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CP7 TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION
PRODUCT @
S
INTRODUCTION 6 @ @
AR

The purpose of this MCP-Dossier Section 7 is to support the approvalprocess of th@ne“@tlve@
substance Isoflucypram in the territory of Europe under R(eﬁulatlon (EC)e@J 1 107/2003% 9«
Isoflucypram EC 50 as the representative formulation 1% emuls1ﬁa@e concentrat&&( CN\ntal g

50 g/L Isoflucypram for use in cereal crops. @Q @

Q&
Isoflucypram is a novel broad spectrum fung1c1de&%’the cheml@ cl «of %yclo&ropyl T@oen
pyrazole-carboxamides with an outstanding efﬁ@r against the ma;o@econ c%y@mpo@ﬁnt @gal
diseases of cereal crops (wheat, triticale, rye, %rley a&)skoats@d e&%llent@’op saety. .
S) @

Since Isoflucypram is an SDH 1nh1b1t0r and t@ asséﬁed the I@AC resmt@e @1 7%the
application scope of Isoflucypram- contmn od cts. on @reals%nh @ ope foliar r
maximum of 75 g a.s./ha supports an e ctlvei%tl r@stanc&man@me&?strat

@f@@ propertles in

Tailor-made and broad spectrum uc bm@ms w ly
terms of plant physiology besidesthe lofg- las‘lmg andvcertain cu @E&ach cqé@ol fungal
diseases and to maximize the full@eld pytentiahof th@erea§§ps&© @ @ S
@ &

This document summarises {§ colog1ca1 ifformation based o gz&alc@@tlon ethod Qisk assessments
for operator, bystander an Worké and&@ cla@ﬁcaﬂ@ proposal @ch a@%elev@lt for the approval
of Isoflucypram alongsidé the propdSed i@nded@ses @mludiﬁg t @epr@ntatlve uses, under
Regulation (EC) No 4107/2 in ggcordafice w@@the fequirement 1a1d do% in the Commission
Regulation (EU) N 4/20@’an@ﬂder @asm@lon %gulat n (Eé No %?72/2008

Details of the lj tur&@arc&%nderﬁ%en® Isoﬂucypr& its @etab@’ces and products have been
summarized in&he D@me MC %

o Py MCA Sectiof Q8 o
Throughoutithe develo%nent f%zh ulaﬁ)n 150@1 m E@%O the following synonyms may
have besmused and r @n n 1dua1 study ay 2Code: BCS-CN88460 EC 50 and the
Bayer-internal abb t1 rggode EC 50 All pro%cts described by either of these codes

refer to the samﬁmula n ﬁ‘ 1dthlcal g@npo@m g e following Summary Dossier we use

the abbreviation

CP7.1 @ Acute to icity

NN .
(0) 1 @ N
ve\n@] summary.Q! acu@;oxw@y @

According to t@“Regulatlo &(%Cg %@@ 2008 Annex 3.1.3.6.2.1, the classification of a mixture
such as the mul&%& p§ pratg tion_product ISY EC 50 has been estimated with a calculation
method. The basi c datb this cal tion are summarized in Table 7.1-1 overleaf and details
presente@de cor@spon@ag Points.
N

N
> & T

<

&S
&
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Table 7.1- 1: Acute toxicity studies with ISY EC 50

Study Type Species Results Reference )
Acute oral — none No relevant ingredients for calculation Details presented &n%ler
calculation method % 7.1.1 (©) 0
ATEmix RS
Acute dermal — none No relevant ingredients for calculation ‘(C?Detalls pre%ted ungé\r
calculation method % CP7.12 7
ATEmix . 2 > A
Acute inhalation — none No relevant ingred@fs for calculagiph Detai]@rese@d und@
calculation method CP7™.3
ATEmix & & s Q &
Skin irritation — none Irritant R & Qeta1lsQresente@Jnd &
evaluation based on Classiﬁca@ according tQ Regula@ign ep &@ ©
ingredients (EC) No 1272/2008 é@) %\ Q
Categq%sz - ' (§7
Eye irritation — none Trrit Q GRS ﬁ%ttall esen
evaluation based on % ﬁca g@i’ ac r mg to%gu tion (YZP 7.1
ingredients 72/ & o\©
A ateg@& 2- R O = @» @
Skin sensitization — none ® éSen@glzmg @ @ Qr @U @etall esen@d under
evaluation based on S Cla@iﬁcatﬁn a cording @R 1®0n CP 7@
ingredients Q @&C)N 272 8 @ & @ @ \
9 . ﬁatego 17 9"~ Q Q&

76
S
a

CP7.1.1 Oraol}om o & O S NS

SN N
According to the latlo@ (E 0 1@]2/2(@ Angiex 3.1 .96.2. &he &i@ssiﬁcation of a mixture
such as a formula ab&protec@n R&@uct may b 1ma%@ Wl& a calgglation method.

O

The representaéﬁ: ﬁlatm%lSY@C 5058 ntalﬁs no_ingtedignts releg@ant for calculation of an oral

ATEmix. Theyefor Y KO 50 s@uld%}ot be@%sm forl togicity. For details, please refer to

the CONF@ENTI Doc%’men%CP %lnt %uand 12:3. é&w
>
cotion 7 50 e

Thus, no class1ﬁc@n fug%ral @mmty@ req@fred %cordxﬁg to Regulation (EC) No 1272/2008.
o

& % Ny S &
G
CP7.1.2 @ ﬁérnwﬁfoxa@ty Q S
Accord@@%o the Re tlon Q) ) }@%12 goo%g%@r)mex 3.1.3.6.2.1, the classification of a mixture
such as ormulate(@qlant %) ect xn pro% e estimated with a calculatlon method.

Th %presentatlve%rm E R l co%@ams no ingredients relevant for calculation of a dermal
ATEle The%ggre IS sh ld not be classified for dermal toxicity. For details, please refer
to the CONFIDENT QL D merﬁi&P Paint 7.4 and 12.3.

@
Conclusw§ 2. S w, O

Thus, @cl@catio@ i%@dermal toxicity is required according to Regulation (EC) No

1272§a S @@%
¢ &

&
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CP7.13 Inhalation toxicity

According to the Regulation (EC) No 1272/2008 Annex 3.1.3.6.2.1, the classification of a mj re &
such as a formulated plant protection product may be estimated with a calculation method. = @§

The representative formulation ISY EC 50 contains two ingredients releva@for calculgtfén of@n
inhalation ATEmix. The calculation method shows that the presence of thesé¥wo ingredients dogsnot
require that ISY EC 50 to be classified for inhalation toxicity. For %etalls pleaS@Qefel(%% thez

CONFIDENTIAL Document JCP, Point 7.4 and 12.3. > N
& @7§ S S & e

Conclusion X @@ § 5 &
Thus, no classification for inhalation toxicity @%equlred gcordmg to @egula&n @ 1\@
1272/2008. $ AN

Q,;@‘ Q © @

N > D . <
& &) N B %, IS \ RS
CP7.14 Skin irritation T &Y
v O K @) @&

The skin irritating properties were eva@%}ted %%ord@to ulat@% (E}C@%O @72/20(§ @x 1

@5 AN > o

Table 3.2.3, for classification of mixt @s%\ é\”@ N %© C} N Q ®)
In the representative formulation @ EC@ there arem sk&@rr Catggory
overall content of skin irritant C@e S&% 2 in edle %, & 1ch gre haéxfhe generlc

concentration limit of > 10% fgy cla catu@f Th ore Q,Pv 50 st 1 la& sified with skin
irritant Category 2. For det@@ pledse r&@g to the NﬁIDE& A ocu e nt J@, Point 7.4 and
12.3. N
5 O @Q §@ S N @ s
C l . 0\ )
onclusion AN @ ©@ %, §

S

Thus, classiﬁcation@ ski@ﬁrri@ﬁ% C@tegm§ is ?@qulreé acc@sﬂing@ﬂ Regulation (EC) No
1272/2008. . & NN,

Q NT R 9 & D
> > S N S @ N
@) 6\ AN N N & %,
3 SRS S

O £..9. N S @

CP7.1.5 ° Eye irfitation & @ N
The skigjgritating pro@fnes@re uated accc@mg t@&egon (EC) No 1272/2008, Annex 1
Table @ 3, for clags@éatm mlxﬁs N §3

INS
In the representa@ for%ulat IS‘&%C 5@ theé ar r% ingredients classified for eye effects
Category 1 or skifi corgdive egovﬁﬂ T“ﬁe overall content of eye irritant Category 2 ingredients is
37.75%, whiclyis ab&¢ th en@rl@conc@ltran@ limif@f > 10% for classification. The sum of 10
times the condentration greeLEnts ssﬁ'@ as e@ effects Category 1 plus the concentration of
ingredie lassified as eye ef@ts Category Dis t]&géfore also 37.75%. This value is greater than the
trigger e of > 10%4or clagsificatio o%h ixture as eye irritant Category 2. For details, please

referyga) the CONFI@ TIQEJ Doen‘@@P P\t 7.4 and 12.3.
Contlusion @ @\ N @
Thus, clasmﬁg@tlor%ws ey rrl@ Cat%ory 2 is required according to Regulation (EC) No.
12721200885 @

& O VRN

& & ES

o &S S

CPZI.6 @ @kmo ensitization
T}% skin&&nsitizing properties were evaluated according to Regulation (EC) No 1272/2008, Annex 1
Table &4.5 for classification of mixtures.

The representative formulation ISY EC 50 contains with the active substance isoflucypram
(BCS-CN88460) one ingredient, which is relevant for classification of the mixture for skin
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sensitization. The concentration of isoflucypram in the mixture at 5.15% is greater than the trigger
value of > 5% for classification for skin sensitization Category 1. For details, please refer to the
CONFIDENTIAL Document JCP, Point 7.4 and 12.3. @o

Conclusion

Thus, classification as skin sensitizer Category 1 is required accordl@to Regulz&t@n (@)
No 1272/2008.

/2

D
% S & .o
% o\ Q, '24\9
O v S LG L@
CP7.1.7 Supplementary studies on the pmt protectig product@@ NS

No such studies are necessary since there are no cerns arisi .g., from p@en‘ual%ne@tlc
additive effects exerted by the active substance oggther cornpon s ingdSY E&~50 é would

further investigations. @ > \@ 6\ LN
S &© < C @ %
(O S
n

©x

¢

S &
CP7.1.8 Supplementary stu@%s foxr comb) ? at % 0 lant@otectlon p‘@dg

N
No such studies are necessary since I%@E(‘%g@\ls q&@n‘cex&cﬁ for@s e m@%m‘t@on @th otlst plant
protection products. Q § f@;\’ @Q S %

~ N
CP 7.2 Data o%ﬁosu%e @ S @ . @

The non-dietary risk asse@@ment& pres@nte 1soﬂ@z:ypram us%@ hﬁ@pre c%%atlve formulation
ISY EC 50 for the us® as %,glmde in eals ‘The @oduct Ts foxmulatgd>as an emulsifiable

concentrate and cont@s the‘ft e Yiﬁ@s‘canc@lso’%@ypr at 5@&

Exposure is estim using the § SAldanQ Dogtmentgyn non@wt &rlsk assessment: “EFSA,
2014. Guidance et the dS3essitent of Expostire of apCTatox @s Ie nts and bystanders in risk
assessment éﬁ pl pro t1 pr@cts &EFS@ Joutaral %914, 2(10): 3874, S55pp.,

doi:10.2903/jefsa. 20143879 N o S @

@ v . :
On24] a«i&@d)ry 2017 theEuropean C@usm@ publishe ﬁup afé’on the implementation of EFSA’s
non-di exposure Giidangg Doctishent %AN”J@ 0832~20153Rv. 1.7. It notes that the derivation of
the toxicological raferencésvalue (AA ) for th Corres&%ndlng acute risk assessments is still
outstanding. HowgVer, the Sggndin \Comt@tee @gvelaped an outline to set AAOEL values.
Consideration of%cute e as%vell a@ysta@r exposure should only be made where an
AAOEL has bgen es@@ sh ur1{§9an al@‘oval @eviewr renewal evaluation of an active substance.

Rev. 1.7 o%he Guidance@)oa@nt appHes ‘r@ﬁ@pph@@ons for the approval or renewal of approval of
active s nces and to)applidations @ autlrise, o‘&renew authorisations for plant protection products
submitted since 1% clgl as follows; ‘Wh@e necessary, an AAOEL should be proposed during

the{ﬂ peer-reviewtaking3nto ad®dunt A@X to this Commission Guidance Document.”
As for the a @8 ﬂu@pra ‘[Qbe evaluated an AAOEL has been proposed, an acute risk
assessme ed incthis su@mlssf@

Endpugg rel&nt for no%@ietarv risk assessment:

AOEL: Ba@ n@ NOXEL of 18.4 mg/kg bw/day (males) from the rat 90-day study conducted
W@ sof@pram and applying an uncertainty factor of 100, a systemic AOEL of 0.18 mg/kg bw/day
is deri@ or use in the non-dietary risk assessment.
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AAOEL: For isoflucypram a systemic AAOEL of 1.25 mg/kg bw/day is proposed based on the
NOAEL of 125 mg/kg bw/day in the rat developmental toxicity study and applying an uncertainty

factor of 100 S
For details on the derivation of these endpoints please refer to the Summary Documentﬁ
Section 5, Appendix 2. S @

=3 N
Bioavailability: @ @ o
No correction of AOEL/AAOEL is made for bioavailabik Metabohsﬁiﬁudles perfqmled with b
duct cannulated male and female rats showed oral absorgtion of 80 and84% for maé\an ale @ats, @

respectively. Oral absorption rates were calculated by summatio the recov@ed tesh con@undé
related radioactivity in urine, bile, and body exclud@ GIT. The&hary cornpo t detéen r@ nt
bile-duct cannulation tests amounted to 74% a of the recoveredegose mal Xand fe

respectively. No correction factor for the exte Q(' oral absogption, b@hg r retedia

applied (potential for bile first pass effect) 51me\\¢ the 1@7 effe¢fon Weblch the AO 1s based is 1rect
effect on the liver / since the liver is one of the majriarg %%’rga@nd @’l dln§s are taken into
account when setting the AOEL. This is iline '@:t théZS ANCQ I-rev. @ Drafuidatiee fo@bhe

setting and application of Acceptable @ﬁera Exp&}lre Lvels ELS) in the EU', Wheit is
stated that “... where the critical targeflorgan™ tiss c,@s ‘gF the Wer o@str estl@ﬁtrac‘@nd the
biliary component is unlikely to hagg~readhed th@arge%rgan@f issue; 1e i xcr vegy rapidly)
exclusion of the biliary compongit from“the es%m e Of t \bloable@ ster@ dose, should be
considered...”. The SANCO 7 rev@o 1s isted rel nt -n oc nt in“EC Notices
2013/C 95/012. In addition t@@ée ﬁang bserveddin th& er %‘[ mou@ og, treatment-
related effects are also obséﬁwedq@ the rmd@nd k@ney of, the at”and @ous ese treatment-
related effects support thedpigh bfoavai hty isoﬂucyprarn Furtferm they@%asurement of high

levels of the momtormg\met olites o 1sc§%&1 e blood in*the loag:term studies in rat,

mouse, and dog, as Fell as i W th %%Velo engaPtoxieity sh@%s mxthe raga d rabbit, shows that
isoflucypram is hi bloavallab & Q@ N

For details (furthev fin 1@5 fr@n rat métabdlism st@ ies, @ co@ntra@ns of metabolites measured
in key t0X1Clt§@ud1@>lea@ refer@»the Smnma&Doe&ment @A Séetion 5.
B o
& 9 & @’ %
% @ W
Derma@sorption' @@ § @ ©© § ©\
Dermal absorptlol@gr is ﬂucyp W@Qvalga{ed ith th@%presentatlve formulation ISY EC 50

using in vitro hun@n ] %11( sult 6f the dgrmal @so on study the following dermal absorption
values are used th as sme as é%n th@crltlc AP uses.

. 2%§®the(@1ce é@e(%ﬁgas? @ @

. @or a low spray co ntr 1@75 a@./L)

oy & N

For details see undegoint CP'7.3x &7 Q
& @ N
& RS SRS <&

2 http://eur-lex.europa.eu/LexUriServ/Lex UriServ.do?uri=0J:C:2013:095:0001:0020: EN:PDF



http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=OJ:C:2013:095:0001:0020:EN:PDF
http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=OJ:C:2013:095:0001:0020:EN:PDF
http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=OJ:C:2013:095:0001:0020:EN:PDF
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_ppp_app-proc_guide_tox_accpt-exp-levs-2006.pdf
https://ec.europa.eu/food/sites/food/files/plant/docs/pesticides_ppp_app-proc_guide_tox_accpt-exp-levs-2006.pdf
http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=OJ:C:2013:095:0001:0020:EN:PDF
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CP7.2.1 Operator exposure

The EFSA Guidance on non-dietary risk assessment is used. The critical GAP (cGAP) for operator
risk assessment is presented in Table 7.2.1-1.

N
Table 7.2.1-1 Ciritical GAP for operator exposure evaluations for isoﬂucg\@cam @Q S
&
N
Crop grouping | F/ Application Max. application Spray VOII@HC Derma D
G method rate (kg a.s./ha) (L/Q\f%** absdEption
A
Cereals (wheat, V(@ @ é}’ Q\ @Q
ll;yei trltlcale;, F Field crop sprayer 0.&75 @Q 400 é@/ 5%@
arley, oats
Y @ I a
F = field; G = greenhouse 2 @) Q @ @&

* dermal absorption value used for the product / in-use dil /')" Q
** With the selected model approach route specific exposur%of the gy erato@ in den theo i%pectlx@g Spray
volume/in-use concentration used for the application. @ e sp Volume is selected based

ce, tl@:ntlca‘f\GAP erm
on the worst case dermal absorption value used to agsess syst&mic ex (jé@hre dpsidg app tion. In"the g@s@ his VQU%
refers to the lowest in-use concentration (0.1875 @ abs rpt1 study Ghis low dose r@s frof the

test
highest in-use dilution of the use pattern for cere&s 75 g%Q&ﬂquam/ha 00 Dsgater/ha
@ & SRS
The product ISY EC 50 will be @Qd ted/gtailedefield crop

hed@ c ﬁs witly ‘%‘é@@

(boom) sprayers. Detailed calcul s for the cG}P s&narlo N presehted fw CP A2.1. L %
? & © @® NS
@ @ &

@ & é: 2
A ry of th v tiqg t @ﬁ Iting_ fi m@h& GAP gp? I@d th Table 7.2.1-2.
summa (6} € exposurcrestignates I 1n,; 10 € C 18 656 in € lable

Detailed calculations are s@nmal@ed 2.1.1. . %
EF S &8

Summary

Q S
Table 7.2.1-2 Predjcted systémi eratt@ ex@ure iso r °
ite }@ﬁ g 6p @"t@ flagyp am
- § S . @ Q \System?@ @ﬁf @EL @Bystemic % of
Crop AP atlon & \expo%}e Qexposure AAOEL
. /g PRE 0.18%arg/kg K 12 K
grouping |y hodg) Q (mekeg day) @, (mg/kg (1.25 mg/kg
. & o o s 5 ay) (§ . Z? bw/day) bw/day)
N 5 N
AL \@%cle § PIPéE. < oy@? N L9 0.0228 2
C nteg\\—- LS d S g N
ereals F 3
iledboom @ wigY @& O >
spEayer § M \%0.00@ <l 0.0047 <1
@ %é® @@ 9 \© @
F =Field; G= enhout
' No PPE: Work wear@ums*@dy as co@%d @
2 With PP@’ Work wegy - ar %ody a@i legs Gavered. ﬁvaddltlon gloves during mixing and loading
as wel @when handlin, contarm& ds
@ D
v & &
Assessment  @)° § Q@ Q&
N ° %,
Longer ter@ste@c ex; re @

%FS ‘\;.Q ode&for low crops, in this case cereals, systemic exposure of operators to

isoflucypram Wio are wearing no PPE, but a working coverall and working with bare hands is about

3% @he L. &Systethic exposure of operators wearing, in addition, protective gloves during
@g/l(g@ng an Whe@ettlng into contact with contaminated surfaces is <1% of the AOEL.

Accordn@&to t

Acute @‘emtc exposure

According to the EFSA model, for low crops, in this case cereals, systemic exposure of operators to
isoflucypram who are wearing no PPE, but a working coverall and working with bare hands is about
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2% of the AAOEL. Systemic exposure of operators wearing, in addition, protective gloves during
mixing/loading and when getting into contact with contaminated surfaces is <1% of the AAOEL.

Conclusion Q\ ]

Based on these favourable exposure estimates there is no unacceptable risicipated foﬁ@oyper
with regard to exposure to isoflucypram, even when considering the minimum worlgag stindard
where operators just wear one layer of work clothing. However, according to Good Agr&?ﬂl
Practice it is recommended that in addition to one layer(gF work clot@gg protective@ove{y\&re wett

when handling the concentrate or contaminated surfaces. @
%@ Q& %" &© < <) &@
I oy R O
Q55 @D
Cp7.2.1.1 Estimation of operator expjosure Q} @ N\ @ S

. Sy .
Exposure estimations are made using the EF@A Gu@nce&?the és%essg%nt o%@posur% of g;%’rators
S
)

including the EFSA calculator® (version: 2Q Mar 5). @Q Q@ o

©

& @

\ N
Th duct i lied using field Sin axabl . Exposure@ caleulated based & th
e product 1s applied using fie crop@s%’raye&s n arable cr@s Xp su;yi ca ég ated base €

cGAP for isoflucypram in cereals (se§@abl§£$2.l-1(\zg@ \& %© C} é\f ®)
A summary of the input parameter&@d th%xposg?e ou@g ig@sen@in "l@")@ e 7§ 1'10\9@10\”'
S O S

O S
o A LI N O
Table 7.2.1.1-1 Summary Q@perat%r exgosure d@;‘ing%ppli&c@%n im cereals

' Q) S N
No PPE: Work wear: atms, bgdy and ¢ o> N L9
0 . Work wpar 2! ) ya&n eg&s\ c%over% Q &

Substance isoflucypram Forml@ = Solu% concent@ A ation r075 l& Spray dilutidn = 0.1@ a.s./l Vapour pressure = low
y\g emu ble Co@i; ate, etc. /ha °\ @ (ix "\ volatile substances having
@ @ @ §9 @ & a vapour pressure of
A @ <5*10-3Pa
Scenario Cereals / %&m / Do@\vard sp;aym@] Vehge&ea}ﬁounted @ @ &Buffer = 2—@ Number applications = 1,
&\ ‘N @ @ Application interval = 365
S L g O & =~
Percentage Derr@for pro%}g X2 Dernal for in usedilution k&g @\Bral = 100 @ Int@tion =100
Absorption g/% y\a @ \$ é)) O
RVNAS : kg bw/d RVAAS 25 kg bw/d
% mg/EW/avg}g Mft\o\\g @ VA M{\\@ 0@25 me/kg bw/day
DFR 3 pg a.s./cm? per @ 30 days
& a.s./ha @ @ A% % o @
AN < R Q &
Operator Model MiXing, lo and application A(@
= B = -

Potential Longer te ystemj; osure g bw/d, @84 % of RVNAS 4.67%
exposure @ @’;@7 0\ A (§

A%s%temic @\é/sure m/(g\@bw/da\ T, o592 % of RVAAS 4.74%
Mixing and Loadin @ves =% Q @ Clothi Work wear - RPE = None Soluble bags = No

@ % N arms;¥ody and legs covered
& & Y
Application K °\ Gloves XNo @bthing = Work wear - RPE = None Closed cabin = No
@ % \ @ o rms, body and legs covered
S RO SRS SRS

Exposuﬁ Longer term systemic @sure m@bw/day @ 0.0052 % of RVNAS 2.88%
(including PPE @”% &
options above) “Acutetsystemic exgosure mﬁ@w/dagﬁk N X 0.0228 % of RVAAS 1.83%

SIS <

X
@ > 9
S & &
>

3 http://onlinelibrary.wiley.com/doi/10.2903/j.efsa.2014.3874/full
(Supporting Information)
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With PPE: Gloves during mixing/loading and application, work wear: arms, body and legs
covered

%(&@&@ﬂ&§\c@@
o

i %
CP7.2.1.2 Measurement of erz@r e sur@ K

Since the exposure @ﬁ t@ﬁarﬂs@g out 1ndlca@.§ha “neitherthe AOEL ier the AAOEL will be
& a stod ur
exceeded under Fﬁcal &ondfa@ of ¥s¢; a stirdy to t ov1d@a meas re of operator exposure was not

necessary and w. erefore notwarrlea\out\ @ @@
o O N @ %& N
S @J@ %© QO « & < ©§ @

CP7.2. 2 & Byst@ndem d en&xpos@'e \é’}’

The Elﬁ& Guldancen a,s@sment of ﬁa—dwt@y exﬁ@sure\@ used. Exposure estimations for the
resident longer teﬁ@\cenﬂlo a@%ll a&t Jite l%gtande%scenarlo are provided using the EFSA
calculator. % @ v\g % S

The critical G&P (CG@ ) f@s@eﬁﬂbys@nder r@? assé§nent is presented in Table 7.2.2-1 below.
@ P & Q o> &
@ %
Table 7@27 1 Sum@ry of c@ﬂc&GAP@ re@ents and bystander

Substance isoflucypram Formulation = Soluble concentrates, Application rate-0.075 kg Spray dilution =0.1875 g a.s./| Vapour pressure%
emulsifiable concentrate, etc. a.s. /ha volatile substa&e aving
a vapour pre%
6 <5*10-3Pa(@

Scenario Cereals / Outdoor / Downward spraying / Vehicle-mounted Buffer = 2-3 Q Numberdgpplication \‘@
Application intew{= 65
days@ %

) < C

Percentage Dermal for product =2 Dermal for in use dilution = 5 Oral =100 Inhalation\\=91@O o\ o 9 ‘Z&

Absorption & AN @

RVNAS 0.18 mg/kg bw/day RVAAS 1.231%@/@ bw/day (&} Q N

Q @7(\

DFR 3 pga.s./cm? per kg DTso & @§s % N Q

as./ha @ L Y Q Q .

\ Q - < @) %
Operator Model Mixing, loading and application AOEM Q
/7@7 @ © Gy @

Potential Longer term systemic exposure mg/kg bw/day ~X.0084 @, c}ﬂ%RVNAS @ 4.67& @
exposure &3 s’ N 6 °

Acute systemic exposure mg/kg bw/day @ 0. 0@ 2 &Ay of RVA@ @% 4.74%

0
Mixing and Loading Gloves = Yes @A)hmg @%wear U RPE = Nagie @)Iuble 85INO &
Iegs covered % @ @
Application Gloves = Yes @ o Clot@ Work&ear d@i None\ @ Cl%d cabin =
Q ng\ args, ody aﬁdiegs cove{,gg @0\9 @ @ @
Q L X @ c

Exposure Longer term systemic exposure mg/kg bu%day C(@’ X9.0003 \ % s N @ 0.19‘7@0\9 Z

(including PPE @ N @ ®) f\\@ Ca o

options above) Acute systemi kg b 7 // 0.0 ) % of RVA, 0.37%

cute systemic exposure mg/kg Wﬂay ({? @}JQ A 6 O /36 @ . A
B
D S S @8 g ©

Crqp Appllé\}tmn @ Q Sprf Max conc. Max | Min. spray Dermal
grouping te@h{uque (g?rate @ VYol of a.s. in no. of interval absorption
< %% s./hEp | (Kha) * spray appl. (days) (%) **
S @ (L)
R )
Cereals )
@@ F@ﬁcmp < @%75 100 0.75 1 365 5%
@Pfa}’% Q
o

@ N
" mlnl@ spray Volun@gether with the maximum application rate is considered for the exposure calculation as with
this app, the maximum in-use concentration is covered, which according to the EFSA calculator represents the worst
case in s of resident and bystander exposure.
) As tier one the highest value established based on the results determined in the in vitro study on dermal absorption is used.

@




~B Page 13 of 20

A
BAYER 2018-01-30
E Document MCP — Section 7: Toxicological studies
Isoflucypram EC 50 (50 g/L)

A summary of the exposure estimates resulting from the critical GAP is presented in Tables 7.2.2-2
and 7.2.2-3 following overleaf. Further information on input parameters and EFSA calculator output

are shown under Point CP 7.2.2.1. @o S
N Q§
Table 7.2.2-2 Predicted systemic longer term exposures (resident) to isoflu¢ypram in cer@ S
S .

Tier 1 Adult! Child’ 1S
Routes of 75" centile | in % of Mean 75 centile %A) of Q &
exposure (mg/kg AOEL? (mg/kg (mg/kg RAOEL* &mg/k&@ X

bw/day) bwiday) L bw/day) Sowiday) | o> @
Py \J/
Spray drift 0.0002 0.13 0.0001 R 0.0010 @Q 0.57 %3@ 0. @@6 S &&
/a\
Vapour 0.0002 0.0002,* o.ooQ . ~ @ @
0.13 @° 0. &0.001 1
oY al % o™ &
Surface S Gog S Y
deposits 0.0000 0.01 Q%OOOO@@ %@@OO& 25006 @é? 63001
S & \f@j D @ L % & M
Entry into S L0 9 N Q ~ §g @
treated crops 0.0004 0.20 ] 6:0003 @)006&% R 0.0005
@l o~ P18 O k> S & &
Sum of all pathways® | &~ 0.36" | “CSumpfall pathway: @ 124
in%of AGELE [0 'S 1Y % ofQOELEY &«
AN

T Considered bodyweight: adult = 60 kg, child = =Hke © Q @VJ ) ©©> (&)

# AOEL of ISY: 0.18 mgkg bwiday @ - © & @2 & )
* Exposure at 2-3 m distance & ~ NS K% AN @)Q & @ é
Values in bold indicate the hlghesthosﬁQ valug; §)serv Q A N . 2]
@ © v Q@
\ I N S B RS
S S v o @
$eo OB D s
Table 7.2.2-3 Pre d systemicacu osubes ander) to 1SQluc am in cereals
gg? sy @ te-&ip g{@t 1dgr) to yfr\r
Tier 1Y @ Adult' * ~ | @ @ Child!
Routes @{posu@ centilgy Nin % of g 95 Centile in % of
kS L0 kebwitay) ) AA&L# S g bwiday) AAOQEL?
Spegy drift * @ 00006 &t W05 | 550.0024 0.19
M:\\ () % J@ & N
Vapour @ | O 0\000@ Q" 062 . P 0.0011 0.09
@ O A m &3\ 2
Surface depedits O‘& 1 .01 @ 0.0003 0.03
g FEIAY
Entry into @atedé@p;@ 0. 00@@ ; %03 0.0006 0.05
! Considered\bodyweight: adult = g, chitd = lé@g
#AAOE@SY 1.25 n?@/kg ay W %
* Exposure at 2-3 m nce
Val{‘g\’m bold indicate the %es&&@osuréﬁlues@served
& @ &
Assessment & § N
@ . .
Resident § by nder@ posure tos@oflucypram is estimated to be well below the AOEL and
AAOE Ocspegély @Exha on of the endpoint is <2% and <1% for the longer term and acute
assessi @ectw&}y
C@usm@@ @

Based g these favourable exposure estimates there is no unacceptable risk anticipated for residents
and bystanders with regard to exposure to isoflucypram.
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CpP7.2.21 Estimation of bystander and resident exposure

Exposure estimations are made using the EFSA guidance on the assessment of exposure of residents
and bystander including the EFSA calculator (version: 20 Mar 2015).

©©

The exposure calculations consider the maximum application rate together with the rn1n1rnu@§ W sprayl’
volume as these results in the maximum in-use concentration which accordiagto the selectél modsl
approach represents the worst case in terms of resident and bystander eXposure. Furtherme&e, as
suggested by the calculator the worst case dermal absorption value, i.e. 5‘@@ this case,

calculations as tier one.

As recommended by EFSA the EFSA calculator dlstan% to the ap t10n equlpé@nt
considered for the tractor mounted ground boorn

presented in the following tables.

9,

Table 7.2.2.1-1 Summary of resident and bﬁgtandei@éxposb@je t@oﬂu@ra@- %&s —HNer 1

©

narlo C

AN

&

R o

@

se@r t};\i@

N
-3 mgvjas &@

\

01£ shonding e@@sure@sﬂm@s alcg

N
L &

N
o

Substance isoflucypram Formulation = Soluble concentrates, K@Ilcatlon r@o 075 (fSpray t@ion 0.75 éﬂg s./I &apour p e=lo
emulsifiable concentrate, e @’ /ha @ @/olatll tances
o
‘Z”\? > % avapo ressur,
S 6 <5%10-3Pa
Scenario Cereals / Outdoor / Downward spraylng/Vehl@mounéid\ %@ o\ @Jffer %7\9 er appligations = 1,
R < @ lication interval = 365
R @) oy < S @’ N) R ays &
Percentage Dermal for product =2 Dermal for in@ dilution =5 Oral =g @ ion = 1@ D3 o Y
Absorption @ @ A @ @ @ N
RVNAS 0.18 mg/kg bw/day @@ R M R@ &@ Ql 725 mg/kgBw/day @ (ﬁx
DFR 3 ug a.s./cm? per kg 7, Q DTy 30 da@
a.s./ha G @5) ) & @
1z @) N %) D
Resident - child Spray drift (75th pe{eﬁ’ﬁle) mg/kg bw/day @ @ OAOOQ N 'i@@of RVNA& {Q\ 0.57%
K
Vapour (75th percentile) m w/day@ O %x\*éi/l (@) Go %of RVNAS @b 0.59%
Surface dep(@\ﬁsth pefggntile) mr‘%gg bw/da)rc>7 @0001 % L);KZ@H\IAS 0.06%
Entry int&ﬂed crc{s (75th pe@qile) mg@fﬂvlday XJ'0.000 @ % o\f*f(VNAS 0.35%
Q& <
All pathwhys (mx\h{lg/kg %&y (3((0%2 @” @’/u of R\/N@ 1.24%
Resident - adult %@drlﬁ (%@ercent@mg/kg b@v «O’ y\OﬁﬁOOZ % of R%AS 0.13%
&
Vapour (7@1;ercentﬂ§yng/kg t%day o 40.000%7\% N\ 9% OFRVNAS 0.13%
Z 7
.~ surface deposits (g\étﬁh percentile) ‘he/kg y ©  0.0000 @ 0y of RVNAS 0.01%
@ Entry into treated-drops (7 ercentil@g/kg bw/day eona @ % of RVNAS 0.20%
& ° @ 3 @Q o © % o,
Al pathw@ﬁnean) mg/kg bw/dg)? QO %, 0-00068 % of RVNAS 0.36%
Y AN
@% S O
Bystander - S@y drift (Q@percent@rﬁg/kg"b\l\@y @ @0024 ({@: % of RVAAS 0.19%
child w "
pour (95Mercer%@ng/kg %&y 040011@ % of RVAAS 0.09%
S Q %)
%\ Surface deposits (QSm/percen@ng/kg 'm\g’da,/ @ 0.0088) % of RVAAS 0.03%
5
Entry into treaté@rops (QQercentlle)\m/g/kg b@y <’%)006 % of RVAAS 0.05%
Q
Bystandg\a Spray dl’l@h per}c@% mg/k@u/day @ \ 0.0006 % of RVAAS 0.05%
INAN
adult Vapour (95th percW mg/l&g*&w/day N4 Q° 00002 % of RVAAS 0.02%
5ur&9re=deposuts (95th perc&t\TJ) mg/k@m/day & 0.0001 % of RVAAS 0.01%
&ry into tn%ed cr?@ percer%?mg/kg b%%iay 0.0004 % of RVAAS 0.03%
@Q\ S &

CP :@92 25

@as%@ement of bystander and resident exposure

Slﬁ/ée th@xposure estithate carried out indicate that neither the AOEL nor the AAOEL will be

€XCee

@under practical conditions of use, a study to provide a measure of resident and bystander
exposure was not necessary and was therefore not carried out.
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CpP7.23 Worker exposure

The EFSA Guidance on assessment of non-dietary exposure is used. The critical GAP (¢cGAP) for
worker risk assessment is presented in Table 7.2.3-1.

. >
e : > &
Table 7.2.3-1 Critical GAP for worker exposure evaluations IS ©)
o NN
N
Crop F | Re-entry | Appli- Numbe | Min. TC (ar%, DFR* ©\De 1 |&
grouping |/ | activity cation r of spray body&%and (ng/cii, | absorp- R
G rate appli- g&val le per@@ﬁég @n Q\ﬂ@
(kg cations .| (days) red a.s.4a) e
a.5./ha) @ | em?/hr)) S K
> 9 & & &
Cereals Crop Qo?(@ N R O @
F inspection 0.075 1@,\\ @)«»365 Q@j %1”:,‘@%9 0o4 1\ 6\ . @A§
F = field; G = greenhouse; QO 9 Y 0oz o
* default of the EFSA guidance; % @’ @© Q @ é d@% SN
*# according to the EFSA guidance on assessmentigf Hon-digtary eXposure ehighe&%f the @es for the product an @
for the in-use dilution, therefore the highest ydlue estabished @ed ongtl res@detem&gﬂed in@ in vigro study§
on dermal absorption is used. Q K\ 2, ‘N %, v @ N Q
O
Ny TS v S &,
@ XS 5 ®\ S @ Y \f%
As already indicated, ' @ Qe- i d following th
s already indicate cor@ermg& e @@3‘ QWor e@‘zxpure as @@e ollowing the

recommendations given by A. “Hence, worker@xposure toﬂu%}rpram ev@ated regarding
inspection activities performied inycereal orrexgpond@ tier @ne exposureealculations consider the
guidance proposed defaul€assuniption “The ¢ osue calculation Qa(}surﬁ as Worst case — re-entry

shortly after treatment witen spray is dry. F ©§" e n@@ it @s consideredhthat kers wear one layer
of clothing but no PPE N N
T TS g & O & O
A summary of th@pos&ge estifiyites ¥esulting ro$§§ie critical GAP 1resented in Table 7.2.3-2.
Further informa@@i on\h@ut p%ﬁameteir%”an%EFSA"e@ cul@@ output areresented in CP 7.2.3.1.
@ AN R

©©©©© ©%§g§a©

(N : & O @

Summary 9 N %@ <\ > @ @ @;\’
> . . A

Table @5-2 Predlc@% worggr ex sur&t@ 1so§cyp1s@m . O

S o NN

LN R&entr@w@ (Q@hing o Systemic exposure % of AOEL
Crop grouping? > |- . Smg/kg bw/d
K (ggena@ iy \INE/KE DW. ay) (0.18 mg/kg bw/day)

@ Q

©© @©®\ I~ @’;}rie%®

, D
Cereal@ Cyop ir@cﬁm@ o 5@ 0.0005 <1
S

* . N AQ) o\
NKﬁBE. Work wear%rms,@ ang\ @s c@:d &§
N

@ N
&
Assessmen@ \% R
Worker exposureiwas a@@sse@ﬂsumig — as worst case — re-entry shortly after treatment when spray

Q@ .

is dry.~&urthe \:}% it Wa§@)nsidered that workers wear one layer of clothing but no PPE. The
correspondin®tier expogure estimate for crop inspection according to the EFSA Guidance already
in i«@%es ,,,?) the @’pos§$ to isoflucypram is well below the AOEL by showing an exhaustion of the
endpointOf less than 1%. Therefore, it is concluded that no unacceptable risk is anticipated for
workefsJWhen re-entering crops treated with ISY EC 50, even if the workers do not wear PPE and re-

enter crops shortly after treatment when spray is dry.
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Conclusion

Based on these favourable exposure estimates no unacceptable risk is anticipated for workers with

regard to exposure to isoflucypram, even if workers do not wear PPE. @
D
Qb &> S
CP7.2.3.1 Estimation of worker exposure @ Q& O\Q
Exposure estimations are made using the EFSA Guldance on the asses@nt of expgi@e of @yﬁrke&s@

including the EFSA calculator (version: 20 Mar 2015). &

The product is applied using field crop sprayers in agx crops. @sure is ca;&@ated@sed@? theé
cGAP for cereals (see Table 7.2.3-1). & @ R ©© @

A summary of the input parameters and the e@re outpu&resum@frothe @culat@m
presented below. . @ 6 LR

'S © @ ”\7 %, IS S
Table 7.2.3.1-1 Summary of worker ex&%ure{g&isoﬂgcyp%m ce%als —er 1 @7 §@

Substance isoflucypram Formulation = Soluble@ wntrat& Appl@lon rate §>Q75 kg @ay dl|ut|0\>— 0. 1873(@5 VIR r pres& loy
emulsifiable concer@e etc. K a¥a \ Ro @0\9 atile substarces having
@ K @ @ @7 @ vapourpressure of
° ) N) <5*10:3

=

@

Scenario Cereals / Outdoor / Downward sprayi@Wehicle-mounted 6 @@ B = 2-3@@ @Q\y Nuy@%ppllcatlons 1,
@ Application interval = 365
S
NS K~ T I
Percentage Dermal for product = 2 Der@r in use dlﬁtlon 5@ Oral = 100 <] Inhal@] =100 )
Absorption @ & @g & °\
RVNAS 0.18 mg/kg bw/d 9 N & RVAAS T k@w 7
mg/kgbw/day &) Q a § R 125 me/ avé
DFR 3 ug a.s./cm? per kg % DT@ 30 days Ry, N\
as./ha S & @ @

oD i AN Q B
Worker - Potential expo@ng/kg bw/HRy @ @ @6)40047 o % @JNAS & 2.60%
Inspection, "y 5rking clot kg By/d ~ 0.005~ %) % of RVNA 0.29%
irrigation erng < @g me/ke &%/ o KD [@ @ &u ° @ °

Workmg@\ﬁlng aggoves mg/&bwlda& @§ & @ <QQ/Q% of Rt\@g‘ks
PN S
° & N § S é&*’
N
CP 7.232 M@%ﬁur@ent ﬁo lger e@sm@

Since the exposur @1ma§te car@ Othdl tha%be AO%L will not be exceeded under practical
conditions of usg,”a s c&. ure @r exposure was not necessary and was
therefore not carried
) @ . @ \

(@) S
@ XS @\ @
CP73@7 Dg%}nal @sorptlon @

e\%ermal pen@tlo %hrou@i ,‘~ a matomed skin of [14C]-BCS-CN88460 in the
BCS-CN88460 EC 50 @’rmu@lon Iso @ram EC 50 or ISY EC 50) was investigated at two

concentra‘té;@rre pon: ﬁ SSto ‘@@» neatp oduct (50 g /L) and one representative spray dilution

\
@@©

(0.1875 gf aryaf the Study i glven in the following section along with a conclusion and
recomme 10n§gard1@ the d@rmal“@sorptlon of isoflucypram formulated as an EC 50.

<
@{& @§@@§
@ & <

&
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Report: Kcp 7.3/01; | 2017; M-587209-01-1
Title: BCS-CN88460 EC 50 [14C]-BCS-CN88460 - In vitro dermal absorption study using
human skin o
Report No.: SA 16319 @ @b
Document No.: M-587209-01-1 @
Guideline(s): OECD Guideline for the testing of Chemicals Skin Absorptlcbln Vitro Met@@ @
Guideline 428 (April 2004); OECD Environmental Health, N Safety PubHcationss
Series on testing and Assessment No 28, Guidance Docum nt for the Canduct gf&Skin

Absorption Studies (March 2004); EFSA Panel on Plarﬂ%mtectlon Pr(@lcts theg‘\f@
Residues (PPR): Guidance on Derm@bsorpnon E@S&?\ Journal ZQ§?> 10(2&, 26 63@@

Guideline deviation(s):  none @
GLP/GEP: yes @} &©Q é\g@ Q@ § C&©
QN Q o & & < &@
o & | O @
@ S @& D ‘2’5@ )
Material and methods EVS O KN RS
Human skin: Source: b@’ (O N .
w Q N
= S @
Number and se&xmmnng}m o&}dor;&@ pe@e le\@l, fe&ale. N §
% Q O
Anatomlcallol‘iikbdor@n Q@ \@7% @@Q § @ o
QUSRS
Thickne Q35(@&) 45’:’m O § &© Q © S
& LR ¥ s
Test Material: %o AN &@ @ % ©
© & @Q @& v @ N <)
Non-radiolabelled: “Batch;y NLL §674-38:3. E S &
v e O8N O 8 \Q
S Pur@=@%§@/w).§ & Q &
Radiolabelled: @@Q ©\ yrazg}e-%i%j-BgCN@%O NG §@ &
2
o ¢§ B@@q}: 1%\/1©L 10306. \@ @b c @
o\@ R SHRS v @ o
&@ & pe@ actiyity: é? M@mg@ ©\
o, 0\
§) Rédiop Yo\gy of\@ fo@@ﬁlatu& >99‘7§
s
Formulation:@ @ %rmu@@?on di %ls @erlment was the emulsifiable concentrate
Q € C5 Spe ication No. 102000031262) containing 50 g/L
N i ﬂu gwa@sed &b two nominal concentrations: neat, 50 g/L with
@’ @one tlon @%5 g/Ix

Te&\ﬁ'stem: *”\g @ow t@oug%QﬂfL@l cell system (Franz’s cell modified, Gallas, France)

Was u yt @absorptlon of the test substance (exposure area of 1 cm?

&@ + ski smn@ell consisted of a donor chamber and a receptor chamber

@ \% bgtween %vhlcl@he skin was positioned. The receptor fluid was Eagle's

é% @eédiuthsuppleimented with 5% bovine serum albumin and gentamycin (50

@ g/I@ t a pH of ca 7.4. The receptor chamber was warmed by a constant

7, § @ cirdulation of warm water which maintained the receptor fluid at 32 + 2°C

§ @@ ] §ose to the normal skin temperature). The receptor fluid was pumped

Q Q rough the receptor chamber at a rate of 1.5 mL/h and stirred continuously
@ whilst in the receptor chamber by means of a magnetic bar.
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Skin integrity: Before dose application, the integrity of the skin samples was assessed by

measuring the trans-epidermal water loss (TEWL) from the stratum corneum.
An evaporimeter probe (Tewameter TM300® System, Courage & Khazgla) S
was placed securely on the top of the donor chamber and the amount of&yater
diffusing through the skin was measured. Skin samples with a TEWL of0’
greater than 15 g/hm? were considered potentially aged and %ere Wt
used. These samples were replaced by new skin fr&ments which er&%so
tested for integrity before use in the study. &% § @ ‘2”5@
Treatment: The dose preparation was app@ to the spl@%thlckness s@’ s 1e w1§ a
pipette at the rate of approximately 10 @cm exposéd sk@ Th@%ose@
preparations were assayed radioacti\gg%?/ content (b SC) sifip do
checks (surrogate dose) tgk \ before, duriirg ar@éfte@e dosing proc SS. &
o’ @
Sampling: The receptor fluid p&ssmg @foug&e mepto&@a@ was, colle%t,ed in
glass vials held in a ®acti @:oll@or TJ@ fra tor gvas st%ed after
dose application. q%amplé@ﬂwere@len céllected for the dur n ofthe
experiment (24 “hour \At 8\%urs @05‘[ 1cat1@ the@km Was s ed
with freshly E% % W T %en S(Qn P&§ (p hat 1ne)
using a mn§ 15 @ecmé@wme@? K1 nc @ 1mberly-
Clark pr@ssmn@’ in "drder {0”remdve an@reta@ he doh-a ed dose,
until no radioaégivity as detetted Wy @hg Ml @ﬁmmt&’ At the end
of tdy &%4 hour@aftel@vpph e@on) treated skitvand fhe skin adjacent
to the tregtment (s rroun ng swabs) w, sw@bed ach skin sample
was tap@strip @emove the stratt?@ c um%@hls involved the
’ ph ion of a&m esiv pe (i@fonad@ naco) for 5 seconds
v\gbe t@e wa@car Yy U0 gainst the ‘Q tion of hair growth.
@ Th1 ure @s ued t11 a ‘shiny’@ppearance of the epidermis was
S den hl% dicated thadthe 81 tun&corne@l had been removed. The
6\tape s«‘tﬂps were eg ecteg\mto @Tgtégﬁ %ls for analysis. The skin
@,@ sur@undlr@ the hcl%a)@n sif®y (su d1@ skin) was separated from the

tr%ated % un g skifr an pe-stripped treated skin were
& %g;:talr@v sis. @

>

Q\ The amoxglts O§ale&Qthl in th&\various samples were determined by
hq id tllléﬁon copyiting Cy Samples were counted for 10 minutes or
in, a’hvapp@prlat intillation cocktail using a Packard 1900
@ @QT R&ounte@ w1tl® on-liak co@utmg facilities. Quenching effects were
Q rmme usigg an @}ema@tandard and spectral quench parameter (tSIE)
% metthf ncy %rre &n curves were prepared for each scintillation
@7 N cock@l an egld [l rly checked by the use of [!“C-n-hexadecane
g § st dard The ntlh& on counter was recalibrated when a deviation of
N &ater’ﬂlan 292 was observed when counting quality control standards. The
1m1t@@€ det@tlon qas taken to be twice the background values for blank

%% sapgples 1& ppr%)%te scintillation cocktails.

<§§©

Radioassay:

e

I

)
@%\@@ G
Fln ﬁgs % @

0 w@’de strated to be sufficiently soluble in the receptor fluid to avoid any risk of
ba di f on. Measurements of the homogeneity of the two concentrations of formulation applied
indicafed that it was acceptable. The study results are presented in Table 7.6.2-1.
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Table 7.3-1: Mean distribution of radioactivity at 24 hours after dose application of
[*C]- BCS-CN88460 in a EC 50 formulation at the nominal rates of 50 g/L and
0.1875 g/L to human skin samples @o @
Results expressed in terms of percentage of applied radioactivity N §
@ o @
Distribution of radlop@ilty (% dose) & Q
Neat formulation: N
High dose % Dilution: Lo@se CQ 9
Dose Levels S (50gL) B (0.1875g/L ) - P é\a
Species Human (n=4@, Humai¥n=6)\, @ @
Mean | &b Mean@T X é
SURFACE COMPARTMENT N Q \Q Ny
Skin swabs (8h) 98.1 '5.61 . 853 1.16 @
Skin swabs (24h)® RO 0.91 0998 | Q89 @ 0.795 @}
Total skin swabs 9.0y | °§.54 88.20\ NS
Surface Dose (1% two tape-strips) C& S 0% 3%9943 2 2.@; 0:306 [
Donor chamber g A27 020 @@ |« 037 o
Total % non-absorbed > | @003 Y 530 |[~91.1 O 1457 @&
SKIN COMPARTMENTE, S O §
Skin® 5N - 020 [ap49L’y 0.8 | 0445
Stratum corneurld OS5l b, 0327,° | A 50613 Y
Total % at dogesite o ° 1.2k Y 035 | O3.63 QD 0.66%
O RECEPTOR COMPARTMENT ~° O _ oY
Receptor flgid (02417 o7 o1 0D [ 40074 148 0.831
Receptordiuid terminal @ | <002 4R 0.016 697  1530.040
ReceBtor chamber - 0.04 < | 008 |gN.D. N.A.
Total %/thecﬂ sorbedy” @ 9 017 042 4. 1.559] 0.867
ST 9 § & @% Y &
Tota] % Pote y Alt@grbable@ r\@ @39 0.907 1.090
TOTAL % RECQYVERY. S ['S101.6 Q) | 'N96.3 1.01
& %falumt\g{ acco@ng t SA @uidancew
absorptidn >75&§$w1t}m\(hja3ff ofisgidy dyration Q &No (24%) < No (62%)
¢ stndard détgation,>25% < N & No
5O A recovery <96% o O %, > o No
Y . 7
o . %d]l.lst d: o\”) @ (S) %@
Z) Total /9,1 Potentgg Absgrhable % @y 20y 5
o) TS
&m of radloactl@y fo @- swabs at ten@ﬁatle&@d in sﬁ%’oundtgg swabs.
: sum of radlo@@\lty f@nd in after @e -stripping pfégedure in surrounding skin.
°: tape-strips uding numb & which arg@(’)nmde@ to on-absorbed dose.
d: sum of radi activ@ Tece @v ﬂul% 24h),@s,ceptot@nd terminal and receptor chamber.
¢ total Ygdirectl orb total at do@ ite
. valud§Qonsid fog@ ad_]l&t& Tot Pot%%mlly %orbable according to EFSA are in bold Italics
» % @
dard deviatj )
@rﬁot detected (QQ%(;W the@mt of detectlo‘§ ©\
n.a. : not applicably % \
%1 number of ski¥t cell @ for c@ulat

In the above table the?@?
This is dli@ roundmg -up ere

Conclus@}

§’

The al @ene tlon
BCS&ONg8
to ne@r

esent@ mea;

a
esul@

@

representative spray dilution of 0.1875 g/L.

ays calculate exactly from the presented individual data.
from the use of the spreadsheet program.

ough human dermatomed skin of ['“C]-BCS-CN88460 in the
E fo latlon (ISY EC 50) was investigated at two concentrations corresponding
oduct ) and a

The percentage of BCS-CN88460 in the EC 50 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 1.4% for the human skin. Applying the EFSA Guidance this value adjusts to 2%.
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The mean percentage of BCS-CN88460 in the EC 50 formulation that was considered to be potentially
absorbable (directly absorbed plus total remaining at dose site) over a period of 24 hours for the low
dose rate was 5.2% for human skin. Applying the EFSA guidance this value adjusts to 5%. TS

According to the EFSA Guidance® there is the provision that when the sampling period is 24 our§§
(which is the case for this study) and over 75% of the total absorption (materla@n the receptesluid.at

the end of the study) occurred within half of the duration (12 hours) of the ~\’?’ sampling ﬁerlo

the absorption will be taken as the sum of receptor fluid, receptor chamber Washes and th@skm ple
excluding all tape strips. These criteria were not met by the dose groups Iﬁns study. T@re is@lso the
provision that a standard deviation equal to or larger thaft25% of the piean of the ab@prptl%l\reai@ @
the use of an alternative value or rejection of the study%he guidan Qiefers the éf)roa of ng &
the standard deviation to the mean to cover the uppe (g4t percenti@value of th cesult dd@nall
where an overall recovery of less than 95% oc a normalizatior proc ig to beCused I@
preference. Albeit that the notifier considers tha the valu of 25‘V Or théta d& de‘@ﬁtmn

and the 95% recovery limit to be too conserval e, the @cat on of t@ guénce fésult%i@the
following values for ['*C]-BCS-CN88460 i 1n IS @ rmul@tlon @, @Q o

v &
e 2% for the neat formulation (50@1) \\ \ o

~ @ .5 0

@ % Q
o 5% for the low dose (0. 187@%)%’0&& \é\g § \@7& @@Q §‘9 > ©
Q & @ & § & & &
g @ @ @ S D«
CP 7.4 Avallabkﬁoxm(?lo g@ida{a elatﬁig t&@) -formulants O
These are CONFIDENTIAL 1n@mat%®§ are @;owded sg:pg%‘at in tl@f@CONFIDENTIAL
Document JCP). ~ S @ {L° v X
v 9 O ¥ .0 & )
U E e S 90
@ S & © @© @ @
@ @ °\ v \ ° @ & @
F A Ve L §@ x>
¥ £ O O g P 8 e
KA S S %
N & & @ PSR
N T8 T e &8
Q Q
§ RN > & >
o O §@ > > & O
v O & .9 o O @
QOO O N O D
¥ RN &2 ¢
=) N @% W2 %
@7 °\@ Q @ D
S . @ &@\ O
&@ A" gf § N
@ < Q & ©@
o & o
ST S
S ¢
< @@ SN
S ©
N

4 EFSA Panel on Plant Protection Products and their Residues (PPR); Guidance on Dermal Absorption.
EFSA Journal 2012;10(4):2665. [30 pp.] do0i:10.2903/j.efsa.2012.2665.




	Related-Files
	Navigation
	Previous
	Next

	03c2fb30-1e54-46e5-9d35-c82b5a27741e_M-612996-01-1_PRISMA_sanitized_phbtr_2
	CreationDate
	OLE_LINK4
	OLE_LINK5
	OLE_LINK3
	OLE_LINK6


