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Cp7 TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION @
PRODUCT @

Fluopyram was included in Annex I to Council Directive 91/414/EEC in 2013 Regula@
802/2013, Entry into Force on August 22, 2013). This Supplementary Dossier.gontains only%lata w@‘
were not submitted at the time of the Annex I inclusion of Fluopyram. under Coungil Diggetive
91/414/EEC and which were therefore not evaluated during the first E %wlew All dded whiéh We@@
already submitted by Bayer AG (former Bayer CropScig che) for the ex | 1nc1usrm;1\ undg%Co 1
Directive 91/414/EEC are contained in the Draft Assessment Repor@?&R) and @Add@a and are &

included in the Baseline Dossier provided by Bayer. & Sy Q c&

& o @© @
The formulation Fluopyram SC 500 (500 g/L), a‘%@latmn Fluop%m 86”50 SC formulatign
containing 500 g/L of Fluopyram. This formula

is reglstiﬁthmughou uro Kundep%@de Q\Q
such as Luna Privilege. FLU SC 500 was alrgady a@gpres atlv&fom%@ ionQ¥P Bayer AG*for the

Annex | inclusion of Fluopyram under Cotscil J ectl@l/@/EEo“@ver the spe@bﬁcatlon

registered for the original submission 1 ow %so]gth@and s been replaced With 1ﬁc®n

102000018148, the acute toxicity studigs onéQ%ted Wi thl@spec@%atlon@lerempt submltte§ the
h ST QO

original submission and are summari e @ﬁter ° @
AN I T
SIE S & &N
< A § S O O L s
CP7.1 Acute toxigity g @j@ & Q (& @© «
An acute toxicity data pacKage for Flu@am@c 5 (abbf@wat]&M FLE, SC 5(%) (specification
102000016460) was subn@ged with the nal@ossier (study reporte® M-28361 1:07-1, M-287416-01-
1, M-296398-01-1, M-283578-Q1-2 83 201 -4%nd MEF81758-0140) Thee studies are obsolete
as the specification h@been@erg&@d w1t@spe@catmg&f02(§@01&@8

The newly submit @ Ac ute tox s‘m@}es we% p @&’meﬁwth spemﬁ@gtlon 102000018148, batch
b&

2007-011657, de@é @hlch@se preé%ntedm Ta IS N

FLU SC 500& 1c bgthe 0@ a route@of §ur in Wistar rats. Acute inhalation
exposure to S@S 00 ﬁ‘iles ratsup to al technical attalnable concentration of 1911
mg/m’ resf/ﬁ)ed 1n no de@{.,hs or XlCl U C @0 showWed no potential to cause skin or eye
1rr1tatl@1 the NZW ¥4 bblt§%17 howcp to otenfial for skin sensitisation in the Local

Lymph Node Assa@\ & %\ (& %
Clasmﬁcatlon/la@\ﬁmg%sed @he t%lcol(@%@al s@tu@les all submitted data:
Reg%@lon @72/2@)8 (G@%) g@e @

Table 7.1- Acute t t t ﬁU 00 (Specification N0.102000018148
able x@j% cu e oxw@ ud@%ﬁwh Sg@g (Specification No )

Study é’i‘%ype MR\\ Spe\éles\ & R@lts Reference
Acute oral toxicity Rat O [EDso > 2000 mg/kg bw M-298203-01-1
Aciite dermal toxicity  QpRat ¢y X @QEDso > 2000 mg/kg bw M-298209-01-1
Acute 1nhalatlo@6x101ty R @ Q& LCso > 1911 mg/m? (maximal M-301086-01-1
@ § technically attainable
{@ \ { @@ concentration)
Skin irriggtion @ €, Rabbit” Not irritating M-298001-01-1
Eye irrigation <7 Rabbit Not irritating M-298004-01-1
Skn%@nsm@@@n LIENA z@use Not sensitizing M-298792-01-1
@

&



B '\ Page 6 of 38
BAYER) 2021-03-22
\\‘ E ; Document MCP — Section 7: Toxicological studies
e’ Fluopyram SC 500 (500 g/L)
CP7.1.1 Oral toxicity
Data Point: KCP 7.1.1/01 o
Report Author: ] D @QD
Report Year: 2007 < & @@)
Report Title: AE C656948 SC 500 - Acute toxicity in the rat after ot‘ﬁ%dministrati@g N
Report No: AT03603 < Q ey
Document No: M-283611-01-1 (@) @j\ SN Q§®
Guideline(s) followed in | OECD 423 (2001) @) ¢
study: EEC 67/548 Annex V - Methgd B.1. tris Q @ S Q
EPA OPPTS 870.1100 @ o R 0O 3
MAFF 12 Nousan No 862ﬁpuumbcr 06, 00@) [(\& & © Q;\\
Deviations from current none > AN % 2 ¢
test guideline: & @J s’ @ «v\\h\ v 6\ N <
Previous evaluation: Yes, evaluated and aQpepted@ev. 2%o Vol Nof Dé@() A@ust 2012)
GLP/Officially Yes, conducted u%cr (J@)fﬁt@%’ mu@%%d fedting acilitie® @?} &’
recognised testing % N N 6 % o @
facilities: ENR f($ N~ & s, S
Acceptability/Reliability: | Yes O 5N A A ‘}9 & 9
©
Due to change in specification study Ms28 361701-1 How t%’rsedg%by stt@l M-@OS’-%I
gl % N
@ &, @’
Data Point: KCRY7.1.1/62 @ & @ e v
Report Author: % & Qy S N .9 &
Report Year: . O
Report Title: AE 56948 SC 56 @ 102@301&48) Aute to%rcy in the rat after oral
A ad&@ms‘[r@tl n %
Report No: Q@ |AT04420> @ @ S @ &
Document No: <& 4AWI-298283-04 1 Q &
Guideline(s) follgyed i&\ OECD 42 (2001)‘\@?C %ctlve @/53§ﬁ Method B.1.tris (in its
study: ©© S wiyent vers on) Xﬁéalth Effects Test Guidelines
(3 ?{@PPT; 870. 11%%) . @
Deviations ®om current 0 = % G o @ Qr
test guideline: @@ @ § D
Prev1o%evaluatlon® &Wot&ewou&@eva&kﬁd S
GLP/Ofﬁcially % Yes&nduc@ unde\gy@LP/O?ﬁmal@recogmsed testing facilities
recognised testj g ©Q N) @ ©\ § @@Q
facilities: & @ °
AcceptabilLty/T{ehablhty SYes NS 5@ o
@ 2 QQ L&
o Q
| at ‘tals and methods
N § Q
A. Materials @° &
1. Test magéyial; <\" gj l%lopyram SC 500
o O & o «PEquivalent to: AE C656948 SC 500
> 9 Abbreviation: FLU SC 500
ﬁclf@on ady S 102000018148

&Des%%tlon

atch no.:

Content:

LFY

White suspension
2007-011657
Fluopyram (AE C656948): 501 g/L certified
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Stability of test compound: Guaranteed for study duration; expiry date: 3 December

2008

2. Vehicle: Tap water

3. Test animals
Species: Wistar rat
Strain: HsdCpb:Wu (SPF)
Age: 8-12weeks (&
Weight at dosing: 175-187 g
Source:

Acclimatisation period:

Diet: Sta%iard d@f"Pr 1 K@a 38
Haltung, Kaisergugst Spuitzeridt
Water: %p wafer, ad %ztum@ @7
Housing: @}%The%&mma %d 1oly«@bona§ cage§
lowy ustswpod nulaﬂ@ ed
M S %\a & & & .
B. Study design and methods Q 2 2 @@ § &© ©©@ @@Q N
1. Animal assignment and @tm nt v Q @ Q SN
Dose: o (& @@ S stanc%jwas t%@%d us@g a @prlse@rocedure each
& Sstep Hsing three rats of%e e s xf@accordmg to the
S % 9 pr dur escri91 in OEC deline No 423. As
. N ©  tiete w@ no ‘Q ah@%at 2@0 mg@ no further step was
S @’ @ece o s
Apphca‘uorﬁte/@&me@ § Sl%le ora‘}@avaose @x @@
Appllmté% Vol®v o é& @mL/lég bw R
Fasting time: @, %, %Food Was wi@%eld fPom j;% H&animals for approximately 16 -
.9 " %@ % 24 @before@idm@strat@a of the test compound, and they
Q\ @© § @ were fe alq,% pro@ 4 h after administration.
Group size: °\ \ % §%emaies . %\
Post- treatrg@e%t ati Qerl@ 14 @ys S} >
Observa@ons @ @ @@ &or‘[al§ chr@ signs, body weight, gross necropsy
O O > NS
(& Q\ esg;@ an@%ﬁscussmn
=) % S @ %
AMoftility P Q &@ S
Table 7.1.1-1 Doses, m@ahty@an%@s treated
Dose Goxi &gﬁ)glc@ @%)currence of Time of death Mortality
(mg/kg b@ o @sultg signs (%)
Female ra‘[éy> N @ @@
(19200055 | & 04373 1h—6h No deaths 0
22000 A Y373 30 min-4h No deaths 0

&@nbe aninf@}s whigh died spontaneously and/or were sacrificed in moribund state / number of animals

N

with signs of toxicity / total number of animals used per group

o

LDso > 2000 mg/kg bw
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B. Clinical observations

Only decreased motility was observed. . @ @6
N
C. Body weight @6 &@Q S
There were no toxicologically significant effects on body weight or body w@éht gain. S @Q .
@)

D. Necropsy © {*ﬁ N \\@ @é\ﬂ o
The necropsies performed at the end of the study rcveaE no parti findings. @@ § é\g ©&

@ S & VO &

R © &

I11. clusion @
@ ~

. R
According to OECD guideline 423 the LDséut-of$ FL@C 5Q07s >@’)00 @kg bw®
, . R v S
The study result triggers the following claﬁlﬁcbat@n/lzg ing: Q IS ©) @7 @§
- Regulation (EC) No 12?2%@)8 (6TP): fone & &% ©
N 5

S QO
QK%\%@}@
ot & .8 X @O

> S §& o

@ ©
Study meets the current guidance:and § quirmentsgyn 283&013:’&@&@ @icit%via the oral route

is low in the rat. The Lp@value@/hlc > Hgkg b\}v[\ does @Q? tr1 i@ clgg\g ication.
. &6 063 .08 .5
S TS e § %0
CP7.1.2 ﬁim@l toxicity < O & o @
O NS O Y @
Q S @ $
DataPoint: & o [KEP 71201 5 9 o O @
Report Auigr: w D v . A
Report Y RYEIS S N
Reporf Nitle: . O | ABD656948 SCAH0 - Adte toxivity in (¢ rat after dermal application

Report No; O [«T0368% QO w, &

Document No: .\ M-28&416-04-y 'O Y R

Guideline(s) folloWed ifQ | OESD 402 987 EEC cn\&-;@@ 548 Annex V - Method B.3.; EPA 712-C-
study: «(\@ @“© ‘J@l‘.?2_°Q§’%’T§\.\ . l_liN.

Deviations froin current 3\)) A Q & (]

ot oA L 4+ 9 @

test guid . » O .

Prey im&':l]u;monj o 2 | YeRevaluated :me@z'cmﬁ@d (rev. 2 to Vol.3 of DAR B6 August 2012)
GLP/Officiall ¢s, copuctedgrder QUP/Officially recognised testing facilities

,-.:L i\’ui t.\f\' ) § é% o kg’m e @u[@ icially recognised testing facilitie
ecagiiised testing q N Q o

facilities: ©

N & @ &
Acceptability/ R&Tlabiligs | Y& O R

S pprael gl
Due to change*in specificatian’study M-28¢316-01-1 now superseded by study M-298209-01-Lielow.
r S G

z
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Data Point: KCP 7.1.2/02
Report Author: ] o
Report Year: 2008 & @b
Report Title: AE C656948 SC 500 (spec no. 102000018148) - Acute toxicity in the rat a%r 04
dermal application @ A
Report No: AT04422 o> L 7
Document No: M-298209-01-1 - N
Guideline(s) followed in | OECD 402 (1987); EEC Directive 67/548 Annex V, ~Method B.3, ({®its cu”@ent &
study: version); US EPA 712-C-98-192 @98) Health &fects Test Gux@?ﬁnex@PPT@ @
870.1200) N g o
Deviations from current - & @) %, Q© Q> Q
test guideline: @ ~ O @Q© Q)
Previous evaluation: No, not previously evalug@ 2 ®) (\§ . N
GLP/Officially Yes, conducted under G@Ofﬁmally r@gms@é{esm@éfacﬂ%@s “@ @U
recognised testing S 2 IS v
facilities: © @ g}\ﬁ @§ @ &b <
Acceptability/Reliability: | Yes s Q@ @ Q S Q & N
@}& \\\ N &6 &% %\© & o ©§
L Materialsand methodsy> O & @Q .
S v °\ RN @ @Q S %,
A. Materials R % S § &© ©© @@ N
1. Test material: Q@ Fli(%yram@b 5§ &@ Q (S é%
N @équiva@ t0<AE C6$6948 s%sog@ %
9 CAbbyvi @Fuisc 500, &S WP
Specification no.: > S IQ%OOOO§ v §
N LN

Description: & @ @hlte @Spen§n §9 O é& &\
Lot/Batch gy é %00&% 1657 @ @@ @& @
©

Content:© ©\ ©& opyr@ %%654 ): i@g& @ﬁed

Stability of te@’Q Y @Gua%r%ee%f? stug§durat1®1 ezgg@y date: 3 December 2008

compound g}a @9
o O

2. Veicle: n :
S LT D
3. Test animals§ & S @’ é

6 S & o &
Spemes@ QO o\@ar ©© @j@
StraintQ ) Q \ﬁsd
A % & § 9 18 we E@
“@ ] @9 Q @ o>

1ght at dosj % @ : -
Source: @© . h
Acchmat@éﬁlon Eerlo ast

Dlet %%PI'OVI@I Khba 3883.0.15 Maus/Ratte Haltung, Kaiseraugst
& é’ @© @ Swﬁrland ad libitum

o

=

7
%
4
@/

W@ter @@@ @© Tap water, ad libitum
@Jou%@g § @N The animals were caged individually in polycarbonate cages on
Q low dust wood granulate bedding.

&
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B. Study design and methods

1. Animal assignment and treatment @f @@
Surface Q\ v
area < Range Q@dos
Dose: Dose (mg/kg bw) (cm?) Q@/c BN o
Males 3000 300, 6.3 - 176 &”
Females 2000 300 @@\2}”13@\14.9% v @
Application route: Dermal, semi-occlisive dressin&© é\g QQ § c&©
Exposure: 24 hours < N & & © &@
NS @ Q @) © @
Group size: 5 rats/sex/group . @@a w;\ oy 6\ Y §
Post-treatment 14 days & @@ g}g @j& 6@}’ @Q < > AN
observation period: S > \@ Q & @ @7 @&
Observations: Mog@ﬁﬁfty% gi}ica]@igns, Q@y vbég%%t, g{@ss n@rops& §
N w3 disuions O &L & ©
®© .l%gul@ﬁid@ssm@? SR @ &
$ > > & ¢ &
A. Mortality R & D S © O &
& amprasgoated® & R SRS
Table 7.1.2-1 Doses, mortality / aimnalg\éreated@’ & @ ¢ o
Dose Toxicological O renc@% sign@ Time afeathe |” ©& Mortality
(mg/kg bw) results 2 @®§p & S < N (%)
Male rats R @ 9 © bw ° S /(Ci\% S i )
2000 | @i0/5° 40  DNosigny & | o Noddahs  $ 0
Female rats RIS SN EO NN 9 o <®@
2000 Jo& oov/5. | S mesigess s | Nodeaty | 0
/o S S ; O ;
* number of animaf@whichdied spontangously dor W@mml@edl ibribund state / number of animals
9 with sig@%f to/@&%ty/ t(&% number of dgimals %d per group
&@ @U ) < %@w>2@ mg/kg\\'b\xg O
N
© O & O S & S
B. Clinical obs&%’atio%s @7&9 o ©©
No clinical sisw&@ bs@d.o O o L Q @
C. Body weight SO~
.Bo ei
yyeig § @% & @

¥ X
There @e no toxic&l@ical &¥fects on bom@we%@ or body weight development in males and
fem&l?s. < % @ @§ N
* @ N Q @
D.N ecropsy Yoo



B N Page 11 of 38

f A
'BAYER 2021-03-22
. E Document MCP — Section 7: Toxicological studies
Fluopyram SC 500 (500 g/L)

I11. Conclusion

©

The median lethal dose of FLU SC 500 after a single dermal administration was found to be greater @@

N
than 2000 mg/kg bw in male and female RccHan:WIST rats. S @® S
The study result triggers the following classification/labelling: ¢§ SR
- Regulation (EC) No 1272/2008 (CLP): none % § @§\ 2
< . SIS
@ & @@
¥ N o S &
" = 5

Assessment and conclusion by applicant: %@ Q& §© ¢ 4

9’ $ &
Study meets the current guidance and the reqlﬁgr;lents in 2@;’201{@1&(: )@%x' ‘QVi%ﬁ% dl
route is low in the rat. The LDso value whichis > ngﬁ m&/@ bw&ﬂoes nat trig lassifjcatioft
MO ENOSCERS E- NE
% o, @? \@ Q @ @ @? @&
ST D OO S
(%) N @ S

0 . = \ %
CpP7.13 Inhalation tox1c1Q N é” @ %© & @ IS
K © 6;%% ° LY © N N 9

Data Point: KCP 7.701 B A O A LAY LY
Report Author: ¥ «? oy S D A S Q

Report Year: 2000 N A RN e
Report Title: ABC656948 SCEPO - Agute ingglation fexicitwiif rats &

Report No: G136 N P N @ J
Document No: M-296398-01-1 § oy A NS
Guideline(s) mum\-cd&ﬂ OESD4Q37A981) Y O o LN 7

study: )

~

Di cmm&f 69/@FC. @%‘\ \'&Mclhod(%_l @92) &

@ IS EP:@?)PPT@&?H_HHH :‘l@: @@ @

(@“@ .l'.lp;m%fil_-\l:l:_ ! ’ﬁij{\lxlim] Ne. 12 f@us;m-@%? (280)
5

Deviations l-l'L%@ill‘]'C@@ O 6 K@’ R @@ §

)

test guideline: > lx. 9 O @
Previous evgguation: ch_?g\((@luu[;g&nd Li@ﬂfd .2 g@n\'o!ﬁ&ﬁ‘yD_-\R B6 August 2012)
GLP/Ofarally QG Yey! mndq@% under GLRQ(TiciaQy 1'cc%giscc1 testing facilities
recogifised testing @ o QL . S) o N
facilities: ©\> & N ®) s:gq\ ' Q
Acceptability/Reliility: ] Yes & ‘o Y
4 N ) o - @
Due to change i@specif@%ion@ﬁdy M@9639@1-1 I@Qﬂv supéseded by study M-301086-01-1 below.
TS S8
S\ L & 9 @
& o & @ E
SN S
Q A\ N @§ .
* v S L@ N
N (g Q\ R Q
> & @ A
WO
& o
% Q
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: Fluopyram SC 500 (500 g/L)
Data Point: KCP 7.1.3/02
Report Author: I o
Report Year: 2008 ?\@
Report Title: AE C656948 SC 500 - Spec no 102000018148 - Activity ID TXGMP118 %cute Q@
inhalation toxicity in rats
Report No: AT04504 o> IS &
Document No: M-301086-01-1 - @ RS
Guideline(s) followed in | OECD 403 (1981); Directive 92/69/EEC, Annex \, Miethod B.2. (1692); L@ﬁamg’
study: OPPTS 870.1300, Health Effects®1dehnes (19% Japan MAE@ ot{i%ation N @
No. 12 Nousan-8147 (2000) (" L O o 9 |
Deviations from current -- & Q) t"\gv S O
test guideline: @ ~ O N @© @
Previous evaluation: No, not previously evah)g@ 2 ®) ($ . N
GLP/Officially recognised | Yes, conducted under é@/Ofﬁmally @Ogm%éﬁesn% fa01%ges Q@ @U
testing facilities: G MRS v
Acceptability/Reliability: | Yes Q @ o a S0 @: <
Q ~ N
| @ten@@and\met (% % § © @ @
, & SRS P
A. Materials @ K\ Q" « ISEES
y & &
1. Test material: &@luo@am @ 500& \@' O @ S
Q ival © DL
ivaleng fo: ABC 6@§XS 0.7 &
@ A%b revidtion: C@J (& @© N
Specification no.> ol S 1020(%01@@ \@@ o
Descréption: © @Q Whlte suspen@ \;5@
S § 2007011 S
L%/Batc@@.: & Q @ 007-QI'1 657 (©)
@ntent@ §’ @@ § thgyram gE @694& 501 g/L certified
N) Stal@ty of\test co%apouﬂ@ G@aratg ratlon expiry date: 3
© ©\ s 'S @ec
Y & o o & -
2. Vehicle: N o Th e%st artiole w@s erogolized @luted with water
3. Test aQ%Dnals g}g Q&g @ @ @ @’
&@ Sggecies: ) @% & istag rat, @
o 4’\
@rain& é’ \ F@Cpb V% (SPF)
9" Age ~ ”\7 r - 3 months old
. S @@ @App 0@
© elglé@t dosigg: \ 1% 10g
%?Q F

N
Q At least 5 days

. N
N Die§ N Q § Standard fixed-formula diet (KLIBA 3883 =
)
@* N Q@ Q& NAFAG 9441 pellets maintenance diet for rats and
§oQn §” o mice; PROVIMI KLIBA SA, 4303 Kaiseraugst,
é%@ < L 9 Switzerland), ad libitum
Q@ § Witer: § Tap water, ad libitum
<\9 (O @msi@ Animals were housed singly in conventional
Q© @@@ (o § Makrolon® Type IIIH cages

B. St&’y design and methods
1. Animal assignment and treatment
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Document MCP — Section 7: Toxicological studies
Fluopyram SC 500 (500 g/L)

Application route:

Inhalation (nose-only)

Exposure: 4 hours §f S
Group size: 5 males and 5 females Q\ §
Post-treatment ~ observation 14 days @6 &@ @
period: v \Q
Observations: 1y, clinical sigd @ o
servations: Mortality, clinical signs, body temp ratu\l@, rec
tempeedture, body @ght gross @cro @
S
7 @ ©
2. Generation of the test atmosphere/cha%@er descrlp@% . &© &Q @© &@g}
Table 7.1.1-1 Technical information conce(gn g neratw\@of t@t@ atm@phe W <
Q @ %Gm@I I% roup 2
& e
Target concentration (mg/m?) O S \ @ 0&% Q 5000 &
INominal concentration (mg/m?) @@ g{\\ w\q@ o\%on{{(@watg& @27.2@
Gravimetric concentration (mg/m?) &© - < Q . K\\JJ $ &y 9328
IActual concentration ! (mg/m?) R & © < @\? _© @)U @\f "&ﬁ’l
Dilution (test substance in %) {k\@ N © @ &@g @“Q ~ @5} ff\\x 70
Inlet air flow (1/m) *o % (} & Qy S 150\&0) .9 |, 15
Exhaust air flow (I/min) - 9 © @\)} §J q o B Q& 1 13
Temperature (mean, °G) @ & Q) 6@ . © 222 - . @ 23.2
Relative humidity (mggn, %) © & @ & |& _ C20 S >93.8
MMAD (um) & © T % P o & D 3.46
GSD ©@ S ;\% @ AN R\Vj S 1.94
Aerosol maﬂss@3 UIRPe) = S 9 |l O @ 43.6
Mass re%ged (mg/m*)%, «f\o\f @ S) v @ @ 860.1
Recov@ Actual Corfigx lo@omm\ Co %MM@ Mass Met@n Aerodynamic Diameter, GSD =
Geometric Standazﬁgwah&% -- tapp§ ble F}Actq&l conc@}atlon conversion to test substance:
gravimetric conc. 0/(100-51. 2@7
S @ . % i
& X @ &y & @
Q0O S & b
AN SRS ,%Q & @
& @ @ y Ko
@7 N Q @ @\
N % @ @§ N
N SN IS
. w &@ @ &©
C &S 8
@ < Q & ©@
& &S
S &S
SR
S @ .
S
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Fluopyram SC 500 (500 g/L)

I1. Results and discussion

A. Mortality . @ @6
Table 7.1.1-2 Doses, mortality / animals treated S @® %\@j
Actual Toxicological result* Occurrence of | Time ozf&ath Nﬁnal}g@ °
ati 1 (1)
Co?rc;l;nf:;(};mn i}gns &% b @@ O{ x’%@ %@
Male < @ SN @
(Group 1) 0 0/0/5 ¢ No signs @% No deathsy\\g O 0 Q §
_____________ (Cromp D 191 0/0/5 I8P Nosigns of Nodeah® | A
Female Q@' N @@ | N S «@
(Group 1) 0 0/0/5 w @‘No signs o Nadlatis O] 7 o
(Group 2) 1911 0/0/5 O % Nesigns, ] &0 deat®’ - N
* number of animals which died Spontane%%y an%ar WERQ sacr@:ﬁ m,%onb@ state / numb of a §@ials
with signs of toxicity / total number of alpﬁnals used per @up @
LCso> 1911 1113@ (méﬁnal t@ue&l@nal ible co&@:ntra@) @ B ™

Q 6
@ f@ ©)
B. Clinical observations @@ " v @f@ &@ @§
All rats tolerated the test w%ou&gpecif @ﬁgn@x Q A Y @ \@@
A battery of reflex mea@@f}emeng@s wa@nad@n thc&ﬁrst pest exp&sure 1 ﬁ@@ats revealed normal
reflexes S S) S )

& & &7 FIs o
C. Body weight N N @ © N
After exposure@%dy @1gh&ﬁevelo‘§menﬁ@f the\gts edgyo sig@@ﬁcant differences. Isolated

N

significant ch s arg toxiceipgic @’nrelg%nt
g chaglges argy é’? o > 8

D. Recta]@emper@t’ures \ @a A

Ko
Rect@mperature n@as %ho@after cessation o?i@(posge was lower (P<0.01) in the treated
female group Thls\ crcag aso\ﬁmall @ not&onmdered t&&e of toxicological relevance.

E. Necropsy @ % @ \ @ @ >
Individual gl@ss pa@ogl@exa@b@f’ano@ of tl§at5 r@aled no observable necropsy finding.
O © O
S § é\\? I%ﬁ‘on@smn
The t ubstanc &%ld aé%sol) prox € @sem:ally acutely non-toxic in rats. For both genders

combined, the L&\\g S g@@er th@l 19 @(maximal technically attainable concentration).
N
The study result tri gger&ihe i@om@ clas i@catlonﬂabellmg

@gula@n (ggm @zxzoﬁ@(cw) none
N
SRS @
& ES
e
Q
Asséssmefi andgonclusion by applicant:
Study pseéts the current guidance and the requirements in 283/2013. Acute toxicity via the inhalation
route\dg low in the rat. The LCso value was > 1911 mg/m®. As this was the maximal technically

attainable concentration, and as there were no deaths or clinical signs, no classification is warranted
for acute inhalation toxicity.

§
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Document MCP — Section 7: Toxicological studies
Fluopyram SC 500 (500 g/L)

CP7.14 Skin irritation &
> S
@
& O
Data Point: KCP 7.1.4/01 NS
Report Author: ] - % X ., 2 N
Report Year: 2008 Y o ANy @
Report Title: AE 656948 SC 500 - Acute skinirritation/corfQsion on rabbi@ §9) Ao
Report No: AT03614 =Y Y Qo
Document No: M-283578-01-2 Q o & I o Y
Guideline(s) followed in | OECD 404 (2002) ( o R O

study:

%)
EEC Directive 67/548 Annex V Mc@ 4@&967) @ its c@mnt v&smn)@
EPA OPPTS 870.25

[o\% q_°

/?

Deviations from current
test guideline:

MAFF 12 Nousan NO 862&(%u91§bcr ()%@000) b@j v $
NS

) iﬁ\\\é%©m& &

Previous evaluation:

Yes, evaluatgd@ind adepted (fov. 240" Vol 39F DARB6 Aggust 2a)  ©

GLP/Officially
recognised testing
facilities:

Yes, condu@%d ur%@l GLI@W %@yrec@msed@gtm( liti
Q * S @§ N “’\9@
% @ O S &© Q O S

)
Acceptability/Reliability: [Yesges? .y 9 g YU O MRS
S KORa—G ©
S N - JE T N s
@ O & ¢ S a
° S
S PN QO
Data Point: R KQ@%I 4/60 © QS o > A @ D
Report Author: ,@§ I Q AN

Deviations from c@a
test guideline: >

Report Year: Q N944, O ) S @
Report Title: wa \ Met&%s for the stu{?oﬁr Nation @@Tyto @?y of §@stances applied topically to
Q /\6 thaskin a(&ibmug@’ me]@ ANESH,
Report No: Y o> |M681853-01-1"> | NS @
Document &p: M- 6§1%3 % @ @ Qy
Guideli followed inCy ] - L XN
study: ) . @ |, @ N ©
& . o “&

. A
Previous evaluation: Qj

GLP/omcia@“@ appliable 2 -

\
recognised testing §9 ©\ Q\ 2 @@
facilities; S S oy L9 WS
AcceptaQshity/Reliability® | YR S

Y SRR
N e e 9§

& J
O -V N
T & O
N &
<\9 (O @v\g



E Page 16 of 38
BAYER 2021-03-22

E Document MCP — Section 7: Toxicological studies
: Fluopyram SC 500 (500 g/L)
Data Point: KCP 7.1.4/03
Report Author: ] o
Report Year: 2008 &
Report Title: AE C656948 SC 500 (spec no. 102000018148) - Acute skin irritation/corr(%on on
rabbits S @
Report No: AT04416 o> L &
Document No: M-298001-01-1 - NS
Guideline(s) followed in | OECD 404; Directive 67/548/EEC, Annex V, Meth&?\“\zB 4.; US- Ef/@7 12- @8
study: 196, OPPTS 870.2500 @ & N @
Deviations from current | -- & (@) S g
*”\g
test guideline: & @Q @ [\Q N
Previous evaluation: No, not previously evaluated? (\K @ (@}w) @
GLP/O.fﬁcially. Yes, conducted under G 6” fficially reg)gﬁseﬁﬁtlng @ﬂm@ @ @}
recognised testing DN @ 6\ 'S
facilities: & RS RS A& %o
Acceptability/Reliability: | Yes QO U & o SO @ <
5.0 % R e @
LN A I & S
@Mate@*als a@ methds o W;\ Q é% S
A. Materials @Q KK w\” w\ﬁ @ @ @ o
1. Test material: @ % luo ram C 500y \ @ @ @Q \%
@ Eq@lale @b A 8 S C@‘O ©© «
@)

N ~ Abbreviation: FrU S&
Specification no.: é §020@0181@’ @ 2 9
Description: ~ W ns1

S 0@

Lot/Batchno.. 7 @ "\9 007 65k\ @ é& &\
Content: § ©& @ QFluopyram@E (%@694@ 501 @fL certified

\ §
Stability gftest @mpoun rant&c}i for%udgﬁratm, expiry date: 3 December
@gﬁt S &

N 2008
2. Veh1cl® @J o~ %@ % @ § @© é&%@
3. Te@mmals 4, § @ § ©\
Species: @\; &\ éﬁ \©§1bm\\9\rabl§ag %
Strain: @@Q @ § @% Q&BI&NZW@
Age: Q@ ©© @@ Q\@ \®\oun Qdult ©
Weight at dosing: (3 § @2;9@(@.0 k@©
sdee: 2 QT Y —
z@ccllmatlsat&ﬁpe@ @ Q@> @st 5 days

\Diet: @ &@\ S@@dard diet "Ssniff K-Z" 4mm (Ssniff Spezialdiaeten
&@ a° § § &mnbH, Soest, Germany), 100g per day per animal;

@ Q S = Q@roughage: hay, irradiated (Harlan Winkelmann GmbH,
@ @Q <) ©@ Borchen, Germany), hay pellets (ssniff Spezialdiacten
§ @@ @ § GmbH, Soest, Germany)
ng at g @ Tap water, ad libitum
%ing: Individually in cage units Metall/Noryl by EBECO

B. Study design and methods

1. Animal assignment and treatment
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Dose: 0.5 mL/patch
Application route: Dermal @o @6
Exposure: 4 hours N (3
Group size: 3 females @@ &@ ©@
Observations: Clinical signs, skin effects, body weight @@ @\ %
% : 2N
© N O
II. Results and di¥Cussion Q@ @@ Q\ y\g@ &@
- & Q) %o v < S
A. Findings @ & o Q @@ @@}
S) R o & &
AN
Table 7.1.4-1 Summary of irritant effects (Ségre) @§ L@ 6\7@ \© &@ &
: 9 @ % [\~ @j o,
P {(E)lttntseerwauon & @@j » N @J‘% @f@ “Reversible
patch removal) 24h 8h " 72h ¢ eg@core - Resptiise | & (ﬁ@gs) < °
<N ‘0 £ < N
Erythema (redness) and %, KN N < @
L eschar formation B8 | o9 &6 0/9\&% \© - Q| = na§
Oedema formation S %0 &0 {\ YO« @ o~ En%))
; ; o Y Y| =2
5 Erythema (‘retdness) ang RN ®\ @@ S SN |
eschar formation ) j\\@ &), 0.9 Q - O N na

@'@ 3
Oedema formation @@ 0\% 6@0 o7 0 & (ﬁ RS (é% na

Erythema (redness)” and{ < N AN )
3 | eschar formatio? O &)Q \g’ .0 . OJ)N@ Q- \:7\7@ na
Oedema formation @ @() o0 ?@ 0 @ q»\Q.U -@ na

na = not apphcable QT W % © @ &

$
Response: ne ve fgr @an ﬁes <1
<X

S
L3Q © @
VAN N (Re@l atiodQEC) No 1272/2008)
nt fo an sé@res %ﬁs <&9 §S cat&ory 3)
1ta rmean score @23 S egulégon (EC) No 1272/2008
& v @ 2 d@%ls category 2)
/\@ @7 . Conclusion &

\

N
FLU SC 500 is @mﬂaﬁn I sl‘@Qf r@its. &
The stucly resu@mg % th low@g clai%fﬁcat@nﬂa ing:

Reghlation C@@o 12@920@{@1011@\

by

@
<)

&
% 9 & & 8
@7 2 Q &
@\ N Q
A%essment and conc Ii@nt

Study meets t@é currgnt g th qulrements in 283/2013. The product does not provoke
skin 1mta9,@ anc& re do ﬁet tn@er classification.

Q@ §» <
CP @ @ﬁye §?ﬁtatmn

Q
©®
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e’ Fluopyram SC 500 (500 g/L)
Data Point: KCP 7.1.5/01
Report Author: ] o
Report Year: 2007 &J @6
Report Title: AE C656948 SC 500 - Acute eye irritation on rabbits D o
Report No: AT03615 S @2 AL
Document No: M-283581-01-1 o S IS
Guideline(s) followed in | OECD 405 (2002) & @ L
study: EEC Directive 67/548 Annex V - Method B.5. 19@ . Q N 9 %@
EPA OPPTS 870.2400 OGS
MAFF 12 Nousan No 8628 (Dec¥iber 06, zoqg&'@ & 9 @ &
Deviations from current -- @) S
test guideline: @ & é\g Q @Q© Q)
Previous evaluation: Yes, evaluated and dcccp@ﬁrw 2 to Vol. ﬁ)fl)?@{ Bé@gus%ﬁ@ﬁ) S
GLP/Officially Yes, conducted under (@Ofﬁually 1@0111%%\1\%%19&10%11%%5 *’\tﬁ @U
recognised testing & RS R IS N R
facilities: Q Y N S G >
Acceptability/Reliability: | Yes s Q@ @ Q %V a Q & N
R A Q
NI Y
Due to change in specification study M—@SS k;&}’—l n@%’supe@?ded @%study §4-298@04-01 elov%
e R
é © P > ®\ (@) © f'@ o *
Data Point: KCPZ.13/029 5?2 o7 O & NN
Report Author: > (5% & @% S Aa
Report Year: 2008 &
Report Title: AE C6@48 §®500 k@éc no. 152000018148% Ac@eye irritation on rabbits
Report No: AT 7 S oy & Q{
Document No: s, [M:BR004E-1 O YN o . @3)
Guideline(s) follow@ OECD 405°(2000 & & Q
study: EEC, Ditbetive 67/548 Anne@ M%@d BQ (1967@
@Q \@ EP épst%‘/ <
Q S MAFF 12 Nousandyo 86@&(Decﬁmber Q@OOO)&”
Deviations from cuna@t &v N @
test guidelifg: 9 h\ g o (;\':\7
Previo aluation:  ¢,7 Nos@ot prefiBusly evaluateh O S
GLP/Officially ' @ | yé&Dconducted 1@&& GL@Ofﬁc%%ily re&%émsed testing facilities
recognised testing @ &\ éﬂ . w\j N
facilities: ,f, N & \ v h
Acceptablhty/ReI\%blth@ Yes U@ . Q@ @@
Q T
©@ ©U @@ \o\ \Q O\U 5
3 VS A wiaderats
@, % Q@ @}% teri ol\sgnd methods
A. %aterials @ S @ & \©
N BN Ay
1. Fest material: @ F ud@yram SC 500
@ . o E%walent to: AE C656948 SC 500
§ % § @A reviation: FLU SC 500
Sp 1cat@’ no. ©© §9 9 102000018148
@scn&&n A\ @© White suspension
Q@Lm/@tch n§ @N 2007-011657

@ent
ability of test compound:

Fluopyram (AE C656948): 501 g/L certified
Guaranteed for study duration; expiry date: 3 December 2008
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E Document MCP — Section 7: Toxicological studies
: Fluopyram SC 500 (500 g/L)
2. Vehicle: None
3. Test animals ¢
. . . Q, @ @b
Species: Rabbit N (3
Strain: Crl:KBL(NZW)BR @@b % QQ
Age: Young adult
- ~ < S & .o
Weight at dosing: 2.8-3.0kg © o N X
= S L0 @
Source: m RSN
Acclimatisation period: At least 5 days y\ﬂ Q § C&©
Diet: Stand %met "Ssmff % Z@@4mm§(85n§ Sp mald@%ten
GmbH oest Ger y) «;SLO g p@@anm@per d'ay ro@age
haé 1rra@%)[ed arl lm Gm\H Borchen

%erma@ hay@%ellet@ smf@Spe@aldla @ %cst
en%%y) @} S &%

AN
@ NS \ @
Water: Tap Water.ad |
ater @Q dp Wate @um % @

Housing: & &wldua ly n%agem;nts h@llﬂ@gé? b@gEC&@
S

B. Study design and method@Q &@ @,@ QS @® @© N
1. Animal assignment an@@eatm&nt CANEN @Q & O

Dose: (& @m on&ye/ammal@ @6@ %@
Application route: \ QN $t1%@nto ‘@@ CO%UDCUVZ?FSEIC §
Rinsing: é\g § > SIS >

g @fter 28 hou RN

Group size; §9 é \Q § 3 f@ales Q @@ & @

Observ, @s ©\ s N ®1C ‘&gns }% ef@s bo§we1ght (at beginning and end
% ) > O S SLu@) @ ©o b
&@ & .S @ F &o
SO s FTos 3
9 @ Y (S
QRS T LS
@ 9O g © o .0 @
Q O O O N D
Y S K 9 O
N § £ 0
& L Q@ Y& O
S N &9
= N S & &
S @ &@\ O
@%
ST} gf § N
@ < Q & ©@
o & o
NS AR
<o S
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I1. Results and discussion

A. Findings \@ @g
There were no relevant systemic intolerance reactions. S @® S
Table 7.1.5-1 Summary of Irritant Effects (Scores) @Q S <
Mean _[< @Rev%gble 9
Animal | Effects 24 h 48 h h score&” Response ‘days) é\”
Corneal opacity 0 0 X0 067 - @@ § nav\gv §@
[ | s 0 0 g o | «0b © | R @@Q &
Redness conjunctivae 0 lv 0 0‘0@@ é é o 1% @}
Chemosis conjunctivae 0 | i} 1. 0 e | & - 6\ Y Q\;{@
Corneal opaci 0 0 N0.0 § > a
ermet opacly © 0 o0 T4
Tritis 0 L@ [ @ R o 9 g
2 . PR RS Q
Redness conjunctivae @}O \\0 a 0& ©&,0 N --é\a s
Chemosis conjunctivae R O@f o{]&a N {2\90.0 \)j@*ﬁ @@9 J(@Q ) @
Corneal opacity @ 0’ ® 0 S 0.8y @Q-- S w\i@ na
L | s o k@ |20 > sy 00 1O IS m
) Redness conjunct%ii[@ ° OQ 0T g &@QO.O@@ @ q 1%
Chemosis coni}ggctivae(é\ §) QP @ o @ R 2 na
* In respect of the result 1 liost apglication € & SV ) N
Na: not applicable N o (($$\ @ § " §
Response for mea omegp | Initgis | Conjungtval > Q A S
scores: »’(@? opacity NS Prednessy o@m ) S
- | =negative O | > o v <2 ) ¢h Regulation (E@No. 1272/2008 and GHS
() | =mildirrit@gt NeT-<34[21<2 | 2 2 G§@ale 2B (effects reversible within 7
+ | =imitan gl 213 | 21-<2 P22, D |2 @cgulatidin (EC) No. 1272/2008 (GHS)
& 2 N v ~| cate, 2
++ | = jfreversible 7 >1. Resulation (EC) No. 1272/2008 and GHS
@Sf’ serious J@ § @ o « § oca&oryl
damage S| S % @ o N
S NS
TRSF IS S
Q@ ©) &S

Q N D
S (& § ,%:,Q I@Cm&lsion
&¥500 is nogcBiatin@lo the oyes S iabls,
FLU S 500 is no ﬁg;rltatlno he eyesQ rab@.
Q%ﬂstudy resulf%riggel@xe Q@m’@@lass@ationﬂabe[ling:
- Regultion (EC) No 1272/2008 gﬁ): none
A&
& o &
S w@ oud @%
Assessmenpaid codclusit by applicant:

5 m the @n‘er@uidance and the requirements in 283/2013. The product does not provoke
e ig@on and the results do not trigger classification.
>
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i Fluopyram SC 500 (500 g/L)
CP 7.1.6 Skin sensitization

Data Point: KCP 7.1.6/01 o
Report Author: [ ] > D)
Report Year: 2006 N & &Y

Report Title:

AE C656948 SC 500 - Evaluation of potential dermal sdsitization ingghe 10%

lymph node assay in the mouse Q A

Report No: SA 06267 Co» & SNy D
Document No: M-281758-01-1 Y @ (CHIRYS) @
SR ER — ~ — ) @

Eluldc.lmc(s) followed in | OECD guideline 429 (2002); < @N %@ Q@ Q
study: Equivalent to US EPA OPPI® Guideline Ng&870.2600  © S &
Deviations from current - % X 2 @ & N &
test guideline: Q%@ N \© 9 «(@
Previous evaluation: Yes, evaluated and aggepted (ggy. 2 tQSU%l.“s @ﬁDA&I@@’ Aug 2()01@)\’
GLP/Officiall Yes, conducted und@TLP/@flicialfyer d te@mg fagiiti

o .‘1311 y ) es, conducted und @G " 1c1q@@1ecog§se @‘0 ng 1@% 1es§ % .

gnised testing % @ @ Q Q @7 N
facilities: ) T N s S @
Acceptability/Reliability: | Yes @% . ~ - D §
. é@
SIS
o & @
Due to change in specification study ¥-281758-01-, O &
@’
& >

Data Point: KE€P7.1,6/02 -\ e

Report Author: %) v L N L9

Report Year: °~,2008 > S {1 e N

Report Title: 7, AE@S@@ SC 5@-8pe®% 102@001 48: Valuatlpr@ potential dermal

& | selfitiz in the localg@nphm; e ass in the) ousg\

Report No: & SA 07 & A . &
Document No: & PM-298992-01 S, - @ @
Guideline(s) %@\dved i D. éﬁdeli@29 @ez) S § B

study: @@7@ % B \f@ @{\ S y\?@
Deviations ¢som current | --
test guidétine: N @ o & {g\@ v
Previofis evaluation: @ | Nédpot pr&iousb@valua@a N, O
GLP/Officially @ @s, ca@mctizd@der %EP/OEQCiaHy r&cognised testing facilities
recognised testin%@Q @ %\ Q@ QO >

facilities: X - > & S
Acceptablhty/@habg,@ Yok .Y O O ‘&

SN > O
NERT P K
@7 \@9 Q o, D@erl and methods
S & @ ‘\
@Iaterials y\ﬂ @§ N Q
©
1. Test mategial: & Q@ E pyram SC 500
@ & §” < _Equivalent to: AE C656948 SC 500
N éﬁ ® §9 ~Q Abbreviation: FLU SC 500
sficificgtion no¥ & 102000018148
@Besc@on:@ N White suspension
> oS
& L atch no.: 2007-011657

(_}o Content:

Stability of test compound:

Fluopyram (AE C656948): 501 g/L certified
Guaranteed for study duration; expiry date: 3 December 2008
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2. Vehicle: 1% Pluronic Acid L92® in water
3. Test animals ¢
. . Q, @ @b
Species: Mouse ®\ o3
Strain: CBA/] @b &@ @g
Age: At least 8 weeks v Q @
Weight at dosing: 19-22 ‘&% W 9 ‘2”5@
g g: g ©) & %\ \\ S @
Source: O )
2 & & S
Acclimatisation period: At least 5 days @ é\ﬂ QR o @@}
Diet: Certlﬁent pellet ar% 1rrated@ t: A@AC 10, S.ABE.
(Smenn ic Anlmal gbod aﬁd, ng@erl @\Aug rant®), ad
libigijm @ AN A
@ S A oo

Water: %tered@nd softened t@ water, ad @bztum ©
Housing: &%on%d 1nd@adual@n sw deg stal@ﬂss S el, W1§1esh
c&%@s X @ @ @ @

v N § @Q @9

B. Study design and methods & S O
% @9 o § © o W >

1. Animal assignment and t@atme@ vy S @ Q& [ ®© S

Dose: N 9% - 2&% 50%- 100% & o

Application route: & Q QT op Aly applied onto t@ors@urfa% f both ears

o M > L NS

Application Votlggme. IS @) 250L e@ Q @

Exposure: < © @@“ hre@nsegcnve days (d& 1 d&),

Group size3y é &\Q 5 fqnales/%@oup @ @ @@

Obser ns: ©\ X on day§§ the@\ell pr@eratlcﬁ%’ in the local lymph nodes was

O & ©) @)
N & meg g?ed P§mcm@)rat;&@ of tritiated thymidine and the
o\@ g}g @g @ obt§ned alue%@re K@? to calculate proliferation indices.
&@ o\@ \@ @hmga@ sign§v (da@ body weight (at beginning and
A f
@@§ N é@@ %\ err@aatlo@ stu
@ ©©Q @@ O\@@’II. sult@d d@ussmn

A. Finding SR ) @’@ RS
Followigglan acciden@l rauyna, onglmgreate&at a concentration of 25% was found dead on Study
Day 2. \ KN N )

N@shmcal 51gns%\§7ere @erv @urm@?ﬁ @
No cutaneousggactions weré o s% in the vehicle or treated groups.
No signif@l b d%weﬁ chafges wgre observed during the study either in the control or in the

treated gro ps N O S
The er &ex \% of the test substance were 1.0, 1.1, and 1.5 at treatment concentrations

Jresfrectively.
fer&&n assay are summarized in the following table:
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Table 7.1.6-1 DPM, DPN and Stimulation Index Values for all Groups

Number of Stimulatig®’| &
Test Group Name DPM |lymph nodes| DPN Index Q
Control 3556 10 85.6 S @
1% aqueous Pluronic Acid D G
FLU SC 500 2145 6 @5? 5 .0 o\\\
25% in 1% aqueous Pluronic Acid m@ hS )
FLU SC 500 37@ 10 %, 1 379.0 - 1P S
50% in 1% aqueous Pluronic Acid @% e N @ @
FLU SC 500 5457 Q 54507 | SIS ©&
100% (undiluted) S & NI ES) @Q N
KN Q o & (@) @,
‘ _ D & S
Negative lymphoproliferative responses (Sl<ﬁrere note(%gor Eg@ SC @15 ) %91 c&?@en ns
Q o %
tested. (N @é@- %Q A RS

There were no confounding effects of ir%lm@lon {
to reflect the sensitization effects of theggst substancés, > <) §
Stz form@latiofin theooal ~ §
FLU SC 500 was found to be a non-s@nsitizing forri#latiofiin theocal Dymp ode@ssay©
K SRS
(O N " (o
S

The study result mgger%he fo@w %glp
- Regulation (EC) NoXN272/2008 (]
gu ©) No£o 20

©

¢y L\ <) : @
Study megfs the c@r}rent gulda@e a the xﬁ?uuen@ats 1@%313 No sensitizing potential was

noted g@d the results@ not@gger@@ssgca iong § : f}
NIRRT Ay
FEFLEs
@ @ @ ?@5\9 Q\% @ @
oY ¢ . O © O @
© 9 S QoD
CP7.1. Sugglem i ary@%dl “on tm} plant protection product

No such’studies ar ces ry sme\x; are n@concems arising, e.g., from potential synergistic or
add{%’e effects ex&ried byithe act e s b3 anc&@ or other components in Fluopyram SC 500 (500 g/L)
that would reququ;\ furthe 1nv&@ig3t1@s

@)

@

0 M @& @Su@@emary s?:dles for combinations of plant protection products
No lsé&[b stud@ar‘@ s@smce Fluopyram SC 500 (500 g/L) is not intended for use in combination
w her p¥ant p tigq products.

It gt iy
CP7.2% Data on exposure

Evaluations of the exposure of operators, bystanders, residents and re-entry workers to Fluopyram when
used in the FLU SC 500 formulation are provided in the following sections.
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Table 7.2-1: Product information and toxicological reference values used for the exposure

assessment o
& &
Product FLU SC 500 (“ §
&3 @
Formulation Soluble concentrates, emulsifiable concentrate, etc. @J@ &@ ©®
type o 1@
?”\\D%mal absor| > @D @
g sorptieq o
Active Substance AOEL ystemic Inhalation @ra] R, @
substance(s) Concentration (RV'NAS) absorption %sorpﬁon ucen trate Tt @ %@
(incl. content) | [¢Lorgke] | [me/ke bwid] [“o] 4 [“o] O %] "\9@ [.g @
Ay S N S @3}
Fluopyram 500 0.05 1 1 | n 4 Q &0 >
(FLU) | ol N 3 P N N ¥
] ‘\7
*For more information please refer to CP 7.3 & @@ v\g@ & @%’ @Q >
@
Selection of representative use an Yfﬂstl c%ttlon\ o &% ©

The critical GAP(s) used for the exp o 0)
list of all uses within the zone/ EU w

wme @t t
n D@um

h%lant tcct@ pr@t lsf
1 Doéﬁnen

sho;

i A

5 s@mtte%thh this

dossier. S ©@ &
Table 7.2-2: Crltlc@es aid uver@’l co;ﬁum& %e sme%sesnt K
<
@ N 9
1 2 3 @4 g y e ¢ @ % 8 N 10
3 7
Use- [ Crops and F, Aﬁlicnt'% K ppli@on ra§% PHI emr@ Acceptability of
No.* | situation Fn, Q& © o & . ' (d%& . exposure
(e.g. growth F@v > = (7» Q AN Q S (eﬁi assessment
stage of crop) @ U N saféner/synergist
[ Méthoa/, @};Ma Max. er )
@);pn Kaidd number applit%i n ha @)
or rated v | eritical gap for
©© i @E%ncl. . (“’%:n k@j k%;yha & [mi eperator.
S :iphit oy betw Q| mD D | artier
L9 ?:i q“';\g@ applilations) a.s. 1 (g 2 @ bystander or . ela
@\ <) NS T use A ~q A resident E(s(2B|5
& @ @ b) per CQQ‘A Q | . Q exp[(;;ure based z E £ %
5 S N N on [Exposure B =
@ .ﬁt&s&n@ N %& AN model] o|®|&|=
| Apple @;}/ F %;pmy @§a . %u a).0.075 Q\Q} 500— |asper |Guidance on the
(MABSD) @ QQ VIS | QM @] 1000 |eowh fassessment of
S Il] o o stage | exposure of
(BBCH @ @ Q\ @\ @ operators,
71-89 C Tl\§ ,%: @5) @ workers, residents
@7 @ "@ Y and bystanders in
° D risk assessment
@ N 5 @ for plant
N B @ ° Q? Q@ Q\ protection
Qy @9\ q products. EFSA
@ & @ N Journal
< v @ & KR 2014:12(10):3874
* Use nur@(s) irhaccbrd with th list o@yll intended GAPs in Part B, Section 0 should be given in column 1
*%  F: professional Reld use(@n: no rofessiGaal field use, Fpn: professional and non-professional field use, G:
profe@onal nhousSuse “non-professional greenhouse use, Gpn: professional and non-professional greenhouse

use.

8N ind li

wak @\,ﬁw@@iﬂﬁ

Y & v
YA S

Justification
The chosen Gap covers the representative use in the scope of operator, resident/bystander and worker
exposure.

: hitgh crop, TM: tractor-mounted, HH: hand-held
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CP7.2.1 Operator exposure @ @6
N >
S & ¢
Cp7.2.1.1 Estimation of operator exposure @’Q & @

<
A summary of the exposure models used for the estimation of operator e %ure to the,aétive sxﬁﬁan&@
B

Fluopyram during application of FLU SC 500 accordin the repretatlve use 1@ese%%d infbe o

following table. Detailed calculations are presented in Table 7.7-8. @ %
S . y Q& o0
¥ Q N SIS
Table 7.3-4: Exposure models for in%@d uses N @@9 Q & & w@&
Critical use(s) 0.15L/kg product/hgfor Po@é frui@w ‘&, %@J ©© N R
Model(s) Guidance on the assessme f expgshire O@emh@s work@s @dents &’
bystanders in ri %ﬁ%}yessg foqgg ant tl%prod &8, EFSX Jour: @
2014:12(10): 38( S & S
) S ©
RS
The outcome of the estimation is p&e@n‘ce@@l the§ lowm% tahl @) @@ § § %@)
Table 7.5-6: Estimat ?pe afor e@sur@ luo@% &P©0me§%it @Q A
e te operd = > . e S é&
B 0
Model Lt:)\;el Tota]@sorlé)dose@x © S o of sxg?emu@AOEL‘
data | pop N %(mg/kg,@iy) § @% IS @(V )
S o O § [0 & S)
§ @’Om@%ér, @ard g§yin <2Wehicle—moun@ AN
S ©& & @ AE% ation rate: @@ 5 -/hi_;& &

EFSA S @ & %o
Operator P@Z @J@ %© &158\ @éP ©§ @

Model ¢ \ §\ @ & >

th o |7 Lo N> & ®

T3 with | O @ SERNEES

quanfle:| 0 @, © 00058&@“ O 1.7
regression) @ &\ % Q %\ & XN
U AOEL (RVNAS) U: 0 mg/ W/d Kej RS
2 no PPE: Wear% y and@gs co«é%d &
3 with PPE: \@rk wedd dy 3111 egs c@red I@ddmo@loves during mixing and loading and when handling

ntamlgé)ted ces é&r%mg ap@satlon@ @

) @ A %

Conclu@ @ Q © @

The @perator exposu %e estitnationy carr@% \mdlcated that the acceptable operator exposure level
(AOEL) will not be excgeded, der (%ldlt s of intended uses and considering above mentioned
personal protectiye equipme @

Based on th(e@mesent%%al tlon@ S dem%strated that no unacceptable risk is given with the intended
use of FLU:
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Operator exposure calculations (KCP 7.2.1.1)

Table 7.7-8: Operator exposure, Fluopyram, Pome fruit, no PPE / with PPE

&

Substance Fluopyram  Formulation =  Application rate = Spray dilution = apour pressure
Soluble 0.075 kg a.s. /ha 0.15 ga.s./I w volatile subgtafies @
concentrates, having a vapour%ressgre@
emulsifiable <5*10-3Pa N
concentrate, § § 2
et o g NERNETS

Scenario Pome fruit, Outdoor, Upward spraying, Vehicle-mounted vBuffer = @ Nu% of @ @ S

& Sm @Q a tior@ éﬁ @)
Q©
%@ Q& @ . %&Qpligon < @
%\@7 . therv 365 (giys @

Percentage  Dermal for  Dermal for in Oral = , In ion =, Q@ 6 . v @
Absorption product = use dilution 100% % <) 108% R v @ A Y

0.43% = 30% Q @ &N S O @ .
RVNAS! 0.05 mg/kg bw/day RVAR§% . @ \@- m /kéggw/da @ S @ @
(AOEL) v \\ N % &% . Q % §

Q/} G — 4 © S ©)
ke N T g%ﬁ & §
Operator Model Mixing, loadin app @A ion AQE Ry 9
r§ A S @ Cy NS RN
Potential Longer term systemic 0.6436 9 ©© %@WQ@ ©©> 9@% S
exposure exposure mg/kg bw/dagé\@ R R @ Q < @ ® @ Cﬁx
@, »)

Acute systemic expoSise Q& - § & @ % of Q/\KASE\@ © % ©

mg/kg bw/day e Q N @ Q N ©
Mixing and Loading Gloves =§s C%)ning Work w@— ]@%: None R @l’uble bags = No

5, Q Cgrms, bo@ and 1% . @) ' s @
@@ Q? \&% cover@(j @ %\ Q & &\
Application @g C@ves =Y e@ %ﬁ%ﬂg = Work we*z@\y Pgi Nor{ @ Closed cabin = No
N \ &\ arnis, b&%nd legsy, S @ N
©© 6 Q&covere@a@, AN § v

Yy & o0 O «F & O &
Exposure Longer t@l syste%fb & 0%58 N (@Q % O%VNA@ 31.6%
(Workweag @exposure mg/kg bw/day 2, @ @@ \@

&@ @7@ & é e Q

Acute sy %gqic €x] OB&urg %, § N % <§Q&VAAS2 -%

m by - o O &t §

Exposure Long@term mic @y @05807 v @ @of RVNAS' 11.7%

(Including e@osure bw/@@ @) ©\ Q Q

PPE options @ (@) o N N N @

s SIS~

@7 Acute system@expos @ "@ Y % of RVAAS? -%
mg/kg bw/%y . @

= Reference ValussNon

ely to@ctive @staﬂc&XOEL

TRVNAS A@%

2 RV&% — Reference Vale Ac%S@toxi@%tlve Su@nce @
©

@"° v

& @ A
CP7.2.1.2 & \D@g‘%s en(?f O@e%ltor exposure
xpoSure e ations carried out indicated that the Acceptable Operator Exposure
AS)Wwill it be exceeded under conditions of intended uses and considering above
tec\@% equipment (PPE), a study to provide measurements of operator exposure

v@btherefore not performed.

Since the gperat

Level (@EL/

mentidued petyonal

wz@t ne@%sary@ad
N

CP 7.2.

According to EFSA longer term exposure of bystanders is covered by the resident scenario.

Bystander and resident exposure
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CP17.2.21 Estimation of bystander and resident exposure

o

A summary of the exposure models used for the estimation of bystander and Resident exposur§§yth%§
active substance Fluopyram during application of FLU SC 500 according to thg representa use@s
presented in the following table. Detailed calculations are presented in Table @3 14.

Table 7.9-10: Exposure models for intended uses %% . § § %@
P .
Critical use(s) 0.15L / kg product/ha for Pomeg¥ait @ g;a S 2@
Model Guidance on the assessment ofiexposure of op@ors worker%resz @ Q
bystanders in risk assessmen &7 dr plant protgsfion products SA Jou nal
2014:12(10):3874 A0 o @;§

e

. XS % @
S~ MENRN S &@J 6 S

Regarding the resident exposure to direct drfft, expSéure cul&@ @erf ed @r bro, cast air

assisted applications (for high crops) se@{ately@vhenﬁeleva@ The outcgme ofGhe e@ha‘u@ls

presented in the following table(s). & \ \\ &% . é\g §

> N R <

@Q ‘5& & X @ o @ @ &

Table 7.11-12: Estimated &mden@xposme, Fluopy @n, P frl@@ S %
(@) °
< © N\
S Adul@v %@ @@ SO L Onild?
w\j\ Outdoor, ard aym &em @mqn@ O
Application rate:@I»x 0.0ék ay51 rval, Mini wate{ volun@ 500 L/ha
S Zin (@ s % NG % of
75‘@:-&1 1 @Mea@ 75t centile. ) 1 Mean
Routes of expos';é;&ﬂ @z bw%!gg% JQ@,NX% b(mg/l&mlday) §(mg/é§\bw/day&\ (ﬁ\?l\]?kS) (mg/kg bw/day)
N N
Spray dri Q" (0347 T 694 0{?00 00066 | 125 0.00412
N @ S
& &
QO T K9
Vap&dr @@ %©o.ooo@ “0.46 &’ @023 S @0107 2.14 0.00107
~ 17 N @
G ot 0 | oo |
Surfase deposits ¥ 0004 0.8 0.00482 0.0011 2.19 0.000811
posits (| A&?’ 3 Q0006 |\
Entry into trea@ &\ 0.0@1 . §1.22§ 000168 0.0038 7.59 0.00303
crops* (&@ (3 QO >
&) Sl b § S
Sum of al;&@hwaé@< @Q O o © 0@6@4’5 0.00902
defau€PFR Q SN o~ .
[mg/kg bw/day] [ ©\ %Q @g@ @z,) (18%)
of AGED (RVNAS) 2 [\Q @ A %
I AOELSRVNAS) of FI{J: 0.05 mpkgbw/day >
2 Copsidered bodyw §§I adules 60 keggphild @kg \Q
3 Bxposure at 5 m distafice § SN Q §
4 Default DFR =3 &Q @ &

N ASHEEN)
Conclusio %

@
The Byst I§/R§ydent &pos estimations carried out indicated that the acceptable operator exposure
level ( ot be exc ed under conditions of intended uses and considering above mentioned

ersonal pro 1p cht (PPE).
éo nt @pres c§ulat10n it is demonstrated that no unacceptable risk is given with the intended
f FL@ C 500.
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Bystander and Resident exposure calculations (KCP 7.2.3.1)

Table 7.13-14: Bystander and resident exposure, Fluopyram, Pome fruit @ @6
S P
Substance Fluopyram Formulation = Application rate = Spray dilution = @apour pressur¢s @
Soluble concentrates, 0.075 kg a.s. /ha 0.15ga.s./1 @ low volatile suligtances
emulsifiable @ having a vapour pressuge f
concentrate, etc. % <5*10-3P @ @ ?@
Scenario Pome fruit, Outdoor, Upward spraying, Vehicle-mounted v® Buffer =® Nu of \\ @Q @
5m @Q ap tion @ éﬁ é
@ S &plicaﬁ@ Q @
% Q &’ &interv%= 365 da@ &
\//0\@ @ Q (@) & @
Percentage  Dermal for Dermal for in use Oral = o @@nha@n = @ 6\ B §
Absorption product = dilution % @@ % 100% @% @ S
0.43% =30% RO O L A QAN .
= &
RVNAS! 0.05 mg/kg bw/day g\ﬁ ]%}ASZ \\ - mg/@%v/doy O §
(AOEL) @ %@ \& O O & ISEES
S & o s ofa,
DFR 3 ug a.s./om? @ T s S @0 day©© (YR R
per kg a.s./ha © @@ Q @@ g ©©> ©@ A
L
<2 . < ® 2 R & S i%
B
N
Resident -  Spray drift (75th e%i?emne) me/ke b@ﬁy 0.006265 %% of RVQAS! 2v 12.5%
child 8 S5 G@% § - R §
Ny . O o G, o
Vapour (75tgpercentif@yrmg/k /day 99107 © %RVN S 2.14%
g;@ S e & &0 TR
Surfaceleposits (Pth pertegtile) mFke bw/ o ©0.00 Z) % of AS! 2.19%
@6@@ NS Q;Q S @
EDy into @ted crof(75th pérbentilérmg/kg @3’ @038 ©§ Ygyf RVNAS' 7.59%
bw/day g Y 2 N > %
.9 S @ @
Q> _é@’
&@ All pathwayséy%anz 2 bw/ - @Q 0@20 @\ % of RVNAS! 18%
. O _ OF = &
Resident -  Spray d@%th peri entlj@ﬁg/kg Bwy/day ] © .OO%Q % of RVNAS! 6.94%
adult & gﬁ o @ QO
Vaggur (75tigpercent] o/kg Qw/day ©\ Q 0fp023 % of RVNAS! 0.46%
NG (@) - °
NN S
%Surface deposits (@h pe@ile) bw/d@@@ @ 0.000432 % of RVNAS' 0.865%
@ Y
F—e— s
Entry imo@ed cr s%Sthmrcentil%%kg@ Y 0.00211 % of RVNAS' 4.22%
N bw/day s % %3 N\
N . QX
g () &U
All g@gfiways (mean) méde bw@ 0.0045 % of RVNAS! 9%
& > J(@Q( )

TRVNAS = Ref: Value N ly toxicvactive Syb = AOEL
N
AN % S
CP&%Z.Z@@ @ asurement of bystander and/or resident exposure

Sigée the@g@ystander/resf%nt exposure estimations carried out indicated that the Acceptable Operator
Expos@ Level (AOEL/RVNAS) will not be exceeded under conditions of intended uses a study to
provide measurements of bystander/resident exposure to spray drift, vapour, surface deposits or entry

into treated crops was not necessary and was therefore not performed.
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CpP7.2.3 Worker exposure . @ @6

N
A summary of the exposure model used for the estimation of worker exposuregty the active @m ce
fluopyram during application of FLU SC 500 according to the represent@e use is pmsent@n

Table 7.15-16. Q N
%% ° @ Q § %@
CP 7.2.3.1 Estimation of worker exposure (9 & v\g\ \\ @Q @

@
A summary of the exposure models used for the estimation of wé@er exposure@mth@%aul@FRé
(= 3 pg/cm?) to the active substance(s) after entry 1n reviously tf & fgated area or @ndhné@ cr eat
ith FLU SC 500 i ted in the foll tabjeyDetailed calculatigy$ ted in T 2
wi is presented in the following abfe)Detailed calctila 1@5 are@gese 1n@a e @«1}

5> N
Table 7.15-16: Exposure models for k&tende%uses @ %\ %@’ 6\ \% §
a &

Critical use(s) 0.15L/kg produﬁt/?ljja foé%Eﬁome éﬁt @ @U K é K@% & °

Model Guidance on th%?sses %m‘ 0 %osur@f %gors @rker&reszden%an@
bystanders in @y ass’@gsment Ror plarﬁ\vrote&

n p odtucts; EFSA .@Wnal
2014120100874, S S §
& S

)
The following table shows the %p &I@Jps @@h res@we Q;ransf%@oe @Qf)ents (%’C) and task
duration relevant for the estinf@tion &ﬁwo% expo@re after the@e d use o 5 00. Worker

exposures for all intended uses w1§@n the @)ne/ &J giveg in Patt B, %@ ion Gare c%vered by that.
N

9
Table 7.17-18: Rétevar%param%terg@d f@the forker &pom?e as&%ment

S
o of U ‘2@‘ S '@i%k Du@ion

Crop / o Intewyal
Crop Group @phcﬁlons <§ Y;@@ & @/ho&@ o« (hgyrs)
Pome fruit @Q D | s 3650y @450&2 < %8

I'TC = transfer c@fﬁm? y\gv S . &) @\J @) @
2 TC assumingsrms, body and legs covéad. %i b\ &

3 TC assuniing hands, arms, Body a s co )
A @ %ﬁ @e
The outcome of t@lméﬁon 13@65%3 in %@ ]@vln%a les.

Table 7.19- 20 1m§ w&er Sgposu@ Q§entry in Pome fruit

Active \) Appllcatl@ rat@\ Total @ % of systemic AOEL!
substar}@? (kg &5./ha) QQ kg/ﬂ@y) (RVNAS)
N
Q &
FLU o (f)@ ) Q@ @).0405 81
" AOEL (RVNAS)& FLU: Q.69 m/igg bw/day_~
2 Assuming armk ody w%dolegs c&¥gred (ﬁ@kwean
N § @
Conclusion O

The wekér exfibsure ggtim@%ns carried out indicated that the acceptable operator exposure level
(AOER) willé%b cegded under conditions of intended uses and considering above mentioned
per@’al p ctiv@qui@ent (PPE).

Baged onghe presented calculation it is demonstrated that no unacceptable risk is given with the intended
use of@J SC 500.
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Worker exposure calculations (KCP 7.2.4.1)

Table 21: Worker exposure, Fluopyram, Pome fruit @
Substance  Fluopyram Formulation = Application rate=  Spray dilution @ Vapoug@sure =
Soluble 0.075 kg a.s. /ha 0.15gas./l @ low v%
concentrates, Qp substanees hav@ a
emulsifiable @r pre
concentrate, etc. % O 3P% C
Scenario Pome fruit, Outdoor, Upward spraying, Vehicle-mounted @ Buf= @um%
5 10ns
PO @m@@
) Q R § < interval €865 dgy@
Percentage  Dermal for Dermal for in usral = N Inh@tlo Q @ @ @
Absorption  product = 0.43% dilution 100%Q § i’ng/ Q@ 6 Y §
=30% &S %y S
RVNAS' @ @ @ @Qﬂ “§ =) °
(AOEL) 0.05 mg/kg bw/day . % ) @VAAS@ Q - mg/k bw/ {s@j @&
> N ©
DFR 3 ug a.s./cm? per kg a.s./ha @K Q&:\\ DT§) ) 'S @days & ©§
A N
g;zﬁ;;ﬂ; Potential exposure mg/kg bv&[zf@@ %% 0%% ?§ \@7 @A of R@%S‘ &5%
reaching, S N @ \
picking Working clothing mg/kg@//day &@ @® 0'40(%9@() @@ @ VI\@ gﬂ\\%
N 2, &
@
Working clothing ang\glovemg/kg bw@ %03 &@ B @A) of RBANAS' % 5%
© & o G

TRVNAS = Reference Value Non Autely toXic ac %ubs AQEL N
2 RVAAS = Reference Value Agﬁ%ly tg%tactlvgubstan%@ 6% § K ™ $ §
R 5
SEELCEINS $ §9\ SENFORES
Refinement of er1§l)Fl&@lue&C&7 2) @ @@ & @

Since the wo @ex \He @s‘uma s cagied %d m ated the Arcceptable Operator Exposure
Level (AOEL ) not b Xc%%ded tnder go d1t1®s of ftended uses a study to provide

measuremeﬁ@s of worker expo%@ W @t ne@sary @id W@ ther@@re not performed.
CP7. f\?’ 2 su@%e%of W(@l%er &Qosu;‘%

Since the worker@xp 0s, re es %tlo Namé@?out i&lca d that the Acceptable Operator Exposure
Level (AOEL/R A ill § be@(ceei%d unger congitions of intended uses a study to provide
measuremen \QQ. worker e@sure s no@ecess@’y and@vas therefore not performed.

N )
Comb@exposure & § @’jg % @
Not rel t if the pn%%ct comtains only ({@act@substance
o N @ X Q@ <
S @ &@\ O
@%
Y AN
& o &
& &EF
& Q
< @ & <
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CP173 Dermal absorption
Data Point: KCP 7.3/03 °
Report Author: [ ] @
Report Year: 2014 AY o
Report Title: In-vitro human skin penetration of 14C-fluopyram in the@opyram SC 5@0” @
formulation a» AN N
Report No: S13-04167 L
Document No: M-475328-01-1 R 9 & P
Guideline(s) followed in | OECD Guideline for the testlng hemicals & R @Q
study: Skin Absorption In Vitro Method®Guideline 42§ Apr11 2004)@© S

OECD Environmental Health@nd Safety Pupfidation Series o test QEnd §
Assessment N° 28, Guldan%&ocument fée Conduct &f@km A%

Studies (March 2004). @ @
EFSA Panel on Plant Ptétection Prod@ and%@elr R%LduesgsPR) @%ans@n
Dermal Absorption, @E SA Jaighal 2632: 10f): 2664, v

7 o

rptio @

Deviations from current | -- @ @ @’ o
test guideline: @9 @Q Q@ @ @ é f\@% 0%
Previous evaluation: No, not previogisky ev@ﬁated S @
GLP/Officially Yes, conduc@ ungggéLP/(@ﬁma,ll%ecog@ed t@gﬂﬁhg f 1es

recognised testing @ @ Q\ @;\9 §

facilities: @’ *o D >
Acceptability/Reliability: | Yes Q ea & > N O o @\)

> BN @)
@%@’g@j@&@@)@@@x

Material and methods © S}
Human skin: rce 1 de aul@or P(@cliniq%e d Su\c@Frar@.
mber and f@x ors {emal@% % $ @t@
icakyegio N(:? n. & - Q
Th@kne@soz 9,398 §1 <o 9O S O

Test Material: ©© @ o @
Non-radiolabe \@atcg\ NLI§7’68KX N @ @

Q @ Purity (9§4% %& > § A
Radlolabell @ @J@ [sggh@nyl ug)p@@am @ Q @

s Batc \ @ @}’
&Q\ @ Sp c a ty 1%9 .06 1/m S
N p ity of th¢ fo atlon 99%k
O R

Formulation: & %The @ﬂul in this exp@nent was the Fluopyram SC 500

@ o> fo @%latm@ spe catl@ 102000018148-01). It was used at three

Q < 1n Eonc%ratlo%swf flzgpyram: neat; 500 g/L and representative
AN §ra}§luuoﬁ§ 2 @g/L afid 0.023 g/L.

Test system: \ A%]ow oughdiffus B@cell system was used to study the absorption of
> bstafice (eXposure area of 1 cm? skin). A diffusion cell consisted
" @f a@@h ¢hambe and a receptor chamber between which the skin was
& %«\ paitionedSThe r@eptor fluid used in this study was PBS 0.01M pH 7.4 +
@ N poly&yeﬂ@iene 20 oleyl ether. The skin surface temperature was
éﬁ Gnaintiined at 32°C + 1°C, with a fixed water bath integrated in the

SN
Q@ §2 dyn@nic system (close to the normal skin temperature). The receptor fluid
&% @@ @ was pumped through the receptor chamber at a rate of 1 mL/h.
N KO
S%in i rity: §efore dose application, the integrity of the skin samples was assessed by
O measuring the trans-epidermal water loss (TEWL) from the stratum

corneum. The skin integrity was evaluated before use by measuring the
TEWL. The absence of water on the skin was controlled using a Tewameter
which allows measurement of water evaporation from skin surfaces based
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on the diffusion principle and expresses the results digitally in g/m*/h. The
measurement was carried out away from any heating source and air stream.

after at least 1 hour stabilisation. The human skin was included in the stady @©
if the TEWL was < 4 g/m%/h.

Treatment: The dose preparation was applied to the split-thickn kin sample @% a@
positive displacement pipette at the rate of approxirfgately 10 uL/c N <
exposed skin. The specific activity of 6 aliquots gf fluopyram %@ the@ &
homogeneity of the test items were checked on*the day of pregarati({l, é\a
before and during application. §le homogenewy of the test@ ore tlw
application was acceptable if the obtained @ was < 5%, @he s{§ é\ﬂ
activity of the test items ob@&fned during@e apphcatlol&as used to_©
calculate the recovery.@oefﬁcient of\variajon @reen 1s sericd of
samples was stated as a@neasure of 1ab111t@of 10 s%te

Sampling: The receptor fluid p@@smg t@iughc@e rec%p or c@ as c‘@{lected’ﬂn
glass vials held in a®ract @coll @ receitor ﬂ wa olle din
one vial per tlme%omt 4% per @ll at @ 2h, 3 4 h, 6hTh, h @
12h, 15h, 18h §§19h and d24h post the®tart o @phc@on Af 8 hours po

application, :” %?gvas b With 10% V/VS\TWee @0 n ter 1@
wit of Q@ g s%utlon
Ved 1ng pet

/‘7@

cotton bud ,,Q'
was addgd to the@km stirfac ﬁ%én I
collected Yor afmlysis“The in s d wi?h three
cotudsé\'f orde%) re@pve a@"re‘[ he non- abs ed d -©~ e. At the
endhof t study ho rs after applical 10n) fiwe tregted skinand the skin
@iacen@o thedve §1 site (surroundin “@ab were v@bbed Each skin
%samp was ta e-st “the stratumegorne The strips were
e%@mg adhiesi @cot&g@ape &glc M® In Order to standardise

@ str1 pu@ t of g/c@i @ ed®p of the Scotch tape for 10 s
S @efore\ 'ngo\a maxiriim of d; S strips were@erformed until the

@ ©\ slightly shiny layel\belov&?he str@lm w@’ eu@as visible, corresponding
@© & todhe viakde epide gﬁn resunid to B the gion around the stratum

g S%mom@) iﬁstrlp agere a@ysed para@ . The first two strips are
N &por‘§ered @ eca n as @en&@ely to be lost to the external
&@ @ envigpnme duthQ des matiQn of i@ superficial external layers of the
S
Samp, kk naly@ for &iol el content by scintillation counter
0, Bee

LS 2 Thegrelatedoftware is WinConnection P/W 513860
Q e
@ O™ v a@ulatl@s Wel@ erfo%led using Excel 2010 directly from the raw
© p g y
@a 0 1ned h th%cmt@ﬂon counter. The software runs calculations
% @ using*deci 5& b% general less numbers are printed on the raw
@7 datasheets. io the counts per minute (cpm) to disintegrations
. § in@ (d @Wa@performed directly by the microprocessor in the
N stryment us@ a qyench curve of the appropriate scintillation cocktail
@° storggj: t @instr%snent database.
& B
\% § S @

Findings Q

Fluopyr was@mons@ate(@ be sufficiently soluble in the receptor fluid to avoid any risk of back
dlfo.SIQp & % v\g@

M ren@y@s of @ ho@genelty of the three concentrations of formulation applied indicated that it

was ac@ble
The study results are presented in the following Tables.
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Table 7.3-1:  Distribution of radioactivity at 24 hours after dose application of ['*C]- ﬂuop)&n &
in an SC 500 formulation at the rate of 500 g/L. to human sh%amples (All %Hs) @

Results expressed in terms of percentage of applied radioactivity.
U P ! P & PPl Vty @Q Grouy %uman\%
Sex Female 6k
Donor N 203 203 180 180 2 - 207 ©KNO@1 N
onor N° g '~
g o S
Sample/CellN° | A B C D 3 F @ Meay’ o
Swabs/Dislogeable dose/donor 103.48 | 102.75 1@)1 103.424 102 85 104% 10334 0.6
£ y <2 § & © &@
SC 1 0.01 | 0.03 4 0.07 %g @65 \{).K@ 0.0 @%
SC2 0.006 0. 0.80 [ 0.1&)° 0 9,16 | %032
o vx%@i o @§§ @@y <0203
SURFACE 0.016 0.04 11 0. 0 03 0.2 033°
ST T s T ”g@? &
TOTAL NON ABSORBED 103.50 2.79 10 10329 10 04. 103.5 73
§ ol Bt = X & @§
Skin 0. 0. %0.17 [’y 0.0 0 5 .08 0.07
S @;@@ N %Q o @é@j \§‘0 Y o
TOTAL SC 3+ 01 09[> 0.0 d. 38 0.0 0 0.14
) & fJ R § Q @ ;’Kf 2 xkg
TOTAL DOSE SITE @ 0.9§ 0.09¢ @§4 @ .0;?& 0.5 %® &0.17 0.19
Receptor fluid (0-12h 0.005 | “Qud. 0.09 0 @1 | _0.007 0.03 0.04
Receptor fluid (0-24h) = © Oy § &13 (&%09 N o.ogg gé%l? 0.04 0.05
%Ratio receptor 12h/2 ) Y69 O 5 0 71 20
’ P i\g @§ @@ T fm\6 - 8&* @Q\% & @7
Receptor chamber .d. n.d. 0. .d. 05 n.d. 0.003 0.004
TOTAL DIRE@ 0,01 nd. | 0.14 0.09¢,° 063 0.01 0.05 0.06
a <\\ - @%\ @u% Y QQ Xy
P
(Td(steAsiI;el;Oimrei i)TI | 008 K0.009\@ 038 615 | @s7| o010 f o022] o2
@ Sn Q @@) ’Bf’
égiA@ludLEgl\;TcliLdéit) Q) o.§ @Qm @QO.M L” 0.9 019 0.06 0.12 0.12
A TS & N
TOTAL RECOV@:(Y 103.5° 102@ 1635 21044 | 1036 | 1047 [ 10377 [ 067

W
@ Q Cy Valu@ﬁon a@dlng@EFS@undance 2017)
S
o~ Abso@g on X R% w1@alf %@udy (&@tlon? No (include SC values except SC1 & SC2)
@ © @Q M%@Recov\:&y <95%? | No correction needed

Mean (%dose site +%receptor) + (SD*1) =

NN
o . . .
Tota Yo Potentlally@orﬁ)@ adjugied aCQ@dmg@EFSA (2017) 0.43%
SD: standard deviation; N: numbe%wskm @ls used&fwr calculation
n.d.: not detect% elow%?e limj@F deteton); n.4 not applicable
In the above tgd)e, thg ent eans to not alyyays calculate exactly from the presented individual data. This is
due to roun& -up % eren esultgzgg from@ use of the spreadsheet program.
¢ & &
NS % Q
{*ﬁ @@ Q 7,
S

&
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Table 7.3-2:  Distribution of radioactivity at 24 hours after dose application of ['*C]- ﬂuop)&n &
in an SC 500 formulation at the rate of 2.5 g/L. to human skmxamples (All %ﬂs)

Results expressed in terms of percentage of applied radioactivity. @JQ Group%uma{%
Sex Female % ©®K N gp§ 2
Donor N° | 203 203 180 :@ 180 287% 207 @)@
Sample/Cell N° G H 1& J ©Q( L @ Me@f) @D n ©&
Swabs/Dislogeable dose/donor | 99.22 |  86.48 &%4 96.44¢)> 8446 9{@3 &8*/%36 @Ull.g@
SC 1 0.88 1.55 {57 4.62 4@%%2 @%1 %'K® 2.83
SC2 0.13 3.&& @1&@@6 .88 %2.7@3§“1 2@” $42 | %130
SURFACE 1.01 4.63 @96.28 y 5.@% 54 @z“.% o 4.3@; 1@‘%9
TOTAL NON ABSORBED | 100.23 ”\91.014\ 7237%)\ 1&@74 m@\5».09 ©93.g§ 91.62 §.37
Skin 0.@ N é@.os ;Q\ 0.3% 135 @3 @@.72 Y 6.15
TOTAL SC 3+ 867 @5.61 ) Séé 297 @@33 @}Yl.gv 367 210
TOTAL DOSE SITE @ 153]7 807 (28\.@4 @331 D> 6.68) 07|, 732 741
Receptor fluid (0-12h) % Q\g.o?) é@%w 8 0.720\ 0@@ 620 ¢, 022 © 027 0.22
Receptor fluid (0-24h) = © | @23 5? (§ gz @gso §0,29< 2&%7& 0.47 0.47
%Ratio receptor 1zh/2£\g @gﬁ F7) 6 fm\gﬁ 49 |© 80, %65' RS T 64 17
Receptor chamber L © <g\;(;}zo @@0 05 g.ﬁ\ @%oz .07 S 0.02 0.14 0.17
; D
Iz:i :;g%gi Nl S (g K@%m @1\&7@ P@ 032@" 036|029 060 | 0.2
(dose sietgirect) %, @,@1.96Ql 9.%\ 2 23@@ $53 %@7.04 256 | 7.92| 7.98
» O @ fod

TOT%@TENTIAL Q) S
(skin éxeluding SC + dgct) \@ 1.§ @1,480 @%?7.95 L <@ 1.71 0.72 4.30 6.77

Q &
TOTAL RECOV@:&Y 102 g§ 100@ [TV 20541 970 964 996 3.7
" % >
@ @k) Cy Valu@ﬁon a@dlng@EFSz@gUIdance (2017)
o~ Abso@g on X R% w1@alf %@udy (&@tlon? No (include SC values except SC1 & SC2)
@ © @Q M%@Recov\:&y <95%? | No correction needed

Mean (%dose site +%receptor) + (SD*1) =

TR
Tot# Y% Potentially@orb@ adj@d a%@ding@EFSA (2017) 16%
oS 0
SD: standard devijation; N: numbe%wskm @ls used&fwr calculation

n.d.: not detect% elow%?e lim@f detetion); n. Q not applicable
In the above tgd)e, thg ent eans to not alyyays calculate exactly from the presented individual data. This is
due to roun -up % eren esultgzgg from@ use of the spreadsheet program.

Cell I ente@}mgn cant@gher radioactivity levels in the skin than the other cells in the group,
1nclui%f d, @'skin sample from the same donor as cell I. There was a corresponding

%}n the S s@os suggesting that the difference was due to a poor swabbing technique for
that pa lar cell. The study report presented a statistical analysis using the Dixon’s test that
demon ated that the total potential absorbed value for cell I could be considered to be an outlier in
this group.
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Table 7.3-3:  Distribution of radioactivity at 24 hours after dose application of ['*C]- fluopyram
in an SC 500 formulation at the rate of 2.5 g/L. to human skin samples (Reported - S
Cells). <
s
Results expressed in terms of percentage of applied radioactivity.
ults exp i p ge ot appli vity. A@ Group @aﬂ )y
Sex Female Qp =5 N
Donor N° | 203 203 180 207 [ =p07 @I@ OZ@]§§ b
~ o . . %y
Sample/Cell N° G H K L S
; | ] wf st )
Swabs/Dislogeable dose/donor 99.22 86.48 96.44 8 91.0 91, O
g 2 e I I S P
SC 1 0.88 \;@gg.&g 442 Qz.f;;f)o %QZQ 248 Il %
SC2 0.13 .08 0.8 2 0.04 1
SURFACE 1.01 4. .54 2. 3.8 1 92
e . %z
TOTAL NON ABSORBED 100: 1 74 90.Q0 79 5.37
IR £ Ol I
Skin .86 J 3.1 0 ) N 0.4 122 1.14
ELINED IR
TOTAL SC 3+ Y 0.6 503 | QY7 |@75.33 g@ﬁ“ 20 216
B .
N
TOTAL DOSE SITE @Q %@1).53 @@ 8773, ;;9 (q@é’ §Q.27 7 44l 3.09
Receptor fluid (0-12h 0.09 0. 24 .20 0. .19 0.06
p ( ) Q N &(\ @ & 4 @»@ . @@@1 (éQ
Receptor fluid (0-24h .29 0.30 029 .27 0.28 0.03
petwos = 5] & gole ot @] wl,
0, ] o, b
YoRatio receptor 12h/24h °« < _ 3(9jj § 6@% %\@0 69 § 67 17
Receptor chamber v 0.2 °n0.02 0. i 0.07 0.08
P § © NN @m — @\ S % &&&
TOTAL DIRECT N @ 43 0.3 0 0.36 0.29 0.35 0.05
Q A7l 4 V%@ Lo
TOTAL POT IAl@ L
(dose site+ dl@t) e g Kﬂ@’ f:@&,ﬁl @@3.63 § 7.%1 2.56 4.86 3.08
TOTAL P(@ENTIAL N S i
297 348] %o G| om| 157 115
skin e ing SC + dir A
( K@}l £ @ & N § (S
TOTAL RECOVE@% N é\ﬁ 01@2 %*N)O.ZA 1054 97.0 96.4 | 100.24 3.73
- >
9 @ &lua@ acgording tpEFSA @dance (2017)
@

O

@@sorp%@ >75&Q%v)ithi&1@f of@@y d@ﬁ%‘z

No (include SC values except SC1 & SC2)

@

N

€al

COVGI@%S%

No correction needed

\VJ )
Total "?@tentlally @rbable Ju&d acco& g to@SA (2017)

Mean (%dose site +%receptor) + (SD*1.2) =
8.6%

SD%tandard deviation; N: r@hber @kin %1&%56(1& fQ calculation
&
n.d.: not detect%elo&tb@ lg detex€on); n.4Q not applicable
v

In the abov th&present

due tiioi@?i@ééﬂe;% resé§g
& &

g T

&

B
S

Q@

means do not
from

ays calculate exactly from the presented individual data. This is
e use of the spreadsheet program.
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Table 7.3-4:  Distribution of radioactivity at 24 hours after dose application of ['*C]- fluopyram
in an SC 500 formulation at the rate of 0.023 g/L to human skin samples (All o S
Cells). @ Q
o o>
S ) -
Results expressed in terms of percentage of applied radioactivity.
Y xp ' P g PP viy @@F@ Group%uman\‘]%
Sex Female -
D N 203 203 180 180 2 % 207 ©KNO@69§ 3
onor N° g N
| 2 s
Sample/Cell N° M N (0] P R @ Me
p A S¥ q fea? o
Swabs/Dislogeable dose/donor | 63.63 | 64.76 &@ﬁz 5722 70.87 6{@5 6253 |37 8.2y
i L Q
SC 1 3.55 1.41 p0'5.86 0 00 | N.0g P 3. 26
- 7 g%g S A il
SC2 5.14 0. 92 1% 0.5 0 .03 1.86
SURFACE 8.69 224 | A9.13 6. 28 61 5.1%) 343°
@ - 0Q P S
TOTAL NON ABSORBED 7232 | 67.00 ] 580@\ &6@4 <7337 O 71,36, 67.67 91
o @4 @
Skin 43080 ROT | w346 [ 6.2 0 3 427 (9 261
P P S o Wl P
+ A
TOTAL SC 3 241 09 [\ 692 @2 @% 1744 448 304
TOTAL DOSE SITE 13727 8. 143! @.45 3.5 J 871 | 461
@";& @W@@;@ %f %F %@\/é\
Receptor fluid (0-12h 7.2 297 16.26 11, 1%E83 15.75 12.33 5.25
P O o 2| T 1) TR %
Receptor fluid (0-24h) & @82 @© 9§§ 2&.17 17.84 %9.2% 13(%& 16.29 5.18
%Ratio receptor 12h/2 S) D73 @ 93 4 73 14
2 p 4 4 @%@5 _ D BO & <1 OF
Receptor chamber 00 1.00 1. 33 .00 0.75 1.06 0.76
TOTAL DIRE S11.82 T 1001 | 23.42 0. 1950 1944 | 17.34 5.24
LN & & 32 | § i
TOTAL PORENTIAT %© O > §© @ g
dose site+ direct 5.54 18 37 28.62 2.73 23.51 26.05 6.71
( girecH BN W
TOT%@TENTIAL Q)
skin udin, Stht o @ 16.13 02, ©30.88 o2 4@ 19.50 21.77 21.62 6.11
( g3C s LT LB | o [ 28
TOTAL RECOVERY @“mw 859 95 (- 935 959 947 9390 | 4.20
@ @, % - @
@ @»@avghﬁﬁon a@ding@\ws@uidance (2017)
N4 %bso@@on > R% With@alf ofgudy ({g@tion? No (include SC values except SC1 & SC2)
@ © @Q @ Mi@sRecg&&y <95%? | Correction needed
Total % Potentially@orb@ adj e ac&xin@xEFSA @017) %‘f}zﬂ (%dose site +%receptor) + (SD*1)

SD: standard deV LQIl N: number; o\k‘%km

s use HC

alculation

tect the limj %dete@@n) n. Q not applicable
In the above %ﬁem eans de not a@/ays calculate exactly from the presented individual data. This is
—up diy

n.d.: not de elo
due to roun renc,
@
Cell N@s ex s,j! ded
the
th

is group.

outiler §

esultg%g from@ use of the spreadsheet program.

group as the mass balance value was below 90% and therefore outside

le?i@nge (100 + 10%). The study report presented a statistical analysis using
xon @test th der@lstrated that the total recovery value for cell N could be considered to be an
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Table 7.3-5:  Distribution of radioactivity at 24 hours after dose application of ['*C]- fluopyram
in an SC 500 formulation at the rate of 0.023 g/L to human skin samples (Repogted S

Cells).
Results expressed in terms of percentage of applied radioactivity. @J@ Grou ﬁu man\fg&@
Sex Female =5
Donor N° | 203 180 | (80 207 4 %207 g\@No"@@? &E@
Q & @
Sample/CellN° | M 0 P %Q R @V{ea}@? ©&
Swabs/Dislogeable dose/donor 63.63 48&@ 57.22 @Q.W . 69.&@ gzbﬁ @@) 9;11@
SC 1 355 86| 480 200 /}i%@g Q3.464, @@6
SC2 5.14 b 3279° 1.9 «&%0 @§Uo.5§ﬁ 287 ®1.97
SURFACE 2\% %‘?@ @@7% Q@z ;;O @{gﬁ ©%.73 /@ @n49
TOTAL NON ABSORBED 32 05 V63.98) 7 364, 67.81 .60
Skin \%.3ﬁ§\7§ : &3 \\(%30 ‘”\9 2 F 413 ©§§.89
R TE | &P 500 28] 4
TOTAL SC 3+ S 9% 602 I 2.2@ 3 6@ v@% S4Tel” 332
TOTAL DOSE SITE @ «J3.72 @?14%§J @@ 353 @M.%@ &8? 5.14
Receptor fluid (0-12h) g 7.5@> 1@.26 @}ﬁ.m 1917.8% %75 $5.80 426
Receptor fluid (0-24h) & O %@.\82 §2ﬂx 17{.(@ @@0 @8 6%@ 17.74 420
e Sl s X ) -
@ ©<K \ % .O P@ @ n'd . . . .
TOTAL DIRE/CN@@ N %.% 2342 2007 | @19210 1944 | 1881 4.26
;ﬂoo:ep;]izc:roég-)f IA&L@’Q %© @f %\5%4 ‘\@37.8@©©28.62§ x., 2351 27.64 6.12
S C “or | @
zgi:ﬁigggﬁi%ct) § “ §@16@% 03@88 @.4 & 195 | 21.77| 22.94 5.80
TOTAL RECOV@’Y @ gﬁ% \95 489" 9348 | 9591 94.65| 9550 1.67

@ %Valu&n ay dlng@EFS@uldance (2017)

\? j@
Abso@%n > R% withi®d) %alf offgudy L ion? | Yes (exclude SC values)

7
@ & @Q @ Mi@sRecg&&y <95%? | No correction needed
Total % Potentially A@orba&e adju@%d acc@y&ding tgﬁ’SA (2017) | Mean (%skin +%receptor) + (SD*1.2) = 30%

SDxstandard deviatioﬁ? N: ber (@dn celfé%sed stcalculation
n.d.: not detected QIOW the Timit % tectign); n.a. Lot applicable
ns duQiot alw@ calculate exactly from the presented individual data. This is

In the above tal e presented

due to roundi @up d& nce ulting“feom tl@use of the spreadsheet program.
)

)
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Fluopyram SC 500 (500 g/L)

Conclusion: S
The dermal penetration through human dermatomed skin of ['*C]-fluopyram in the FLU SC 500 @ IS
formulation was investigated at three concentrations corresponding to the neat }g)duct (500 g @ and @’

to two representative dilutions of 2.5 g/L and 0.023 g/L, respectivel @

p g g/ p y. @@ & QQ
Concentrate Q> S

it to iy 7

The mean percentage of fluopyram in the SC 500 formulation that was cBusidered to be@ote t@ly X
absorbable (directly absorbed plus total remaining at da@zte) over a@‘lod of 24 l@\etrs he n @
formulation was 0.43% for the human skin. o é\a @

: o o & é\” Q @ LN
Intermediate Dose level (Spray dilution) %@ Q @

N
The mean percentage of fluopyram in the SC 5 rmulation that wa&onmd@ed @e po@ma@
absorbable (directly absorbed plus total remay{mg atgpse sitg) overq per&@’of @ouvsjiﬁr the,,

intermediate dose rate was 8.6% for human skin. @ é\a

@
Low Dose level (Spray dilution) % @ @ Q

The mean percentage of fluopyram in @ SC- é%\) for@ula@;ldh that @s cc&%ade 0 b@otenﬁ
absorbable (directly absorbed plus t@ rezg&%mng@' n) oggf a p§md 0 gg for é)he ow

dose rate was 30% for human skin AN @

Therefore, the following derma@absor&ﬁ%n V@ ca pr r usethE‘@I@n déitary risk
assessments for ['*C]- ﬂuop@ in the F%SC SO@fomatlor@

e 0.43% for the neg, form@tlon §0 @

. 8.6% for the infermediate dose 2.5 & {° o @ @%

Y
30% for the I@M dos@ OZ{%/L) 6@ é % \@

&

o «
S niblabtc e . @ o-formu
CP74 ©© A lab& OX@IO&@ d ﬁgrel ng t@ -formulants
CONFIDE%TIAL 1@’0rm§5€fon @ata p%)wdeparag@y (%)lee@%@CP)
e
AN
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O ISR N
5o sy D
QRS T LS
@ ©© < \@ Q O @
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