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CpP7 TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION
PRODUCT .

o

N
Methiocarb is an insecticide and repellent active substance and was 1nc]©ded into An@( I ofty

Directive 91/414 on 1st October 2007 (Directive 2007/5/EC). & @@
This Supplementary Dossier contains only data which were not su«&gmtted at tl@@lm%i?f the»
Annex [ inclusion of methiocarb under Directive 9{7414/EEC a thh we;&g&ther&fore

evaluated during the first EU review. All data Which werecs flready gt‘te y &ﬂer g

@

CropScience (BCS) for the Annex I inclusion ufader D1rect1v@ 1/414/E ntaj

the DAR, its Addenda and are included in the Baseline Dos@er provided, These d
are only mentioned in the Supplementary@sswr for the sak®™ of c@n e@nes%and @%
general information (e.g. author, referegce etc)-is @ﬂabig\ for ‘tHesc CGilata: ‘Th osder to
facilitate discrimination between new dafa and%ata bmuﬁd dufing tk§An ex 1] clus10n
process under Directive 91/414/EEC, Q%c olaﬁata @e wifien jn gc@ypcf@c @j all @w

studies, detailed summaries are prov@%d w&gﬁhn this Su@eme@ 1y, [@ssw& §
\ @
N
The presented and submitted s@%w%@ sed @"ffe@ s@ny@ annﬁde@or the active
substance Methiocarb. Q % > N @Q \
o & & & & <> @ S
S o ) S A
INTRODUCTION & O S @ &@j § &
This document summaﬁzes@%e i%orm @§ @ed t@chec&toxwolo ical §udles and exposure

(operators, Workersé}nd l@star@s) r theQp an@rotec@)n duct “Methiocarb FS 500 G
(Specification No.@@oo%)mm@ hle@contal tl@tlve @abstance me@locarb

N @ \
Methiocarb FS&%)O ;repre@ntatw@a dikitl durm@e Afnex I inclusion of methiocarb
and has thus uat cordi to%mfon@prm@

9
A full @assessment@ccor g to Umfor d&ma is provided which demonstrates that the
produ& safe for Q&}&ﬁtoro% rkers and@%ta s g% gw

IS
Methiocarb Wasﬁ:lud@% mt@?nne } of @@ectwe 91/@4/EEC on 1 October 2007 (Commission
Directive 2007/5/EC)c2 S
Where approfriate this d f@fe clu siQns of the EU review of the active substance.
This will bg where the ac es anc@ta ehe@upon in the risk assessment of the formulation.

For the ﬁlement of eQumﬁQrm prmmple@ Annex VI, the conclusions of the review report on
T% arb, and iri'parti A @ndl ges | a@l thereof, as finalised in the Standing Committee on

the Food Cham and AnifRal H@ h 0@2 S@mber 2006 shall be taken into account.

The EFSA cl i%l A S&enuf@ Report (2006) 79, 1-82) for methiocarb is considered to

provide th& lev@i sciefiific gbrma?ﬁ@n for the review of the product.

In the n D@tlve for methiocarb there are no specific provisions under Part B which
nee@e be s1d re§ed to toxicology or operator/worker/bystander exposure.

Thls f@.ﬂa‘uon has been registered in many member states of the European Union since 30-04-1984.
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CP7.1 Acute toxicity

The product Methiocarb FS 500 G (Specification No. 102000007167, Material No. 044119 ) Was@j
tested for skin sensitisation in a Local Lymph Node Assay but not for its acutedpxicity as w: §

and eye irritation. However, studies on acute oral, dermal and inhalation to
eye irritation exist with the very similar product Methiocarb S

ity as well 4s ski

102000006871, Material No. 04212746). Methiocarb SC 500 differs feQ] MethlocarBQ)FS

slightly, so that the toxicological properties resulting fr
Methiocarb SC 500 also apply to Methiocarb FS 500. The differenéds in compo
products and the rationale why the acute toxicity an

derived from Methiocarb S

statement enclosed in the document JCP (M-54
Synonymous names for both products used in t
Methiocarb FS 500 as well as H 321 500 SC

. : . @
For the Annex I inclusion of methlocarb,m%) répresentative f@gmula
FS 500” and “Mesurol RB 4”. For th
formulation will be supported as

“Mesurol RB 4” formulation
Furthermore, in the baseline
and eye irritation based on
composition, new studies

composition of methiocar SC 5

the results of the new studi€s
For toxicity mformatlg\g n of t

v

C 500 are discussedY
o)
- foll

ren
es tive formulati

are net | rese@ed ifisthis d(§§816

dossfet thegata fag acutepral,

@ld §1§£Clﬁc@’0n Q§ Metli car
Methiogarb SC 500 %@bn
(&’ @mm@% to tH&curre
etcar SOQare prese
B 4and pre@muspp&@d FS 500 q&)rmulat@l please refer to the

v

e aforeme

itating pro&Qles of Met
detail in e

M rol SC'500 for M%@bca%g%c 300.

al of&meth
ion. %heref@e,

@goned toxic gglcaQEdle@

carb

re@ectlve%@?)nfgentlal @ndg&@
ng i@e Me@loca@ 501&%& t@

<)
Q @ S

supported, i el
@%E&mly thé(/let ES

d@ re garng the

al @ al&?@l tox@glty, a&well as skin

D§ %change of the
v@@re conducted® Since the new

rocar.
nteﬁ\here S

baseline dossier. § Q @@ S @ Q &
&9 N o A& D

Summary of aq@ toxg@y D S N Ny AN

Study O & . [Results @ S s | Reference

Methiocarb SC 506Spee..10200000687T, Batch No<PF90

A
00 (Specificati 5§ I:L}Zf@

eengboth

S 5(@ formulation, only

66020950
Acute oral\{@t %, Q?Dso 0 < 390 mgflgg bw® # (2005)
S & & . @Q N TANIE
RN S SReport AT02669 [M-261963-01-1]
Acute dermal rat Q\)’) @bso NOOO @/kg > . (2005)
% % & oS s o oeraas
@ &7 .9 QO W | Report AT02668 [M-261936-01-1]
Acute inhalation rat @w @Cso >@71 C;gg7m3 @?‘ . (2005)
@% o & & IS CP 7.1.3/2
N I & Report AT02749 [M-262830-01-1]
Am{@@km 1rr1tat10:g}abb® I‘@[ 1rr§mg©©\ R— . (2005)
" @ S Report AT02694 [M-262050-01-1]
Acute eye irg{ddtio bit Nt irriggting . (2005)
@ > § S ©@t CP 7.1.5/3
S Report AT02695 [M-262054-01-1]

Methmarb @f 509@3peg§%ﬁ2000007167 Batch No. PF901

17711)

Q@nm%@non foouse’

@&ph node Assay)

Not sensitising

. (2005)
CP 7.1.6/3
Report AT02977 [M-269882-01-1]

maximum technicall

y attainable concentration
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The results of the toxicological studies indicate that Methiocarb FS 500 G is toxic after acute oral
administration, but of low to moderate toxicity after acute inhalation and of no toxicity after acute
dermal application. It is not irritating to the skin and eyes of rabbits and does not show skin sens@ing &

properties in the Local Lymph Node Assay in mice. ® >
According to the study results the following classification/labelling is tﬁgger@? for methioc‘&r@g FS@)
G: S S
- Regulation (EC) No 1272/2008 (CLP): Acute Tox. Cat. 3, H301 (Toxic@wallowed&© . § \;s@
& @ S @ @
X O o
Q @ N) S O
& S) v S
@ ) © & @
S) R o & A &
Ny LY RO 6 &
L @S D LS S
& ZNERES RSN IS T
R (€ @ @ S % &"
RN N
PO N SRS P
F NSOy T EE]
$ T Y VS N IS
Ve o » & 9 .0 O ~
o & TS S U
N e T @, o
v & 0 &
N © N @ S 2
o O N W AN
Na P8 e &Y
v .9 O § . N .
S TS S e

S v 5O e
5 TN e s H T o &
S > & & < o
A S § o @©%0\©
FIEFITs s
& %@% % (S
SEEN v oSS
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SN I N
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S Q\ O
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CP7.1.1 Oral toxicity
Report: B . 0005 M-261963-01-1 @ S
Title: H 321 500 SC - Acute toxicity in the rat after oral administration N é§
Report No.: AT02669 S @®
Document No.: M-261963-01-1 IS o QQ
Guideline(s): OECD 423; Directive 67/548/EEC, Annex V, Method B.l@is; US—EPAélZ-C-Q\S-

i - . " Q4.8
Guideline deviation(s):  The test compound is a product knoﬁ@to be stable agthhomogenous'ia both 11ut@v

190, OPPTS 870.1100

and in ready-to-use formulation wittpwater. Therefqpg, analytical c@rmi jons o @
stability and homogeneity of the aquéous formulatigns were not férformégs The@\a é

deviation does not limit the ass ent of resulgs. Y Q9 N
GLP/GEP: yes %@m é & &© Q) &@
@ R \© & @
AN
> S
; T A S -

A. Materials & Q @7 @&
1. Test material: \© éﬁ N §

Synonym C 5@ & O

Specification no.: @Q § %@9

Description: ©@ @@ S

Lot/Batch no: § & é

Content: o "\@ %

Stability of test cotapou oRd io@xp@ate: 2006-08-22
2. Vehicle: é\f ¢§ % ’ &\
3. Test animals:@ & @

Species: @Q ©\©

Strain: @© L O

N
Age:@

X
)@ht at dosir@ §

s 51 ' —
Acclimati&on @iod:@ _ag easg days &

Diet: @ ©® @Q . 3883.0.15 Maus/Ratte
Q ©© @\ Q\ Switzerland, ad libitum
W@: % Q@ @’%’ y %vgate;, ad libitum
o NS
Housing: @ % N @} grouipicaged conventionally in polycarbonate cages,
\y\’ N c\@ Q be@ing: low dust wood granulate (|
¥ O I )
@% & @ > > y
B. Study S@ign al%‘ine s &@
1. Anim ssig}lent d treatmen®
ne: @ © @@@ 50 — 300 mg/kg bw
%%ppli@n %Q;%e %y oral (gavage)
QQApé@:ation Volurde? 10 mL/kg bw
@ing time: before administration: approx. 16h —24h

after administration:  approx. 2h — 4h

Group size: 3 females/group
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Post-treatment observation period: 14 days

Observations: mortality, clinical signs, body weight, gross necropsygf S
;@\ (g
N o @
I1. Results and discussion QS & @
@ R
A. Mortality AN § < %
Table 7.1.1-1 Doses, mortality / animals treated < g*f RS \@ S
Dose Toxicological Occurrenc% Tin@@f death @@ ality%@ &
(mg/kg bw) result* signg S SO O

S S
F ema%\{ats Q e’ f&\/ s Q) @

(1 50 o 3 3 @-2n KN @ o N @Qﬁ
(2") 50 0 3 3 CO100-Bh --% YN 0N
300 30003 03 | 515t O 10’@15’ IS o
LBs: > S0 3o®§g/kgg@gz SN o Q &
* 15" number = number of dead animals, ZH@megxknumbe@f anlm%ls with@xic Si%\ N Q
' 3rd.number number of animals used @ @ @ v @ @ @
:  minutes h:  hours % a@? N @ @Q S

B. Clinical observations R @ @J@ ©© | @®® &© ©© ©@ \
In animals dosed with 50 mt}% bW\ &rease&@mtﬂﬁy, spa@ﬁodl%state t@nor,&

omadacryggthea < %
In animals dosed with S(f@mg/k@bw @%ecr &% ed ot111ty SpasmQ 1c s@ trempr,
% c 6@ yorr@@ @
. X @ O @ c& °\
C. Body weight & (g "\a RN
N

\YJ
There were no t :J& é@ally e@c‘c ?b {y we%il@%r b@§9 We.gght ga@l@m rats treated with

50 mg/kgbod ighit, . % N & ?”\g
D. Necropsb @ © K@g % @ §

The gross@pathologlca Vest;%(?l %Vezﬂ@no tr@fmel@relate?ﬁndmgs neither in the animals
Wthk@d during the@ 10n @od nor in t annﬁ@% wl@h were sacrificed at the end of the
study.

\ S \ QB
§&Q\@%K©

o & & &
@Q @? @ @ﬂl G§clus®©n

Methloc%bgc 500 is t@lc aﬁ@acu@ral ini@ion to rats.

Accor o the stud@esul %le fo@éwn@lass@%aﬂon/labelhng is triggered:

- Regulation (EC) % 127 2008 LP)S “ite Tox. Cat.3
% % %j @ §01 (Toxic if swallowed)
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CP7.1.2 Dermal toxicity
Report: _:;_; 2005; M-261936-01-1 ° @
Title: H 321 500 SC - Acute toxicity in the rat after dermal application . @ QS
Report No.: AT02668 @ g
Document No.: M-261936-01-1 & @’ &
Guideline(s): OECD 402; Directive 67/548/EEC, Annex V, Method B. 3@ S-EPA 712-6-98- ol@?
OPPTS 870.1200 & @
Guideline deviation(s):  none &% @) . & \y\f@
GLP/GEP: yes © & 5> N
S 2 o &0
I. Materials 3@1 methods & Q R 0O @Q}
% R o & A © &
A. Materials N @ ) \© & @
1. Test material: Hng 5095C & @ %\ %@’ @6 \% §
Synonym(s): I@esur&%c 5@ m t@xfoca Cs500 < % o
o S R
Specification no.: w, 102Q( 006& 1 S % O w §
Description: @§ \1te %@pen&\&a & W;\ N é\a S
Lot/Batch no: @Q “P 99(@020§ \@f% § §‘9 @ &
Content: @ % SOé)g/L @Q @b @@ @Q \‘”\9
Stability of test compo@ \”\a g@ran 0£@ud A atloanm \JQ. at & 2006-08-22
2. Vehicle: *o % ﬁlon% @ & \ &
. % Q @ @ AN @
3. Test animals: 2 N A N
S RN TS
Species: S @t @ @ @
: oSO
Strain: S @ W1§ rat§rl (% QNU B8R &
A @ s .9 @
ge N) \@ O R \&Rproxc. 13 G@eks@ ©
nghf@&om o & q(&@91”1311%40 T — 270§ femaﬁ%’s 200g-214 ¢

Sour%x N &

A@lmatlsatlon @md@% @

¥ ©(>i in polycarbonate cages; bedding: low dust
> 0
$ -—
¢ & ey
B. Study design ﬁ@ me ods @ @ \©
<
1 %nlmal ass1gnme t@ﬁd t@atmen@ Q
< N o @@ > Surface area Range
Dose@ \% RS @ Dose (mg/kg bw) (cm?) (mg/cm?)
& O S Y maes 2000 12.0 40.0 - 45.0
& P O females 2000 9.0 444 -47.6
&%ppl@on 6@610 R dermal, semi-occlusive dressing
ure duratioft: 24 hours
G’up size: 5 rats/sex/group
Post-treatment observation period: 14 days
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Observations: mortality, clinical signs, skin effects, body weight, gross
necropsy .
I1. Results and discussion @\@
A. Mortality @b &@ @@
No mortalities occurred at 2000 mg/kg bw v S @
Table 7.1.2-1 Doses, mortality / animals treated _ % O RN
Dose Toxicological Occurrence of sigfs Time @death g}” M 1ty @}
(mg/kg bw) results* @ %]
Male @its (Q% O R ©© @
N
00 Jofols] o |\ & RO 4 @
(JFemale gats © N 0o4 r\@ S oS
200 | ofo]s] O P ] & ¥ W o0 .
LDy 2000 gk by S Y & e
* 18 pumber = number of dead animals, 2™ ber —Nmber ani 1K&Jlth N @
3 number = number of animals in the g K w\g@% N %ém é\a § éﬁ S)
d: days @) N < § @ N) D @ ©
.. . S KON Ny O &S =
B. Clinical observations Q % © @Q o 0 RN
A dermally applied dose 0 %g/kg@w @ tc&@hted ma@ an<§bmeﬁk§ rats without
toxicologically relevant clinical si gns or rtal ty &@ \@ % ©

Locally, a partlal yellov@h discy or%@n §e treatment area Was o ed,, Phe most plausible
te

interpretation is a dlsc&orat% by th m%@nd Rich h as’a yeﬂﬁowis§ppearance after the
24 h exposure perio

\ @ SN
C. Bodywelght@ @ Q@ @ é\ﬁ ©

There were no.toxic @wal@ﬁfects Oh body: Welgt? or @y @ht d@velopment in males. In one
female a distiiyt decgdase @bodyémgl{@m 1&%’16 figst wee@as observed.
D. Necropsy @ %% & . SEERN) @

\ w
No gro pathologica@h g@’we@sew% 1n@mmaléﬁat dg@? during the observation period or
in anymgls sacnﬁce(@t the @d of th L@&perl@ B

§§3 < & 2 &,\ & @Q

X

2 i% @§? @ équ§ﬁm%§>
Methlocar@C 50@15 n o@ter @te d@ml @@hcaﬁon to rats.
Accor@o the stud@resul@h Wi %assfﬁeatlon/ labelling is triggered:
- Regu tion (EC)@» 127%/ &gCLP) N

@

@@} Q@

/:)/O

CP7.13 QQ
ol @

@
Report: < . 2005; M-262830-01-1
Title: §y 0 SC - Acute inhalation toxicity in rats
Repo :
Docugnent N@@ G M262830-01-1
G ne@ CD 403; Directive 92/69/EEC, Annex V, Method B.2.; US-EPA 712C-98-193,

OPPTS 870.1300; JMAFF Notification no. 12 Nousan-8147
Guidel *-:‘) deviation(s): none
GLP/GEP: yes
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I. Materials and methods

A. Materials @ ’ ©©
1. Test material: H 321 500 SC 5 Q\ g
Synonym Mesurol SC 500 @J@ &@ @g
Specification no.: 102000006871 S
o . . < Q ¢ y\f@
Description: white suspension gw %\ N IS
Lot/Batch no: PF900602087 Q@ & §§ N
. Q S O
Content: 504 g/l @& « é\a Q © @q}

Stability of test compound:
2. Vehicle:

3. Test animals:

Species:
Strain:
Age: @ (@a @
Weight at dosing: S :
Source: o W® * N
Acclimatisation perlog§ ~ (?at least days& &@ (@ @)
Diet: % é @@ stard ﬁ)@d formula &t ( 3883 = NAFAG
S 0331 peffets mdittenance dietfor ra and mice; I
@ @ @ N (@)
é\a @ % SA ~Switzerland, ad libitum
N
Water: @ tap@at Wl lzbi@m
S &
~

Vol s

Housing: @ ©\ . \hw ﬁally 1@onv akrolon® Type [IIH
@ @ %© Q)

v tage bed K8/ low-dust wood granulate (I
Ger any
9 ﬁ
B. Stu@demgn and ayethods % %

1. Alﬁlal ass1gnl%@fta %ea&rﬁnent N \ (&
Dose: & .S S Q;y\ 061571 Gng/ N
9 @ § @@v iﬁflax1@1m thlns‘ ically attainable concentration)

Appli nrayte: O e In ©%10 nose -only exposure
pplicaffon rau S8 h’@i I Y exp
Exp%ure duration: § Ao 4@1@0urs @

p size: " © Q @ @ rats x/dose

wPost- treatmagﬁbs@ﬂon&no%@ lé@ays

Observations: @ @\ @rtahty, clinical signs, body weight, rectal temperature,
@® » Q@ Qyeflex measurements,
gross necropsy

%
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2. Generation of the test atmosphere / chamber description

Generation and characterization of chamber atmosphere @o
Group 1 Group 2 . §
Target concentration (mg/m?) 0 150 &@Q S
Nominal concentration (mg/m?) control (water) 130875 & \Q
Gravimetric concentration (mg/m?) - 55 \© . § \;45@
Actual concentration (mg/m?)" o @ 1571 Q\ @Q @
Recovery (%) g - ) oY 12 y\g@ QQ é\” Q)
o \“} ) @ é&
Temperature (mean, °C) AT 2290 Q022,68 Q) A
Relative humidity (mean, %) O 95 N [P a3 R
MMAD (um) Sl @ Y L @S ©
GSD %, @@ Q@ 2317 S & o
Aerosol mass <3 pm (%) W\% O AN 3 @j @
Mass recovered (mg/m’) & = | RS 6 S 890.69 é\ﬁ %,

Recovery = Actual concentration x 100/N($al C ﬁ@entrat@ l\@ Medi@\?\ero mic meter,@SD =
Geometric Standard Deviation; - = not aj able%ﬁ C ncem@ 1on C s@o tes staneég> gravidptric
R

concentration x 100 / 100-39.2). Q @ &© §9 @@Q N
@ %I Res@’ts an§dls #sionQ S &
§ S ST o S
A. Mortality é& §) & » S @ \@2 %
Mortality was observeNn twq male afd on@ma crat at@‘ﬂl m/m’ Al
Table 7.1.3-1 Dose&morgﬁy / Sg\ﬁ@mals @eat@ é \Q
Actual concentra@ &Toxm@glca@ O(%HT of @ Timeof d@ejat Rectal temperature
(mg/m?) N (O Jesult* v | sign @& o (°C)
Male rats 5O ©® o & A @ &
B . S N
0 9 [sls & ] &- 37.9
1871 2 j3 s Day/rg@dag@og 4h 32.0
Female rats Q) O o § N e N\
0@2@(0@@5 v O - 38.2
1571 g, o©f L} 4 5 &) Dayd)- dag8 4h 283
N ©© Q\Lcso@mg/m
/@% (may mu@\’éch&@lly attainable concentration)
* 1% nfniber = numbe Q&gf “dead animals, 2" nun&g u@er of animals with signs after cessation of exposure,
" number = nu of anjmls ex @
B. Clinical observatiofis @ QO
0 mg/m® air &@ %% ratsrate@t§he test without specific signs.
1571 mg/l@dir: N radypnea gboured breathing patterns, breathing irregular, piloerection,
& é’ ©ha1§0at ungroomed, tremor, limp, high-1 d gait tility reduced,
O g p, high-legged gait, motility reduce
Q@ §2 minal position, non-specific behavioral changes, miosis, corneal
&% ©N @ wgpacity, red tears, salivation, exophthalmus, reddened nose, nose, nostrils

Q© @@@ @ Svand eyelids with red encrustations, emaciation, convulsions, head area
< with swellings, vocalization: sneezing sounds. All signs subsided towards
@ the beginning of the second post-exposure week.

Reflex measurements
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A battery of reflex measurements was made on the first post-exposure day. The rats exposed to the

test substance show reduced grip strength and tonus, miosis at light reflex and an impaired righting
response. Further observations with lower incidence during reflex measurement were bigffre &
reaction for sound and/or touch startle reflex, and freezing after tail-pinch. All rats of the &Q tr01@§
group tolerated the test without abnormal reflexes. S @Q

O
C. Body weight @JQ S @
Animals treated with Methiocarb SC 500 exhibited a statistically 51g§%1ﬁcant dec1@§e (@od{f@
weights in comparison to control animals. ©) {\9 %\ \ @ -
D. Necropsy X Y @ @ %@ &

Q)
Animals which died after exposure had a colorles@wcharge mQ%@e nose, lesgbllap@ IUI@§ an?

pale spleens. One male that was sacrificed at \ end of the @)ser@ﬁon @rlod s@owed@%ola@

dark-red foci in the lungs. Q) Q} Q\ & 6\ %@

IéCoré@sm&Q @ @@’ @Q &\ %&9

The study result triggers the followin lass;fkatlo@ ell@ & N éﬁ %,
- Regulation (EC) No 1272/2008 () Knor% S o &L S
@9 ‘N ”\a NS § @@ §y 9
Lo & B & 9 & L
o = @ S @ @ (S S
CP7.14  Skinirritaion =~ KO )
Report: : 20030R1- 262%50-@@1’ 2 o

9| \
Title: H 321 500 SC - f@ute 1rr1t&10n/ c@swn ;) rab@ﬁ@ @\y\?
Report No.: ATO % @
Document No.: @ 50-

Q%é%\

Guideline(s): (0) CD 40 iregtive 67/5%/EE@Ann V, Metﬁ?od B.4.7 US-EPA 712-C-98-196,
§ TS &%250& N9 & o 2
Guideline dev1atgﬁ(s) Nwone & N @ &\ @ § %,
GLP/GEP: @J@ ys© O o7 & ©© S o
2 o @’@ @Mt§l@gn@@hd v
A e e SOTOR ?\®
A. Materials <&y QO é\a Q> N A
1. Test materi@§ SN @ %\ «&%ﬁ 321 500 S&
Q © S

Synonymys): © @Q e ©\ Me8urol S€°500, Methiocarb SC 500

S 2000006871
9
@ @ Whlf“éasuspensmn

Specification no.: @© ©\
D@ptlon & QQ

. Lot/Batch n?g@\ Q o 9@060209
\ Content: § Q @4 g/L
Stabilit&@f%test c%omgd: @ Q& guaranteed for study duration; expiry date: 2006-08-22
2. Vehicl \% v @  none
3. Test @nma @© §’ ©
cie@ @ § Rabbit
Q@Stra 03 § New Zealand White rabbit, HsdIf:NZW
3 young adult
ﬁzht at dosing: 24kg-2.5kg

Source: |
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Acclimatisation period: at least 5 days
Diet: standard diet "_" 4mm (q >
_ Germany), approximately <
100 g/animal/day > v
@ O
Water: tap water, ad libitum @,Q S QS

Housing: individually in cage units 11
low dust w
B. Study design and methods @}
1. Animal assignment and treatment:
Dose: 0 @?L/patch
Application route: &erma@%emé\gccl
Exposure: % 4 hé%rs @
. LR N
Group size: & @ma%
. R R
Observations: Q (Ei%chn s1g§
&© @ beginning'of thes!

A. Findings @ ™ §
There were no systemlc @olera@:e re@mn

Table 7.1.4-1 Summary of {@gtan&pffec cog@ @ q»\\ v §
Observatj (& ﬁ & Reversible
Animal | (after p revaal) @ 2@1 @@ 2h @Meaé{l scoresp Response (days)
V Ei
Erytlfgma (xddness) dnd N
1 es}%@r forﬁon O Q QW\\@ /r@\ﬁ& <} § 0.0 r\g -- na
[~ . VPR kS A
@edema rmation & 0 N0 @0 (%O -- na
R Erythema (r@ness)@ SERRSIENY
2 @ eschar fornftion, S) @0@° . 0© |- © 0.0 -- na
Oedem@)rmatl%n @ °\bg @%\}O é 0 0.0 -- na
Eryth@la( ss@i - N~ Q @@j
3 escfiar forfiation Y o0Q] O (04 0.0 - na
\g)\é)/dema f\vojnna@ﬁ Q @ > 0 0.0 -- na
na: not applicable % Ry
Respons@ -- 3& ative @mean scores @ @1.5 (GHS)
% °\ <2.3 (Regulation (EC) No 1272/2008)
\y\’ (+)% l’nll%@l ante &@ean@ores KR >1.5-<23 (GHS category 3)
@ >3 (Regulation (EC) No 1272/2008
and GHS category 2)
§ é@
@& @ II1. Conclusion

Me@@car & 5(@ no@%ﬁa‘ung to the skin of rabbits.
@rdl 0 the@udy@sults the following classification/labelling is triggered:
- Re@lon (EC) No 1272/2008 (CLP): none
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CP7.1.5 Eye irritation

Report: B 0005 M-262054-01-1 Ty
Title: H 321 500 SC - Acute eye irritation on rabbits . @ S
Report No.: AT02695 Q\ g
Document No.: M-262054-01-1 o @’ &
Guideline(s): OECD 405; Directive 67/548/EEC, Annex V, Method B.S@ S-EPA 712-&98-01@
OPPTS 870.2400 & @
Guideline deviation(s):  none &% @) . & \y\f@
GLP/GEP: yes ©) @§ é}’\ O @@
Vog @ F s
1. Materials apil methods < o R 0O @Q}
. =) R & & SN
A. Materials N @ ) \© & @
1. Test material: H321 500 sca¥ PO @6 = Ny
Synonym(s): SV fethi @ SC
Specification no.:
Description:
Lot/Batch no:
Content:
Stability of test compo@
2. Vehicle:
3. Test animals: \@9
Species: é\”
Strain:
D& s
Age: N \©
Weigh osi

t R
R
“Q
Water'@@ ©® o D N Qlat r,%libitum
Housing: O 4R drdiviually in cage units Metal ) | SN
B. Study desi Dot @ N
. esign and ethdds < ©\

NS .
1. Animal assi ﬁnt tredtmentQ S
A gnm Q S

o,

Dose: v o 9.1 mL/animal
@ S D Q. _
Application r(%te: § N R instillation into the conjunctival sac of one eye

Rini Q S = ©@ approx. 24 hours after instillation
(@P SS@JQ © (§ 3 females
{@bser@aons@ v\g@ clinical signs, eye effects, body weight (at the
Q© @@@ g @ beginning of the study)
©® I1. Results and discussion
A. Findings

There were no systemic intolerance reactions.
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Table 7.1.5-1 Summary of Irritant Effects (Score)

Mean Reversiblg -
Animal | Effects 24 h 48 h 72 h scores Response (day:
©
Corneal opacit 0 0 0 0.0 %)
pacity 5 g o
|| s 0 0 0 0.0 o Cna
Redness conjunctivae 0 0 0 0.0 % -- § n N 3
Chemosis conjunctivae 0 0 €] 0.0 ¢f¥ - SN ma &
Corneal opacity 0 0 0 O.Qw -- @@ § na v\g\g
. g Q %G <
5 Iritis 0 0 @ 0 Q. RS Q 10 @
Redness conjunctivae 0 ‘% 0 Q0.0 @% : @ é % na @&
Chemosis conjunctivae 0 QOO , 0 b 0Q @ - @\ Y na
& ~
Corneal opacity 0 © 0@ 8 0.0 @ S a
y P e S
Iritis O% ()2 @0 Q 0.0 Q Q @la @
PR junce N S e |LO
edness conjunctivae 07 1IN0 Q 0& Q0 N T é\g s n§
Chemosis conjunctivae Q@O % 0| & &%.O NS ({1&@9 @»Q )
Response for mean scores:  Corneal Ir o @Juncﬂ%ﬁ S @ @ @ Q> @
opa01ty Q redness oede @
--  =negative < I <2 @ @latlo&@@ 272/ 8 and &—IS)
(+) =mild irritant >1 21 " 2 ry 2B ffect@versge within 7 days))
+  =irritant >l «g¥ 21-<2 SN %( n (E(,@ﬁ\lo 72/2008 (GHS) category 2)
++ =irreversible effects/ 2% %% §9 @% @’(Regulatlon )No 1 2/20@§ and GHS category 1)
serious damage . © § g N
na: not applicable, > @ o S 6@ § “ ‘i”\g §
W\g o o
LA T
@@ \é \Q %, IQ. Cop\i@sio@ @& @@
Methiocarb SO 500 d’not l@itatmé&o the®y es of rabbigs, § A
According to the s@’dy résults thg follawing ¢ f?mﬁq@ n/lalf@]hns triggered:
- Regulition (EC) No 72/@8 (¢ @) none @ \
@k @ & . S = \©
\ VO D w S
o8 S & O
CP 7.1.6 Skin @mtbﬁ
Report: @@ @© -269882-01-1
Title: Methiocarb (H 321)) - Local lymph node assay in
RS
Reportl‘@ o AT02997 @\
Docugent No.: @ 988 &
Guideline(s): OE@ 429$u1dehne 96/54/EC, Method B.6., B.42.; US-EPA 712-C-03-

Guideline dev1%@n(5) %%

oo

The ?@%
uted a%r%l in rggdy-to-use dilution with water. Therefore, analytical determinations
rhe lity At homogeneity of the formulations in Pluronic/NaCl solution for

i
@dmlr&twn were not performed. This deviation does not limit the assessment of

<
& &
resui:
GLPAGEP: @@ @Q%g?\a
¢ £

A. Materials

S §792600¢_

1. Materials and methods

1terﬁ®)ntalri%ommer01al products known to be stable and homogenous both
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1. Test material: Methiocarb FS 500
Synonym(s): Methiocarb 500 g/L FS @o S
Specification no.: 102000007167 N @§
Description: Red suspension @@ @® S
Lot/Batch no: PF90117711 @ S8
Content: 495 g/L %% . ©® § \25@
Stability of test compound: guaranteer study dur@i@n; expiry \: 2@Q%—03- @)
2. Vehicle: Pluronii PE 9200 / 0.9$2NaCl solu?g@h, 1 v é\ﬂ é
3. Test animals: %@ Q& . &© N @© @Q}
S . n‘@ 2 Q & SN
pecies: c N @ \ & @@
Strain: «NMRI @Ousegﬁd W@NN&I@’(S \% e
Age: %QO %@S @@Y}’ Qgé% ©@’ @ ©§ @% .
Weight at dosing: g\? ﬂ\g —-3hg > &
Source: Q@
N N RAY) = ~ -
Acclimatisation period: &© % ah@?st 7 @?s & § ©
. RS
Diet: R 2 maifitenante diet for
@ % ats and micc¥
. 0 ] ,
‘2§ « o § Sv&itzer a (3%, ad@itum\
Water: o O Y @ wager,ad libitumy\y@ @ \:7\7@
_ ~ 9 &€ Q°
Housing: 5 @ & X da@ior} periodzgrou h&sigg§ up to 8 mice per
Q> (TS ci§m c%%enti(@al \\/%«010 Stype III cages;

L @ e . ® _
g .9 st y@d. i@lividua y1rgz;/lakrolon type Il cages;
§ O S % Sbedding’ lo@st dod granulate ((
O N S NS %
Q S 5N @ Fiillstoff-&abriken? , Germany)
Y & 0 O « &l

B. Study %esign and mexfhodsg’@ % & § © v\,@
L. Anic i v, ) ©

. An ass1gnme1®ﬁnd<@eatn’@. S

Dose: K ©@“ O°Qf©ghi%§%6nt§]g-3%- 10% - 30%

&

SR
§) N NN @‘ie jusbfication for the dose level selection is provided
9 @ S @% \%in D ume@/’-570817-01-1 and summarised below:
©@ ©© @) o\@ Q" Taken intd%ccount the toxicity of the test item (oral
©© ©\ Q\ @50 valite between 50 mg/kg and 300 mg/kg in rats),
@ % Q@ @’ﬁf @6@5 wellas the systemic availability after dermal
o expdsure, the 3%, 10% and 30% concentration series
. § @ @ @} had been selected for the study. Application of 50%
N > @\ R st item formulation would have increased the risk to
@ & < meet systemic toxicity in the mice without adding
S %“ gf % N valuable information regarding the endpoint tested by
@ Q S N ©@ the study. Thus, the chosen concentrations of 0%, 3%,
@& @Q <) N 10% and 30% considered to cover maximum exposure
§ S A\ @© while avoiding systemic toxicity
QQ&APP%@ iong@te o epicutaneously onto the dorsal part of both ears

ﬁhcaﬁon VOIHI§ 25 uL/ear
posure: application on three consecutive days
Group size: 6 females/group
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Observations: body weight (at start and termination of the study), ear
swelling, ear weight, local lymph node weight, cell
count determination
©©
I1. Results and discussion o3 S
. S < o
A. Findings %% \© 2)
The body weights of the animals were not affected by @treatment @ é\a

The NMRI mice did not show an increase in the stimulation indices QLS
the draining lymph nodes after application of Methiggcarb 500 g/ k

The "positive level" which is 1.4 for the cell cougbindex (whlc's ﬁlat@by déidmr%c
cell count from the animals of a treatment gr by the r cm&

control group) was never reached or exceedé@L n ag@f se g%up % IS S

The "positive level" of ear swelling whichSs 2&19 1n@se, i abm@’ 10 of t ontiol
values, has not been exceeded or reach angg @ @
For ear weights no substance spec1ﬁc@£fects Swere d@erml&e§ tO& N y\’ §

car

& & & 5 é} @
Figure 7.1.6-1 Stimulation indj of tl@’wmg“hta d ¥ell counts l lly§ noges in the
i 1§55@ S
@

Local lymph node asSay with Me
ymph n o&y@

Ilg@jon@ion
The r@s show th g@[eth@arh F@SOO@S rslg(her an 1rr1tat1ng nor a sensmzlng potential in mice
aft%dermal appl@tlon‘%l atlo@j\)f the Tells of the immune system via dermal route was

determined after \Zﬁiph@ p to 4ad 1n§dmg 30 % Methiocarb 500 g/L. FS. The concentration
of 30 % turne@&ut to be the NOEL @pr tharameters investigated in this study

According @he st%y regults th@? llo&m classification/labelling is triggered:
- Regulaii (E@w ol QQS (CL®y: none

& @@ @ é\
CQ@IJQ@ S@ple@ntary studies on the plant protection product
No su@memary studies were performed.
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Supplementary studies for combinations of plant protection products

CP7.1.8

& $ 7
=
g 6, Wy 9,
@\ @\@ ® %&\ @@& &@§
By 78, B9 7. 0
\%@ Y0 0 @Q@ Ao
) D 2. 9 )
Vo 0,, Y% Yy, W “Ys
G, & /
& o N\@ \V@ @\ Ly
T o, Lo B Y, 9
2y 5 79, 9, / @\&
“ap, "%, " 4 @@@ @o@ 40 S
dy Ly O Jon 0 Jg, He
Jis Q@ %@\@ ®, o §@ \©®
2 < (@) u. ©s S
- Q&@@ Y, @&p@ 0, %, %, “up

Not applicable. This plant protection product is not planned to be combined with other plant prote

° K \ %o %
%& %\%@ @@\w @@ \@K @@ \@\ N&\%@ D\Q o
h@§ %2, Y e %% &@ s % s, 7
Y do yp O n. 20, e 7

® v, Sy Yy, Lo Cs 2

s, % &%AQAD@@ Aﬁ%ﬁ@ &§
Sy \@@@ ) Y. % 9 @\w\\ o v Q
U, N 2, g,
S 7 S
g % % 0, %

B ‘s Dy
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CP 7.2 Data on exposure

CP7.2.1 Operator exposure S
@ @® @
N & S

containing 500 g/L of the insecticidal active substance (a-s.) meth@rb Use ;n@fu 1@ aggf@

information related to operator exposure are summarize Table 7.2. @1 é}’ \\ @Q @
Sy ? & &
> © s @ & .8
Table 7.2.1-1. Application parameters of Methiocarb @500. @% &© @
Application @y@w Appli@]@on ra@)ert }men(gj @
. . @ kg, L 7
Crop | Formulation Method BSBCH Namber @Dntervﬁﬁj a.s,/tmit ct t \f(%’ @ark
tage Q 7 fw\g d O of s a.s./ha {
A L@ @ R ~ o G @” Sofing
- NN 3. O ¢
Corn | Methiocarb Seed & N na E? 0 w7150 AN 0.090- m
FS 500 g/L | treatment | (pre- seedl@ (2&\ @ 'o'\& 8§ N N 450 1S5
(@Q & < @’ S g@ 2 units/ha

4 ‘\9 N
SN RS

Methiocarb FS 500 is applied ¢g corms eds aythe dse ra L/s unify1 s % unit = 50000
grains), equivalent to 0.075 @75 g)% S. /@d umt or 1.5 %g a. @éeed & )

The sowing rate ranges fr@gl 1 2@ nit co pond@?g to O 09- 0@0 @(90 @ g) a.s./ha. During
treatment the product is aﬂutego final slur§ %ﬁof ]@5 to 2 0 mNumt@seeds corresponding
to a dilution factor 0@2 to \ @ C& &\

In this assessmentrc%@s a xisk en@bpe@proaaﬁ t%@cc g@ona{exm@re to Methiocarb FS 500

during seed tr@]e i.e. mﬁm loadm& ah&%&tlon and@aggmg, stacklng) and seed
sowing (i.e. 1@gding Q% sowing of@eate@k@eds@?@%&llll begsti

mL produc%75 g a@ysee%mt @d 2 glts/h%\respe ely@ Xy

o & &7
Cons1(§°at10n on D@rﬁfal Ab%’ptlon @ Q° o\@ %o §\©
FEEITs s

> &
The extent of g@rma@bsoﬁ gﬁ’met@%carb@ormu@ted as an FS 500 (methiocarb FS 500)
formulatlons 1n@@t1gaéé in “wro L{i@g hug%n n according to the 2012 EFSA Guidance on
Dermal A orpnon Sln@ no@mﬂ d1]@§ on 1§(elv to occur in a given seed treatment plant
facility @ uding dur@ all @eamnﬁctl\@s) th penetration of the neat formulation is considered
to bev\&]ppllcable to ﬁﬁ%xpa%lre s@lano@urm& ced treatment. In the same way the dermal exposure

to grain dust durlng se rea@ent and® see owing will also be subjected to the same penetration
extension, con@fered here to~be wo@case scenario. However, the RMS proposed a pro-rata
correction (@or tl&%l d 1:18 dilugjons of Mesurol FS 500. Inhalation absorption is considered

0 o @
to be IOO@Q @@ @© S

S o
o $ D@@nal orpt'(t)%’ (neat formulation, possible minor dilutions, grain dust): 0.9%
o Q Dermal absorption (dilution factor 1.2, pro-rata corrected): 1%

&

! EFSA Panel on Plant Protection Products and their Residues (PPR); Guidance on Dermal Absorption.
EFSA Journal 2012;10(4):2665. [30 pp.] do0i:10.2903/j.efsa.2012.2665.
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o Dermal absorption (dilution factor 1.8, pro-rata corrected): 2%
. Inhalation absorption: 100% @0 S
D Q§
Consideration on AOEL S @®
N & ©®

o

The Acceptable Operator Exposure Level (AOEL) of 0.013 mg/kg _dbw/day is e@olisb@ fO]”@
methiocarb from a 90-day dietary study in dogs based on@NOAEL of {% mg/kg bw/day anek?saf
@ DA

factor of 1002 & © @ @
& ¢ §F &
@ & o R © >
Consideration on AAOEL <) R o & A © &
<~ @ R 9O 6 @
SR IR
bw. 1S pro

An Acute Acceptable Operator Exposure Leéi (A@L)@?&O lé\’m /@ /}@ \pos dt%y the
RMS for methiocarb from a 21-day inhalative sé@ly ir&ﬁts b@@d or% N%A L @6 3 a é; :
safety factor of 100. This AAOEL is p@ose{?md e&%idate@}by t{e&\RMS®1 Velume 1 o th R,
and is therefore used in this dossier v‘ hag&éls CP&.@ fordt a%@ assg}s\mﬁ Op®'[0rs,®'orkers
and bystander. However, the RMi@ed %AAQ@; o@l @/k%@v/da ste&f 06]7 mg/kg
bw/day for the acute assessmenfQ thl‘%lghOL%VOlu@@ 3CRYSection 7 éjthe @R,o@ich is not
comprehensible for us, and we%i ink\%is is @fnis@. Uil% unately, W@did @ notice this mistake
earlier, but as already statedgwe Q&W use@ c%g{ectly C%;lculatg@A%\@ELc 0%).017 %kg bw/day for
D

all following acute exposug asse§Sme . y\]@
I I ICINGIE
Consideration on estié\gation@f o@vtor e@posur\%@lith é@dTR(@EX & §\
S TS 9 >
As a first tier aééss t for seed treatmeny and seed Oﬁng § Se@é? ‘ROPEX model was applied.
The results of\the e@sur @tima‘u@ns a%sugnﬁ?fize@ ble
DY Y 4

S R R N
e [SSecatROPEX & & o SIS O
K 0\ Q
© ¢ & O @&\ S
Table 7.2.1-2. Se@ﬁRX predicte stemic opegtor e@sure to Methiocarb as a proportion of the
AOEL. @ @ @9@ O o O @
N . 9 . sy@mic 2 @
@sk > Svexpgsure. @ LY % of AOEL’ Mos
2| Smg/kg bw/day) S
N N K\% @ m@%ee reatment
Alltasks . P & 00298 O 229 44
A&@ > @ W\\”@ _ @oading/SOWing
LoadingSowing' (s 0.004% 33.8 295

Standard @hing @\\fhe ope@tors i@%e layer of work clothing during all tasks and in addition protective gloves except for
bagging; eXpos uringHaggingaig/h; * AOEL 0.013 mg/kg bw/day; MoS: Margin of Safety.

& @ Iy °
@ & <

&

2 EFSA Scientific Report, 2006, (79), 1-82.
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Assessment

Qb

SeedTROPEX calculations indicate that the intended uses of Methiocarb FS 500 are favorabie for

N
operators while sowing treated corn seeds, accounting for 33.8% (MoS 85) of the @ectivg@j
systemic AOEL (0.013 mg/kg bw/day). @JQ & @®

D
& & o

Additionally, calculations figures indicate that further re@ement beco@%’ necessary, i‘b»betwg@el‘)ddr
. . . . RN @

the exposure while treating corn seeds with Methiocarl FS 500, acntmg 1n1t1%}? fo@% .&S &

44) of the AOEL (0.013 mg/kg bw/day). @& &© é\a Q o c&©

The RMS considered the process of loading aniég?#ng of treatedee a worker é@-entry g%enaQ@.

Therefore, this point is now individually addre in chapteg%P 7%@ alw wian aqé@ exre

assessment due to the proposal of an AAOE%)& ZEERSEERE 8 @@ ~ v

@

S
oo CA
Lo 9 R o O @7 @
. Measurement of Exposure d{ﬁng %%d Tg%tmi@; &% \@ é\g N §
S . ) ®
&N Ko S é\? <
Operator exposure estimations d{@lg g& trga@men@@ are\atso ulated}’ usi me\%@red data
generated in crop and product-spé@ﬁc stydy i@em@ (se@P 7&@1 2). @©® @@ N
: @
Results are presented in Tab@@l.l{o\\a’nd T:@jle 7@%-4,& @Q o (S é%

-~ N & S @ A c\@ &
Table 7.2.1-3. Predicted\%)nger <grm Gyste opexator %posurz\gto gi@hio during corn seed
treatment as a propor@{gn of @e AOE}L. baséd on me;ns@ed éxposure value

a product and crop-
specific study. ,@I)@ @ {%ﬁ RS © o &

Task ©§ o @%@fa@pe N \@\j%‘éﬁysﬁ'j‘ic@ % AOELS
. S -
| e | 5 00 2
Handlt@'eated seed(gb@v &éﬁ ;)aeI? ntil(cmi @N @.OO@S@ 16
Cleaning’ §§> QO Péﬁ‘:‘%ggsm@%\ & g&n%z 15

! The task of these okp%rator@%lud®%e s erm°§§7vity Quding égalibmtion and “Additional activities” like operation
of the seed tr ) see@@pplb@rintin&of 1 e@, etc, plant H the operators controlled additionally controlled the
automated bagging and stackit@ T erag%@ond &d the BaBging of the treated seeds and stacking of the filled bags
either ful@ual or semiz%utomat@ Cl@ ng % troea@ent machinery; # Total systemic exposure = (Actual dermal
exposure‘X® Dermal absogption + @lalation Exp. e)/I@!idual body weight kg; Dermal absorption 2.0%; Inhalation
absoipgi?on 100%; 5 as @é%port'@ of Eh EL .01 T’@ﬁgg kg bw/day. °Calculated considering an FFP2 RPE.

N

@f&@@ &©
@%

&\%%ﬁ&?@@
§%©%©
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Table 7.2.1-4. Predicted acute systemic operator exposure to methiocarb during corn seed treatment as a

proportion of the AOEL based on the measured exposure values of a product and crop-specific study.

Total systemic

o SR
Task Data type e %o AAOE%I% o
Handling of the Parametric 95™ S @~
product! percentile WAL S & , ©®
Handling treated seeds? Maximum 0.003673° %% . §2 @)@ %@%

Cleaning®

Parametric 95"
percentile

f’/\ &
g 0.009911Q@
. Q

! The task of these operators included the short term activity Lodd@ing & Calibra
of the seed treater, seed supply, printing of labels, etc.
automated bagging and stacking; > The operators conduct
either fully manual or semi-automated; > Cleaning of t% treatménft’ machidery; **Total sygtemic
exposure X Dermal absorption + Inhalation Exposul@/lnd' @al b
absorption 100%; 3 as a proportion of the AAOEL a%

Assessment

s
According to the estimates calcu%ted Goith t
specific operator exposure study (se
to methiocarb is always below tlﬁgsyst§u
adequate work clothin&%@.g. work jégket
impermeable coveral}_(e.g.

and a@us&@%ﬁsk P2 @)
performs additiogay t@s logg@ermask&

(Methiocarb FS 5

R

&
S
S

S
Y

(Eix

(&)

017 g bwilay.
° N

S

AN

@ |5 )
R
RS

ant I the operdtors @ptroll
bagging o

weight’ kg;

> S

v
< & U
NS

i

SN
Q
ed %sm@@alu@%

meadlt

oCP 7212 thopredictéd lojige

e
9B,
@/

and “Addition@activitio®’ lik @erati

dditguuy controlled&the

and stigkin @ fil .=/=§-J S
acking of 1 ed\bag

@;e tr t seeq@1

sure’sg (Actudhdermal

al é’@’orpﬁ% 2.0%;%nhalatiog1
6 C@ula‘[&consid@lg an FEP2 RP@ @&

> O .0

o &

RS

& o

SO

3

onéﬁ prodiet and crop-
r term syst@qic @ra‘cor exposure

c A@EL (013 mﬁ#kg@y day&@hen@he operators wear
trausers A coverall), @t a

ion gloves and an

S

Vek@type)@iuring@ﬂei@lg @xd vgxhen ha@ing the concentrate
1

v@en h

4

ng tidated Seeds. Even if an operator
short ferm tash (e. Cle@g) the calculated systemic

operator exposéé is @Sl below the ngsten@AOygs magk (e.g*EFP S2) should be worn when

activities in a~dust

vir @wnt have t&\be performedhe.g. @uring@leaning with compressed air or

during m{?@al bagging @r othe&%o@y ac&ties [@ffon@.ed clogg to sources for dust emission).

Based @he parame@%

75®gercentile valyes o@gaton@qus@ to methiocarb in professional corn

seed treatment pla@@f@duri&g\the @ng terfd) tasl@%handﬁlfsglg of the product and handling of treated seeds

is 20% and 16‘7@

the@xster@AOE\L\, res&@’tivel}g Duridg the short term task of cleaning operator

exposure to m@hiocs l@r (15% of @ AO@) whgn the operators wear adequate work clothing

and persona@rotect@/e e

operato@rform clea%ing
exceed the AOEL. s

<&

RS %o

Ac%rding to the%estimz@’s cafc}llat with,

specific opera@@ ex&su
alv@zs be

methiocarb

a@ties@ﬁ

the syst

NY
NG AN
A A

meﬁg}e. g.@: im@nea@ coverall, gloves). Even when considering that
i g@lly tgg@é long term activity, operator exposure does not

&
{Be measured exposure values from a product and crop-

CP @2.1.2) the predicted acute systemic operator exposure to
AAOEL (0.017 mg/kg bw/day) when the operators wear

q . X ) . .
adequateorkothlr@ (e.gwork jacket and trousers or coverall), in addition gloves and an

imperp\gﬁgble @‘&)VGI‘&% (

(M@ioca(gyFS
Ba
methi

e.gQTyvek type) during Cleaning and when handling the concentrate

) artd @ dust mask (FFP2 RPE) when handling treated seeds.

d é@he parametric 95" percentile values or the maximum, respectively, operator exposure to
rb in professional corn seed treatment plants during the long term tasks handling of the

product and handling of treated seeds is 50% and 22% of the systemic AAOEL, respectively, when the

7o
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operators wear adequate work clothing and personal protective equipment as described earlier. During

& &
N N
Conclusion S g

@ @ @
& N
Based on the exposure estimates presented, there is no unacceptable résk anticipatedfor @wen@

operator performing activities related etther to seed treatm@nt with thNn endi@use

the short term task of cleaning operator exposure to methiocarb is 58% the AAOEL.

Methiocarb FS 500 if adequate work clothing is Wom%g work ja @}[ and trous@} or @erall@ld &@
in addition gloves when direct contact to treated seedscor contammaurfaces 1s$g en) @ C&©
During Cleaning, and Loading & Calibration an 1rmeable c@eral]@;md pre{c@ctw& glove@nust&@
worn. Respiratory equipment (e.g. mask FF@Z) has tozbe uséd when® a i$ties @ a

environment have to be performed (e.g. durr@ Cle@(y@fng urmgmamé@j Ba@ng fmsmal&ooms

o
with limited air aspiration). %, < @ @ ('S % .
% \@ ’ Q % § - @j @
It must be considered, that the study @ults ag reg\g@sentnﬁg an @eahgt‘fe WO@caS e t@ieral
reasons. In the formulation (and thgypre sl@ry) r@sﬂck@ ageésﬁ use ot @& common

practice during the period the stv.@’ was ¢ nducted ason @4/2@. Th@:onfg&atigl\%@f low dust
content in the treated seeds wasggot re@ﬁ?%ed at t@e @ S @ Q

The current requirements pé%?lct the’ use©f dust reduci’%g se& coaﬁ@gs treatnfent technologies
which lead to a dust red@jed Wéﬁ( enz@% e@ and@wer 1nha1@o dern@l exposure values

(must be also hlghhghte&the %ry low%en 10n@tent§of the dilu ;ﬁlatlon 2%). Coating
n

substances (e.g. Pe@& her_riot already eselit, In s@ tr@@tme ormulations, must be
intentionally adde@ proglote b@r pct ad%relth@)nsequent l@wer dust generation.
N S &

& $ N
Therefore, 1t§ d thnt all@per&&@ ex@sure Tovels 4% te@to the exposure of grain dust
contalnlng@lethloc b is w\&ten@vely duce&at pr&sent due to Such practices. Also the exposure

results &hﬁra‘ted n thg;ﬁl &r st are considered t’@verlmate the exposure expected under
curren ditions d @1 treatnfént ac tles K
gt p ‘* T N

Detailed 1nfor%a@? on @rdlﬁe rato:gexpo&e e%@ates and exposure studies are presented in
the foll t S
e following$ectiofis N N @\ >
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CP 7.2.1.1 Estimation of operator exposure

Exposure estimates for seed treatment and for seed sowing using the SeedTROPEX mod,eI@ re@6
initially applied. Exposure estimates assume one layer of work clothing duringgall tasks whll@%eat &
seeds (calibration, mixing/loading, bagging and cleaning) and protective glq§s (except fo&bagg
Additionally mask was considered while executing cleaning activities %n a given @1 tre@nen[%
facility. S

& Q@? & Q\\ & e
In general, it is not the aim of operator exposure sh@ms to gener%@data for ur@mtec@ opé?tor%
In these studies the operators wear their usual v@lothes and @pen@gnt onthe activities t%ey h@%
to perform additional personal protective equipzhent (PPEb?Fhes&@re %76 on to g@ferate
between exposure with or without persona&prote@ﬁ@re e&@pm %F’ls | given: But\study&ﬁesults
include data for total potential dermal expgs ich céﬁe to t@expos@fe t@ es @ a
given operator. However, this rather refletts “the gsure@f a r@)()ed ratQ{ﬁ as op s & an

& y

operator without personal protective @p ént. The ore&%xpos@ est@\ates cal(@med for
operators wearing usual work clgil dep@ldenf(%n th@wor@]é% tles y 3@5 wearing

additional personal protective eql@%nené@ @ @ @ &© ©© @Q \
@ % & &
Consideration on estlmatlon@%opera%r em@@sure W@h Se%’T RQ!}X © ©
LN N @ %

© O O Qo
Operator exposure estimation @g seed treat it VQ see w1ng usmg%the S ROPEX model was
initially applied. The@ﬂowv& thes@s um@tlons e“d for t@ calcy atlm@%

o L& @
Body weight: @Q \© &\ \ é@ & @
Seed treatme pa@ unms%day @0000@ g(é)ams/umt)
Seed sowing capacigy: ‘”\g ha/
Dilution aéor %, @ élz 2 (1 est d%tlo@ é’}]
Person&i@rotectlve e@ib Standard clothings of @ operators is one layer of work

N % @hm uring all @ks and in addition protective gloves
9 & < °wxcep¢§ 1ng© Mask during cleaning related activities.

oo &
Detailed cal@tlon@ ith ge See&i%?O& m%@ fog@d treatment and seed sowing are presented

in Table 7:2.1.1-1 and Table 7 .1-1;\_@spe@el Y@
y Y

\% N
©
> S
&@%&Q@Q
gE v,
Y O & 9
T & O
N &
@9@@%
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Table 7.2.1.1-1. Predicted systemic exposure to Seed Treatment with Methiocarb FS 500 according to the

SeedTROPEX model. .
I
Total Estimated Total Estimated
Potential Actual Inhalation Frequency of | Potential Actual \atlon @
TASK Dermal Dermal Exposure operation ** / Dermal } Dermal S
Exposure | Exposure (mg/op)* day Expos% Exposure | & (mg/@
(mg/op)* [ (mg/op)* (mg/da (mg/day) q
Calibration 13.57 5.93 0.575 1 f&é?% 5.928&\J @754
‘® @ R \ @Q
K N @ Q" « S
Mixing / Loading 2.5961 2.596 0.064 & 1 QY 25961 | %2591 Q§ 06540 D
& $ Y O &
Q & &
Bagging (mg/hr) 1.84 0.698 @% %& D14 7200@ &@«0 © 0.@
Q@ g\f 1, @6 N
Cleaning 363 34.74 @666 67 é\g 1 @ @72320 @’34.7&1 %.6661 o
% @ NN S @@ S
Total route specific exp@re (mg@%'son/@ &6 & %”39% \27\?18.8 2y ©§
Dermal absorption/Inhaltion abso@ (1ngi%E red@b Q\ é\ﬁ §n/a 0.@@@ 100%
< N A S R N
Q @ o < o
Route specnﬁc@bsorbe&?@se (m@@ bw/@ @® ©©> @%91)073 S 0.022
N e O &
Total at&%xbed d@mg/@wmay)@f S @ ., 9D ¢ 00298
* exposure during baggmg mg% 9 o) @% *> R @
** frequency during@gging i@rs/d%@ \K)% O@EL °\U 2@ Cix "\w 0.013 mg/kg bw/day
{(@ I § Q@ %ﬁos(\fr\&g @44 S S 1.3 mg/kg bw/day
SCENARIO VARIABVES «|© §\ e N §@ @ X
~ —n> & %
Given a.i. conce@@ion :QQ @ Qg1 o @ §
AN & 6§ L@
Given diluiipp factor A 12 & @\ 3 @ é&w
Given av; bodyweight =@§9 : 6@ &g o o ©© § Q\©\
Given Dermal absorpt&% &%9 S % Q %\ &
Given Inhalation abso%' n= 100 &@ %\ %@ @
Q U SO S @ @
o O @? L & o @
Table 7.2.1. 1@ Pre(@éte tentic exp@'e to@%ed @ving with Methiocarb FS 500 according to the
Seed TROPEX model. S &9 9
4 Q
ec'ch Warkin Exposure Exposure
Route of " aeing 9 xposu P li* Absorbed dose”
%ei;\?osure Mxpo@ | d on@v result result [mg/kg bw/day]
A/
P [mg a.@hourK day© [mg/person/day] | [mg/kg bw/day] ge Y
Total Dermak@ 4.48@ xR 10 l‘@lrs = 14.8 0.247 not applicable
Actual Degial |~ 078> [ XV 1@hours | = 73 0.122 0.0011
Total Inhglation &7 @02 x| TOhours |[= 0.20 0.0033 0.0033
& @V \(\© Total systemic exposure 0.0044

Dern@bso@ 0. 9@8 inhafasion absorption 100%; body weight: 60 kg.
& &
$

&
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CP 7.2.1.2 Measurement of operator exposure

: & o
e Measurement of operator exposure during seed treatment of corn seed o @§
& o>
The operator exposure study performed during seed treatment of corn wit}fﬁlethiocarb%s 5\
professional seed treatment plants is summarised in the following. T&S study Was&nd d 5y
compliance with the current OECD Principles of Good Labpratory Prac@@%é (GLP). y;g\ RS §
O
g T5se
@ N Q) S

Report: KCP 7.2.1.2/04 - 25{0; 1\@6132-1 &
Title: Determination of operatorégposure to methiocar ing see tg en @maiﬁgﬁ

ey

with Mesurol® (FS 500y in Gergany 1,
Report No.: MR-110/05 %\ @@5 LW @j& @’ (§ > AN
Document No.: M-261386-02-1 o Sy & Q & o & <
Guideline(s): not specified 7, KN N 6 % § @
Guideline deviation(s):  not specified @} \\ @\ & & N é’ %, §
GLP/GEP: yes Q & N D% @3\9 @ & O

Ny TS v S &,
@ @@”) @6 @® $ ©© @Q >

L Material and metho@@ O © < @Q S A

The purpose of the study way’ the%ter@?@tior@ﬁf the @grmal 4nd i @?atip@xpo(%lg of operators to
methiocarb during treatr@@@t of corn seéds wi iqui@dress@g forrtu ati?g)g@s\\m @@e different facilities
during the season of 2004-2003. Préyiouslin 2, a, i@lilar%@udy rotocp\@as established in the
same seed treatme ants.@vies arly show @&t improveménts in‘the working environment
and technical progtess il@he treatt en@qui;@ent wére performedsin all tBree plants between periods.
These progreséﬁin the\treatment ipm@ imgso\ve nents in woiking environment and a better
training of th wo@g sta consquen%“y leadto alin@nf all@perator exposure figures when
compared\?@ previous determination éFhere!%ﬁe, as@ rgﬁsenta@%ve of the most up-to-date data,
regard@product anéﬁsg @ciﬁc@po ure sit@on«:@ a Qs@ treatment facility, the 2005 study
outcomes were tak@into &c\:our@or gx@sureé%tima;gon and\issessment of risks.

In general the p@ﬁs n@gitor@re c@acteé@éd by@ow tOrhigh level of automation. A low level of
automation wgs, give th@rs‘g Hant n@iitor In thgg plant Bagging and Stacking of the treated
seeds was done matgf?all sepﬁ@te ta@s. Tlé}?agg activity included the preparation of the bags

for the @ing statio%and pe@?meé@ twq operators. One further operator (machinist) was

responsible for running of the re{ment 1 T@operator performed activities like operation of the

ot d@sing formulation and seed, printing of labels, etc. The

see{&ea‘[men‘[ ma@hjnery@%)ces@up ply
N S L T .

supply of ready-to-use (@SSl&gfom@atlo%@cluded agitation of the dressing liquid with an electrical

stirrer, connegting the ‘dresgféig c@%iner $a a hose with the delivery pumps of the twin batch seed

(
treater and 1bra€0>n of de!,i\gzery s (i.e. Loading & Calibration).
The thir@%lan@%wnit@ed @ equipped with an automated bagging station. However, still one
operatar wa@ed 0 g&:@the bagging station (e.g. providing bags and labels). In addition this
op @or colle e sgphing station. Stacking of the bagged seed was still done manually. Again as
int

e £§ plant one additional operator (machinist) was responsible for running of the seed treatment

machinety/process, and performing the Loading & Calibration as well as the seed supply.
The highest level of automation was given in the second plant where the whole bagging and stacking

process was automated. Accordingly only one operator (machinist) was needed to run the whole seed
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treatment process including Bagging and Stacking. This operator also performed the Loading activity.
The Calibration of the metering pump was automated and regulated by the computerised contr@nit

of the seed treater. The respective plant characteristics as well as the activities monitor are s
summarised in Table 7.2.1.2-1. > @Q\ v
& @ &.®
Table 7.2.1.2-1. Characteristics of the plants and tasks monitored. & @ c
Plant I . PlantIl =, PhantIfP =]
Type of treater Twin batch treater < Batch treater JBatchtreater @)
Bagging Manual Automdted @ Autppnated™ §
Stacking Manual @ Autofpated o @anu@@ KN

Separate momitored tasks: X &° A S

3 replicates &) plicgf@s

<
\\ﬁr (i?@ate%@
OT1,0T2,@T3 ¢ oM. om2 oMY | SOT4:.0Ts, 16

- Treatment (machinist)

e 6 replicafes 7 G . .
- Bagging/stitching OBI OBS' o083 Om%a @Q Qéz?.ja. o o ére@es &
(bagger) OB50B6. 5 o] OB, 8,(§
. 38licatss 9 O O < oy licates
- Stacking (stacker) 052052, 0S3 é\a @ @ga. @ <@ @?8 %af% S6
. 53 replicates Jyeplightes | O3 replicates
- Cleaning v?m . 612, 903 § Q0% OQQ L 0GEY @@Qt)(il;?‘)c& 0C9
Range of seed treated per | <& ) $20 @ >
onitored shift N é6 35 g;@qnes& N 39 &04 tonfes 39D 37 tonnes
Treatment rate & QO N aS @ N -
[kg a.s./ tonne of seed | “4 f§ @ NN B =3

R & =2 T NN

S TS g € o o
Operator exposur@as dgtem}i& foﬂ@usua&o@ shif in the ac‘a@l treatment season of corn
seed. In this co ti \Qg to k@\nogidxﬂlat%% sh(iﬁ%term@sk [ §uading™& Calibration was one of the
activities per@ne th®respehive @@hil‘%@ opetator -.$ égr the second plant where the
Calibratior@j)f the I@é‘[eriﬁ? pungp wa%utod. Imgaddition at plants, operator exposure during
the shm@rm activity @%am’%@’was@ermin aS@sepaqéer ta --\(@
& . @ o\@ @% . Q v Q\

RO RS

Measurement of exposurte N o4 © >
SH @ AN S

o N &S & &
Dermal expdSure oflthe é}% WQ\deteined" i wl@e body underwear (long sleeved T-shirt, long
johns) as !&g:ll as by anal sin@on %&e\ge@shir&g@otton), work jacket and a pair of trousers (both

cotton/polyester) as (Q@?%r gai%ents. or El‘@w ing activities Loading & Calibration and Cleaning

the eperators wexke “addifi al}y@rov' \@b disposable coveralls. Exposure to the head was
dete}nined by a cap an@face@ck ipes. ERposure to the hands was determined via rinsing of the
protective glo&?ni%%le gloges) andhand@ashings. The results of the outer garments, the protective
coverall, th@ovg‘i\ri singsind the caether with the results of the face/neck wipes, the underwear
and the I@%d ngs rred to potential dermal exposure whereas the results of the underwear,
N . Q .

the ca@e fasd nec%mpes@nd the hand washings are regarded as actual dermal exposure.

Wit@eegar the@ch' %f operators being responsible for Treatment and ‘Additional activities’ (e.g.
seed supply, bag and label supply) as well as for Loading & Calibration, exposure of the gloves (if
used) the hands were determined separately for the tasks Additional activities and Loading &
Calibration. In addition, the cap worn when performing the Additional activities was replaced by the
hood of the protective coverall worn when performing the Loading & Calibration task.
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Inhalation exposure was measured via an [OM-sampler equipped with a glass fibre filter fixed to the
garments at the breathing zone of the operator and connected to a personal powered air pump. The
pump ran for the duration of the respective working task, except for operators OM1 (430 min gugon @b
of working task and 285 min of monitoring), OB3 (388 min duration of workings task and 33®1in of
monitoring) and OC4 (25 min duration of workings task and 20 min of &onitoring). sg@eysulg\@f
inhalation exposure for these operators were corrected for the difference in task duration and sa@lin
time. Moreover, field recovery values for IOM filters were at average87%, which\l@be,lg@ 95
Therefore, according to the OECD Guidance for the duct of studies of occu@on osur@yto @
pesticides during agricultural application (OECD/G%97)148), IOI\@DSimeter r&ts @e co@@%cte&é
for the average field recovery. %@ Q& . &© o @ @
N & N © 2 @
For analysis the samples were extracted anc}%l;e met%i@car sidug}in th@éxtrab\a we{%’det@ned
by liquid chromatography with electrospray

/Metec@en. @% ©@J & AN .
% o@ \@ Q @ @ @&
y ST s T F g
I Findings @} N @ & & \q;\ Q> & S
X N
o &Sy oS e

N ©
The exposure results of the study=are sunimarised in%he Ta@ 7.2,82-2. The o@@ators%re grouped
according to their main activitigs into ghrée cm@orie@ @®
~ S AN

S e %
e Handling of the [@joducéf reat@(gnt, &chinis@f § @ %@
e Handling of treated @ds: %agger ac a(z‘ @Q v §
. N

e C(Cleaning o 4& tre@ne@equi@ent@an%\ é é '§
@ g .9 O @© @ @
N O > NN SN 9 @_ . ? . :

Moreover, the é&ra‘t of the&khreeﬁglffer@plan& are oﬁed elmgj pective categories due to the
fact that the r@ge Q@ch%@l equ@men&tecbrﬁ@%l stéard and wogking conditions in the monitored
plant reprégents a rea]@gic V@@@y iir=the @ In @?tim@r, ac@ﬁﬁes of treatment operators and
machig@ are compaggble ir@ plaritand are not ect@@y }h@%vel of automation. The same is true
for the cleaning o@toriﬁll plants ou@ m@% or st the Same techniques for cleaning the batch
treaters, and in %@ regglant is wg?a r%{‘f@lal pl®cess§lfhe process of bagging and stacking was
fully automate@ in p@ I.@I;@plar@l, a"@auto@ed b@ging station was used, but stitching of the
bags was cofrolledcby of® ope{imor stacking eas done manually. In plant I, the bagging and
stackin@cess was done m@ally@éﬁ wever, th&gfferent levels of automation for the process of
baggingland stackin %ﬂect@ realistic V&@ty >feseed treatment plants found in the EU at present.
Therefore, pooling@é o@togs@ the @%fel@ plants accounts for all possible scenarios in the EU
and%erefore g%eis a redfist ei@@\late @f%cp&@fe during seed treatment.

S A é@ N
Handling ofé@e product S N ©@
For the tl@}tme@nd nidchini§ actual dermal exposure was in a very close range of 0.244 to 2.32 mg
a.s./daggy@l"he@rre@di@igures for potential inhalation exposure amount to 0.0261 — 0.322 mg
a.s ® @@@ KO
The acé@es of the machinist and treatment operators in all plants was comparative and unaffected by

the ditferent level of automation. All operators performed a combination of short activities with a
higher potential for contamination e.g. calibration or mixing/loading and operation of the machinery.
The operation of the automated bagging and stacking equipment performed in plant II by the operators
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OM1, OM2, OM3 is supposed not to contribute significantly to the overall exposure since this activity

& &
S Q§

Handling of treated seeds S @Q

Operators performing the bagging and stacking are classified into thq@me group.McEix@ S

required no contact to contaminated surfaces or seeds.

performed by these operators include all steps following the treatment of the seeds, i.e. f@lg th@ags@
closing and labelling of bags, palletizing of full bags. @e activities @*@ performed-usualy Dy

person or by a team of operators who will change th&if positions dé#ing the da Qﬂ?n o\'@ g &@
operators were fixed to one task during the whole warking day v&l@: reflects 1gh1 ons@tiw;é@
situation since the potential for exposure varies bet&%en the positiahs. &" @ & © &@
Nevertheless, even when considering the diffet¢nces in the%?etivil for@;he bgng &F@ st%@ng
operators actual dermal exposure was in a rfange 0.53%?% 7.@%} m.s./d@ Corrésponding to a

factor of about 14. The corresponding ﬁ%res fo ote@I in@tionposu an@unt @05 1~

2.382 mg a.s./day. The inhalation exposure range amdunts t&a act%g of § Ne{?rthele ; expasure

results between the tasks and plants @ oveglappin@ and ﬂaerefo@§ thqq;d%ﬁni i su@elass
o S % R D X
indicated for the operators handling the treated sees (1.e?§9®gger@y tac@s).
It has to be noted that within pL@%t I Baggin %pe&tors @1, , OB3, O@ OB\§§QOB6) was
performed in a small and separatgd bagging réom ( t 2. X x3 @) As$he sgply of fresh air
was very limited, dust conte@\\ﬁn the air weSthigh. eref&‘e, p&@n‘[igl@mhal ion expekure was higher
in plant [ (mean: 1.03 mg @Js./da)éﬁhan iypla (me@i: 0.537 mg@s./d ). It 4B be stated that it is
not good occupational ﬁﬁactic%o cong@ct f@ m@al b@?nioy%the ﬁeated@eds in a small room
with limited aspiratio gy« S N

Q @ Wi N Q N . .
In accordance to t@mfa&ourq}bor@g con 10@ wa@@om@on pr@tlce in plant I that bagging
operators in ch@ of\t@e bag}in%\i;\éces%\sed ge,spira v p ctio‘f@quipment “(...) during the
whole worki@ay.” .. RBE FF® c&r@lyi%with@uro péh St r%ard EN 149:2001. See report
p.18, llnes@§—3). Al ordltrﬁ to @pmm setreat t practicexevidenced by the present study,
operato@must use RRE¥duri the@ntire
conten&an be expectd. &1@ p&tectio@ﬁini@@es th%’res&gratory contamination to the corn seed
dust in general @ In partic to the co@ﬂmm derived from their treatment. Additionally,
professional seedrea %nt fi 1ties@r@§’e fo&&een @ be equipped with exhaustion systems responsible
to dramatica@edu@@he &vels e{%ed{@t ce{@mi at@n in the air.
RPE FFP 2 masks are individuatylevi os@%)m y disposable (single shift), available as needed
to oper@s, especiallyn pr ssiondl see@’reat@oﬁ‘”n facilities. These devices have in general a long
shelﬁiife and are n@ufac%red t@sast d@%ing @Qqull work shift and to be duly replaced with the start
of axnew one. Another @ss @\RPE f¥p @dividual devices declared as re-usable demand some
additional mai@é‘nancg pragtices ens the respiratory protection yield. The best practices,

shiftwheneger a working environment with high dust

irrespective@a %%osa or a?‘mn—d'@posable RPE FFP 2 is worn are also expected to be provided
regularly tQ per@rs t gh trainﬁ% of safety procedures in professional seed treatment facilities.
Therefogs ™ an erat r whil§P undertaking bagging/stacking activities on a dusty environment is
requ@%d a@rai to, Keep his/her RPE FFP 2 device always functional. The criteria to use and
méuitain @ RPE @FP@E both disposable and non-disposable, follows the European Standard

P

3 Technical Datasheet. 3M 8300 Series Particulate Respirators.
http://solutions.3m.com/3MContentRetrieval API/BlobServlet?locale=en  WW&Imd=1256655532000&assetld=
1180620493566&assetType=MMM _Image&blobAttribute=ImageFile



http://solutions.3m.com/3MContentRetrievalAPI/BlobServlet?locale=en_WW&lmd=1256655532000&assetId=1180620493566&assetType=MMM_Image&blobAttribute=ImageFile
http://solutions.3m.com/3MContentRetrievalAPI/BlobServlet?locale=en_WW&lmd=1256655532000&assetId=1180620493566&assetType=MMM_Image&blobAttribute=ImageFile
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EN149:2001. They are indicated by manufactures in the product’s use directions and are to be
followed to ensure full yield of respiratory protection by>* S
e ensuring good storage and transportation conditions of RPEs; @ S

N
e always ensuring the RPE is suitable of its application (i.e. is indee@yan FFP 2 @); %g@j
correctly; is worn during all periods of exposure and replaced when @ssaw; AN B

e not using them with beards or other facial hair that may inhibit c%ltact betwee@%e @% andey
the product thus preventing a good seal; ©) {*’ y;\ \°\ é\” @
e not altering, modifying, cleaning (not applicable?v) disposablevices whiéﬁmu@e re@@ed ©&
after the end of every work shift. Non—dispo@ble RPEs mgg be clean a@ordin@/ aft€® eve%
work shift) or repairing the mask; 22 $ ©& © &
20

@ Y
e executing every time it is worn a Fit Ch k, normal \omg@sed bypthe o@vect@ p@tio@ of

the RPE and the airflow verification é?fore e erir&g cog@ﬁmin @ are%;@ S

e leaving the contaminated area Q%usty @ﬁviro@nent}@mg 1atelg§ if b@hi ec@w"s

difficult; dizziness or other dis@%ﬁs oosg%rs; ma&bbecc&l S d{@age ta?so\ge or si¥ell of
contaminants is felt; an irrita@@?{ ocmﬁ. é\g @\ %© C} & O
&©‘%§\ %Q\@@@@@@@y%@
It is worth mentioning that potenﬁ%l inlglatio xpo@ of thg op%Qms @fon@g the Stacking task
was significantly higher in pIII,"chso\f)eci lly on the ﬁrsg%oni@ng ay. Thi@ﬁnd@ is most likely
attributable to the fact that o1 thigiday r$@moc treatd seed&fro@ghe pr\g@iousggear was unpacked
at another facility locat%%%xt to Qe stéel in@erat%. S Ry %@ Q‘”\z
« & 6 © 9 O & )
. IS S O O 5 O
Cleaning § L VS e
The Cleaning taskywas %0 fed 1n afbyplantsjn the\gme g@y in@mn of the level of automation.
All plants we%@%ui w'%atc&ﬁeate@ Th@\%lean' taskdncluded the removal of solid residues
and seeds out of th@ftreatfhent chambe g%d tl&f@em(@@l of t@ate%ds out of the transport unit for
treated seeds. More or fess thetsame %hniq s and too . @er, vacuum cleaner were used by
all Op@rs. The s{)in@?lity the a@i‘c' of alDoperators within the three plants is reflected in the
close range of the@suréd\ act@dem@ and&p\ote e inha%\tion exposure values. For the operators
performing the eaniﬁﬁg tasl@@tua@ﬁirtp&@ expasure ﬁ in the range from 0.0511 to 0.675 mg

a.s./day and patential@n ala@‘ﬁn exposure @Vvered rang®trom 0.0101 to 0.364 mg a.s./day.
@Qﬁ © SN

o
¥ o K & o
N )
X @%@@&\
S v o &

%

4 ﬁ@”
‘v
%ﬁ

Vd
Be
®@
ye)

43M 8822 Dust/Mist Respirator (Valved) Fitting Instructions.
http://multimedia.3m.com/mws/media/5313030/3mtm-8822-fitting-poster.pdf
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Table 7.2.1.2-2. Measured exposure to methiocarb.

Outer

Protective Outer Inner Hand Head Inhalation
Operator Operator lothi garments hi Gloves 6
category D clothing garments (shirt) garments  washings (ug/day) exposure e 1.1re*<
(ug/day) (ug/day) (ug/day) (ug/day) (ug/day) (ug/day) o& /mmb\
oT1 325.9 1302 3421 32.15 135.3 15920y 4198 @7 sity
oT2 2239 3809 59.26 61.86 1105 4 1051 S 3503
oT3 3291 5317 94.4 60.59 303.1 9060 68 %&}298 2
)
Handling oM1 2420 1442 2.4 28 4285 158033 5&27 \ 457@ o
the OoM2 8227 1905 37.81 6593 170.2 Q@ 199255 @@69 94@ %Kg{; I
product oM3 1154 3293 73.80 41524 40&@ 110935 v\g 12 @279 D
@
OT4 3177 15179 303.8 717.1 Q)7 2686& 304.2
oTs 5609 8728 306.7 8T 2951 @@ 33654 \©2132 a
oT6 2644 14509 1982 22846 é@’ 350> W73 QY 1egdy % 04
OB1 3612 129 @ 07 g@ﬂ G 16 6 .
% & =
OB2 14662 662 @ 10 Qs 464 @1539 @’
OB3 10056 g\ﬁ 518 @E.s O % \@40 ég 51438 3ot
OB4 1978Q@ g&%{; w, 1412 g@@. @‘}9 8301@ @7 O ino
OBS 5&4@ énso < 6630 \@84.7§ $ 7.2 @) 2313
OB6 Q21 o 1% 2.1 ®® 260 61 @ 25@& 189.0
Handling OB7 @@22395& 4703 @@784.5 @ @o @5452@ 445.1 90.16
treated OB8 %, 15059” @@06.1 o WS 22, 1917 6.0 29.38
seeds 0B9Y o O S 3410 4 212\@ °9J19 \25@ 333.1 35.47
0sl S A\ 5356 % z§ @641 7©® 4w § 209.7 10.78
0S2 éw ¢§ 9@@5@ 99 1 374G 8.2 % N 344.6 243
083 @ N @3 ©@206.© @‘\;00 10269 S 1325 —
0S4 @@ \@ N33082% 2430 \©1014 @2 @@ 3004 229 1
§@ @@ 19 @16 %& 4180 28 %y 907.9 S
b @ n 17916 10769 g1 O 559.5@ 6043 6531
\@om 5097« 88930)  38W 0@(9 83 @ 53680 0.8936 3345
&@ oc2 826 @ 303@7 17 94 @ X 98 68000 6.984 BB
0C3 \ 3395&\ §J %&\ %1 88 % 2213 33080 9.222 14.60
0c4 @ %12 407 35 @ Qu 05@ 28.26 32330 2.296 1341
Cleaner @ @) 0@@’ ﬁ 640 @ 42.92 34500 1218 0.9747
056 @ 1233@ No N S, 420\ 435 3178 15880 0.5999 0.9805
oc7 17 Qﬁzz 7 %,Q @277.2 3373 14830 11.89 9.118
ocs | @3 17700 @18 oY 149.0 419.4 15470 6.484 0713
N :
oo SOy g2 o 34.5&@ 99.15 274.7 21350 9.879 19.93
* Inlsalation exposure has béen coxfected forlow aver field very (87%).

# For operators OM1, OB3 and O
duration of activity n@%tored

S & T8
O
& &S

Q
RN
i

1nhal@n ex;@ure res& ave been corrected due to the duration of air samples being less than the
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I11. Conclusion

The study results represent the exposure data from use of corn seed treatment in professional plants.in
Germany. The different levels of automation in the observed plants cover the range of the qui@ent @6
used currently in the EU. In 2005 when the study was conducted a restriction oghe dust coin thg@j
treated maize seed was not prescribed and stickers were not used to reduce t ust content&J he

data generated in the study therefore cover work conditions that are not relevant anymete in@ EU
during treatment of maize seed since it can be expected@at the higherdust abrasio&@ron&@e se

leads to higher dust concentration in the air and higher ififralation expoure results of@i”e o@ﬁtors.@ &@

v

Thus, it can be concluded that the study conditions (4. the selec‘i@ plants, the %g%k t@s, t@or{@
e determine® exp%sure fxg@res are con@rvapi@

measurements for the considered exposure scenagip for the M%iocca{@ S 5(@usx© %@@ @@

% @Q @ % %@ @6 o\ %

. L Q@ xS @y
Calculation of operator exposure during corn sé¢ed treé&nen@ésed mea@ret@ﬂata % &’
SR S & o
O > S O

\ Q &9
For the calculation of the operator ex @§1re during c8n sreéib treat@%nt tsl@\me ed @osur§a of
: § %1 N S ) )
a product and crop specific study wa® se%‘ is,cévers @1(16 range (é%chn 1 eq@”me%techmcal
. o & N . .
standards and working conditions@rid néludes sulta%e nur of hca&@@. Th@éfora\%ased on the
measured exposure data the us@of the.75" p@éent@valu@ s regarded @ a @onakle approach for
calculation of longer term opgrator e>p0s durjng corn %eed &tme@ in pégfessio@l plants. As the
RMS proposed an AAOEL forQnethjcgarb, @ acute’ exposure §s@\es fent \43&19@ be conducted in
- o . 9 8 R, . :
addition which either uses thesgarametrlc estnat @"’the@ ercentilétor the\wiaximum, depending
. . N S S ; .
on the sample size a@”whl versyalue @ ighers hgi}s n a@orde to@ A’s recommendation
for the statistical @alys@ ofo e@osuf@study%at @Iore(@er, gle range of technical equipment,
technical standa@an @rkir@%ondi%ns&%the &mnitor pﬁrepré@ms a realistic variety in the
EU, and ther@e, theesultgof th eq@@ynts %&e compyned sta‘%gtical analysis.
For some (%the Op@ators%erfoﬁ@ling %gginé@and stagkin (handg of treated seeds) high potential
inhalatig@exposure va@s w§ obs@ed as a result-of th&ir wo activities performed in a very dusty
work &rironmenty\&ain@u t i:t\sﬁelf, i%en@@t if T?\ﬁ is taminated with the plant protection
product or not, cause critic ealﬂkeffec@ue ensitising properties. It should be ensured that

rate, the work conditions, etc.) and subsequently

exposure to airbotne g is @ OWoéS%’iS regsonablyr practicable and should not exceed 10 mg

d
dust/m3 {{@’ o eiggtﬁhoursi. He&@ co&@ni%%alation exposure, the use of RPE has to be

consideredy for those opé&patorsGvho W()@ﬁ‘lg iya dusty environment (i.e. bagging in plant I,
stackin@ plant III)({@ to t@ tules Br o@pati%%l hygiene and worker protection. Accordingly, an
estin;,g‘a[e of actual i%@alati@) exp@lre V@ﬁ the\ﬁe of FFP2 RPE assuming a mitigation factor of 0.1
has‘been calculatefﬁbr &@per@ws un@rtak@% bagging and stacking tasks.

5 UK HSE: Control of exposure to grain dust. Available at: http://www.hse.gov.uk/pubns/indg140.pdf
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Assumptions for calculation of operator exposure to methiocarb during seed treatment:

- D

The following assumptions have been made in calculating operator exposure to methiocarb\ rin%§

O

seed treatment in professional plants: S @
e Potential dermal exposure (PDE) is the sum of outer garments, glo@% inner garm%nt ffand
wash, face/neck wipe (including caps, if worn) and represents th%dermal exp@e t%@/higg@

an operator would be subject to wearing no clothi SN
o R S
e Actual dermal exposure (ADE) is the sum Q¥inner garm@s hand w @and fac /ne@? w1p®

and represents dermal exposure to WhiC@Operator Kuld b@%bj ect® th\e@llowajlg PP@@

@Q© %\ @’6\%

S
1. Wear suitable protective CQothng (C%@@rall suitabie pr@éch&s glo w{en

handling the concentrate@nc&mg co{&mm@d surﬁ%es andhng trea §@ .
con

2. Wear suitable pro % Tothin @bov&%ﬂs c@/eralﬂé wo
disposable coveralljd %c eanf@ ﬁmer@nd@ en r@he egncentrate
)

during mlxmg/lo@%ng %d cal%ratlo% S o\%

3. Wear sultabl@tectf%‘e clot@’lg (@era&@whaggm tre@ seézi
AN
& & %
S S @ © @ )
e Potential 1nha1at<1@n ex; %osure PIE) § falent @sthe r?é“&ults?i& ai ers corrected for a
default breathing rat@f 20,&iters/finutet@ccor 1@;; to@e EEQA Guidatice.

e Actual mI@tlon&exposg (A Was@alcu ed fc@%hese@per%ors who are working in a

dusty er@@onr&e@f ng?e the é\\r’am dust alone ma@use ticalGrealth effects. Therefore it is
o dStckers

apprc@a ssuag a déma& or all, ag%s an ack@%rs In this case RPE (dust mask

90‘% protecfion) 1%on51@§red for calcy @"Elon@, %,

@ (o
al abso u 0 h1 tdllutlon & 097 %

&’nhalatlon ab%orptf@@ w\g ©@% N T?io "/&\

bo: S
Operato%@ dy %elght @ N Inc@adual body weights

@ @©\§@

It is worth nﬁtlonmg th@ ?’ @0 Ol@yg/ w/day is used for the acute assessment, which
in our opgyion is the co(%ectly ¢l cul %)@%L escribed in Volume 1 of the RAR.

D
Q
i % @ @ N
Thegstimated valugs of C(‘ﬁtenﬂg operafdr expesure to methiocarb are summarised in Table 7.2.1.2-3.
The statistic sugymary is presented @ abl 2.1.2-4.

@@Qé@%@
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Table 7.2.1.2-3. Predicted systemic exposure to methiocarb.
. Total systemi
Operator B‘?dlylt ADE PIE Alg  Towl sy“sm‘c % % Oe?(pso);su:gu ©w RS
D W(enkg) mg/day) (mg/day) (mg/day) (mge/’l‘(z";:v/gay) AOEL AAOEL (mg/kg bw/day) AOEL EL|S
with FFP2RPE N D
oT1 90.5 02436 0.02612 0.0003424 26 2.0 S @Q S
oT2 90.5 1336 0.03957 0.0007325 5.6 43 @JQ S B
0T3 90.5 05262  0.04470 0.0006102 47 3.6 % § @ >
OM1 86.0 05539  0.04761 0.0006825 52 4.0 {\a a o\@ &
OM2 860 03439  0.06239 0.0008054 = 6.2 @ g}” Q\ S0\9@ o
OM3 860 07594  0.07570 0.00105% 8.1 ©) %@ Q@ @@ Q)
OT4 70.5 2317 0.1895 0003389 26 Q&zo . &© o @ @
OT5 70.5 1.094 03165 09648003 3 252 QR © @}
B w NSRS
oT6 70.5 1.002 03218 o, 0:004849 o é@ w2 ;«@J W
OBI 75.5 1.333 01730 001730 Q0. 0026@ é\azo @ 16 6@’ 0.0@3822 45 AN 34
0B2 76.0 2.566 1.481 0. 1481 0. (@46 155Q° 119 @902624@
OB3 680 2603 05032 005032 %%816 & \@.00159@6 o1 §&9
OB4 76.0 3.1 1.798 0, K\ooz%@ \%8 %©144 @3\9 0 14 S 24 QO 19
OBS 75.5 1.856 0.2405 (@2405 04@?77 § 2&“@’ 0810 66) 48
OB6 76.0 4.131 1.965 Qom% ®02695 @)} @@é.ooa@ \t%g 22
OB7 80.0 411 093770 00977 Dol @98 @75 (& o.(@% Y 13
OBS 800  3.012 0.3(\1? 0.03055 & 0@4572 S 3 &@ 21% 0011390 87 67
OB9 80.0 3015 83689 Q 0368@ @05365 K @ ‘@0.001\2;\9@ 9.3 7.1
0s1 68.0 1285 “Nol2k 00119 §ooz(@ @% i w,” 0.0§3428 42 32
0s2 75.5 1227‘”\9 o%ﬁ @520 \ 28& 22 Q006588 5.1 3.9
083 680 03 0.05610 Q@oo%@ 0@09824@ K 9.0002399 1.8 14
0S4 1290 Q2382 02§%a 0019552 50 &115 D 4.0029354 23 17
O R
0S5 129.0 @Qsm@ 0.5957 s. 957 @ 0. &33 40 § 30% 0.0009771 75 57
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oc7 0.6749 ©o94 %,Q 00111® 8.5 6.5
ocs 5 0608 9 01@ @ @ 0.00@1 8.9 6.8
0cY 975 0. 4?@ &073 @§ 4@%212 17 13
N °\ RN
@° v &Q &©
e & 9
X
¢ & ¢ &
S o ©
<\9 @@ Q 7,
& & A




Page 38 of 62
2016-03-04, rev.2017-07-25

A |
% EER Document MCP: Section 7 Toxicological studies
- Methiocarb FS 500 G
Aetivity Statistie —
me/kg bwid | % ofAOEL | mg/kgbw/d | % ofAOEL | mg/kebw/d | © 4
25th 06128 98 0.00213 16 @1@6% &@ %©®
pereentile R
95th 0.0204 157 0.00327 25 w B , G v
Hendling | percentile @ é @\ Q\ U@
of the o Q =
product | Maximum 0.0224 173 000329 Y o
e & & & & @é@ @%\3
S
750 0.0138 106 Q@%&%}éé 4@@2 Qe % sy
pereentile . D & & )
Lognormal? yes s @@ &% A S S S
Empirical T M S S I AR N I
750 0.0139 g \@’ @&L N o 6.0032 @ 255>
pereentile x% S &6 < \@
s w
95t 0-0202 Q@ 4%%\ &9@4@ &©433@‘}9 Q S On
Hondling | _percentile P o N @@ BN & e
oftreated ) Q ly
seeds Maximum &i% &@Jfé@ @@;) §@+z@@ @&% ©© @‘%ﬁﬁ 66
— Y @ ¢ ~ 0
75t o109 000873 | 2 6.09322 2s
Lognormal? B yeésk@ /§ @} (®©de§0 Ry § yes
Empirical (- 7 N BN N
th o.0es 9@@445 Q9
pefen&@ § N § < N hO) WJ@ & @ o o
: v N N @ @
§ E} Q0406 !!,! 6 fAa: fae
p@éﬂ%ﬂf@@ S 9 @ el [(\ (3§ @
E | Dot i 006137 | DS | Foosp | o e e
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Table 7.2.1.2-4. Statistical summary.

Total systemic exposure Total systemic exposure with FFP2 R%o
Activity Statistic T % % me/ke bw/d % AOEL o %
i AOEL | AAOEL oie L ° %)EL
Empirical 75% @
bercentile 0.003345 26% 20% n.a. @@ na nags
s th S
Empirical 95 0.004829 37% 28% na, S na© §”‘
percentile s 2 N o (g\%
Handling |  Maximum 0.004849 37% 2%, @g ora § m%@
of(tlhe & &© Q @)Q
¢ -
procuet | Parametric 75% | g 445579 20% %@ 15% | Q ng. {© e | Ona Y
percentile @ % Q Q) & S
g th < = N
Parametric 95 0.008462 65% 50% O “na b\n.ao R @
percentile i N RS I b
Log normal? Yesw) ‘&9@ o@ /\@ @U@ & r$ 4% < °
——— = . N @
Emplrlca1.75 0.01615 o 12{/0\ %% E} & 24120 %, 19% 0
percentile N @} & A N M
s th S N o~ ™
il 5 0025262 {ﬁ)m 4 1% | 5000829 é 20%
percentile & Qy o o XN N) ¢
. > N4 © N,
Handling Maximum 0.05 9 295}% S0% © Q@o36§ @@ 28% > | 22%
of treated @ S S @ Q g &
seeds ic 75th N \ v o
Parametrlg 75 %0-01Q7 iﬁoo%& %% &@ 0%%86 & 19A> 12%
percentile A ) R o &
— M X
[PaeEEln O 003821 % % o225 2%.004%15@ Q" 38% 29%
percentile A & © N Q S ©)
g | & 5 gn & 0 5 v
Empiri 54 > N @y Q @D
pereRile q 0@9@2 i1% 6% ; 12‘V§2 @& LS n.a na
. D
E ical © S §
) Brcontlp %y 0.09;@‘ 2?/@ £ 2 D @-a n.a n.a
[® ~EES; ~ v
N§ Maximum@?} ) 489@7 38% &£ 29‘&@@ N, nha n.a n.a
Cleaning @ S5 « R Q
agath | N N
Parame & 0.0@‘32 L O N1Y% S n.a na na
percefiile Q) S © N
Parameftic 9 $ @& | » 4 gg
/@centi}, @@\ @@OOO%@ ©\76‘? o 5 n.a. n.a n.a
Egg normal? §) @ QYes 9 @n@ No
> & Y @ LN
é S D N & ©\
Y § @ T Q@ N:
S v o Q
I N
S8 e
'S @© S ©
< & o
SANCNER S
g\ﬁ @@ SN
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*parametric 75" percentile; =% 0.013 me/ks bw/day

SEES
@\9% °\© o @ y\a@
& SR
Summary of longer term operator exposure from the prosed uses oesurol ES 5;§Q § %,
@ & (c%\”. N @<§ é
Total systemi@%@ ) @te?(l S im§ g @}
Activity exposure @‘:/o A@; é,\(m o/l b v - A %@EL
(mg/kg bw@ay) 7 s @§ wih FFRDRPE
Handling the product 000282 @] @0% Q] Y pa O |&hagss
Handling of treated seeds 0.01297 > 100% [~ 04002086 16%
Cleaning 0001932 .2 15% O «nay o] @a
S T O
& %°\©%©\@§@©§&®
Summary of acute operator exp@s%e f:{\j@l theﬁ«@g@opo&@ use@@f Me@@rol ]§§500 @Q S
S IVSECAIEN \\@Q & © &
& ébtals}%te @% © @ o:é{p%;ste@c %
Activity ™S N ex osu§ ay e Q"\O |~ (midke wlday) | A A(;EL
& @ S%@(g b‘@da%@ ~ O Swith EFP2 RPE
Handling the pt&duct, A 0.608462 V| O 50%) = n.a n.a.
Handling of treated séedls [~ ~ 0002695, |7 18%% g 01003673 22%
Cleaping O 50.000901 O] -58% S| > na n.a.
(SIS N S o & O ©
N . S
N o & & N
A O@\Q & .9 &\©
FIEFITs s
o O ¢ .09 o O @
ARSI S D
& o R 9 @
<) N @% y %o
@7 °\@ Q @ N
S A\ N @§ 9
N (g @\ R Q
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CP7.2.2 Bystander and resident exposure

Treatment of corn seeds with Methiocarb FS 500 is usually performed in professional plants\ ere&@@6
no person is around whose presence is quite incidental and unrelated to the werk. Further other
(not involved) persons are allowed to enter into a given plant. Therefor@@aystander e&posp@
Methiocarb FS 500 during seed treatment is not relevant or unlikely to ogcur. During @din§§f the@
seed treated with Methiocarb FS 500 it is highly uplikely that b@mnder exposure will”ocg

However, even in the theoretical case it is unlikely tha¥Bystander e@ésure is hi%r?\\y th@hat S&@an &@
operator. & O %, SRS
herefore—a-detailed-caleulation-or-even—meas \ of by .-‘w='a.'~':=-:=‘=c=-,-
or-the-intendeduse-of Methiocarh »‘?é?.:!! AN @ RO 9

However, the RMS is of the opinion that a fift trifek d%\?é@is (ﬁ?rsoz@vjho ks fg?fle p§but
is not directly involved in the seed treatngllt prcg%ss, a@ﬁther@re r@’esents@a’l b)@and@ a seed
treatment plant. The SeedTROPEX study, atei\i,nch.@d thxposu% of @ee orklift truck ers
operating in a seed treatment plant, w}@ﬁh s@d bg\g @@ed&&aerica&& to és}esﬁbys@@der eZposure
in a seed treatment plant. @Q ‘RS § Q}% © S o
The applicant does not agree Witl@he 0 ifl@ljon f\the %MS, aus@e a@can@@ndeéﬁnding of a
forklift truck driver is a regular@mployse of the pl@@vith@ cg Wor@lg d@wit};{n the treatment
facility. Such a person takes action to id or contr0$ ex@@ﬁre@ 4 is therefof® equipped with
safety/protection measureggs needed. This is erpinn@?d by the f@@th “often a @rklift truck driver
is also involved in othér\acti\%ies of the sedd tre ent@gc ssw\:fnd thereb eds to be a trained
person. Therefore, t@%’fork@tru&g@dri\@r doegairot gi‘presen@ byndeli“as defined in the EFSA
guidance on asses@nt of non-digfary &@posurcﬁn t@pplio@t’s opinio

" . ° L - RPN : .
Despite the dlsa§e %@betw@en the apph&}lt an@he in Q‘i de@lon of a bystander in a seed
treatment pla@ theplic@t is @1 ling\@@ ad@%ﬁess thiis po by @Broviding exposure calculations
according ‘@)the fol@wingg%’onsid@ratio% andsassumpfi ns:@ é&w
The S%@ROPEX m %l u\g yin@ataset comgises tWo se%ﬁeatment studies. The report of the
study cohducted irr%l(‘i% UK, inclydes e %ureﬁ e??érati& for forklift truck drivers. These data
could be used to ese t% so galled %b)ackg@(nd cé%ta ination”, which a person whose presence is
quite incidental %d u}@%ate Wi invél%’mg &sﬁci@ might be exposed to. It is clear that each

person belo@g t((ge gﬂ’s staft e Qif the W(§ 15 restricted mainly to e.g. office work must

know abo% the safety regulati ™ inpla@? and@herefore is protected accordingly. Also persons
who are®t staff mex&g@rs bu@performing @lVItI’@@ in the plant e.g. truck drivers loading or unloading
the t&ck or peopleé%aintaiying@e eq@}men& ust be instructed to follow the safety rules of the
planty Nevertheless, thogs pe(@be might ig the rules and might be exposed to the background
contamination&@[‘ the %plgﬁAn, t@e people are not exposed for whole working days.

concfﬁded,@lat this group of persons is exposed not higher than the

Considerin is 'b&c n

operators,&, @) §y

2
¢ @& ©
< & <
Cp .2.(;@@ E@na@ of bystander and resident exposure

Accorﬁ' g to the opinion of the RMS, the forklift truck driver is considered as a bystander in a seed

treatment plant. Therefore, the SeedTROPEX model underlying study conducted in the UK, which
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includes exposure data for three forklift truck drivers, will be used in the following to assess the
bystander exposure during seed treatment of maize with Mesurol FS 500.
The RMS considered the potential dermal exposure of the forklift truck drivers without assurnn@ y@6
clothing, calculated the potential inhalation exposure with a breathing rate of Z%L/mm as pra W»J ed in v
the respective study report and assumed duration of exposure of 8 hours for th&calculation &f syst
exposure. Moreover, the RMS set a dermal absorption value of 2%, which refers téthe @hes
possible product dilution, against a concentration of Methiocarb in the éulatlon on@O g&]@wh
refers to the concentration of Methiocarb in an undllut$product aerefore 1néjé§1uc% ddlst»ia@al &@
conservatism into the exposure calculation. & Q %
The applicant is of the opinion that these assumptllghly OVGI@&IHI e the e@%%su@ ofa b@stan%@
Therefore, there are different options how the or@al SeedTRQPEX data can@e S z@lated@ﬁa d
a bystander exposure in a more realistic mann@: 9° @ R %@J IS

% & °

%@ & & v & @ ©§

a) The dermal exposure will be calculatﬁﬁs ef%vorst tase v%h e%cent@n of Methl@rb <:Z’ he
treatment slurry of 278 g/L (1:1.8 dllu®1) ang\he c@resp dhdln @%ma&?bso n V@lﬁ of @% (pro
rata corrected for 1:1.8 dilution). K @ @ Q}% @ ©

b) The dermal exposure of the f(@hft tru@l; déj)ver 1 be @ulat@ass fing @t cl&?h?ing (t-shirt
and shorts) because it is very u@kely@@at thff@&ﬂkl@uck ill no@vea@ c]&thmg

c) A breathing rate of 20. &/mm will b asilmed fo% th %rkhﬁ’@trucé2 driverOThis is also in
accordance with the breath@ng ra®® wh%b osed @; operators%d ers, ft {62 a whole working
day in the EFSA Guidaice O%peStICI ©-, sse ent of oper‘&taors § rkers, residents and
bystanders. A breath@’ rateé§ 29 E/min &(y)r a w@ W&fklng (@f 1s 1kel§1ﬂ and would typically
not occur while dr@g a forkliftick. @

d) Exposure duragion ¢f Qhouﬁ will be ass&%d fgi%the bgg?anec@f% it is not very probable that
a person Whpree isQquite @31deg{@ an%\unrel@d to ©‘ e W@k would be in a seed treatment
plant for a@hole v@jrklnéday @herege e@osure @an@n of %%ours is considered as sufficiently

conserv@e @ @ @7 @@ § K &

BN

In the followmg,@ foufgoptl listQ@ab(k% w11§e evzfl%ated to assess the bystander exposure
during seed trea?@ent @n rai t§9fv1t]:,1 MesurgL FS . The longer term exposure to methiocarb
for bystandg the é@ed te%fme\gjroce@ is c@jculated using the geometric mean and the
parametric75th percentﬂ@of d@suﬁmg ROPEX model. Due to the small sample size
(3 forkli ck drivergpit is ggtiside

acute exposure to b@nde% rath%than @@ samﬁ% maximum due to the uncertainty of the underlying

pop\%@a‘uon v @ @\ Q §

@" SN
B o o >, o .
It is worth @wl&ﬁ% th%@ AA@L (@(%17 mg/kg bw/day is used for the acute assessment, which
in our opiQ is @@ cor@r)@ ly gl.,culaté@AAOEL as described in Volume 1 of the RAR.
o @
NS AR
S A
& &

&

thatthe paﬁ*ametnc 95™ percentile should be used to calculate
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Bystander exposure assessment considering the dermal exposure and a.s. concentration of the
treatment slurry, light clothing of the forklift truck driver, a breathing rate of 20.8 L/min and 2h

exposure duration . IS
D
S g
Table 7.2.2.1-1: Statistical analysis of exposure to bystanders using UK data of S&€dTROPEX model @
Worker Number Potential Actual él Inhalation @pos@ %
Dermal Exposure Dermal Exposures, o
(ml formulation/h) ( ormulatlorrl\@ (ml f@ul@n/h) @ &@
Worker No. 1 0.001302 & 0.0010360 &@00@9 & o&@
Worker No. 7 0.000579 v N 0.000@ o~ é 0.(&00034@ @
Worker No. 13 0.000592 @ 0.080584 @ L C Q8000195 @
Geometric mean 0.000764 ¢, | &' 0:0006 68> «g é@.oooe,%é Y
Empirical 75" percentile 0.000947 ~ @ 00 @“ 0" 0.00001 S
75" percent I o Tomon
Parametric 75™ percentile 0. 001@ N 0 %0?6% % ® 0.0000149
Empirical 95" percentile 0. 0@\23 'S @ 0000990 O @0 0049163 ©§
Parametric 95™ percentile n(@é%}é .4 ~89.0028%3 @U 0@012@%
: ©
Maximum @.ooﬁg 302 | &, 00010365 @@ 920000195

Y AN : o
The systemic exposure of th&byst@élder 1S§lcul&ed using the @@ow{@egu@on.

SO N
Systemic exposure [mgfk@gjb\%lay]@ <§@ Eg@%) A$ E)in $ §
S o & o 9 ¢ <
ADE = Actual dgt#hal erosur@ > @ @ @
PIE = Potenb@mh&@lon %posuré%fn N é@ @& Q
DA = Dergal A@ptu@of 1: @bdﬂ %1 FS,500 (£3%)
& - Eouedh %r & o D
osure’@uration in heyrs (52 \ ? s
c ‘““Qoncentratlog@f ac@e @eml the g\eate neit sl in g/L (=278 g/L)
BW &s@Body welﬁl}@m k&@ 60 kg Q° ) \©
9 2 &, S
Longer term expégure staqiders éz@metr mea osure value is calculated to be:
g p@ @by § @hg g\ ic, S p
Systemic ex@sure [mg/k@ /@} @\ (0. ‘@Q 66@&2{ 2% ZOO .0000066) x 2 x 278
& o & O
= Q N = @) o&@s mg/kg bw/day = 1.4% of the AOEL
O < N Q@ N
(AN Q

@° o . . . .
Longer term osu%ﬁo l@nde@smg @e parametric 75th percentil exposure value is calculated to
@

be:
@& @ ©© §? N (0.000964 x 2% + 0.0000149) x 2 x 278
Systen& ex re @g/kg%%/day B . X 2% - . x2Xx

@ &
@@

The longer term exposure to methiocarb for bystanders during the seed treatment process calculated

= 0.00032 mg/kg bw/day = 2.4% of the AOEL

using the geometric mean and the parametric 75th percentile of data supporting the Seed-TROPEX
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model are both within acceptable limits, when systemic exposure is calculated assuming the active
substance concentration of the treatment slurry together with the dermal absorption value of the
diluted product, light clothing of the forklift truck driver, a breathing rat of 20.8 L/min and 2§ur5@

@

D
working duration.
g S e @
N & N
Acute exposure to bystanders using the parametric 95th percentil exposure Vﬁe is calcu é@ed t@e: %
9
. (0.002483 x 2% +0.0001223Yx 8x 278\ &Y
Systemic exposure [mg/kg bw/day] =i T 60 @ @ Q\ @ o
@ S &
@ %, < S
= 0.0016 /kg bw/daQ 9. 4% of the@AO E@ ®© @q}
Q & &

The estimated acute exposure to bystanders ba on the p@et&&%ﬁh@erce@e of %?kll@lck
driver exposure data supporting the Seed- T@’EX@Iode @abl@@mt when gystemic
exposure is calculated assuming the actn% subs@ce c@mcent@lon ;@[he catmeft slu og@qo
with the dermal absorption value of thﬁ%ﬂut@@ pro @ clot@%g of Ghe fgkhft truck d§er a
breathing rat of 20.8 L/min and 2 hou@@voﬂ'&ng d%s@twn .

N @ &
& oy Y §@ 5
CP 7.2.2.2 Measuremen@(ﬁ@bk ndq@nd@ﬂ@@ex&@ure@Q) @©® S
Considered to be not necess@see CP7. 2@) & é
& @ @ K% & @ "\@ 9
@ 9 N A

CP7.2.3 Worker ex;@p o ©§ 6@ § : C& %, @
The only intended of h@hl@'b F@SOO @re i

entry scenario is * : ,, 0 exposH >f\;“ : arh ;
However, the 1848 d@nes th&woﬂ&er expasure a&gan ex;%sugﬁrm ?adlng and sowing of treated
seed. The a 1caqg@’7@ @e opl@won that a@rso andl@yg tre@ed seeds for sowing activities
mandatory@@as to be ar@xperl&%e @son @r suc@peo@e a g@’eral awareness of handling seeds
that a@eated acco§§@ng @?he bag lab§inf tloI@an be assumed. This involves the
understanding on to &F@tect Yuring dl%.ggs apg@pnat@ The awareness and information level
might not neces b com able@@r a @’orkerQer dgfinition” (EFSA), that is to say “persons
who, as part %elr nt, @ﬁer rea@t hq@een treated previously with a PPP or who
handle a cropthat h@@ be& rea t&a%wr[ PPP “%Sucl@eople might not be mandatory informed about
details of tr§§ PPP, applicafion mgasu e X-Or ﬁl@ler gécts

seeds prloé% sov%gng Consequently no re-

Neverthgless, the applicant f@wﬂhng to a@re %he RMS's request for an exposure assessment of
workegs and therefore des @(posf esg@atlons for loading/sowing of treated seeds with the
Se }fROPEX model I@reo@ as_a refi @wnt option, exposure estimations during loading and

sowing of tre% s %& are &so ceﬂ@%a‘tec@smg measured data generated in a crop specific exposure

tud: G and’It @
study in i@amy@ a . ©
o @
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CP 7.23.1 Estimation of worker exposure

The estimated exposures based on the loading and sowing studies supporting the SeedTROPEXﬁe]@@

are given in the below table. S @® S
& N
N
Table 7.2.3.1-1: Statistical analysis of exposure to workers loading and sowi@s using Seed-@OP;‘;@data@
Total Potential Esfisnated Actuak Potential \°\ &
Subject Number Dermal exposure Drrnal expos q{@ InhalatigirexpQsiire §9@ é
(mg/hr) | (me/hn)© dmehsy s
Worker No. 1 1.9400 o) 1.3800° & & 0.080 &
Worker No. 2 0.1300 O 00570 -2 |- 00070.7 |
Worker No. 3 12700%, 19" 6780Q° & 00140 y
Worker No. 4 2.0600 ~ O13760° O 900650 oo o -
Worker No. 5 15300 - ” | s, 150500 S 00070 & | @
W Worker No. 6 45300 @ 06950 " - 71440, §
Data | Worker No. 11 4330y & 01729 O £70.0999
WorkerNo. 12 | & 13200 ™ 0.8000 &7 [ &Y 08220 «
Worker No. 13 12200 © | 44007 O Hoo3o™
Worker No. 14 7 -03460 ~ @ 0.228 ©0.0020

Worker No. 15 v 16300 & | gy 12800 7| © 00250
Worker No, 1& [ ™ 41800 ¢~ | 2.8900: > 0 00660
Worker No. 17 1) £1.80005° @ ©1.22Q0 $0.0560
Farm No 1 ©f 525400 & « 08840 o [ < 0.0250
FarmtNo 2, | © 00200 7 [&7 08080, b, 0.0360
French | Fagh NaJ L 32200 [ S270@0 0.0190

Data | ofdrm N84 o ©0700 ] & 03400 _ 0.0320
o Farm@®o 5™ | ¢ 477007 [g> 1.1300=, 0.0140
N Farm Ng'o  J©  @2800 7 < ¥4400Y 0.0260
/Séometric mef .Y 1487 . O v 04331 0.0186
Empirical 75" peyeentife” | © 28800 =~ [& 13300 0.0340
Parametric 758percefitile &7 2.8619 ° £3.4083 0.0412
Empirical 5" pereontile.} = ©4.55) o @ 1.5850 0.0954
Parametric®5" percentife |~ 78933 ¢ |  3.7968 0.1378
Maximum Y A77007  [Y 2.8900 0.1440

S N SIS

: N : .
The %stimated actug de@l exposure Gy b@d on the clothing/PPE worn in the Seed-TROPEX
studies. Workers%monit@?ed &iﬁ}he tu ie&@ore cotton trousers and jacket, over inner dosimeter
clothing. It i%@nsi red ’("v protéctive &veralls are suitable to represent the clothing worn in the

study. Wor@s inyihe stu weg& also @blied with protective gloves if normally worn.
& & DS
Syste%ﬁexp@re iss%alcuk&d with the following equation:
NN N
TE T

&
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(ADE x DA + PIE) xd

BW @° @@

ADE = Actual dermal exposure in mg/hr N g
O o>

Systemic exposure [mg/kg bw/day] =

PIE = Potential inhalation exposure in mg/hr S g ©®
DA =Dermal Absorption of 1:1.8 diluted Mesurol FS 500 (= 2%) v IS @
d = Exposure duration in hours (= 10 hrs) ©)

R
R °, R
BW = Body weight in kg (= 60 kg) VCQ Q@ > S

Q B
Longer term exposure to workers during loading an &ng of tr@%ed seeds usi@ geomric @an @g}
exposure value is calculated to be: ';} @@) Q & o
© R

(Q7331W‘%+@@186&>10%@ @6\ 2N
o .9 o

Systemic exposure [mg/kg bw/day] =i

N . Q"

L N S O

Longer term exposure to workers d&@l@g lga@mg&% sov&?g 0&@&‘[6@%(15 ﬁg t@ara@tric 75th
percentil exposure value is calculdted t%be S @Q &© @@Q @Q \%

N Q

o > (1@08@ 250042 x107 O

Systemic exposure [mg/kg b@a}& <§ & > 6 TN 2) &

9 O N @ N W9

NN 2 g@m@g/k?day 88. %ﬁf@mn

IS f§ %@ @ N o S O

The longer term c(p for Worke durl@ loading and sowing of treated seeds

osu
calculated us1ng©%§e etrl&%ean atid t&&paranwtrlc @ @nﬂle@ data supporting the Seed-
TROPEX mo&@ areéh w@m acé%tal%g@imlt%& @ >

o @

For calc %}ng the pot@rﬂal ac derm§ exgggyroﬂg@é the parametric 95™ percentile of
the ex&sure data ﬁo@ the @d TR P%%tud\@ is greater: @n the sample maximum. The sample
size of the data 1s 19§ther re 1&@ co@rdereét % sample maximum should be used to
estimate acute e@osu@n gﬁl@e EFSA g ance@r the inhalation exposure to workers the
parametric 9 @per ile gfthe %ffosur ata @m th&Seed-TROPEX studies is below the sample
maximum, therefore the @ra ic 9§§per%§§@ﬂe @been used to calculate acute exposure during

loading @sowmg seed. Q @ w\a
Agal& it is worth n?@’uon@g tha@l AA@EL @)59017 mg/kg bw/day is used for the acute assessment,
whith in our 0p1n10n is cor@eﬂy Ca@llat@AOEL as described in Volume 1 of the RAR.

N
Acute expo to %kerﬁmg%adn@ and sowing of treated seeds using the parametric 95th
percentil %posu@ alu@@ cal@lﬁted i5%be:

&&9@ @§ @ v\g@ (2.8900 x 2% + 0.1378) x 10
: © - 5 X 2% + 0. X
S)@mc é@posure@mg/@ bw/day] = 60

&

= 0. 0326 mg/kg bw/day = 192% of the AAOEL
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The estimated acute exposure to workers loading and sowing seed treated with ‘“Mesurol FS 500’ is

& &
, <
An estimate of acute exposure to workers with the use of FFP2 RPE during k&a loading an@@)win@j

process with mitigation factor of 0.1 is provided below. @JQ & IS

above acceptable limits based on the clothing/PPE worn in the study.

2.8900 x 2% 4 0.1378 x 0 10 &
Systemic exposure [mg/kg bw/day] =i { % %ﬁb 60 . @jﬁax g}a
@

K
@)
- o.o11g§gkgbw/d@s:70% of tHOAAOED, S &
&>
ced

o & &

9 g @@) RO

The estimated acute exposure to workers during goadin%@hd &Nini@f tr@d s\
acceptable limits when assuming the use of F§P2 v S 3 @Q

R @) AR S o

8 9 R s 9O & g

The RMS proposes that a closed cab «{vj\}fh os&it\able—cab&@st f@tio&%ste sho%d be @d in

preference to FFP2 RPE during a W@@fe kin Hay. @weve&w € a@lica anngPassunie that a

closed cab with suitable in-cab dust filtration system is &vailable o a@rm nt U,&f@ wearing

a FFP2 RPE during a whole worl%g day is v&y in enien? for ¢fid opefator should be avoided

if possible. Moreover, higheosuge\’values are @pect&@duri@loading of fhe tre@ved seeds as the

operator come into contact ‘With the tre ﬁ @- via the derthal anek%]eo i@alat'%e route. Exposure

during seed sowing is %%)ected@) bafﬁfier owgyver, tg%undmyin @dy the SeedTROPEX

model does not allov&dlsnn®hm@betw®n eurg @nn%oadmg and $9wing of treated seed.

Moreover, the dagd n t@ Se@RQ@X n‘@l §g§y\ to see sowé%g of '&g\reals, but the techniques

used for sowing eals@nd n@ arg?ub%mtia}l iffe, and theg@re, exposure data derived
from cereals séﬁng @xnot n%cessagily g@ a reﬁﬁsticbe 1m§of the,éxposure during loading and
sowing of mafe. @J@ %© SHEN ) & & & o
Therefore, @ address % aboggeﬁ@m%@ned &ues, fHe a;@licant@fesents a crop specific study for
loadinK sowing O%E‘éate§eds refing the @er@ogu@\ﬂsessmem.

S E O &
CP 7.2.3.2 Mﬁasu@me@%f vy?gr g&ogre ©©
dorodigBenos S ctio@lh feelt o ®

&

Qe D

oh S E, H PP @u S \ o\
The workeg exposure st@ pe@‘me @Hing)ﬁ%adi@and sowing of Gaucho® treated corn seeds in
Italy an@ermany is @Tﬁn@ed in%he f@awin&?&l‘he study was conducted in compliance with the
current OECD Prih@}ples%f G%d La@rato@ractice (GLP). Exposure estimates will be used
v ¥ ; :
gentxically to calculate Ql§ exp@ure d&g l@mg and sowing of Mesurol FS 500 treated corn seeds.

e . & & Q
@@é@&@
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Report: KCP 7.2.3.2/01 | .; 2008; M-274182-03-1
Title: Determination of operator exposure to Imidacloprid during loading/sowing of
Gaucho-treated maize seeds under realistic field conditions in Germany and Ital}@" @
Report No.: IF-05/00328969 . <
Document No.: M-274182-03-1 (©) K
Guideline(s): OECD Environmental Health and Safety Publications, Seri@@n Testing a&(@ @
Assessment, No. 9, OECD/GD(97)148, Paris, France o8 o <
US EPA OPPTS 875.1600 N S NS
Guideline deviation(s):  not specified R N e ) R
GLP/GEP: yes VC@ @ é\a \\ @Q @
R o & & &
5 - y Q&
%@ Q& . &© % O @
1. Materials and methods @@) Q o o @}

N

The study was conducted to determine the dem{ml an@ﬁhala@% e@sur%@’ope@)rs ti?’mida&l@oprid
when loading and sowing Gaucho® treated &m sgﬂs W@ﬁ pne@atic@winﬁlach@es on%armiin
Italy and Germany. In total 16 operatorsﬁ\?\%re @@top&g) four 1 Ital%and lve in@liff nt e &
of Germany (three in Bavaria, four@% Sa,&o\iy-A@ltoa& Br@éenl‘gi?mg, an@ﬁna@ ﬁv
- and - region). Th@Qam@é\vere@lec@wit@espgw to @y @re t types of
pneumatic sowing machines and gany vattbus lodal modés ofForn @in g.chherefare, théwdata of this
study cover a broad range of S@Ving Q@ects @d ca@e c@de as rse%@lve Q&)r\ corn drilling
in Europe. § ~ RN @ ) S)
The monitoring began in (%aly w&in th@.@ypic@local@ason%or e@ sow@%‘)g o™ April 2005 and
ended in -land otr 24“’%/[@ 2(%5. loa@lg oﬁed h?(o}\f)persgand drilling phase were
monitored separately@epe Ing eq oca@g gqui engijthe ho@pers Were filed two to six times and
one to three diffe@ com Vafi s Wete sown”by. opezator. The daily acreage of sowing corn
seeds ranged fr(@j %@0 4]&>ha (nsl%”an KN haj~The tatil wotking tifies ranged from 333 minutes
to 502 minut@nd dailgyphases of s&e@’loa ing lagtpd fr@ 12 to 47 minutes. During their daily
working til%s the g@’erato\%’ handjed with the%geated@ds on ave%;&ge 1.12 kg of imidacloprid (range
0.644 19 3,544 kg of imiflacloptid). & & &
Each \%iety of cop%@eedow tr&e}ted %Ga&c@d@ F§ﬁ35 Qaly) or Gaucho® FS 600 (Germany)
containing 350 g/@r 600§/L 'mida@opri@ actié substance (a.s.). The target seed loading rate is
1.0 mg a.s./seecf@AH@ ds € C@J?%gmeréﬁ’l brands and>purchased by the farmers from the local
market. To %@rmihe é@ual ag%un&@ im@@lo ri@landled by the operator during the working
day the a%ount of loadéd an@mai%@g s@ wa&
variety taken Wb\@ the Q els Were @Jrediﬁfo the hopper. The specimens were kept at room
temp%rgature until b{g@g an@sed %ﬂf the @nten@ imidacloprid on the seed kernels by HPLC and UV
detéstion at 294 nm. T¢§ aveé}ge lo@ng @e of the corn seeds used in the study was 0.94 mg
imidacloprid pezRernel. AN Q@ Q&

N S, . . . L
Each operatéd was equip withvthe ggme components of passive dosimeters consisting of long-
sleeved uﬁgersh@’md é)@g u@@rpan?@as inner dosimeters (simulating the skin) and a long-sleeved

.. @ o .
shirt, warking jgcket and w@ng trousers as outer dosimeters.

ecorded. Furthermore, a sample of each seed

The ié\rgmapo was™Murther investigated by wiping the face and the neck at the end of the
wé@(lng Q@/ and by w@ing the hands with an aqueous detergent solution before the working day
starte@ter each loading or sowing phase and finally after having taken off the outer dosimeter
garments. Each hand wash solution was analysed separately.
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During the loading phase the operators could wear protective gloves but were also allowed to load the
corn seeds with bare hands. They were asked in each case to wear protective gloves if they had fo
adjust, maintain or repair the sowing machine, which was considered as a part of the drilling gse.@6
Also filling of fertiliser into the hoppers was considered as a part of the drilling phase. That is@hy alf’
operators wore protective gloves during loading of fertiliser. All protective @ves were washed
To determine the potential inhalation exposure the opera@ was additiorral equipped\w©1th a\&rso
IOM air sampler system consisting of a small membrarigpump anter cassette@’lth @blass%i%re &@
filter (IOM filter). The inhalation exposure during the loading plfases and th%@illi@ha6® wa@é@
monitored separately. %@ Q& . &© < @) &@
At the end of the monitoring day the operat@ were undfessed, a@% the %osi%@ers @llecte®as
specimens for analysis. The sleeves and legs were cutffom the res \tivea\tg@jsi a aken;%s a séparate
specimen. Except for the liquid specimens ffand w\@@h so@ion @{T:e/@k wifiés and gi@as}&'ng
solutions, the textile specimens and the ﬁl@@cassg%’es e% wrapped o aluminiu IS
packed into bags and labelled. All spec@aen&@e k@de{)e&%oze@t -1?§§C or @I’ow uptil a ©
To verify the stability of imidaclop@uﬁa@the Q%”posm@ime@ﬂd sgﬁequ shipfent gnd storage
of the specimens each type of dogineter fRaterial wa f?é\r’tiﬁ@it 6}"/ a.sCand exposedtnder a roof
to the ambient conditions for @ime &e%iod ‘ﬂ@ co@spor@ toe exure§@e f t}e respective
dosimeter (field fortiﬁcatior&ﬁhef@after@@ speci@ens Were r@l\je%lnd kept deefitrozen together
with the dosimeter spec(%nens éﬂder @nﬁ@“ condfions. %iel@or‘[i@@?ﬁom@xperiments were
conducted in parallel to the mo%itoring%ah ei§ fart@at lea@%nce\%ﬁ ea@lﬁegi%g\’
v S O ¥ .Y & s

S TS e § O o <
IL. Findings § o @Q S N E
The work clo@@s{ haangs an@glover&@ m%s} exp@sed pa§ of th%ﬂbody, as it could be expected
from the n%ure of Wie working @oces%ITy pisally, L}§ paperQag syith the corn seeds was lifted and
support%by the right @nd led € openin@f thppe&with the other hand. Sometimes the
paper was pre @ aga@@ the hip (c@%sp&l@ing t6°the °t@9so of the work jacket) or against the
upper part of the @ (céﬁ@resp ing-¢o the @s of@ work trousers). This behaviour explained the
typical contamin@ion eseody S. o\% IS S
The hands hig@ exposed, i part{@ar 1&9) é\@; were worn and the operator smoothed the
top of the %eeds within the ho witfrshis l@% hamgs. Another typical source of contamination was
touching(gic lids of théhoppess, for @stan@to e@\sé them, and the attitude to put a tear-off from the
papeg\‘tg)ag back intg:gﬁ\e ba%while%ae ha@s gragd into the empty but very dusty paper bag.
Althsugh the operators v§e a@@d to wear p@ctive gloves if they wanted to adjust something at the
sowing machin@o0r to slimi g n@nct' many spots for contamination could be possible as for
instance duson h@%‘les iiside afd outgjgle of the tractor cabin or part of the sowing machine which

2-propanol after collection of all other specimens and the wash solutions V&%@ analysed s@arat@
|

O, ,
(/@@

Q

might be Quche@mci@ally@@ontaﬁna‘cion could also happen if the operator handled the gloves
inappro@qateld t uche@m from outside when taking them off.

The @@rem@%ter&g dertial exposure value of 59.08 mg/day of imidacloprid (operator OC) might be
g alnedQ@r the frequ€§ operation with smeary hydraulic tubes. These tubes were attached to the
hydrab@ motor of the auger conveyor of the trailer with fertiliser and had to be connected to the
hydraulic pump of the tractor each time when fertiliser had to be loaded. Therefore, the working jacket
and working trousers and in particular the protective gloves were heavily contaminated with hydraulic
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oil. About 22 % of the potential dermal exposure was caused by the pair of gloves which the operator
wore during the loading phase of fertiliser. In addition, it is most probable that dust of imidacloprid
stuck at that oil at a much higher amount than it normally adhered at the cotton/polyester fabric @étheQ
working clothing. Q\ v
The actual dermal exposure ranged from 0.0820 mg/day of imidaclopr<j§to 7.22 mg/(day. @
maximum value was allocated to operator OL. The extreme contaminatio%o his hands @i@\exp]@able
because operator OL did not wear protection gloves during the loading es, grabbeilntocg@é)ins' de

of the open bag when he lifted it, held the dusty tear-%ﬁ> in his ot Q@ and and }éﬁ@?’lt I@( in e &@
emptied bag. Finally he closed the dusty lids of the seed hoppers wi&t@ is palm.  « ) @@ C:§©
The two most obvious reasons for the contaminati%l of the han@werg@not wQaringﬁloves Ghen the
operator handled treated corn seeds or when the @rator mish%dlec} the glove%du&{@ takié thegZoff

and transfer to an interim storage place. On the opposite, the@v)perm\rs, w@@’dis i ish{?\ﬁheﬁﬁselves

by showing a low actual dermal exposure Gid wg@r pr«gv}’cti ov%@nd 8ed them i %cor&eet
manner. o o\@ \@ R AN ©© © @ @

The results from the IOM air monit@ indcig}e th@\usyaﬂy th@poil?ﬁe to c@%gst cle less

during the drilling phase than durin@e legﬁ’ing @%cec}g@ Altd@ugh §& driliirig ph&ses lasted much
longer (approximately 6 to 8 ho Versu@u to %7 minutes)the s ding ot dusdwas significantl
ger (app y u§% mi Xjh @ $f st was Sig y

higher during the loading phaS@. hi&%sult@ild @exp@d s e th t$ inl\y formed for

instance by abrasion from tbé@om i&mel@while handling the&}@per tiags or while ouring the seeds
into the hoppers. The resug@s of t]@per@ ex e sty are sum@isedg?Tabf@ 7.2.3.2-1.
S @ SN

S @ © %
R
@ N SN @© @ @
S QO NN . 9 N
@© ©\ s N @,\ &\ ©§@ ?§
¥ L& O O &P S e
N N N N
2 s e v e
A \@Q \@ S \@Q % \©
Q Q
§ RENIIAN > é@
@ N .C & O @
Q O © SN S D
¥ o K & o
=) N @%o@ %
@7 °\@ Q @ N
S A\ N @§ 9
~ S SN S
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< %%é@ SR
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Table 7.2.3.2-1 Exposure (mg a.s./day) to imidacloprid during loading and sowing of Gaucho® treated

maize seed .
Operator Operator exposure to imidacloprid (mg a.s./day) &‘9 @b
Code? Potential dermal exposure Actual dermal exposure otential inh@tion W
N exposl& ©@
Bod Hands Hands Bod Hands Hands | Loadin Sq@m" i
' . . Y . % g@@ ® g
loading | sowing lﬁadmg sowing . .9 S
OA 4466 | 0369 | 4079 | 0075 |#.369 | 0207 | 0.0456 [.0.0082" R
OB 11.23 0.959 1.144 | 0281, 0408 | (730 | QU529 D" 0.a198 1O
oC 40.47 3.315 1530 | 0.24%] 0383 ) 2.146 | (01572 906910
OR 7558 |  1.833 | 0567 | @302 | 0.19¢ | @542 [R 00382 [ 0.0348
OE 5.213 0.553 0.231 |, 0.110-f° 0.0340 |« 0.154C] {g@‘ns\v 0:0048
)
OF 1350 | 0217 | 0408 o.uggﬁﬂ Q1304 0.0290 | ©0.0229 I 90016
OH 3.532 0.776 0.7@% 0.696 “6.0;@(0 06,0840, 0.0591 @‘“gg
0] 1453 0392 | (228 { 0.06%y 0.6360 |0.0720 | 00147.| 0DO76
OK 2780 | 0856 | Q8156 } 0.642 | <©8565¢ 0£29 \)@ﬁol@ £,00135
OM 1.662 0.460 & 0287 | 0.069.] 0.460 (@193 <)’ 04831, 1.70.0067
OL 5116 | 9.199, | £,765 p0.168 6466 [ 0586 | Q1572 | 0.0371
ON 0.811 | 0137 | "0.044| 0062 | 5:01607" 0.6230 | 0.03® | 0.0013
(ﬂ@j‘ﬁ =
00 0.900 | 0906 ¢)* 0.035 | @032 [9°0.906 | -©Q0700.[ 06283 | 0.0006
OP 13.45 %\o.na\ V;%o/s\ 0.1 0018 [ 70366 | 20:0153 0.0924
0Q 5.585 289 =0 0.331 &@ﬁl ~0.14307 8401 ] 0.2086 0.0582
a Operator O&ras DRt cogsi@‘ed S{(;@to the very con@& of igidacb@id on the maize seed.
B The inhafation %e@vas @Q%ulated with&ﬁS L/@im. NS @
O L o &y &S
& & O N6 S @
2 O S S § X
II1. Conelusion N X @ v
O N

In the study the oper%@%r €

large number of ggplicates un
variety of differe%c curgently

It can be co@%ded@) at

° t t % t mam
=Contaminated dus g@w\ S

corn seeds.
N

Thus with
to the a

The am@@r{t of%stive

@ec@ ag
o@:tive @bst@e

)
S iy R .

sta@@(s) irithe dust depends on the treatment (loading) rate.
ic use of tudy results, the measured exposure values were normalised

. . ., .
m%ur%durln@%dlrxg@%n sowmg@f treated corn seeds was analysed in a

realfstic ﬁ@@y con@itions. on farms in Italy and Germany. A wide

ila%@Sow‘i@ eq O en}é@ds used.

S‘[L{%COH&@OHS q.e. t

selected farms, the equipment used, the work
tasks, the g%ork rate, the @ork ditidgs, ete and §ibsequently the determined exposure figures are
represe@ve for theﬁ%side@d expg%ure @nar 8. In this context it can be concluded that:

o o@erator exposure during loading and sowing of treated
R o

handled (mg a.s./kg a.s. handled). This type of normalisation reflects

at best ¢ po@ in flatioho the respective amount of active substance loaded to the seed. Hence

usl %his

of fiormaligation the most realistic operator exposure estimate for the respective amount

of activeSubstance loaded to the seed can be provided. Based on the study results the normalised

expos

figures (mg a.s./kg a.s. handled) are presented in Table 7.2.3.2.-2.
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Table 7.2.3.2-2 Normalized Exposure (mg a.s./kg a.s.) to imidacloprid during loading and sowing .0
Gaucho® treated maize seed gy

f

o
&
Operator Operator exposure to imidacloprid (mg a.s./kg.a.s.) @®

)

Code?* Potential dermal exposure Actual dermal exposure §P0tential i&halati@@

ex%@ure;@ %

Body | Hands | Hands | Body | Hands Ha{ﬂ»s” Load{gg -S0 iné\ﬂ

loading | sowing Yoading s&@ing O@ @\ @ &@
o Q
0OA 6.510 0.538 5.946 | 0.10%] 0.538 &©0.302 806659 0@76

%
OB 13.662 1.167 1392 | 0349 | 0496 R 0.888 £,0.0643 @.024@9

oC 59.602 4882 | 22533 | 6367 og@% @161(\ 0.&3*%5 @0.1@&@7
4

A6l _
OR 11.736 2.846 0.880 [,0.3147 %o.g%% @6’376\ 06540
0

OE 1471 0156 | 0.063 | 0831 | 0015~ 00262 | 00013
OF 1071 0172 | 0324|0038 0.080 | H017¢) Q0182 |5 0.0

OH 1897 | 0417 | @120,50.053 0820 [©°0.043 | oh7392| @180
0J 1597 | 0431 | O0.25% [ 0.669 | 0.0620] 0981 [50.009 |;0.0041
OK 2079 0640 QO 0117 | 0.0313 0.640° | 0961 0Q132- ]~ 0.0149

OM L187 | 0329 |, 0.205 [00.040 0829 ¢ 0.138 | :911220 | 0.0050

OL 2777 4994 | 04 0091 | 351Q 7 .0318 4 0.1123 | 0.0265

ON 0.699 |  @.109 Q" 0838 | F053 | 0.014 | “0.020>| Q0168 | 0.0007
N \

00 0.604 | ~0.688) | ~0.0505° 0.020°| €808, | 0037 | ¢9.0248 | 0.0005

oP 1554507 0234 [ 1.49) | 0031 [ 0.0219] 8423 ([ 00103 | 0.0620
0Q 3.908 | 1516 0336 | 012 0462 | 0072, | 02411 | 0.0673

B Operatcé@G v@not co%idereg due e Velﬁﬁow coﬁent @mida@}prid on the maize seed.
2 The ir@laﬁ%ﬁate \&a@calcul@ed with 20.8@”min©© S @
% 5

S 73 X
. % % & @ g
(S g o S
Calculation of operator exp ur&dun@eed{oadg&g and&gwmg based on measurements

S v,
Exposure to me@car urin adimg\dnd&%ing St coryseed treated with Mesurol FS 500 will be
assessed takin@into é@oun@@pos@@’ﬁg@es n@alis@o the amount of active substance handled.
Exposure Will be Qalculated %&)} caghs opesator individually. The following assumptions and

. Q : : . .
requlrer@ were made for t@@estl@%te Q @)eratt\g@exposure during loading and sowing of treated
Q o,

seeds: ‘\@ o ©\
> A o O
G @ © 9
& O § S @
N O S
> O o
S R
< @ o
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Seed handled: Corn
Seed treatment (loading) rate: 75 g methiocarb/unit of seed .
Sowing rate per ha: 1.2 — 2 units/ha (i.e. 60 000 — 100 000 seeds/ha) . @ @©
Amount of a.s. handled per ha: 90 — 150 g methiocarb/ha S Q\
- ) @ &)
Area to be sown in one day: 15 ha @JQ NS
Amount of a.s. handled per day: 1.35 — 2.25 kg methiocarb/day @
N R < Q @ &
Dermal absorption highest dilution: 2% @ e N é\g
Inhalation absorption: 100 % & % \ @ &@
Operator body weight: Individual gperator bod@@vmghts fr&l@ th@tud@ﬁare@x
cons1dere%@ Q& < @
Operator clothing: Opera 0 wear &@quatorku@ cl& (e® a W@ﬁ(

jack&t or %10 @eve@q\shlr&@ld @g tol@%’sers&ﬁ a
cov@all) @ad i es @’ wor@whe&dlrect%ontact
t@greaie@éee%& conta m%d surf@es is é@/en @j @
% \ y\ﬁ
Considering the normalised exposu@o 14& aclq@d a@ese@d 11§a le @3 S§ tot% systemic
exposure to methiocarb during lo an@’Sowm of %éuro S 50@3reateg,seed aleylated usin
P g @mg E g § }r le g

the following equation: @ @ @
@ \% - & @ @Q ® SN
S @@
5 §) N @ %ﬁ .
Systemic exposure [mg/kg bv%i?y] -9 g’; X£ + PIE) x L % @y\}
O BW & O

N
ADE = Actual ggl expggsu m &s. /kg§ (getua@lermal@(pos&e hands during sowing +

1 ex@smeﬁa ds &urlng%@adm Qactgb de ex@re body)

PIE = Pot@al 1@13&1% expdsure 1®ng % /kg.a.s. (= tent*iiaol inhalation exposure during
sowing + patentiakijthalation equ'&sur@ &@nng Radingd

DA %{@Jf@rmal Absorption oﬁ? 1. (@J&d@lesuro S 5@ (= 2@%

BW @ody weigk@%ﬁ §d1v1 al operator @ y w:é%hts fodom study)

LR = Loadlng@w of @%thlo@yb w1®§5 h@ﬂay @@rkmg&ate (= 2.25 kg methiocarb/day)

@

Again, it is w@ih m @%mr@%a‘g a@AA@ of § 17 n‘f@’/kg bw/day is used for the acute assessment,
which in ouﬁplmon 1S tl@@on@dy ca@l ated%AO KD as described in Volume 1 of the RAR.

actual de

% & ‘%
In the fo@ owing tabi@\yst%uc e%osurcéor the@d1v1dual study operators is presented.
@ & Q @
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Table 7.2.3.2-3 Calculation of total systemic exposure to methiocarb during loading and sowing of
Mesurol FS 500 treated corn seeds

Operator Code? Total systemic exposure %AOEL %A@(ﬁj
N
(mg/kg bw/day) 5 S P
OA 0.0018861 ESE 11 P
S
OB 0.0038417 \ 30 < %§ -
oC 0.0113900 Y 87 - 5”\
OR 0.0929856 @ 3O RS 18 3
OE _0,0006169 O 4. 7 38 P
OF @%‘0.0005912 Q @@ 45 & 85 @
OH Q’ 0.0597688 é @7\36%\ 9352
0J & 000056003 o AT 2%
OK A 5000128620 © - o S @6 & .
oM 5 > 0?&040%6 &% © 3&\ 24@
OL @ | @o0gd027 © > B L H
ON O o7 S 0gied0dry o] 31 &Y 24
i\ EY
00 QL o | o 800092 O §@ 7% 5.7
oOF @ . |® @@.oq{z@f{@ 13
0Q =« . & . 00076887 D] 59 45
Empirical 75th percentile §@ L0.004234 O[S 3377 25
Empirical 95th perg&ﬁ;}ile e Y 0.0@04@\\ v g@ 152
Parametric esti%@\f\f of 78M p@eﬁtil@ S 0@9625(@ é &\ 48 37
Parametric est@te %95“‘0 Q@enﬁ@ @?027(%21 < @ 215 164
3 ~ 2 \
_Oaxijum & FSIR 0.059769 0 .} 460 352
i Opera@r OQ§as n%@)nside Qd du&so tlle Gory lo@)nte f imi@cloprid on the maize seed.
& 9 > v é,(;%
X N D @
S : & S s orcentile
Longeg@m exposurgpjisingdle paratetr c&stm@ ofsth 7§t‘@>ercent11e is calculated to be 48% of
the AOEL. RN SR

Acute exposure ggng ﬂ% par@%tri%@ima@@ of th@ 95@ercentile is calculated to be 164% of the
AAGEL. ¢ &* & .0 & O @
VOO0 S &
N O 9 R & @ . . |
Hence, § onger termg,expogire to @eth&arb [fée, workers during the loading and sowing process
calculated using the@ram%zic 75¢h percentile @tudy data is within acceptable limits. However, the
acut&xéxposure to %ethi@ f&l@win@@oad and sowing methiocarb treated maize seeds exceeds
the AAOEL W}@k assuming tggﬁclotl@ag/PRE worn in the study.
An estimatgacuteh%)?po to wﬁker@%th the use of FFP2 RPE during the loading process with a
mitigation& tor 8£0.1 igprovided belw.
¢ o ¢
SRS
SR
S @ .
S

&
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Table 7.2.3.2-3 Calculation of total systemic exposure to methiocarb during loading and sowing of
Mesurol FS 500 treated corn seeds when assuming FFP2 RPE during loading

Operator Code* Total systemic exposure | %AOEL %AAQﬁ@ S
(mg/kg bw/day) N @Q\ v
OA 0.0006731 52 40 o
OB 0.0020320 16 NS o
oC 0.0056731 N4 3 &
OR 09021488 @ 17 O of3 @
OE _€0.0001365 ,© Lk | Q708
OF 20000125797 o { &0 9 P
OH Q" 00094539 . O | B D6 T
0J o 0002812 N 4T 220 [N LTS
OK % 0(%9’0933@@ é“ 3 & <
OM RS <7 0:0008446 2 | 6.3 48 o |
OL @ I @0028544 O B S g
ON RS 0@@0872@7 S §\.7 EE
00 Q o e 8QOOUSS o |32 .24
o°F @ = [ S000206 ¢ 12
0Q =« . 5 o 00023807 D] .18 14
Empirical 75th gercenfile > §@ L 0002252 ¢ N 1707 13
Empirical 95th pergentile,_ S +©0.006808, & 40
Parametric estir}?@\t\é of 5™ [@iﬁeeynti@ S %ﬁﬁﬂs@ é &\19 15
Parametric es@ateﬂf 95th @ce@e 01 @0 & 2 91 69
@Mag@um NI RS 00®4s7§@ A 56
S O N e & 9§ K

Longer tgrﬁ@ exposure L}\gmg thgﬁ%ar@nc @ma‘te@f the75™ p@icentlle is calculated to be 19% of

the AQEL! S & . NS

For calculating th@\&cute&%xpo%% th@max&ﬁlm 48 used@ the parametric estimate of the 95

percentile is hlg]@Ftha the mum,, Acc&@ing t(@he EFSA Guidance, the maximum can be used

instead if the ple @ is 10016@ hl@(n_]§ @§ute exposure is calculated to be 56% of the
@ SN D

AAOEL. @ @\ ,%z,Q 6@@ @@

)
Hence, @ longer @m re<to met]<§arb®r workers during the loading and sowing process
aélrw @th S en‘ﬁ@» of study data is within acceptable limits. The acute
exposure to m lzuocarb foll&@ng @adm nd sowing methiocarb treated maize seeds is within

acceptable li FFP Eég\wom Q aly during the loading process.
Q @
S

cal&sﬁa‘[ed using the par

@&@ ©©§9 Q
o

< Q% S

R N

@ & <
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CP173 Dermal adsorption
& 6

Summary and conclusion on dermal absorption

The extent of dermal absorption of methiocarb formulated as an FS SOO@Methmcarb )
formulation was investigated in vitro using human skin. A summary of g§ study is g&en 1

following section along with the mean values based on the study results and following @phc n of

the new EFSA® guidance rules. A conclusion and recommendation regas§g the der%gbsoﬁl é@

methiocarb formulated as an FS 500 is given below. \ < @
Q @ N

Study results g o ' N @ @

The mean percentage of methiocarb in the FS SOrmulation t@t soconed do be p&enh&@
absorbable (directly absorbed plus total remam@at dose sitg) over gerloaQ 4@ours ggr the @eat
formulation was 0.3% for the human skin Ap n%xhe r@ EF@A gul@nce VaF&e a% s to
0.9%. S @

According to the new EFSA guidance’ th is th@ro {fon tha“@vvh e sa@phng @rloc@j 24 @rs
(which is the case for this study) and o %750 of the\g otal a rpt1& mat@al 1n§the receptor fyid at
the end of the study) occurred With' f %he d Hion %2 f9) of t«lgpe tot pe@d that
the absorption will be taken as the s au f ﬁ&geptm@’uld ?@epto@%h he in sample
excluding all tape strips. These ¢ ?na wéfe not met. in this @udy ere @ lso t@e protgsion that a
standard deviation equal to or larger tan 2 of theZmeaiipf th.g 3 so@on @%lres the use of an
alternative value or rejectionsg@ the §udy The gu@nce fer ggroach@f ad g the standard
deviation to the mean to c%&er t uppe rcent Valu&of the esul@ Additionally where an
overall recovery of less thap 95‘V<@ccu k@ﬁlsatlon procedur Ns'to \used%@preference Albeit
that the notifier cons1deﬁz th oth t 0 fo e sta%ard&lewa@ limit and the 95%

recovery limit to b ﬁv the a g@anc%resulm\ the following values
for ['*C] methlocar the eth &rb F OO ul@n

e 0.9% fo@e ne\gforngliatlon ??OOQ%) \ é@ @& %@@
S o &F 5o &,

RN . N
& 2 A Y T 4 &
'S @@?@@9&@ RN
o @‘“
> S & & = &
QRS T LS
@ O ¢ .0 © .0 @
Q O O O NN
Y S K 9 O
3 S & W2
N NS
Q N S0
o <SP Q@@
S @ﬂ&@\ O
@%
QNN
§f§ Q & ©@
> O o
N ©
NS

9
6 EFSA@a)nel on Plant Protection Products and their Residues (PPR); Guidance on Dermal Absorption.
EFSA Journal 2012;10(4):2665. [30 pp.] doi:10.2903/j.efsa.2012.2665.
7 EFSA Panel on Plant Protection Products and their Residues (PPR); Guidance on Dermal Absorption.
EFSA Journal 2012;10(4):2665. [30 pp.] doi:10.2903/j.efsa.2012.2665.
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Report: KCP 7.3/04| . ; 2015; M-536332-01-1 .
Title: Methiocarb (formulated as Mesurol FS): In vitro dermal absorption study using
human skin N §
Report No.: TMRO0097 S @®
Document No.: M-536332-01-1 & ©®
Guideline(s): Section 7.3 of Annex III of the EU Directive 91/414/EEC @ECD Guideline 414
using the OECD Test Guideline 428 (April 2004) and correspondn@ EC &
Guidance Document for the conductef in vitro skin &orptlon studies, (Mar@ @a
Guidance on Dermal Absorption, Journal 20é 10(4): 2665 NN @ @
Guideline deviation(s):  none § é\g
GLP/GEP: yes @} & é\ﬂ QR o N
QN Q o & & < &@
o & | O @
Q) A N\ 9
X N . T T AN
RN N I S
Material and methods Q @ &Y @ ©@’ (o
@

& o
N e T & &
Number and sex:S donors, female. &@ &% O §

Anatomical rgg¢fon: kbdom\\g °
@§ 0800 s & @

Thickness:
Test Material: ®\ ©§ @Q § . "\a@)
Non-radiolabelled: Batch: %5 (@261&@ B@@OO & @© @Q >
Purityts 99:6% w/ 7og & @Q % & é
Radiolabelled: [phényl-1=4'*C]- th@@I‘b SR
Biach: KML 9968 Q&
§pec1@ act1v1ty 4 f§ LN
%Ra url% the % (& 'S ‘\@
@ QRN

Formulation: @ie f\(&.\lam@n u&d in @1s @eng the Methiocarb FS 500

@ @fomtﬁatlok(spec atlong\lumb OO% 67) containing methiocarb
s
9

wa e inal edhcengration o
(50®g/L) @ wasased | 1@ ion of 500 g/L.
9
Test sysgm: @An a@m @owt rou% d1f gs: on egl@?apparatus (Scott/Dick, University
A @ of N&wcastle-up aTyn K) %Vas us@ The flow-through diffusion cells
@\ “Q¥ pl@l in @nam@\l’d héated vieMd circulating water bath set to maintain

N) o
> he rﬁd su@e tL\e}‘%’perat@e apy approximately 32°C. The cells were

Q on multicc an peristaltic pumps from their afferent ports with
@ @ he$ece Qr fluid tfluent"dropping via fine bore tubing into scintillation vials
Q thes S

ava fr %: ector?Thegpiface area of exposed skin within the cells was
@ @0 64 . Tlw pe@ altic ‘Zpumps were adjusted to maintain a flow-rate of

N L 5 m /h
2y % re@pto \used physiological phosphate-buffered saline,

> @ppl@en‘c d bovme serum albumin, adjusted to pH 7.4.

Skin mtegrltk@% o Thegintegrity of selected skin samples was checked by measuring the
@ % tratl(%? f gpitiated water (*H20) through each membrane prior to
application of*C]-Methiocarb. An aliquot (250 uL) of *H,O was applied to

@Q Qh ace of the skin membrane, the skin was occluded and the lower

§ § % chafober perfused with distilled water at a flow-rate of approximately
§ @ § §t§gmL/hr and eluant collected at 30 minute intervals. After three hours,
Q é@ sidual *H,O on the surface of the membrane was removed, the surface

@ washed with distilled water, and residual *H,O removed by priming the upper
chamber with distilled water.
The receptor fluid samples were measured by LSC to determine the
radioactivity content. The absorption profile was constructed by plotting the
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amount of radioactivity absorbed per unit area skin (dpm/cm?) against time
(hr), and the absorption rate of *H,O through the skin membrane calculated
from the gradient at steady-state (dpm/cm?/hr). Steady-state absorptio as O
regarded as the linear portion of the absorption profile. The permeabi 1ty§
coefficient (Kp) for *H,O (cm/hr) was then calculgted by divigitlg @3
absorption rate by the applied concentration of radio@vuy (dpm/mil). &

A Kp value of < 3.5 x 107 cm/hr was generally %nmdered acc@tablg@ut

Kp values were higher, then the percentage wabsorption r&c@ac‘u@@y as&
absorption profile of the ski re compa to donor@mth&%ept@ﬁ @
membrane integrity to assess ‘their suitabflity. Cells @jith val > &
3.5 x 103 cm/hr were sho to have m@@ar absorptign profiles tQy'th

within the same group that had Kp valfis <@°5 X é& m@r ther@fore {&
data from these cells w cecepted

Treatment: Prior to dosing, the,flow- r%@ (ap@xnng}ly SmL %heo@ by
weighing the recep@r fluid pi§d @sured@, er1 of time, and
adjusted accordi @ples recefbor ﬂu taker@ %se@for

background r‘% t1V1°ﬁy (r sidual frjtiat é%ater@ Al,]%cells u §w

acceptably lo adlo 1V1%@@V€LS 4a the ept%\ﬂuld or t@apph on of
the test fo ti ' éy
The dose ﬁﬁormul@ion was azg %d t @e s@ 1thg%@%ahbrated

positive %pla@ment@pett the@g 0 @pr te O ulsem? exposed
skin (ﬁyéﬁaL do lud&@ Th@actu of [¥C]-Methiocarb

applied to the s W determlned f%m a@]uot@% (6.4 uB) of each dose
f(@nula gendgiyy chec@é) taken pn@s to d@@mg ed¢h group of cells.

&
Sampling: %The @%pto@ﬂuld @ssm@gﬁuou@ th&gece tor chan%r was collected into
S glas@wa@eld i fra@ lctor am@ wekg cthen collected at hourly
@ ervgls@prt Sduration of exp fimeng (24 hayys).
fter§ hours, the &\1 w S\swab @ % \%@Tween 80 in distilled water
er ragiva

@
@@ @60 @tton @01 @’un‘mkpo fi ct1V1 was removed (confirmed by
@7 ntonitoring the swabs, v%lh a 1atlo@mo% r). A dry cotton wool bud was

\@9 «then use O@ove @y residual s@abbin@golution.
&@ ©Aft 4h ex gsure@e s@me@anes were tape-stripped using 3 M
\ Scetch ‘Magic’ tape. The irkgal tapifstrips (1-2) were collected into a glass
vial se ately and @res aterial that was associated with surface
9 sidygs. @se dent tgpe strips containing the stratum corneum were
@@ @Qan ed, 1ﬁdw1dé§l @ he fémaining skin was retained and analysed

rately
@ @pmr %%d r@@lal in the cell and outlet tubing at the end of the
@7 @?)exp ent as 1®m ﬁ%and analysed for mass balance purposes. The
us1o \s.ell po etits were also retained, washed and the washings
\y\’ @ yseeL I mass ba@ce purposes.
1 les ¢hat were not analysed immediately after collection were stored at
& %% ap 1m “@y < -£%°C as soon as possible after collection.

1oact1v1ty @s measured by liquid scintillation counting (LSC). Generally

@& @dm@wﬁy 11 gross amounts of less than twice background (4 minute
S §9 % countd) was considered to be below the limit of detection.
{N S IS Adiguots of liquid samples were mixed with Ultima Gold scintillator
Q© @@@ @ {RerkinElmer Life and Analytical Sciences, Boston, USA) for measurement
< of radioactivity.
@ Solid samples were combusted in oxygen using a Packard sample oxidiser.

The efficiency of the oxidiser was determined using aliquots of Spec-Chec-
1C check source for sample oxidisers (Packard BioScience) and was greater
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Measurements of radioactivity were corrected for oxidiser

than 95%.

Vo) 7
o @@ @@ $ %@@ @K@o\@ .
@Q Lys Wy @§
By 78, "0 T, 2 s
‘o Py S2, %, %2,
Y29 o Yo @@@ 40
0 By Ay 9, S
Yo o, % D B
G, & Y, /
& o N\@ \w@@ @\ Ly
%% : %@ \%@ 79, OQMN @@
o\@Q @@ 2 \W@ S W Y,
@ / T o X, 7O S
dry A YO v 2 s, A
o @Q %@ Q@ &%@ @§ Ve,
\@@ 6 \@@ 7 ¢ @ @ o\§
9 ‘o Uy, By Y0, n Gy, &
Vﬂ\ S \\@ %@ & \%\w @@@ %K@ @x@
o, %o 2 S 4y, Dy 0 9,
& %@ & 79, N (@ @@ Y/
& 7, L e, "p e Y, /e ‘9,
L0 \\@\\ & §© /) P %@&\O@@@\O@Q\
Q@& &\ @% 20 @@ ’ %@@ ® @@
X v Yo “Yp Ay, Ly, Mo, T
2 &, oty Su &, e, d
5 Y, W 7, U5 ., T Py Y
= s, w0, e T Wy Yy 74
) %@ \R@N\ M%@@ %Q@ $ J s 9 %
@, B L, 0 Y, T, A
D ZR 2y, Y
@@ o @@ @&@@ @\w@@
Ay %@\ %, S,
4 2, Y 7 ‘o)
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Findings:

The solubility of ['*C]-Methiocarb at a mean concentration of 84.6 ug/mL (target concentrati of @
88.9 ug/mL) in the selected receptor fluid, 5% w/v bovine serum albumin in 0.01M phes

buffered saline at pH 7.4, was demonstrated after incubation for approximately; 24 hours a@

The solubility of the test substance in the receptor fluid was therefore demon@ted to be ad%quate@%

not to be rate limiting to the absorption process. % @ @ @

Measurements of the homogeneity of the three concent%@ms of fom@bnon apphedgndl(s{%d t@t
was acceptable. @ § %, &
& @ SEIS)

RO &

The study results are presented in Table 7.6.2-1. %@ Q& &© & © @

7 L & VS 5 &

Table 7.6.2-1: Mean distribution of radioactivity at 24 hours afte@hse @hcatl@’ of | memoca@ an

FS 500 formulation at the rate of 500 g/L to hur@ skn@ mples. @% @@J @@ S %

@ & o

Q N

Results expressed in (ﬁ%s of. @ce f app ed dioact# @j @

RIS '*% e "’y N

&

@ A @ o Mtrlb n of . \%actn@s Q
R S @ & @
Dose Levels & ‘o S \ SWL N N
Species R g &) S aY Q Hun@n (n=12y B
@ N T LY OMany OJ &Y ¢ SD
N SSUREACE COMPARTMENT®) S ¢, O
Skin swabs (8h)* & @ S Qp 1084 N 2 2.9
Surface Dose (1* &0 tapeSstips) 7 N 0.5 O i 0.4
Donor chamber @) 04 R N 0.5
Total %won-absbrbed = D SR 1042 o ~D 2.6
> MRS S@IN COMPARTMENT [OEEEN
& Skigb S a7 Qée) 15, e 0.4
Stratum Serneug ™ 0 08@7 {Q\ 0.2
ATotal @t dose site %, 0.5
< o 9 URECEPTOM@Y)MMTM @
¢, Total %-directly Absortiel ¢ N G 0.04 2 0.1
Z \jj‘ w UU‘
@ Total % PotgﬁD rbab@ & < 0@ 0.6
TOTAL % RE‘@QVERQ(A NEENES {04.5 2.5
N @valwagon acg@dm @EFSA Guidance

absorption >Z5% within half, &udy/&}ratlon ~ © No

_standard-QeV1ationF25%c 2 N\ K S Yes

@\g regegvery %QQ% ‘N e E No

adjusted: X 9 >
@ptal % Potenﬂi% Al@@bab]@i\g o 9 @ 0.9
N ¢S
2 su% radioactivity 0 f@d in sa%bs at o N

um Of radioactivity ?%ﬂlnd i SRin aﬁe{ ape- s pm cedure and in surrounding skin.
° tape strips excluqug numbe th re con ed to be non-absorbed dose.
d: sum of radloac i found in re -24 eceptor fluid terminal and receptor chamber.
e total % dlre abso I+ t 70 at d@,@e 51te
f: values con red ﬁ&ﬁ e a ed T tal % P 1ally Absorbable according to EFSA are in bold Italics

SD: stan deV&@n

n: numbgr of skineells for cﬁ@llanon
In the$bove t@ the ted teans do not always calculate exactly from the presented individual data. This is due to
@g u&@fference resu from the use of the spreadsheet program.

&
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Conclusion:

The extent of dermal absorption of methiocarb formulated as an FS 500 (Methiocarb FS 500)
formulation was investigated in vifro using human skin. A summary of the study is given i&the &
following section along with the mean values based on the study results and following application 0t§
the new EFSA® guidance rules. A conclusion and recommendation regarding tlg,dermal abs@or@f
methiocarb formulated as an FS 500 is given below. @,Q S

The mean percentage of methiocarb in the FS 500 formulation that was &onsidered to@ po@iallyﬁ@
absorbable (directly absorbed plus total remaining at do®site) over a geriod of 24 hours for the r@
formulation was 0.3% for the human skin. Applying 1@@ new EFSuidance t@%al@dju&@ 0 &@
0.9%.

LN © o <
According to the new EFSA guidance’ there is the g%vision that @en ¢ sampling r%d is hou@%
(which is the case for this study) and over 75% e total abs&mtionéateri@n ti©receptor fluig at
the end of the study) occurred within half of the duration (%@iou@i}of thegotal @nphf@per@ that
the absorption will be taken as the sum of re@tor f@, reegptor @bamb@@%vas]@and the ski sample
excluding all tape strips. These criteria w%e not tnet inéﬂs st@i. Thére is also t@ro@\ that a
standard deviation equal to or larger than 25%-Q the\meaniggf the @sorp@ requires the use &
alternative value or rejection of the stugy. TJ&e\guid@XCe prefers t@ appfeach Q@ddin:gg the sandard
deviation to the mean to cover the er g4 pe til@alue of the gesults Additippally
overall recovery of less than 95% accurs, &orma@ atiompmoa&é@re i@ be used byfrefereéfice. Albeit
that the notifier considers that b&th th%valu f 25%; for standard dé%)atm@ rnité?fd the 95%

recovery limit to be too consemativexthe apfglication’of th ui@ce réSults @he igllowing values
for ['*C]-methiocarb in the @nioca% FS\§00 formulation &@ Q

o é @Q o @ @@6@%@
N . @§ S SN
e 0.9% for the neat for@atlo@SOO ) 6@ \@ & « - @)
&g $5s F
OIS S - G
(CIEENN & S Y @ o ©
N 6@’@&@ O N & & & e
O\@ % %@ % b\ @ @ @7%
& F§Es T
§§) &\ é\go\© @\é Q\
5 & & & .~ &
) @ SEIEN
o NSO .0 @
@ @ ©@ "\ \ o\
Y S K 9 O
3 S & W2
N S
Q N S0
N N S & &
S @ﬂ&@\ O
@%
N %%gf § N
§f§ Q & ©@
> O o
N ©
NS

9
8 EFSA@a)nel on Plant Protection Products and their Residues (PPR); Guidance on Dermal Absorption.
EFSA Journal 2012;10(4):2665. [30 pp.] doi:10.2903/j.efsa.2012.2665.
 EFSA Panel on Plant Protection Products and their Residues (PPR); Guidance on Dermal Absorption.
EFSA Journal 2012;10(4):2665. [30 pp.] doi:10.2903/j.efsa.2012.2665.
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Available toxicological data relating to co-formulants
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