056 @7 d_Turf
Transfercoeff. of surface deposits-adult 7300 em’ d_ReTCAd
Transfercoeff. of surface deposits-child [1-3ye§r¢%1 &00 em’ d_ReTcCh
Saliva extraction percentage % o d_salext
Surface area of hands mouthed 2”\9 @ 0 co d_Areg M
Frequency of hand to mouth activity @7 @ 9. %s/hour @ & & d_ReFragHm
Ingestion rate for mouthing of grss@ @ @ @1 d_MouthGross
Dislodgesble residues percentsge t rability f&bject tn° @ 2@ @ & @ d_ore
S S Sy @
Transfercoefficient for entrvated c®75ﬂ7 percentiie) - ad K \ & 7500 cm“,fh % d_TEntryAd
Transfercoefficient for en \ 0 treate@ps (75th p@mle) ch @ K z % 2250 d_TeEntryCh
Transfercoefficient for ent |nto tma@rops(me%aduk ° @ SSS@AKH @ @ d_TEntryad
Transfercoefﬁclentfmvv|nto treated crops (mean) - chlld \ l@cm"fh ?’\? d_tEntych

D 4 % N %) \“@’

1 Totwal

Y @ &

BN

Sp®§ (75th pﬁ%sgnnle] @\9

M;]?(Em v%ulle) qk'XSurfafz deﬁu {75th percentile)

Entry into treated
crops [ 75th percentile)

All pathways [mean)

Total systemic exposure

Q 0.0050057

ok oos&gl aoi&@)o 0.04059% 0.0564148
(mga.s./day) o\ o (&
T
per kg body weight @ @5;9 @y R @3107000 @ 6@’ 0.0005006 0.0030599 0.0056415
) I
% of RVNAS N 1.519?(@@) @ Q 153% @ /7® 072% 5.80% 2.06%
Q @)
)
1.2 Aduit ﬁ @ Y
& (2N I N
Q \(7& drift a % %pour @ Surface deposits Entry into treated All pathways {[mean)
crops
Total sy=82gic exposure R oozsm@ N o @amy@ 0.0088352 01353300 01408434
(mg 3.8(day] Q
‘I'Btar%imlc Exposare (g Q
per kg body weight o om@ 2 <© @ a(&&% 0.0001639 0.0022555 0.0023474
: : * )
% of RVNAS ON605% j\@ (&Q Qﬁ 023% 3.2%% 3.35%
~J
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Propamocarb

Resident exposure for FLC+PCH SC

Croptype Leaf vegetables and fresh herbs

Application method
Application equipment
Formulstion type

Buffer strip

Application rate of the product
Concentration of active substance (in-use dilution for liguid
applications)

Dermal absomption of product

Dermal absomption of in-use dilution

Orzl sbsorption

Dislodgeable foliar residue [i_AppRat=®i_OFR)

Soluble concentrates, emuls

low
'V spour pressure of in-use dilution

Concentration in air

Reszidentdermal spray drift exposure 75th percentile - adult
Residentdermal spray drift exposure 75th percentile - child
Residentinhzl. spray drift exposure 75th percentile - adult
Residentinhzl. spray drift exposure 75th percentile - child
Reszidentdermal spray drift exposure mesan - adult
Reszidentdermal spray drift exposure mean - child
Residentinhzl. spray drift exposure mean - sdult
Residentinhzl. spray drift exposure mean - child
Exposure duration demsl

Exposure duration inhalstion

Exposure duration entry into trested cops

Light dothing adjustment factor

Bresthing rate adult

Breathing rate child [1-2 year old)

Crift percentage on surface (75th percentile)

Crift percentage on surface (mean)

Turf transfersble residues percentage

Tranzfercoeff. of surface deposits-adult
Transfercoeff. of surface deposits—child [1-3year old)
[Szliva extraction percentage

Surface area of hands mouthed @
Freguency of hand to mouth activity
Ingestion rate for mouthing of grassper day

Oy

Dislodgeable residues percentage transferability fow@actm
mouth

TranstrcDEfﬂclEnthrEntrvmtotreatadcggﬂ(:&hpErc@& ad @
TranstrcDEfﬂclEnthrEntrvmtotreatad@s(:Sth pE@IlE‘ ch@

Transfercoefficient for entry into tre ops (mean) - adult i

Transfercoefficient for entry into t

# volatile subs@nces having a vapour

Downward spRying
Manual-Knapsack i_AppEgquip

ifiable concentrate, etc.

- = S ®
1kgas/ha @ i_AppRate @®
S5gas/l @ d_toncAs @
@ i_AbsorpProduct Q, @

3 ug

201 mg/m’
&mlspraydlluuun pa

7 ml spray dilution/ p@:
010 ml spray dilution/pe

n/person i
é?parsunc
pars A

pressure of =5 10-3Pa

@Q d_ReT?
@ Q& @ § d ae:;in
20 o & &@ @ r‘a:'v-.'M
ents/hour o @ &_ReFreqHI
.5 @ °\ y\’@ d_MouthGrass
@% % @ d_DRP
@ Q‘,& . @ o_TEnmyad
@ & &\ d_ifnn)'C."!
@ & (07” d::'fzch

&

e

1 Totsl

N AN
<®©©

1.11-3yearcld child

crops | ] - chilg

&
v

&

<y

&

Spmg@ym (75th p&ntile) @ &mrmm n%t%ntile) (&suﬁace deposits (mh*&’@enme)

Entry into treated

All path
crops [ 75th percentile) EOTEE

B Z
Total systemic expgaurs

o oo

(mg E.s.fdav@ @1 O K@) aowm® D 0.2685781 03171326
e ®
per kg body Gt . Geo, O 0700, S B {Q%gm 00265578 017133
s N
>
5% of RVNAS Q FESPAN & 03 ﬁ% (&& 1325 9.26% 10.91%
12 Adul o S & %\/ O

o,

@ f@w drift @V

Q@
@ @pﬂur N @ @y Surface deposits

Entry into treated
- sate All pathways [mean)

oops
e ) & QO

Total systemic exposure

(m ::,daw - N4 01561%) @ Q o.maaac@ o 0.0650635 0.8952602 0.8543999
2 3.5 /day) 9 (@)

O SR “5‘“’% J

perkg bndeei% 0&)77& @ @ 0.98Q2300 0.0010244 0.0149210 0.0142400
. i . Y o

=
5 of RVNAS @% &QCB% @ 037% 5.15% a91%
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Appendix 2.6

* This scenario is worst-case so also applies to the following:

3 applications a crop, 7 days between applications
2 applications a crop, 7 days between applications

Fluopicolide

Worker fro

Worker exposure — Potatoes - 4 applications per crop*

Croptype

Indoor or outdoor

| Application method

| Application eguipment

Worker's task

Main body parts in contact with foliage
| 2pplication rate of active substance
Numberof applications

Interva between multiple applications
Half Jife of active substance

Multiple application factor

Derma absorption of the product
Derma shsorption of the in-use dilution

'Working hours

Inhalation tran

Dislodgeable foliar residue (i_AppRate*i DFR)

Derma transfercoeffident - Total potentia exposurs
Derma transfercoeffident - arms, body and leg;

Dermd transfer coeffident - hands, arms, body and

Inhalstion transfer coeffident fo automated applications
effident for cutting omamentals
Inhalation transfer coeffident for sorting / bundlingomamentals

s L Qe
SR

1A ha/heseon -3}

1. Totd

o >

@)

o,

‘@K\Njea-a yandleg%red

Worki: %arand gn\%;%?

re (mg a.s./day)

[ Total systemic exp

re per kg body weight

LDO5SE056 \

A V@)
m \&@4&3342 K\ no TC aval orthis asement
T SRS
© > & S

829

NS Q a

N @’

@@w@m&

rru—
syRgic e)qwsure
bw/da

Derma - Potents:

@c.ﬁsuass &

Page 94 of 98

Demal - Work wear - amms,

Gr

Dermal - Working wear and

Inhalation % @
& NN

Propamocarb
P <

Crop type

Application method @

Application Equlp?lg nt
Worker's task

Main body pi {n Yontact with foliage
Application rate of active substance
MNumber of applications
Interval between multiple applicat
Half-life of active substance
Multiple application factor @
Demnal absorption of the pr@m

d

'Working hours

Inhalation

1 Towl

m-pmmfn%@min
Indoor or outdoor @

O &\éo\’o@@%

Demnal absorption of the ip ilution,
Dislodgeable foliar msid%@_ﬁ\ppﬂate‘ N

Demnal transfer cna%m:- Total potentisl exposure

S Y g @
Forios & o

N ikéa-éia §\
7d
e N

i AppRate
i Appio

i Appint

of Halflifeds

o MAF

[ AbscrpProciuct
i Absorplmuse

4 DFR

o Werkie

o DermTelicy

&

Demnal ransfer fzient - arms, body and | 13009 fhr d DermTeCVi
Demnal transf icient - hands, amms, pody = o TC available fo .assessm% *Ihr d DermT,
Inhalztion transfef coeffident for autor icati \ % ha/hr10°(-3) d InfalT.
Inhalatiog sfer coeffident for cutting @ @ NA ha/hr*108(-3) d InhalTeCut

sfer coefficient for sorfi N NN 1A ha/hrt10°-3) o InhalTcSort

&
@ -
Working wear and gloves Comments

- \l@sgar -Eam,m:@ and legs
2 [N

no TC available forthis assessment

d

1(,/10!3650

@B&wm

Total systemicexposure .= /day)
Total systemic exposury kgbcd%\\\vg ht|
% of RVNAS S

13.245%

3>
SIS

Systemic exposure

Formula

Comments

covered

Zy [mga.s. /i bus/day]
@ @ P ggtlﬂ 02429115 d_DemTeUCVv*d WorkHr*i DFR*_MAFA
in use
Deridsl - Work %r arms, body and legs o 1 rkHr*d_DFR*d_MAF/

Bew Working wesar and gloves|

1000%i Absorpinuse

m—ﬁd DFR*d_MAF/

Inhalation

Nafor outdoor adivities
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Appendix 2.7 Worker exposure — Lettuces - 2 application per crop*

* This scenario is worst case so also covers 1 application a crop

Fluopicolide

Worker exposure from residues on foliage for FLC+PCH SC

Crop type Leaf vegetablesand fresh herbs

Indooror outdoor Outdoor

Application method Downward spraying

Application equipment Manual-Knapsack %
Worker's task Reaching, piciéyng &v\’
Main body parts in contact with foliage Hand a@;y @
Application rate of active substance 0.1 kgas./ha Q
Number of applications 2 @

Interval between multiple applications @ 7 days &

Half-life of active substance % 30 days Q @°
Multiple application factor Q'?(@' 1.9 \ @
Dermal absorption of the product 0.26% @@7 °\

Dermal absorption of the in-use dilution Ci% @le.m%@ R Ry
Dislodgeable foliarresidue (i_AppRate*i_DFR) @ @ s 174 as@z @’
Working hours QS hr 6

Dermal transfer coefficient - arms, body and legs covered 2500 /hr

Dermal transfer coefficient - hands, arms, body and legs co»@i o\\ @ Osg&;mz/hr

v
Dermal transfer coefficient - Total potential exposure % 8 @7 800 mz/%
2, N &%

Inhalation transfer coefficient forautomated applicationQ X @»\ ha/hr?gg™(-3)
Inhalation transfer coefficient for cutting ornamentals K o @ %, A ha/r@o"(- @ d,
Inhalation transfer coefficient forsorting /bundling mentals@ S NA h%%r"lo"[- Yad NohaTcSorg
) B3
o &9 & § PO &
1. Total @, 82 @ N @ § Q §
%ential e%osurewxwoigsgi@z‘:':’ezw &\@\xéng w@andgloves @ Comments

Total systemic exposure (mga.s./day) 3,%&89673 S @MSSZM((@’ @48961 7 C
Y

Total systemic exposure perkg body we@t N § % RN
M 0.0558161 0.0246587 > 0005
S ° S SN

(mg/kg bw/day)

% of RVNAS Q) 70.769 Q &k f’)\\ 7.97% ©
2. Details J(QQQ S & § §9 S) A
S D o D ystemicexposure
@ Q m M/d&i as) ©w/da @d @?;& For Comments
S & [ig ay g a.s./Rgbw/dayly _
%©Demn§)(\®temia& 3.3@73 . o8 @%ﬁsmh ‘;—& AF“;%%;Z;—U?T Lo
Dermal - Work  arms, d . Derm ) WorkHr*d_DFR*d._
R N R
o o S | o |G
@h latf {° > N INY for outd
eqInhalat 4 N t ctiviti
§ n aa{l(% f& _ @ 65\;9\ @@\\ g aftoroutaoor activiues
A
2 & §@ N S
@ S g Lo o @
Q S Q o D
S\ L & 9 @
& < QQ S
" N S
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Propamocarb

Worker exposure from residues on foliage for FLC+PCH SC

Crop type Leaf vegetables and fresh herbs @
Indoor or outdoor Outdoor o
Application method Downward spraying ®
Application equipment Manual-Knapsack @ @ @
Worker's task Reaching, picking @Q & @
Main body parts in contact with foliage Hand and body N
Application rate of active substance lkga.s./ha % i_46§ @
Number of applications 2 R ‘AgoNo o
Interval between multiple applications @ 7 days @ szﬁgmpmt \ @Q
Half-life of active substance v 30 days Q @Qjﬁﬂi R
Multiple application factor & 19 @ Ry & @
Dermal absorption of the product @ 2.00% S @ i Abs radu@© @
Dermal absorption of the in-use dilution 8.60% Q $° & orpinuse &
Dislodgeable foliarresidue (i_AppRate*®i_DFR) Q'?‘ \§ Hga.s./ Q Y DFR @ @
Working hours & % hr S @ 6\ d V\gor}%b @
Dermal transfer coefficient - Total potential exposure Cix @@ 5 Oc %T’ v @ d_De%rcucv
Dermal transfer coefficient - arms, body and legs covered @ % @ 2500 '/ hr 6@ @ «Q&rmTcW}% &
Dermal transfer coefficient - hands, arms, body and legs coveed @, @ 58 2/hr @ DermT @&
Inhalation transfer coefficient for automated applicationsid, BN N ha/hradyn(-3) @ %, d_inhalTcut
Inhalation transfer coefficient for cutting ornamentals o N o Ah 10M-3R, @ d_inhglTeCut §
Inhal ation transfer coefficient for sorting / bundling ment > 2, 4 NA l&v r“lO“[,,-E}? & d TcSort @
Q> X .F O v O &
1 Total N TS rS D @® ‘2\®
N %orkwe@arms % w@ éo 5
Potential sur, ’ orkin nd gl \omments
o sy e | Mot det |
Total systemicexposure (mga.s./day) @ 2§§§47OSZ 5494456 @y 22154707 N @
Total systemicexposure per kg body we?%ht & SN o 2 2@
.3692§) 0.15%574 N 0.0
(mg/kg bw/day) Ca ((%@ @ @W @ 382 @
% of RVNAS DN 12789 &a.88% A | o ;;\f%% A
2 s & &% 95 C 8 O
@ %temic@:osure Q N
Formula Comments
& Qe ag Jeay] [mg hWI g @
i ° nnTcU§@§;t_WorkHr*i_ DFR
&m@\\%te”t'& TN &*"359245@ 7 MAF/A%0Q0% Absorplnuse
Dermal - Work w2 arm s@é\J y an d@s O o | DermIcCV1 *d_WorkHr*d_DFR
@ (ox cSgred ©54944%“ o @ 0.1 4 Ol = /1000%_Absorplnuse
§
) ) Q d @TCCVZ *d WorkHr*d_DFR
Dg@ Working Weag@ glovesy 2@7 i> r{)_o@;szgg\\@ *d°MAF/1000% Absorpinuse
N @ 2, . 3 Nafor outdoor
& o @Inhajat@' @ ° N NS activities
QY K e K
N @Q S v O
o
S
@ O & . > o @
Q O © SN S D
¥ o K £
AN § L 9 @
v & P e
N Q &
& & S
@° N >
& N <
N %
Q © ©@
& X
< Q@Q %Q @
X
& (O Q)N
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Appendix 2.8 Worker exposure — Cucumbers (glasshouse) — 3 applications per crop

Roof-fogger worker re-entry

Fluopicolide @ @6
N

Worker exposure from residues on foliage for FLC+PCH SC S &
Crop type Fruiting vegetables @ & %
Indoor or outdoor Indoor @ o @
Application method Worker rentry -roof fogger @ @ L
Application equipment Manual-Knapsack %% N @ @ K@
Worker's task Reaching, p{cking & %\ °\ @
Main body parts in contact with foliage Hand a dy @ @ \ @ @
Application rate of active substance 0.1 kga.s./ha Q @ppﬁme § A &
MNumber of applications & 3 @ %LA,D,DNDQ @ @
Interval between multiple applications @ 7 days & @ i_Appint @ @
Half-life of active substance % 30 days Q (f@° & d_H@@'feAs @ &
Multiple application factor 2.6 \ @ Q d_@F @ @
Dermal absorption of the product . 0.26% (f@r °\ @ &absomf-" ct @
Dermal absorption of the in-use dilution Q& @ 16.00% W\y % @ _Absorpﬁ’ﬁxge y\a
Dislodgeable foliar residue (i_AppRate*i_DFR) @ Re pga s@éaz @ @ d_DFR
Working hours R 8 hr 6 d_ r % & °
Dermal transfer coefficient - Total potential exposure % &5 @ \ 800 nﬁ!% @ d_DErmTeU @
Dermal transfer coefficient - arms, body and legs covered R Y \\ \ 2500%2#“ &% R @ G- DermTecvl §
Dermal transfer coefficient - hands, arms, body and legs co@ 0\ @ OSE&sz/hr @ N @d_oer@z @
Inhalation transfer coefficient for automated applications@ K v @5 ha/hrRegn(-2) é}? d_In| ut
Inhalation transfer coefficient for cutting ornamentals K o @ MNA haﬂ@o"(e @ @ d cCut @
Inhalation transfer coefficient for sor‘ting,fbundling,a%gamentals@ S o NA r@&bﬁwﬂ-% Vad NghaI TeSorg

B

S - AP

1. Total @ % (o N

s \W)
ﬁential e%osureg&work weaf(@’rms, b%y &@%ng \n@y and gloves @ Comments

and legs covered

Total systemic exposure (mg a.s./day) 58534849 259132970 AN933485 2 7
N

Total systemic exposure per kgbodyoweq@t @\\)] § % y\\,
0.0975581 0.043 S Ro0.011
N RS R §

(mg/kg bw/day)

% of RVNAS O ) 130,365 O s . D g\\ 16.51%
2. Details i(@Q § %%(\\@ : § §9 - @ &
f© S gﬁlg a.s. ldz%‘]gs Emlc%ﬁ?::}mﬁlday& @Z§ Fnr Comments
R@Derm@&@tenti 5.?@19 © fod a@ssm@ d@@; ;':Z;;i%ﬁ:’:;:f?*w
i BTN I S o

Yo L Y H 4o i2*d_Worktir*d_DFR*d
D@- Working wear aré}fmves @ O.EH@’ 0.(@&558 @ - £ T Aobsor;rofn_use -
<) -
o Jnhalatisy] ;4200000

@ & &

Y O
@Q S (&@ Y %@J A f\©
(@)

For re-entry 16 hours after

Oy,
a
%

5 ° . .
002 StgpRate*d_InhalTcAut*d WorkHr
R AN

application
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Propamocarb

Worker exposure from residues on foliage for FLC+PCH SC

Crop type Fruiting vegetables @
Indoor or outdoor Indoor
N

Application method Worker rentry -roof fogger @
Application equipment Manual-Knapsack @ @ @
Worker's task Reaching, picking @ & @
Main body parts in contact with foliage Hand and body @ °\
Application rate of active substance 1 kga.s./ha % i_App| @ 7@
Number of applications 3 R II_A%'VO o @

Interval between multiple applications @ 7 days & Magpint \\ @Q
Half-life of active substance v 30 days Q@ @@Hauﬂfe@ %y
Multiple application factor & 2.6 @ %o d_MAF, @ @
Dermal absorption of the product @ 2.00% & @ l'_AbsCQ’Odqu @ @
Dermal absorption of the in-use dilution % 8.60% Q @° & l'_%sorplnuse @ &
Dislodgeable foliar residue (i_AppRate®i_DFR) \i& pga.s.,@ Q @)FR @ @
Working hours . hr °y @ b\d_wo:k% @
Dermal transfer coefficient - Total potential exposure Q& @ r d_Derm¥&UCV R

00 ¢ R
Dermal transfer coefficient - arms, body and legs covered @ @ @3\9 2500 @%/hr 6@ @ dngCWI %
Dermal transfer coefficient - hands, arms, body and legs cove%d (g&\ﬂ @ SQImz/hr @ rm T
Inhalation transfer coefficient for automated applications °\ \ &5 a/hrRon(-3) § d_InhaiTc @
X

Inhalation transfer coefficient for cutting ornamentals & \ N A ha/&"l (-3 d_InhgiTeCut

Inhalation transfer coefficient for sorting / bundling or) @enta O\ @ o & NA&@H‘IOA(@/ > d_lq(%ﬂ&m (@)
Q& @) é@
SIS v S E .

1. Total Q Ry S
.. Work we8r: arms, b@ @ o
Potlal e%)sure @ and@covem@ V\ic@ng wg@nd gl%@ gomments

Total systemic exposure (mg a.s./day) ¥ 32@\11%315 g @M%%Q}Zw Q 42817481 @ K
2

Total systemic exposure perkg bodyweigﬁ} @ @ @
0.5336247, 0.2413900 o 107136
(me/kg bw/day) N oA I
% of RVNAS 9 @)184.0@7 > 83.24% 24@
S RN v XX

2. Details % @,)) @ h@ @ f:& @

@ e g ] Oomh | comen
e . 5. "Q )

f@rmal -#Qentiall S, 30.817%e15 8 &36247@ %%EWTEUCV@NWWLDF

MAF/1 i Absorpinuse

Dermal - Work Wea@wfrms, b@and legs @@7 & g@_oemn‘v&a *d_WorkHr*d_DF
6 S Jém%aawqg,\\ @t:\g 0.221@0

cov R*d_%f{-\'fi 000%_Absorpinuse

/aN

‘o B 7 | d_gemitccvz *d_WorkHr*d_DF
Derm%Workmg wear and gloves @ 3.081&1 % 0.@3625 o R&AFHOOO*LAbsomMUSE

Q\ @halati 4 é% QOZO C&Appﬁ’at&*d_mhachAut*d_W For re-entry 16 hours
@ Q @

B orkHr after application
S S Lo O S
'\\© S ﬁQ - ﬁ%%y é 5
RS F S
©@ S @@ N N
D & o O
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