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IA171  Acute toxicity ~N NS
D
3 o & 2
S f acute toxicit © < O &
ummary of acute toxicity S Q@ @@ §Q\ @
Type of study Vehicle %@} Resu}§© é\a l@mrtf @ Q@ﬁ
acute oral rat tap water LD 0: >5 %@O mg@g b%ﬁ R ©\© AT@?M@
° R
acute dermal rat - & s0: @Oo%jmg/@aﬁg’v @Q 1§T 02%64
@'&9 @Q Q @ & & ¢
acute inhalation rat - W\% \‘\ L%X> 1,%90 mi#%ﬁ air§ N A 3§9
skin irritation rabbit ©Q (ii% é\a @)n-l%&int § @ @T% 9
NN N N
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o . T S @ g O 9
skin sensitization guinea @ steﬁﬂle s@in sehsitizafioh patgntial Q'AT01873
pig (Buehler Patch Test) ph&olo%ﬁl @& & S @ o\@ 2
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IITA1 7.1.1  Acute oral toxicity @ S

Report: K1iA1 7.1.1/01, || M.; 2005 N

Title: BY1 08330 150 OD — Acute toxicity study in the rat aft€oral admin'tiO@

Report No & AT02161 N .9

Document No M-254331-01-1 KN S NS

Guidelines: OECD 423; EEC Directive 67/54®Annex V—Mgbhod B.1 tris:yJ S—E&@ OP@S
870.1100 @ & S L@ @

i ' ' . Q @ N oa &

Deviation(s): The test compound is a produgt known to b@ble and hge@s indoth C&©

undiluted and in ready-to-usg&ilution Wit@%\/ater.ﬁher&@re, analytical @

determinations of stabili d homog%eity o@%e aqtiebus ul@ons @e
not performed. The deviation (%)Qes n mi‘gi‘he asségsmentypf reiﬁ“ﬁs. §

GLP Yes (certified laboratoyy). D@viatioh(s): e @
= > @%g I@l@ & Q> o @% >

I. Materials and methods @ N \\ o %% \@ [ §
A. Materials Q@ g\ é\g@ §& %© é\y @Q é% Q)
1. Test material: &© %ﬁ%YFQ%%O 150 g@l § @@ § %@)

Atticle no.: ANCE 642@6 S O L &

@ % ( @ % D &
Description: § S~ qlight b®wn %spe&@o % o Q
Lot/Batchno.: ¢, é @@Q 08@/018@()152) § @ %@
. S >
Content: S o .8 @I @Q N R §

Stability of t %om;& - R @ Gu@teg@r stu(@ dur@)n; eé?iry date: 2006-03-10

2. Vehicle and/ pos@we c I@Ol:«:§ &ap watsd) ¢ & @

3. Test anirré% ©\ s ~ &\ v ¢ §

' S F Ly &
i @,@ © 5 Rat%em O @

Strajn: & @f @7 V@s‘car sd @b:\&l@j

%ge: o .9 N3 Ow@veekg\épp&@%(@mately
;%\
(g

o\ 0\ %
Weight at @Qing' s $ I@g— B9g
souce, 3 S -ry
@ QO 7 .0 © '

Accliffatizatfen pd: @\\ Q\ A@ast Sdays
I‘@ o Q@ & Ws%s.o.ls; B s iccrland
ater: @ KN @ o a{@ter ad libitum
\%Housing: § @\ Q '@animals were group caged conventionally in
@° & @@ Q*a olycarbonate cages on low dust wood granulate bedding
$A0 §f N
&§ Q ® % ©@ , Germany). The cages of the animals were placed on
@ @Q Q) § racks, in ascending group number order. The wood
g§ § % %@ granulate was randomly checked for contaminants at
§ @@ § @ regular intervals and the results have been stored at the
Q Q& Department for Laboratory Animal Services, Bayer

©® HealthCare AG, -, Germany.
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Room temperature: 22 + 2°C; Air humidity: 55 + S‘V@o S

Ventilation: approx. 10 changes per hour; s Q
Light/ Dark cycle : 12 hour rhyt% @Q\ v
B. Study design and methods @J@ & ©®
1. Animal assignment and treatment % § @\ 2
. 9
Dose: 2,000 mg/kg *o S Y
o @ @ SN & @
Application route: Oral by gavze @Q @ § é\g @&
Application volume: 10 ml/k@w & R ®© @Q}

Fasting time: For %nlstratlol%f(%d v@%ﬁ?o\mt &ld f@l th anlm or
g‘ mately 1 4 l&z’&efore@mn@ratlo&of th{i@st
pouad, and ey were fedrgai prox1§ate 2-4h

dffley 3% RS 1P

after ini tlorQ @ &
Group size: %3 &ts/do&%roup@ % § w, @j §§@
P & & N R
ost-treatment observation perj days\g @‘}9 §y N S)
Observations: &© 0 <1§t , o&mcal&@ns @y VV@ t, ﬁs n&@ﬁ)psy
R o D © © O
In life dates: @ % 2@5—0@1 — —0@11 S @© (N
NN S el , ©
IL. Results and dlscussgn é @QQ o § < \25@
A. Mortality % S @} § §
v @ @ 6 °\ é (ix °\
Mortality was ng serv@ at @(’)O mgskg b§ §9 Q &
O S s @
Table 7.1.1 @0se®norta y /apimalg freatéd IS
Dos¢’ @,\ %@;pxw logical D&@ion@;@%igns@ T&% of death Mortality
(mgﬁ?g bw) s Tesilts* g & ~ & v (%)
. ;@ o\® m@“ . Fomales> o\@)
2000157 | 0 B S @ e s - 0
= S .
@ @@Q \9 \@@ o @Q @ﬁ@
nd o
2,008 O M\i’% D o D - 0
/@ @ (\Q ac@ oreﬂ@%so*&> 5,000 mg/kg bw

* 1St number = ead
3\number = nul%ber m

%

<& Q
B. Cllmc@\)bs%f 10|§ v 2
. % Q
No cln@al m@ werQ’bser@d
C. &%ﬁy W@ht @
&@r Wt an@ﬁod@velght gain was not affected by the treatment.

&

mlmg Nd nuﬁ@oer = number of animals with signs;
diy

i@{ls @dmg to the principles of OECD Guideline 423
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D. Necropsy o >
No particular gross pathological changes were observed in animals sacrificed at the end of the\§ydy@§
eriod. )
p o @ )
& ©.8
D
II1. Conclusion &% \©® . § \245@
The formulation Spirotetramat 150 OD is non-toxic tc@s after acu@ral admini@ation@§\ @Q @
Classification/labeling according to Commission Dl{ective 1999@EC: Non%\g@ QQ § C&©&
@
QN Q o & & @) &@
Q?% N @ R © & @
L @S D LS S
& ZNERES RSN IS T
S RN 5 A & & e
o O @ . SN & &
SESIGIRC C
Ve o » & 9 .0 O ~
o = @ S @ @ (S D«
R & ©
' @) SN Q S
© O & & NS
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v e O ¥ .0 & O
S TS g S e O
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F D Ve LT §@ <
D & 0 9O «¥ N O @
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N T8 Ve &8
@ S
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@ 9O g © o .0 @
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IITIA1 7.1.2  Acute percutaneous (dermal) toxicity @ S
Report: kimA1 7.1.2/01, | m.; 2005 S
Title: BYI 08330 150 OD — Acute toxicity in the rat after der@l apphca‘uo@Q S
Report No & ATO02164 & L
Document No M-254642-01-1 %1 NS
Guidelines: OECD 402; EEC Directive 67/@ Annex V- gﬁe od B3, &S EP OP@S

870.1200. Deviation(s): none ¢~ é} Q\ %@ &@
GLP yes (certified laboratory). Dewiation(s): non&®Q é)%@ Q@ @@ C&©
@
Q o & O @

I. Materials and methods Qo? N @@9 Q \& % @}
A. Materials N &° Q@j v\,\ %@J @b \% §
1. Test material: 134! lx:\@ 1@@6@D§§ ©@J v ©§ <\ o

Article no.: W\%OO-"%@ZQ% > % @Q - @j §@

Description: Q Jilght Q&&n s&%ens@ C}\ § éﬁ Q

Lot/Batch no.: O £08030/0189(01 2T S S & o

Q S O O O .
Content: & 14889 {@ S O° O &
. @ X o @ . S N
Stability of test compofihd: @Guaral@ed fér stud@ﬁlrat@%)n; exp@r date;»2006-03-10

v 0
2. Vehicle and/or posnt&,@e con@ol §9 No@ @ S @ . &
9

< R SN

3. Test animals S ° COES

T e S e § Y O O
Species: S @ @% @ at, males ghd females é& &\
Strain: @ & S § ngr (@ CpgNU)&

Age' @@)@ @\ &\ % %\ 1&%661%%31:6%
Welgh@l q§ %© SEEEN Ma@ QS S g-B2g

" %@ % F@lales@? @211 g19g
/@rce @Q § @ Germany
Acchmatlo@@rlod&\ é%a Atw\lﬂ%st igays %
Diet: &~ @ &L @Q 833.0.15; [, svitzeriand

Wate.r@@‘ ©© @Q . © @%ap\@ter atlibitum

NS
%’Q Té@ r@s were caged individually in polycarbonate
@

ges Ow low dust wood granulate bedding (_
N ) T

aQes of the animals were placed on racks, in ascending
up number order. The wood granulate was randomly

& %% § Qchecked for contaminants at regular intervals and the
& > <

results have been stored at the Department for Laboratory

@& @Q @© § Animal Services, Bayer HealthCare AG, _,
§ @@ s ¢ Germany.
§ @ § o Room temperature: 22 + 2°C; Air humidity: 55 £ 5%;
Q é@ @ Ventilation: approx. 10 changes per hour;

@ Light/Dark cycle: 12 hour rhythm.
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B. Study design and methods @o >
1. Animal assignment and treatment N §
Surfa@rea Ran@%f d@Ss
Dose (mg/kg bw) (@n?) ({{\éng/e@
males 4,000 . Hi40 O 60.9566.3 7
females VCQ 4000 G 140 S @@3_6@ @
Application route: Dermal, @mi—occlusivssing é\g@ QQ §9 C&@&
Duration: 24 hoﬁ@ Q &’ @ 'S © &@
Group size: 5 ra@%x/group Q} \@ @& ©\© 3»5@ @@
Post-treatment observation period: %MayS@@ w\g@ @é& @%’ @Q > %&’
Observations: %Mort@ﬁfy, cl@ﬁljcal signs, Sk§eff@t5, bO@We@t, gr@s o
% needdpsyel D Q
i N SRS N
In life dates: Q@ @%%5—0&@1 —é’ﬁ)& =05 @3\9 @ < S
& . S & O N
IL. Results and discussion o 9 L O & ©@ @Q S
@ N W @J@ @7 Q D &
A. Mortality AN Q A @ ¢ @)
M . o N Q AN N <)
ortality was not obseryed at @OO n@lg‘ﬁgg S @ %@
AN o &Y L
S) O A )
Table 7.1.2-1 DO}?§ moral it&é&%im@s tre O & N
Dose & xic l@ca N Duration sig U Time of dgath Mortality
> dprieal « W ~ n§9 RS 0
(mg/kg b A resultste | N & § N [%]
Y S Y L GMas” © | @
T &) © o
L0 || L&] T s H7 - 0
Rz o\®> m@“ O\I@mﬁles I
4000 & 0] @f o o O o - 0
7 D) 3
@ ©Q f@ aé@ de&mal L@ >4@0 mg/kg bw

* 18 numb&P = nu@ber@dea(&}ima@; 2nd @nbe@— number of animals with signs;
3" nu = numbelé@of anin@@s in@% group %@
. 2 R &
B. Clinical obsel@lon% N &7 Q
Ng, clinical signs WCI‘E‘@SCI’@(L Q o

: &
C. Body w%@ﬁ . g Q@ Q
g

Body we@ andpody ht g%fn wa#®not affected by treatment in males. A slight decrease in body
Weights ob@q&ved@@ day@in two females and on day 15 in two other females. This effect is

assufited to@g@cau%d by stress of the occlusive dressing, and is not considered test compound
QY

&
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D. Necropsy o >
No particular gross pathological changes were observed in animals sacrificed at the end of th&ﬁy@@
period. & o> S
& N
D
II1. Conclusion % § § 9

e : . NSNS
The formulation Spirotetramat 150 OD is non-toxic a@acu‘[e derm@%dmlmstrat@a. N @ @

L
Classification/labeling according to Commission Dl{ective 1999/4&EC: Non%@ QQ § é
@
©

Dy

O
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IITA1 7.1.3  Acute inhalation toxicity to rats @ S
Report: KimA1 7.1.3/01, | EE; 2005 S
Title: BY1 08330 150 OD — Acute inhalation toxicity in rats & @® S
Report No & AT02396 N .-
Document No M-257809-01-1 %1 S NS
Guidelines: OECD 403; EEC Directive 67/@ Annex V-Method B.2, ¥S- ER OP@S

870.1300. JIMAFF No. 12 Nousag8147. Devn(s): none &5° &) 2 @
GLP yes (certified laboratory). Deyiation(s): no é\y@ QQ @@ C&©
@ @
2\ Ve & & ©
1. Materials and methods QQ(@ Q} . @@) R \® %@ @@}
A
1. Test material: %{I 08°159\?©D &% @%@J @6 NN
Atticle no.: 00-0643765 < © Q@’ S @% &
Description: *o L&lﬁ bro&% sus@lsio&% Q" s §
@} ° @ o ~ Q> %,
Lot/Batch no.: Q @030/9@%) WS & SIS
Content: &© f(§57\>l48?89 g/l \@ § @Q S %@9
Stability of test compou. %@ Q@rant fordy duratio xpg@ ate: 2006-03-10
2. Vehicle and/or positiv@ntréﬁ «cNone v @Q ) é
3T . W OO @ SN L9
. Test animals e O N W Q & %@
Species: S AN % § m@m angﬁ?ng\eéy % @@
Strain: é% 6§ K C?PF stag;(*Hsd Cpb:W é& &\

S
@
Age: @ & § § Apﬁoxi@elyé@b m%lths @

© 2
Weight@@ﬁ)si@ &\ & Q S Ve Q{Z’; - @0 g
S & 0 O «remjies: O 16808017500
(O
Souzge: 9 S , Germany
Stimation peffed: & & :
ééée imation p xS o a3t
i AN

Diet: @\; & éﬁ O g §
Water: ¢” < @ @7%\ . %@7 wated l@@tum
Hous ©®Q @Q . © ©\Duori@ the 4€¢limation and study periods, the animals were

§ Q\\ Q\ ho@ed s'ly in conventional Makrolon® Type III cages
@ % N @’jﬁ &ggsgdxgp A. Spiegel and R. Gonnert, Zschr.
@ Q N er@hstierkunde, 1,38 (1961) and G. Meister, Zschr.
\‘& %, @ 0\@’ Q@ V@uchstierkunde, 7, 144-153 (1965)). Cages were
. (@) @ dRanged twice a week while unconsumed feed and water
&@ N o Q> @0‘(‘(165 were changed once per week. The legal
@ \% §/ @ requirements for housing experimental animals (Directive
@& éﬁ ©© §f Q 86/609 EEC) were followed. Bedding consisted of type
S gj ©© BKS8/15 low-dust wood granulate from
&% @@ @ Y _, Germany. The wood granulate was
Q© @@@ © @ randomly checked for harmful constituents at the request of

@ the Laboratory Animal Services, Bayer Healthcare AG.
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B. Study design and methods s @ @6
D

1. Animal assignment and treatment S @ K

Dose: 0 — 1,760 mg/m?® air (max1mf§ technlcall§% attal@%le
concentration) % § @@ &
Application route: Inhalation (n@-only expoiflﬁe) N é\a
- e & S @ @
Duration: 4 hours Q @ § 5 &
Group size: 5 rats/d@/sex &© é\ﬂ Q @§ @@}
Post-treatment observation period: 14 -’g N R @@f @ & % @}
9 .
Observations: ortalit}@)clinicé% gl&,\bod;g@’eigh@\ req@w‘[em@ture,
ex nigasurgtgents oss ropsf§ o %

In life dates: %2005@—03 @10054Q5-18 S Q @7 @&

2. Generation of the test atmosphereﬁﬁchm%er @scrl @n x% O

@ ®) S N %o
Generation and characterization o%@am&éis atm@her@ S @3\9 @ SIS
@ ¥

@ @ro%l }\§ Group 2@@ N \%
Target concentration (mg/ng;\@ . & @’ C@@l A

Actual concentration (mgﬁﬁﬁ G < & T o &w o{,@%o %

Temperature (mean, 0%@ © @@ @U 22%8 & v\\} 22?.(5© g

Relative humidity (mgan, %) %@) S §5 . é& 568 . S

N

MMAD (im) « § <& @@ @ @.21
GSD SO < N g@ @ 2
Aerosol mag&x 3 \%)© & K& %&__ S 6572
9 .S 831

Mass recgvered (fog/m3f

AN
A Y
5 2L
MMARs= Mass Me@n A@@yna@: Diameter,@SD i@eom@rlc Standard Deviation;
dtapplicable.. @ . O ©
-- not pphcable.o\ .

P F 5

I1. Results an@dlsc@ 10n§ @’5\9 \% N N
" ¢ . © Q @&

A. Mortai@y €

DS Q
Moﬂi@was not ob%erved @,76@hﬂg/m3@ﬁr. "

g
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Table 7.1.3-1 Doses, mortality / animals treated @ D
Actual Toxicological results™* Duration of signs | Time of death Mor‘e@ﬁy @j@
concentration S @ S
(mg/m?3 air) €§ S <
Males ) % . O % 9
0 0 5 LCR @ - A0 @
1,760 0 5 5 < 0d-3d («@% "lé@ ,§ 08" 9
F @%ales Q & (@&v g Q) &@
0 0 0 s @ T e\ w0
1,760 0 5 5 | @7 0d<2d &) g 5O 0

acute inhalative BE'50: >@,760 fag/m? air IS @) @w @K
&

* 15 number = number of dead anlm@s 2nd ﬁumbe@s numb ber of@alm ah \}V)lth @hs;
3" number = number of animals ¢ osgix O é\a § > § S @ .
s T > O g

B. Clinical observations @ %,
The following clinical SI% ere o&erv@m the @gst suﬁstanc@%ou @)
Males: labored breathlng@gatten@brac@\ea @)tlht}@éduce pl@ecn@@@halr@)at ungroomed,
high-legged gait, noses«ed engrustatiés n@ dlsarge @eﬁrous}o\a s
Females: labored breathing ernézbradyphea, pi ere&@)n, -cogt ungroo@ed high-legged gait,

nose: red encrustagons an dd@d @ O Ao Q K
@ N
C. Body welght Q &
Comparison the co"%trol@d ex%sure g{%up ré%al 11d ﬁlough statistically significant
decreased bax w K @3’ @6 @
D. Necropsy @\ > X
‘zxf @ .
Amm@sacnﬁced at@é end@ the@sewa‘uon period: h@croplc findings amongst the groups were
indisé}gulshable o\ {° \© > N
o < &9 I .
IIL Conclusiofo <) @ @5\9 R &

N
The formula@n SE)@) etr@t L 56-0D \IQ\Df VCI@%)W t@Xicity after acute inhalation to rats.
o~
8 Qo b
Clasmf&@on/labehn@accor@@% to@% @%on Q;rectlve 1999/45/EEC: None
S

N SN
@ S
\y\’ > @@ "\@ R §

=

“o
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IITA1 7.1.4  SKkin irritation @ S
Report: Ki1A1 7.1.4/01, I M.; 2005 S
Title: BYI 08330 150 OD — Acute skin irritation/corrosion ofi¥abbits @® S
Report No & AT02359 @ SR
Document No M-256984-01-2 %h S S
Guidelines: OECD 404; EEC Directive 67/@8 Annex V; g% od BA4. g&] EP@ OP@S

870.2500. Deviation(s): none ¢~ Q) Q\ %@ &
GLP: Yes (certified laboratory). Deyiation(s): no<@Q é)%@ Q@ @@ C&©
@
QN Q S O @
1. Materials and methods QQ(@ Q} . @@) R \® %@ @@}
A
A. Materials & @;f %Q g\f @%@J @6 N
1. Test material: Y1 08@0 15@@@D O @@, @& @ @& °
Atticle no.: &0 @2437\ @ RIS S
Description: D" Light © ‘”\a\ S Q)
ption: Q Lig] broagn suspension S @ &
Lot/Batch no: ~ 6&030&189(0%2) v ¥ N §@ &
Content: Q @ 14§§9 g/]@ @ @ ©© @@Q ~
Stability of test comg@%d \ @arante@i for%tudy&@ tiog; expfl@ry date2006-03-10
2. Vehicle and/or posnt@e cor@%l §€T § @ %@
3. Test animals S @ C& RS §
Species: é% @ qm@ma@ O é& &\
Strain: §” & @ @Albmo (C@?BL%@ZW)Q
Age: O ©\ & N @ung a@%lt animals (2 %
S © © kS
Weightat doging: « . “93KE28KT S 2
S@g e: g}y Q&y @ *@’iermany
%Acchmatlon &}@odb\Q o @@ least3 daysv O
Diet: § NS \_éermany
Water: 2 @ S @7&? J%% wat@ adl l@#um
@ O ¢ @ w
Housigg: © @ \ N he rnal were housed individually in cage units
% S § ,%,Q /N ofyl by EBECO. Excrement trays below the cages
@’ 9 Q @ red Tow dust wood granulate bedding (|
2 @ AN @ _ , Germany).
N ™ § @\ Q Thé@ood granulate was changed at least twice weekly. The
@° & @ er bottles were changed weekly.
$ Q° gf § e animals were regularly transferred to clean cages.
&§ Q ® v, “Q The animal room had a standardized climate:
@@ §@© G § Room temperature: 23 + 3°C; Air humidity: 50 + 25%;
< Light/ Dark cycle: 12 hour rhythm.
&S & < g y y
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B. Study design and methods

& @
1. Animal assignment and treatment N\ §
Dose: 0.5 ml pure liquid test SUbStance/an@l &@Q S
Application route: Dermal (semi occlusive procedure@’ \Q
< L o
Duration: 4 hours &% \© 2N
A
Group size: 3 rabbits vC@ @ g}” Q\ %@Q &@
Observations: Clinical ss, skin effe@@, body weLg@%t (@%egi g Q&@
study) Q& &' §© g @) &@
In life dates: 2005-08010 -200505-17 @@ R O & @
Q Q@' Q\ @ 6\ o, % g§
N 9 o &S
L Q Y & & O @
IL Results and discussion A & @Q Q o ©§ @% g °
A. Findings LSO D ) § @
N S O &
Under the present test conditions t lloga{ﬁﬁg ﬁ&g@lgs ms\(%re r&@l: o

Animal no. one: erythema (grad&@ up %&7 2 h%gs exﬁna%@ﬁn@%in‘t@ §y ©
Q)

Animal no. two: erythema (grad 1) upto 72@ours @amh@on tifge p 1@@ .
Animal no. three: erythem%@ade\ﬁvat 24 Fhd 7§0ur&@ami@@10n tf@e po@@s and grade 2 after 48
hours. %o AN & - © & ©
S S @ v @ N <)
There were no system,ic%tolergce r@ﬁtio ) & N A N
T IS v 8
S S AR R RN
Table 7.1.4-1 Sl}@arg (@ ir%@nt %@%ts (@orei§9 2 S VU&
Animal @24@© QO élgﬁ\’ &@fl S @/Ie%g@v Response | Reversible
no. S a Q) @f@’ Ro S § scores (days)
MRS NS S
| E 0 ® @%0 NE P 0g| Eyl O | E| 0| E 0
O R R
£ ] 2 @0, 2 (@a°®© 0 |90 |00 [+ | -|7 |m
Q A P b
2 é&\“ 0 J,@? N0 [T P oyl 10 [ 00 | - | - | 7 | na
S o S
3 e P02 G ool ol % 3]0 -] -]7 | n
D Q > S
Abbrevi%ﬁon: 0 = no @tho@wal @%dlp@@E @rrythema and eschar formation, O = Oedema
formagion; na = not g licalle @ L \%
s NI A N
IIxConclusion v § Q\ Q §

The formulatiofSpirotetra 150@ 1S -irritant to the skin.
& Y
Classificati labg;@ acgerding %’Con@ﬂssion Directive 1999/45/EEC: None
N

©@©©§’
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IITIA1 7.1.5  Eye Irritation @ S
Report: K11A1 7.1.501, ||, M.; 2005 S
Title: BYI 08330 150 OD — Acute eye irritation on rabbits & @® S
Report No & AT02358 @ SR
Document No M-256988-01-1 %h S S
Guidelines: OECD 405; EEC Directive 67/@8 Annex V; g% od B.5. g&] EP@ OP@S

870.2400. Deviation(s): none ¢~ Q) Q\ %@ &
GLP Yes (certified laboratory). Deyiation(s): no<@Q é)%@ Q@ @@ C&©
@ @
2\ Ve & & ©
I. Materials and methods QQ(@ Q} Q\@@ R \® %@ @@}
A. Materials & @;f %Q g\f @%@J @6 N
1. Test material: YI 08@0 15@@@D v @@, @& @ @& °
Atticle no.: 9 @2437\ @ S O o« S
. o S N &5
Description: Q qug}t broagn suspension, @3\9 @ & S
Lot/Batch no: ~ ‘&03(}%&189(0%2) v ¥ & § 5
Content: Q @ 14§§9 g/]@ @ @ ©© @@Q ~
Stability of test comr@@d \ @arante@i for%tudy&@ tiog; expfl@ry dateé%% 03-10
2. Vehicle and/or posnt@e cor@%l §€T § @ %@
3. Test animals > @ @b C& * §
X .
Species: IS @ bl@ma@ O é& &\

Strain: §” & @ @Albmo (C@?BL%@ZW)QR)
Age: O N\ & t @ung a@%lt animals (2
@)

o
Weightat doging: « “9.4 kg%}z 8 S @

v
S@%r e é}’ @gg@ @ ermany
&cchmatlon &}@iod‘\@ “ @@ leas@ day§\y O
Diet: § NS \_éermany
Water: @ @@ § @@’w\y Q% Wat@ ad Zl@@itum
Houﬁ'@@: < @© \ N he rnal were housed individually in cage units
% S § ,%,Q /N ofyl by EBECO. Excrement trays below the cages
@’ \@2 Q @ red Tow dust wood granulate bedding (|
AN
" § @ @ , Germany).
AN > Q Th sWood granulate was changed at least twice weekly. The
@° & @ @mals were regularly transferred to clean cages. The animal
had a standardized climate: Room temperature: 20 +

% @ 3°C Air humidity: 50 £+ 25%; Light/Dark cycle: 12 hour
§ rhythm.
<
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B. Study design and methods @0 S
1. Animal assignment and treatment N §
Dose: 0.1 ml pure liquid test substance/anifal @® )
Application route: Instillation into the conjunctival s4& of one eye§T e e%e@W;ls
not rinsed for at least 24 hours f&y}owmg 1nst1@ 10n§ %45@
Group size: 3 rabbits S
Pt %ﬁ @7§ " & @
Observations: Clinical 51gns ye effectsdy weight ?(A\g eginging (@siudyé
In life dates: 2005-05- gp 2005-06- @ @ RO &
. . S N
II. Results and discussion \© © @@
A. Findings c& @“ @ é’\ %@’ @6 \% %
Under the present test conditions the foll%%g ngre @d b@ 0oz @& < %
Animal no. one: Corneal opamty {the&% hougs,and gx% ¢ 1@jfter 48 and 7§ur @
Conjunctival r < p es (‘grade @aftm‘\ﬁi‘l houfs) gradg\z aftgr48 S arﬁade 1

after 72 hour@ J%mnctlyaﬁhe 0sis %ﬁ% @er 2 ouréﬁd gaade 1 after

48 hours. Q @ @Q @ \W\?
Animal no. two: Come%amt?*(grade@f ) af&§ 24 @rs aid grade@ up @@2 héwrs

Conjﬁnctw&l redn (grage 2) er 24 hours é{l@up te,72 hours. Conjunctival

ch§@1051s @rad af§4 h urs and up to mm@ %@
Animal no. three: Corne pac@z (grads 2) aftet 24 @urs and grad&l aft@% and 72 hours.
X
@Conj@cm@redn@s (gr ter 24 h@urs & up 89\72 hours. Conjunctival
@
d 24 h deg] after@8 and 72 h
c@mos‘{@a g 2) af{r @rs ara e& a %@ an ours.

Table 7.1.5 &@um@ry of Trritant Effggts (Sebres). @ "

Animal | ¥ @ % 24 h 4&5@ 6§§f1 m&@ response reversible
No. ., P 9 @\% (&) @  sdores [days]
A N4
1 28| comeal ggfacity &) 27 1 g Lo ol3 - 21
iritis oS = 0 70 o 0 S 0.0 - na
: ISP RN R
conj@lvae ) N @ Qo
credmess o 4 35| 2 L1 Y 20 . 14
—@emo@@ @QQ O |l § 0 1.0 - 3
2 “edrnealdpaciy |~ 1 S le | o) 1.0 - 21
@ iritis §© 0 @%g O@@ %@ 0 0.0 - na
conjuncil o
R redne$s” b 2 & 2.9 2 2.0 - 14
- chemesis & 2 § X 2 2.0 + 14
3 corpeal 0pac1ty ~ 2@ &Y 1 1.3 - 21
mg% 6 Ro 0 0.0 - na
g@)n_]uﬁ@(l ae ©@
- S 3 3 3.0 + 21
@
& @@émow 9 2 1 1 1.3 - 21
respo&?é‘ef @ cor@ op%ﬁf mean scores: Q= >2<3=+; >3 =++
N) iridy: mean scores: <l=-—>1<2=+;=2=++
Q conj. redness: mean scores: <LS5=--;>25=+
@ conj. oedema:  mean scores: L=-;>2=+

na: not applicable
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Vo) o
@\\@@ \@@\ M%&\@ 9 @& %@&@@
v o\§ s, &, & )
Yo ) 4 7 2 4
lo. o Yo %, 0
o, 8 Jo, Pus Y, Y0y iy
e 2 K4 Yy W4 e T4
z o 9 g
Gr0 s @&@6 Q\%@\w W o Y, "o, 2
- @Q@ O, T a, Wy 2y 40 S)
. = v o W)
5 I Loy . @ o 2 2. 78 o & o
5 V2 7 v %0 @) Z
8 2 @%@ RQD\\ \V@a@ &\@ @@@ @@ 7 @&\
s 5% RTINS TN AL
Fe ey %, By T g, P, 4 70
=i @’ 2 & Ly, 4 ®) Yp /
£ S ‘o \\\ 7 S g\@@& » , @\@ /o /4 o@@@
m 2 ° K @) \ ’ ¢ % . v
5 : T F 0, "0 %, Y e, \@\Q%@@Q 75y
w e Q@ Y &o\ § y K@ @@ ’ %@@ ® @@
-2 @ Ao U5 7o Ay Ly, M, 77
El= %, T 7, e Wy %24 g
£ g S, w7, \h\ p "% K @@@ @o@
.m Mc o 2, \x@@ Y9 / Q@@ @\w\ o v o
. 22 U, T g 7y
E W 0 @&@@ @@@@
< ==
£ g 2 @o\w\ %@\ n\@@ S,
° <7 N 2 2y e
= £ 0O 7 2
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IITA1 7.1.6  Skin sensitization @ S
Report: KA1 7.1.6/01, |, 5-w.; 2005 S
Title: BYI 08330 150 OD (Project: BYI 08330) — Study for theskin sensitiz effect

in guinea pigs (Buehler Patch Test) @JQ S LS
Report No & ATO1873 N S S
Document No M-246231-02-1 & N O &
Guidelines: OECD 406; EEC Directive 67/§$Method B,6)US-EPA OE}TS@‘Q%O@ Z
. ) . . . Q X S
Deviation(s): The test item contains comm%mal products &iown to be gtable a@ S C&©
water. @© @

homogeneous both undilutednd in read@—use diluti Rvith
Therefore, analytical de inations OQhe sta@ﬁty an@hom@enei@ of th@%
formulations in physiglogical %aline @tio@ﬁor ad@nistr@on were n%@

performed. The deviatyon da@s notHimit thé.ass s@ient @es{t& A\

GLP Yes (certified lab tory)@evia@n(s):@one Q SN
‘”:% S \\ > ) @Q N @j §@
. ARSI I S RN S
I. Materials and methods @ K\ O %© 5 IS o
A. Materials ©Q R N @Q @ @ 9
' ¢TSS s
1. Test material: R ¢ BY1@833 50 O§ &© ©© ©© S
Development no.: Q@ "\% %—?(7)364@216 x@ @Q % (& é
Description: o~ é& @row@suspe@ion s @ \(@ 2
Lot/Batch no: ™ AN 08630/01 01 w0
Content: S ¢§ %@ 1 91 . 65@ S é N °\@
: N Q @ S X Q A

Stability of@sy‘t cpoup\@ § G{rantge@r st%@l du@tion; %piry date: 2005-11-29
2. Vehicle ab@ﬁor [gkitive &ntrt&: %ﬂle p@siolo@%al §@ne s@ion
3. Test anifals @,@ %© SREEN %ﬁ @© Q @

Sgi@s: N %@ @ Gugﬁa pig@ema@s é&“’
St @ & éﬁF—br&Crl&E&)o o
o, Q, o, \
Age: §> &\ éﬁ \©4 -5 @y}eks é& S
Weight a@ﬁosir@ § @,% 255g-331¢g ©©
Sour%@ @© ©© . Germany
Ac%mation perio@
et N 3420, I, svitzerland
*vWater § @ Q@Ta@ater ad libitum
Housing@% © N @ %@ng the adaptation and study period the animals were

& %% § " @nventionally kept in type IV Makrolon® cages, in groups
@ Q - Q@of five during the adaptation period and in groups of two or
N) three per cage throughout the study period. The cages were
& exchanged for ones with clean bedding two times per week.
Q© @@ @ @ Low-dust wood shavings supplied b}(f} .
IS _, ermany were used as
@ bedding. The wood shavings were spot checked for

contaminant levels. Records of these test results are filed at
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Bayer HealthCare AG. Room temperature: 22 +/- 3°C

(possibly drifting higher at outdoor temperatures abov§ @
24°C); Relative humidity: 40 - 70 % %@ht/dark c\'l N

Twelve hours rhythm; artificial llg@g Air exchange r@

>= 10 times per hour. Q @
B. Study design and methods &% \© .9 «zs@
1. Animal assignment and treatment vC@ @ g}” Q\\ @Q
. R S S
Dose: @g &© SRS ©© N
1 to 3 induction: 100 % % R &° & & © &@
Challenge: 100 sy LY V& e @
allenge: 0 . RN @ 6\ RS %@
Application route: D@al (c@%len§©occl®ve @lica@) o
o S S & oo
Application volume: %5 ml/@qmal @ Q IS Q @7

Group size: &%Test\\ﬂem @up i@em*s co&t@l gr@m l&femal§
Observations: ©Q géértah@chm® mgg%askl @}?‘ect@od 1ght

& @it beginning And tetminati of @y)
Grading of the skin reactlo% & 0 =% re@on S5 sh&@ 10ed ness \2 = moderate

§ \& %ﬁuen@‘edneg 3 —@ere rednesstand sgelhng
N © & Q S \ .9 %
nlifedates: . © O £7200591- 1 - 2005:02-10C &«
> S\ S © § Ny
5 @@ @ 05 & & &
IL. Results and di usswn @ Q@ N @ o s
A. Findings @ RS @ é@ @& @@

There were a&skin \ect the @m the:{é;%t ity grog§nd thecontrol group during the first
induction treatrne@’ AftéMhe ond a%uct @her ere skth ef&@s (grade 1) in 11 of 20 animals
and after the third indgction de @ in 2 am é@est item group and no skin effects
in the@é&? mals of the@ontrd@roup hz§allen@ ithithe 10095 test item concentration led to skin
effects (grade 1- Z@h 20 @20 @mals the &}t 1te@group&ﬁ 00 %) and no skin effects in the control

w7 & B s
e XN PO S & @
Q O O O N o
Y S K 9 O
3 S g 2 P
& © Q ¢ &
N N\
Q N S0
X %@o@’ @@\
A @g@\ Q&©
@° N
RS
%o Q
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Table 7.1.6-1: Number of animals exhibiting skin effects during challenge @ D
Test item group (20 animals) Control group (10 animals;&x @j@
Test item patch Control patch Test item paég@ COW p%a\@l
H 30 54 Total 30 54 30 54 Total '~ 4
ours ota % ota ué@ Q X
Challenge < % .2 é\g
N\
V 0 NS @
100 % 20 20 20 0 0 0 ©§® 0@) § . @ Q
@ 3 S R O &
II1. Conclusion % R © $ & © @

N
iy Q. . N g
Under the conditions of the Buehler Patch Test and wjth resjgct t&t&he ev@aaho@ntg’f&; the@

. . - e . R N N
item t.heref'ore exhll.nts a skin .sensmzatlon. ‘.[enyt&la@i. g}g @j& §@, .@, < % .
Classification/labeling according to Comi%llssgo@i)lrec@ve 1999/45/EEC X, R 43@nay@lse @§
B SN % O
sensitization by skin contact) @} \\ @} &6 & N é&a N §
% 2o & O
K & 8 > & § & o
$ TS S S NN
Q > N) ® @) S .
9 9 S) S S
o &N S @S SEECENN
R & o &
N O N @ S
e QO N O QN 9
SN I S NS R
v 9 O ¥ .0 & )
S PTE e S %o ¢
&« § & L@ o
S QNN N o §
O £ .09 O « SRS, S @
v N N N
SV I
&@ \@Q o\@ “ Q° \@Q o o\©
Q Q
§ RENIIAN > & >
@ @ § & QA S~
@ 9O g © o .0 %
Q0 OO N S D
¥ 9o KN & o
<) S o L2
@7 N N © @ NS
< AN £ .9
> N TIPS S
N (g @\ R &@
@"° S
QNN
& 2
S Q
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®

Report: KA1 7.1.6/02, |, 5.-w.; 2005 S
Title: BYI 08330 150 OD — Ready to use dilution (Project: BYI 08330) — Study¥or th&>
skin sensitization effect in guinea pigs (Buehler Patch T@?t) @Q\ v
Report No & AT02570 S & S
Document No M-260111-01-1 N
Guidelines: OECD 406; EEC Directive 67/548 Method B.6.,@>EPA OPP%@ 870 <§00 gs@
Deviation(s): The test item contains commerc@roducts kn@'n to be sta and\ @Q
homogeneous both undiluted and’in ready-tostise dilution wi w@ 2 é
Therefore, analytical determ@tions of thesstability and @‘noge@it %e @q}
formulations in physiolo@ saline solution foeadmi ratlgxwere not &
performed. The deviatiortdoes not h@the a@@ssn@m ofgssults%@ @@
S 2 A >
GLP Yes (certified laborat@ry) Qewa@@n(s) é@he @ @’ @& % IS
RN AN < @j @
LM . & N \ 6 & o O S §
. Materials and methods RN @ | Q L X S
A. Materials @Q <éi§ W\g Q\ @9 S @ 3
> S & & o
1. Test material: @ @@YI%S%% O @b ©@ @Q \W\?
Development no.: Q@ \% 30 @364&@6 @ @Q& & @© N
Description: @ght brown J@md & \@ & ©
o\ @

LotBatchno: -2 S S 08@/018@(015@ N S &
& @@ & 188, 39, Sl &
Stability of @ compou m@ @'Guara@teedéﬁ2 stu@ durat@n ex&ry date: 2006-03-10

Content:

2. Vehicle an@r p@\s@V ontrol: Iﬁ%atlt Wsa,ter ‘@ 48 9 @onc@tgﬁatlon was formulated

3.T

N) @@@ Gog @ Low-dust wood shavings supplied by
Q < , Germany were

@,@@ é K@adyztg&use @ncer&@&on&)&’

est animals R
X
S%Qc@‘?es. g}y @Qﬁs@ @ Gu@eap @?r@s \@’
Kttain: L@ O @PF br@ (Crl*HA) ©
Age: §§3 &\ > 0N 5 @eek@ &)
3

N
Weight at@@osn@ § Qéﬁ’g 888 g &

©
o’ & vy
I'IO?

Ac¢elimation perjod: § @’jg At féast %@ys
2 00Q .
et & A o 3420, . svitzerland
““Water * @§ G Water ad libitum

ring the adaptation and study period the animals were
conventionally kept in type IV Makrolon® cages, in groups

o
a /yy
K
7
S

N ® 2 Q" of five during the adaptation period and in groups of two or

Q@ @Q © § three per cage throughout the study period. The cages were

% § @ § exchanged for ones with clean bedding two times per week.
S

©® used as bedding. The wood shavings were spot checked for
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contaminant levels. Records of these test results are fileg,at S
Bayer HealthCare AG. Room temperature: 22 +/- 3°C Q
(possibly drifting higher at outdoor texuperatures ab@}
24°C); Relative humidity: 40 - 70 %4Light/dark @g@cjie: @g
Twelve hours rhythm; artificial lig@ﬁing: Air e)@han%\sate:

& %)

>= 10 times per hour. %, \© .
B. Study design and methods T @& @3\” @\\ S
1. Animal assignment and treatment g @Q %@ Q@ § C&@&
: @ S Q)
Dose: RN Q &’ @ % (@) &@
1% to 3t induction: 0.48 N L@ © 2 O
Challenge: o & & O IO <
allenge: . 6\ ° @ g 8 Y @@

Application route: %erma@hall@e: o@swe@%})h&mon) @& @ %

. @
Application volume: 0.5 mlani $ S % QO w
Gooahigl (O 00 &l &
Group size: @Q Tést'ite rou@m females, trol ggoup: femdlds

N
Observations: N ®ortality, clifical s&m@, sk@@effe@ bo eig@@
| 9 (at @inn' and @min{@)n of Study)O S
- in reac@n: & 0 = ion-d = Slizedradndss: 2
Grading of the skin reagtion: -~ 0 ="no réaction; 1 = @@ht localize ednés, 2 = moderate
R % @@nﬂ%@@t red@ss; 35 se\%&g@edn@ ang@swelling
g O @ %,
i - 7 apgon 0o S
In life dates: 2005-09:@3°- 2005-10:13 v
nlife dates: @%%@ 9® : \@

S T e § s RN

I1. Results anﬁcu@bn ) § Q @‘@@ & @

A N

A. Findin @© 6\ s é& N

There were no skifdeffects in the ani a%of Q@es‘[ %§n gro@) an%e control group during the first

to thirdo@%)uction treattgent, ch r%@e h the 0.4 estiféfn concentration led to skin effect

(gradéi?) in 1 of 20 @1mgl§kﬁle st item, group)(5 %ehand tdRo skin effects in the control group.

Single animals s@ing &ﬁ}ht r@@tiqﬂ @rad@iﬂﬁ cartbe detedfed from time to time not depending on

whether they W@% tre%ed W@vehiei}or Lg@item.@hus,@uch skin effects of single animals might
Q @ °\ @

appear by chance. NS § @
%@1 St & o

@?//

Va
&
S)

‘4

Q0 O S o
AN SN %’Q & @é
N ©\
X § S @ @§ N
S ~ &@\ @Q &@Q
@%
QNN
&§ Q Q S ©@
AN
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Table 7.1.6-2: Number of animals exhibiting skin effects during challenge Q
Test item group (20 animals) Control group (10 animals;&x @j@
Test item patch Control patch Test item paég@ COW p\é\@l
Hours 30 54 Total 30 54 30 54 Total °~NJ4
LT
Challenge < % . é\g
N\
489 0 NS
0.48 % 1 1 1 0 0% O ©§® 0@) § : @ Q
@ 3 & O &
. N Q o & )
II1. Conclusion > @@) Q & o @}
Under the conditions of the Buehler Patch Tesnd with re \ct t\:gitﬂle evalpatioppriteriay they‘;l@ady
to use” test formulation exhibits no skin se&tizat@n pog@tial @j& @% § < > AN
% o
Classification/labeling according to Co@lissbig@i)ire\@ve 1999/45(E C:]@@ne ) @7 @§
AN X
RN > S &

N RN
R - S
IITA1 7.1.7 Supplementary {@%ie r e&gbin%?on&@ p %ﬁ proﬁigﬁrod@cts

I
o © o & 9 .¢
fa

N S
Not applicable. This plant pr&@%iomg?éd%gnot@’ann@g@{o bmb%led wi otheélant protection
products. e & §) @& Q @ % )

© N
N > & & & v & &

?”\g o o
I1IA1 7.2 Zgg—temﬁox@ty %@iies $ §9\ SO
@
No EC data requisgtnent OEC% point comeme%ﬁ@not ere@by {37’ of an EC point according

e
to Council Digé%ve @14@%0 fes ceéx@/dcg&ﬁmer% 0 n@eed tovbe submitted.

N
AN . & O |9
O\@ %%@%b\@?@@?&
SQ @@@7 < o
AN @\Q% SO N
SIS
5 & & & .~ S
QS L LS
o O ¢ .09 o O @
N
S\ L 4+ 9 @
@’ o & @ &S
°\ Q @\
Q N S0
N %@Q@’Q@@
S @f&@\@&@
@%
&%“ﬁ@@
&§§©%©@
AN
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I11A1 7.3

Operator exposure

‘Spirotetramat OD 150’ is an oil dispersion formulation containing 150 g/L Spirotetramat. The

use is as an insecticide on citrus and lettuce, for the latter both in the field as welbas in the greg
Applications of ‘Spirotetramat OD 150’ will be achieved via field crop spra

&
proposedyy
01@.

, broadcast Hir ass@ed

Qb

@

sprayers and hand held sprayers. Hand-held sprayers are used in citrus a % n the gree e‘@ ater,,
will be the diluent/carrier in all situations. Usage 1n@nat10n pertgf@n to operfﬁ@r exg%ur @sz
summarised in Table 7.3-1. & @
@Q > & &
AN X
v Q &© $ @
Table 7.3-1: Application parameters for ‘SPIR@TRAMAI oD 15@}%9 Q 6§ 2 (07%
Application | Crop(s) |F Dose rate Spfay  [No of Interval
. ° o] B il G
technique / Q @ umc;@g tr @tw.& %ays)
G S L@ |t o )’ L&Y
~ & 4D O (days) §
N RN RS S i S
pr@mt)z a.so./@) S @\a ©§) @ @ o
— - - g =
BAA Citrus*, |F @0.64? 6%0@6 N 1009- |2 & @E N 14
oranges | @| 1:9; .285}@@ @%O Q‘\“ S @© N
mandarins, [O | S AN @ ¢ ©
HHS lemons, | § §9 @ o T N 2 %
limes, tc. 9 |$ sl v S
FCS Leffuce AF | 048 [7 0012 [ 75000 | «2 [« 714 7
HHS \g@mce& GH o4 0072 s [ T2 14 7
FCS = Field <Boadcgsha tod HHS+ Hand h
@@ an%m fawzg/;z@znosﬁg%%t s g%r;é@ 5
F =Fielduse, G= nhm@ se @ K @ @@ S @

Operator-gx g%osure estirtiates
ata are ava@dable

calculations are pe@xmedg%ﬁho@*and

no mo

s

%d us@g b th the

i

The product 15@51?331@ Wlth§r1@%hr

O R 48

Thereft

S)
‘mtable protég@tfve g@ves @hen handling the concentrate.

tloﬁata

Dermal ab

0@ in addltlon @ an

(PP%S included nﬁﬁie caJ%ulan@of

R

e

R

o

$ &

cal&%%sensgtzano@by Sk@ contact

X
®odel' and the UK-POEM2. Where
onta@ng data fog the relevant scenario is taken. Exposure

pr@}ctlve\equlpﬂ&nt

@rotec@d op@atomﬁieas‘c the following personal protective equipment
th@lsk @ﬁssment

available ﬁs@@‘f an in vivo study performed with the OD 150 formulation and

two vin%@zudlg phe@o husydn and rat skin - one performed with the OD 150 formulation and another
N

QO )
! Lundéhn, J.-R@%stph@.;
ardifgthe HealtlYof Ag@
logi

Ki g%f?a, H.; Krebs, B.; Locher-Bolz, S.; Maasfeld, W.; Pick, E.-D. (1992): Uniform Principles for

gis Bundesanstalt fiir Land- und Forstwirtschaft, Berlin-Dahlem, n°® 277, 1 - 112 (1992); (M-001230-02-1)

2 Scienti bcommittee on Pesticides and British Agrochemicals Joint Medical Panel., Estimation of Exposure and Absorption of
Pesticides by Spray Operators (UK MAFF) 1986 and the Predictive Operator Exposure Model (POEM) — A User’s Guide (UK MAFF);
1992, revised model 2003; (M-054618-01-1)

ators of Plant Protection Products (Uniform Principles for Operator Protections); Mitteilungen aus der
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one performed with a SC 240 formulation (Annex IIIA1, 7.6). Derived from the results of the studigg it S
is proposed to use 1.19% dermal absorption to calculate systemic exposure to the neat concentsition
(150 mg/mL), 0.55% to calculate systemic exposure to the medium dose dllg}lon (1.5 mg/@“@,) ané@j
2.15% to calculate systemic exposure to the low dose dilution (0.05 mg/mL). @@ & @

Considering the proposed use pattern of ‘Spirotetramat OD 150 it is appg%nate to con@are p@ﬁlct
exposures to an AOEL derived from sub-chronic dosn@tudles An@cceptable rato&%xpo@ @
Level (AOEL) of 0.1 mg/kg bw/day is established for spirdtetramat frdm the rabbit (@velonta udy é
(lowest NOAEL: 10 mg/kg bw/day). No correction% @* oral absoggon is made @’% 01‘@ abs@tlo@

A safety factor of 100 is applied. @)
eod N < o @
. W < Ry @ RN
2R A S N
IITA1 7.3.1 Estimation of operator expos 1@ wi@t;@ut @so@pro@tw&eql@ent& )
@’
Overall summary on operator exposure ‘i”\% \\ \\ > % § Z

‘”\9
%
Operator exposure estimates are calc d }g bo@@%h @érm %Qode M. Both, the
German Model and the UK-POE @tlm%s pred ct thag ™S e O 50 be Gsed safely

with field crops sprayers, air assm@l sprayers a@ han@elcﬁ eq@pmel@@%xp re esg\?nates based
on the greenhouse study also ggedict that it &n bgused s@fely @fh ha hel@ray@rs in lettuce in
~ @)

AN
nhouses. &
greenhouses SN @@ s & @ & .
NN I
a) Estimation accor%gg to@ G&ﬁ an nfedel ©©@ \;9\© é N \@

S
Exposure is calcul@ﬂ for&each a@caﬁ@a techniqqu h thé@gnaximum dose rate. Lower doses will be
covered by thls@cul‘&t@n a&ﬁ“se ar %tuaﬂdms are ma@% Gr&nhouse applications are not
evaluated with&he G an @del &p or %@ scepario w@) @i%“ulated with a separate data set
(see ¢). The fo 0w1@ assimptiogs are e f& ach seenarid? .
) N § & S

@

o
Broadcagtair assisted @Ve@ltms@ Q %@ ©\

Treafed area: @Qj 8§%y N @@“ w;\© .
Max. dose rate: @ 0 8@.5.&% & O

Hand held spr&y
Treated ar

Max. rate: 0.288&kg a.s. . %
2R SN
. L9
Field«crop spraverséﬁdoga‘ékﬁttuc@’ Q@ @
Treated area: @ha/d@ @

Max. dose r&@% , 0
<

* The default W@% rat@ 20 @/day@ used for industrial crops such as cereals. Lettuce, though, is
grown «@8 muglfZsmaller areas. A work rate of 2 ha/day and duration of 2 h/day is chosen for the
calcu{aﬁion based o omgyendations of the French Ministry of Agriculture for risk assessment for this
ot & TS

S

3 SzilvangOOl): Guide to the agronomic parameters used in reaching a provisional estimate
of the risks associated with the use and application of agricultural antiparasitic products, French Ministry of Agriculture
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Exposure estimates based on the German model and proportions of the systemic AOEL accoucnk@y for©©
by the estimates are summarised in the following table. Detailed calculations ar%resented in él)@))tables

7.3.1-2 to 7.3.1-4. @,@ < @@
D
S &£ o
Table 7.3.1-1:  Predicted systemic exposure as a proportio@f the AOEL:@rman modg{ﬂ\ N é\’
$ @
Systel¥1ic QQ. EL %@w §> g\\a &
= °
Active substance PPE esure &[mg/kg ) Qo % o q @Q}
oime/kg %w @y] S %{)EL I
Qbw/day] 5 . © @@
% %U @@ o\ Ko

. N
Tractor-mounted/trailed broadcast air-asgiste ra S
Suetsben & & Al

Nong™ |- 00007 [ o $ 10 &

. Y & ’10
L I DX s D S S

v

Hand-held sprayer: hydraulic QQ@%le%}()utd{@‘, higl eveltar /I\\;ﬁ ta@ .9
[Nofe B o049 & O O | O &

> (© @ £ 0,1

S > e

With . | 0027 | & &3

N Z

Tractor-mounted/trail%i boo@sprg:&“é}@aulic@iozzles& @ {2\\@ <)

° R
Spirotetramat %o @@ 1 > 0.2

Spirotetramat

Spirotetramat @

% ]@Vpn Q g@ooo@ é
S Swithg, | $0,00003 S & 0,0

* PPE: Gloves during r@'ﬂng/loadgﬂg, C(gve@ durin%%plication U @
** Assumes a 70 kg op@or, erfl absorption of sf)sﬂmtetraﬁzgt 1.199/@ 2.1 or the@went%@nd the diluted spray, respectively.

100 % absorptio: @}i the i ation ro%&e. N
§©@©&K@@§§©§@%
The Germa@jmodel@tima%[\é’s predict that ‘Spif etran§ OD 1@0’ be used safely with broadcast air
assisted_Sprayers and @ld §£§ps s@yers withogt. usim@@f)ers@gal protective equipment. Systemic
exposuﬁ% from the us&of ‘@)tetramat oD IS&inth l%%@ade@@air assisted sprayers in citrus is 10%
of the spirotetram OE&whe@%’o P&@ls u (li%ﬁy dre%ed operator wearing short sleeved shirt
and short trouser§y alt h a gafe usgys demonstrated thi @ not a recommendation according to good
occupational gracticed h@@lan’d@mld s@yqrs@re uséd exposure results in 5% of the spirotetramat
AOEL. Durﬁgfhe u%% ofxfield c&l} Sprayers o@ators@e exposed to less than 1% of the AOEL. When
wearini@es during ixin&@@idin@%ﬁld ég@vira{?ﬂuring application systemic exposure results in a

maxim ©\

of3%of$0§ i
S
N ™ @§&@\@@Q &©©\
@%
@@&\%%é@ §@Q
N O S
> O o
S &
< @ N
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Table 7.3.1-2:

(German model, without and with PPE)

Calculation of operator exposure to spirotetramat using broadcast air assisted spraye@o

D
Operator exposure estimate: German model. Tractor-mounted/trailed broadcast air-assisted sprayer @ @ﬂ@
Product: Movento OD 150 Q> & @@
Active substance: Spirotetramat @ N
Formulation: Liquid PPE during mix/loading: Respiration: one § @
Dose [1 or kg/ha]: 1,92 Hands: R, Gloves 2N R @
Work rate [ha/day]: 8 PPE during applic@r Respiration: &, None R \\ @
Body weight [kg]: 70 Hands: @ None (@) @ ?”\g@
Inhalation absorption [%_ 100 & Head: @Q None @ @ @
Dermal absorption [%] 1,19 (concentrate) @ Body: & Standa@)rotectiv overal® G
2,15 (dilution) Q ° N & g 9
2 RO @
Calculation of route exposure: @} K @ O D @
Specific exposure a.s. handled @Estlma@exposﬁi@ [mg/kg bw/day,
Route [mg/kg a.s.] [kg/day] Q I@PPE w\a Redpc nfaq\@ v@%’PE
= ﬁ)ation &
Im= 0,0006 %%1% N O (1] O@ Q 1 O 0 00002 I@zma @
DM(;I) : 2.4 ZQ \ @N ' OQI o\ wa Mix- .ding
A= 0,018 @304 \ 0,8 0592\ 2, 0592@ A = Agljcation
Da©) = 1,2 Q 3045& 0395 0 @ 395 H = Hands
Dam) = 0,7 & 2 30@» 0,023 \ 1,0 @0 023 i(‘&z%ead
Da®) = 9,6 QO 2304 0,316 N 0, O o 0@? BY Body
) & @ N
Absorbed dose: > %o PPE@ & With PPE
>N Estim#@d Syst@ LgEstlm@d Systemic
Route N @ ©Absor%§1 A)] route exposure expostre %Oute &posure exposure
S $ [m, W/dagg'@ [mg/kg bw/dayk,| [mg w/day] [mg/kg bw/day]
D) (@) N
NS > . .
Dermal: MiQoading®? "\a QS 0,07&\ ©0,00® 50,0008 0,0
licatign 2 @ @ @ 0,008 0,0783 0,0017
Inhalation: 1x/L0& 2J00 N , 0080002 & &0002 @ 0,00002 0,00002
@ App%@tlon & o 100 &%3000592§ NG oosgg@ 0,000592 0,000592
a T = o N 0,0097 0,0023
& S .9 S @
o] & . N
S & & & & S
A o O & O v O
o N
SR SN K IS
o & & .o &
Q N} (&) D <
@ 9O ¢ . Q O @
Q O © SN S D
¥ o K 2
S\ L 4+ 9 @
o & @ n .
N Q @ ©\
A S &
O NSRS
(AN Q
@ > & Q
S} %,
X
¢ & T &
S o ©
g\f @@ Q %,
S
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o

Table 7.3.1-3:  Calculation of operator exposure to spirotetramat using hand held sprayers connected tga
big spray tank (German model, without and with PPE)

Y
Operator exposure estimate: German model. Hand-held sprayer: hydraulic nozzles. Outdoor, high | target. M/L bigtank. (\Q
Product: Movento OD 150 °
Active substance: Spirotetramat % § @ 7@
Formulation: Liquid PPE during mix/loa%&g: Respiration: %%, None N . ) N
Dose [1 or kg/ha]: 1,92 oS Hands: @ Gloves v \\ @Q
Work rate [ha/day]: 1 PPE during applion: RespiratiOJQ None @@ @ %y &
Body weight [kg]: 70 & Hands: @ None %, @ @ @
Inhalation absorption [%, 100 @ Head: None © Q Q
Dermal absorption [%)] 1,19 (concentrate) % Body@ @ Standasd prote@ve covergﬁ)
2,15 (dilution) @@’ & @
. ~ % A
Calculation of route exposure: % 9 @ ﬁ% > @6 S Y
Specific exposure a.s. handled Y "I Estipgted ex re [m bw/dgy .
Route [mg/kg a.s.] [kg/day\ o PPEYy Re@@on factor  with PP]@K ,@@% N
) © SNnhalatigns
NN O i
v = 0,0006 0888\ o@eooz &6 &% \© o@ﬂoz | D~ Der
Dwan = 2,4 88 w0099 01 01 &} ™M =MDLoading
Ia= 0,3 288& @ 00123@ @1,0 § @012 A 7 Application
Da@©) = 438 & 0286 \ 0019 N L0 @Qo,m o Hands
Daan = 10,6 Q %%8 0,036 § 1O o 00 2 Head
Da@) = 250 o 0,788 @ 0029 @ éos S %@51 . | B=Body
< S K AN @ ) @)
RN & & SN L9
Absorbed dose: A S @ @ No PPE O ° &) With PPE
ol @ Estimated o SyStemic Estittated Systemic
Route o % Ab%rption [‘@§§r @%)Zposu@Q exposure M rou§§osure exposure
R @ L@(g bw‘?e@y] [Rg@kg bw@g\)y [ﬁ%/ bw/day] [mg/kg bw/day]
v A
Dermal: @/Loa@g @ @ 2 0 0001 0,0001 0,0
Applicdtidn 22 N J 0,0685 0,0015
Inhalation: ©© Mi ﬁadmg & ' 100 \ &0 000002 0000@&9 0,000002 0,000002
& Apphication © ©) v\a 0, 001 0, 00%34 0,001234 0,001234
R Total 0,0027
9 VSIS
. %,
> & & & & "
A o O o § L0
o N
SR SN K IS
5 & & & .=~ S
Q N (&) N\ <
@ 9O ¢ . Q O @
M
S\ L 4+ 9 @
o & @ n .
N Q @ ©\
S 8 S &
& SN S
N (g @\ R Q
@° & >
PR ) SR
X
¢ & T &
S QS
& SENS
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Table 7.3.1-4:  Calculation of operator exposure to spirotetramat using field crop sprayers o
(German model, without and with PPE) @ @6
N S
Operator exposure estimate: German model. Tractor-mounted/trailed boom sprayer: hydraulic nozzle: @
Product: Movento OD 150 @ & @@
Active substance: Spirotetramat @ N
Formulation: Liquid PPE during mix/loading: Respiration: %one § @ 2)
Dose [l or kg/hal: 0,48 Hands: R, Gloves N R 2 N
Work rate [ha/day]: 2 PPE during applic@l: Respiration: &, None R \\ @
Body weight [kg]: 70 Hands: Q@ None NS V\g@ S
Inhalation absorption [%, 100 & Head: @) None ?”\9@ @ @ @)
Dermal absorption [%)] 1,19 (concentrate) @ Body: & Standa@)rotectiovera@ e
2,15 (dilution) Q 2" N & © & 9
4 e L @) @
Calculation of route exposure: @@v @} K (72 \ @ @
Specific exposure a.s. handled (i% @Estima@expo ﬁ‘}‘ez[mg/k&l;w/day N4
Route [me/ke a.s.] [ke/day] ©°  MBPPE o Redugton fa WA PPE .
Y © )
@ @ 1 ation &
Im= 0,0006 0,1%% °\@0,0m01 ©Q 1,0% §0,000001 ermap D
Dwa) = 24 0444 N 0@49 & L N M:Mi>§§nng
Ia= 0,001 @44 K\ +0,000002 @ L 0002 G}’ A = Aigheation
Da@© = 0,06 OV 144 Q00001 @1,0 @Q ,0001 H = Hands
Dam = 0,38 & 0,144y ‘S 0,0008v N ],0@ Q0,00 &j@‘i}kad
Da) = 1,6 Q oua . 0mp . oy O oo B Body
#Z 7 O
Q& Ty o9 ¢
Absorbed dose: N No PPJ;@ S With PPE
Y @ Estimdtd Sysi Rl \aﬁstim@d Systemic
Route o 9 Qbsor@ﬁm [%§P routegxposure - «,  expgure NSroute dkposure exposure
S [me@s bw/da [mg/kg bw/dayf] [mgikebw/day]  [mg/kg bw/day]
~ 3.9 9O - :
Dermal: oading 0" < @ § 0,008, ©0,00(é§ < ¥00 0,0
licatiqn & X2 %@ @  0,0001 0,0011 0,0
Inhalation: < Mix/Loing N T (W00 S o0 ooog@ %00001@4 0,000001 0,000001
O Appgidation S @ 100 £.0,000002 ;000062 0,000002 0,000002
N A @) @6%= Ao > 0,0002 0,00003
@ R . 2D QO y\?@
N O X L < D
N Q
A @ \@ ISR RN
FUEFSE S
5 & & & .=~ S
Q N (&) N\ <
@ 9O ¢ . Q O @
Q OO O N & D
o KR 2
3 S g 2 P
0 & T
2 Q &
Q A\ N N
¥ Q
@ > & Q
S} %,
&3 o
LS Q
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b) Estimation according to the UK-POEM o

For comparison with the above German model estimates, the UK POEM is also used to estilpa@he @6
exposure. Using the UK-POEM, the highest exposure for each application t%e is calculat@if th&
maximum dose rates and the minimum spray volumes are used. Lower dos€yates and hkg@er s
volumes for crops which are treated with the same application type will be c@ered by th@ calcation
and separate evaluations are not made. Greenhouse applications are not V%uated with the UK& Ehg@
Exposure for this scenario will be calculated with a sepe data set (@@ c). Exposum@\ cale@ﬁtio@r @
the high level hand held scenario cannot be made with the UK-POEMQecause the mgpdel @id@nly S

data for low level target applications. The following @sumptions axe made for e@” scertédio: @@ @@}

R o

v Q8 @
Broadcast air assisted sprayer (citrus) QL Q} \@ & N\ %@ N
Work rate: 15 ha/day (500 L/ha fapdel) &° %Q g% SR RS
Dose: 1.92 L/ha product (citrus)s_ @@ Q@ b@’ 0oz é <\ %
Spray volume: 3000 L/ha N N N @j @
. SRS T I Y $
Duration: 6 h/day N S Q

@ N o © t’\?\
NS
The product is applied in citrus Wi@@ co gs%entgaté\fl o@6 g @/ 10@ in ﬁng@ (m@.) 0.64 L
product per 1000 L spray volume @o (ma@) 1.92L p%uﬁ?»%@spra olu@. Thedatter results
- e 1

in the highest estimates if the %@/I is @d fags attan. T fo ecpnly this scenario is
presented in the detailed calciffationsand ]@er dos@ate&pray Qh e@lculatl ns agtovered by this

scenario. % S @§ Q @

& O S
N & & o Ko @ X
A
Field crop sprayer (lettuce) @ © ©§ @@ . § LN % . §
Work rate: SN) ha%ay"@ @ § &a\ © & &\
Dose: @ 8 U&%ro@ (le\ttuce) Q @@ @

. SN
Application V@lmeg 00 Lha s N &\ N () §
Duration: @© & 2 hiday* © K@j @%\9 < §

o NG U R
* The default work ra@}of 5@‘4@ used@or @ustrro& such as cereals. Lettuce, though, is
grown%%m much smal®r are\@ A work rate of, %@a/daﬁ\and& uration of 2 h/day is chosen for the
calculation based @con&end@&ons&@m %nch @nistry%f Agriculture for risk assessment for this
crop”. © @ @7% . & @b
Calculation per@?‘le theé’fitr @\mli» Psize. T

Lo ec 0 .

) ISy S :
Exposure e%tlmates basedon @PO EMand%rop #ons of the systemic AOEL accounted for by the
estimates-are surnma‘r{s%’)d in the followini@le. tailed calculations are presented in the tables 7.3.1-
S

6107317 X & & @
N > o [

N &
&@%%g;&@@Q
v
T & O
Q
QQ%Q
g\f@@@v\g
N 5 TS

4 Szilvas@2001): Guide to the agronomic parameters used in reaching a provisional estimate
of the risks"associated with the use and application of agricultural antiparasitic products, French Ministry of Agriculture
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Table 7.3.1-5:  Predicted systemic exposure as a proportion of the AOEL: UK-POEM P
O
Application (Crop type PPE™ Spirotetramat ‘@\x Q§
technique® : S 4 2 S
Total systemic exposure > % of AOELS
mg/kg bw/da 0.1 a
(mg/kg bw/day) o | (0.1 mglkg bwiday),,
. A o
N SO
BAA Citrus None £0.0064 Q@ . K &
. 9
PPE & 0.003%@ % Q 4 @(@@ @@\\
AN
FCS | Lettuce None AU% 0001 & \& 1 &
. S RS
PPE oo 49002, cé\"@ ICEEGE RN
*  FCS = Field crop sprayer, BAA = Broadcast air assisted yer O @ .
**  PPE: Gloves during mixing/loading (EZ;” @© Q@ 6 @% ){@% N
**% Assumes a 60 kg operator, dermal absorption of spit%%ama‘f%l 9% an .15%& the coﬁ%ntrate @he diluted spray; espec-y.
100 % absorption via the inhalation route. L . AN &S N X % §\
&N L) >

'S O
The UK-POEM estimates predict Q1©at ‘S@%otetfm?at OD 156 can @Jse @fel@@h Kl%%dcast air

assisted sprayers and field cropstrag@rs. S ten$xpo restidts inQd% - 6% ofthe proposed
. Suri . & .
spirotetramat AOEL when %@DPE@%& used."If glgves &1@ useun@%g mlx@/log and during

&

/.

apPlication exposure does n(%excggd.l%g &he (%O.EL.@ & @ \@.@ &
It is concluded that an ur@%%eptab% riskes n@tlcted v@@n hand 1ng§$nr@mmat OD 150°.
. & & O RN S
F T S 0O
@ S SN @© @ @
S QO NTN N o 9 N
F D Na a8 §@ N
D & 0 O «7 & O
g . % o\@ ¢§ Q %@
S > T ET
A X SRS O
Q Q
§ RN > & >
oo e &
v O & .9 o O @
QOO O N O D
¥ K &2 o
= S @ W’
@7 NS @ @ N
i AN NG ERAN)
B SR 4 N
N (g @\ R &@
&@ %% g @ Q
RS
@ < Q & ©@
¢ & ¢
AN % S
$ Sy
@ & <
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Table 7.3.1-6:  Calculation of operator exposure to spirotetramat using broadcast air assisted sprayers. .
(UK-POEM, without and with PPE) @

)
& S
THE UK PREDICTIVE OPERATOR EXPOSURE MODEL (POEM) [ & @
Application method Tractor-mounted/trailed broadcast air-assisted sprayer: 500 |/ha ﬂ %% § §
Product Movento OD 150 Active substan pirotetramat "X, °
Formulation type organic solvent-based ﬂ @ a.s. concentratj { lso&ml \\ @Q
Dermal absorption from product 1,19 % Dermal absorption from@ay 2, o @ R
Container 5 litres 45 or 63 mm closure ﬂ & @ Y\g @ @
PPE during mix/loading Gloves v @ PPE during zgcation Gloves ) Q @ @
Dose 1,92 l/ha % Workrate/dgy. © K15 h& N &
Application volume 3000 1/ha Duratjon of spra@ Q 6@ @ ©@
Q@ X @y N
TS A
EXPOSURE DURING MIXING AND LOADING @ @ v & @ Q\)@
Container size 5 litres Y (@) v 6 S % & e
Hand contamination/operation 0,01 ml o @ Q @ @ @j @
Application dose 1,92 litres prod{%a \\ N 6 &% . @ %, §
Work rate 15 ha/day N s & Q A @ Ry S
Number of operations 6 /day Q v N Ro @3\9 @ @
Hand contamination 0,06 ml/d4D) g& R @ @ Q@ @ @ @
Protective clothing None & @ A *o \ G@es @Q @ 2,
Transmission to skin 100 "ZQ 6 ®® @ 10 "/@ @ o\
Dermal exposure to formulation 0,0@nl/day& @ (@@ @ Q&0,006 @day ©©> K
DERMAL EXPOSURE DURING SPRA¥XAPPLICATION @ S &@ . @ @ S}
Application technique Tract —mounte@iled br@é@ast air@sted sp@r: 500 l/ha @ N @
Application volume o 3000 spfay/ha R
Volume of surface contaminatio > 4%ml/h @ § @ @Q ™ $§ @
Distribution 2y H@s @ Trunk@ Le@ o @ K o @
SERCEPSE PO SEEF S
Clothing @ None @ Pel ¢ Perm@able @ @ G@es %ermeable Permeable
Penetration @ @ 100 Q/& Ry % N 5 %7; @ @ & 10 @ 2 5%
Dermal exposure O \ Q0 5,2\ @tﬂl/h @ @ 2@ 5,2 5 ml/h
Duration of exposu: e@ @ 6 h (i% (‘@n %, %h
Total dermal exposéto sprg§ %@200 ml/@/ K @ @6 @ 8@00 ml/day
ABSORBED, DERMAL DOSE %, %@ % & v @ @;\’
N Qy Mix/pad A@ation N & NWMix/load Application
Dermal eoéﬁre @ @o 121,200 ml/day Q N . O 0,006 85,200 ml/day
Concen. of a.s. product or N 150 R O§mg/ml\ K N 150 0,096 mg/ml
Dermal exposure to a.s. & 9,00 @ °l% 5 m, @ 0,900 8,179 mg/day
Percent absorbed ) % R 2,15 % @ 1,19 2,15 %
Absorbed dose Q @ 0,25(}%1g/day @ @ 0,011 0,176 mg/day
o O & .9 o, 0 @
INHALATION EX8DSURE BURINGEY RAY%& A S D
Inhalation exposure @' 0, /h é\\?Q @@ @
Duration of ure @ @h @ ° RN
ConcentratiQn, 0f a.s. in spray o, 0@6 mg/ml @ N
Inhalation exposure to a.s. Q\ ,0288 %ay N o @
Percentabsorbed R S 100 @ @
Absotbed dose @ 0,0Z@Ng/day Q @
N
PREDICTED EXP%E IS E Q@ Q& With PPE
Total absorbed do, % 861 miglday @ 0,2154 mg/day
Operator body w@t § @ 60 kg 60 kg
Operator expe @ < 0,00&6‘@/@ bw/day 0,0036 mg/kg bw/day
N ©
Ve
S & v
@ & >
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Table 7.3.1-7:
(UK-POEM, without and with PPE)

Calculation of operator exposure to spirotetramat using field crop sprayers

Qb &> S
THE UK PREDICTIVE OPERATOR EXPOSURE MODEL (POEM) [ & @
D
Application method Tractor-mountedjtrailed boom sprayer: hydraulic nozzles J % § §
Product Movento OD 150 Active substan pirotetramat "X, °
Formulation type organic solvent-based ﬂ @ a.s. concentratj { 150& ml \\ @Q
Dermal absorption from product 1,19 % Dermal absorption from@ay 2, o @ R
Container 5 litres 45 or 63 mm closure ﬂ Y\g @ @
PPE during mix/loading Gloves v @ PPE during catlon Gloves ) Q U@ @
Dose 0,48 1/ha Workrate/dgy. © &2
Application volume 500 1/ha Duragjon of spra@ < {]& @ @
Q@ X @y N
@ R %U @w °\ R
EXPOSURE DURING MIXING AND LOADING @ @ v & @ @
Container size 5 litres Y (@) v 6 S % & e
Hand contamination/operation 0,01 ml o @ @ Q @ @ @j @
Application dose 0,48 litres prod{%a \\ \\ 6 &% . @ %, §
Work rate 2 ha/day N @ s & Q A @ Ry
Number of operations 1 /day Q K R N R @3\9 @ @ Q
Hand contamination 0,01 ml/d@ g& R @ @ Q@ @ @ @
Protective clothing None @ S % N G@es @Q @ 2,
Transmission to skin 100 Q @ 6 ®® @10 "/@ @ o\
Dermal exposure to formulation 0. Ol@nl/day 7, @ (@@ @ Q&0,001 @day ©©> K
DERMAL EXPOSURE DURING SPRA¥APPL! A%N @ S &@ . @ @ S}
Application technique Tract@mounte@ded bm@praye@%draulic @ZZICS @ N @
Application volume o 500 spray/ha @ § & N %, @ R
Volume of surface contaminatio: %ml/h @ § R @
Distribution 2y Trunk@ Le@ N o @
& B N S N
Clothing @ None § Pel ¢ Perm@able @ G@es %ermeable Permeable
Penetration @ é 100 Q/& Ry % N 15 %7; @ @ & 10 @ 5 15 %
Dermal exposure \ 5 0,05\ 0,375%1/h @ @ Q 0,05 0,375 ml/h
Duration of exposu e @ § tKﬁlﬂh
Total dermal expos to sprg§ @850 ml/@/ K %x’ @6 @ @50 ml/day
ABSORBED, D@MAL DOSE g & @ @ @;\’
Mix, A@anon NWMix/load Application
Dermal eoéﬁre @© O\& 13§ml/day @ N Q\© 0,001 2,150 ml/day
Concen. of a.s. product or 150 % 0, mg/miN 150 0,144 mg/ml
Dermal exposure to a.s. \ & 1,50 @ °% 4 m@ & % 0,150 0,310 mg/day
Percent absorbed ) % R 2,15 ¢ @ 1,19 2,15 %
Absorbed dose Q @ 0. O48§1g/day @ @ 0,002 0,007 mg/day
o O & .9 o, 0 @
INHALATION EX8DSURE BURINGEY RAY%& A S D
Inhalation expogure @' 0,0:!@ /h é\\?Q @@ @
Duration of ure @ @h @ ° RN
ConcentratiQn, 0f a.s. in spray o, @4 mg/ml @ N
Inhalation exposure to a.s. Q\ %0288 %ay N o @
Percentabsorbed R Q 100 @ @
Absorbed dose ,OOZ@Ng/day Q @
G ) ‘
PREDICTED EXP% E IS E Q With PPE
Total absorbed do, % 636 nigiday 0,0113 mg/day
Operator body w@t § 6%5 @ 60 kg
Operator expoSure @ ©© 0,00@ g/kg bw/day 0,0002 mg/kg bw/day
& o
Ve
S & v
@ & >
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¢) Estimation of exposure in the greenhouse @ S
N N
Summary S (©) K
Neither the German model nor the UK-POEM provide exposure data to &valuate the “l@nd @ﬂ
application in greenhouses”. Therefore, the exposure of operators during a hcatlon w h eld
sprayers in the greenhouse is evaluated with the study data prov1dg® (1@6) |2)% a1
considerations and calculations as well as a summary of 44 greenhous@study will b%qgreseg\g&l be@ @
Q o & & &
The risk assessment is performed based upon the fol@mng assum{& ns: é\g Q @©@ @Q}©
N
Spray equipment: Spray gun/lance and sta@ary tank Q} Q \ @2 @@
. \ S D .
Work rate/day: 1 ha @ N7 g% %, @ \ RS
Dose rate: 0.072 kg a.s./ha of sﬁ'otet@mat @8 u. prot) & %

&
s 9 & g
Exposure estimates and proportion g the %yste A%@ %§&unte@k@or @the@sﬂm@ are
summarised in the Table 7.3.1-8. De ﬁiculat s argrese in @Eﬂe TH1-1
i @@ e - g@ o

Table I11A1 7.3.1-8: Predlcte(@stem expasyre as@prop@on ofhe A& (g@nhoﬂ@)

Application | Crop @E**& v @ &@ @"? 1rote§>am@
technique” | type AN .
a P % @ @@@ T@%ﬂ sys@’mic expos@ 2 @2& of AOEL
° kg Hw/day)’ @ mg/kg bw/da
S ¢ ® K \b@v éy) &x% Rk g/kg y)
HHS | L © N@ $ 200006 0.6
g e Q&@ Y - @
PS Q %P \ o g
PE S 0.Q804 0.4
m\ - < §@ <
*  HHS= Hant@ﬁi spr @ @
**  Gloves during mlxm@admg%ml app atlon c Verall du 11@ apph S)
HHE Assumes @0 kg operator ermal a 1on ofsshirotetr tof 1.19% and 5% fo@ concentrate and the diluted spray,
100 ‘V@orptlon via the i at10 @\

q

Exposure estlmatee@ased&\ th eenl@use s%ﬁly dlct El& ‘Spirotetramat OD 150’ can be used
safely with hand%@d s%yers grem@us%@ low trops@pch as lettuce.
Systemic exposure iﬁ crops res@ 5&5 tha@@% o@e proposed spirotetramat AOEL if no PPE
is used. It is<édnclu thééﬁ u{a%cepte ris@is not@nticipated for the proposed use in
greenhousés. L & 9
& QQ L&
Deta&ed conmderatf@s an‘g&galc@lons@& \©
Expasure estimates for &§ g/loa@g c@n oil dispersion formulation are based on model data
(German modef),‘because th&gree@use @dy delivers only data for mixing/loading of a wettable
powder (WP} %% o
A @
& X Q
The mixi /loaﬁg stef’can @erformed in two ways:
- v\g @and ding a’knapsack sprayer for each application separately
@ oadjng a large tank to which the spray equipment is then connected by a hose. This
Q arlo can be compared to the mixing/loading step of tractor-mounted tanks.
CJ
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If small plots are treated, the “knapsack procedure” is likely to be performed. However, as soon as lgrge
areas are treated, the use of a large tank will be the usual practice. The risk assessment presented herein &
assumes a work rate of 1 ha/day in the greenhouse. The spray gun/lance connect&i to a (large) wil
likely be used for this scenario, especially if high water volumes are used. MiXing/loading agiquidg

a large tank is therefore considered to calculate the exposure during mlx&g ading Wlt@he (@sman

model. O o
© &% O é%
o \& @ < @ @

A summary of the greenhouse study which is used to “calculate t@exposure d@nng applica 156
presented below. @} & é\g R ©© @

0 <~ @ R 9O 6 @
Report: KIIIA1 7.3.1/01, 996 ., & N @& N L N
Title: Operator exposure in gree 6. ses @%ng &%ical@%’e of @mt praotection p})ducts
Report No & EF 94-02-03 , O Oy @& %
Document No M-024096-01-1 RIS N RS & o
Dates of work:  July, 1994 —June, 1998° <. 5 & ) O w &
Guidelines: - @ \ @ \& w\g® @(}9\ @Q é\g Q
GLP Yes (certified lab@Q r}% @ § (OB S @ &

Q @ S} S ©@ S’ &

I Material and methods @ @ N @® o QO «

S
Dermal and inhalation expo&u@e wers mes@lred W@ the%atc&@ nigpe, b%;) analysfs of whole body
underwear, glove and han%msm&nd a@rber@n filt&Fs during rm@lg/log ing 0BEuparen® WP 50,

Rody® and Saprol® Néw an %pphca use @ﬁmeﬁﬁtls a2 sitesgn Germany. Twelve
experienced operatorgwere %m o@d Tk@ pro ts a\& e a 1ed g&lth I@mnly used knapsack
sprayers at label re@ended ra les wiye a sed @)r the @ctlve%ubstances

S & @
The follow1 arl were éﬁwesi;ﬁxgated \ &

RS
a) Mlxmg/lo %&ﬁw t@le Powder W\’P) f@?kna@ §at@l
b) Application with sack f@yer e\Jow @‘tures (] tab@s

c) App@on with kn@psac]@r hlgh cul‘aﬁ
Ad

NR N
II Results and di sswn& < @ @%’ & %
Results of geom&tic r@n eﬁme @' the three sgenare given below.
Q

Y S O e S
Table ITIA1 %?1-9: @ﬂiosu@ durn@g mlxggloadmg a WP for Knapsack application in the
% greenhgjrise %
S Roufe&f@xposf@‘e durlng @ ©\ Exposure (mg/kg as handled)
" m%ﬁg/l@ g @P N
AN @ Q e Actual Potential
o, &
Inhalation @ N 0.895 0.895
pugins o
al@}lead@@ Q 0.532 0.532

S
Q
N De@ (H@gs) Q 0.009 41312
g@fmal (@6@)@ 0.146 5.474

Q%otal dermal 0.686 47318
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D
&3
Table IT11A1 7.3.1-10: Specific exposures during Knapsack application of greenhp\use low crops @
Route of exposure during Exposure (mg/kg as @1 dled) & 4, @g
application in low crops Q> @
Actual %% Potential O ¢, \25@
V/al ° @
Inhalation %/98 @@\ 0.39@&\2} § %@ &@
OY Q)
Dermal (Head) @ 0.439 & @9 R 5@@ EN
D @@ < 56 @
ermal (Hands) 99) 0.009((} Q\J & % %@ NS
Q % o, %
Dermal (Body) & @ e 6350,
Total dermal = & 067 Q@ N @75246 @5 &
otal derma @j\% O N @W. ié @{\% KS <\9 §
R SCIE N
%?’  Rnapsach 3 o @E
Table ITIA1 7.3.1-11: Specific e@osures urir Knapsacka catl f grﬁ&ihou@ h.cr
Route of expo du@?g Kl Q§ E rc@@g/kg@s haﬁed&
application iyﬁ\higlécrolz; §§ @& ) @ctual& @ @.Pote@ytlal
. N > %
Inhalation @@ %@ S 6@ O\@ é Q\@ 08
Demal(@ﬁ) & @ N Sese T O ST1s6
Q @
Derma@ & NN 0068 @ 'S 13188
K@j N § 4\9
Den@al (B@) 5 @ 5 é@ .228@ 2 82.475
L N7 @ @
@taldermalg @@ & § BB 97.325
Q\ & > 2 &,\ I
HI Conclusion 5 @ © S

The study proyjs des a
used for all t@es of ftand
(WP)

f‘z@atlon and a
data fo ulatlonsxg%er th% a Wettab
tank)umay be tal@? fr(@

data& th@and }@ sc

g @10 in greenhouses. Application data may be
pRﬁ:auO Mlx@/loa@g data are only to be used if a Wettable Powder

sp@\\yer is (Bed. Ykg@t”he absence of available data, the mixing/loading

the @vail

oW ‘WP) and for other equipment used (e.g. stationa
@( quip g ry

ure models. It is considered that the process of

m1x1ng/load1ng for both @’dom@nd O@tdoor @@ similar.

Detailed cak@atlg@ eﬁre based @the greenhouse exposure study:

The fi T%m

ble;%resen@%e detailed calculations of exposure during the greenhouse use of the

fon@ate%?odum@%m@&ﬁamat OD 150°. The low crop scenario is chosen to calculate the exposure

%tt
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Table ITTA1 7.3.1-12: Calculation of operator exposure to spirotetramat during hand held application in
the greenhouse, low crops @ 6

N @@
Task Route of Calculation Exp sure estimate@\)@ &
exposure [potential (actual) exposure [mg@zs./person/dz%] n
x dose rate x work rate ] No-RPE With PP ©
Low crops [©) @&0% | %, o\§ Oé\g @
Mixing/loading® | Inhalation 0.0006x 0.072 x 1 600004 @00004Y S
Dermal (hands) [2.4x  0.072@1 (x 0.01%) &]0.1728  ¢J0.00f2  O"| 2
Application © Inhalation 0.398 x 0,072'x 1 0&22987 Q 0@87 n §
Dermal (head) [0439x 0072x1 @& [0.0316pr {.0316v S
Dermal (hands) [0.735 @009)®0.072x 1 /00525  {0.0006 )
Dermal (body) |[6.350,(0.228)x Q072 x IR Q4572 & [00161 LY ¢

& . Systeipic exposureff, | 0&@5 Ay 00298 §
SN & o o] O'mglg bwjday]
N @?ﬁstergéexg@ree \5@\6.0&@@? g§ 0.&@?4
@ \)
a Equipment: Large tank; formulation: Lj, G rﬁ%ﬂmodel@ @ @ > @ )
bl\/?itigationt factogr f;r loves (Ge;ma ]gj; CI\ : @ S @)Q & @ é
¢ Greenhouse study (| , 1996); scerrklgl’io b, §§ Tables@$.1-10 &, @@a S N . 9
d Dermal absorption: Spirotetramat @} 9% forke con@ate, or the diluted spray, Inheﬁ%on a@tion:&(@%
e Body weight: 70 kg N SN @“ Y % K
D © @ o % @)
v S L9 (SN o
& Fe §5, 9«
IITA1 7.3.2 @tl ion 6f opgiator @0&@9 using pe na@otectlve equipment
y & o © g

N 2 S @
Estimationé»f operator g\)ﬁ(posu{é@si@E a@erfo@ed with the@‘bpective exposure model. Detailed

Calcul%@\s and sumr%ﬁies a@pres ed in IITA 6@? 1. ¢ ©\
> w\a °
° N 2\

<&

O O & 0 O &
@? Q @ N %@’ SE
QS L LS
o O ¢ .09 o O @
A N
S\ L 4+ 9 @
& N @ y Y
& SRS &@@
= NS & &
S @ﬂ&@\ O
@%
@@&\%%é@ §@Q
% Q
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IIT1A1 7.3.3 Measurement of operator exposure @ S

&

S
Since the risk assessment carried out indicated that the health-based limit value (A@%J
spirotetramat will not be exceeded under practical conditions of use, a stud provide a fﬁeasoul@of
operator exposure under field conditions was not necessary and was theref%e not carrie@t. @Q\ &

% < - S
& 9 &S L@ @
SN ©Q %@ > éﬁ é
ITIA1 7.4 Bystander exposure @ Q& R @© @Q}

No official model is available for calculation of ander exposure. | S@le pro%s @ere @fen %16
EUROPOEM Bystander Working Group bu&the repprt isStill a&:gﬁaft & no ﬁc1§ panllshed
because slight changes may still be anticipafed fo l@vmgéﬁmm@t @ded@/ th%membgbs of the
working group. Therefore, as long as th%e is f'?@’ 0 1@&1 on hogv to c@ula@yst@ er
exposure an approach is presented in thlci%”ocum}ent con %rs bath der ex ure - deriv@rom
available drift data - and inhalation exg surex\denro %1

€ aperato mo snn@atmg a
bystander who is exposed in a mm&@way%% an @%rote@; o&e@tor@aylﬁ @ eld&@)
% 9 6 @ 9 &
IITA1 7.4.1 Estlmatw@ bysﬁlnde@exposure w%thmi@p rsenal }%o ectite equipment

5
The following definitions @d ass@npt1@§ ftander@sg may be q@ed@ @y\}@
R
S o &% &« )
Bystanders are per50@ S IS Q A S
Q. . o
- who are lo@ed &thln o§rec@ adjacent t e aregwvhere pestl@de application or treatment
is in process ox Has tal@% place™ N e @& S
- WhOS?ese@ls q@'te inc@%ntaka@ unxgiﬁted @work VOlVi% pesticides but whose position
t themy’ at risk of osure L9 @§ S) @

%

QS X
- Wg take no ac‘m@nt ntro@xpos ure @ \@’
@t are not W mg § Lpg a@r are wearifig light clothing e.g. short sleeved shirt

INS
and short ersy_ %\ N AN

The dermal expo,s@e is %ﬂculﬁ wmg?ﬁhe f&@wmg@qua@n

D d) otal éﬁosﬁ’f@m (2) &%qfté/@j x exposed area (m?*/person)

Drift dagn Table 7.42-1 fi %pray@g o@able\%ps grapes, orchard trees, hops, etc. are publicly
avallable (Ganzelm@ et 199 5. Drifhdata fOF fruit trees (2.62%, late stage) are taken to calculate
byst&nder exposuré%uru@ﬁpplfsg 10n 1@31‘( $&nd drift data for field crops (0.14%, early and late stage)
are taken to ca@ﬁate bystan@@ex @sure 1ng application in lettuce. A distance of 7.5 m from the

spray equipmént is a%%ﬁme %
N

r, H. F.: Studies on the
Spray, of Plant Protection Products, Federal Biological Research Centre for Agriculture and Forestry; Berlin; No. 305; 1995
(docunient no.: M-001224-01-1)
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Table 7.4.1-1:  Basic drift values proposed for various crop groups

& D
Driftin % of dose rate RS
Mean N () -z
Field crops Grapes Fruit trees & Hq@
(early + late) early late early Y late N Jate
= Q 9D
Distance (m) 7.5 10 7.5 10 7.5 10, 7.5 10%[" 7.5 1@ c(.%? 40
T SRS
Drift (%) 014 | 011 | 039 | 0.21 | 148 | 091 | 8.21 (@74 26&@1 .84 }Q51Q4\ 3.6@§
Q R O N

: . @
It is assumed that the bystander is not protected :%jﬁpt only light @dme@%lo@ng is worn i. e per@@{
wearing a short sleeved shirt and short trouser total un@ered\ﬁ’ea @ t@ ab i1 gr\\’ e.
head, back and front of neck, forearms, > up armz/)fnghsg’egs @d hands u@hn étal. 1992)°.
& &7 S
The inhalation exposure of a bystander 1%$ku & w@@%ﬁe & equ . N @j @
EN \Expo,%re tipebystand y\a %

I (bystander) =1 (operatours) Egsure eo }jatOI'@ @ @

It is considered that the 1nhalat1018xpo@re of@n 0;§ V&@ is 1 @ted t»! tb@he spﬁ%y equipment
is similar to a bystander locateg d4ta &%ﬂar dl@nc om @spr §e qu ere%@ exposure via
the inhalation route is calcul&ted wjth the @% measured for an Gperat@ %em@n model). The bystander
would not be exposed foréhe whéle 6 @r -\Q.’ as the o erator% n@t rea@i@c that it takes one
minute for the tractor to %SS aQEysta er i. ee x| ure@ the 360%part f the exposure time of
the applicator (spray@" 6 h sa %) Iéz;)weve a giﬁ%nserv@lve %proac{&an exposure duration of
max. 5 minutes is meg >

Exposure estim a c@pro &stlons%ff thessystemic L @oum& for by the estimates are

summarised 1%@6 fo@&mnﬁable getalk@@alcuﬁnon%re pr@nted below.
(o8 B
Table 7.4,1 % Predlctegsystem\%)explgﬁre of@stand@ys as @propo@mn of the AOEL

O\

Applj@ion Cr @pe Cb Pl{i%w aF . @Q § . @rotetramat
technique §§) %& @éﬁ @;\© ’@al s@%%em%exposure** % of AOEL
o “ @Q D \@@’ g@% O ©@ag/k§w/day) (0.1 mg/kg bw/day)
BAA Q Hig%cro@ @NoneQ\ @@’@\ @@.0003 <1
FEY | Low w dfops Q7 Nond 5\ 25 0000004 <1

*  BA#,= Broadcast air %ted $r FC@ Flel

** ASsymes a 60 kg bystan er, d 1 abs@non of etr$$ of 2.15% for the diluted spray and 100 % absorption via the inhalation

route.
. & @ Q

S
Based on t]‘@ dag\the predicted bysta der exposure is less than 1% of the spirotetramat AOEL. It can
be conc@ed that by@der@hll not be exposed to critical levels during spray application of

‘Splrot@ama@) 1 %’
$ ﬁ@

% 7 . . .
S Lu el@ ; Westphal, D.; Kleczka H.; Krebs, B.; Locher-Bolz, S.; Maasfeld, W.; Pick, E.-D. (1992): Uniform Principles for

Safegu. the Health of Applicators of Plant Protection Products (Uniform Principles for Operator Protections); Mitteilungen aus der
Biologisthen Bundesanstalt fiir Land- und Forstwirtschaft, Berlin-Dahlem, n® 277, 1992.
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a) Calculation of bystander exposure to spirotetramat during application with broadcast gi@ S

assisted sprayers N
S @® @
& N
Dermal exposure: S N
D = Total deposition x drift x exﬁsed area @ § %

o X
Calculation of 148)% depos1t18i§from spray«v\g A N

0.288 kg a.5./ha 288 000 g as/10 000 228, e xS &

D = 28.8 mg a.sdm’ X 0.026§©X 1 mz/pe@en/d aR @Q &
D = 0.755 mg ay/person/day R &° % © &@

= @
D 0.0125%%ng as/kg bg@ay (ﬁo@g persd )6 b % @

Inhalation exposure: C& @ % @Q o

I = I* (Traq@r hlg@%rop)@AT @ A @& = @& :
I*A (tractor) = Sp C. e%pos%%dun@ ap tio r b@adcast 1r @sted
o Q@Zpr yse,rs in @%h crop = 0. (é%lmg@erso kgay

:& fea treated ( %@crop@n @%y S @ %
AR A@i)hcat\n ate: 0. @ kg @m (IR

K @_0 . .©> Q L 5
I o ow@ £0288> &7 ¥ o
I @ = \ 15 mg@gs/per%&)n/da@Q ®)

é& § d to @mmut%s (1§ead of @ho for an operator):
I \ = mggs/per@%/dayk hﬁ@ 1@mn/h
I @: ¢ O. as/pe@on/d@y

@Q ﬁ@a (@)000 e a§g bw/ddy (60%ke pe@n)
&

o ”\9
The systemic ex@osurq\s calc@e%1th > O
b

Q @

AN @ @

A Y X

©©~D @ Q = @ %@25%@1@ as w@ ar@

5 * 2000001 mg ag'kg bw

and un conmderatu@ f 8@% @‘nal absorp@n (fe ég@[’ed formulation) as well as 100%
absorpé@n via 1nha1,at@n \@ Qo %

S & @012&? f215 +6§)0001 x 1

& % %009@ kg bw/day.
@% Of@%EI@ mg/kga@:ia % é
v Iy b
3 S o W2 T
@7 \@ N x@ @\
< T &L
. v & N o
@‘\ N @ &8
& 5 ¢
gE v,
& N Q X Q
< ¢ &
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b) Calculation of bystander exposure to spirotetramat during application with field crop @o

sprayers N @@
Dermal exposure: & @® O
: S g S
D = Total deposition x drift x expose@’area S N
Calculation of 100 % deposmon f%m spray @) @)@ %

D = 7. 2 mg a.s. /m2 0. 0014 mz/perso § v\g@ S
D = 0.0101 mg @éperson/day & Q @Q &
D = 0.00017 mgas/kg bw/da@@ lggper%n) © &@
& @
Inhalation exposure: @

I = I*A@ract(@%rou 00 @ Q?
I*A (tractor) = c. ex@@sure nng@@;hca ro@as‘c @%&ssﬁ ed

%p y{%%m f@ﬁ crogrss 0.0 g/p@; on %kg a S. §

AT =  @Ar a%treated@ngh Erops ha@r S
AR = @Q A GE&$1catlé§ﬂRaté@® 07%% as §‘9 @ %
I = 0. 01 x*zo @@ @ N
I @= @) 00 -( /per; $ @
dapte Pto 5 finute st urs @ an operator):
I & §@014 mg agipersonday, % df@ 12 [gyin/h]
S N
I \ = @s/per n/days. @ ‘”\,
I @: & 00 g asf@g bv@;@ay ng\\kﬁg pe@_@n)
§ o
The systemic expoSire ilcu,la@

N QO N
@) \ $= &

ST & o =0

and under @nmder@ion oF8. 45@5) de
absorptighwvia 1nhalat1® S
{% @0@@017©oozf8ﬂ+ 0@@0003 x 1

s@& & @%m%ggbwy
% %@@%’%@? @

al a?rptlo for ledﬂt%;d formulation) as well as 100%

@% Of@%EI@ mg/k&%/day) ©\ . «@j
Sl S
3 SIS
& 2 Q S &
% S e <
. v & N o
@° N @ S
& A R
& O § S @
& N Q X Q
& &E
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I11A1 7.4.2 Measurement of bystander exposure Ty

Since the exposure estimate carried out indicated that the health-based limit values (AOEL) wi @ot b@§
exceeded under practical conditions of use, a study to provide a measure of by%@der exposurg;was pot

necessary and was therefore not carried out. @ S o\@
&% : & § 7
© N O &
T ¢ o9 P
I11A1 7.5 Worker exposure o @Q %@ N é\’ Q)
%@ $ O RO &
N
IITA1 7.5.1 Estimation of worker expo without erson@?prot@tl e@qul ent®
@ % @ & 1@1 @

Summary @))

‘Spirotetramat OD 150’ is an insecticide that@s a@bed t1tru ang@) man@’rms Qem %;me nd

lettuce, the latter both in the field and &%ree& % tre crops for p&n@

work/harvesting is necessary for farme@us ity thr@hou&@ mason@%-em{y ex e is

therefore evaluated and compared witR th %OEL sp1@tra Pre(@c osu are cp©culated

from a cumulative foliar deposit b@sed onf makimum framb of applicationd madeat tl;g@naximum

dose, 8 hours contact with fohager day and% 0. 2@&% ab&@tm&@r a d foliar residue. A

body weight of 60 kg is calm%@d far the re- e@j[ry ) kerx Q @ [ §

Exposure estimates based orithe pro ort1 of the systemic AQEL acc unt for by the estimates are
p mrop § s sysiggnic AQEL agsduntag for by

summarised in table 7.5.14h. 2 & S v\g @ @YO\,

Table 7.5.1-1:  Sum y of@dlc @vorker exp es zimsmg iy %1 thé%lse of *§pirotetramat OD 150’

AN
an mparlson vg th@pecﬂ@AO %@ . o
Active €}’ \Crop& T@al d@mal V| &0 Systemic % of
o & o > §
substance) @J@ %© & ex@ﬁure exposure* AOEL**
& 9 % (m@g bw)@ﬁy) (@/kg bw/day)
Spiréietramat ©Citr®§ q o 9.@% § O 0.0045 5
Le%uce N AP0360" < 0.0004 <1

* 1.19% dermal abso%zon fo@ote@t 60 k’@workcr @ @§

** 0.1 mg/kg bw/dagy
@ \\

&
Exposu:é@ operators ((%nterleat areas % wﬁz]g% acceptable levels. Exposure during re-entry in
citrus a egetable%n\c;sults 1 S‘V&of the &gﬁ)te@mat AOEL or less.

Cal@gﬁﬁﬂons reflectstan we@ clothing w\by adult workers (shoes, socks, long-legged pants, and
long sleeves) W@rking Wi b&@han@ No @@rsonal protective equipment is considered to mitigate the
exposure. & %“ §
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Detailed considerations and calculations o
A worst case estimate of the theoretical risk to workers entering a newly treated crop has been ca{,lc@%ced@
using the worker re-entry model published by Hoernicke E. et al’. (1998) t%ether with @whe
transfer coefficient data relating to similar tasks. @ & IS

The following assumptions are made: S

- Re-entry exposure is predominantly via the dermal rout@@ntact with t@%‘oli@?&:) \;45@

- Residues on the foliage depend on: VC@ @§ é}’\ oS @Q
i) application rate S @ § é\a é
ii) extent of remaining residue@om previous%applicationsé\g R 0o @Q}
1ii) the Leaf Area Index (Lg@tal size of folagedgdmpaipd to surface @r) ] &

- Transfer of residues from folia, the cloth@or Sc]&@of ?&rkergiepené@}n on
the intensity of contact with tk foh@ v

- Activities with a similar pattern ca@e gred @ a ge@rlc Tr@sfe@@oefé@ {G)
applied. % < @

- Dislodgeable Foliar R@due @FR) alcu&§ed @ng a d@faul@lue&f 1 H§SCHD
kg as/ha accordin@to théoll d >
per kg as/ha accor 1@ 0 t& 0 o@mg c@l er@wn § §9 @ %@)

1 kg as/ha Q10 p@cm @ @ Q L N
with tde i%aves @j |.{3§6m2 @ S
with &LAT ¢l {leaf ar@nde@ of ca,,,’a 5 Q 1 -o{%% pgem?
resuihing 1I@bou@> m? for row_crops @ch @mt Qg%r the total sprayed

are% SO @t paét) of th rayb@also @ %&d on the gro@

‘”\ﬂ O \

@ Thi ﬁgur pubi@%ed ag m@valu@n avallq)le @terature and was confirmed
N et .} fem) @ RS
S «
o 6 SR, ~
- & Wc@(ers @nte tl% tr aqst%d cx{@re s]@@tly affer th&&ray has dried on plant surfaces.
2 O ® @
The exp@ure calculat@ﬁ is p&orm acc ghng @Qhe f@ Wm@equatlon
D§\DFR@< TEx W}@ A&\x Pc& R\
D o o
where @% ©@ Defyial e@sur < @
Q DFRy = @ﬂo@blefg iar 1 %ue%pg as/cm?)
% TC r C cie mz/@rson/h)
@’ WR rate @iour@ay) N
AR@ ég;phc@o a@(kg&ﬁa)

\y\’ P @rotg@on fatlor f@PE

It is considiﬁ@‘fha‘[ﬂ%ﬁt ev thB\Q ex c%re for a re-entry situation directly after application (spray
deposit hag dyan high end-dsfault values for each parameter results in a very conservative
approach@,lfﬁc§ t to jlistify the safe use of ‘Spirotetramat OD 150°.

@ % @

%@m

7 H%émicke @G,@ Nolting, H.G.; Westphal, D.: Label instructions for the protection of workers re-entering crop growing areas after application
of pla tection products; Nachrichtenbl. Deut. Pflanzenschutzd.50 (10), 267 - 269, 1998 (document no.: M-107544-01-1)

8 SD.H.; , M.; _, J.J.: (2001); Modeling re-entry exposure estimates: techniques and application rates; Worker
exposure to agrochemicals, Ed. R.C. Honeycutt and E.W. Day, chapter 9, 119- 138, CRC Press (2001), (document no.: M-128767-01-1)
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Furthermore, a potential accumulation of residues after repeated applications is considered ingthis
calculation although it is supposed to be more realistic that in context with resistance pregveution
strategies the product is used within spray programmes, i.e. alternating with pro&wts of other ¢higmica
groups with different mode of actions. Scenarios of consecutive applications @ thus occurdut wi
unlikely for most of the cases to be considered. Nevertheless, consecutive sprays are con@ere%& this
evaluation. %, A2 \zs@

@

Considerations on the extent of residues after repeated %@ications m@shave an in@a\ct Oﬁ;ﬁﬁe in@l
dislodgeable foliar residues (DFR) used in the equation. An estion of the o enti@)F@fter &
repeated application is done in the following evaluat@. Q& ©© @Q}
Q & &
oy 9 AN
Considerations on DFR o) N RO % g

AN NS
A maximum of two consecutive sprays per son Q;’: onsidered jfivthis @Jasment.\Farméﬁﬁs will
only do consecutive treatments if the efficacy of the pref@ous tmenity 1S no%ng uffigient. I&ow
efficacy is mainly caused by a decline%o%resig es. g}Z\beree, ac%mul s of resid | fFlant
surfaces after repeated applications wil@nly %%Jr tO@}mall&exten@epen&ng on@é degree ~:: line.
It is only reasonable to expect some regid g%lecay uld@cur ing day@rio ve. the required
minimum interval between two apglicatiofs). Otherwise; st w be ly drtong ablef@r growers
to repeat any application when tlte active substan islodagable Pesidu@s on fHe foltage could be
{%lc appticati ol @ N
preserved completely from a .\{\, application. @y & @Q S
W OO o SN L9
Where no DFR or residue@ata at@avai%@le y b{ assumed tha@%sid@will@cline by 50% from
the total deposit of the pr%vio@ppl%atlon. 6@ § R §
IS S o & DO & N
An example demo@ates&that wi this@ump%n, \lc")':'v“' s wighreach an u@er maximum level that will
not be exceeded > ( © §\ VN é@ @§ S
O PSRN N
o @) K@j N §
It may be assumed that: % o\@ @@ N
1. &@@i) the first sapplicai n,@ wit¥” be 1 u@z \&1@’ a following decrease (50%) to
&@5 pg/cm? af@’ 14-23days Q
2. after the %Npp]@%tior@F&

4

sp@g inter@gtl). w, |
Wil bg 8.5 ] = 1.8 ug/em? with a following decrease to
0.75 ug/g?@ g@ N %@J SEES

3. after the 3™ a@at@i)@ DF%)@HII 0.75 = ]@;@ ug/cm? with a following decrease to 0.875
ug/&@% O © O N 0D

4. dirgetly after the@" ap@atio@FR @%1 be@%ﬁ +1=1.875 pg/cm?

5. ectly after th@ 5™ ap icati%h DF@WilleiE\?O.%S +1=1.938 pug/cm?

6, after the x‘hQ@Xplic%'on D% wil@e 1 #§@= 2 pg/cm?

N Ve Y

With these assugptions, DFRs Will@@t ed a maximum of 2 pg/cm? /kg as handled after multiple

lications, & °
applica 1ons§ \% § N g

SO
A factor@ @ 1.5 '@%onsi@red ‘?@}the DFR calculation directly after the 2™ application.

<& S
Considerati@its on@nsf§ Coefficients
- @Q_Q

&
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Hoernicke et al. °. (1998) propose in a general approach that a Transfer Coefficient (TC) of 30400
(cm?/person/h) be used for the transfer of residues from foliage to the clothes or skin of a work®r in$
initial estimates of exposure. This value is considered to represent a worst case for worker ekposure,
being derived from tasks requiring intensive contact with foliage and repr€Senting an wugprot
worker. However, where it is considered that less intensive contact with the foliage will qgeur, @ risk
assessment may be refined by the use of alternative Transfer Coefﬁc1ents§i\C) \© o\@ %
A Y @ P@Sﬁ A @Q @

wide range of TC values associated to various re-etitry activiti€® are publis in @ lite¥ature >
(Krieger et al.'°, 1992). It has to be noted that these f@%res refer togotential tran@ coefRcientOwhich
describe potential dermal exposure. For further "8'\ ation of ac€a1 dgrimal gxposufe, mitigationdby
ordinary work clothing has to be taken into accotht. General@ potm@al e@osu%can bg assun 4\?. to
be reduced by 90% when long sleeved shirts lon@h‘t%ﬁ W(ﬁﬁﬂ %

& ¥ w S N

Transfer coefficients for work aCtIVItI%% crt\gﬁ% ar@\publ ly av@&la}ble d are used@j this@isk
assessment. An unpublished report frO@TN&\lth @p/task spec CS\for h@ﬁes‘u&gﬁ cuc @“vn in

greenhouses is used for the greenho@lettg{& eva@ﬂlom@ @a @ @ @ 5
NS

TC for re-entry in citrus: Q @ @ @ ©© @@ BN
TCs for re-entry in citrus arehshééwby ngé et @11 (]@@4) a@Stamper et @12 (1986). An overall
of 36 data are recorded for H%nds @{1d anoghjer da@ set Q(g,% datg are o&%%rded@for body. The following
statistical results are calcufated: ) @Q § o . § @ @\y\}@

~

@ o v

Table I11IA1 7.5.1-2: &Tragp&r ceg%cients@citrgs@ Y é N &\@

% o

& N @TCeﬁrus@/h'r@ o

a@ ) O ACtual Body: - YOte@?@’l ha@: Q
©@ 7z§@rci@le: \& 3809 w% Q@ 78&§ .
& % N
A re- en@%worker is a@ame@ﬁ be 410t protected@)r h&nd&b@} to wear some working clothing.
Theret&e the potentf4l han@nd the actual bp\(@ data™are Q form the study. Hence, the TC for
potential hand ex @re 1§\ 80 /hn{@th p ent@ and t%e TC for actual body exposure is 5800

cm?hr (751 per le) %he f wm@otal ag alé for @us 1S:

7a))

TC Ql citrus 66 @sz«AQ} \ @\ @
S %Q % 9

Transfe@efﬁments fo@re ety in Vegeta@s

TCs for re-entry i @get b§§:s ar@we an %@Q%ubhshed report by - et al. (1998) for tying-
bending and harvestmg um@fs Det s a@%wen in the following:

Report: @ \%km@smﬁ& .y R oo, . )., 1998
& D Q o

2, \) N
\>; J, H. Westp{}@.: Label instructions for the protection of workers re-entering crop growing areas after application
of plagprotectid prod Nac@ggn enbl. Deut. Pflanzenschutzd. 50 (10), (1998), 267 - 269 (document no. M-107544-01-1)
10 Y}zﬁ R. L;@pss, J. usak, T.: Assessing human exposure to pesticides; Rev Environ Contam Toxicol; Vol 128 (1992),

2

“
K HOleC@? Nolts

docuifignt no. M-84996
1 , H. tamper, J.H.; Queen, R M The devleopment and use of a univeral model to predict tree crop harvester pesticide exposure;
Am. [ yg. Assoc. J; 45(3), 182 - 186 (1984), (document no.: M-245489-01-1)
12 Stampe¥t;J.H.; Nigg, H.N.; Queen, M.: Predicted of pesticide dermal exposure and urinary metabolite level of tree crop harvesters from

field residues; Bull. Environ. Contam. Toxicol. Vol. 36; 693 - 700 (1986), (document no.: M-245482-01-1)
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Title: Exposure to pesticides during re-entry activities in greenhouses - Field study in cuc@er 6
crop

Report No & TNO V98.1076 S §
Document No M-105284-01-1 S @Q S
Dates of work: 1996 - Oct. 1998 @JQ NS
Guidelines: - Q A

GLP No . 2 = & &

N SO
: T @ ¢ S @ @

I Material and methods ©Q @ S é\a &
Exposure was measured during re-entry activities cucumber&grop in sev@”gree&use@ usix%%
personal air samplers and cotton coverall, cotton es and a T-shirt agde dositheters. The war

activities under investigation were harvesting an ending/tyi@m. Pg@icid@j werpplie‘g@@sinh-
and low-volume techniques. The period betw ap@@%tig@nd @%ntry%rietweéﬁbone and five

days. Dislodgegble foliar residues and res&ues o%ucurs @e measured i@’or to i&e a
transfer coefficient. ' N N S % ©@ N §@
SN RS o $ 0 o
@ S R IO NN
II Results and discussion Q 5 NS & <y & O
An overall of 22 data are recordedi%r hz’({% exposures o dgg for al hands, §32 @@F} potential

hands) and an overall of 44 data a recésded f6p body(expostye (Z&Qr ac%@ bo@ all 22for potential
@ &

.. -_Q)
body). The statistical results alo&i%ted as tollovg? & @Q % é&
S @y S T LD
Table ITIA1 7.5.1-3: Tégnsfer Eefficients (vegetables) N @ y\]@
S N 1 T eg@%bles@%nz/hr) §
& oS0 D[ Bodyo [ Hands: N
Actual exposure: 75th percetitile: J© 179 - D A S
S 96th perceittiler 242 .9 o- & @@
b5 o 5 &I o
Potential exp@sure@@ﬁﬁh@rcen@e: « 358 JO 2 g
o 90th’percéntile: 4338 @f 2418 X
D > LT 7 & N\
2.8 & O~ O
I Conclusion O° & é’ O @&, é% S

A
The TC value fo¥handexpo t@ is 2@0 (;n\‘i%éhr (7ah per@tile, potential) and the TC value for body
exposure is cméﬂ@r (758 erce\gﬁile, peentjalP If thé@jody exposure were to be reduced by a factor

of ten (via clothing) the t@ ac@l T%\\? Salue @f@é@\ Veg@kzs would be:
SRR, -
actual vegetables 25 CI&/hr & @
@e % @
Calculations: w &@\ @ &©
R

@%
&
Basedon't &ubl@%i Tﬁetaif&i calgylations of re-entry exposure are presented in the following:
2

Detailed @kul@is 0@@ork xposure during re-entry in citrus:
& OD & =0 DFR x TC x WR x AR x P
S 2 Dy §“ 5 x 6600 x 8  x 0288 x 1
Q Q D = 22810 ug a.s./person/day
@ = 22.81 mg a.s./person/day
= 0.38 mg/kg bw/day (60 kg person)
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Detailed calculations of worker exposure during re-entry in lettuce: o
D = DFR x TC X WR x AR X o\§ L
D = 1.5 x 2500 x 8 X 50072 x @® 1 @
D = 2160 pg a.s./person/day S & ©®
_ w .
= 2.16 mg a.s./person/day Q> @
= 0.036 mg/kg bw/day (60 kg person) w\% \© .9 \zs@
\e @ O %@
R s & &

@ $
2\ | «
IITA1 7.5.2  Estimation of worker expos@@ using p@on 0 %re %le@@n @@
Estimations of worker exposure using PPE& an @mon@?lay W\(?)f %?hl gfﬁd/or Qove%are not
performed because the exposure of worker: %wnh@%usm@ PE {@accep onre
@ S
S & o
S

le. Detail al(@m
are presented in MIIIA 7.5.1. & \\ @}\ S &% \@ é\g N
QKNS QY @9 & O
@ RSN
TNy OSSR
fata OQQiSl abl@@%’es&hﬁs

IIIA1 7.5.3 Estimation oéﬁv%rl&e@exg@n?@j@ng x
Dislodgeable foliar residue @165 were n@&performed because@he @nat n of wéker exposure is
acceptable for re-entry d@ectly@t & ap atlon@vhen the s@y deOSlt Bas dried. Detailed
calculations are presentéghin MAIA 7.579. SN °
vl VA R
S S -
> & e &8 Q &
& $ O & 9L e
S @ &

I11A1 7.5.4 @a@remeﬁi of Qorke@xpo&}reb § .

Since the exp@ure @ma&carr d out 11%‘1031;e§@hat heal@-ba&@limit values (AOEL) will not be
@’
exceeded u%’ﬂer practical_conditigns e, a udy to pro@v@le a Migasure of worker exposure was not

necess@md was théf' @ o% . § ®, o
o °\
RS
2 % @ > @©
4 > & @
1A 7.6 Q@De@al pq% S i
Summary dnd conclusmn@n d@al a&%ptl(f@ %@
The extend of de ‘gn % BYI §30®S investigated in vivo in rats and in vitro on human
and ra¢ skin. The iryivo séy wa@)erfed@h ['*C]-BYI 08330 in an OD 150 formulation. In vitro

data are avallable from@gvo s@ws ~ one Q@formed with the SC 240 formulation and another one
performed an %l 50 rmuP@’on Q

The result % thez@ 1% dy ?Qgrfo Wlth the OD 150 formulation together with the results of the
in vitro orme@wn e OD 150 formulation are used to determine the dermal absorption to
be usaQﬁ or rl@ ass @:@ent*@f the OD 150 formulation.

Tl@% vztr@@sytudle@aem@strate that no significant difference in dermal absorption is detected between
both tl@f 240 and the OD 150 formulations. The same is expected for the in vivo results. Therefore,
the restits of the in vivo study performed with the OD 150 formulation together with the results of the
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in vitro study performed with the SC 240 formulation are used to develop a proposal for (@aal S

absorption of BYI 08330 in the SC 240 formulation. < @@
A summary of the studies and conclusion on dermal absorption is given below, & @®
& N
SIS
. \@ o\§ ‘2”5@
R & &S L0 @
K o S & &
& O %o SEIRS)
@ & & VO &
) N & o8 ©
99) N @ \ 2) @D
X N . T T AN
& ZNERES RSN IS T
R (€ @ @ S % '
N TGRS Q% s O & e
PO N SRS P
SEPONFCIN SN W
o & . L (N @ &
O R < S
S © Q) .
RN o O § o O S
o = ¥ S o ° S
< S AN @Q é
" & %
v O & o SN L9
e O N L L N L9
Ny 8 e Y
v e O ¥ .0 & )
S 7S e § <
@ S SIS @© @ @
S QO NTN N o 9 N
@© 6\ s N @,\ &\ ©§@ ?§
& £ .0 O « SIS, S
(VRN N N N
2 s e v e
&@ \@Q o\@ “ Q° \@Q v o\©
@) Q
§ RENIIAN > &@
T e o
v O & .9 o O @
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In vitro results

The percentage of ["*C]-BYI 08330 considered to be potentially absorbable from the neat 15(3@
formulation (150 mg/mL), the medium dose (1.5 mg/mL) dilution and the dose (0. 'Z /
dilution was 0.24%, 2.74% and 8.45% through human skin and 2.14%, 23. 21%’and 22. 71%%rou{§rat

skin. § @ @
BYI 08330 in the OD 150 formulation is more absorbe rat than b @%man sk1n \ rﬁn @
is a factor of 8.9 times higher in rat skin than in hun{m skin when@n is expogig@[o @onc@%ﬁrate )

(150 mg/mL), a factor of 8.5 when the skin is exposgd to the me dose (1.5 @g/mL) 11ut@<? and@
factor of 2.7 when the skin is exposed to the IOW@C (O 05 mgémL) d@lon Q \@ &

i 150 o S
Table 7.6-1 Recovery of systemic radio V1E\X@1 wt@gn hlz}gan/ f@) 1&0 orlglatlon
BY1 83300D 150 @R §§@§
Compartment High dose \ edipyny dosé, dase
(150 mglfL) aﬁ&&g/mﬁ fw\ gL
Human € “Human |, @Rat.> Hn%an Rﬂr;)
Skin (%) 023 Q W)l%S o 22 _gwa& 89,9 1049
Receptor fluid 0.0, 026@ Q41 g 2B O 0.50 12.22
(%) < [T o] ef g @% o)
Total absorbed 024 & 14 2. 7% 23, . 845 22.71
in vitro (%) @ O § g@ O als & Q2
N
Factor of , % g&@ 6@ o R.5 5 L9 27
difference | K S © & &\
§@ A e
A
NN \\ S

8
The percenta@ of

d11utloy®as 0.41%,

rat skin. Both the @sﬂon&%ere ggted
@m P%k @ %

will be sold in a

£5C)-BYT

formulati 1@(240 rng/m@ th,

eﬂ\l? c@dos
Z t% Qugh

0833% coﬁﬁdere@to proten

>

5rn/rn

@%an
Qb

§/ aBsorbable from the neat SC 240
11ut1@ and the low dose (0.05 mg/mL)
an@ 90%, 11.76% and 16.32% through
b@addh@o 158@ of th& adjuvant Mero® (0.3% product) which

BYI 08330 jnde S%@40 T8 Qul 191 r@re ab@rbed @ rat than by human skin. Dermal absorption

isa factor%of 7.1 times Higher

concent

(240 mg/r@) a

dllui&n and a factor@ 14 %hen % S

© rat
@OI’ Oﬁ

Q@

th%@n h@@a

n skin when skin is exposed to the undiluted
n ﬂ&&km is exposed to the medium dose (1.5 mg/mL)
kn@s exp&@d to the low dose (0.05 mg/mL) dilution.
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Table 7.6-2 Recovery of systemic radioactivity in vitro in human/rat skin, SC 240 formulatign S
BYI 8330 SC 240 . ~
Compartment High dose Medium dose ow dose @Qb
(240 mg/mL) (1.5 mg/mL) @05 mg/mLj, @Q
Human Rat Human Rat Human Rat ]
Skin (%) 0.31 2.61 1.34 1027 JH11.23 933 & é@
Receptor fluid 0.10 0.29 o. 149 S 024 K699 | G
(%) S Q & 9 &7 &
Total absorbed 0.41 2.90 F41 1176 11 z@a 320 &
in vitro (%) ; = o & © &@
Factor of 7.1 @y 8.@} \@ % % @ @@
difference O MRS SV %@J 6 \
CLe g ool
) L& @ R s 9 ¢ ¢
LS Yy S O N
In vivo results & N @} & AN N §
After an exposure time of 10 hour@%d a erlod§ 16§‘l§ours Ppst a@lca@he ect]@)absorbed

amounts of ['*C]-BYI 08330 in t@e dlfferent concelgatlon@ an

Qfo

t10x§%¢ere 7.69%,

2.99% and 3.99% of the dose a@)hedm he h@% g/n@@lnt edla@(l ) and low dose
(0.5 mg/mL) group, respectkséé?y As}ow @ounts of radidacti @ we@s‘ull ound a@r that period in
urine and faeces the perC@jage 14C @ 0 fothd in the s@ and’ s&ratug\}@orneum were also
considered to be potentialty ab%rbable ndlr a@nbe@esultmg in40.57%4.71% and 5.81% for
the high, 1ntermed1at@nd 1 dos% spe@cy‘uvely@ sulfs\are sl@ n 1ﬂ§t,he fo%wmg table.

Table 7.6-3 § el@of

(')

N
s{stemw%dnoagtwni@rat gﬁvw(@() hosure, 168 h post

bp [}\ ion)
\@ v %% 9 /@% @ [“@@YI@)SBO&) of applied dose)
O
&@ @ Cb ig@osg\© N Ini e@nedlate dose Low dose
@ N & (0mgmly | (15 mg/mL) (0.5 mg/mL)
S
Surface com@artm@ @§ @@’ 845;% ©© @j@ 87.10 87.62
Q O N
Skin cmrg}ﬁtment Pl Q87,2 & 1.72 1.82
@ .
Syster§@ compart @nt R N &@ Q\
£ 8
T&m dlrectly absorb@’ @\ %690 2.99 3.99
N
Total 1nd1{@tly ab%prbﬁ % @0%7 4.71 5.81
R
0veran@%cov & §’ 94.87 91.81 93.43
b AN
@{\9 @@ @@ S
@ & <

&
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The high dose concentration (10 mg/mL) used in the study is somewhat lower than the concentratigg of

a.s. in the concentrate OD 150 formulation (150 mg/mL). However, as relative dermal abso n is Qe

usually higher for a lower concentration the results from the high dose can be co%dered asa s@ienﬂy

conservative estimate for the concentrate product. @,@ A S
R > @@\ %
Conclusion: © R O X
N N @
The in vitro results demonstrate that ['*C]-BYI 08330 is?ore absorby rat than &’hur@ ski&?he ©&

in vivo results on rat skin are therefore corrected by t@factor of diﬁ£e©rence betw@' huny and@at sk
e

found in the in vitro studies. The calculation of hyan in vivo de%nal@@%orp@n frgn rat in@\%ivo @%@
human/rat in vitro data is presented in the follow g table. Q} N @ 6\ wg@ AN
Q % @ o\ %

)
] . iorin vives | o0
Table 7.6-4  Conclusion on human dernfal ab&@btm@n vivg S o

&

o7 & 4
@ﬁ &S [1;7@&13%@333(@/0 Qf@%)li&e\(\lgdose) < §§j
o (0 RN
N\ o X % @ @
Q High dose> <X i &9
o> High dose>”  [~C ntexz?ﬂedl dos Loy dose
— T 0w o & @§@ & @@@ <
In vivo rat (% absorbed) o ?&\h@ 10%5 S O@ [\Q 1 @© @ . S 5.81
B U@ @
In vitro factor (01)] iﬁ > § 8.& S & e % & © 2.7
of difference e 9O N W v @ N 9
rat/human skin : AN &) @j . $
S5C240 o O 718 > .9 & 83 & 1.4
> v
/n‘@ < _ 5§ {®@ > \?)Q C(O?» < S @&
In vivo human,’ ¢ 150" | 7 10378, S @S- 5.81/2.7 =
(% absorbagie) & o ¢ & 1.19- @6 S0 2.15
2 TS R L@
S Sc24p> 1057/ = f «471/83= 5.81/1.4=
N S & ar 149 O s 4.15
> & > AN

S
The calculaof han @nal ‘&bsorp@@ of &9 0%3%7 in vivo to be used in risk assessment present
similar re%‘cs for both the2OD foati(@(@nd thg SC 240 formulation. Dermal absorption of BYI

08330 f@) the OD | g@fo ation ¢ 1.1@ for’ei?é concentrate product (150 mg/mL), 0.55% for the

inter%ediate dose Qg@' m A%L) a@?_.ﬁ@%foro@ low dose (0.05 mg/mL). Dermal absorption of BYI
08330 from the SC 240 &nu@ion is ’M9%dor the concentrate product (240 mg/mL), 0.57% for the

intermediate (1&(@@%(1.5 gng/ an e(‘(g' the low dose (0.05 mg/mL).
O v @
2
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IITA1 7.6.1 Dermal absorption, in vivo in the rat @ S
Report: KiA1 7.6.1/01, | TGN oo S
Title: ['“C]-BY1 08330 in OD150 formulation: In vivo Dermal AbsorptionSfudy in the M@at
ReportNo& S -06009 @JQ & @Q
Document No  M-276579-01-2 Q> NS
Dates of work: July 27,2006 2N O § %@
Guidelines: US-EPA, Prevention, Pesticides, and Toxic @stances (710@4\\,’Health Effe&t} est’ N
Guidelines, OPPTS 870.7600 Dermal Pene¥ation, Augusg%. <) @\ N «
GLP Yes (certified laboratory) g QO %@ Q@ @@ C&©
@ S Q)
N Q % < Q) &@
& v L@ RO o @
I Material and methods: . é@’ v;y\ Q 6\ Y §
S @ W LTy & |
1. Test Material: BYI 08330 150 OD@@rmL@on (@ g aﬁ) con@inn@rad@ele(@étwe
[“CI-BYI 88330~ .\ S @
Description: : - T N S ¥ S
escription: techmc a %mte pg\\g@der N Q" Q ®)
Storage before use: freeze@—%% 0\@ § @9 § §‘9 @ &
CAS#0of TGAL:  2038]3-25-1 5 S P e
Name / Structure Carbonie,, acid,We1s-35 ,5-di@%hy enyl@-m@xy-&-oxo-l-azaspiro[4.
(as): &dec—ﬁen—@ﬂ—eﬂgl ester ¥ P o ©
N S N ) &
.8 & > SIS
% @ ) RGN .
F oS aES T8 0
@ N S)) 1l NH©© @ @
@ @ > IS o @ @é& @
(CIENN A Y F O&\ N
§ 5 el &~
> & o O & O @
o T Ve e 6 0 s
. L (o
N S @enot osition of lab @
@) < D
A e . O & 3 O

. . - O N,
O > ini spea@l@c activity was 3.6 MBg/mg (99.1 uCi/mg)
% > Q@ © @
) S
@ ©® @aye@op i nce@, @uct Technology, Isotope, _, Germany

Vehitde/Solveht ©©©Wa§¥ Q\ @\ >
usedl; . » o W2 9
@7 N Q @ ©\
2. Test animals: ~& N N
N Species: e
Strain: @° @IQPS HAN) strain

!
%

5 , France
=, Individual metabolism units (Jencon's Metabowls Mk III or Radleys)
Q@ é@@ © @ equipped with metabowl unit with separator and flasks for the quantitative

©® collection of urine and faeces.
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Diet: Certified rodent pelleted and irradiated diet AO4C-10 (from

libitum > & S
Water: Filtered and softened water from the municipal @er supply, ath libitsn
Environmental Temperature: 22 £2°C % S @ %
conditions: Humidity: 55+ %> N o\@ @a

Air changes: 10-15/hr Q@ @@ Q' w

Photoperiod: 124 &} rs dark/12 hf®'light é\g QQ § c&©
Acclimation 14 days N Q o & & O &@
period: 9, N \@ \ %@2 S

Q @ % %@ 6 o\ %

In a 2006 GLP study, the dermal absorption 68 [”@i@YI @%30 mﬁn O 50 f@?nul@on wals studied
in male rats usmg three dose concentratmn%’l" he t(@’ su s@nce was applied w@ 60 ul nto@h sl@ed

area of 6 cm? (10 pL/cm?) at rates of 10 mg mL*@;ngh @e 1 L/cm 1;% g/n@mtqgledla@

@

15 puL/cm?) and 0.5 mg/mL (low d &s ﬂ@° cm ure () . and24 hofabs. The
exposure time of the formulation ork@e sk@vas ide 1ca:]9mth%@um§§f sackifice exCept fofne group

of rats at each dose. For this groupat e@éh do% 4 mglg rat vere e@osed@r 10cdhours;then the dose
site was washed and the amm%@left iffdividudtly m@ met@zohs@ ages@r u@ 168@0urs post dose

application. ) é& § @ o & @ O\@ )
X
Table 7.6.1-1: Dose ajmlll;g%ltmn (@rm@bso@tmn ifiwivo, rats) § @\?
e 7 Q °\ ) N
&S W fme che
pplie 0. @ ime of exposure
Pose Leve§ @%g/ @L-% ®up\NO \ﬁ?ale Xats @ ours)
. R
@ &~ o] Kl % @f,& o @ 1
2 4 o S 10
I@%Ose S % S SIS 24
- ¢ . & .Y ¥ 10 (168)*
§ NS ST @5\/ Q) 4@ 1
Mid-Dosg@ @ S é’ 6% 4 10
v O o .9 & o @* 24
9 9l 0 @\ o8 o 4 10 (168)*
N 9 @a @ 4 1
I@Dose 2 @Q o - 4 10
AN N &1\1 Q 4 24
K\% O D12 4 10 (168)*

*For these groups the fiine o@cpo%lre = ]1@hrs and the time of sacrifice = 168 hrs post-application
@%

N
At temina‘@ th%%ln swal%ﬁ with a freshly prepared mild liquid soap solution. The skin was
shaved, ifsa ces@ﬂy, prfor to tape- stﬁﬁamg to remove the stratum corneum. The dressings (saddle,
gauze, gover, §d e) werelemoved and kept for analysis. For group 4, 8 and 12, urine and faeces
were@llec ¢ds sepagately #fo receivers at 24-hour intervals up to sacrifice (168 hours). At the end of
ea@olle@gon pe@d a@ebrls was removed from the metabolism cage and retained. The cages were
was h distilled water. At termination each cage was washed with water and an appropriate organic
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solvent, retaining the washings for measurement of radioactivity. The treated area of skin was ren@ed S

and taken for analysis. The residual carcass was also retained for analysis. . Q
®@

& O

& S8

%% °\©o§y\a@

S o S & &

& O %o SEIRS)
@ & & VO &
S) Q@K&@&
& <~ @ VR 9O o @
L @S D LS S
A A T S
%Q@b &%&

N TGRS Q% s O & e

@}0\\@}&66\©§’%§

FOLS T EE O

o & . L (N @@)

TN T S < S R

9 9 S) S S

@&@’@@&©©@>
AN TEERN @&@Q é
% AN %
v O & o SN L9
e QO N O QN 9
Ny PSS E
v 9 O ¥ .0 & )
S TS e §¢ .06
@& SN @Q@ @
S QO NN N e 9 A
@©©\&K@\&\©§@)§
©©©©K%@©@
R <GS N
> o O & & N
A \@ & SN '

Q Q
§&©\@%é&©
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II Results and discussion

&
A representative exposure time for farmers in the fields would be a period of 6-8 hours. Therefeg§ih§
results of the rat groups 4, 8 and 12 which were exposed for 10 hours and sacrificed after 16§ Hours.is
presented in this summary. The long period of 168 hours allows monitorin@g&/hether the%mqul@ f

active substance still bound to the skin would be potentially available. &% b § @Q\ %@@
\o
R & &S L0 @
Q @@%&
& Q) %, SHERS)
@ & & VO &
S) Q@&&@&
L @S D LS S
N A -
Q @ N N W&
%Q@b &%&
D ETT s s e
@}o\\@}§©©&\§9&§
Q & Sy & °
o & . L O @@)
&@\%\@QQ%
9 9 ©) Q S
@&@’@@&©©@>
AT @”&@Q é
% & &)
v O A o SN L9
o O o ¥ Q@&f@
~ @§@§©“%%©
&®@©©°©K O
F TS e g %0 <
& 9 @Q@
@@"\%\o @&@
FENe ST EY
©©©©K%©©@
TN g S-S S
S N
N T8 Ve &8
© Q
§&©\@%&©
TS F s s §
v O & .9 o O @
VW 0O O S & D
¥ 9o KN & o
=) @@%o@%
@7 °\@Q @Q\
Q%\@&Q
5 S F g ©
> ¥ & O
° SN
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Table 7.6.1-2: Summary of the mean distribution of radioactivity 168 hours after a single topi

application of ['*C]-BYI 08330 at the high, intermediate and low dose . @6
concentrations (Groups 4, 8 and 12) Q\ g
Results expressed in terms of % of a@wd dose. &@ ©®
D
AN
[*C]-BY1 08330 9 o éf@
) N N N -
High dose vIntermediaose @w d§ ” S
Yy QA ©
S S AN
Male V@tar Bat &~ o © &@
Groups 4 @y | 8 @ [¥ One W
Exposure time & &’ @U@ 10h, ‘0 m@ o %,
Times of sacrifice S 2 ey 1@h SO o AN .
Samples Mean), P [OMea  SD K Mea® &
S@?face%gompgﬁ;gnent Q &ﬁ o O A &
Swabs X, Y, Z (10h) 805 R 0.04° 017 7 053 A9 &7 0.19
Swabs X, Y, Z (168h) @) 075> Q% 0.1{@’ I3 15011 605
Swabs (10h & 168h) Q 7989 @2 67 8@@9 ©A 93 8 ‘235
Swabs surrounding® < %3 @, 0§ &02 ES) 0.09 2606 &, 0.05
Total % swabs|. 79. 745 }; 8421 476 ¢ 8271 237
Fur (dose site) 6 @ § 164 084 0.99
Dressing > S| d 0.5 A &2 117
Surface dose® & @ %0 5@ 040" @15 >0 043
Total %&n a&sorbe@@ 8430 .57@@ 8710 , 3.165,| 87.62 1.54
£ L Skm\}omg;ﬁ%tmen@ @ <
e >
Stratum corndyin S ©2 60" &ss P 15 080 | 153 045
Treated sk@@ W = @8 So. 17%] 819 77013 | 030 030
s Total %@dos e| <2787 LB |72 0.88 1.82 0.59
N Sysfeinic sgmpartment <
Urine N N 246 ‘\0 9007 1.83 0.45 1.49 0.56
F & S &l & @
aeces QO @918 OQ§ .16 0.03 0.20 0.08
Cage Wash©@ S KON 1© 2@8 044 010 | 078 0.21
o Total % éxcreted) %ﬁ &3, 39@© 242 035 | 247 081
Blood 2 QQ 00 @ 0.00 0.00 0.00 0.00
Carcass N K 13 0.14 0.01 0.51 0.11
Nonfreated skin > £ -] 4 0 @).12 018 007 | 035 012
Surrounding ski &@ @.07 & 0.24 0.39 0.28 0.66 0.36
Totalé@dlreegy ab 7.69 341 2.99 0.41 3.99 1.36
%
Total € indirect rbeg 14:5 468 | 471 096 | 581 192
@Ovepall % Fecovery*| 94.87 4.22 91.81 233 | 93.43 2.68
a. two@bs used%or the@rroundmg skin
b: Tade-strip 2. & >
C:@ﬁ—st i 3 to the' last @ strip
d: Skin ( tape-stripping procedure
< Tota % 1nd1rect absorbed = Total % at dose site + Total % directly absorbed
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*: overall recovery is derived from Debra 5.2 software calculations; SD: Standard Deviation; h: hour(s) o 6

In all groups, the vast majority of the applied radioactivity was found to he non-absorbeg\whickd’

accounted for means of 84.30%, 87.10% and 87.62% of the dose applied in tl@igh, interr&é@iate é@}i

low dose formulation group, respectively. °

The data indicate a low potential for direct absorption resulting in 7.69%, 2%9% and 30.9& of @ dosé

applied in the high, intermediate and low dose formulatiofifgroup, respeeively. Seven@ys Q&g houf@sg

after application small amounts of radioactivity could SHIl be foundthe skin a@%ﬁ coEpeum &
fo a

@

(2.87%, 1.72% and 1.82% of the dose applied in the hikh, intenned'&@ and low d tio@roup\z%©

respectively) resulting in total recoveries of 94.87%\01.81% and 93.43% for group, resp@&tive{@
PR IR

IIT Conclusion N &° N \:g,\ %@’ ©© N

2o S
TSR S S

It may be argued that the amount still founvé@jn th{@kin& stratish C(%leum after 16@10ur@jill n@\be
B le. Hg@eveéalthqggh Ve§ow,

bio-available indicating that this amoung is pdtentially not é@orb&
some quantities of radioactivity (no s@l n&@iete@s cQ still;@ﬁ@foug}ﬁin u a@eces@ter the
168 hours period. Therefore, a to@@% i@mct& sorbﬁa&@lc d fromi thegum ofithe %age
directly absorbed (urine, faeces, C@e W&jh, bl@d, Cagggss, trea ski@@gurr ding@%in) and the
%age found in the stratum corp@nm afid treatdd ski@@sulti@g in 1@57%, ) l@d 5:81% of the dose
applied in the high, intermedigte and Tow @e fognulation&gro%@'esp\@ive% S
o © N @ © NS
" I S S
S e & ¥ .0 & )

& o < 2 @
S QO NN N 9 N
@©©\&%@\&\©§@§
D & 0 9O «¥ N O
N 2 & O |\@
G 58 H T e &
S & & & o &\
A @"\@& @%\(@&\@
FUSS S
& & & & .~ o
QS L LS
@ O & .09 o . O @
RGN
S\ L 4+ 9 @
@’ o & @ &S
°\Q @\
Q N S0
N %@Q@’Q@@
S @ﬂ&@\ O
@%
&%%é@é\Q
&§§©%©@
AN
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IITIA1 7.6.2 Comparative dermal absorption, in vitro using rat and human skin @ S
OD 150 formulation S
@ @® @
Report: K11A 7.6.2/01, | ; 2006 ~ S0
Title: ["C]-BYI 08330 in OD150 formulation: Comparative In vit% Dermal Abs@ n S@y 2
using Human and Rat skin. % N e 9«
Report No & SA 05254 @ & O e @
Document No M-269449-01-1 X O 7 <
Guidelines: OECD Guideline for Testing of &hemlcals S{@%bsorp‘uo@ln Vi Meé%d c&©
Guideline 428 (April 2004) @) @

OECD Environmental Hea, nd Safety ubhca@ls Se‘@s on@stmgg'md @}
Assessment N° 28. Guldan Documen@%r thg@ondl@? of @n A°b§‘§;rpt1
Studies (March 2004) @

European Commissign Gulgmce @% m@ on ]%rma@l %so@tmn@j

©

Sanco0/222/2000 re\% (M&rch 2004)
GLP Yes > . O & §
& N L@ O O & & &
Material and Methods: ©Q (Ei% é\a @ N O @
Species, strain: < Rar, Wistar Rj:"WI (I%@ H@) @Q S %@)
Source: R %l@lce. S &© ©© ©© S
Number and sex: Q@ o\& 10 males. @y &@ @Q S é&
Age: v % @wee&s @ & \@ G
Acclimatisation: © @) @ﬁt le days . § @ %@
Housing: ~ % & Wi e tto@ inless steel ca§
Environmental cond@s ¢§ «v\g Temper %%OOC Q4°C é& &\
& & GRmidiy: _S54- "@%
()@ \© &\ %Ve{Natlon\ 1% 15 a@%hm@s per hour
9 ©© o & 2 houfllight &°12 hour dark
Food: (O % diet @04(?&%, obtained from _
Fraice.
N N ,
Water &@ @© § @ Filtered @pd seffened @/ater obtained from the municipal
Q\ <\ éw %plygt»hat wwas r@ﬁﬁnely analysed to ensuring that no
> % @ \con@man@wer@resent that could affect the outcome of the
SEES stisdy.
Test Mater @© © @
b F S e i
Non-radio%belled. & § @atcb@ n°MZ6802.
. &) Q @ @ 5 v
Radiolabelled: <& KN @%C]-Bﬁ 08330
Batch” ST avpesns
Speci f o v
pecific activity § @@ 3. Bg/mg.
Radiopurity: v Q° § w,” >99% by HPLC
Formulatlo§ Q S w, O he formulation used in this experiment was an BYI 08330
@§ @Q © § OD150 formulation prepared at three concentrations: neat, 150
N Q& g/L. BYI 08330 and two representative spray dilutions of 1.5
< By o/L and 0.05 /L)
@ ° . .
Sléﬁ pre tion: @ After the acclimatisation period each animal was killed by
O cervical dislocation and a dorsal area of the skin was clipped

and this area removed for use in the study. The skin was
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dermatomed by use of a mini-dermatome (Decadermatgme
microsystem motor, Thackray Surgery, Leeds, UK) tg) tain e
samples of 420 — 510 um in thickness. D> v

Human @JQ &@ ©®
Source: _, France @
Number: 13 donors &% O o \:45@
@ @x é}”\ S @@
Test system X @ &

The flow-through diffusion cell (Franz cell modiﬁe@allas Fran@@@was used té\\s’tudy@e ab@%t1 -\
of the test substance (exposure area of 1 cm? sk1 A diffusion celiscongsted @ﬁ dondr chamber an@ a
receptor chamber between which the skin was4 osmoned @e r e%tor S Eag\y
(pH 7.4) supplemented by 5% bovine serum glbumin%nd e§am Cin (S%g/L)ﬁe réseptor 2ﬁuld in
contact with the skin was warmed in order toam*&a;n th @km @QOC @ °C (c‘%se &the @al km
temperature) using a water-heated manifgly ‘I% The receptor ch % tent @ere stlrred tinyQ@sly
with the aid of a magnetic bar (400 rpn@and@mpe@i ﬂQW rat@f 1. S’m /&
Q & v DR @
@ S EEIAN @' S

Skin integrity UGN N @ @Q N %
The integrity of the selected skm%mpﬁﬁs wa§msse by@eam{ taldenﬁal water loss

ab, Cort

@
(TEWL) from the stratum com gﬁ’e orimetey pro{gf 1 exJe ogy, Hadsund,
Denmark) was placed securéiy on g&he top &e cheptogzojc,ell and the a@%unt () wate@r 1ffusing through

<
the skin was measured. \@2 N @ § FEN $ §
Treatment: é\’ ¢§ %\ é & o\
ess skin sample %th a pipette at the rate of
atiogg. H

The dose prepara s were ap;@d toqg’e sp@thl@ s
approximately I/c pr(@%d skni%&re&%r boil&conc@@@ ufilan and rat skin preparations

were tested sindUltan @sl v

g YO K @%\a §© ©§ @
Samplin 9 @ @’
The reg’@r fluid pa@g th@gh tl@é tor c@berwﬁs cokﬁ}cted in plastic vials held in a fraction
collector. The frac@col]{&tor start afte@bose agphca@ for each group was complete. Samples
were then collec@@hou&g for dur&t})n Q&@’e exp@lme@ (24 hours).

o S &
At 8 hours @t ap}@catl(@ th §k1n was S\;g%@ed \g[h freshly prepared 1% v/v Tween 80 in PBS
(phosphat@uffered saling¥ usi po walgs, in order to remove and retain the non-absorbed
dose un@o radloactn@@y W etect Wit@ G%%?I?—Mﬁller monitor. At the end of the study (24 hours
after_application), ﬂ@b treated skinycell ed prior to the tape-stripping. The tape-stripping
prosedure involved'the @ﬁ icgtion of ¥ona, adhesive tape (Monaderm, Monaco) for 5 seconds
before the tape ygs carefully r&move(@gal the direction of hair growth. This procedure was continued
until a shlﬁppea@yce e vi epidermis was evident, which indicated that the stratum corneum
had been ove@Th ape-strips V\é collected into scintillation vials. The remaining skin was
removed@nd ta@ for @nalysisyThe receptor fluid remaining in the cell and outlet tubing at the end of
the exgg: me §§amed@>r analysis. The diffusion cell components were also retained and washed
|

w1tl®ae w%@mgs §1 or mass balance.
&

O
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Radioassay: o

The amounts of radioactivity in the various samples were determined by liquid scintillation cpu‘/ﬂgfng.Q

Samples were counted for 10 minutes or for 2 sigma % in an appropriate scintillation cocktai@sin a

Packard 1900 TR counter with on-line computing facilities in which quenchir@ects were determg

using an external standard and spectral quench parameter (tSIE) method. Efficiency correlation Gurves

were prepared for each scintillation cocktail type and were regularly checked by the\@e of C]«gg@

hexadecane standards. The scintillation counter was re rated whena deviation reateg\than@) @

was observed when counting quality control standards. The limit of déection was t@gen t@ tw@e the é
S &

background values for blank samples in appropriate @‘ntﬂlaﬁon cacktails 6” R S
O
o 9 AN
Findings: Q@ Q} o\@ @Q ©\© %@9 @@
@%& @@Q %Q g\f @;& S S RS
High dose AR © & <\

recovery of the dose was 95.98%. Th@&adio@ﬁvity@cove@ in@ﬂn swabs at@®and:24 housswere

) ) ; B S p N % 0
91.07% and 0.95% respectively, an ar&&mt r@evee@om don@char@r waz)0.51% dose. In
the two first tape-strips of the stratutn corn&irm corsesporicing e s@ce @ the ou%@as 1.32%
whilst the radioactivity remaining% thegkin a%@r tap @rip@@ ant&@the@tu rneuty were 0.75%
and 1.14%, respectively. Thel an@%nt of r dioa@ivity& ect@bsorbe thr@gh rakskin accounted
for 0.26% of the applied ddse, cqgespo@g ta the spm of the dos&%’%cov@ed in the receptor fluid
between 0 and 24 hours 0.24%$and @}te (:7’ tio&(0.0Z%Q anc]g%e d@ retigved in the receptor
chamber (< 0.005%). <\ S @ & S
v @ @ 6 °\ @ (ix "\
NN 3
Following the app@ti

o O & °
Following the application of the high dos&%@m@@on&% 14%%1 %330 at skit@che o@rj%@an

onof the@h dése fom§lati f [1@]—BYI<?83 %0 human skin the overall
mean recovery £the %@e W@N%.ZI%%. he. dose&rew@@?ed i@kin s@yabs at 8 and 24 hours were
95.01 % and @ % pec@rely @ th f@ioun@%trie@d fro@e dottor chamber was 0.14 % dose.
In the two first tapéstripsiof the stratu. corngurn ¢ sponéing t&e surface dose the amount was
0.29% ofgh%? dose whilst the T .Oa@” ret@ini in the®kin &@’r tape-stripping and in the stratum
comet&@vere 0.11%@%}@0 0§"%, r pec&\gelyo. e tota] amo@int of radioactivity directly absorbed
through human sk@\gcco@ted @@0.01@ of t&%appd@d dos@corresponding to the sum of the dose

o,

recovered in the g@@eptc%ﬂuid @twea@? an%@ hou@(0.0@’/o) and at termination (<0.005%).
o NS Ly S e
For the higse @ncer@tio{“ﬁhe overall dmount.of ['*C]-BYT 08330 considered to be directly
absorbed %s represented-by théoradioge ivjt reseri®in the receptor fluid (including receptor fluid at
terminagi@i and receptép chan§r). THis ac@lnteeﬁ%r 0.01% and 0.26% in the human and rat skin for
the high dose forrmﬂ@\kion. e ra%acti re ﬁ%d in the stratum corneum (excluding tape-strips 1 &
2) in the treated skigJ3 consi ereds absorbable. Therefore, following dermal application of the
high dose treatigent, the total @sorl%@ze w.24% through human skin and 2.14% through the rat skin.
& B

%gf&@
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Table 7.6.2-1:

[“C]-BYI 08330: Recovery of radioactivity following a single topical applica

of the BYI 08330 at the high dose in OD150 formulation to human and rat

ﬁ@o @@

dermatomed skin preparations Q\ g
& s
ANENSN
High dose formulation (SYP12801) & @
Distribytion of radioactivity (% dose)® & «25@
Human skije{n = 5) | @, Rat Skin (= 5) 5o @Q @
Mean SD fQ Mean = ® SDY é\ﬁ &
Surface dose (Tape-strips 1 & 2) 0.292 0.48 & 132 © 037 @D é}
Skin Swabs (8h) %@ 3.602 SILIE | &2 32 g
Skin swabs (24h) 3 0,34 0,95 % &
Skin Swabs (8h + 24h) 95342y 307 .+ 90%2 @6 208 o
Dose remaining in donor chamber Q. sz@ g}\’O. 1(}3@§ K@.Sl @ | «0.61 .
Total % non-absorbed A 937 D 280 93.84 O1.4¢9 @§
Skin® @}N o N0, 11@ 1 13 &ﬁ "QgQS QS 033 §
Stratum Corneum” N K 0.8 @\ 0.18y @114@ /gﬁ 28
Total % at dose site @ P 023 28 i@\” 189 507297
o S © c
oo d i (@ | Foogp | €0opst| 50325 | sonr
RN . .
Receptor chamber N . A <0Q.005 . <09 9<. Q&S Q0.005
Total % directl @ "
absorbf e L& S .o;?% 001 < ?\z@é {\7\’ 0.10
Total%potentlally\%bso@e O o2 [Y02% [ 249 0.82
Total % recoveryg Q R@ 9621 & 2.65 95.98 0.82
Q
SD stan de‘@uon\ \\ O\ §9 @& %@@
n: nu gn c&lls use@for d&culat@i ©§ @
n after ape- sw}ippnf@pro

@ape strips e@%ud@@ﬁum@

NN

dure
2@'111@31‘6 1de<1§@:[0 be non-absorbed dose.
"\g

\
Medium dose Q\ & é\” @ NS
Following the a]@catu% of t@m d@@e rmt@atlo f [**C]-BYI 08330 to rat skin the overall
mean recoveryof th %o. 7@6 ra %CHV@ recovered in skin swabs at 8 and 24 hours

were 61.94%and 3@1% 3 pec&%ly, the@mou@retrleved from the donor chamber was 0.56%
dose. In@two first t%%e str11§f t atul@cor corresponding to the surface dose the amount
was 8.523% whilst thea joactiity remamn@ kin after tape-stripping and in the stratum corneum
were:4.34% and 1%@% pect@ly 1@ to%amount of radioactivity directly absorbed through rat
skinsaccounted for 3.25%0of t]@apphe@dos@ corresponding to the sum of the dose recovered in the
receptor fluid b@ween 0 an. ho, ) and at termination (0.31%) and the dose retrieved in the
receptor ch; <*§005 e @
S Q
Followi %caho@i of t@ medium dose formulation of ['*C]-BYI 08330 to human skin the overall
mean %@cove@of t as 98.98 %. The doses recovered in skin swabs at 8 and 24 hours were
5;6} % a 45 L3 re@ctively and the amount retrieved from the donor chamber was 2.55 % dose.
§ irst tape-strips of the stratum corneum corresponding to the surface dose the amount was
0 68%-et the dose whilst the radioactivity remaining in the skin after tape-stripping and in the stratum
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corneum were 0.67% and 1.66%, respectively. The total amount of radioactivity directly abs
through human skin accounted for 0.41% of the applied dose, corresponding to the sum of th
recovered in the receptor fluid between 0 and 24 hours (0.36%) and at terminati&l (0.05%).

For the medium dose concentration the overall amount of ['*C]-BYI O8330@onsidered
absorbed was represented by the radioactivity present in the receptor fluid includingor\e@eptp
termination and receptor chamber). This accounted for
the medium dose formulation. The radioactivity retained in the stratuf® corneum (e®g udiap Srips é
1 & 2) and in the treated skin is considered as abso

% an

@ble. Therefey

S

d3.2

S

@b

@

O
<
e\ﬁzd gggt@

in the hum andw@% ski@r

d
@\ ose@g

ctly

@

e, following@érmal%pli ion %&
hroug

the medium dose treatment, the total absorbable (-@?\ 2.74% throh hegian @1 an§3.21°o
the rat skin. Y Q} @ N\ wg@ Q
o S D . N
ST O SN - S
Table 7.6.2-2: [**C]-BYI 08330: Recove ot radigactivity folléwing &ng]e@piapp i tion& o
of the BYI 08330 at the iuﬁ@’ose{ D1 for%ulati 0 hunian rat @
dermatomed skin pre@rati@o‘m @} Q) & \ é\g N §
N 5 %, Q
S & D o & o
& @ Madium dose formulation (SYP12803)  «7
| &  Distriition Gbradigactivigfy% desé)
Q@ | Human skin (n = %) @Q Rat SkirPh = 5
N CMeart, | a:SD Y  Méan & SD
Surface dose (Tape-strj&@ & 29 7 0. 4 046, |« B528 | «.6.08
Skin Swabs (8h) S 56 o @ 61.94 § 11.48
Skin swabs (24h) &Y ¢§ %, A5 “t14 @ 1 ° 3.55
Skin Swabs (8h + ) 93. @4.64@ 15 8.83
Dose remainingdy don@ charmber v 255 . S 3.6 | 0569 0.24
Total % nongaBsorbed o | D624 & 427 KN 7423 13.99
QO O Q
skt O @ > . N @@325 Ol . @34 4.70
StratumBmeum® s b 1% |0 1.8 | Tise 7.11
Total% at dose site,” &y | 2320 213 O 19.96 8.40
Receptor fluid (&@éo h) &\ X Q 0.&?@ v 0.299 2.94 0.82
Receptor fluid t ina% o~ | 0@5 ) (@ 0.31 0.17
Receptor chamber ©° o <0005 Q| <BP05 <0.005 <0.005
Total % digeétly @© Q) \U o .9 <
absorbed § D Q\ O.{fg @ 0.36 3.25 0.96
Total %potentially gbsorbable of 274 =« 187 23.21 8.31
Total % recovery,y < 98.980° | 2.54 97.44 6.60
SD: standard deviatitg S) |, ‘O & S
N.D%not detected § @\ Q §
n: number of ski@eélls used fo 1cu $
‘nu - S U SN
a: skin after tapg-stri p§§g pr ure sy,
b: tape-strip@luﬁ%g nugher 1 &2 whi@re considered to be non-absorbed dose.
>y S
Low d: N)
Fol @pp ication &f the low dose formulation of ['*C]-BYI 08330 to rat skin the overall mean

e

lowing t
(@%ry he dose wa§ 00.06%. The radioactivity recovered in skin swabs at 8 and 24 hours were

68.59%@nd 1.53% respectively, and the amount retrieved from the donor chamber was 1.66% dose. In
the two Tirst tape-strips of the stratum corneum corresponding to the surface dose the amount was 5.57%
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whilst the radioactivity remaining in the skin after tape-stripping and in the stratum corneum were (@% S
and 9.22%, respectively. The total amount of radioactivity directly absorbed through rat skin accounted &
for 12.22% of the applied dose, corresponding to the sum of the dose recovergd in the rece flui
between 0 and 24 hours (10.45%) and at termination (0.22%) and the dose «@meved in the rec@
chamber (1.55%). Q @
% O o 2
Following the application of the low dose formulation %@“@] -BYI 0@30 to hum \I(IH%QI% 0V§1
mean recovery of the dose was 96.04 %. The doses recovered in ski® swabs at 8@nd @our@were S
83.83 % and 0.89 % respectively and the amount re@%%ved from thi¢ donor chan@r was.41 @ dosé:
In the two first tape-strips of the stratum corneu rresponding Yo théysurfagy doséthe amount was

@

2.46% of the dose whilst the radioactivity remai g in the sl@afte&@pe-%lpp and 1&@@16 sm
corneum were 3.24% and 4.65%, respectiv tal ﬁou “of ra e~ actl d1r€§tly at%@rbed

through human skin accounted for 0.56% o he apphe @ose @hesp@admg @’th @1
recovered in the receptor fluid between %%d 24%1 urs 6‘V anid at\termination (< 05 @

For the low dose concentration th Qver ﬁ%amo of®c 10 der to be@hrectly
absorbed was represented by the m\d;@oact@ﬂty piesent ifivthe geptor&ﬂ ineludi recgg@@r fluid at
termination and receptor chamber)~Thigaccoufited fof0.56%3nd 2% the an ahd rat skin for
the low dose formulation. Thleﬁé%fVlty retainedym th%@ orneum (e@udl ape-strips 1 &
2) and in the treated skin 1s%on51@red a@sor@able erefoke, fol@(@lmg @germa] application of the
low dose treatment, the t@@l abs@bab@va@%% through hum, ka@d 225?% through the rat

ki
skin. “ @ & @ \@ é « \@

3 Q &
&  .§ % Y @
S e & F L &
AN 9 & o |9°
2 & S ob\ og %
- & & & o & F
A @\Q% SO '
SIS
9 @ Y (S
SEEN v oSS
o O ¢ .09 o O @
NI R
S\ L ,@ & @
o & @ &S
& s s & &
= NS & &
S @ﬂ&@\ O
@%
@@&\%%é@ §@Q
2 Q
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Table 7.6.2-3: [*“C]-BYI 08330: Recovery of radioactivity following a single topical applicatio
of BYI 08330 at the low dose in OD150 formulation to human and rat dermatomed @6
skin preparations Q\ g
& s
AN
Low dose formulation (SYP12804) &[S
Distribution of radioactivity (% dose) © = @ ‘2”5@
Human skinde'= 5) o, Rat Skin (1%7) \ @Q
Mean SD Q Mean _. @ SD” é\a &
Surface dose (Tape-strips 1 & 2) 2.46 @ 1.47 @4 557 © 55 @B @q}
Skin Swabs (8h) 83. 8.63 @ﬁS.S% ©§9.70 &
Skin swabs (24h) 0. § 1.53 1 &
Skin Swabs (8h + 24h) ®4.72 @ ”\7 7,12 946 v
Dose remaining in donor chamber Q. 4]% %58 %@66 @ | « 1.82 .
Total % non-absorbed Q 87.5% @6.09Q 77.36s © 4,849 @§
Skin® P> 1B 5@5 126 & 42 §
Stratum Corneum® Q54658 | 329 2 2 @ A@ﬁ 22
Total % at dose site o |@ 7 %9 568 | 71049 1 4.637
Receptor fluid (0 - 24h) R g C o7 |© gﬁ ©@ 597
Receptor fluid terminal Q@ 0\& @’ OO <8005 G 22 & | %0.12
Receptor chamber N . ©<O QOS @&0.0QS@ D1. 5@ 2.66
Total % directly @ G
absorbed \@ © 9 §g§) 6 %@7 N ?5@ 2 @ 6.04
Total % potentiallyabsorifable,. © | O3, 4;@ o 0.05.5 | o 2271 6.25
Total % recoveryg c § A0 9694 @% 379 | ©100:06 4.95
SD: standard deviagt o Q & @
N.D.: not detecte @ &\ N \\ & é@ @ §
n: ngmber of s cglld fogpalculdtion q& S §
a: skin after tape-stripfihg préeedur @ N S}
b. tape—stri&s@xcluding nugaber 1 @re cﬁldered@(y) be@@»n abs@ed dose.
o .S 8 § SO
Conclusion: > N

o

> A\
The mean percen o%&Cg 08330 co@ere&m be potentially absorbable over a period of 24

hours from the %)gh 50 formulati on was o and 2.14% for the human and rat skin,
respectlvelyo@géldm@g fac p dif %ﬁc of8.9 K@V@%’i@j@ two species for the neat product.
Do
For the @ um dose dgrmuldtion, the me%a pelgcéntage total potentially absorbable was 2.74% and
23.21% fYor the hu k%rat sk%%? resp@ef Velyleeldlng a factor difference of 8.5 between the two
spe<é\~s for the spraydilu o\ Q §
For the low d@@e fo the n pe%ntage total potentially absorbable was 8.45% and 22.71%
for the hu an ?*at skuﬁpectweeldmg a factor difference of 2.7 between the two species for
the spray@lutl @@
S & 5 &
& SN

-

&
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SC 240 formulation o
@ &
Report: KIIA 7.6.2/02, ;2006
Title: [**C]-BYI1 08330 in SC 240 formulatlon Comparative In vitro [@smal Absorth@Stud@
using Human and Rat skin.
Report No & SA 05255 % § @)@ %
Document No M-269195-01-2 é\a
Guidelines: OECD Guideline for Testing of Chesicals; Skin @sorptlon II@V 1tr@4etho@ @
Guideline 428 (April 2004) ©Q @ é
OECD Environmental Health @Safety PubK¢ations Serw@n tes@g an® @Q}
Assessment N° 28. Guidanc (2.,5\" cument for C@@duct @%Sku@%bsorpg% &
Studies (March 2004) Q) @@
European Commission Qundam;; Doc@snent\ml De«x‘é{%l A@rpt&n - %
Sanco/222/2000 rev. 7, @/Iar&l@%@ﬁ @ @ (g N
GLP Yes S .5 N & @7 o
Material and Methods: & N \\ o %% \@ %, §
Species, strain: Q@Ra Wlsta&% WCGCIOP%@AN&Q @Q é’ Q
Source: © Fra&% KRS @ &
Number and sex: @ 11 males. Q\ @ < N *o
' O O ©
Age: @ \:5%—8 wWeks & @ @ (S @© %
Acclimatisation: S Atdeast 5 @ys & G O
Housing: é é‘/’ire n@%h botfémed stain stee‘l\g?ige ©

. .. 9
Environmental conditiofts;

e
Q@m%& « o@

%em@atu &,

%, @@ %@) Hufidit

§ Wentil “\910 15 air c@nges‘i&er hour

S o gh operlon 12dour light & [@hour dark

Food O N & o, C ﬁed r@%ent d%t AQ4C-105 pbtained from _
o O
(S @J@ %© © ran,

Water: ¢ o %@ %Fllte ted andsoft ed water obtained from the municipal

N NS supply thay Wa@rout ly analysed to ensuring that no
A S &

?amQQnts were prﬁent that could affect the outcome of the

O e Studypy
Test Material: @@Q @ § @5\9 N %@J @© @b
Non—radiolad O &7 .. O Baich;, ®@M26802.
Radiola@d; . ' orireByrosiso
Batch: N N N 2958-2
Specific activity: =, @ Lo 67@q/mg.
Radiopurity: © @\ 99%by HPLC

Formulation: g

£
",
24

THKQ formulation used in this experiment was a BYI 08330 SC
@A0 formulation prepared at three concentrations: neat, 240 g/L

@& Q @© §9 YI 08330 and two representative spray dilutions of 1.5 g/L
S ©@ S ©© and 0.05 g/L), the dilutions containing 0.15% of the adjuvant

<\9 @@ @@ R Mero® (0.3% product).
: @ After the acclimatisation period each animal was killed by

cervical dislocation and a dorsal area of the skin was clipped
and this area removed for use in the study. The skin was
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dermatomed by use of a mini-dermatome (Decadermatgme
microsystem motor, Thackray Surgery, Leeds, UK) tg) tain e
samples of 420 — 510 um in thickness. > v

Human @JQ &@ ©®
Source: _, France @
Number: 13 donors &% O o \:45@
@ @x é}”\ S @@
Test system X @ &

The flow-through diffusion cell (Franz cell modiﬁec@allas Frané@@was used té\\s’tudy@e ab@%t1 -\
of the test substance (exposure area of 1 cm? sk1 A diffusion celiscongsted @ﬁ dondr chamber arfd a
receptor chamber between which the skin was4 osmoned @e r e%tor S Eag\y
(pH 7.4) supplemented by 5% bovine serum glbumin%nd e§am Cin (S%g/L)ﬁe réseptor 2ﬁuld in
contact with the skin was warmed in order toam%g;n th @km °C @ °C (c‘%se &the @al km
temperature) using a water-heated manifgly ‘I% The receptor ch % tent @ere stlrred tinyQdsly
with the aid of a magnetic bar (400 rpn@and@mpe@i ﬂQw rat@f 1. S’m /&
Q & v DR @
@ S EEIAN @' S

Skin integrity UGN N @ @Q N %
The integrity of the selected skm%mpﬁﬁs wa§msse by@eam{ taldenﬁal water loss

ab, Cort

@
(TEWL) from the stratum com gﬁ’e orimetey pro{gf 1 exJe ogy, Hadsund,
Denmark) was placed securéiy on g&he top &e chepto%;ell and the a@@é}unt of wate@r 1ffusing through

<
the skin was measured. \@2 N @ § FEN $ §
Treatment: é\’ ¢§ %\ é & o\
ess skin sample %th a pipette at the rate of
atiogg. H

The dose prepara s were ap;@d toqg’e sp@thl@ s
approximately /e pr(@%d skni%&re&%r boil&conc@@@ uflan and rat skin preparations

were tested sindUltan @sl v

g YO K @%\a §© ©§ @
Samplin 9 @ @’
The reg’@r fluid pa@g th@gh tl@é tor c@berwﬁs cokﬁ}cted in plastic vials held in a fraction
collector. The frac@collgﬁor start afte@k)se agphca@ for each group was complete. Samples
were then collec%@hou&gr for dur&t})n Q&@’e exp@lme@ (24 hours).

o S &
At 8 hours @t ap}@catl(@ th §k1n was S\;g%@ed \g[h freshly prepared 1% v/v Tween 80 in PBS
(phosphat@uffered salingy usi po walgs, in order to remove and retain the non-absorbed
dose un@o radloactn@@y W etect Wit@ G%%%—Mﬁller monitor. At the end of the study (24 hours
after_application), ﬂ@b treated skinycell ed prior to the tape-stripping. The tape-stripping
prosedure involvedthe @ﬁ icgtion of ¥ona, adhesive tape (Monaderm, Monaco) for 5 seconds
before the tape ygs carefully r&move(@gal the direction of hair growth. This procedure was continued
until a shlﬁppea@yce e vi epidermis was evident, which indicated that the stratum corneum
had been ove@Th ape-strips V\é collected into scintillation vials. The remaining skin was
removed@nd ta@ for @nalysisyThe receptor fluid remaining in the cell and outlet tubing at the end of
the exgg: me §§amed@>r analysis. The diffusion cell components were also retained and washed
|

w1tl®ae w%@mgs §1 or mass balance.
&

O
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Radioassay: o

The amounts of radioactivity in the various samples were determined by liquid scintillation cpu‘/ﬂgfng.Q

Samples were counted for 10 minutes or for 2 sigma % in an appropriate scintillation cocktai@sin a

Packard 1900 TR counter with on-line computing facilities in which quenchirégﬁects were determyg

using an external standard and spectral quench parameter (tSIE) method. Efficiency correlation Gurves

were prepared for each scintillation cocktail type and were regularly checked by the\@e of C]«gg@

hexadecane standards. The scintillation counter was re rated whena deviation reateg\than@ @

was observed when counting quality control standards. The limit of déection was t@gen t@ tw@e the é
S &

background values for blank samples in appropriate @‘ntﬂlaﬁon cacktails. é\g R e
@ 9’ S SN
Findings: Q@ Q} @ @Q ©\© Qs@ @@
Q @ o, %
& & = SN

@’\ >
High dose % @ b@ © @& <\ %
Following the application of the high doslg}&»mﬂ‘i%on%% 14%%1 330 tQwat skin the O@rjall an
recovery of the dose was 92.88%. Th@&adio@ﬁvity@cove@ in skin swabs at@and:24 houss were
87.69% and 0.28% respectively, an ar&&mt r@evee@om donghanier w 50.18% dose. In
the two first tape-strips of the stratutn corn&irm corsesporicing e s@ce @ the ou%@as 1.84%
whilst the radioactivity remaining% thegkin a%@r tap @rip Qg an(&@the eatu rneuty were 0.07%
and 2.54%, respectively. Thel an@%nt of r dioa@avity@ect@bsorb thr@gh rakskin accounted
for 0.29% of the applied ddse, carrespo g ta the spm of the dos&%’%cg’)v@ed in the receptor fluid
between 0 and 24 hours (6229%)and q%%rm on (<0.005%) a@e d@ retfé@ed in the receptor
chamber (< 0.005%). %\ S o 6@} S W N N

> S QAN

Following the app@?tior@f the@h d@@ey fon‘ﬁ%ﬁ %f [1@]—BYI<?83%2$0 human skin the overall
mean recovery £the %@e W@WZO@%. he. dose&rew@@?ed i@kin s@yabs at 8 and 24 hours were
91.28 % and i@ % pec@rely @ th f@iounf\g%trie@d fro@\e dottor chamber was 0.05 % dose.
In the two first tapéstripsiof the stratu, corngurn ¢ sponéing t&e surface dose the amount was
0.25% ofgh@@ dose whilst the r; .Oa@” re@ini in the®kin &f@’r tape-stripping and in the stratum
comet&@vere 0.20%@%}@0 0§"%, r pec&\gelyo. e tota] amo@int of radioactivity directly absorbed
through human sk@\gcco@ted @@0.10@ of t&%appd@d dos@corresponding to the sum of the dose

o,

recovered in the g@@eptc%ﬂuid @twea@? an%@ hou@(0.0@’/o) and at termination (0.02%).
e NS Ly S e
For the higse @ncer@ﬁo{ﬂle overall dmount.of [*C]-BYT 08330 considered to be directly
absorbed %s represented-by théoradioge ivjt reser®in the receptor fluid (including receptor fluid at
terminagi@fi and receptép changr). THis a@lnteeﬁ%r 0.10% and 0.29% in the human and rat skin for
the high dose forrmﬂ@\kion. e ra%acti re ﬁ%d in the stratum corneum (excluding tape-strips 1 &
2) in the treated skigJ3 consi ereds absorbable. Therefore, following dermal application of the
high dose treaz@ﬁt, thi total @sorl%@ze -QM .41% through human skin and 2.90% through the rat skin.

%gf&@
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Table 7.6.2-4: [**C]-BYI 08330: Recovery of radioactivity following a single topical applicatiop, - S
of the BYT 08330 at the high dose in SC 240 formulation to human and rat @ IS

dermatomed skin preparations Q\ g
& S
@ Y
(SN
High dose formulatioiﬂ%YPHSO@) O ¢ \245@
Distribisflon of radiogstivity (% dose) @Q @
Human skih (n=15) Rat Skin@n = 59§>9 é\a o
Meaw) SD & Mean © S P @Q}
Surface dose (Tape-strips 1 & 2) @ 0.22% @°1.8z§ 4058 | &
Skin Swabs (8h) 8 @ g769° \© 1.%@ &
Skin swabs (24h) % 0.09¢° | 805 @@8 @6 (VN P
Skin Swabs (8h + 24h) o137 | 133y | WB7970 | (213 4 .
Dose remaining in donor chamber D07 D 0.0 0.18 ) 0.2@ @§
Total % non-absorbed <Y ~91.67 D13 D 8998 1.75 §
Skin® @ ~ o, S} %9 N S q
Q 5 O.gw Q\ 028, ¢, .07@ 07
Stratum Corneum”® &© o OJ1 O\L? @@ 250 S l.Q:Q@
Total % at dose site N o] 31O | &31,9 1 I 136
Receptor fluid (0 - 24h) Q@ \% 0°0.08» &@0.1 92907 | «0.45
Receptor fluid terminal =, q %02 OQ ©<0.005 Q0.00S
Receptor chamber & é @@ @005 U <0.005 > <0:005 _ D <0.005
Total % directly "~ SN FSN
Tl S o ©§ 040" 5014 | %.%9§ 0.45
Total % potentia@ahsofﬁfabl@ g 641 & 039 |0 290 1.60
Total % recovesy o 2> 92.080 | .80 < |  92.88 1.12

SD: st rd gviation™ & AN & N N w
N.D.:pot deeted © O K@j (;@&9 ©© ©§
n: pumber oP skin Célls uspd fo%alcuon >

2«skin after tap trip@g pr ure SSHPN
@;Qtape-stripqs @%ﬁlgﬁ@)numb rl @Q Vghi@§ are Gonsidefed to be non-absorbed dose.

O &\§90\© v\,\éx S
Medium dose @@Q QN X %@J

Following the@pplic@n of-the m@&m @956 fi ulatt§ of ['*C]-BYI 08330 to rat skin the overall
mean recovefy of the doseOvas {NGVVhe @ioac@ity recovered in skin swabs at 8 and 24 hours
were 71.75% and 6.74% esp@vel@@ d the am&g@t retrieved from the donor chamber was 0.15%
dose. h@ two ﬁrst,{gﬁe—str@ of th stra@n eum corresponding to the surface dose the amount
was %)6% whilst th@adio%tivit@emai@g in¢ht skin after tape-stripping and in the stratum corneum
werdv0.95% and 9%3%@5pe@wely. The toggh amount of radioactivity directly absorbed through rat
skin accounted@gr 1.49% of the a d , corresponding to the sum of the dose recovered in the
receptor ﬂu@etwe%{b a§4 heurs (1@7 %) and at termination (0.26%) and the dose retrieved in the

N
receptor c& be%@.l@’/@ )
@ @ © §

Follow&?g th@pli jon gif@le medium dose formulation of ['*C]-BYI 08330 to human skin the overall
m@&eco&%y of fthe dase was 94.73 %. The doses recovered in skin swabs at 8 and 24 hours were
9046 @ d 1.16 % respectively and the amount retrieved from the donor chamber was 0.11 % dose.
In the &o first tape-strips of the stratum corneum corresponding to the surface dose the amount was
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1.60% of the dose whilst the radioactivity remaining in the skin after tape-stripping and in the str
corneum were 0.47% and 0.87%, respectively. The total amount of radioactivity directly abserbed &
through human skin accounted for 0.07% of the applied dose, corresponding 4o the sum of g dose
recovered in the receptor fluid between 0 and 24 hours (0.07%), at termination{<0.005%) andthe Q@
retrieved in the receptor chamber (<0.005%). @ @

=N @@

For the medium dose concentration the overall amoun”C] BYI @?930 consid tmge dlrﬁy

absorbed was represented by the radioactivity present in‘the receptwuld (includiag re@ at é

termination and receptor chamber). This accounted f@O 07% and 4,49% in the @han and rat Qkin f;

the medium dose formulation. The radioactivity %@xed in the stgum @prne (ex*dmg tape- st&ps

1 & 2) and in the treated skin is considered as abgorbable. Th@%for @01]0 ing déx al @%wa of

the medium dose treatment, the total absorba¥ . le Wa@@ 41 éﬁ@irou@iﬂhu Ty Skl 1'RN76% fﬁrough

the rat skin. @ @ oy S <\ o
% & S & e

Table 7.6.2-5: [**C]-BYI 08330: Rec@wry oi\sadlo@tlwt %llo ga smgle t@ical @pllca§|

of the BYI 08330 at e‘ﬂgum @ge n@c 240<\fprm1®ﬂon hu and Qlt
dermatomed skm@@t‘,pal%lons»\ ©

S %
@@[@@@@@@)@@\

@

@@ \w\’ @ 7 Q¥ediur doﬁ@ormula‘uon (SYP12808)
5 % @) & Digributidn of raag oactigity (° o dose)
2 © @? @éfumgn skin (n = 49& QNRat &gm (n=15)
Mén @ SD | ““Meany SD
Surface dose (Tape@@rlps &2@ @60 339 q 9&% 12.25
Skin Swabs (8h) & 0, @8 06 175 26.92
Skin swabs (24 < 146" 42 244 Sh4 8.82
Skin Swab @x of  9ghe2 @ v 78.49 19.44
Dose rernal g mﬁgnor«;@@lmber & dles 17 4 0.15 0.14
Total % fion-absorbed 2 N [ 933V |5 47 87.70 17.65
Skint/ < & & S | oew O o 0.95 0.84
Stratum Corneunabdy <> A S N0.8% | 43 9.33 18.54
Total % at dosésite & > U 13 N 179 10.27 18.24
Receptor fluid (0 - 240)° S @@' : @7 @g 0.04 1.07 0.99
Receptor flaid termimal & " O] <00 <0.005 0.26 0.51
Receptor chamber S ® R @@O.Qé <0.005 0.16 0.31
Total %directly ab@)rbedf\Q @ o 097 0.04 1.49 0.84
Total %o potentiall:absarbable. & Q41 1.77 11.76 17.96
Tatat % recoverys &) ..'0 o7 [«294.73 4.70 99.46 7.34

SD: sta@d@rd de\%tlo @ &@
N.D.:qa0t de &Ied & )
berwef Is used for @lculation
a: Qﬂn af@tap @ripp' procedure
@ape@ms exc uc@number 1 & 2 which are considered to be non-absorbed dose.
B

SR
L@ose 2 © N
Fol owﬁhe application of the low dose formulation of ['*C]-BYI 08330 to rat skin the overall mean

recovery of the dose was 94.15%. The radioactivity recovered in skin swabs at 8 and 24 hours were
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73.57% and 0.76% respectively, and the amount retrieved from the donor chamber was 0.29% dosg,<In
the two first tape-strips of the stratum corneum corresponding to the surface dose the amount wag @%@
whilst the radioactivity remaining in the skin after tape-stripping and in the stratugn corneum wege.60%
and 6.73%, respectively. The total amount of radioactivity directly absorbed th&pugh rat skirkacco
for 6.99% of the applied dose, corresponding to the sum of the dose recovered in the recept fluid
between 0 and 24 hours (6.70%) and at termination (0.29%) and the @ﬂ% retrleved @the @gcept&@
chamber (<0.005%). ¢ o g}g @\ o &@
wermed® . S
Following the application of the low dose fonnulat@ of ["*C]-BX] 08330 to h@&an skih theveralh
mean recovery of the dose was 94.90 %. The (@recovered inskingwab 8 24 hours w@Qre
78.67 % and 0.92 % respectively and the amou trieved fr@i the d@nor @ was &@O ‘Vse
In the two first tape-strips of the stratum co igum ~ D esp&@mg f“&?the &: se the amotint was
3.64% of the dose whilst the radioactivity remammg n the skm@er t strlp@’ng @stra fum
corneum were 3.41% and 7.82%, requ&%ely\ e b@g amo radi 1V1ty
through human skin accounted for 0. ?@/o of the ap@d d%e co@spoﬂdgng t@ﬁe s of dose
recovered in the receptor fluid betw a&&% h@rs (0@%) %&tem@@i 10@ @) and the dose
retrieved in the receptor chamber & 05 %). \ @ %@9
S
For the low dose concentr' th %‘/erall@jmm@t of i@C %@Q 083% co@der to be directly
absorbed was represented bﬁ\the g&dwact@y present %the reertor{?rfhd (mgluding receptor fluid at
termination and receptor dmmbef) Thi wied f r 0.24% and Qﬁ % @he hunian and rat skin for
the low dose formulatlon\T};§dlo t1V1ty @% the@%a cornetim (e@dmg tape-strips 1 &
2) and in the treated n is@gpnsideréd ag absorlgable. refof®, folldwing dermal application of the
low dose treatmen@ﬁe t(&al abs@abl@/as 1@7% th ou%@@luman skm@nd 16.32% through the rat

skin. N~ 3 A S
@) \ AN AN &\ @ @ R
@© @6 ©) & K@j@%\a & §@
AN . & O
SRR TP R
NP N Ry
FEFLE s
> & & 5 = &
QS b LS
o O ¢ .09 o O @
A N
S\ L 4+ 9 @
o & @ %
@7 o Q\ &@Q\
> %@@o@’ Q@@
S @ﬂ&@\ O
@%
§\%Q§y §@Q
2 Q
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Table 7.6.2-6: ['*C]-BYI 08330: Recovery of radioactivity following a single topical applicatio
of BYI 08330 at the low dose in SC 240 formulation to human and rat derm{gt«&ed IS
skin preparations Q\ g
& -
S R
Low dose formulation (SYP12809) &[S
Distribution of radioactivity (% dose) © = @ ‘2”5@
Human skinde'= 5) o, Rat Skin (1%7) \ @Q
Mean SD Q Mean _. @ SD” é\a &
Surface dose (Tape-strips 1 & 2) 3.64 @ 1.64 @ 322 ©| 1%6 @B é}
Skin Swabs (8h) 78. 2.00 @73 5@% £.4.08 g
Skin swabs (24h) 0: 5@? @7 029 |¥
Skin Swabs (8h + 24h) 2959 o 2 & 74,53 @ 404 o
Dose remaining in donor chamber Q. 2% %27 N@’29 @ g\ 0.58 .
Total % non-absorbed A 834 9@ 1.44Q 77.83 ©73.48Y @§
Skin® & U 34 5 k@ 2 agd & 40 §
AN . D
Stratum Corneum Q| 5788 | Qs @én @ @218
Total % at dose site o |@ 11"2@ 18 | 87930 O 1477
Receptor fluid (0 - 24h) X 4 C ody |© &@0 ©@ 327
Receptor fluid terminal (& . @’ oo L5005.< 19 & | ©0.05
Receptor chamber v ©<0 QOS @§O.OQ5@ . ©20.003 0.005
Total % directly Q. L9
absorbed \@ © D §§§) 4 %]*7 N %L @ 3.29
Total % potentially-absorBable, © | ©11 4@ 935 o 1632 | 329
Total % recoveryg NS wi@ 9490 < 1.68 | O 94.15 2.18
Q
SD stan de‘@uon\ \\ @ §9 @& %@@
m: §fn célls use@for d&culat@i @ S @
s in after pe-str ppm@proc%ure N
&b@gape strips e)@&udn@mm@l & Zthcg%are deﬁg@?o be non-absorbed dose.
Q\ N é\’ = & &,\ & Ry
Conclusion: @’ S

The mean per@ntage@ﬁ14

hours from ¥Re highvdo

respectlveal% yielding a fattor eren

For 1;1{9 medium do@ fon@glatlo@the
11.7%6% for the human rat §kin, re
species for the @ﬁay d11 Q@

For the 10

for the@

the spn%y dil

Q@

2

wion

@
<

&

Y

S
s

1at1

deof 7 @ etwé@h the two species for the neat product.

ectl

&

n51d§d toe§ potentially absorbable over a period of 24
Was @41% and 2.90% for the human and rat skin,

@an Qentage total potentially absorbable was 1.41% and
ﬁ, yielding a factor difference of 8.3 between the two

ution.
@
iz§m1 n, th@mea@ercentage total potentially absorbable was 11.47% and 16.32%
rat s@n T

@ctlvely, yielding a factor difference of 1.4 between the two species for
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I11A1 7.7 Dislodgeable residues @ @

S
IITA1 7.7.1  Dislodgeable residues - foliar S @®

Dislodgeable foliar residue studies were not performed because the estimatiofpof worker ex&)sur%
acceptable for re-entry directly after the application when the spray depom%las dried. D@ed § ©
calculations are presented in section IIIA 7.5.1 N NS
& & E S e
I11A1 7.7.2  Dislodgeable residues - soil & @Q Z § S &
No EC data requirement (the OECD point concerneﬁ%ls not covere@)y Q%part an E pomt @Cord{@
to Council Directive 91/414/EEC. Hence, data/d@ments do m;c need@» be %}%n ée@ «:05@ @@
\
N I
IITA1 7.7.3  Dislodgeable residues - 1&001‘ @rfa&&re-@atl @Q 0N @ % o

—_

No EC data requirement (the OECD pom&%nce@é@d 10 co§

to Council Directive 91/414/EEC. Hen@; data7ﬁocu ts d% otn
SERE R ¢ & N

IA17.8  Epidemiology O & - = @' @@ S @

No EC data requirement (the O (% p&gﬁﬁ coq@ne @ered@t@ or @t of @EC p(}nt according

to Council Directive 91/414/ .«(\ . Hexqce, ta/doc@ents@o no rj© d E%be

we

s O o @ < N
IIIA17.9  Dataon %rmu@nts@ @ < e § < @\v\,@
R
The available toxicolagical d@%for &ch fo@ulan@@e p@nte th&safet \(@a sheets and they are

included in the ‘Co ent1a@1f01@at1c%@ § S O

@D
I1A1 7.9.1 @?ate%ﬁ safety d\ita shee}for %ch f a§ N
Safety data s}@ts a<§ ncl (@d 1n the ‘Co%ﬁdenﬁ% 1nfat1

IT1A1 @2 Avalligﬁle t@col@al data f‘*each@orn@dant

All information rel@mg to@?e cofpositian of t&%formglatmn&s confidential. Therefore, it is submitted

separately in the @nﬁ ntial i rm&t})n @ S
@

IIIA1 7. 10@@1)0@@“1@1111&%%@& sg@etyé
No EC ﬂc?@equlrement (the D o@ cprf@kme,gg@ not covered by or part of an EC point according
to CounGl Directive &@414/@C Hence, (@/ d@lments do not need to be submitted.
Q> \
1AL 7,11 O%er/sﬁcm@studw@

No other or s;@@fal s dle@e b%;sc?@@éons@ered necessary or have been conducted.

N @
&§%@©§’©



	Related-Files
	Navigation
	Previous
	Next

	Summary of acute toxicity

