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IIIA1 7 Toxicological Studies and Exposure Data and Information on the Plant
Protction Product

@

& &
IITA1 7.1 Acute toxicity 5 Q\ 903
BYI 0260 SL 200 g/L (spec N° 102000021884) is a soluble concent«%@ contamm&@OO@L
BYT 02960. S
3 o & 2
. . A N o v
The toxicological results were as follows: @ @% é\y \\ @Q
X Q RS S
Study/Parameter Species (sex) oSResults o &%ﬂefere@:es
N 000
Acute oral / LDsy (mg/kg) |Rat (Female) {;@ cutoff 2 3 O‘Q mgf kg
@_})Q
Acute dermal / LD g & &
cute derma 50 Rat (Male & > 2080 b
(mg/kg) Female) % LI@é & mg?@g %
& r\
. . 1 =9, 483 F
Acute inhalation/LCsg Rat ( ) a
1@: @2 =389 <

N} \J,
Acute skin irritation E&%;l@)ﬂ@ @@ot i@@ant @® §© C. (20M)

-37Q881- Okl
N G
o LRa o < - HC (2010
Acute eye irritation o (F%a o> ]@t irritén Q 64 5{@0 11
Skin sensitization test, > us SN M. (2010)
LLNA inmice (> Fe@% © Se@@ﬁm% O M 5%9808-01-1
=3 @
Therefore, acco hg e C\class%ﬁcat@n crltﬁg§ (2@/59/@ Dig 1ve) the formulation BYI
02960 SL 20 a&mﬁ@d 3nd gmuld » labgg%d as follo .
«t@; SEES) %@
S}@bols 0 danger % <\ Xn, @rmfu@’ @ @
@ $ @7 Xi, Irritan> - SO N
&Rlsk phrase\ \Q %, R0, H&l@lful bv?ﬁmha@ on
§ Q. @43 %ﬁy c@e sgﬁlzatlon by skin contact

9 @ 5 B
o oY . ¢ & & &
1Al 7.1.19 Aciite OAé@to%@ty , S

@y

Report: @ @IM@J/O@ Bl v.. 2010

Title: BYI g%o %% 200 @@ - fi@te toxicity in the rat after oral administration.

ReportiNo & ATE5943 R o
DocumentNo @ |M-385422-01-& &

Dates of work @ Eeb 0322010 to
M

03,2010 2

Guidelines: @, @@ Régulatigir (EC) No 1907/2006 (Reach)
§ @@ OECB:Suidelines N° 423, (2001)
& @ @Q EC®irective 440/2008 Method B1.tris
> 5 ER®’OPPTS 870.1100 — 712-C-98-190, (1998)
GLP Q Yes

Material and Methods




a . Page 6 of 53
Bayer CropScience 2012-02-29
Tier 2, IIIA, Sec. 3, Point 7: BYI 02960 SL 200, Spec. .No: 102000021884

The formulation BYI 02960 SL 200 g/L, a brown clear liquid (batch number: 2009-001253) contained
the active ingredient BYI 02960 at the nominal concentration of 200 g/L (199.8 g/L certified by

analysis). @ @

The test compound was formulated in tap water; the administration volume was 10 mL/kg @ Thg@j
test material was administered first at a single dose (2000 mg/kg) by gavage fasted fe e@é @r
rats. As no compound mortality occurred three additional animals were treatéd with the s me dose.

s 68 e
< Y O\ IS
Table 7.1.1-1: Acute 0i§?toxicityi fémale rats < Q\ t0\9@ &@
. X 9 O & 0O
Dose Toxicological Duration & signs @et of death O LD ff @
findings* fte@@%ys)@ &(mg/kg w&}
(mg/kg bw) @ B e A 2 &
N S I N
(1% 2000 0/3/3 Sahesh O &y 0 & @0 <
4 >
(21) 2000 0/3/3 0 Sh-ay b - O L &
*number of dead animals/number of @mls@ﬁth c;]@fc %@sﬁ&@ber ani@% tested. O
. TS
. N %
Findings Q @ \ > Q\ @b < @Q S
e 2 & & HSs o0
- Mortality: no death occurredl O @Q @ & é

- Clinical signs: decreased m%’tlht nd tésﬁp a@%trem@were%bse .9 &

- Body weights: there wege no %}qcolog@cal @cts bod)@vﬁelghf&or b&g w%& gain.
N

- Necropsy: no particudar fin \ o % o
@g@ @ § < § S o ©_°
Conclusion & \ RS \ Q © A @
Ny @ O

The acute ora @%50 @ off@f the@rm%éﬁt)n Eé“l 02§0 SL@O g/ﬁ”ln rats was greater or equal to
5000 mg/kg bw SRS

P ol e e@
Accor to the E ass tio rlterla (2003759/ Diregtive), the formulation is labeled as
6 0 he B Saspfeiton Ficra gy

follows:
X S

Symbol of dange@one& ST S é\ %

Risk phrase: N@e @

Accordmg@le (ﬁ{S §t rm;\the @rm@tm@Yl 02960 SL 200 g/L should be
ranked as\"Categor 'O@an gssificd”. @
5 QT8

g
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IIIA1 7.1.2  Acute percutaneous (dermal) toxicity

Report: Ki111A1 7.1.2/01; | v., 2010 .
Title: BYT102960 SL 200 g/L — Acute toxicity in the rat after dermal application. 5&%‘9 A
Report No & AT 05944 Q\ @
Document No M-385421-01-1 A@ @ &
Dates of work February 03, 2010 to 3 . S

February 17, 2010 N @ &
Guidelines: Regulation (EC) No 1907/2006 (RE@CH) w Y N O\«@ é\f

OECD Guidelines N° 402, (1987) @ &S @ W

EEC Directive 440/2008, Method B K o § IS

EPA (OPPTS 870.1200 — 712-@98-192, (1998) > R O A
GLP Yes o) N o & KN ~ N\

O \®)
@%@U &9° @Q} %\@ %@’ 6\ \%@ :§
Material and Methods o %@ g}ﬁ @j& b@ § & %
v © R S >

@,
b@' 20Q9- 0012 ined

um
E/L @9 ied by
@’ K

The formulation BYI 02960 SL 200 g/I{%ﬁx whn clear 11qu1®( a§
the active ingredient BYT 02960 at e n&fmnal c@hcex@tlo

analysis). @Q
\ @
ale

One day before the start of the@eatmg% the@ack ank; of % @d 5 al Wlstar rats were
shorn. They received a s1ngl§‘}ermal\dos 2000 1 g/kg%w 0 wxe liquid test @mpound applied

semi-occlusively. After an expo &@Of hour@ﬁhe fi%ng da @énd e gauze strip were

removed and the treated&l%)a was nsedyvith §1d water us&g soapand 1y %&nng the area dry.
0, & &)
é\” “§ % \ Q é& &\

SRS
§y Tab®7 1@ Acute de@lal t.}fa <in ratsg

Dose "I%cho@glca Du@lon of set @death LDso (mg/kg bw)
@ 6 Q ﬁn(@gs*ﬁﬁi@ @%\sig §ft@‘ (days)
@(mg/k@bw) F 2 A S T L &
\O f’% %&’ /@7 D N
Males | 20000 | 005 o O % LY - >2000
Female 2&5’5 %/O/@\\o\ @ O S -- > 2000

* number of d@d anl@s/nu@\her (g;%lm@s w1t6@hmc$1gns/number of animals in the group

& o & @ & O
Findings D Q

S SR
- M\tahty no death ocdurred. @ Q @
- Clinical s1gn§@10 ngca igns weTe obs@ed

- Body wel : thege 0 toxﬁ%’olo al effects on body weights or body weight gain related to the
test cornp@gnd S

- Necro@y rt1c%lar ﬁ@gs at the end of the study.
@@
& @

@
&
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Conclusion
The dermal LDs of the formulation BYI 02960 SL 200 g/L. was greater than 2000 mg/kg bw in rats

&
According to the EC classification criteria (2001/59/EC Directive), the formulation is laed as§

follows: S @
Symbol of danger: None @,Q S ©®
Risk phrase: None L
S 9 & 2
According the GHS criteria, the formulation BYI OZ@SL 200 g/@hould ber ed a§\ @Q @
"Category 5" or "Unclassified". @ @ § é\g &
@ N o R 9 &
= R o & & <
& <~ @ R 9O 6 @
IIIA17.1.3  Acute inhalation toxicity ¢o rts ° Q@j %\ v 6\ > §
- Q (0?»@ I > §

Report: KITIAT 7.1.3/01; ﬁzol@@ g © 7 O & &
Title: BY1 02960 SL 200,84 - Atute inhalatiqiytoxicity; in ra@s IS
Report No & AT06016 o N 08 O O S & 8
DocumentNo  |M302826:01-E2 o5 & & & & & o
Dates of work February 09,2010 6@ ™ NSRRI

March 042010 & & O & &© O LS
Guidelines: OECD 4@@(19@7) Vo Y MRS %

Directite 92/ 9/EE nne %V - hod &@(1

US EBA O lQ ealth ffect Guld@ne @98)\&

Japan MA%F N0t1 at Lo No(iﬁ Ng@an 8147 (2@4)
GLP Yes

@
@ @ @ é\f
Material and Mﬁds.@& \® § @@ N @

The formulatio&B 960 SE 206 g/L q%rown&‘}ear 1%1d ch num@ber: 2009-001253) contained
the active ingpedie YI ©2960 Gt thé&norm@?f’ congentra; of@00 g/L (199.8 g/L certified by

analy81s) @ % %@’@ % @\ @ @ é&w

<
Three @%ups (1 co@ol a@Z treated ups@of e mal@ and five female Wistar rats were
acclimatized for a@st 5 Qa S p@r to tl@ltm%\dnd housed aﬁh}lwdually

Two groups of 1@? ls/ ) weréexp to a mean liquid aerosol concentration of
1.956 mg/L 7 4 ﬁtes‘t‘&u stang forup to.4 hours using nose only exposure system. The
ute @st sybstanceg;was respirable to rats.

liquid aero 01 generated
The ob?@non perlo as t@weel@ § ppearance and behaviour and the body weight of each rat
0

were exathined seve tlmes day po@ and at least once daily until the end of the study.
x> %o
S @ @ Q §
Findings: @ Q&
Table 7 1 }@ C@actﬁs&f the@%leved atmosphere
Q A@tual Mean mass Geometric . .
Respirable fraction
concent %entlﬁ@on Aerodynamic standard (% <3 um)
gg/L) Diameter (um) | deviation (um) 0 "

2;@ 1.957 1.66 1.69 87.1
5.600 4.483 1.97 1.78 77.2
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Table 7.1.3-2: Acute inhalation toxicity — 4 h exposure to aerolized test compound

Ne Actual Toxicological | Duration | Onset of LCso (mg/L)
group/sex | concentration findings* of signs | death after (14 da @
mg/L days (days ys) o
(mg/L) (days) ¥s) N @f S
1/m 0 0/0/5 -~ -- S o QQ
2/m 1.957 0/5/5 0d -7d - v
3/m 4.483 2/5/5 0d -6d 1d-2d <},Cso male> @3 @Q %45@
1/t 0 0/0/5 - \g@ — I'ECso femalg™3, 4%6.1 &
2/f 1.957 0/5/5 0d -7d A EY 9 2
3/f 4.483 4/5/5 0d 34 1d-3d9 v K©

* number of dead animals / number of animals with e%mcal signs /leb% of anmqals che gr@ﬂp &@

9
Mortality did not occur at a concentration of 7 %JL (@p %Whlls@O %&ortal\%/ at @? test
atmosphere of 4.483 mg/L (Group 3) was Obéf @ @j& ©@J @, &
Shre ot ol S @a
The rats that died showed findings tha‘swv re sugges\‘ﬁwe of@onspe&gﬁc @te% t0x1c it nd
emaciation as cause of death.
The rats succumbed on post expos @éfd psy ﬁ?ﬁﬂm th ts Wthh died
showed findings which were sugges edema ﬁ@ causg of d age c@l%hts were
decreased and reflexes of some graup Z@ats weye no@orm he fats d ed@» lovOmg reversible
clinical signs: Bradypnea, lab@ured *breathiffy pag@ns ‘@eathl 1rre oer@glon cyanosis,
motility reduced, limp, gait gﬁ&egg}d nelal discharge s%rou Qlose ‘@th re¢ encru@tlons nose and
muzzle with red encrustat%ns nestrils redg crust@fions and thermta. Ompost exposure day
8 all rats were without cligical %igns. Oferall 1gh%susc&@fblllt h@@@ma@ats is apparent.
O . i
Conclusion é\g ¢§ ‘”\9 @ §© O & §\
In summary, afte ala@n the%at su@staneg (neat@t art@@?e) pFQved ave low to moderate acute
toxicity in rats, Bor @femal&rats@ghe ap%cmma@ LCsoQal $'3.496°mg/L. For the male rats the

sQ
LCs value 1sate€r@1 an «:ig @83 mgl.. & @ ©© @ @
Accordi % o the Co §Dlr@ 20(@/59/ C, t @ st %@Ele should be labelled as follows:

A< Symbol of @nger
- Risk phr@g HQ'ﬁnfu@y mh&tlog\ﬂ (& %

According the (@IS %I‘l e fg)@nulat@n BY@OZ%@SL 200 g/L should be ranked as
"Category @ ©® Q)

NN®) %
A1 *@7 4 Sk @grrltaf%n @ S

Report: ~ [KHIAL qjﬁ/o@_ ,2010

Title: @° BYI 02960 SIZ200 g4. - Acute skin irritation/corrosion on rabbits

Report No &> %%A 08,
Document o 0381-01- k)

Dates of wprk o~ | Eebruary'23, 2010 to
< ¥ Feb@@?% 2010

Guidélines: @) @%\ OEED Guidelines N° 404 (2002)
Q0 L Directive 440/2008
Y EPA OPPTS 870.2500 — 712-C-98-196 (1998)

GLP Yes
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Material and Methods

The formulation BYI 02960 SL 200 g/L, a brown clear liquid (batch number: 2009-001253) co@i‘nedb
the active ingredient BYI 02960 at the nominal concentration of 200 g/L (199.8 g/L cegti\ d l§§
S)

analysis).
@ @ @

One day before the test, the fur was shorn on the right and left side from th&orso—later 1%reao&§he
trunk of each of the rabbits. 0.5 ml of the pure liquid test substance was Qplied first t@e skin of 15
female albino rabbit under a gauze patch. The treated skjm,area was approximately of\6 cm? After,
exposure period of 4 hours, the dressing and patch wefgremoved a e treated@a carefdlly @
washed with water. As no skin reaction was observ&d the test wagycompleted g{gg add@%()nal@

animals exposed for four hours. @ Q& &© @© @
R
The individual findings of the treated skin area¥at the Vari® obsgrvati@@, timare sg%ma&'@ed in
Table 7.1.4-1. K O o &N S
Q @ X @% v @y AN
Table 7.1.4-1: Irritant 5 the S0 Exp §4 S & &
able 7.1.4-1: Irritan ects ( € Sk n% os&{ve. %@urs) [(\@
Animal 24 h@ &%ours@ 720h®\4/1\rjsv éﬁ‘[eanﬁq; Re@nse Reble
K & bvw’| & g @y
Eryth d S S Iy S
. rythema (re ness? Q 0e o N 0@@ Q0 @@ @@ 0 na
and Eschar formation g %, ¥ S @ é [ h® “«
Oedema Formationgs . K P Q M) &J 06 & - @) na
Eryth d @ |9 N 9
2 rythema (e n%@j © O@Q §O NS ‘”\9@0.0 $ @y\\ﬁ na
and Eschar form th?{é & S R@ ®) S
Oedema Ff%@lation@ Q0 g @ w\g\ 0 O @» &\ - na
h SRS @
O e@‘edr@_) & = 0 Y & o 00 - na
and }g\@har %matlon & D & %,
Ocfidma %ﬁnatig\g@ Yo & . #)) @Q 00 @0 - na
Abbrevie:ti@: No positive responsg; héan scm%g <2 :b o7 (@,
Q\ Pos.itive r@@nse:@%ﬁ SCO =+ @ Q@ N
& na : not@y 1ca:bl® @% Q Y, Q
Findings S SN O & >
L & .
N A Q@ QO @
There were no s@em@rwlﬁce r@tim&v IS S
v O & .9 o O @
Conclusion © © @© Q\\ § @@\ @é

Under o %{periment@@cond@m, the for@latior@YI 02960 SL 200 g/L is not irritating to the skin.
According to the @clas%iﬁ ation criteria QZ@/SWEC Directive), the formulation is labeled as
follpws: v O Q@ @
Symbol of danger: Nod® <’ Q

ymbol of danger: No Q) o

Risk phrase: @ﬁe . - @@

§ % RS @
According the (@ criteria, ge forimulation AE 1887196 SC 200 g/L should be ranked as
“Uncla@ed"@ ©

S
g o &
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IITIA1 7.1.5  Eye Irritation

Report: kimA1 7.1.501; [ c., 2010 PN
Title: BY1 02960 SL 200 g/L - Acute eye irritation on rabbits. \@ @§
Report No & ATO05812 > o2 S
Document No M-364511-01-1 S LR
Dates of work January 26, 2010 to & N
January 29, 2010 = 9O & 2
Guidelines: OECD Guidelines N° 405 (2002)? o & S @ @
EEC Directive 440/2008 R 2 & S
EPA (OPPTS 870.2400 - 712@%—98—195) (1998). S) R i @%
° D
. S N
Material and Methods @) (O %
% & @ 9 'S @j
The formulation BYT 02960 SL 200 g/ g, > ban cl@r liquit 1@(ba %u - 2@9 -004253) ned
the active ingredient BYI 02960 a u‘ e n@mal%@pnc @atloﬁ% 2(@vg/L @ L ce@
analysis). @ D
Q @
The test was started with one gf thre@é@mal@bm@abb 1 1 of 1@ p test substance
was placed into the comunctﬁ@l sac'®f 0 neseye aftéPh av1i§g gen u d the away from the
eyeball. The lids were gent hel@g:oget forébout ane second %@rde; @pre@nt loss of the test
compound. The other e , ne untr&ated erveds«a cm@rol e eye was rinsed
approximately 24 hours ol stlllat @ne h a er treatiient ng;severe irritation was
observed two further@bblts re t@a ed @s esc é& &\
The individual ﬁﬁx@&he &P&a@ed Syes aﬁ@e Vaaias og@rvat@a tlre summarized in Table
7.1.5-1. % @ §
@ O O @%\a &
& A S §
S & & @ © & & \
AN o . O SIPC N
PFOUFSITEE S
@ 9O g © o .0 @
Q0O S & b
O o K & o
) O @% y %
@’ 2 Q SIS
> N AN
N % @ >
O NS
¥ N
N N
SECSIV N
& o
% Q
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Tier 2, IIIA, Sec. 3, Point 7: BYI 02960 SL 200, Spec. .No: 102000021884

Table 7.1.5-1: Summary of irritant effect

Observations 24h 48h 72h Mean scores Reversible
Animal 1 (24-48-72h) (days) @ ©©
Degree of cornea opacity 0 0 0 0.0 (-) S na %Q\ g
: S 2
Iris 0 0 0 0.0 (-) L na IS
. . _ °\
Redness conjunctivae 1 1 0 0.7 () \ 3 f\@ § %
Chemosis conjunctivae 0 0 C 8 0.0 @% nd, o é\a
e @ R @ @
@ \? v é
Observations 24h 48h @ 72h %@n scores versi@ § &

- ©) @
Animal 2 ) m% Q- 45g2h) (S (days) &
Degree of cornea opacity 0 @J 0 Q &})g( ) Qy K\na %@@ A

; R
Tris 0 & o o] &7 fg*().o @y [ S m S N
Redness conjunctivae 1 d% @\Ud Q@ 0.7@; o @z}’ @& ‘
Chemosis conjunctivae é\? \\O S 0&6 &ﬁ ) O g\% na §
@ VR Q
S N & & > O L & _
Observations @ 24Ky ‘48h 72h @ Me@ore R sibqu\i/d

- D 13- SN
Animal 3 _ o 9 & O % hs-726) ©Qdays)

Degree of cornea opaciQ® S 0 0 & ) @% 0.045) © @)
Iris % (é% &@ @5% @ o R0 ( )\ 1 ©na
Redness conjunctivae U 9 :§ 2 @;§ fg@% 3 (2, \)@ 3
Chemosis co@mcti\/@&@ @ 0 ~ S N0 D 0% -) 4: P na

=
Animal 1, lhpa.: %c 1@% adheredito corggg and C@]unctlva

na = not able C& o @
> ﬁ\') @ -
Respo & co ealopacit n@a score (- ) 22<3 = (+), >3
F < &

+) N
@ @ TritisQ) @) ﬁ@gan scorgs) §1 =(; @ ® >l<2@(+) =2=(++)
& @ Cgﬁﬂnctl %rednes mean %{ Ques <2 5 ) 22485+
o onjuncta% oed can $edres <2 @ > +
S & @ & S

& Q
Findin@ \@ @ N @“ @ ~ S
There were no rel ant g em@tolemce r@‘uom@ >
@ Q @ ?@5\9 o\% @ @
Conclusion @ ©© @ N © @ @ v
Under our &xperlmental c@ldm@s thg;@rmu(gﬁon @ 02960 SL 200 g/L is not irritating to eyes.
@
7 <’ &
Accq&dlng to the E@" clas%ﬁcap@a crl®’1a g?I/SWEC Directive), the formulation is labeled as

follows: @
Symbol of dan@er None < @

Risk phrase;None % § Q

Accordléthe @”s c@@rna,@é for@nlatlon AE 1887196 SC 200 g/L should be ranked as
“Uncla &

N N
< &£ s

&
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Tier 2, IIIA, Sec. 3, Point 7: BYI 02960 SL 200, Spec. .No: 102000021884

IITA1 7.1.6 SKin sensitization

Report: KimA1 7.1.6/01, | . 2010 5
Title: BY1 02960 SL 200 g/L - Evaluation of potential sensitization in the local @ Q
lymph node assay in the mouse @ ‘v
Report No. & SA 10101 I e
Document No. M-368808-01-1 v N
Dates of work March 23, 2010 to < Q ¢ %
@\9 \ 3 o
March 31, 2010 @) & S
Guidelines: O.E.C.D. Guideline 429 (2002) Q@ @Q § o, &
EPA OPPTS 870.2600 (2003):5 © S O 4
@) S Y
GLP Yes \O@ N 5 o \& ) A
Material and Methods °
@ %\ @ 6 §

@
The formulation BYT 02960 SL 200 g/L, a b@wn@%ar h@ud er @09 (3@1 533%sontai
the active ingredient BYT 02960 at the Qﬁpmm@’ co& © f %OO %@ (199 ® g/ rtlﬁ
analysis). & .
\
Twenty-five female CBA/J mice WC@%HO ed to@gr ?%of ﬁ%
- three groups received the tes@lbstance at a conce tratlo f 25 %n vehiole Q,I‘%O%,
- one positive control group @zcelv@o%@ha— qe ylc §‘ 101 86- 0,
batch N°: MKAA2596) iftvehicle,
- one control group recel%d th&vehw@?l% Rl,urom@Amd &92@ r&waterf@

O N
The test substance and tb@ vehicle wer&@applisd on égterna@surfaéés of %%51 25 pl/ ear) for three
consecutive days (Da§§ﬂ0 1 2) aythe a@rop cpr@ntrmons On 23%@ the cell proliferation

in the draining aug@r lyffiph gs was me@ed by 1ncor@)rat1@ of tejtiated thymidine and the

obtained values w useédgto cgl\ lifera‘uonO es. @@ @ @@
O Ve 0L N

Findings Q (o8
O S able e7. T2-1 Resultéof ﬂa@@ohf@atmnﬁssay
D -STES; v @ W Stimulation
R R
@\Jroup © § @ SR ©\ Index Values
%\I @ Test Gro@ Narfie -
umber _/’x SR O S RN
FYESdS (SD)
@ 9O g @ @ o @
) SIS @@ O antrol & -
S\ § ‘V@k%lem@mug%@c Acid L92%
& 2 Q IS
J 2y Y102960 S 5900 /L at 25% 13
N * § @\ in 1%8aquedus Pluronic Acid® (0.2)
S @ A
3.9 A > %@1 02960 SL 200 g/L at 50% 2.3
N in I % eous Pluronic Acid L92® (0.7)
S S
NERS & BY102960 SL 200 g/L at 100% 3.0
SF @@ @ %> in 1 % aqueous Pluronic Acid L92® (0.8)
N KO
% j s < HCA at 30%
9 in 1% aqueous Pluronic Acid® 6.4
(3.1
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Tier 2, IIIA, Sec. 3, Point 7: BYI 02960 SL 200, Spec. .No: 102000021884

No cutaneous reactions were observed in the vehicle, reference control or treated groups.

The stimulation index values of the test substance were 1.3 (£0.2), 2.3 (£0.7) and 3.0 (£0.8) at @
treatment concentrations of 25, 50 and 100%, respectively. @
The stimulation index value of the positive control alpha—Hexylcinnamaldehyd% was 6.4 (£3.

1 o
treatment concentration of 30%. @,Q a ©®
Positive lymphoproliferative responses (SI>3) were noted for BYI 02960 % 200 g/L at é% &
concentration of 100%. 0 & é\ﬂ
v @ é}’ N

. Q @ NS S
Conclusion @ Q@ Q C:§©
The formulation BYT 02960 SL 200 g/L was found.tQ '- a slight- @smé)ng fo&‘@llaﬂ& n in th ocai@
Lymph Node Assay. Qo?(@ \ Q & @

LN

According to the EC classification crlterlaéﬂﬂlléﬁEC @Qﬁectl@aéj t @, rn&@tlon l}lalgté\ﬂ as
follows: % Q%%a @ Q @j @&
Symbol of danger: Xi, irritant N > % @
Risk phrase: R43, may cause sensmz@ﬂon K}skm@nta & ° é\ﬁ %, §

S

\ Ro é\ﬁ < S}

IITA1 7.1.7 Supplementary i@leesgﬁor cggbmanon plgﬁ pr&@gl@md@cts
Not relevant: the formulation is ngrec@lmm{;@d to@com@p?ed le oth€? plaptprotection

products. Q@ \& 7og g@ @Q O A

Y

N
& Q N . .
IIA17.2  Short-férm e@;‘m%%’%ud®§ 6@ &S S $

. N .
Not required by Re v\‘guon @”07/@99 @ § é\g\ Q é& &\
S © § N W9 @@ g @
ITIA1 7.3 @e or ex«posu&e N N () §

@

‘BYI 02960 Sk 209@7@5 a whter softble c%ncent@e co&@imn§ 00 gZBY1 02960/L. The proposed use
is as an insépticide on h%)s an%@t %pph@lons @“BS@ 0296@%L 200’ will be achieved via field
crop sg@ers broadc 1sted@ayers and@ ha@eld@vlces in greenhouses. Water will be
the dlluent/camer@all c@ses %ﬁge i rm@n %men@ operator exposure is summarized in
table 7.3-1. & %\ v O
& & S N

& S O @
Table 7.3-1: %@pllcatﬁm ngl\@nete&%for BQXI 029%%SL 200°

% Appl@tlon@ %@x noz\Q:f) Spray volume Max dose rate
@ op P techbique pligition (L/ha) (g BYT 02960 / ha)

Lettuce (field) %FCS@J %) °~J 500 — 1000 125

. Hops o> BAA KR Al 2000 — 3000 150
Lettuce (greenhgise) HH-GH @ L 2 500 — 1000 125

FCS = Field cropsgprayer. A goadc&g\&lr assiStd sprayer, HH-GH = Hand-held application in greenhouses
&7 o
N

Considergtion o@sOEI@; @
The p@)se&}OEL%gfor 02960 is based on the NOAEL from the 90-day dog study (NOAEL:
12 @kg @day)@ 0 a So\sgtment for oral absorption is necessary. Including a safety factor of 100 the
AOEL arfidunts to 0.12 mg/kg bw/day.

Consideration on dermal absorption
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Tier 2, IIIA, Sec. 3, Point 7: BYI 02960 SL 200, Spec. .No: 102000021884

Dermal absorption data are available for BYI 02960 from in vitro studies with human/rat skin and
from an in vivo study with rats (see IIIA1 7.6).
Derived from the results of these studies it is proposed to use 22% and 15% dermal absorptj to &
calculate systemic exposure of BYI 02960 from the concentrate and the spray dilution, respectly. Q
N &@ S
Consideration on estimation of operator exposure estimates w O\Q
Operator exposures to ‘BYI 02960 SL 200’ during the intended tractor n%unted grq}m&oq%@spr%@
application in the field as well as during broadcast air debisted applion to hops %@1 bi&tim@ﬁi @
using the EU wide accepted German model' as well as t}YUK—POE M2 $¥ 9 S

@ N) N ©)
In addition, the exposure scenario for the greenhou@ applicatio@ﬂs estimated @h th@Gr@@%ou%s
Model’. Details are presented in IIIA1 7.3.1. > @@f @ & o @&
\% , @ SR TS A
. . . % v % N R
The results of the exposure calculations are s@m‘-ar@%d m@{g 16@7@%_2'@@) @Q « %
% o
¥ @ K >
Table 7.3-2:  Predicted systemic exposur@% a @ﬁaorti&%f th@OE&% . § . @j §9
Crop Model ©Y PE . ° - tal systémic expysure >¥% of AOEL?
@Q 54{ . & %g/ /day. @ %
S T s B SRS 2 R
Lettuce German moddl & !;gyPE” §] < &\\)0.0 ©® @Q S 18
(field) @@ " ith P &@ &2 000102 O S <1
UK-POEM & NoPRED ¢ [§& 07769 65
& O @Q F@ o « So.00683 @&@ 6
Hop Germandodel ®oPPEY O 0.0155 &) 13
%\9 @’@ "\9@ ; % DY é %0 N
4 @] WithRPE? & V0475, 4
QO Z
S U@POE@@D N $PP@§ é@ @& o.(y%@ 38
O RN G “\With PP § 0Q15 15
Lettuce IS NMow &dps © No @1) © S @-00321 3
I | : .
(greenhouse)¢, (standard s@lan% V@xPPEZ@’ @ I~ 0.00090 <1
0\ e,
Cow cr NoPPE} O [ v 0.0929 77
'S @(an§ @@%.”& IS
(thlve scgnario) o With PPE & 0.00316 3

N2
#BYI 02960: AQEL = 0.12 mg/lg bw/da¥x, Q Q S
1) One layer of typi@worl@}ar (e rous@nd a Iong sle@@d shi well as sturdy foot wear

2) In addition to t@pical wétk Wear($ee 1) p@tectiv@ovgs a2 Wom@@iring mixing and loading as well as when handling
contaminatfﬁ@lrfaces. Q \\ NS @\

3) Instead oﬁ%pical work wear spray @t tros as, @ectig&gthing have to be worn. In addition protective gloves are
worn g mixing/load@ and @)licaﬁo é N
> N N

%o %y @ (o Q@ @

S ¥ & Q

“ . @ 4

©@

A

1 @ehn.; W@?}hal, Dy Kieczka, H.; Krebs, B.; Locher-Bolz, S.; Maasfeld, W.; Pick, E.-D. (1992): Uniform
inciplé¥for Safeguarding the Health of Applicators of Plant Protection Products (Uniform Principles for Operator

Prot ns); Mitteilungen aus der Biologischen Bundesanstalt fiir Land- und Forstwirtschaft, Berlin-Dahlem, n® 277,

1992

Scientific Subcommittee 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 2007
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Tier 2, IIIA, Sec. 3, Point 7: BYI 02960 SL 200, Spec. .No: 102000021884

Assessment

The results of the exposure calculations reveal that the situation regarding operator expos@ is &
favourable with the intended spray uses of ‘BY1 02960 SL 200’ in all crops. ®\ Q
& s

Field crops (tractor mounted ground boom application) w s @
With the German Model operator exposure to BYI 02960 is estlmated% be 18% o@%e @osec@
systemic AOEL when assuming that no PPE is worn?@)nmdermg model px@}mte{%yste @
operator exposure amounts to < 1% of the AOEL.
With the UK-POEM the predicted exposure is estlm@d to be at of the prog ed s&em &O
when no PPE is worn. Considering PPE model pted systemlc pe et ex@&ure@mounts to 6 of
the proposed AOEL. C& o @@r @6 §

o & & @ ¥ Vs D o
High crops (tractor mounted air blast apph&atlon)@ @ Q
Using the German model estimated sysgmlc Qg%rato&%&pos@e to @I OZ@% ao&gunts for o 3%

of the proposed AOEL if no PPE is @n Q‘&ﬁmdeg\\ﬁ& PP@%S vggﬁ@ cog@po@ g ex: Sosure @tlmate

accounts for 4% of the proposed Al § © @)

With the UK-POEM the corres@ndlr{% ﬁgu@j am@nt to% 15 of t@ prcr%)sed AOEL,

)/

respectively. Q@ R Q@’ @ &@ @Q& . @ (ﬁx
o & s @ 2 o
Greenhouse applications © @ '

The exposure to BYI 02960 &}rm hand cat1 ttuce fﬁ\ﬁgreaﬁmses was evaluated
using data from a nu@er of@xpo@rﬁ studies w ar%\mma@zed é\the “ enhouse Model”.

For the “standar sce@lo 1m%w erops (with on%@hgl E@ co @ treated foliage) predicted
systemic operaéﬁ re for he s%gnan@ﬁo P{;E amounts t of'the proposed systemic AOEL.
Assuming tha prot&we & ves are WOI%Whel@land«@ig th@once@ra‘ce and during application, the
correspond%?g exposuresgstimate, c@s for@\fl% 0 % pose&@’ystemlc AOEL.

For th@@tenswe” SC&%I‘IO ith direct c&n@act \@ treated fol@ge) the use of “no PPE” results in an
exposure correspo@mg t(&ﬁﬂ% éothe p@pos@OE@ Wlth&ﬁpproprlate impervious trousers as well
as gloves durmg@xm%oadl@dnd @pphcaé@l the predigted systemic operator exposure amounts to
3% of the propgsed s@ml@ OEL@ ©\ o «§

Based on t eQSe resul% th@ is \una \tabglsk cipated for the operator with the intended uses
of ‘BYI 82960” if adequate W@ clotling (@4 one\ﬁyer of work clothing (e.g. a coverall)) is worn.
However, accordlr@o od obeupatignal hysiene appropriate PPE should also be worn (i.e.
prote%ﬁve gloves ci?ﬁhng@xm ~and lodding @vell as when handling contaminated surfaces).

In greenhousesgyvhere dlrecl%%:ont 1teated foliage during application may occur impervious

trousers and Vexﬁfrec erided. @
@ SRR & ©
SR 4 O
N S <
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Tier 2, IIIA, Sec. 3, Point 7: BYI 02960 SL 200, Spec. .No: 102000021884

I1T1A1 7.3.1 Estimation of operator exposure without personal protective equipment

A. Estimated operator exposure during the intended ground boom spray application of

‘BYI 02960’ to lettuce in the field . IS
N
The followin S (@®
g assumptions have been made in calculating operator exposure @cordlng to th Ge@
model and UK-POEM: % § @@\ o
- < < DN &
Work rate: & @ < Q\ @ &@
German model: 20 ha per day g @Q %@ > é\” e
UK-POEM. 50 ha per day @ Q& @ R @© @q}
Maximum application rate: 0.625 L ‘BYI 0 SL 200\( 1%5@%YI @960/@) %) @}
Minimum water rate: 500 L/ha « @’ = %@’ 6\ \% g§
Operator clothing : One layer 69 typ&@l wo@%ﬁweaggﬁe 2. A over$ as&Well s%dy foot
wear &% \ R % Q> S @j @§
Dermal absorption: & \ \ 6 & \© é\a s §
-BYI 02960: 22r %Egcon@@trat@ld 15% for thiin-y$8dilution ©
Standard operator body weight: ®\ § @Q S %@)
German model: kg@ @@;p ©© @@ &© ©© @@ N
UK-POEM. @ 60ke o T o4 > o SIS

N T AV 2
The calculation of the %@ﬁmate@ope@g%r @%u@ waS@mde %§ tw%@dlte@lves regarding the
personal protective eq@,{gpme PE)5 Q @ \ Cix
-no PPE: @ disr aré@ the@reco@en@om on th&abel&no personal protective
S @Jmmg ?sec&when@and]@% thQ un@ted product and during
©© &apphc%tlon&% @, &
- with PPE@ @,@ gl&@s dur%g nsﬁmng é;é lo@hg @Well@s when handling contaminated

N surfac% @ K @ @7
N NS
S & s @5
It should be noted@g thi ?elec of @%ec‘q& mea@ures 1@‘[ intended to be a recommendation as
the required PP%%her%landgg ‘Bé@?oz 607 SL 200" Itydoes not consider specific requirements,
@ m,

which may e@st in 1V1 er @a‘[es @dm@ PPE can be used to further reduce the

exposure oﬁ@ opefator.. © 5N
@ @ @ &’ @®
S @ RS
Corresp&mg exposure estu@tes are su i@ris@in the following tables.
%o N S) @ @ D
@ o N
@° N
s A &S R
@ < Q" & ©@
N
@ O

S O
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Tier 2, IIIA, Sec. 3, Point 7: BYI 02960 SL 200, Spec. .No: 102000021884

Table 7.3.1-1:  German model: Predicted systemic exposure to BYI 02960/no PPE and with PPE

Operator exposure estimate: German model. Tractor-mounted/trailed boom sprayer: hydraulic nozzles

Product: BYI 02960 SL 200 o
Active substance: BYT 02960 a.s. concentration: 200 [g/1 or kg] @ ©©
Formulation: Liquid PPE during mix/loading: Respiration: None N o
Dose [l or kg/ha]: 0.625 Hands: Glove@ @
Work rate [ha/day]: 20 PPE during application: Respiration: Nox@ & @
Body weight [kg]: 70 Hands: GIgyes 5 @
Inhalation absorption [%] 100 Head: %one @ @\ 7
Dermal absorption [%] 22.0 (concentrate) Body: %, andard protecti\@covgra@ 2
15.0 (dilution) © 'y NN
X @ O © - @
Calculation of route exposure: (@ @ @ {:\\” é
Specific exposure a.s. handled NEstimated exposare |mg/kg bw/day, % Q
Route [mg/kg a.s.] [kg/day] No PPE Redl@sgon factor, @@PPE < ©) n@
Y 7 Q @ I 7 Inhalatio
Im= 0.0006 2.5 00021 @,\ 19\@ @0,00 &@ll)ermﬁn@@
DmH) = 24 25 % 0.086%° NI v, 0.00 °*d M = Mixoading
Ia= 0.001 2.5 Q 0.(@036@4\9 $0 b@ 0. 36 & A = Agplication
Dac) = 0.06 2.5 90214 .0 0.00214 H s °
Dam) = 0.38 2%% o\@% @ Q0.01 @000136© (@Zad @&
Da®) = 1.6 28 0.00286 6 045 o ©0.002§@ B = Bod
@ S w -, ) N >
SN s s & °
Absorbed dose: & S 72 ° ?ﬁ) P]{E@7 @ @ &{h PP
|, Estimrated @ Syst OFEstimatell & L\9Systemic
Route %sorﬁ@n [%}@@route@sure @ ex @f é@mute%ﬁsure S exposure
<D S (kR bw/day [0 [m@w/day] [mg®pbw/dafl,  [me/kg bw/day]
N N >
Dermal: Mix/Loading 8 @& 0.085%p4 S 00187 D 0.00p857 0.000189
Applicgti(@ ) .0 0018571  0Q02786 \\ 0.805136 0.00077
Inhalation: Mix/Loadting % 0 §‘§ 002 @ 0.000021% @0021 0.000021
Application © 100 Q .00003 C5@,000(@6 o 00036 0.000036
S IS Hotal =| N0.021A3 & 0.00102
& o« N
SO YN 8 e
(CIEENN A N AN & %,
o & S &Ly &
S & O N e S @
A Sy
.9 %, % @ @
> o O & & N
A 2 .9 & O v O
A
FUEFSE S
5 & & & .=~ S
Q N} (&) D <
o O & . QO @
N
AN L 4+ 9 @
5 & ¢ &
& S Q
NN RN
B R @ N @ @
S v o N o
@" N >
s A& &8
@ < Q & ©@
& &S
O Q
{x’ O @ o
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Tier 2, IIIA, Sec. 3, Point 7: BYI 02960 SL 200, Spec. .No: 102000021884

Table 7.3.1-2:  UK-POEM: Predicted systemic exposure to tebuconazole/no PPE and with PPE

Application method Tractor-mounted/trailed boom sprayer: hydraulic nozzles v o
Product BYI 02960 SL 200 Active substance BYI 02960 @ 6
Formulation type water-based v a.s. concentration 200 mg/ml N §
[Dermal absorption from product 22 % Dermal absorption from spray @ 15 %
Container 5 litres 45 or 63 mm closure ¥ @ @ @
PPE during mix/loading Gloves v PPE during application GloveS@@, - @
Dose 0.625 l/ha Work rate/day 50 ha °
Application volume 500 l/ha Duration of spraying%% 6h § § 7@
F °
) N N N
EXPOSURE DURING MIXING AND LOADING v @ (@) Q\ V\g@ &@
Container size 5 litres & @Q ?”\9@ @ @ @
Hand contamination/operation 0.01 ml @ N ®) Q @ (5&
Application dose 0.625 litres product/ha % Q N & & Q) @
Work rate 50 ha/day Qy @@ Q @ @ @
Number of operations 7 /day Q‘? @,\ N \ 'y @
Hand contamination 0.07 ml/day % © e @ Lo %@ 6 N RS
Protective clothing None Q @ R &Gloves qo ¢§
Transmission to skin 100 % Ko @ @' @-’ & % °
Dermal exposure to formulation 0.070 ml/day %% . @' \@ Q O‘QS ml/da@ @ @j @&
> ©)
DERMAL EXPOSURE DURING SPRAY APPLICATI o\\ @\ &6 & BN @y\g Ko §
Application technique Tractor-mounted/trailgdipoom s%yer hydfaylic no 7 2, @3\9 @ @ @
Application volume 500 spray@ K . @ @7 @ @ @
Volume of surface contaminatiol 10 mI&, @’ A RS NN @ @Q @ 7,
Distribution Hands ‘é '%nk egs 6 ®® @) ® Q) N
o 5%, =M% @BH @ Q& IS ,®©a) N
othing N@ Pgrmeable Permeable (o3 & @ Gloves Pe ble ) Permeable

Penetration 149 % 5 % & R @ 5 15 %
Dermal exposure 6.5 Q& &5 ml/h@ @65 o O.% 0.375 ml/h
Duration of exposure @ 6 h© @ N R 6 h@ Ko
Total dermal exposure to spray ~ 41. S%ml/day S @ 6.450%)/day §

ABSORBED DERMAL DOSE&’ Qr N AN

S O
Mix/ load pph% @ §g @ Mix@ad /%plication
l/day Q

Dermal exposure 0 07 0 . & 0.004 @ 6.450 ml/day
Concen. of a.s. product@ray \ 0 25qng 1 N @ @ 20@@ 0.25 mg/ml
Dermal exposure to 3 D 14 ooo & 10. 3w§may AN § 0.70% 1.613 mg/day
Percent absorbed @22 @ % %’ @ @ 2 15 %
Absorbed dose o & . 080 ¢, 558 m%}l @@ % 0154 0.242 mg/day
. @ U
INHALAT, XPOSURE DU@% sm@fmG @ & N
Inhalatio: osure ml/h % @ o o\©
Duration of exposure NS 6h R
Concentration of a.s. in sp§\ A 0.2 'ml °\© @5\’ & %
Inhalation exposure to a@ % 0.0 g/day R, 7, @
Percent absorbed @7 °\ @ @
Absorbed dose @ ©© P15 nu{dgﬁ) \@ R @ «@j
PREDICTED EXPOSURE @Q S Q 9 @ i
0 PPEQ A & @ With PPE
Total absorb & 4.653®ng/da}@ 9 Ry 0.4109 mg/day
Operator bgdy weight °N kg @ N 60 kg
Operator exposure @ %)776 m% bw/d@ O\@ 0.00685 mg/kg bw/day
-~ S
N N RS
. @ &@ @ &©
AT N
S N g
N
%o Q
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B. Estimated operator exposure during the intended tractor mounted air blast spray
application of ‘BYI 02960’ in hops

s
The following assumptions have been made in calculating operator exposure according to thegcrmal§
model and UK-POEM: @b &@ S
@ - N
Work rate: &% . O § \245@
German model: 8 ha per day @ @& %\ \°\ @@ @
UK-POEM: 15 ha per day X Q o » & &
Maximum application rate: 0.75L ‘BYI 0296®L 200’ (= &9 g BYI 029@&21) R ©© @Q}
Minimum water rate: 2000 L/ha @@f @ & e
Operator clothing: One layer of t Q7 ical work @1‘ (gg a c%{erallgas \yeisL?stur oot
wear Q) @@ é\g @g @@}’ @Q > N
Dermal absorption: N Q(fj%” o «Q . @& @j @§ o
- BY102960: 22% fé%ﬂthe &%cen&.&}% and 5% @tbg ifduse dilution §
Standard operator body weight: @ g& w\g@ \& © ‘”\9\ o~ é\g S)
SIS R O
German model: 70k . %, RN S @ ©
R > O OO s
UK-POEM: QU ktey & O S Q o © N
& N ¥ S @ @ (S D«

The calculation of the estﬂnate opera@ exp sure )%gs m for\q@vo a@ema‘uv@s regarding the

personal protective equiprfient (P@) @Q . § @ @go\?
- no PPE: E’sre he @%atu@% 0B the ldbel, LO) personal protective
equ@mer%&s u@d wl@n h&ﬁihng Ghe @adilu@%} product and during
NS
@ licatiop. @ © @ N @
- with PPE: @ \g Ve&%urgig mn@&@j@ an{*l»oadm@ as 1 a@en handling contaminated
Y
@ @ stg\g@tes O « & @ S @

2 @ N @’ @ >
It shou&@@e noted that @w s?tlon@protectwe k@easu?i@ls ng\mtended to be a recommendation as
the required PPE v%%en h&g ing ‘BYI @60 °§) 2&’ It &065 not consider specific requirements,
which may existJy 1n§v1dua emb‘&r ste?i?@: Ad@lon‘PPE can be used to further reduce the
exposure of th(% c%)erat@ @ @@’ @\ o @@ @j

Q Ny

QO
Correspor%ng exposure @[lm \areagged i@e following tables.

2 @ N
< S &@OQ\
= N S & &
S ¥ & Q
N N
S D § %
&§ Q Q S ©@
&5
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Table 7.3.1-3:  German model: Predicted systemic exposure to BYI 02960/no PPE and with PPE

Operator exposure estimate: German model. Tractor-mounted/trailed broadcast air-assisted sprayer

Product: BYI1 02960 SL 20

Active substance: BYT 02960 a.s. concentration: 200 [g/1 or kg] @ ©©
Formulation: Liquid PPE during mix/loading: Respiration: None N o
Dose [l or kg/ha]: 0.75 Hands: Glove@ @
Work rate [ha/day]: 8 PPE during application: Respiration: Nor@ & @
Body weight [kg]: 70 Hands: G@és 5 @
Inhalation absorption [%] 100 Head: %one @ @\ 7
Dermal absorption [%] 22.0 (concentrate) Body: %, andard protecti\@covgra@ &
15.0 (dilution) © 'y NN
NG @ O © ] @
Calculation of route exposure: (\Q @ @ Y S
: S S O
Route Specific exposure a.s. handled NEstimated expos%?:/[mg/kg bw/day@ % Q
[mg/kg a.s.] [kg/day] No PPE Reddgion factor, with PPE , ©) . @
(@' v D ) 1 =]Inhalatio
Im= 0.0006 1.2 0001 @,\ 19\@ @%O \© &@gemﬁn@@
DmH) = 24 12 0.048% NI v, 0.00 °*d M = Mixoading
Ia= 0.018 1.2 Q 0.0@309 A $0 Qp o. 09 A = Agplication
Da©) = 12 12 @9206 @Q Q@_o & 0096 é H s & ”
Daan = 0.7 12,5 oo D012 0.01 Q00012 (@Z&id @
Da®) = 9.6 12 0.00823 6 045 o ©O.0082$9 B= Bod)@
@ i v, Q AN >
NS S & S & & S
Absorbed dose: & S @% ° ?ﬁ) P]{E@7 @ @ &{h PP
% | Estimated Syst@g OEstimatell . Systemic
Route sor;@n [%}@@route osure @ exgosure é@mute %ﬁsure S exposure
<D S (kR bw/day [0 [m@w/day] [mg®pbw/dafl,  [me/kg bw/day]
N S 2 ©
Dermal: Mix/Loading S @0.041 10y %.00@ %.0004@ 0.000091
Applicgti(@ ) .0 0.0408 . 0-0Q¢1 \\ 0.0289, 0.00434
Inhalation: Mix/Loadting % 0 §‘§ 0. 1 @ 0.00001 %Y 0. 1 0.00001
Application 9 100 Q 0309 S ,&QOOZ»O% ,,0.640309 0.000309
S IS Hotal =| 0155 & 0.00475
S
SEESR N & 2 @
O S YN S e
@) @\ S N N & E)
$ &0 O« > &
(N 2 & o @
& & > @ 4

S v O QS
§ RENIIAN > é@
o N .U O .0 @
Q O © SN NN
O 9 KN &£ @
=) N @%o@ %
@7 °\@ Q @ N
S A\ N @§ JQ
> S SN <&
N (g @\ Q&©
s &
&@ %%gf § N
@Q Q & ©@
> O o
s &
{x’ O @o”\a
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Table 7.3.1-4: UK-POEM: Predicted systemic exposure to BYI 02960/no PPE and with PPE

Application method Tractor-mounted/trailed broadcast air-assisted sprayer: 500 I/ha v o
Product BYI 02960 SL 200 Active substance BYI 02960 @ @
Formulation type water-based v a.s. concentration 200 mg/ml N §
Dermal absorption from product 22 % Dermal absorption from spray 15 %
Container 5 litres 45 or 63 mm closure ¥ 6 @ @
PPE during mix/loading Gloves v PPE during application GloveS@S - @
Dose 0.75 l/ha Work rate/day v 15 ha @ °
Application volume 2000 I/ha Duration of spraying % 6h Q § 7@
Ve v ° o
) N N N
EXPOSURE DURING MIXING AND LOADING v @ (@) Q\ V\g@ &@
Container size 5 litres & @Q ?”\9@ @ @ @
Hand contamination/operation 0.01 ml @ N ®) Q @ (5&
Application dose 0.75 litres product/ha % Q N & & Q) @
Work rate 15 ha/day @@ Q Q 2 @&
Number of operations 3 /day Q‘? @,\ N \ 'y @
Hand contamination 0.03 ml/day % @° @ Lo %@ 6 N RS
Protective clothing None Q @ R &Gloves qo ¢§
Transmission to skin 100 % Ko @ @ @'-’ & % °
Dermal exposure to formulation 0.030 ml/day % R @ \@ Q 0‘&5 ml/da@ ©) @j @&
> ©)
DERMAL EXPOSURE DURING SPRAY APPLICATI o\\ @\ &6 & BN éﬁ Ro §
Application technique Tractor-mounted/trail roadc&&alr—assiﬂ@ sprayeix300 l/ha% éﬁ @ @ @
Application volume 2000 spray@) . S 3 S @ &
Volume of surface contaminatio: 400 mi, A R NN @ @Q Q %,
Distribution Hands ‘é '%nk egs 6 § @) ® Q) N
0%, < B% @B%Y @ L l®§)
Clothing N@ Pgrmeable Permeable (o3 & @)QGloves Pe ble é Permeable
Penetration 149 % 2 i% & . @ @ 2 5%
Dermal exposure 10 5 ml/h@ NY S 5@ 5 ml/h
Duration of exposure @ 6 h© @ 6 N
© § S s% LS %>
Total dermal exposure to spray \121 2%ml/day 5.200%)/day @
'S @ S
ABSORBED DERMAL DOSQ @& @ %, Q S
Mlx/load @ pph g @ @ Mlx@ad /%plication
Dermal exposure l/day @ & 0.002 @ 85.200 ml/day
Concen. of a.s. product@ray \ 0 075 r%hﬂ °\ 6@ 0.075 mg/ml
Dermal exposure to @ 6. 000 G’% 9. 09(&@@ § 6.390 mg/day
Percent absorbed @ @ O @) % %’ @ o 15 %
Absorbed dose (O 20¢, 364 m*y @@ 0. 66 0.959 mg/day
.9 @ W
INHALATIQNNEXPOSURE DU@% spk@fmG @ AT
Inhalatio osure . @ ml/h @ @ R @
Duration of exposure i N 6hR, N
Concentration of a.s. in sp§\ &0‘075 'ml °\© @5\’ & %
Inhalation exposure to a@ % 0.02 g/day R, 7, @
Percent absorbed @7 °\ @ @
Absorbed dose @ @ 5 rw{d@f) @ R @ «@j
OO O S o D
PREDICTED EXPOSURE @0 PPE@ é\\?Q @@ @ With PPE
Total abso@ @ 2.70 g/da@ 2 RN 1.0470 mg/day
Operator bgdy weight °N @ N 60 kg
Operator exposure %)451 m%[, bw, d@ o @ 0.0175 mg/kg bw/day
> @
o Q
N A
C. Estimat ? opil%t%or gﬁosm? dl@in the spray application of ‘BYI 02960 SL 200’ in
green ses 3y O KN O
>y O S
Esti &? @%@2 Fho t % nhouse Model:
1 n a rdl T
S 1’& (0) ] I@% h&g cennouse Mode

T dre@a data gap@ hand-held applications in greenhouses, particularly in Southern Europe,
ECPA@ducted seven operator exposure studies during the period of 2002 to 2006. Details of the
location and the crop are summarized in the following table.
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Tier 2, IIIA, Sec. 3, Point 7: BYI 02960 SL 200, Spec. .No: 102000021884

Table 7.3.1-5: Operator exposure studies in the greenhouse

EOEM . No of Operators o
Count R C o
Study ID- ountry eglon rop Mix/Load Apphca‘u@? @b
. 4
2 S P 10 3
pain T cppers o &@ .
3 Spai Cucumb 1 0., <
pain - ucumber (1703 N .
10 Italy ' Pot Plants @Q @ 1%§ ‘24\59
N NN
: VC@ @ é} S @ |2
R RS SIS

12 Spain ] @Cucumber é 10 &© R 1&© @

13 Spain B oo, | @ 00 & &0 K
Melow v 0 & "
14 Italy Bl | Oveow @i@g S S 20
15 Italy % §9 @Pon Q«@ ©na & f\@ S ¢
n.a.: not applicable g\g K \\ N 6 % @ % §

@ \ "”\g S
The studies were conducted accord@% tog&cp@ulq%@e afig we@%}LP @mp@t fo%the field,

analytical and report phases, 1nch@ng assessr%gnt re@rts T@ stu we on@&ed Q?@ECPA and
conducted using 1ntemat10na@coogmzed c@tract@ear ga@a‘uon@ @ &
o S S &@ S ©
Briefly, the exposure was) det@med@asm&tandar@ﬁzed passﬁ@ dosi etr&q@ethodology This
entailed the use of inner“and <§;cer dos1met or, @%y e@sure %?ote%ve es and hand washes
for hand exposure, f@ and(§ck va@%ﬁes @fyor he pastre. In&atl%expomre was monitored using
a suitable collectl@ew% loca§ in ﬁ@ breaﬁ%ng@e to@ollect the 11&2%%16 fraction of airborne
: N) Q N N 9

particles. &7\ & \ & @ <

o @ ©) & K Y\a& & § ™
Analysis o%he WOI@’pracfz%es a@ expagure d as @nti%@fou@&posme scenarios:

ngh cro>0.5m): g}ﬁ S
2 &

tandard scerf@tio - %lgmﬁcant @ﬁtac&@th treated fQ age

. Intensive Cf\r}larlo& d@con&c W1Q}§Teat®foh%%
Low crop (<0. SIF@ @

: Isr:a nsive SC?ETI?%Q;-@;SI:%\ %;%%%iﬁ?@éﬁ:geﬁ)hage
< ot

& w\a
In the ‘§idard’ s@arlo%opera%rs W(@& pol@er/cotton standard working coveralls.
et

In %rtam cropplng s@mrlo@ re cofffict to treated foliage cannot be avoided rain suit
coveralls/trou&cgé are com &ly u Ex@sure of these operators was determined for an ‘Intensive’
scenario. N @
&@@ éﬁ S o ©

Algorg{fﬁ%s t 75thcentile of the exposure distributions have been developed based on
non@hzatl@ for ;§ Uit of kg a.s. handled or applied. These have been generated for each of the
foé@ sce 1os data sefS°and incorporated into a Microsoft Excel-based model [Greenhouse model
v 2.1 @P101223).xls].

3 OECD (1997) Guidance Document for the Conduct of Studies of Occupational Exposure to Pesticides During Agricultural
Application OECD Environmental Health and Safety Publications Series on Testing and Assessment No. 9
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The model has passed through a workshop with European experts from Member States and was
further developed during several commenting periods according to the requirements of Member @es S

authorities. Q\ §
o @
: : : . N & ©®
More details about the model and the underlying studies are given in: g °
Y S L o
. %)
Report: KIIIA 7.3.1/01, Members of the ECP @cupational @d Bystander Egpert@oup@t
2010 (Revision 9) Q o 9 <
] 3 O
Title: Southern European Greenhouse Mod@@verwew &U é\g Q @) ﬁ%&
Y s S ©
Document No M-400719-01-1 w@ 9 o & . A
Guidelines: n.a. - o V@j " @ @h\ g
GLP n.a. Q @ j\g [§ > .
n.a. = not applicable @\9 @U QU o Q ) N
RN & 9
SO D O &
Calculations are made for the low cro en{i@ (bqgﬂ@StaJ@rd’ &@Vellé}sﬁ\‘lnﬁve’@f ®)
ot & .8 X @O @ &
. . @ NN >
The following assumptions are m@e: % > § @é @@ @Q \%
2 S @ & © S
Treated area: 1 haiday o “ O« @Q é
Dose rate: 0.125kgas./ha & & > ST L9
N @ K N 9
: 9 ST N
Table 7.3.1-6: Calculg&iﬂon of @%‘am@xpos@e du gge@hous&applicatlon% I@' crop - Standard
(Greetth de@ﬁz.l, @hou@d witg\PPE) & K\
perator ex & ,-i’~ L0 )] M@ @@@ 2
Product: B 4 o
Active substance: @ B&m & am\oncentr tﬁ: @OO @é/l or lgg]ﬂ@
Formulation: @ uid @ & PPE, dL@?g mix/% ing: Réspiration: §None
Dose [l or ke/ha prm@ : @J@ 0.62 kN ) ,ﬁs: O Glo@s
Work rate [ha/day]: 1 E durin, °&gulicatio spiration: Naoe
Body weight Lkg% 7% @\9@ % ands: @ @ves
Inhalation ion [%)] 16Q @ @ @ Hea&@ N\None
Dermal al ion [%] .0 R concentrate) @% @ Bo%sa o @ Coverall
\O,) 50 S (dn%@p) A NS N
Calculation of route exggge: @ S @ @ h
' Intergigdiate exgosire figu o
Rout @ [n@%a.s.] to calcu@@§7 @\ hand@Q @@ﬁ Estimated exposure [mg/kg bw/day]
oute @ CEstima posurétfor [kg/day]
"Unprotw@f‘ I %tected" Q) @,)) Unprotected | Reduction factor | Protected
% @\jg @ ) I = Inhalation
D@ 0629049 Q @ 125, v 0.00000009 D = Dermal
)= °9,007001 0.022309 0. 12@ 0.00358393 0.00003984 | M = Mix/Loading
la= 44329 @ @ 0.825 0.00079160 A = Application
Do) = R 0.011 o Q @@ 0.00002053 C = Head
S Dag) = 5716895 2000237 @?3s 0.0101973 0.0000004 H = Hands
DA®) = .5 0372960 & @ &0.125 0.000666 B = Body
a8
Absorbed dose: @ \ (\fU Unprotected Protected
© . ¥ Estimated route Systemic Estimated route Systemic
R(@§ @Q @ CQbso(;pnon exposure exposure exposure exposure
@ % B (%] [mg/kg bw/day] [mg/kg bw/day] [mg/kg bw/day] [mg/kg bw/day]
(SN S
rmal: @ @Load 22.0 0.003584 0.0007885 0.000040 0.000009
Q <) Appucati§ 15.0 0.010884 0.001633 0.000687 0.0001030
Inha§ : Mix/Loading 100 0.00000009 0.00000009 0.00000009 0.00000009
C Application 100 0.000792 0.000792 0.000792 0.000792
Total = 0.003213 0.000903
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Table 7.3.1-7: Calculation of operator exposure during greenhouse application, Low crop - Intensive
(Greenhouse Model v_2.1, without and with PPE)

Operator exposure estimate: Greenhouse model. Low crop, intensive contact with treated crop

<o
Product: BYI 02960 SL 200 @ @
Active substance: BYI102960 a.s. concentration: 200 [g/l or kg] °\ @§
Formulation: Liquid PPE during mix/loading: Respiration: None @ @
Dose [l or kg/ha product]: 0.625 Hands: Gloves @ @
Work rate [ha/day]: 1 PPE during application: Respiration: None & @
Body weight [kg]: 70 Hands: Gloves @ °\
Inhalation absorption [%] 100 Head: None %‘ @ § @
R, : . .
Dermal absorption [%] 22.0 (cs)nc?ntrate) Body; Imperviougglothing o\ N R
15.0 (dilution) @ N | %, \\ @
. X g G @ o
Calculation of route exposure: @ N v @
Intermediate exposure figures J Q § (ix
Route [mg/kg a.s.] used to calculate a.s. handled Estima@xposureo[mg/kg @y] @ @
"Estimated exposure" for [kg/day % () A N &
"Unprotected" | "Protected” ()]@7 Unprotected | Red@ﬁn factor\\’[% Pxofé&)ed &5 @
R L 1= Inhdm
Im= 0.000049 125 @° o.ooo@@g > w\?@) 6 °\ D = D¥bmal
Dm) = 2.007001 0.022309 125 @ 0.0¥358393 S @ @0003984 M g Mix/Loading
Ia= 1.465226 0.125 X @61647 @ @ & %pplm(&
Da@) = 0.363874 0.125 06497Q @ @ @Hedd @
Dam) = 28.618020 0.038972 0423 0 051 @ % @ 000696 —::§
Da®) = 305.297355 1. 60857196,6& OQXS (7\ 0.548174 m ° &702872& B=
S & & s o5 & g0
L X &
Absorbed dose: o anrotecl%da W Progocted @
N Al@p tion d Estlma%route @ Sys%&f’ ated mic o ko
oute %] 9 @ ex; expo osure
@ " % mg widayfp (mghviday) Y Imgke b kg
Dermal: Mix/Loading o .0 Q 0035% @@9 .000788%, % 0040 0. 000009
Application@ éo 0.59 0 089539 03592, 0.@@5388
Inhalation: Mix/Loadjng 00 @) (@009 & 0909 [R0. 0000@@ @9000009
Application 100 802616, @y 616 0.005%6%6 .002616
2 ] ©§ U 1@ = ) @ - 0.0929 S & o 20.00316
< @ & (O
" Y
Narrow or no rﬁn @%enh@y@e losws CIOoRS resuT@n tio €x e via direct contact with

treated foha%
scenario, thu

to treateek@@)hage in the lowro

kd ¢
ot be aved Er&:os%‘& is bstan@y different to the ‘Standard’ crop
unl%e ‘Intenswe q%xposm?@ scefario. P@tecte@operators with intensive contact

%nan@would@? weaimpetious trousers and gloves during

mlxmggﬁdmg and a@gﬁca‘ug A ség%; rase ny t always be@lcorporated on product labels for this

scenario to ensure@t ex.gosur

e to@nta%\vﬁh%eated&rop is minimised by use of spray tight

protective clothlggcmq%ﬂ ty@4 1%4 crop\?@’ous@ers or @yoided by use of engineering controls.

©@

IITA1

A1 7.3 Q@ 1\®su

Since t

will 1768 be
N

&

@

[ <

Q

&

©
N \@ S @

AN
@ Estimat%n @pe@%%r e
Estimations of ope

x@@os%smg personal protective equipment

r ex%D reusing P® are@rformed using the German model, the UK-POEM,
and\Tk Greenhous&Mon} et& ifed ca@@la‘u@ and summaries are presented in IIIA 7.3.1.

&

Q) @

q

Q

ré ent of o;@@dtor exposure
xpo@e estﬁ(;%ate @wd out indicated that the acceptable operator exposure level (AOEL)

undé%%practical conditions of use, a study to provide a measure of operator
ex@ne \@9@ not @cess@y and was therefore not carried out.
N
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I11IA1 7.4 Bystander exposure

Plant protection products are applied in agriculture in areas that may be accessible to the public.
Individuals might therefore be exposed who are not actively involved in the application es
products. The individual may be temporarily located in the vicinity of the aghcatlon (the@—callg@’
‘bystander’) or working or living in the vicinity of the application (the so-calle@>resident’). &

Exposure scenarios associated with the product application are evaluated for bysta@ders@d for
residents (including children) for both outdoor scenarios. During spraymgg%peratlons Q@reen@usem
bystanders will be present in greenhouses. Hence, no assgsSment is re@@é\red for this @nar > @Q @

Calculations are performed according to the Germ@ guideline yyblished in %&8 t al.&
S
2008)". Q - & v @
Q; & T O &

Exposure estimates and proportions of the prapo osed S@jtem1$OEE@cco%l@d f \y th{%’sﬂm@@es are

summarised in the following table. Detailed @orm&@on a@ycalc@tlor@e pr@ente&m cha%er II&A]
@

741 S0 B & & e

S & & S

Table 7.4-1:  Predicted systemic exp?@‘es pro@@tlon@the p&posedé\()]zl@ @ O

Scenario Crop @ersm% Totaksystenis exp@ﬁ} N %\gf AOEL*
Q © @m@ @\é @ mg/ ©@ S
Bystander Letngs - @@Af@t KHIRN @%OO%S’ S«
e 1S Chilgs 0@011 ) <1
Resident S S 2 Adult @ @ %OO% @@ <1
& N «&;@) @hﬂd S S 0.00002 <1
H Ad W V@
Bystander @@” \©& opé\@ @ }Bd \@ @ I 003 % 3
©© D) @§ & § 00248 2
Resident®’ § %Q @@ EN Adulyy @@ o 0.09023 <1
N PO /@% Chitd @ 0044 <1
* Assug:@&i 60 kg adult @ya 16. @kg child S Q) Ro O

BYI 02960: A@)@ 0 %mg/%bw/da@ ?i,\ . RN

@ @ N @

Assessment Q .

@ S @@

The res @ f the calc t10n @Veal tuat‘mn w1th respect to bystander and resident exposure
is favou le with t@nter& useg of ¢ 029@ SL 200°.

The\estlmated systemlc @§standﬁr exp@lres§ BYI 02960 account for maximum 3% and 2% of the
proposed AOEr the al(;g@and c@ re@ctlvely, considering the application to hops.

N
Resident em@sur@% Y 6% is est%g@ted to be <1% of the proposed AOEL for all scenarios.

@
@/ f
@
7,

SN
Based hﬁpos& es@%‘tes there is no unacceptable risk anticipated for a bystander and a
remd@%whe cidg%ally) exposed to ‘BY1 02960 SL 200°.

QQ@@ TS
(S@

4 S. Martin , D. Westphal , M. Erdtmann-Vourliotis , F. Dechet , C. Schulze-Rosario, F. Stauber, H. Wicke and
G. Chester (2008): Guidance for Exposure and Risk Evaluation for Bystanders and Residents exposed to
Plant Protection Products during and after Application, J. Verbr. Lebensm. 3, 272 - 281.
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I1T1A1 7.4.1 Estimation of bystander exposure without personal protective equipment

& &
Bystanders may inadvertently be present within or directly adjacent to an area for a short od oft”
time, typically a matter of minutes, where application of a plant protection gtoduct is in &rgre

The following definitions and assumptions for bystanders and residents may be applied.

has recently taken place. They may be exposed to plant protection products mainly V@the@rmal

route from spray drift and by inhalation of drifting spray droplets. %, \ N «x\g
) &S 9 L@

Residents may possibly live or work near areas of tge apphca‘uon@@ plant pro@gﬂ@ion @@duc@e @

sed (70)
plant protection products mainly via the derma@.lte from spray dr@@depogs an&y i latl(@%f
vapour drift (depending on the vapour presgure ofé);me ac@ su%?tanc&f@’r“or b antqi%’nd t@lers

exposure might also occur orally (e.g. through hand%o- m@ﬁh tr@fer @7 or ct-tg-mou transfer
o e oy

standing, working or sitting in a garden in the vicitity of the apptication). T @ may b

- the so-called mouthing and/or pica behaw@ur)é Q> S @j @§
@ SO

& \ \ ‘”\9 %,
Bystander/resident exposure may OC(@ fo I%wmg har@say @p@cat@f E calcufated for
adult and child bystanders as well as adult afrd chll(‘I\ares1 f %e @hca iqé?eld crops
(lettuce) as well as in high crops (h ps 2 9 S

@ &S @©
Dermal Exposure (Sprz? Drﬁ&) §) @x Qy S @ \@2 @
@ § & @% RS @ @
@ o
SDEs = ( @xn %SA@DA) W % O
@’ S & <

Whe @S]® @stem; ;g&osure @Byst@@éers gja th%@ermal Route (mg/kg bw/day)
@ & & Ap 1cath®{ate émg/ 2
$ & .0 @§
AN 02960: f@ A ga. @ 5 mg/m? (lettuce)
. @ % @ 0.1%0 k @s. /ha@ﬂ 5.0 mg/m? (hops)
S éﬁ § Drift (%): 0,29 (leffiice)3:77 (Hops)
Q\BSA&\ = ose od&&drfa@gAreaQ@ﬁ 1 m? (adult), 0.21 m? (child)
@)em&@}Ab @tion @)

@ " BYd, 29(@; @@2%@@

Q @B @Q QNy ight @/per@n): 60 kg (adult), 16.15 kg (child)

N %
In&tion Expog.l@r’)e (Sp@y ]{1% @ ©\
s N 9 &

Sl = (I*A @’AR @ x LxTA)/BW

Q) @ Q
hg{’gx IE Syste Exposure of Bystanders via the Inhalation (mg/kg bw/day)
@ I*@ @Spemﬁc Inhalation Exposure (mg/kg a.s. handled per day):

N Adult: 0.001
SET -

RS L
@O 2w > Child: 0.001/1.74
$ A = Application Rate (kg a.s./ha):

@ BYT102960: 0.125 kg a.s./ha (lettuce), 0.150 kg a.s./ha (hops)
A = Area Treated (ha/day): 20 (lettuce), 8 (hops)
T = Time [Duration] (min): 5 min. instead of 6 hours for the operator
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IA = Inhalation Absorption (%): 100
BW Body Weight (kg/person): 60 kg (adult), 16.15 kg (child)

& &
N >
@@ &@Q &)
Adults and Children: SEg = SDE3 + SIEp (mg/kg bw/day) g o
% Q)
B e .
Where: SEg = Systemic Exposure of %@anders (mg/kg bw/day) %\ >

- & .
SDEg Systemic Dermal Exposure of Bystafders (mg/kg twv/day)s
SIEs

Total Systemic Exposure of Bystanders

%
R

L
o
&

P & &
Systemic Inhalatlon@xposure ofstanders (m@g bv&f@ay) @© @Q}

C di lcul 3’} he fi lld@v\i ab N\ > @&
orresponding exposure calcu atlol’ls are presented in t C (0] ng t: €S
p g p p @ g% @ 6 oé %

S K A N
Table 7.4.1-1: Detailed calculations of bystander&{(posul@to BY@Z%O Qsorbe@lose@d % 0@yste@AOE@)&
Adults &Y [ s 6 % Chitdren %,
Bystandgg@f Fiq@?rop,v\(g%aj)ctom@ountqg@alleg% & N @
Dermal exposure: Q N e@ﬁ e)&@e @U §

SDEj = (AR x D x BSA x /BW G XDQBS@A) . BW
(125x029%x1x2@4)/6% @@,}) 29% %)§/%16\.15
Absorbed dose: 0. 000132@ m}/kg b{s@@ay ﬁbsorb ddddse: @0 00010 Omg/kg bw/day
Inhalation exposure: ? k& $) @ Inffdfation expos% o\
SIE = (I4* X AR A x T.x IA) /B § @ SSIE, 5, x @x A@x 1A)/ BW
(0.001 x 0.125 %0)(5/3@ 100%) / 60 © E) ((@)1/1 %XO%X20X%OX100%)/1615
Absorbed dose @%00000@787©ng/1§\@//day@ %Absorbed dos&)” 0. 00@4)01236 mg/kg bw/day

Total systemic ex@ure @ v‘)) Ry N @htal s@/ emic ons@
(SEg =SDE; + §iEB N SEy ="SDEj + SIE;
To;@bsorﬁ§

Total absorbe@ﬁse QX 000153 @lg/kg%gw/day(m dosg;,  0.000105 mg/kg bw/day
% 9L AOFL: T S | % BfAO/@ 0.0875
. <
S TS E e & N
Table 7.4.1-2: Detailg}k%llcul?:ﬁens of@stand@@xposu{e to &YI 0296$absorbed dose and % of systemic AOEL
O Adults @) S o8 | SEEN Children
2 @ @stan(@” of H{gh\’Croﬁtracto@lountedltralled
Dermal exp%@ o\@ Derfial exposure:
% B(ARXD$A§)/BQ @ @® SDEg = (AR x D x BSA x DA) / BW
@ (15x577°/%x1x2 @ Ko (15x5.77%x 0.21 x 22 %) / 16.15
rbed dose: @Q 003 174 0 mg/kg k& day @ Absorbed dose:  0.002476 mg/kg bw/day
I]{Zjﬂ%mon exposure’y @ . o K Inhalation exposure:
SIE; = (Icg\ X AR@’A x ﬁﬁ IA) &© SIEg=(I,*x ARXx AxTxIA)/BW
(00]{ 01 x5/ XIOB@MOQ (0.018/1.74 x 0.15 x 8 x 5/360 x 100%) / 16.15
Absor] dose\ mgjﬁ@w/day Absorbed dose:  0.00001068 mg/kg bw/day
Total systemic ¢ sure@ Total systemic exposure:
@y _
& O SEz £ SDE 1«:B SE, = SDEg + SIE,
Totak absorhgtPdose: X 0.00318 mg/kg bw/day | Total absorbed dose:  0.00249 mg/kg bw/day
N %G@AOELY 265 % of AOEL: 2.08

&
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b) Resident exposure assessment
Dermal Exposure (via deposits caused by spray drift): @o S
N
g
: : . N S
Where: SDEx = Systemic Exposure of Residents via the DerfRal Route ( / by/day)

AR = Application Rate (rng/cmz) x 1 (for no. (@pphmhons)@ § ‘2”5@
BYI 02960: 0.125 ¥da.s./ha x 1 @o 100125 mg/eq (1e@ce) @© &@
g p

0.150 kg a.s./ha x 3 0.00150 m@%w@ s) 5o
_ & S SE
D = Drift (%): 0.29 (lettuge). 5.77 (ho ) S R S &
TTR = Turf Transferabl sidues (%): @@f @ & o @&
TC = Transfer Coefﬁnt (cmz/ho® 7360 (adudg), 26@(0@1@ §
H = Exposure D@tmné@ sk Q% @%’ @Q >
DA = Dermal A%sorpﬂ@”(% Q@ & & é @% @& ’
BYI02060: > 22% & & O S
BW = Bon@elgkﬁékg/pg@o 6\&) (a@g@, 1603 (c@ éﬁ Q
R RY $ o
I N ®\ (SO K.
nhalation Exposure (Vapou‘@)rlf% © @ S Q © RN
g @ @ @ S D«
SIEr = &(A IR @)/&W . &
o Q- %
& O @ %o QA

Where: SIEx @Syst@%mic E§u -Q Re@nt@gu Inhﬁatlot@g/kg bw/day)
@Cv o= orne{on @mtm&}f Vapour (l@nf) x%pour pressure of
& IO%%O is very 1@ %@1 X ]&0 Pa g20°C; acc. to guideline

@Q ©\© &ﬁhl%orres \nds t&% non-volatilé% bs@e (vapour pressure <1 x 10°
@© S O Paat 20%@ Th@ﬁ ti atlo@exposure can be estimated as
2 A frgligible. (1 airbofiie ¢ cogc. of 0“ g/m3)
/§ Ié} @nh fon Rate (m@‘da % 57éadult) 8.31 (child)

Ig\lﬁlalatl bsoQ) 10 (
% ody nght@@’g/pe@on) E%O (adult) 16.15 (child)
PN
Child Qrff E > @? I
I Xpysure o N N N @
AN & ©\ @ & @
Children’s hand- @mou@ expostire @ \%
D @
v
N SOEH—(AR§D )@TRX% §x Freq x H x OA) / BW

@
@Q

@ he %O@ﬁ— S%tem@Oral Exposure via the Hand to Mouth Route (mg/kg bw/day)
@& é’ A§ @@Apph@lon Rate (mg/cm?) x 1 (for no. of applications)
Q& Q@ % ©© BYT102960: 0.125 kg a.s./ha x 1 = 0.00125 mg/cm? (lettuce)
{N O~ SRR 0.150 kg a.s./ha x 1 =0.00150 mg/cm? (hops)
Drift (%): 0.29 (lettuce), 5.77 (hops)
Turf Transferable Residues (%): 5
SE = Saliva Extraction Factor (%): 50
Surface Area of Hands (cm?): 20

7
25,
g
w)}
by
Il

@
=
=
I

w
>
Il
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Freq = Frequency of Hand-to-Mouth (events/hour): 20

H = Exposure Duration (hours): 2
OA = Oral Absorption (%): §f @@
BYT 02960: 100 N @
BW = Body Weight (kg/person): 16.15 @b &@Q S
v N
Children’s object-to-mouth exposure &% § 4, § %@@
& @ S & e
SOEo = (AR x D x DFR x IgR x OA) / BW @Q @ § & S

SN R

| R\ R N

Where: SOEo = Systemic Oral Exppsure via the O ]e Mo@h Ro&e (m%/kg bwiday)
AR Application Rag/gmz) X&for n9. of a@alica@ns)b AN

BYI02960: & 0425 k@?/hax%[ - @ng@%ﬁg/cmﬁlem%%

150 kfa.s M x | =@.oogo mglon? (heps

D = Drift (%)»0.29 lfettuce); 5.72¢hop SO £
DFR = Dislodbeablé Foliar Residugs (20 = & & &
IgR = In&@tlon@te f%%ou@%g {@’ras@ay (@&25@ ©
OA = Gul Absorptioy (%) ®® o & S
amyoco: U ugp 0 & O P
BW =& Q&dy W@t (k%/perscgzg): 16. \@ & ©
o 2 © @Q 3 S § @ y\’@
Total Systemic Expos;irge\of l@j)den% ©§ 6@} § « C&% §
IS SEPAEES AN
Adults: @ SE SD}@§ S@@(mg/k?bv@) @@ o © @&
Children: &7 $Ex - SBEx 481 %@EH iNSOEo@ng§§%w/@
&0 O % & A
) ¢Where: = SEg I%%/sten%: Ex@sure &&esi&ents (/kg bw/day)
&@\ S@@\\‘ER NS Sys@ic Dermal Exposufe of %sidents (mg/kg bw/day)
NS Er°s, = S@temi@@ﬁlal&gon ]@iposurgsf Residents (mg/kg bw/day)
@@§ S E% =gDysterhic Ora&xpo@re vig the Hand to Mouth Route (mg/kg bw/day)
@@ @é@ o@ Si%;@hi &Yr%l E@me@@a the Object to Mouth Route (mg/kg bw/day)

Q B
Correspor%ng exposure @’lcu@m roeség?ed iﬂl@%@ following.
2 :
y %Q @ @@ \@

g



B
Bayer CropScience

Tier 2, IIIA, Sec. 3, Point 7: BYI 02960 SL 200, Spec. .No: 102000021884

Page 31 of 53
2012-02-29

Table 7.4.1-3: Detailed calculations of resident exposure to BYI 02960, absorbed dose and % of systemic AOEL

Adults

Children

Resident: Exposure after application with Field Crop, tractor mounted/trailed f(@

Dermal exposure:

(0.00125 x 0.29% x 5% x 7300 x
Absorbed dose:  0.000009703

SDEr =(ARxDx TTR x TC x Hx DA) / BW

2x22%) /60
mg/kg bw/d

Dermal exposure:

SDEy = (ARxDxTTRx@xHxDA)/@ S
<

(0.00125 x 0.29% x 5% ;@0 x2x22%)%16.15

Absorbed dose: 0&001284 r%é@gbm«@ o

Inhalation exposure:
SIEg = (ACy x IR x IA) / 10

Absorbed dose: 0.0

(0x 16.57 x 100%) / 60

00 x BW

mg/kg bw/d

Inhalation exposure: R 0\
V&ﬁ SIEg —@CV x IR x IA)@W AN @Q
(0831 x 100%)&@ 15

»
@ Absorbe@se 0.0 mg b@ @

E

Oral expos&re (hand@?/moutﬁ%ansfe@ © @
SOEy; = ( D &T%TR x SBx SA & Preq x Fix ogi%w

é @6?0125% 299% 5% x@% %§20x2>1000 0)/16.15
A\ % bsor dose Qoog&om@ émg/l@/d &
{\9 \o\ Q\Ql exp(@re (01{% -to-mmibiith trangfer): §
@ é\ S%EO (@2 Dz\&)nggk @7/ BW
@Q N §@0012@«029&3? 20% SX@%)/@S
& S >
Q ; 5, Absatped d@@ 0. g@non%ﬁ mg/ke bw/d
Total systemic exposure: @ 7 @J LPotal @\t@mlgg&posu
SE = SDE, ﬁ@fE N VS SER@§DE@ SIEy +\é0EH.“SOEo
Total absorbed dose. 0.0000097 mg@ bw/d> | Totababsorbed dosé  0.0000185 ¢, mg/kg bw/d

% of AOEL: - 0.0081

& Acf AOEL:  S000.015%

-

o ¥ . & K

N N

SIS N
Table 7.4.1-4: Detalle lculatlons 0@ 1deposu1°§to B@?%Qfgbsorbe@lose a% % of systemic AOEL

@ A@lts N

v AN I N 9 & @ldren

Dermal expos@e

K@ISXS77%X@X73§<

Absorbed dose: £ U-00023]

SDE&5 (AR x D x TTR x TC @@xDA&gBW&

(}%esu@}\ Ex/gosure g%@r app@tml&&uh Hggh%rop@ctor?ﬁmunted/tralled
S 2l

%) / 60

S
%mg/k%@/%d "\C

I@ﬁale)@sure @
v s A@(DxTTRxTCXHxDA)/BW

N (‘@0158&7%)(5%x2600x2x22%)/16.15
Abso@@d dose:  0.0003065 mg/kg bw/d

@(0;;@7“ %) /

Inhalation exposur@ o ~ Q@
SIE, = RC, x@« IA gﬁ)oo ;@V \%

4
6\ N

@iala*n exposure:
SIEg = (ACy x IR x A) / BW

(0x8.31x 100%)/16.15

NS
Abso&b dose: 0.0 @ Q mg/@ow/d@@ @é Absorbed dose: 0.0 mg/kg bw/d
@ﬁ & N @ @ - S Oral exposure (hand-to-mouth transfer):
@ Q N & @ SOEy; = (AR x D x TTR x SE x SA x Freq x Hx OA) / BW
\‘”\a Ry @ o\@’ Q@ @ (0.0015 x 5.77% x 5% x 50% x 20 x 20 x 2 x 100%) / 16.15
@° v &@ @ &© Absorbed dose  0.0001072 mg/kg bw/d
& %‘\ § Q Oral exposure (object-to-mouth transfer):
@ O ©@ SOE, = (AR x D x DFR x IgR x OA) / BW
@K @@ @© §’ (0.0015 x 5.77% x 20% x 25 x 100%) / 16.15
& N) @© Absorbed dose  0.0000268 mg/kg bw/d
T(@l syst \%\\éxp re: Total systemic exposure:
)Y &2 SEx=SDEg+SIEg SE = SDEy, + SIEg + SOE, + SOE,,
Total ﬁ@rbed dose:  0.000232 mg/kg bw/d Total absorbed dose:  0.000441 mg/kg bw/d
"% of AOEL: 0.193 % of AOEL: 0.368
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I11A1 7.4.2 Measurement of bystander exposure @ >

Since the exposure estimate carried out indicated that the proposed acceptable operator expos@ levelyy
(AOEL) will not be exceeded under practical conditions of use, a study t@ rovide a Q@isure@f
bystander exposure was not necessary and was therefore not carried out. © &

@
O O .o 2
NS @ S
II1A1 7.5 Worker exposure Q @ % é

‘BYI 02960 SL 200’ is an insecticide that is a ed to hopi nd to 1ettuc@1n theQﬁeI@Qnd @
greenhouses. These crops require re-entry activitigglike e.g. h arves 2 Q @ % @}

Re-entry exposure is therefore evaluated. Corresponding e sur&%»alcul@’ons & crf@rmed% sing
the re-entry model published by Hoernicke K1 Q&@ )’ ggethe@nh pﬁer@eff gents r%atlng to

the appropriate tasks. @
‘”\% \\ \\ @ % (, § §@
v
Regarding dislodgeable foliar remd me‘a§}red ‘tdata —Wﬁlens@g@nla@@ @use lie®of any
NN N
default assumptions. & D \ % ®\ @ S %@)
N @ S © @ AN

A summary of the exposure c&ilat@% and r@jk as@ssm@@ls p@ented il the@gﬁovﬁag table.
Detailed information and caf%vlatlg%ls are@ ser@@d in L%\Al 7.5.1. \@ &)
S .

& S
’ 9 & AN
Table 7.5-1: Predicte&s?ster@gqu@yres ay ro@im} %e AKQEL& v ) §
Scenario N Crof@ @Substance 3, Total sy@nic ekposure % of AOEL*
& . § < e & | @ (mykg by/day)
Worker 57 Lettuces BYT 02966 SGY0x) 19
%b ©Ho;@ o] «Byio S & %70%60 55
# BYI 02960 A@@L 0712 mg/kg bw/d 8 > N
S S @ RS
Assessment o @ N S) S @ %o

" § 2> (& L
The results of tl@catmn&vea at th&@tu@on w@respect to worker exposure is favourable
for the 1ntend@uses \, 29§(ﬁSL 2(@

The estlm%ed systemlc v@keﬁ@pos B@?DE&S well below the proposed AOEL in all crops.
Calcula@s reflect stgﬁdard@ork c@thm@vom@y adult workers (shoes, socks, long-legged pants,

and ]&r}g sleeved sh?@ and;l%o pe@nal ect@g&qmpmen‘c is considered.
Q

™~

As this scenari&@" re-entry just afte 4\ he s@' has dried — is considered to represent the worst case of
the mtende@ses there i una&epta@e risk anticipated for the worker when performing re-entry

activities g, ettu@hop@@eate@vlth BY1 02960 SL 200°.

%@%é\
S & @§§
& &
P

5 Hoernicke, E.; Nolting, H.G.; Westphal, D.: Label instructions for the protection of workers re-entering crop
growing areas after application of plant protection products; Nachrichtenbl. Deut. Pflanzenschutzd.50 (10),
267 - 269, 1998 (document no.: M-107544-01-1)
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IITA1 7.5.1 Estimation of worker exposure without personal protective equipment

Calculations are performed according to the following equation:

E = (DFR x TC x WR x AR x P x DA)/BW o\@ @@
where E = Systemic exposure (mg/kg bw/day) S @Q S
DFR = Dislodgeable foliar residues (ug as/cm?) ]}§ kg a.i/ha S B
e = Transfer Coefficient (cm?%person/h) % § @Q\ &
WR = Work rate (hours/day)@ & NN é\”
_ Applicati @ & S L9 9
AR Application rate (kg Wha} Q @ §
P = Protection factor by PPE &©
DA = Dermal absorption (%) R &’ @ & © &
BW = Body weight /person) AN @ N\ 9 @
é@f O %@J D W §
& N
In case measured dislodgeable foliar remdx@DF&% are@@vaﬂag@’, whreﬂe@f thiti(@AP,&the
equation changes to: \ @ § N §@
SR
E = (DFRy x T(i QWRi% P<®A)/B® > §9 § @ %
GG

N
Work rates are considered withg, maxm%m 0@ ho §or r@ ttepdnce work a
maximum dose rate is alw@ appl%d A@ealcula‘uon for protéétive @quipment is @ot made, ie. P

always set to 1. % & @ @& v @ @@ y\]@
N o .Y S
O .9 S
) . X N S Q AN 0N
Considerations on T@sfer @effigtents (FC) & = Q) &

In a Tier 1 assess lgeTCs used i }@s rlsk?sse@ent taken frongthe EUROPOEM II report®.
The following T@ Val were“\%lsed@x \\ &\ NI ) §
@ @ K@j N §
9 &
Table 7.5- 1@9 Trans@j er coefﬁc1en@base%n EI@OPO@I I é,(;\?

@P @:&ansf@)ﬁjoeﬂ&m&gmz /h@ § Q ©\

N
Hops B Q\ S @@)OO* @ § @Q

Vegetables @ 7 25@@ § @§

*: For re-entry #CtivitiesT perf@%d inNhops no c1ﬁc@ is ax@lable from EUROPOEM II. Hence, the EUROPOEM 11

propo@ for ornamentals is u@ t cabse@rrog&g@
@QD S &@ A
Considerations on DFR:gy” ¢ )
Dislodgeable féliar residues re @ rim@&t’ally determined under actual use conditions for lettuce. A
summary ofithe «es ect trlaﬁv and@he results are provided in chapter IIIA1 7.7.1. With a

conservamge ap ach @e h@%st m values observed in the course of the experiments are
cons1d m wle

< @

O
S&EE

&

6 Post application exposure of workers to pesticides in agriculture (Dec 2002); Re-entry working group EUROPOEM 1I project — FAIR3 —
CT96-1406.




5 . Page 34 of 53
Bayer CropScience 2012-02-29

Tier 2, IIIA, Sec. 3, Point 7: BYI 02960 SL 200, Spec. .No: 102000021884

Table 7.5-1-2: Experimentally derived maximum DFRwm value

Crop DFRym [png/cm?] Observed in trial Observed on
O
Lettuce (field, 0.291 10-2916-01 Day 0 after 1% app@%ion @@
Northern Europe) ' M-420640-01-1 (RAFT 0) @® &
Lettuce (field, 0.264 10-2917-01 @ay 0 after @ app 1’ %on
thern E ' M-420656-01-1 DAFT 1 9
Southern Europe) f0656 0 &% ( 10O @ N
V) N
Lettuce 0316 10—@8—01 Q@ Day 0 @er 2®pphca@zn g@
(Greenhouse) ' -420641-01-1 (D&gj@ 10), Q
@17% &© S R @Q LN
DAFT= Days after first treatment % Q &’ & 'S © &@
o Sy L@ VO o &

It has to be noted that in all trials the apphcagon sc]ﬁ@fne W@i@ 1deﬁ$1cal &@ ap@atién? at a‘ﬁsﬁe of
0.125 kg a.s./ha, each, with an interval of 1 da he @sult i dlslﬁeabl@’folia&resi i
after application — were all at the same & 1 b%ﬁ g omaver e 01%1 0. 2§g/cm2 Alsdregard
whether in Northern or Southern Euro@ Wheiﬁr 1n® field or m@eenhﬁuse t@ disledgea '©$ oliar
residues always showed an 1mmed@ d@&l e re@tmg@ﬂ V&]@ at §@ <LQY) alre@dy 3 days after
application. Hence, no increase o@ccum@ﬁtlon%f re@%es @m a former plic wae observed.
For further details please see H@ 25@ @, @© &

For a conservative risk asse%@ent for act\@tles 1n@ettuc&1t 1S @%’eﬁ@g COHSI@I‘Cd@I ficient to take
just the highest measured@DFR @ue @ﬁout@y furtiier dﬁ%"erel@tlon Q%zon@or indoor/outdoor

application. S % ) § @% S $ @

@ LY & \@ S & @
For hops no meas@g d1s10dge§ f rem@Qes ay ava@ble A@defa&h figures proposals from
EUROPOEM 11 @cm kg% . /h‘ag, as w@@ as f@n th@i@eguldance (1ug a.s./cm? per
1 kg a.s./ha) a Q vai @ta fro he d dgeible foliar re@e trials with lettuce have shown that

measured Values ar@soméw

US- EPA‘Q%ault of 2 pgigm? g @ a).

For a e/éﬁervatlve as@ssme@ e defaul Q@Lue fr&n EU@PO@/I II is chosen.

In addition, it has no%e% tha&he es@wte?&over K worst%ase as it considers re-entry shortly after

application (justéyhen $§ spr& @;d) mlrﬁ‘n pre-harvest intervals amount to 3 days

(lettuce in gregghous&) ™10 @ (Let@ce 1@eld°) @even days (hops).
NN

The fol@g assump‘@ns a@@ @'j? @@ ?&9@

% between th@%’)twg@j@%fault@gug%@(and corresponding more to the

S )

Work rate: @ S @hour@er
Worker body Welght § @\ 60 ng @
Application rat@

- hops: § % § @?5 a.s. /ha
Dermal a tio %

cas@éﬁ § 2"/

Clothﬂ@ @ % § one layer of typical work wear is worn during re-entry

Pe Qs&al pctlv@@qul@ent none

Detailalculations of worker exposure are presented in the following:
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Lettuce
D = DFR x TC X WR  x P
D = 0316 x 2500 x 8 X 1 @
D = 6320 ug a.s./person/day ®\ 43
= 6.32 mg a.s./person/day @b &@ S
—  0.105 mg/kg bw/day (60 kg person) ® - N
. . . @\9% °\© ° 9 y\g@
and under consideration of 22% dermal absorption: @, & %, > N
@ R I N )
S = 0105 x 022 Q o N
Q) %G SIS
- 0.0232 mg/kg bw/day & S R S &
% & O @
Lope © . @fz} S @D o&@ N
D = DR x & TCg’ X WR & AR X L
D= 30 xy 50w & @©01®x@7 <
D = 18000 ygva.s. ipersoniday & RIS S
— & @ NS
18.0 s@@erso% VAEN L SHES)
- 60 day (60 ke o & &
- 0. i mg@ bw& y (6] gg n) @@ @@ $ %@9
O O ©
and under consideration of 22 ermﬂvabsor@ion ‘R &@Q Q & @© %
S §;ioo xef22 o ~ N ©
:@ 0:066 /1§@v/d&y o @ @\yf@
N S %
@ & O 6@ O & O

< 9o O
IITA1 7.5.2 E@nat&n of @rke@exposﬁre@lg gysmgl pro@actlve equipment
Estimations of @rkoﬁ@xpos&e us\a%g PP%} n&ﬁlditioﬁl laz& of téﬁ%hmg and/or gloves are not

N

performed b@use @%& eg{l;@sure wdtkers wj 01;@% E i

D
presented éﬁ@HIAl 7.5.16}9 @g@ @ D @@ \@,
A& @ .S & O v L0
» O LS O N %ﬁ AN )

I11A1 7.5.3 mation o orlggg expasure @ ng@gata on dislogeable residues
Not cons1dereg@to be @ 1ca@® (se@A 1). § @j@

\ \ N
ITIA1 @’ 4 Meas@em@?of vg%rke{@xure

AN
Not\ censidered to b&pp@ble (e III@ 7. i\b\
> @ &

1AL 7.6 & D&lg%al ﬁgrp“ﬁm @

O
The exte@%f d@al a@orptof BYTI 02960 formulated in the SL 200 formulation was investigated
both i yivo @g th%rat atld>in vitro using human and rat skin. A summary of each study is given in

the @llow sectipn. As So\f)nclusion and recommendation regarding the dermal absorption of BYI
02%0 @@ulated in the§i 200 formulation is given below.

The in vivo study indicated that the mean percentage of ['*C]-BYI 02960 considered to be potentially
absorbable following an 8 hour exposure for the neat formulation was 22%. The mean percentage of
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["*C]-BYI 02960 considered to be potentially absorbable at the intermediate concentration (0.625 g/L)
was 9.7%. The mean percentage of ['“C]-BYI 02960 considered to be potentially absorbable at the

low concentration (0.1 g/L) was 21%.

The in vitro study indicated that the mean percentage of [*C]-BYI 02960 co
absorbable over a period of 24 hours for the neat formulation was 0.2% and®.2% for t
rat skin, respectively. The mean percentage of [“C]-BYI 02960 1dered to @e
absorbable at the intermediate concentration (0.625 g/Lgas 2% and 6% for the huﬁ@n
respectively. The mean percentage of [*C]-BYI 02960

low concentration (0.1 g/L) was 5% and 7% for the @an and rat $kin respectwé%i

~ :
The human in vitro dermal absorption values that % uld be us@or exposur@asse%mentsszaye
N @)) R

e 0.2% for the neat formulation (200 g@) %
e 2% for the intermediate dose (0. 62§g/L¥@’
5% for the low dose (0.1 g/L). @}

Alternatively, taking the “triple pa@app&%ch”@d as@mat]@%
S
values with the in vitro data, the c@wespon@fng r%ult%re pre@ted abl 6- 1
@2

o

&

&
énti
hum gnd

po@hall}@
\dbrat

nsidered QQ- potentialky abg@ble@; the &
@ @
9
N

& g

@al %bsorptlon

ered to be

& Q
A

_ @@%\

O &

é;tﬁ ln&o

@

<)
@ &
the

©)

© S

Q &

@
\\

i S
Table 7.6-1  Derivation o@ummi%[e %al abso@itwn@@BY@%&fmm t@wm@id in vitro
dermal abs?)\\rptlm&data <) oy
Test material -RAt in yivo H@nan @utro Rat ippitro % Ra ?f@act Estimated human
deramal degmal od@nal 'S between in vivo dermal
& absapptiony| al;gorptw@ gb%orptl@ aﬁt rat ipvitro absorption
AN NS/
Neat formulation £ | €205 | L0205 0. 2 a, 22%
NV Ny
Intermediate forpiation)  10% o & %A) § &.3 3%
S ¥ O
Spray dilution S @§ @% 9 Ns59, © @G 7% Q0 | © 07 15%
2 % @ o7
. %, @ W
> é}’ N & [SEERSIIPN
AN & O R
IMA1 7.6.1 D@al %so on,@vw@m tr@rat
X
& Q
Report: " ﬁm@@ 6.1/01; (%10)
Title: % BYI%Z96§SL2@@NIH VF@O de{g%l absorption study in the male rat.
Document No:  ['M2396842-01-1 &@ &
G&&@lines: ?)rg %\éatml@’or ?ﬁ ooperation and Development (O.E.C.D.) Guidelines for
. cals: SI&h Absorption: In Vivo Method for the conduct of skin
&@ Qsom st eline 427 (April 2004).
@ rg atlon%r Ec@nomlc Cooperation and Development (O.E.C.D.)
& é\ﬁ Eny@onméntal Héalth and Safety Publications Series on testing and Assessment N°
Q@ §) uidance Document for the Conduct of Skin Absorption Studies (March 2004).
{N S ropean Commission Guidance Document on Dermal Absorption- Sanco/222/2000
N @@@ @] reve§, (March 2004).
GLP f@Q yes

Material and methods

Rat:
Species, strain:

Wistar Rj: WI (IOPS HAN) strain
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Sourc
Sex:

(o

Body weights:

Age:

Acclimatisation &
ng:

Housi

Animal
identification:
Environmental
conditions:

Food:

Water:

Test Material:
Non-radiolabelled:

Male.

260-375 g.

7 to 9 weeks old. @ @b
Test animals were acclimatized in the room to be used far the experlm@ for at®’
least fourteen days prior to the starting day. Thedsages were guspe ,

stainless steel and wire mesh. Test animals were accliatized in the roony and
in the metabolism cage to be used for the céggpenrnent 2% ho@ prioo

applications. The cages were Jengoy’s metabowgﬁ‘(/[k 1. %\ \\ é\”
Ear tags. & Q @@ § é\g@ é@
o © .
Temperature% 22 +£2°C Q& %" &© & Q @© &@g}
Hum1<@ s5:15%, @& R (O @
Air changes _16- 15Q§¢h ur > «:0\7 §

R
Photofwriod: @12 hg@ﬂark les @m 7pm) %
Certified rodent p%etegl @ 1rr@ated dict A04T-10from SAF. i
Animal Food agdvEngineering, ug@Fran % ad 1ibitum Feed w:
an identified r@m dismrollr tcrﬁperag\gt@ andﬂ\}lm@ D1®vas only

until the da >
Filtered softeﬁga tap%vater f%m t um@pal T su g a@@%ltum
Routin analysés of % ater ic ate @ th @er@w@s no dentamination

) ul ﬁve co pro Dstu Certl ates analysis were

provided oire d NVio eom@lt N@f Cote & Azur" (France)
ang "Instf Sci@@ iﬁ Hygg@jne etd’ An@se"@ong]@au France).
o & @
%Ba@@ NLE778097-7, &7 2 &« \@
Purity = @7% § Ao Q &

Radiolabelled: § @ayridm@]et “@14C] BYI @60 <

tcht RATH 6429\ N @

@)
@© 6@)@6 Spegific a 1ty 497 &/mg@ §

R‘édlop ity o %‘e fo atlo £99%. ©

Formula@@ﬂ: «Che @ 1n t 1s eri @‘[ was the BYI 02960 SL 200
&@ @@fo tion ntam(%ng an d@ ed at three nominal concentrations:
& Oxg?a.s./@@.&&ga S. 4& and Ogl%g a.s./L.
Treatment: @ An are dofsal skim&as si@ved approximately 24 hours prior to dosing. Just
9 @rlor dosn@\»‘the a?hvmal@ere lightly anaesthetized and two plastic protective
@ O saddles we@é’ secu@d n @ace uihg Cyanoacrylate adhesive to define the site
Q 1@ atlo Sof thg te g%@substance (approximately =~ 2 x 6 cm?2).
% Appr uL) of each dose formulation was applied to the
@7 shav@ j§a Tl@l;}é %& of formulation corresponded to approximately
42$%kBq/ forgjte high®dose formulation, 331 kBg/rat for the intermediate
>
N a@d l@q/ra r the low dose formulation, according the nominal
@° concenfratiof® of 10actiVity in the formulations. When dose application was
@ %“ codiplete, the skin Was semi-occluded with a perforated plastic cover (to allow
a ilation) in place over the plastic saddle with surgical tape
@% é\g ppr@nately 3 x 4 cm). The cover prevented loss of test substance but
%@ @Q@ % pe ed air circulation over the application site. The cover was not in direct
'S &Y confact with the test material on the skin.
Q© @@@ @medlately after dose application the rats were housed individually in
metabolism cages.
Treatfuént Groups There were 4 treatment groups per dose level.

Groups 1 to 4 were treated at the rate of 200 g/L and sacrificed at 8, 24, 72 and
168 hours post application.



8 . Page 38 of 53
Bayer CropScience 2012-02-29

Tier 2, IIIA, Sec. 3, Point 7: BYI 02960 SL 200, Spec. .No: 102000021884

Groups 5 to 8 were treated at the rate of 0.625 g/L and sacrificed at 8, 24, 72

and 168 hours post application.

Groups 9 to 12 were treated at the rate of 0.1 g/L and sacrificed at 8, 24, 72gnd >

168 hours post application. Q
Sampling: After the 8-hour exposure time, the filter paper cover was removed. T@ " covefd”

and application site were then swabbed with freshly~prepared 2‘V @/V

solution using a gauze pad followed by a gauze pad n%’lstened wit Water §§

dry gauze pad. The swabs were retained for a%alysm Aningg Wer@

required to provide samples beyoag 8 hours weg'then fitted W‘f&h a clgan Cco

to capture any radioactivity Ypst by des@natlon anc@repl@d in @he &@

metabolism cage. @} @ é\g Q @@
A % [CY @
Urine and faeces were ted separately int .c, ecei at 030 8, 8 to 24d

at 24-hour intervals up ’7 sacrlﬁce the: e ach ecti @pe 1Qd all
debris was removed from th etab@sm ‘&ge an‘dgretal LAt each safhpling,
the cage was carefu@r waghed w@' distiped v@r Af@émngatlon e%ch cage

was washed w1t}i1§%§;1te1; g’ﬁ agg@priateQrga%c sol\@at Thésé w. ngs grre
retained for me@ rem@g of zdloac& \ é\Q % &

At termm@%y %% ratfd we§ exsa@ul a@ L@g "dsoflurane”
anaesthesig~and a blood simple was \@?hdrag by cérdiac p}nctuféwand placed
into Vl@s con, @mg k@ arn]@ ©©

The <ggated* Qﬂn s swatbed f@g wm@@acr%ce pnc@to r@oval The skin
was&thenqghaved hav1%s retained), §f neegs ary, @rior fo tape-stripping to

rémove e s m ceum his pgoce ed@ application of an

“adhesi tape (CI é\& ) f%@ g:%;nds Before § tape was carefully

é\amm@ a&ég?ﬁst the di@n ofshair grepvth. This pregess was continued until

@ ‘shiny’ @pe@c e e@%rm@was eSllent, %ﬁdlca‘ung that the stratum
S eulg%d begh i ove(i Q @

—

&
Radioassay: ©© @\ he a’fgﬁou of ra actlv in th@va S samp ﬁs were determined by liquid
ISEEES scu@llaﬂo@ouﬁ& (L%@) §
0 @ ©) %@
& s s e
Findings: . . °
N R N
There were no tr \r)nent&rela clm@@ S1® obggrved 3g uring the study. After a single topical
application of th@[m@Yl 60 %00 §&L t ea al recoveries of radioactivity were 113%,
102%, 102"/@ 0@9 fo @e 8,¢ %@ 72 a@ 16&@)urér%ps respectively.
NI
The res@’ re presentégl T@es 781-1, 7.6{-%?.
SN
. @ &@\ - N
2 A N
RS
@ < Q & ©@
@ o O
S Q
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Table 7.6.1-1.: The mean distribution of radioactivity 8, 24, 72 and 168 hours after a single topical
application of [14C]-BYI 02960 from a 200 g/L. SL 200 formulation
Dose Group: % of applied dose Q° 6
200 g/L Hours post application 4 S
(n= 4 rats/group) 8 24 72 168 A @&
Mean | SD | Mean | SD | Mean | SI3 [ Mean | SD &)
SURFACE COMPARTMENT & S
Skin swabs (8 hr & terminal) 83.36 | 8.01 | 74.06 | 5.56 | 70.84\7.71 | 66.7)) 17.{‘;g %@@
Surface dose (tape strips 1 &2) | 033 | 0.08 | 0.7704] 0.71 | 0.29.7] 0.14 | 043> | 028 | ©
\%4) @
Fur 006 |008 [ns¥ |na [190 [1.05 |@38 [Ql0 4. &
Dressings 7.84 6.20 @%89 2.26 4%1)2.47 5.66 7 14.119 9.1 @@}
SKIN COMPARTMENT S R o & & VYls
Stratum corneum a 105 0590414 |1 [0 |038 IN3a | @so @
Treated skin b 331 %66 @1 W70 .32 4090 852.00 1.13
. . 2 < 0 I3 i o
Surrounding skin ¢ 15.16% 8.80y 9.1% 4.3 10. 3.39 7«@ @ &
SYSTEMIC COMPARTMENT %0 xS\ & & & ﬁ@
Urine 0@ J001 @21, 1912 ©0.78. 0438 2.18 0.5
Facces 5100 ha, 0.07 0.087 0167 | 068 | 084 | p.62
Cage wash 10027002 [a08” [aps |g2 [l 204, foas
Cardiac blood o, | 007 @003 |901 @pP0044.0.00450.006) 0.013 | 0.01
Non-treated skin K [va1.d 147 T8N 2.1@T2m | 1537 | 260 | 2.02
Carcass o oY osp |08 {053 @2 (036 |ew.ee | 032
Total Recovered " 1184 [ 389 [Sh02.4 Hf63 TMo1.2]5.08(] 101.1 | 2.40
a— 1 1 1 o o w
: ta;?e strips e;gludm%@rfac%\ﬁ (@.e strips2l &% N é % N
= skin at dggebsite afte tape%@sxpm@oced@, §9 O AN
¢=skini diategx)utside do& plication aregdd @ @
O 7N e Y SN .
SD = st ard%xlanon,%LOQ=less th&&h it o@uantlﬁ 10, @= nq@&a\phcable, n.s. = no sample.
© 6 & WF oy &
S £ N 6 S @
(N . N
"\@ RS %@ @ S @
< D
A & \QQ o RS O
FEFSIF &S
5 & & & .=~ S
Q N < N <
@ QO ¢ . Q , 0O (g
Q0O S & b
AN SRS %Q & @
5 & ¢ &
& S Q
Q A\ N @} .
N NS N
o e &
s A &S R
@ < Q & ©@
Wkl
{N @@ @ o v
S
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After a single topical application of the ["*C]-BYI 02960 at 0.625 g/L, the mean total recoveries of
radioactivity were 99.8%, 99.4%, 92.3% and 95.6% for the 8, 24, 72 and 168 hour groups

respectively. @ @©
S S F
Table 7.6.1-2: The mean distribution of radioactivity 8, 24, 72 and 168 hours after @single topica}g@ ©®
application of [14C]-BYI 02960 from a 0.625 g/L. SL 200 formulation. A @
Dose Group % of applied dosey Q e |2
0.625 g/L Hours post appligation SN ¥
(n= 4 rats/group) 3 o4 O 72 7 dps LD &@
Mean | SD Mgan | SD [ @fan | SD.Y Meaw | &8 | ©
Q ()

@
SURFACE COMPARTMENTR o+ & « ©
Skin swabs (8 hr & terminal) | 89.56 | 4.68(788.71 | 626 | 7693 | 630.[985.8%] 6,3@
Surface dose (tape strips 1 &2) | 126 | 043 | 245 | 490 |« #.14_ P3.060! Lo | 067

Fur n.s. n@° | @s. Fona & LIRy| 188 | ,1.03 K 2.07
Dressings 0.07 | 0.06 [55022¢gF 0.16>] 049 [ 027 |©1.53 &F22.52,
SKIN COMPARTMENT, D N

Stratum corneum a 4.860, 444 § ) 271 r\§.46

Treated skin b 188 | 091 43 [70.31
Surrounding skin ¢ Q31 |[@p.08 ° . £°0.159 0.06

R SYSTEMIE,COMPARTNE? NEEN

Urine @ 026 085 «l.10 | 0.07
Faeces ST 003 [«@03 .30 [ 0.09

Cage wash 015 4£0.065, 029 | 0.09
Cardiac blood - 2 [ 0.02&] 0.0 0.007 | 0.009

Non-treated skin ) 044 | 033 020 | 0.07

Carcass @ | K3 . . 0.353 0.09
Total Recg&éted E99.845 045N 9986 | @6 | 923 | 133 | 9559 | 2.60
— S S =g " 4 @J
2 = tape s@s egcl@mg suiface doé%strl%s%l%& 2, N Q{@

@ <

b = skignit dose@ite after tape-stifgping edur&y& @ § B

c= s@ im@tely&@side thgose %plicati@ﬁ@area, Q Q @

SB+= standard deviation, <I@3Q = less than fiit of tificgy mot licable, n.s. = le.
By standar egg ion, %@2 e% an @1 of qdditi 1c@on, n.gpsvnot applicable, n.s. = no sample

QD o O & ISR S
AN o\@ O\@ “ @@% o\@ B §\©
§ NI S ;@, N

5 & & & .~ &
ORI AN S RN
o O ¢ .© o ., 0 @
T OSS S
S\ L 4+ 9 @
o & @ S
%o § S @ @ S
S S
> &Q @ &©
@
RS
% Q
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After a single topical application of the ['*C]-BYI 02960 at 0.1 g/L, the mean total recoveries of
radioactivity were 100%, 95.8%, 103% and 95.6% for the 8, 24, 72 and 168 hour groups respectively.

& &

Table 7.6.1-3: The mean distribution of radioactivity 8, 24, 72 and 168 hours after assingle topical Q\ ©
application of [“C]-BYI 02960 from the 0.1 g/L dilution of the SL 2¢8formulation @ &

Dose Group % of applied dose ‘07 0 D
0.1 g/L Hours post applicatitn S X le
(n= 4 rats/group) 8 24 N2 N, 1687 s
Mean | SD | Mea SD | Mean | SD é}‘(/[ea%\| SD2 @
SURFACE COMPARTMENT AR S é

Skin swabs (8 hr & terminal) | 77.99 | 559 | sg24 | 7.12 £.80.53 | 3.997| 6887 | Q62 ]
Surface dose (tape strips 1 & 2) | 3.50 | 1.56 [.61 133°F 3.66° | 898 | 43.66 [70.84
7
n.s

Fur 1.71 | 0834 ns. ma | . 14 na. |~ ns, @ @%
Dressings 064 | 087 [ 0af | 878 [v.0.49, P 02500 245 [ 491
SKINOOMPERTMENT o> s @ & ]
Stratum corneum a 8.74 |.4.50 9626 @ 3.00] 11.69 [:3.14 [Q10.37&G "2.68
Treated skin b 205 7v0.79N 087 [ @6 | H83 053 [ 136~ | K1Y |
Surrounding skin ¢ 1.53@] 046 | 0a1 [9.03 D040 0260 633 [ P34

ASYSTEMIC CQMPARRMENE? O & @

Urine 9,08 [@.05"p 057 028 | &2 1045 £73.00.7 027
Faeces H0Q4 nay| 0 | &09 | 0.62.9 0200] 044 | 025
Cage wash D <10 | n& 12 €015 Q) 0349 0389 | «Q.70 | 0.44
Cardiac blood 0.07 |[~©01 0.06 T 0.08%] 0% 0.09 | <0.09 0.06

Non-treated skin . ArS5 £0.38@) 05397 01T [«e76 - 0.12¢) 0.79 | 0.05
Carcass  °«.~ 2.639 1.§ k40 [a018 [1.63°N 048] 3.09 | 0.69
Total Recovered &) 1085 | &9 (39579 32w [ 1029 | €08 | 9556 | 1.99
2= tape stripsé&XcludiniFurfagddose s@s 1& 2o Y Q &
b= skin at @é sitegfter tilp@}rippﬁ\{@procedure, ©© @ @
¢ = skin @wdi te@ outs@the dois%’app@iion afeg, é@ @& N
SD 7dard©®ﬂatlo© <LO%§less th@gy 1m1§g%“quancatlol§§a. = not%\apphcable, n.s. = no sample.

N9 @
OIS N
Total %o&%{%-absorbedgy Q% Q@ Ko
For allﬁ.ﬁgtmen‘[ leve@chg mgjority of th nadioa@%zity%was go@asorbed and was recovered from the

skin by swabbing.@iis a@g\ount@@fog @ t(xo;g\S.476.9 §§\89.3% and 68.7 to 82.4% of the dose
applied for the high, int%med@ do‘%angl t@@iow dose, ectively. For the high dose groups, high
and decreasin@percge@ rqdi@activ@ were) eas@ed in the surrounding swabs, ranging from
19.3% at 8 Tdurs to .Z@at F&S\ho@ Per@tage@ecoveries measured in the surface dose (tape-
strips 1 @2) were I%er foe hi@: do&%%r{mﬂg ion compared to the intermediate and low dose
formulatons. This aisount was in_the rang of@’() to 0.77%, from 1.26 to 4.14% and from 2.61 to
3.6%%01‘ the dosctappli rQ@hig@%wr@diate and low dose formulations, respectively. Mean

percentages of @Qoverie@me&@red i, the f&Qemained low and could be considered stable over time,

despite the @Vldu%ﬁt@ﬁﬁ%@, for @e three dose formulations.
N

N O ©@
Total‘V@ dos@s\lte: <€) §

Despite, the @r-i idl@@@/ariability, the mean fraction of test chemical present in the stratum
co@m @ wadbing ggocedure increased with the treatment level. It was stable over time for the
highest gisdtment level, with values that were relatively low ranging between 0.71% and 4.14% of the
dose applied. For the intermediate dose level, the mean amount of radioactivity in the stratum corneum
appeared to be stable between 8 hours (4.86%) and 72 hours (6.41%) and decreased thereafter (2.71%
at 168 hours).
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For the low dose level, the mean amount of radioactivity seemed to be relatively stable between 8
hours (8.74%) and 24 hours (6.26%) and increased thereafter to 11.7% at 72 hours and 10.4% 68 &
hours post-dose. The fraction of test chemical present in the treated skin following removal botl§
residual dose and stratum corneum appeared to be relatively stable f@@the three @eatn@t
formulations, with percentages of radioactivity slightly higher for the higf"dose form&lationo\ﬁin
taken from around the application site (so called “surrounding skin”), to%gvestigate th®spreading &g@

the test chemical across or through the skin contained relafively high stable levei@\of r@aoti @
for the high dose formulation. These high levels of radivactivity ce related t@%ose@am@d in &

~ & O S ©
the surrounding swabs. @ & Q N ®© @Q}

) R o & &
N
: . . @,.@..Q©@.@.
For the intermediate and low dose formulations“the arpouns radiactiviy in %\}e su{mg,lndl@km
was much lower than for the high dose g@p ar@é’gtab%@ overéi%me. @%re@, the total material
remaining at the dose site appeared to lowe@for thg™ groups exposed fo the @erm@te dase
formulation. For the high dose, the V&l%es d.é&feas@from@ ho&%pqs@osez@pﬁ% of t & dose
applied) to 168 hours (11.0% of the apqiﬁ%d). @@th@@e%@ate @, t %lue@%’btai S
(7.04%), 24h (6.97%) and 72 houri@.48%§»pos&%se “K&’ r{e@’velg@mﬂ d agdecreasy occurred
: 0 S O N LN
thereafter with 3.29% measured afd 68 lggurs. © S S o 0 RN
LT @g VP
For the low dose groups, the pqgentag@Qf ragioact%igty loeg%d a{ e dgse siteras stable. The
0 %) 0 ; 9
amount was from 12.3% a€8 houtspostddse t, .SQ at 16@8h0ur% st d@ @'y\?
\ )
@ o
. v\a @ @ @ 6 °\© K % o\@
Total % directly absprbed< @N NEEN S) o

Y S
The amounts of gadioactivity, féun i the tisgéue@arcggﬁ, ca@iao b@od, non-treated skin) and

e amoun . Sind .
eliminated in th¢ €xcréta (urire, fa@&es, ca as@were ebnsigéted qsi@frectly absorbed by the rats.
For the neat uct smalCportidw of the adi%etivit as rbe@rapidly as 0.92% of the applied
fios.e ‘appbea@d' in' t.h cagé\s”s a{g@ 8 h@grs p@t».-appl@atml@Afteat, taking into account the inter-
individ ariability, the le\$f ra@actlvny in e ca&@s se@ms to be stable between 8 hours and
24 hours’post dose a%%p sli§]gt dg‘gﬁrease@?ter@% ur& the e&& of the study. Low and stable levels of
radioactivity were§fetected in the>cardrac blo@’ overGdhe ation of the study. Radioactivity detected
in the non-treate%) ski@as tiv@’ iglmf’ﬁut stable o¥er time. An increase of radioactivity in the
excreta (urim@@age & she&ﬁd f\a@ges) wa ob(sgrved gom 0.03% at 8 hours post-application to 5.17%
at 168 hm% post-applicatidn. O S G @

. &) QQ @ @ o\%
At t}&intermediate@@\se lea@l, a @cent@ of °]§)% of the applied dose after 8 hours post application
in the carcass showed aggpid @sorptio@of thg'radioactivity. This level of radioactivity in the carcass
decreased betw@en 8 agd 24 urs th@ﬁer was stable until 168 hours. Low and stable levels of
radioactivityQ@eresdetected™in thé%ardi@ blood over the duration of the study. Radioactivity levels
measured 4n the@%n—t@ed @n wer@low and stable from 8 hours (0.44%) to 72 hours (0.47%).
Thereafer, a \,(2’ 11 dgcreas s noted, 0.20% of the dose applied being measured at 168 hours. The

total {r\n’ou@ radfoactivity excreted increased with time, from 0.43% at 8 hours post dose to 1.69%

at hog@ post-application (urine, cage washes and faeces).

At the low dose level, a higher proportion of the radioactivity - compared to the high and intermediate
dose formulations - was absorbed rapidly, as 2.63% of the applied dose was measured in the carcass
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after 8 hours post-application. Thereafter, the level of radioactivity in the carcass seems to be
relatively stable with time although an increase of radioactivity in the excreta (urine, faeces and cage
wash) was observed (from 0.08% at 8 hours post-application to 4.15% at 168 hours post-applic o) S
Low and relatively stable levels of radioactivity were detected in the cardiac blood and nm@t{eated@a
skin over the duration of the study. S & @)
v N

Therefore, for the three formulations, the direct dermal absorption seemedp i increase 0®@r tl@nd ©
the experimental conditions of the study for the high andfow dose fo -» lations, rarrg}lg ﬁ&}n 2.
at 8 hours post dose to 8.14% at 168 hours post dose f? the hlgh e groups a; fro @32" t 8 &
hours post dose to 8.12% at 168 hours post dose f@the low do rmulatlon@%r th@lnte dia
dose, the direct dermal absorption appeared to bt1ve1y stablgve €me (@n @L% at 8
2.24% at 168 hours post dose). For the three tre .7 ent dose@ne m@tts 1@11cat®that the uru?@was

o RO w o .

the major route of elimination following derlét appligation, & > @Q
v @ & % &’
S, W ) Q @j @
Total % potentially absorbable: g\ﬁ > \

N
In a conservative approach, the amo of ggdloagt\\ﬁ@fty r@%ver&@l mpa@ment @tratum
corneum, treated skin and surroun%@ Sk@was c%%nsui%@dt Be ab abl e f@owmg 8-

hour exposure, the amount of BY@Z%% pote@gally ahsorb (su@ of d t ab@g tion, L¥ind amount
detected in the dose site) rang&ed ﬁd‘m 17 & 22%@@@ K& nea@rodu frody 6%%@0 10% for the
intermediate dose and from 0% t&Zl% f@h l&w do%%gfoera fon, 9 @@

o @ N R @ S
Conclusion: > @ ©§ @ § & o §
In conclusion, the al@unt @apg ra(@labe[”@BYI @96hlch§§an be considered as the
e

maximum percentgge tha@ coul S6isidered a @y bsorba@e under the experimental

conditions of th@?tu(%was 2@), l&A) and%%% f&Nhe h ginec@%\e and low dose formulations
respectively. @ K

"\g .
N < \
IIIAIA%%.Z Cm%ara,g% d&lﬁ‘mal @§or&@)n nYi\fltro%usmg rat and human skin
NOREEEN
Report: N KIILAZT.6. Zf/Qj’ (2010)
2 &

Title: @ @Q 296@%L2@>) Co@arah@ in vitro dermal absorption study using human

Y < @ rat&ﬁm @\ S

o R
Documz@! : -399215- @ﬂ %
Guidelifies: @\ 0. E% guldel@ for@ testing of chemicals; skin absorption: in vitro Method

o % 20045,

> . @)E@ Envi @tal health and safety publications series on testing and
&@ . as °28;§hidance document for the conduct of skin absorption studies
@ ) rch %@04), @

N

& N u n Cotnnission guidance document on dermal absorption- Sanco/222/2000

& & Cmdo

NS rev., (March 2004).

SANCNE S

GLP @a @@ @@ Yes
)
&g T
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Material and methods

Rat skin:

Species, strain:  Rat, Wistar Rj: WI (IOPS HAN). T

Source: . . @ N

Sex: Male (10). 5 S @

Anatomical Dorsal. S &@ ©)

site: w \Q

Rat Skin Each animal was killed by cervical dislocation. After sdgrifice the sk wasé)@ppe@

Preparation: and removed for use in the study. The gdgrsal skin wa “‘dermatomed by use-af a m
dermatome to obtain samples of ca 46%9( 540 ym i 1ckness g}’ Q\ @ &@

Human sKin: Source: Q N S

Number and sex: 7 donors, fema

Anatomical region: Abdomen_ @y Q o N
Thickness: 437 to 592 pm. . Q} \@ @ 6\ “ Q@
Test Material: é& @@ %Q g\f @J& IS T
Non- Batch: NLL 7780-47-4. RO O L A QAN %
radiolabelled:  Purity = 99.4% w/w. N 9 bQ 5 & o & §
Radiolabelled:  [pyridinylmethyl- 14@4 YI“QZ 60\ &Y S
@ .S Q) z’\?\ Q éﬁ S

Batch: KATH 64 N
Specific activity; @%7 q/m § @0 § §‘9 @ ©
Radiopurity ofghe formulatign: 999 @
Formulation: The formul@on us%@ in gmme @a @w B 29 @ L 200 formulation
used at thrégnominal c%gentratl s: 2080 g a. 0.625 g a.s: 1 gas/L.
Test system: A ﬂow—tf%ough\dlffu fon celksysteny (Frari®’s cell modified, allas France) was
used tdBtudy @e a t10f the test sulgstanc;@y exp@re areg of 1 cm2 skin). A
dlffus% sted o(§ don@ cha QA\\S a receptor ghamber between which
kin pos{g oned [ ptor%ﬂuld v’ Eagle's medium supplemented with
boyine se@ 1n andt gen@h (50 mg7L) at ¥ pH of 7.4. The receptor
am@ WS rm%d by ﬁ%constaﬁ@mr g‘uon 8§ way ater which maintained the
©© @tor fluid at 82 + 29 (clos&to t%i n t@mperature) The receptor fluid
S )@ purfiped ‘d@)ug}N e reg pto @t @ rate of 1.5 mL/h and stirred
ntmuously @ohilst %the %eptor@?amber y migans of a magnetic bar.
Skin int@rity: Bef ph@’on the int 1ty o@e skin samples was assessed by measuring
th@ran§ @derma waterloss @ WEY from ®e stratum corneum. An evaporimeter
@be (@%wa r TM300 sgj\tem C:Qouragé%c Khazaka) was placed securely on the

the c&%be %d the@mo@l of water diffusing through the skin was
me ’ti ed SHumafand: ﬁat skin® wit TEWL of greater than 15 g/hm? were
Q@ coside potegtlall and were not used. These samples were replaced by

new skin fr nts v@lch ¢ algptested for integrity before use in the study.
Treatm@ The@ose @arat wagapplieduto the split-thickness skin sample with a pipette at
%rate 0 aonmma&e 1@@L/cm2 exposed skin. The dose preparations were

N @ aye r ra@’oactgﬁy stent (by LSC) by using dose checks (surrogate dose)

A taker@efor@urln and af@r the dosing process.
Sampling: @" The rece ass through the receptor chamber was collected in glass vials
@ pﬁcm@g collector. The fraction collector was started after dose application.
weggthen ected hourly for the duration of the experiment (24 hours). At

@ 8 hdinrs p pplication, the skin was swabbed with freshly prepared 1% v/v Tween
O n PBS&>(phosphate buffer saline) using natural sponge swabs, in order to remove
@ @% retain the non-absorbed dose, until no radioactivity was detected with a Geiger-
monltor At the end of the study (24 hours after application), the treated skin

©® and the skin adjacent to the treatment site (surrounding swabs) were swabbed. Each
skin sample was tape-stripped to remove the stratum corneum. This involved the

application of Monaderm adhesive tape (Monaderm, Monaco) for 5 seconds before
the tape was carefully removed against the direction of hair growth. This procedure

SN
@
&
%
S

Q@
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was continued until a ‘shiny’ appearance of the epidermis was evident, which
indicated that the stratum corneum had been removed. The tape-strips were collected
into scintillation vials for analysis. The skin surrounding the applicationgsite >
(surrounding skin) was separated from the treated skin. Both surrounding ski and@
tape-stripped treated skin were retained for analysis. \

Radioassay: The amounts of radioactivity in the various samples w bdetermmed%@y 1@
scintillation counting (LSC). Samples were counted for lo@imutes or fi %
in an appropriate scintillation cocktail using a Packard 1%00 TR countggwit hne@

computing facilities. Quenching effec@ere dete ﬁ%d using an éxternak

and spectral quench parameter (tSIEy-method. E ") ency corre@lon es V%re @
prepared for each scintillation co kta11 and wergy gularly c e@ed by the@é of @
[14C-n-hexadecane standards. @ scintillati counter wa@recahb @hen ci>

deviation of greater than 2% w, k@ bserved whe 0 1ng hty ntrol standafds.
The limit of detection was takéd to be tw10@§ie ba& ou@ Valg @@k es
in appropriate scintillation @Qcktalgo N
< &
@ Q@ @
Findings: % @ ©© @j @
BYI 02960 was demonstrated to be so@ble 11@136 re@tor Q@i u the @ncel@tlom\gf 800} o/mL

of receptor fluid. The maximal ach@ed g@acen'@ion @ hog@f W\T Y@ %1 the receptor
fluid was 0.307 pg/mL. As the hleve@’conc&ltr tio at @st 2 low@r than the
e s re@@t

determined solubility concentr@on t&g@olub@y i or ﬂyld w#de%éﬁ to be“sufficient to
have reduced any risk of baclﬁ@ﬁffusmn @ & @
& .

S & @ v S
Measurements of the hdmogel%lty of & th § congntrau@sm of f*bﬂnulgﬁt%n &@‘ﬁed indicated that it
i

was acceptable.

S @% @ § = © & &\
ST <
Good recovery @ AU/ L@)bta@%d, with m e&%ota&&cove@ s of ﬁloa&@lty in the range of 96.4% to

106.1% ofth@phe@ose S & (VAN >

(N 2 & o @
These stqi@esults are %esent@%)n 1@ 7.6@\1_ © @@ \@;\’
&@ \@Q o\§ “ Q° \@Q v o\©
@ S
FEFITF s
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Table 7.6.2-1:

Mean distribution of radioactivity at 24 hours after dose application of [14C]- BYI 02960 in

an SL 200 formulation at the rates of 200 g/L, 0.625 g/L and 0.1 g/L to human and rat skin
samples (Results expressed in terms of percentage of applied radioactivity)

Distribution of radioactivity (% dose) @g’ [(\@
Neat formulation: High dose Dilution: Intermediate dose Dilution: Ldw dose @y
Dose Levels (SYP13527,200 g/L) (SYP13529, 0.625 g/L) & (SYP13539, 01 g/L,)
Species Human (n=6) Rat (n=6) Human (n=5) Rat (n=4) KHuman (n=5) & M%)
Mean | SD Mean | SD Mean | SD Mean | SD |” Mean | SR, Mean | SD
SURFACE COMPARTMENT <\ Q e 9
Skin swabs (8h) 105.6 4.37 105.1 1.41 97.28 7R | 8550 | 25 | 89.40 ]S3.42 4 85.48 8.40
Skin swabs (24h) 0.09 0.15 0.02 0.01 044 [931 | 0.63 1@66 | 097 ¢b” 0.8 56007 3.9
Surface Dose ©% Ol S R o
(tape-strips 1 & 2) 0.13 0.13 0.13 0.21 0.4%@% 0.26 2.4 [ 1.17 @ @2 86 3.50
Donor chamber 0.07 0.11 0.10 0.25 0.6% | 0.08 29 | 261 | «lo 022 Mnd, n.a.
Total % non- ‘ @ R © @
absorbed 105.9 4.50 105.4 1.52 98.30 | 1.67 %0. 69N 3.99% 9142\\ 393 96:99 4.24
SKIN COMPARTMENY < % §
Skin ® 0.09 0.09 0.02 0.02 047 | 0Q2 | J@a | &6 | ‘O11 }.091 N 1.09 § 0.86
Stratum corneum © 0.10 0.12 0.06 008, fas 153 | Xe3 | 3.83 300 W18 441> | 2.89
Total % at dose site | 0.19 0.21 0.07 | <009 .62 | 0.62 D 4. 5% D565 41, | 2.72 §0 2.63
@CEP@;&R CQMPARTMENT O« > N & [e)
Receptor fluid S ] Y @ <@
(0-24h) 0.01 0.02 0,04& 0@7 ‘038 | Y932 1.03 %@.29 ®0.61 0.4:3@) 1.02 0.43
Receptor fluid R = Q @Q’ @ o S~
terminal 0.002 | 0.005 | @n.d. na. @ 00287 0.0 065 | 005 | 9@ | 005 | 008 | 0.06
Receptor chamber n.d. na. fnd. nga%\ nd? | ma. @ |ona. YWd. ©'na. n.d. n.a.
Total % direct] SR Z
absorbed 9 g 0.02 0.0%) 0@% 5§0)7 @?39§ @;.34 1085 0.3 0@@ 0.48 1.11 0.44
Total % Potentiall, ~
Absorbable g 0.20 0.22 @%.15 G 0.0 ‘f?') ol.@Q %67 5%996 QS 2.96 6.61 2.80
TOTAL % S 2 Sk )
RECOVERY 106.],((@ 4.@2 1 {Q\@S %0.3 °1.90 ¢, 96.36 | 5.98 élb 96.22 4.08 103.6 2.54
SIS I I
2: sum of radioactivity fo at terniination and in %ound&g swabs. 7,
b sum of radioactivity d in after@pe-strifiping dure ins und§
°: tape-strips excluding number@¥ & 2 %dbich age considere rrﬁoed do
d: sum of rad10act1v1@found in receptor ﬂuldg\y 4h) epto 1d te al al@recept &hamber
e: total % dlrec@sorbed + tota]é%at dogesite
SD: standard d%@ ion @% . o @
n.d.: not detected (below the l@%of de&%tlon) Q %\ c& Q\
n.a. : not applicable > Q@ O
n: number of skin cells use@)r cal t10n @% R
In the above table, the presented Tt alwayy calcy@be exa§ from@§ presented individual data. This is due to rounding-up
differences resulting ﬁ&the uggof the&eadsh&@t progtam. °@\ @
% § %?Q Kz @
Conclu & @ %

The dermal penetra@l 0
forﬁg}\[’atlon was 1r;$’est1

to two represen@ﬁve dilutio

s

N

6%?2nd %& g/L), respectively.

%I OZ%@ thno@h human and rat dermatomed skin from the SL 200

three cen@lons corresponding to the neat product (200 g /L) and

O

Overall, Q@le@al pef@trati of @]] -BYI 02960 in the SL 200 formulation was low at all
g hougt

concengations ed. Althou

there %Yd n@@appe@%to be a significant species difference in the absorption levels at any of the

(@n‘crg@@n test@cjl

ere was a tendency for lower mean absorption values for human skin
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The mean percentage of BYI 02960 in the SL 200 formulation that was considered to be potentially
absorbable (directly absorbed plus total remaining at dose site) over a period of 24 hours for the neat

formulation was 0.2% and 0.2% for the human and rat skin, respectively. @o @@

N S

The mean percentage of BYI 02960 in the SL 200 formulation that was con@@red to be Qenti

absorbable (directly absorbed plus total remaining at dose site) over a p&iod of 24 gurs @Qhe

intermediate dose rate was 2% and 6% for the human and rat skin respecgg%ly. S § %45@
© N Y \O\ N @

. : @ . @
The mean percentage of BYI 02960 in the SL 200 foeratlon tha@@as conmderé) to l@)ote lly &
absorbable (directly absorbed plus total remaining @%iose site) g¥er a period 0@4 hotiss fO@@e 10@?}

dose rate was 5% and 7% for the h d rat skiirespectively. S &
ose rate was 5% and 7% for the human and ra espec 1V;§/ \@@) @Q \@ %@ @@}
. : S) R A G N
IITIA1 7.7 Dislogeable residues @%” o Q ® &
SRS IO I
IITA1 7.7.1  Dislogeable residue@} folfQ¥ @} RS & AN ©§
: , Ny (A S .
Following foliar spray treatment BY3029 dlsj@eab@ohal@emd @wd dy the field
and in greenhouses on lettuce. Su@nari@%s of tI%Eudig and §1lts 3he f@towing.
o & ¥ L @ S
Report: KIITA 7@01, s ?, S; ZOﬁ @ . &) @)
Title: Determinationgftdislodgeable ¢gtiar resiities (D%R Y1 ()2@%0 aftépspraying of BY1

0296Q SL 2Q0 on lettége in @elc}@é@ the I\@herlaﬁ@s $ @y\?
Report No & 18:2916-0%> & @) @ . S LN . @
Document No §4206@0 1- @9 @ § %\ @) é& &\
Dates of work: uly @JO —Q@m@%@m 1 @© @ @
Guidelines: @Q US\EPA ORPTS 875 10@:»1@ Dislodge@@?e Ree@w Di&ipation (formerly US EPA
Q P@’Icide@ssess t Guide inesé%bdiv&ion K@enﬁytﬁmtection, Series 132-1 (a))
GLP & @s (certified 1ab0rat0r§§)> L9 o Q) @
& 2 A% Y 4 &

o >
IMate}@andmeth 15’ § @ R ©© § o

° N
The purpose of t\tudﬁ&\was@fdeji@line%ﬂ}e sgnitudedof the dislodgeable foliar residues of
BY1 02960 on leguce l%f fO@ée a%zr eg@hy@;f two spr@ig applications with BYI 02960 SL 200
(200 g BYI %@60&@ he@%dy\@s c@ucote(@m Néwvthern Europe (The Netherlands) during the
2010 season. Yhe actual icafion dataire presentediin the following table.
ll e e pstniin e llowing

Table 7.1@’1: Applicaoti@@para@%ters @ @

Country S N .Y Application
\y\f R {Q\% RGN S
Tope < @ N0&© Interval Growth stage Rate
@7 - days BBCH kg a.s./ha
& ~ & 2SN (days) ( ) (kg )
The Nethe‘\{@%s@ Sp @3‘ g @k@z 10 45 - 48 0.125

O @ o

N S . . .
Sam&fés woll@do in,d manner designed to obtain representative samples. They were taken,
pr@ed ifpthe ﬁe@ w}@ necessary, transported and stored according to US EPA OPPTS 875.2100
Foliar @ odgeable Residue Dissipation. Leaf punches were collected directly into a pre-labelled
poly-propylene jar using a leaf punch sampler (_ Co; El Monte, CA). Each sample
consisted of 40 disks cut with a leaf puncher with 2.523 cm diameter and a disk area of 5 cm?. The leaf
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punches represented a total double-sided leaf surface area of 400 cm?. A sample was collected from
each of the three subplots to provide three replicate samplings at each sampling interval. Leaf punches
were taken from the potential worker contact zone including upper, middle, and lower portions he &
crop foliage and interior and exterior portions of the crop foliage. Control leaf punch samples wereyy
collected prior to the first application. Treated samples collected on the day o@pplication wWére ta@l
after the spray had dried. After each sample was collected, the sampling jar ®as capped %d kep&gol
for transport to the field site laboratory. Leaf punch samplers were ci%gned after €ch s@pligg@
interval. The dislodging of the leaf samples was perfonﬁ@l as soon possible, bwgp\ot ]%E th

@
hours after collection. The samples were dislodged usiry a 0.01% osol OT solgfion @ d(@lﬁate &
sodium salt which corresponds to a surfactant). @} Q& é\g R ©© @Q}

o S
IT Results and discussion Q,?(@ N 2 R & &) @}
L @S D LS S
The results are summarised in the following e. @@ %Q g\’ @J& @@ A v
Table 7.7.1-2: Amounts of dislodgeable folia%}YIo 0&0 re @:)ws ogé@ejttuce@l th@ ether@%ds @%a.s./@pf ,
two sided. Figures in bold i&%i’cat&d% ofﬁg})tme ) © %, §
Sampling Dislodgeable f(&gﬁresi@es 5 °\& %© "\9\ o~ éﬁ Q)
[DAL.T] [ng s 2]%% S § \@' @QQ S &
& Q) %,
0 <0.0F > & .9 .o o
@ &@ @’@ p S @® @ S @© N
0 L0291 o T § @ g O
R & S lag S N .9
3 & <0.Q) @@ @ § @ %@
5 Q001 ¢ @§ Ry § ’ N o §
ISE: & S O S O
T @ S .
-10 O N\ <001 N N é@ @ @@
ol & > My &0
0 O[5 Y N o e § @
e & @ Y
TN 7 0 &) O @ ©
§\ @Q %O 1@7 @ § § o, ©\
SN & 0 E N &
15 1
T Lod s &
17 @ 0.01
AN T IR
20 @)
@% N @7%:’ rz\@

#DA1 .T:@y after first tre&trﬁent; = b\efore res@tive @tment; * for explanation see text
. ST e
N . oS R 9 . : o
Already 1mmed@1tely after th&g%atm@lt thexeis a clear decline of dislodgeable foliar residues,
resulting in values @Q. second a%%ﬁ%ation — 10 days after the first one — was performed as no
rain was ex cte@ow , 2%minu‘e@

with or%@nnu@ hardain. @Viously this has washed off any residues from the leaf surfaces.
<
III Coriclusipn S
Y & ©
Tl% DFERCvalue at day 0 (i.e. shortly after application when the spray has dried) amounts to
0.29 E..v m?. This corresponds to 2.3 pg a.s./cm? per kg a.s./ha. This value is higher as the one

proposed by the German re-entry model but lower than the one proposed by EUROPOEM. Already
three days after application the DFR is <LOQ (0.01 pg/cm?).

fter the application there was rainfall for about 20 minutes
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While EUROPOEM does not consider any dissipation after application the German guidance (for
bystander/resident exposure) considers default 50% dissipation between applications. With regard to

the observed dissipation in the trial this can be regarded as a conservative approach. DS
Due to the heavy rain shortly after the second application no results are available from this app 'ation@§
However, as the DFR values before the second application were already co@ntly <LOQ%o ot@r
figures than the ones from the first application would have been expected & the secon%z;&ppli%ﬁn:

Three days after application the DFR values are <LOQ. %% . O § \25@
© & S & e
’ S g s &
Report: KIIIA 7.7.1/02, -2011 ® N V' Q& O
Title: Determination of dislodgeable -\C'Z?- sidues (DF R@f BYI 02960 &fer spraymg (@Y I é
02960 SL 200 on lettuce in the fighd in Portugal @@f @ S o @}
Report No & 10-2917-01 . RN @ 6\ LN
Document No M-420656-01-1 s @@ %Q g\a @ Q N R
Dates of work: September 2010 — December 201 &, (@) & @ © & % &
Guidelines: US EPA OPPTS 875.219%»%@\@1@{%%1 idueDissipation (forririrly USEPA Q)
Pesticide Assessmenté%ﬁdelﬁsgs Subv1sion Ree Prot\@ion, ies 132-1 (a
GLP Yes (certified labor, TS @ 5 ) %, é’ Q)
SRR
I Material and methods Q 8 O N LN

o 9 O & o O S
The purpose of the study \’ngto @%rmin@the @%gn' (e oe dis%dge@@e ar residues of
BYI102960 on lettuce leaf Fs%liag@%after @%ﬁ ofgtwo %ayingwppli@f@ons ayith BYT 02960 SL 200
(200 g BYT 02960/L). ({@ stua@ wa@cﬁondd {1 Southern Eul pe@r‘[u during the 2010
season. The actual ap&liﬂcatiox@ta agg presenfed ib@ie t:ol®wing%tablec:ig o (©)
v O S
Table 7.7.1-3: Appli{g@%n gar@netg@ \®@ N §’ @ Q A S

Country @} o @ i NN 0$9Apg@ati?f§&} @@
g [0 8 5 B e | s
Portug \@ Sprayin & %2 - N@ @@2 \@7 43 -47 go.l-zos
@ @ Y § ég QS Q v L, O

D ¢ & L0 o & D
Samples were c@%cte%in a nne@esig&@ to ()@t&lin@presentative samples. They were taken,
prepared in th@ﬁeld @ere @escs@, tra@or‘te@nd ed according to US EPA OPPTS 875.2100
Foliar Dislo@eableQRes D&%ati@ Le@punc@s were collected directly into a pre-labelled
poly-pr(@ne jar us'%g a 1§ pu@ﬁ sg%leor _Co; El Monte, CA). Each sample
consisted of 40 diskgut with leaf punche w(i)t@SZB cm diameter and a disk area of 5 cm?. The leaf
put&ﬁes representéd a to@im@@-sid@eat@rface area of 400 cm?. A sample was collected from
each of the thre &ubplot@% &I@Vide@ree er@lcate samplings at each sampling interval. Leaf punches
were taken gém the%@ten (;"’ wo@ cont%t zone including upper, middle, and lower portions of the
crop foliag&land é{l}erio @I‘k eggeriorions of the crop foliage. Control leaf punch samples were
collect%@rior @Qhe fifst ap@}ation. Treated samples collected on the day of application were taken
after thg spr@ad d. Afer each sample was collected, the sampling jar was capped and kept cool
fog&nsp to the ﬁe@site laboratory. Leaf punch samplers were cleaned after each sampling
V&l@ne dislodging of the leaf samples was performed as soon as possible, but not later than 4
hours after collection. The samples were dislodged using a 0.01% Aerosol OT solution (i.e. docusate
sodium salt which corresponds to a surfactant).

inte
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IT Results and discussion
The results are summarised in the following table. ° @

Table 7.7.1-4: Amounts of dislodgeable foliar BYI 02960 residues on lettuce in Poal [ng a.s./c@, tw@
g

sided. Figures in bold indicate day of treatment N
- - - - IS
Sampling Dislodgeable foliar residues % . Q 2 %@@
[DAL.T]? [ug a.s./cm?] ©) @{N %\ \°\ @@ @
0 <0.01 ¥ Q @© § N
' Q) %, < S
o) & & VO &
0 0.110 /\@% Q & & & ) o
3 <0.01 Y N L@ R \© 9 Q
. . = é@f O %@J D @
5 <0.01 o Y & > Y @Q N
7 <0.01 =S oY T R < © @7 @§
' LS Sy S O
- o 0 SN & s S
-10 <0.01 Q@ > & %© @} @ ISEEES
/@ @
10 0.2{5@’ T NV S @@@ > § &
5 9012 .7 &7 O S & R @©® ‘&\
13 Q\O.m RS s &@ Rz S}
57 ~ \J© @$ v @ o\@ =)
15 2 <001 o § : @@% Kv\g %@ §
17 N o002 Y Of - .
< @ NG @(% \JQ §a\ @© & K\
20 <0f
§ é \@b %o SRz @& @@

#DAL.T: day after fisht tresinent; " - = before res ive tr Oment @

TN e N e S .
After theog@ltment, there.is a e@ dec@w 0 dlslo@blK@’iar residues resulting in values
<LOQ%‘$eady 3 d%y@gfteg dpplication. S Q = .0
I C m OO SO N

onclusion @@@ S %\ %@J @) >
The DFR Va@e at @ 0 &e. Os@@{ly i@ter a@icat@ when the spray has dried) amounts to
0.11 pg/cm?Phis c&dld esp@gﬁ tot defaél/} valyg;of the German re-entry model which would be
0.125 u@./cm2 =1png a.s. p@ﬁg a,sMa X&@ZS kg a.s./ha). However, the second application
results 18> a significant ighé%ﬁg&re wh& he@mples before the second application were already
constantly <LOQ. ncq@ijerg fono j 'ca@ that residues from a former application could have
accumulated. Most likel@ ther@vas st a l&\@r target deposition at the first application.
The value of Q@sec d ap %1&01?@ 0.2@,Lg/cm2) corresponds to 2.1 ug a.s./cm? per kg a.s./ha. This
value is higg@ as{l}e onﬁg@ed by tf¢ German re-entry model but lower than the one proposed by
EURO@M@%M wighin e days after application the DFR values are <LOQ.
& & T e

&
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Report: kA 7.7.1/03, | N T 2011
Title: Determination of dislodgeable foliar residues (DFR) of BYI 02960 after spraying of BY1
02960 SL 200 on lettuce in the greeenhouse in the Netherlands o 6
Report No & 10-2918-01 @ IS
Document No M-420641-01-1 Q\ (g
Dates of work: July 2010 — November 2011 @ @ @
Guidelines: US EPA OPPTS 875.2100 Foliar Dislodgeable Residue Dissip (formerly US.EPA &
Pesticide Assessment Guidelines Subdivision K: Reentry Pr(gctlon, Series 133-1 (a@
GLP Yes (certified laboratory) N b\@ & &@
& S
v & Fede
I Material and methods g @Q %@ QQ §” C&©
_ @ S Q _ g ,
The purpose of the study was to determine th Qﬁgagnltude ofhe @flodle foliar regﬂue&
BY1 02960 on lettuce leaf foliage after each 0@@0 sprayin@appl{gion with &9 OQ \ OO

(200 g BYI 02960/L). The study was conﬁycted@@Q N&@em &%Euro he@ethéﬁ&nds)% the

greenhouse during the 2010 season. The aga@ ap(%ipatio&data @@9 presited inthe f@loWi ble& o
. < @
S D DO g &

Table 7.7.1-5: Application parameters g*ﬁ
@

Country < A ““App ication O 2 Q
% @K . § & @;e? @@ i@s R
Type &, Num@Er of " ter ro stag@ w, Rate
S applicatiofip < (da§ &3 @CH@@ kg a.s./ha)
@@ o v § &@ S S
Theh | Spraying. & o o 10 &@ \@2 44648 q 0.125
Netherlands % 5 f@ @ \(\\ %
D 5 & PO S
v @ °\
Samples were collggted in @m&@%&r d@gnec@ obtain

re r@sentaé%e sa‘@g?ples. They were taken,
prepared in the fi Wh@% nee%ry,n\tﬁns&rted and stor&cco&ding &US EPA OPPTS 875.2100
Foliar Dislodgé%le %@idue %issition.@eaf nches Were @hec directly into a pre-labelled
poly—propyle@ jar@ingy%@leaf nch%samcpl@ { CowEl Monte, CA). Each sample
consisted, g@40 disks cugwith agl%%f @her ﬁ\th 2.5 cm@iamet@%] and a disk area of 5 cm?. The leaf
punch@@presented @ﬁ%tztl ble-sided leaf surfgee area of cm?. A sample was collected from
each of the three si@slots @\pro@e tl}r@repleié}te sﬁmplings@t each sampling interval. Leaf punches
were taken from@% po%qtial @ker@n‘ca@%@éne including upper, middle, and lower portions of the
crop foliage a@l int a@xtgri@r po@ns e crpp foliage. Control leaf punch samples were
collected prf@ to th&first plica%})n. atedé}mpl@collected on the day of application were taken
after th‘@y had dried. Afte@gch @%mle Was c%@cted, the sampling jar was capped and kept cool
for trarisport to thefield sig la{)rator&§ea@\mch samplers were cleaned after each sampling
inter¥al. The dislodging @hec 188t sapiples @ performed as soon as possible, but not later than 4
hours after collection. T8 sa \les were di{@dged using a 0.01% Aerosol OT solution (i.e. docusate
sodium salt w«kg% COReSpQ to @rfact@t).
@

11 Resultsa dd@ ssig” & O

u ussi
Ther S areuminarise '@he following table.
Iy

¢ & <

&
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Table 7.7.1-6: Amounts of dislodgeable foliar BYI 02960 residues on lettuce in the Netherlands [ug a.s./cm?],
two sided. Figures in bold indicate day of treatment

Sampling Dislodgeable foliar residues ¢ @
[DA1.TT* [pg a.s./cm?] c\@ é§
-0 <0.01 & @® &

& SRS
0 0.293 e
©
3 0.010 “\% \@ N
© & S S & @
5 <0.01 X K o & &
7 <0.01 2y S o R 09 o
| & Ve & & Y s
10 <0.01 & N \@ PN B2 @@
I Q % o, %
10 0.316 S sf é\g@ S b@ﬁ% N &\ N
11 0.235 W\% \“@ \@ bQ AN @@ © @7 @§
13 0.010 @3 N (7?} AN & > é\g N §
QLN & @& v o & NI
15 <00, O . AR N @ %
(@& (g S LY ®\ @@ S S
17 %0? @ 2 > S & L &
20 0.01 RN o &
N AN & o % &
N O N [9og @ . %
#DAI1.T: day after first treatrgel@" =" @Efore@ﬁectl eatment % @ %
SN @} S NS
SECEES @ ©

N & =
After the treatmeﬁe is a@i@mt @zclln§f dl$dgeable foh@rc&esidﬁes resulting in values at
1 o

the LOQ already aysé?e app atlag \ §9 & @@

\

I Conclus1§ @6\ ©& & K@’ @ @ § r\”
The DFR Galue af@)da %ﬂ (1&@5h@ aft%} apph@tlon@when@ﬂe spray has dried) amounts to
0.29 u 2. This co po@o 28 g as. /cm@r kgca%s /h@\Then an immediate decline quickly
leads to values <L Q, Th¢ u@lue a@y ng\— Jugkafter t@second application when the spray has
dried — amounts @0 3 ug/ @ co e%pondi@g to £5 ugg.s. /em? per kg a.s./ha. Again, three days
eﬁ@’ the @ @
On average Dl@o -Vg @’ a{%&unt 4 a s@m per kg a.s./ha which is higher as the one

i ent odé%: but 1éwer th@i the one proposed by EUROPOEM.
With re@d to d1sm&§%n tl@assumphon@ th *German guidance (for bystander/resident exposure)
can bg]regarded as @ons@@hv@pro co %mng the observed dissipation in this trial.

after appllcatlon%e I.Q‘ va

proposed b§§ the German

o &
IIIA1 7.7. @ D %geaﬁ resi‘ﬁes@s%ﬂ
Not requ@d bygula(l’n E@ﬁl 07/%9

@
IILS%b 7. @@ D@ ble residues - indoor surface re-volatization
Nobreq ﬁi by Regulation EC 1107/2009.
&
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I11A1 7.8 Epidemiology
Not required by Regulation EC 1107/2009. @o o

I1I1A1 7.9 Data on formulants @b @ @@

IITA1 7.9.1 Material safety data sheet for each formulant

Safety data sheet for each formulant is provided in docunieit H @é’

R
IITIA1 7.9.2  Available toxicological data for@ach formu@t

The available toxicological data for each formul provided W% th SD@rovigﬁd in Docu
H Q,

SR N
IITA1 7.10  Domestic animal/livesw%ck sa@ty @@ Q o o
; IS &

Not required by Regulation EC 1107/20@@2 \\ \\ S &% S
@ ©,

%>

S v
%x\%@é@%@@@©
IIIA17.11  Other/special st&@ s %% Ry § v @@ S

No other/special studies have bee&on@cted.@@‘? )

N\
N 9 é@j N @6 N §
(e

7 Y.

S S QA
F 885850
OIS S - G
STy Ve oY ES
@©@©©@3%©§
>N s & O |9
% 2 A & @ >
S & & & o & F
A @ \Q S S '
SIS
> S & & = &
QS b LS
@ O & .09 o . O @
COSSaS P
S § &S
2 @"@o%
& N Q\&Q\
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