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Ccpr7 TOXICOLOGICAL STUDIES ON THE PLANT PROTECTION o S
PRODUCT @ @@

N
Spiroxamine was included in Annex I to Council Directive 91/414/EEC in 1999 gRirective 19@3/ ,
Entry into Force on 1 September 1999). This Supplementary Dossier contains data whick wereQnot

submitted at the time of the Annex I inclusion of spiroxamine under Council Directive 91444/ and
which were therefore not evaluated during the first EU review. Howeveg, all studies s&@lit‘ge or tl@f@
first approval and subsequent first renewal of spiroxa {d? have also Been summarised ae&%rdin @

current guidance and included in the dossier. Where studies meet reléyant Validity@%)teri Zdlew rbust &
study summaries have been provided in the appropriafe dossier sec&i@l. Howeverwhere&tudiegsio n%©
meet relevant validity criteria and are not considered\acceptable, 163 detailed sulgmark@ may Have b&@
provided alongside discussions of study deﬁci@& All relied upo&udy on Care sghmitted)in
Document K for this second renewal of approva do%ier or @’Dog@ment Kofor the previous A@?ex I

. . C % AN

inclusion and first renewal submissions. Q @ %, &

v, O S AT
All data which were already submitted b%Baye@’AC\?brme@ay% rop@eience@for @ An@%{l

inclusion and first renewal under Co@ﬁ\eil D\g%ctivg 1/4@/EEQ reqc@tain@g in the 2§Re-

Assessment Report (RAR) 2010 and 4 revgis%d %@20L{§and dre inc@ed i the %Y%élin ossier

provided by Bayer AG. O & AN @9 § @
Qr BN N

5

. . : C@ N e . : >R,
The formulation Spiroxamine E 0 (%)O g/I@j abbr@naho@plro@mm@c 1s an emulsifiable
concentrate formulation contaiting 560, g/L dBspirgxaminez) is@rmul on is&gistered throughout
Europe under trade names s ﬁs BA*fAMQHOGG R, IMPULSE EC 890, PR%PE@ ROSPER 500
EC. Spiroxamine EC 50()?%Was ady @epr@%ntati@? form%lat' s of g?er Adg for the Annex |
inclusion and first renewal f s&roxam@e ungdgr Couacil D{@ctlve& /41 ‘l”i@ C@”\a

Spiroxamine consists ©f fou mer&atwo &ste@?ners\e@ch @@h it%ones&)%ing two enantiomers
whichareina 1:1r as sh wq§ he ﬁ@lema@ bel@@. The isomefhometiclature presented in some
historical documetitationnay differ witlr respect to the A/ ?40@ d cgresgo@@ﬂing trans/cis notation as a
result of a discr&ync i referéacing, whiclg di50{§ed indetai posj@g n paper M-761468-01-1 (see
CA 1.7/01). reg@mmer@ed th@ the q&t@eo %signn@ats dcteere, together with the A and B

notation sh%uld be f¥ed e%lusi@y gc&g foa d t%ﬁsure ntin@ of information throughout the
dossier. g}g @9 @ & & Q@ \@’
N GO Ve & V&8
© N
§ NS N > >
o §@ > S &
@ 9O g © o .0 %
NI R
S\ L @ & @
) N @ y R
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CP7.1 Acute tox'%dty

o,

Q )
All studies for this @poh@@wer @r)ese ted egég@eval@ted dfding é@ E[&?rocess for the Annex I
inclusion of spiro ine under ncikDirective’91/434/EE
piroxgfine ynder Gegneiho ¢

@
Two acute oral ¢gxici studiés\co 1rmed§\}iro ihine EE@@SO 00 %) to be of low to moderate
toxicity with BB’ vaties of ¢000 nig’kg l@\v@nd ;@%o mykg b&r ]%?16 and female rats, respectively.
The dermal toxicity@onfirihed S%Oxalgle to, «Kg%f 1 oxici@, wigh an LDso >2000 mg/kg bw. A four
hour nose—\o@ﬁly acute inhglatio oxi@ tudy~éonfi rmed@ox ifthe EC 500 (500 g/L) to be of low-
moderg@oxicity, Wi@@ﬂ L@g valugof 2@%3 mgdp (equiyalent@ a systemic exposure of 418.1 mg/kg
bw). Ny DN O ° RN
AL T SN S

Spiroxamine EC@?O (500 g/L)x¥as found t(aé@jirritag in &primary skin irritation study undertaken in
the rabbit and deeme cau@n‘re\@%ble da@ge i@e eye irritancy test in the rabbit, which was
deemed suff&nt fc@clasé%atidm N N

Two ski sitisation studies e b unde@ake%ch employing different methodologies: Buehler
and a ified LLNA “The Buehler assay rngd a negative result, however it is recognised that the
Buehler methodoloPy®is 1 sen@ive t@% the maximization or LLNA test. In the modified LLNA,
undseg the evaluation critef de@ﬂed in‘the st@ report, Spiroxamine EC 500 (500 g/L) was deemed to
be a skin sensi@@r. This evaluation @iterigiwas based on a combination of absolute lymph node cell
counts, lymphtgode @glgﬁd eg\r%(s\wellin . Collectively, the data generated do not fully follow either
OECD 429&yx O 4428 test guidglife, with the data only providing supplementary information.
However, the acive in die@piroxa ine, is confirmed to be a skin sensitiser in studies using the
Buehle&@neth@and he ization method (CA 5.2.6/01 [M-016682-01-1] and CA 5.2.6/02 [M-
006309201- spestivelyy, Therefore, in accordance with Annex I for Regulation (EC) 1272/2008, as
th erigg; ncen@%tio@mit of the ingredient within the formulation exceeds the trigger level of 0.1%,
Spi 0)2@6 EC 500 (500 g/L) is classified as Skin Sensitisation Category 1, H317 (may cause an
allergicgkin reaction).

Therefore, Spiroxamine EC 500 (500 g/L) does not warrant classification for dermal toxicity, with
classification required for acute oral (Acute Tox. Cat. 4, H302), acute inhalation (Acute Tox. Cat. 4,
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H332), skin irritancy (Skin Corrosion/Irritation, Cat. 2, H315), irreversible eye damage (Serious eye

Damage/Irritation, Cat. 1, H318) and skin sensitisation (Skin Sensitisation, Cat. 1, H317) according+o S
the harmonised classification Regulation 1272/2008. . @ S
N
Table CP 7.1-1: Acute toxicity studies with Spiroxamine EC 500 (500 g/L) @ @® @
. . 1Y @ [(\
Type of Species Results Classificatiéh @nnex"Q
study (Annex I for Regulation 2)
7 (EC) 12772/2008) § Re@rencq&
Rat LDsp &: 1000 mg/kg bw § Acute To@Cat. 4, H302¢, 1.1/@
LDso Q: >200 — <1000 mg/kg SR K 016387 |
Oral route bw & $ S Q s
Rat LDso 3/Q: >500 mw R @@o @ CPH.1/02 7
@)166&_@
© . SR v @\ N 0lgl
Dermal route Rat LDso 3/9: >20(@ng/k@‘ev &Ipsuff@g dent fo@assﬁé@mn %CP 1.2/01
278& °
% & o N ggl-k@’
Inhalation Rat LDs 4 \Q 2N3m Wcute %Q G@\@\ﬁ, H@ CP 7.@01
route 4 Q m%} bw \ % é\a > M-0%$0052-
RS & L
Skin Rabbit Ery@ma waé%ot rev%m% Skin Cofasion/Iiyitationy” |, EP7.1.4/01
irritation Bspday w &S 2,315 S | “M-008080-
@ d @ S} @ 01-1
Eye irritation Rabbit Ir[&\/ermbl@@ye daglage 7 Seridus °Ye, >~ CP7.1.5/01
e Dama itatien, Cat. @ M-008080-
] @ @ & S Iy & 01-1
Skin Guine@ig @ in ser@jtiser @ . O %{est methodolo@ CP 7.1.6/01
sensitisation Q& (g @Buehl@meth@ w, ] inswfficieptito co Clude on M-006326-
J@ & @\ N Cassification a;ld%abelhng 01-1
Skin @@ou§ & ° Sl&q sensitjser \\Q @%km@nsn n, Cat. 1, CP 7.1.6/02
sensitisation 9 @ %&odlﬁe@LNA& § H& M-303647-
Q @ & O & 01-1
9 > @ @
CP71])s Or ox \
S i @ o &8
«\\ O Q' w > & D
Data Point: <> KCP, \\1 10> @ O
Report Author: 2 ) ﬁ N I N
Report Year; @ O~ 1094 O © ‘C
Report Title: ¥ ~ @VV G468 SmC 0@53/00@’ Study on the acute oral toxicity in rats
Report Nen\ 229567
Documéat No: . 2| MQ16267-01-1 @ I;E
Guideline(s) followé@n S-EPAsSerie I; D 401
Guigel s Epfperiel 1 &

Deviations fron@c&lrrent E
test guldehne

Ye@ U

D 4&@&15 b@l deleted and is superseded today by OECD 420/423/425, the

@ \% er g%qdellr@ provide sufficient information on the relevant endpoint (oral

& 2o @ LD5@),by usifg less test animals than OECD 401 However, the results produced
@ m@ ] by, QBCD 401 are still valid.

Previgus evalgation: , evaluated and accepted

]&ﬁ (7 @ . %@gR (1999), RAR (2010)
@Off Iy © Yes, conducted under GLP/Officially recognised testing facilities
recognijged testing
facili

Acceptability/Reliability:

Yes
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Executive Summary

The acute oral toxicity of KWG 4168 500 EC (Spiroxamine 500 g/L EC) was investigated in a st °in S

the rat performed to GLP and OECD 401 (1987). Groups of Wistar rats (5/sex) received a sin 1
gavage dose of Spiroxamine 500 g/L EC at dose levels of 100, 200, 1000 and 2800 mg/kg b @w) m le
rats and 100, 200 and 1000 mg/kg bw for female rats and were observed forQ# days. Thegest a
was formulated in demineralised water and administered orally via gavage em@ioymg a d@g Vo @e of
10 mL/kg bw.

Deaths occurred within 2-3 hours of dosing at dose Ievel@o mg/kg b@(ZM 5F) ar@Wlt 2 da f @
dosing at a dose level of 2000 mg/kg bw (4M). Signs of toxicity, Rere observe@at d of é
200 mg/kg bw and above which were reflective ofpENS type eﬁﬁects (1nclud@’ but Hot 1
piloerection, apathy, decreased motility, staggeri ait, spastic t extende pora rolléglg
over, lateral position, spasmodic state, tempora ewing mo%ments@All rats gaﬂ% %gﬁt ohe
study period. @ &

Gross necropsy revealed the following ¢ anges‘&m an ch divd dur@’g t @at ment
observation period: slightly deflated an% ly-sp tty igngs % 10 ed a ale s Sco

and dark red liver and compound rerc\%@%nts %hang >of conténts, @quld Q%nd R the s

Animals sacrificed at the end of the post- eaﬁment (@serva pem@ ho@ed n of tes@artlcle-
related gross pathological changes &© D N ©

S @ @ S L%
Under the conditions of this study,the ante or& LDs{of S%?N a 1@ 5008)L ECSvas cateulated to be

~1000 mg/kg bw in male r: ﬁd %200 to OO@g/k @@male ts. Therefste, according to
Annex I for Regulation (EC 008 oxa@me 5%2 g/L EC1s clarﬁlﬁe%as Acute Toxicity (Oral)
9

Category 4, H302 (harmﬁ@jf SW wed@ § N - % &
Materials and methog @ % S 6@ o « Y O §
A. Materials: N @ @9 o S

N
> o & @
1. Test Materialsy Q Sp&&ammw\SOO EC- @
©\ lternat % nam W%&MS %0 C@V G 4168 EC 500 04023/0021)
@ > @ duid 2 S @
Descriptio @: lear ellow li 1d N N
Lot/Batén No.: = 04023700 T o ®
Pl@ @Q g spi amme/L @Q § . &

CAS No.: “I813430-8 (@stive jfiaredinn) >

R O BEEN s
Stability of testy Co edgg&ble fofthe dufation %the study (expiry date: 17 September
compound: 9 @ 1993) %

2. Vehicle agp r @ e %gflse%@ter/K@ppga@ﬁe

S mirt
p0s1t1ve cortrol: > ©\ %:’ (@
S @ %
T 1 9
3. es@ma s Q @

N

Species: § @é{%at @} \©
SStrain: > Wi@r (SPF%SW@WM

Age at dosiag® 4{J-8 wK& Q: 18512 wks

Weight %iosmg%% :175-191 g

Sourc @ é%\ ®

A ati@eri d &@east 5 days

I{ﬁt @@ Q ltromin 1324 Diet for Rats and Mice, ad libitum (except for 16-18 h before
N) g and 2 h after dosing)

QD S and 2t
W&§ Municipal water, ad libitum
ing: Group housed (5/sex/cage) during acclimatisation, singly housed during study
phase

4. Environmental
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conditions:
Temperature: 21 £1.5°C éf @
Humidity: 40 + 70% N @§
Air changes: ca. 10/h @ @Q
Photoperiod: ca. 12 h light/dark cycle @J@ & @g
B. Study Design: % § @Q\ &
g . X
1. In life dates: 2 June 1993 to 8 July 1993 (ex@nental dates {N y\g\ \\ @@ @
2. Animal assignment After an acclimatisation period ca. 5 days, gafs were pre-aéﬂged ed on &
and treatment: weight classes and allocated4o groups by cofaputer-based stratifie ndo§ C:§©
sampling. After being fast @for ca. 16-1 urs, rats (5/ e@gp) were ¢, @

administered the test artigje’by a single oral’vi ageQmploying a %ase SN
volume of 10 mL/kg bW for the following dascs: 3:100, 200, 10004 <<
2000 mg/kg bw; 9:4400, 20@ahd 1009 mg/Rg bw. dhe ratgwere fasted for'a
further 2 hours pos@dmg&atio 2Q"L@eforqg&ing @Wed ® eed<f he an'%als .
@?v 14 d4gs. AN

were then observed fq}r agperiod Q Q @
3. Statistics: Not undertakifqﬁﬁForQ)\y we@ht, thenean {%le an@tandard deviation @
calculated. @ gé\ %@ o\& %© %\ N éﬁ Q
C. Methods: &©Q %,& \Q § \@' §) §‘9 § %@)
1.Homogeneity and Not pe@orm@ 9 > § &© ©@@ ©@ S
achieved @ N © @g@ @ Q D &
concentration analysis «;§ RS S N ) @)
of the dose: % é& §9 @& g @ o\@ &
2.0Observations: °s, Appearance Gnd kﬁiour gere re@fded s%veral@;@es o@i’e day of treatment
a@i leagtonce &gy tl&‘éftgr for 14 days. (©)

3.Body weights: é\g Body wlights wgre re@led o@mdy @ys 1dprior ti%l’osing), 4, 8 and 15.
4.Food consumption: & Not r@rdesdg&\ N 2 o @
5.Sacrifice and© \© Org%a}s/tissues w&%exariﬁ&ed magyoscopi@ally. No*histopathological analysis
. S E
pathology.©© s undétaken (VAN >
. ¢§ N N e & @
Results an%Dlscus on &) % @\ @ v
° % R @ @
A. Homégeneity and iev@con@tration an@siy@ ©\
Q @ Q, S Q Kﬁ °
Not undertaken. @alysQ\for higv§ co;g%ntra@on, h@ogeneity or stability of test article
formulations We:r@@d[ c%lduc@ s pg\@%of thi@stud}@s th’@is not a requirement of the regulatory test
g1 v
guidelines. QO AN SEEN
o O ¢ .9 o O @
B. Observations: © SN &

O R 2 g |
1. Clinicglsigns of % Clisical s1@%§ reflective ok NS toxicity were observed in both sexes between
toxicity: °N 10ninutes and &ys@dosing at dose levels of 200 mg/kg bw and above.
11

R, S heseaielude at oerection, laboured breathing, increased salivation,
N * §red @Qloured@liva , red secretion around the eyes, protruding eyes,
@° n ed gglpebral fissure, reduced motility, staggering gait, spastic gait,
< N endedlJegs, té@porary rolling over, lateral position, spasmodic state and
\% mporary cheyying movements.
2.Mortality: éﬁ O Motalities Were observed in all Q within 5 h of dosing at 1000 mg/kg bw.
@ @ alities were observed in 2 & within 2 h of dosing at 1000 mg/kg bw and in
&
%, § @ @H & within 2 days of dosing at 2000 mg/kg bw.
< @ :
C/Body weight afidl foodconsumption:
<
1. Bo@veight: Body weight gain was reduced in & who received 1000 mg/kg bw. With 4/5 &

in the 2000 mg/kg bw and all ¢ in the 1000 mg/kg bw dosage group dying on
day 1 of dosing, body weight gain assessment could not be performed (refer to
Table CP 7.1.1/01-1 and Table CP 7.1.1/01-2)
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Not measured.

2. Food consumption:
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@\Jﬁ R @
© e SR
Table CP 7.1.1/01-1-:  Overview of acute oral toxicity in male rats treated with Spiroxamine EC 50((;%50 g/L): mortalityﬁagﬁ%body weight K © & ©
2 aN AN
P Dose level g bw) @Q\g - © \{\\
arameter A N=)
100 200 & 1000 L @Y AN 2000 5
Overall mortality® 0/5 0/5 e? D 259 0O OO @y
\~d
O
Day 1 4 8 15 1 4 0@§ M;g@; %@& 4 <N 8 |05 ¥ p@t R 15
Mortality? 0/5 0/5 0/5 0/5 0/5 0/5 0/5 /5 AR, Y 4/ 0/1 0/1 0/1
Oaly. 0«@\9 & A @\2 @ m%g\ Mé <@
Body weight (g) +s.d 176 206 227 257 171 @2%‘3 2wy | 2@1& &&Q 191% 21§ @45 [\ 173 @@8 208 254
62 | 61 | 203 | 2154 | +53°0 7 x465/9204 | 2131 4 Sk y\\@&.o GOV | = | 229 N ina | 4na| +na
- : ) (@3 5 )
Net body weight gain 80.6 +11.0 S @@\\ 80.4 £9.7 @@@ ©\ @&@_ 5 (@\(\& @@ @& ., 80+n.a
® & e ¥ ¢ &
@ A & el < K c 2 S
Acute oral LDs ©@ . © % S Q@ IOO@mg/kg«b@\Q @@ @@X e,
a Mortality: no. of animals found dead / n@@%ima@r@\éd ] @ o \Y) ©@K N N S} @@ N
VTR AN S
- S N\ $ %, o R 5 © o
Table CP 7.1.1/01-2-: Overv1ev&(@cute oral t@lclty&l@émale(@%ts treﬂg\t}e& wi S&@k&nme 8{; 500 (5&@):\\ I{{(%ﬁllty and body weight
P . a0 X 5 K¢ N Q\Dose &%(mg/k@x) X @
arameter \S N Ao Y
W TSR b we
Overall mortality® 2 0/5, R © AN 5/5
< DY \)
Day 1 3 N 4 O %@@ xf@ o > [ X © 8 15 1 4 8 15
Mortality® 0 0/5 /5 0/5 0/ 0/5 0/5 5/5 - - -
orality i 0% (2 (B % [F I
Body weight (g) +s.d {81 +5.5 | 194284 | 201488"| 205@:2 | 18230 | 19Y3.7 | 200439 | 200428 | 180+26 : - -
Net body weight gain ,&@ 23 £56)Y @ﬁg@ % N @@w 22428 n.a+n.a
(@ @ﬁ x © Q
@ 2 R\ N
Acute oral LDsp @@ G£s . @\ a2 .o >200 to <1000 mg/kg bw
a  Mortality: no. of aw found (Ka\&/ Ho. (@@Eﬂs trea@ ©@
AR NP
& @ 97 S (e
S ) Q 0
@@@ @’ o %@

b
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D. Necropsy:

Macroscopic examination of decedent rats revealed abnormalities including slightly deflated and p&tly S
spotty lungs, discoloured and pale spleen, discoloured/dark red liver, and test article remnants;chan
of contents, liquid and mucus in the stomach. Animals sacrificed at the en@)f the post-treatment
observation period showed no evidence of test article-related gross pathologis@changes. & IS
E. Deficiencies: % ©@ @Q\ %@
OECD 401 has been deleted and is superseded by OEC@20/423/425<§I?1€ newer g&%leh éssprovide
sufficient information on the relevant endpoint (oral LD!) by using less test ammaégﬁha@c 1. &@
However, the results produced by OECD 401 are stillaalid. @ N Q <

© S @

Conclusions ) - A

@ @7@ Q \& 72 @
Assessment and conclusion by applicant: « @ Q@y &&\ %@7 b \% 2§
Assessment: This study is deemed accep ab@e aq%meet@@he re@rem ?- s in 2@4/2(@ &
Conclusion: Under the conditions of t ?S?stu sthe aclite ora} LD %fSpl@xam@ge SOOg I3
was calculated to be ~1000 mg/kg bw@n rr%le, rats affd >20ﬁto < e ra
Therefore, according to Annex | f on ( 125 200$p
classified as Acute Toxicity (Ora,&Categ@y 4, M302 (fﬁrmﬁ%f SW.

O @® @ \
@O%@@’@@@Q& ©®©K
@)

S Qy S j S
Data Point: GCP 791/02.Y §V D 7
Report Author: & v N

2 & S)

Report Year: Q> |1 N < O A &>
Report Title: w KWG 498 SWC 04@3/0@ - Stu@y for acute oral toxicity in rats
Report No: O D2743% N
Document No:a> &) | M-0T668601-1 o> & IS

Guideline(s) @1ow%§1 @w 4b7; USEEPA S@es S@Dlr@\ve 67¢548/EEC, Annex V, Part B.1.
study: s
Deviatiois from current© @9 U
test g ine: @ O@D 40 en dele@§ ands super@ded today by OECD 420/423/425, the
Q\) %wer delm@ rov&‘l{% sufficient m@}matlon on the relevant endpoint (oral
N @ y usihg less gt anifidls thg OECD 401 However, the results produced
2 (\% 40Y arg $hill valid, @

Previous evalyggion: © @?) evalfated ar@%ccep@ v

Q ¢ N

@AR @010)
GLP/Officially Wes@du%ndﬁ@éLP/@ﬁmally recognised testing facilities
recogn@ esting ~© Q @
facilities: N @

Accéptability/Reliability: (Yes , O m@ RS
v
Executive Sun@mry &@

The acute o &foxi%‘l%)%of G 4168 50@1% (Spiroxamine 500 g/L EC) was investigated in a study in
the rat performedto GL d QECD A0I (1987). Groups of Wistar rats (5/sex) received a single oral
gavage d@se of 'roxal@ﬁne g/L EC at a dose level of 500 mg/kg bw and were observed for 14 days.

The t@gyt rtic@vas &}mulﬁ@d in demineralised water and administered oral via gavage employing a
doseolumeof 10gpL/kg b

N()Qn ﬁles were observed throughout the study period, with all animals surviving to the scheduled
sacrifice) Clinical signs reflective of CNS toxicity were observed in both sexes between 20 minutes and
6 hours of dosing at 500 mg/kg bw. These included, but were not limited to decreased motility and
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reactivity, staggering and uncoordinated gait, spasmodic state and laboured breathing. All animals
gained weight during the study period. @o S

Gross necropsy confirmed no evidence of test article related gross organ lesions.

Under the conditions of this study, the acute oral LDs, of Spiroxamine SOOg/L@ was calcul@%
>500 mg/kg bw in male and female rats. Therefore, according to Annegyl for Regula 10n
1272/2008, Spiroxamine 500g/L EC is classified as Acute Toxicity (Oral)%ategory 4, @ %@mfu@

if swallowed). ~
Materi © @ &S & e
aterials and methods X Q @ L o S
A. Materi & S) % U SIS
. Materials: @ Q& Q R ®© @q}
- A
1. Test Material: Spiroxamine 500 g/L % N @@) Q & © @}
(alternative name: KW 416@8 500 @KW{?}AMS B 500@023}/&@21) §
Description: Clear brown liquidQ @ g}a @% é@% @@ & % .
Lot/Batch No.: 233725201 & @ s O &S
Purity: 505 g spiroxaghine/L_> \\ @ &% QO w §
CAS No.: 118134- 30{(acn@®ngr%&t) %© N ISR
Stability of test Conﬁrm@ ablé%or the‘@ratl ﬁ f the@udy (éﬁiry § 19 @vem@r
compound: 1998) ®\ <) N
2. Vehi @ @ S
. Vehicle and/or Der@lerahqs\\ﬁ Wzlt@ot a cabl@ @ Q
positive control: N @ & é
3. Test animals: & @ @ @ \@ Z)
S ies: \ & S *o @ N
pecies: Ra @@
Strain: ‘”\a tar @ Hsd@)b é 'S N
Age at dosing: kas@ SR

Weight at do@ @ c?
Source: @ ©\

Acclimation pefitpd: le%t 5 days N 7
Diet:,? S Aliomin @ Dietor Rat
&@ @ dosmg) S W Q

Water: nicipal wa dl D
a e-r Q\) & WMu %@p \% § ad libitum N S
Housing: Gro ousei (5/seXZ[yage) @rlngchmatmatlon singly housed during study

Olng Q h69-176

4. Environ@
N

conditions: @©
Te ture: & 2 °C Q\“\a
Huniidity: @ 55 5%, > Q
\X\irchanges: %o @@ a. 15%0/h Q@ §\
Photoperiod: 12 Bdight/dark ¢

p . 3 Mg @ark cygl

BStudyD&: A §” N @Q
1. In life

2. An r assi ent Aer an acclimatisation period of ca. 5 days, rats were pre-arranged based on
anNreat t: @ ﬁlght classes and allocated to groups by computer-based stratified random
Q§ @@@ 70 @ samphng After being fasted for ca. 17 hours, rats (5/sex/gp) were administered
N

A
ates: éﬁ @ 13 Faauary 628 January 1998 (experimental dates)

the test article by single oral via gavage, employing a dose volume of 10 mL/kg

@@ bw, for the following doses: 3/%Q: 500 mg/kg bw. The rats were fasted for a
further 2 hours post administration before being allowed to feed. The animals
were then observed for a period of 14 days.
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3. Statistics: Not undertaken. For body weight, the mean value and standard deviation were
calculated. o @
C. Methods: \@ @§
1.Homogeneity and Not performed. @b @ @
achieved @ & \@
concentration analysis N
of the dose: &% @ § %@
2.0Observations: Appearance and behaviour wa@orded severgitimes on theéay of%&g%tme§ @
and at least once a day thereafter for 14 days. @ %o @
3.Body weights: Body weights were recorde, @n Study Day&@(prlor to do@g) ws@ § N
thereafter and at test te @) ) &@
4.Food consumption: Not recorded. \ Q \© @
5.Sacrifice and Organs/tissues werq&xamm%macr@@oplc&lb N&y@topa@log;@%’anal@%
pathology: was undertaken N
Results and Discussion % @’ @ N Q © @j @
S N e

A. Homogeneity and achieved conce@’atm@nal@ & Q ~ é\g é\g ©§
Not undertaken. Analyses for aC %Once@atl%?ho v\’eneéﬁ or ﬁgof tept article
e

formulations were not conducted @part ot*this sﬁdy% is @0‘[ a@uire@ent régulatory test
guidelines. »

@&@J@@Q@Q& SEECENN

B. Observations: < S & @)

1. Clinical signs of @j:hmc@mgn @ere iy ctlve of CNS tox1c§ @@1 both sexes

toxicity: S bet%f:en 20 nut rs ofidosing a 500 ns@g/kg * These included
2, ased@ﬁhotlhty@nd r@etlvw aggenng a@iunco ated gait, spasmodic
N stdte abou@d bre mg itionally, ter@porary&olling over was
@ & obser in @nd increas 1vat®@ was observ@ln Q.
2.Mortality: @Q \ ﬁsched&ed K\hs were obseyed, all a%@lals surviving to the
Q O @hedulé\necro@/ % > §
S 9 @ Qo @
C. Body w%ght an@’food onsuﬁgxptlo @\ v
o

(o
1. Bo&@elght @ @ we@ gain was notaffec @durl he post-treatment observation
Qe %1 eﬁhe&@x Refer to Tab e C§ 1.1/02-1.
2. Food consump@ Not sureg @

R
Table CP 7.1. 1@2-1- Q)ve@w ol@@ixte @al tm@y in@gs treated with Spiroxamine EC 500 (500
@ o1b.): l@ lt§§nd bgLy weigzht @

o

) @meter o @ m@ @ /& ?ste level (mg/kg bw)
S dg800) &S Q (500)
Overall mortality? @% @\ Ris § 0/5
Day KRR 15 1 8 15
Bod 1 =) R
o ywelg@) N (\@ig g@do.z 278+19.6 | 17128 | 201419 | 213467
E;t bodgﬁehg@@am © ) 89 +15.8 42452
Acufs oralf/@bg @J@ N >500 mg/kg bw >500 mg/kg bw

a %I‘calit}@ﬂ%, of animals féuhd dead / no. of animals treated
O
D. Nedxd psy:

Animals sacrificed at the end of the post-treatment observation period revealed no evidence of test article
related gross organ lesions.
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E. Deficiencies:

OECD 401 has been deleted and is superseded today by OECD 420/423/425, the newer guidefines S
provide sufficient information on the relevant endpoint (oral LDso) by using less test animals than.C CI}§
401, but not because OECD 401 would have produced less valid results. > @

. N § @Q
Conclusions @ N

S

Assessment and conclusion by applicant: @ {% «:4;\ N <}
Assessment: This study is deemed acceptable and meeté the requirnts in 284/%§43_ § @

Conclusion: Under the conditions of this study, th@%ute oral L I-'\ Spiroxalé%e 50@/L$
was calculated to be >500 mg/kg bw in male an ale rats. The efo@°acc§ing S Annex T for
Regulation (EC) 1272/2008, Spiroxamine 500 EC is clasc%ﬁed a\scu%e@j X%(Og&@ @@
Category 4, H302 (harmful if swallowed). « RS RS A 4 R
Y%
O L7 & & T

v
CP 7.1.2 Dermal toxicit ® © K S >
y @% \\ \\ S &% Q@Q %, @SQ@
@ @ AN Q > NN
Data Point: KCP 7.1.2/ A AN & & o >
Report Author: DN %o 5@ @Q} @@ § %@9
Report Year: 1994 Z) S D« > SIS >
Report Title: KWE4168 500 EC 04023/9P21 - Sédy ofhe acute dernaaf toxiity in rats
Report No: 22957 N 2 >
Document No: M-016238-01-8° @ o NN
Y

Guideline(s) followed in° fJS-gA Serié 81-@&@%02 Q° i& Q
study: W§ & o @K S @@3\ .

Deviations from curreQp X %

test guideline: @ Altho@he y wa@ond ched acggrding tc@es‘[ b%u%eline OECD 402 (1987),

N @ 'this test guidéline has since b&en u%@ted ipthe i ening period (2017). When
©@ @\ assessed dgainst @ent ;[i& gui%h e r@remep@ the following deficiencies are
S & | reted:
© @ %Eipdat@g gui(%?ne re%ires 2@§mals 0@ the mg)@re sensitive sex in each dose level.
" @?} Do ve(l)@a are fiXed @d eqL%@é 50@, 1000 and 2000 mg/kg bw, as an
&@ @ | initigting dose. ® %, Q

The tes@rticleé@’s%hel"dgn place with i};occlusive dressing, rather than the

§ co nded@emi-@usiv es%g. his represents a worst case scenario, and

do t inxahidatesthe study.
o @@ Thoresulgttaindd throq§ the ngous guideline are still valid.
Previous evafgation:© @é, eyatuated and accgpted
ODAR@999).RAR 2(70) @)
GLP/Oi@@Hy ) Ye@@omdu@:d ulg@ryGL%fﬁcially recognised testing facilities
recognised testing N < Q\
facilijes: N S @ D
Acteptability/Reliability:gpYes » X o

> S
Executive Suar&% §§ N Q

The acute d@‘ml@icit@ K%G 4100 EC (Spiroxamine 500g/L. EC) was investigated in a study
in rats pegiprmed 0 GLEjand D 402 (1987). Spiroxamine 500g/L EC (mixed with 400 mg cellulose
powdeifg>fo atio Was@lied to the shorn dorsal skin of Wistar rats (5/sex/group) at dose levels
of 1 O@Q&SOO@%QO@ g/Rg bw (both sexes). Rats were observed for a period of 14 days.

L(Qal e{@@cts at the site of application were evident from 500mg kg/bw, with
redder@/encmstation/hardening/scars/wrinkling/dark discolouration/squamae from 2 hours post-dose;
these were largely reversible during the observation period. Signs of systemic toxicity in both sexes

were observed in rats administered dose levels of 500 mg/kg bw and above which included red secretion
and encrustation around the snout and eyes. In females only, evidence of systemic toxicity manifest as

P/
4ol [
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CNS type effects was reported and included (but not restricted to) apathy, piloerection, pallor, laboured
breathing, increased salivation, narrowed palpebral fissure, staggering gait, spastic gait, extended jind
legs, spasmodic state, uncoordinated motions, and decreased motility. Findings were observed(ffom

had returned to normal by the end of the study. Mortalities were observed in

o

3 hours post-dose. Body weight gains were impaired on study Day 4 in all teﬁroups, howeyer thes&

females 3 @ays pdst
dosing at 2000 mg/kg bw. @ S \@

Gross necropsy of decedents revealed abnormalities including slightly ‘éﬁated lungs, @%col@y at1
and spotting of the stomach, discolouration of the kldnnd reddenifg, change oﬁ\g}nt %g e $
red and mucous of the intestine. Of the animals sacrificed at the end ofthe post-tr

period, one male was observed with reduced in size ‘BQSUCIGS No &t@r animal sa&mﬁce th @d
the post-treatment observation period showed eV1de & of test artle@relategl gro&@a‘ch&loglcal an @

Under the conditions of this study, the acute de LDso of oxan@ﬁe 500%/L @qui ndgt ~~’
>2000 mg/kg bw in male and female rats.¢Therefexg, ac 0 A r@x I atlom
1272/2008 the formulation has no obhgatOI&abg\lﬂ@lg r@lr@r@? fo&@’cute a{toxw@g and 1°s

unclassified. Q N
‘”\% \ \ ) @ N @j @

Materials and methods @x \\ @} \& & &S Q éﬁ ©§
A. Materials: ©Q %é% ) é\g § @9 § §‘9 @ o
N
1. Test Material: SpiroX@%line%OO ggc S ®\ @b @@ @Q "\%
(alteznativenime: G A?.@@ 500@ K@G 4168EC 5@)40%/0021)
Description: &gr yell&v li@ < S &@ .9 % S
Lot/Batch No.: epa321 S @ v Qo 2
Purity: a0l @S S S
CAS No.: R }g§1 6@8 (act@ 1n@1ent \© é G o\@
Stability: o~ onﬁd s@ for tlip dur of @e study@xpiry&date: 17 September
o 1993) \ @ & & @
2. Vehicle andéﬁ ©\ 0 4% (wé&) cellt%se/no%}phcaﬁ@ §@ §
positive control: & K (fgﬁ & @
@ & SR
3. Test animals: @’ @ ¢§\§7
X R
G 5
St ta (SPF g\
Age at dosmg§ 8 9- wks on body weight)
Weight at ddiing: =) J:

K
Source: @ @
Q

Acclll%tlon perlod @At leay e @
Diet @ & min for R%Es and Mice, ad libitum

Water \ Munlc&§a1 wateg ad llb@tm
ﬁbusing: *\a @ T ous/sey@ge) during acclimatisation, singly housed during study

4. Env1r0nme§%l % §
condltlo
Tem@watu 21@%‘@
Hifidity:” @5%
Qr cha@ @Q Mt least 10/h
ot@rlod ca 12 light/dark cycle

B. St C y'Design:
1. In life dates: 2 June 1993 to 07 July 1993 (experimental dates)
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2. Animal assignment After an acclimatisation period of ca. 5 days, rats were pre-arranged based on
and treatment: weight classes and allocated to groups by computer-based stratified random _ .
sampling. An area of the dorsal skin was shaved before application (area of & @b
x 5.5 cm). On the day of application, Spiroxamine 500 EC was mixed witlk, 93
cellulose powder and applied evenly to the pre-clipped d@al skin at Va @
dose levels to 5 rats/sex/group: 100, 500 and 2000 mgéé@bw. The & réceivedQy
1.1 mg test article/cm? in the 100 mg/kg bw dose group and 20.2 — 23,2 mg test
article/cm? in the 2000 mg/kg bw dose group. The %}eceived 1.2 o teste, %
article/cm? in the 100 mg/kg bwdgse group and{??S —19.2 mg,test artf&Le/cmzé\”
in the 2000 mg/kg bw dose gro@ The test art was weighe@and @d on @ &@
aluminium foil (comparable jn size to the shgved test site), Hich hené\” Q
V)
applied to the test site and sggured in placith a bandag ressin fte é&
hours exposure, the dressitys were remov andetlfe tre@d skirksite cleared
with soap and water. nimals werdthen p‘t@érved foia perted of @ day @
3. Statistics: Not undertaken. Fogxbody W@ght, ﬂéﬁean@ue @gy@étan@ devéé\\ﬁon were
calculated. Q @ ) S QX o3
C. Methods: W\% \@ Ny X\ @@ @j @
1.Homogeneity and Not perforn@’i \\ @\ LS & W;\ éﬁ éﬁ ©§
achieved @Q §i§ é\ﬁ Q\ @\a @) @
concentration analysis & (7O RN § @Q S %@)
of the dose: Q ) & S L © ® N
2.0bservations: A@araq’c&and bef@tiourwas rec@rded @ral tiraes 0@ da&of treatment,
gnebat leastonceaday thereafter For 14 @ys. 2 @)

3.Body weights: Recor@ on %&y D@ 1 (prféx to do%fng)f@% an&k@ postgdosing.
4.Food consumption: °\@Not recordedd &, Q° Y $ Y
5.Sacrifice and 5, O@%ﬁs/ti@yes weétd exaed ma@rosccallngo hi§t@thological analysis
pathology: & Was u@taker@ § %\ O o &\
R . S & < YV @
esults and Discussiong) é\ NG \@ é@ @& @@
A. Homogen%@@ an%&hie@ed co@ent{{%n a@ysi% § RS

Not undertgken. An@’yses%r aclgved goncentra ion@moge@eity@@stability of test article

formulatren§ were not du as f thi¥’study as -‘-fz’ nqt #requirement of the regulatory test
o %2" @ @t AN q
guldeh@ o . O o §é v , ©

%y N & ®

B. Observations:§‘ QO IS \© @%
1. Clinical signs % @ L eff@i\? at SQ&ite ofapplicdtion were evident from 500 mg/kg bw with
toxicity: @ S) denin@encrl@atiop/@rdenil@scars/wrinkling/dark discolouration/squamae
Q © rom< hours, t-do@\, thes@vere largely reversible during the observation
% perd. Sis@?o toxfity i §8th sexes were observed in rats administered dose
@7 .9 le@ s of mg@ bwo@% above which included red secretion and
@\ encrustation a @- thé@lout and eyes.
) @1 Q\O@Jy, e nce@ystemic toxicity manifest as CNS type effects were
O rep6uted and inclyded apathy, piloerection, pallor, laboured breathing,
@* . i caseds alivat@ni, narrowed palpebral fissure, encrustation at the labial
@ % mmidsure, staggering gait, spastic gait, extended hind legs, spasmodic state,
® unc%)ﬁrdina motions, decreased motility, lateral position and lateral position
€y ofthe head. Findings were observed from 3 hours post-dose.

Q
@
2.M@ity: N % Jgfortalities were observed in 2/5 9 3 days post dosing at 2000 mg/kg bw. Refer
(N &Y %o Table CP 7.1.2/01-01 and Table CP 7.1.2/01-2

v
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N i O
Table CP 7.2.1/01-1-:  Overview of acute dermal toxicity in male rats treated with Spiroxamine ECO%)O %O g/L): morta{i@%nd body weight < @ & ©
2 aN a0
Dose leve]@%@ﬁ(g bw) . @Q\g 5N O y{\\
Parameter (@ 5 D
=)
100 o 500 N R L &
Overall mortality? 0/5 N /50 NG R oY 05 ©
1 4 8 15 1 e\ N 8 15 4 8 15
B @z\?@ s e a1 T | i | 256 i | s rs
Bod ight (g) £s.d | 220+5.5 | 228 4+8.4 | 250+13.3 | 284 £19.3 8.6 +11.45\265 il 95+ 274 £GR9 13.8 15.5 | 320+26.0
ody weight (g) =s & 55 g I'R295 +50°] 2744009 | 2363 812
Net body weight gain 64 +14.1 X@@ S © %&\'4 il@ ©&§5 N < 46123
(® S N 22 @ <N © % © (@ﬁ
gl —oo— @@9 S s i
Acute oral LD 00 m, W
» ((\K’ N @© A < < @ JRNY @ Q@
a Mortality: no. of animals found dead / no. of ar@@@tremed Q> @@ % @Q @©\J @@V c \Y)
$ SRR
Table CP 7.12/01-2:  Overview of acute @rmal@@klty m@m% r&ated ‘@@Splro@@i\ne EQ@% (500 %L)© mors lity and body weight
Parameter 0 A N MQ@ level @wkg bwi. >« S
109@@& 9 4% N7 @ o8 .o 2000
Overall mortality® G L QY AN . NS S 2/5
Day 1 eV ¥ 5 O1 7 4 (O} 8 15 1 4 8 15
Mortality* 05 @05 Y 05 S 050 oy 05 | g 05 0/5 2/5 0/3 0/3 0/3
Body weight (g) +s.d 242%@%\ 242 +85° 2%(2@381 @%@ﬁi9.4 F»&Z“M +12.5%, 25 +1Q. 61231 £13.3 | 245+14.4 | 235+4.1 | 218 £11.7 | 229+4.7 | 239+6.4
Net body weight gain 5 A\ 13 @@ \\ i \*& 9 o %\ D12 +52 3+2.1
\ O
® N @ PO (o) MR
Acute oral LDsg R * 5 (@ >2000 mg/kg bw®
a Mortality: no. of animals treated O

b

prudent to acknowled

(@1@1 dead / g ok @amm

the report

ated @

as <2@Q

< \*3 N
@ R, @ O
RIS S Q@
& N S
S & WO )
v 0

wever as only 2/5/5 Q at this dose died, LDso >2000 mg/kg bw

@{%@o@
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C. Body weight and food consumption:

1.Body weight: Body weight gains were impaired on study Day 4 in all test groups, @o
however these had returned to normal by the end of the study. N §
2.Food consumption: = Not measured. S @ S
& ¢ 8
D. Necropsy: N

and spotting of the stomach, discolouration of the kidneys/and redde change nteﬁ%s e

red and mucous of the intestine. Of the animals sacrificed at the en the post- tr se lon
period, one male was observed with reduced in size gosticles. No el er animal s 1ﬁce@t thesgnd 6f
the post-treatment observation period showed eV1de§§§)e of test artw@ rel@jd gr path@oglcal@han&e@

E. Deficiencies: Q’? Q} . 6\ %@
v
Although the study was conducted accordmg&test @1delmg @ 40 @987@15 test gul%ine has

<
Gross necropsy of decedents revealed abnormalities 1n%§mg shghtly ﬁ@%ated lung@%@scpl@ratlm@

since been updated in the intervening p%%)d (24@97) @en ssed galgt curr@§t te@ 1de«l§me
requirements the following deficiencies axg hotéd; AN @
Updated guideline requires 2 @na@ﬁ th @e SQ&IU‘{&@X 1@@% e 16\@9 @
&

The test article was held in @ce Vx& an veclusive dressis g, T th er e@ied semi-
‘@' 1date@e study.

occlusive dressing. This r eseays a weyst caggsce

%

The results attained through t@%remus %i@lne e stllsg@ahd
v 0
QN & S @2
Conclusions o é% S @ g SN f@
N
Assessment and coq%ﬂluswnzﬁf ap@;can@ 6@ @ K ~ . §
N
Assessment: Thi %dy e ?ee ble @d m@s the@equlre@ents itr284/2013.
Conclusion: Under thé@ondiftons oﬁhls tody, th@gacuté@rma@Dsoplroxamme 500g/L EC
was found t @ >2 @9 mg/kg bw male%d fg{ﬂﬁale s Thegefore, ecording to Annex I for
Regulation /20Q3°the formulation ha&no oldigatorlabelliig requirement for acute
dermal to&icity and is gnclassg;\f{@d S @\ © @y %}
N
& 2 & S & .9
CP7.1. Inhalatio t%lmty(@@ N RN
SRS
) Yy N D
Data Point: . A2 | KEP7.1.3/ NN
Report Authép ©) & @))\ V@
Report Yeay: 200087 9@ @
Reportitle: o\@@ KWG 41687300 @@\040 0626 (c.n.: Spiroxamine) - Study on acute inhalation
N &xwltyfﬁa rats gieording¥o OECD no. 403
R@Lo\\ft No: 097597 0L

9
A

Document No: M-Q@@OSL@ 1-1 &U
Guideline(s) f&f%we%n r@m 463; Direétve 92/69/EEC, Method B.2.; US-EPA 712C-98-193, OPPTE
0

study: 13000 @,

Deviatio iﬁ'om ent on

test gul;i@ne Q}gﬂ m&ﬁ

PreV1&1ﬁ1 evalgation: $€8, evaluated and accepted
@ % “RAR (2010)

)

(@WOff 1y U @Y es, conducted under GLP/Officially recognised testing facilities
recogniged testing
facili

Acceptability/Reliability: | Yes
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Executive Summary

The acute inhalation toxicity of Spiroxamine 500 g/LL EC was investigated. Groups of Wistar rats (§§x) S

were exposed nose only for a single 4 hour period to a liquid atmosphere (deemed mist) to-
achieved aerosolised concentrations of 1033 and 5225 mg/m’, with MMAD +@SD of 1.41 6 and
1.74 £2.23, respectively obtained for the aerosol size distribution, with >75% d{the particlesgwﬂhi@
inhalable fraction (<3 pum). The observation period was 14 days post-exposure. @ \

Clinical signs of toxicity manifest as CNS type effects syere reported‘z@%ludmg bttgnot Q%%ted
piloerection and ungroomed fur, reduced motility, trem for anima the 1033 @g/m ~and ab

For surviving animals, all were free of clinical signs from day 10 es) or 6 @hales
treatment observation period. Statistically significant@gductions ingectal ternper e -0 obsépved
animals from the 1033 mg/m® dose groups. As anip)s treated at 595 r@gﬁm %@d dug;g the € pos@gge

no assessment of body temperature could be ma

\
Deaths occurred during the study at a conéntrat@> of@S t@m@th d@% occ%mgt%urm

exposure. @ @ Q @% @&
The rats exposed to Spiroxamine 500 g/&EC Sﬁcen{}tlons@f 10 ﬁmg/n@and@ove experiefted a
transient effect on bodyweight over tl@ po atm@t perfed G@s necropsy, @eal that imals
which were sacrificed at the end o g%rvatl@a pe @Vl nt-related

changes in the lungs or other orgs alt@ugh Emrnal&thatgad d1 dur the d had multiple

©

changes to the lungs, liver and spl
& SIRE S

Under the conditions of this stéicty the\sat acute 1nhal@ion 4%our n@; LCso @ Spl@\amme 500 g/L
EC is 2.323 mg/L in males and fem@Ies ( 1va1 to 44%.1 mg§‘kg her@ore cordlng to Annex
I for Regulation (EC) 12,7\5@008 ¢ fo lat 1s te med a mistdue tm@s IIC@ orm and classified
under Acute Toxicity (Inhala@) in %atego ful§§C inhaled.
Materials and M%@ v @ @ C& &
A. Materials: @ @)& \® § @ @@ SN @

D S NI @ N

1. Test Mate @uoxa@ne 5 6@/ @
@ @’Q “Naltergative me 41 00 E@, (@1168 EC 500 04023/0021
& % KWS

9
Desciiption: g}a T luc@ ear ow@h hq& o
LetBatch No.: @ 28372520 o \
Purity: Q\ @mg@ﬁ .9 %\ WS
CAS No.: o 11894 308 o U SE
Stability o test ©Q @ﬁmg@s’tab@:or th@ram&ﬂhe study (expiry date: 12 March 2000)
compou S N
. S QD
2.Veh1cle§.%nd/0r positive No§ not sdlevant® @

cont@’ o\@ Q @’ \%
3 Test animals: O N A9
.Test animals: «_ @ . 3 Q@ @
%pecieS' @ Rat@ @)

Strain: @% N CpU (@)
Age at @mg % . 8 WS

Weight td osing: -210§®9 164-184g
SO (‘ @
n

§chm@% p@ "t least 5 days

Q Altromln& 1324 diet for rats and mice, ad libitum (except during treatment)
Municipal water, ad libitum

Housmg Housed individually

4.Environmental

@

9t th ost- $
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; Spiroxamine EC 500 (500 g/L)
conditions:

Temperature: 22 £2°C @"

Humidity: ca. 50% o

Air changes: ca. 10/h @ @Q

Photoperiod: 12 hour light/dark & < QQ

B Study Design: % § @Q\ &
1.1In life dates: 22 November 1999 to 13 Decen@ 1999 (expeﬁgnental dates) ay;\ S

2. Animal assignment

X
N
A
Following acclimatisation rats Were randoml @ signed to th @ &@
and treatment:

t graips. s
Groups of rats (5/sex) were gxposed (nose ofily) for 4 hoursitp atmg ere N
centtati

containing Spiroxamine 5 @g/L EC (aer ) at grav1meit@ con of @
0 (vehicle control), 10 15225 mg/m?. rvatl@ per1@\vas %1 days@&
post-exposure. Q? > o\ N\ S

3.Generation of the test @dlvlly n¥plex1g$i%ss

During the 4 hour e%posurrlod Fals wi’&hous

atmosphere/chamber  exposure tubes (fo@wm peri g%f accfiatisgtion prl@’to doging). %
description: Spiroxamine 5 /L E@t targ@ conc@ra‘c ns of 0 00 an@SOOO m? £
was automatigaty 1n§\§ed I baf@ W1t C pre@d am\(§11r that has
water, dust gnd oi] ieegnoved@l“ his f%nxture@as t}%
chamber ume; da. 20, Th fﬂe eas

generation, whilgpalso Bemovnigolargelgpamc

were ¢ogtinugusly 1t0re@/1th r@wter@md r Just
settimgs whzegge nece@ary gsam Staken @fou
infervals. Dete ation of‘the c&centra@o 1roxam

atthosphere wi @erfo
GTempéeatur airgirmidify in the exposyre

S mn%te intervals. Pexticle size dis ution analysf%'wvere

v ed1&@1cm1t§®of cathing zongyand apalysis perfermed by means of a
S rnerascade@mpac Thegvpactor mediaQere gfavimetrically evaluated.

4. Statistics: S o § Mean lueg ahd s%ple staﬁ@ard dey ations were ¢@culated for the body
<

N we&g ts. Jnore frqu nt ﬁ ngs fe@the iy 1ratg@§ract were evaluated using
@ her's Bairw est a p ed1n C chi square test
N ]ﬁi @
C: Methods; C % &
Ko %
1. ObséQ@tlons @Q wer

asigns, at hourly
e in@he test

fed usifg gas cfivom @graphy@@ I detector).
b Sharr wese 1

TN
wefg? easured over 10
n from the

tim {%%n the@y of the exposure, then twice daily
N H{? and mg’)\ ere al§dassessed at weekends. The animals
§ &were Sily assessed le th ere in the tubes if there were clear signs

served sev

© % oc@ h as &gasms abnor ovements, and severe dyspnea. An
@ ©Q as@essm of tl@x refl o undertaken.
Q (@) épect I'temperatures were tak at the end of treatment.

2.Body w%’ghts: & dy hts e ra@® were recorded manually before exposure, and on
@ & d and @of thefpost- triétment observation period, and then weekly thereafter.
3 Food tonsumptiogs Not reeqrded. & Y
.Saerifice and %o @ 11 a\@als ggTe sa@ced post-treatment and subjected to a gross necropsy.
atholo
P gy: & @ &

@%
Results anc@iscuss&gh gf § @Q
Q

A. Atmos& rlc@ata §9

F mdmg®ndl ,::7 tha%)am@were well within the respirable range.

@P /01 &
500 (500

rview of acute inhalation toxicity study in rats treated with Spiroxamine EC
g/L): exposure parameters of the acute inhalation toxicity

Parameter Value

Dose group (nominal mg/m?) 1000 I 5000
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Parameter Value

Mean achieved atmosphere concentration 1033 5225 o
(mg/m’) & Qb
Mean achieved atmosphere concentration 1.033 5.225 N 03
(mg/L) > & &
Dose group (internal dose mg/kg bw/d)* 185.9 @S 940.5 & {Q\\J))
Chamber flow rate (L/min) 15 - 5 A
Particle size (MMAD + GSD) 1.41 £2.56 =) 1744923 ¢ &
Aerosol mass <3 um (% 789 4 51 > < @
Chamber air During exposure X Q% @@21 ) y\g\g &
temperature (°C) & S) @Q SRS
Relative humidity (%) | During exposure © @ot detailed , © @U @y
Air changes (/h) During exposure /\@?5 \Not,éf@ailed@ @k B O%
O, conc. (%) During exposure % Qp N’Qpﬁetaim 7 N
CO; conc. (%) During exposure N Net detziled (g\w S v

9
a Internal dose (mg/kg bw) = inhalation dose (mg/IPx 45.L/kE bw@?at re@atio 4) x 4 @daily@halati@%
exposure) x 1 (default respiratory absorption: %0%). urthe@orrecti'@ considered n@ssary [€ken f@’
" o

ANGO ’

7531-rev.10] R
B. Ob : . @ °\\ @\ &6 & S éﬁ N §
. Observations: N SN é\y @ SHENS)
1.Clinical signs: 0 mg/@:@o clifg@%al siggg)f tokicity w@@ ev@t. N @ %

1033 h@/m’ £185.9 mg/kg bw: clinj sign€dt toxgejty m %st d t%NS type
ajfest ds

effe@ts wereggpoﬂ@(inc g pilBerectjetr and uproo furg, bradypnea,
laBour bre%ihing§duced otilityy nasal@i chagge, nostrils witlgyed
encrustations, or, ors, gies). NS . ©

. 95225 Sb/m® £940.5 kg bw): all éncimalsg\jﬁﬁd dm@ e

> clinigal si%s Wergsepo e o %o
Y suryivmg animals, ere’fxge of &ical%{gns ﬁ‘tm%ay 10 (&) or 6 (?)

Q o
@ 0 the@t—tr {hent @@erva@ﬂ period. © &
S é Reflex xarm';latio%)erfogrﬁ@l postexposuke ind%@ed no evidence of an

)%%re, therefore no

@) \ inflyenceon refléxes in t@%ted arf@als. @ .
2. Mortality @© @6 Draths &ere r&%@cted nimaly dos 52@ mg/m® (53, 59), all occurring

& ‘”\withi@jhe4 our e repssod. O T

\@ %, Refésto TaploCP 743/01-1. @ g

3.Rec@§emperatur@© istically significant @ctio&g in ge@ temperature were observed in
N Q&nimak&from @ 1033'mg/m; dose groups. As animals treated at 5225 mg/m*
diedgluring the expaspie, n@yssessment of body temperature could be made.
@9§ SN 5o %, %1
@ - N
@ @Q @? O o . § v
W OO0 oD
O o R & @
=) % N @% y %
@7 N Q @ @
Q A\ N N
B SR 4 N
N (g @\ R Q
> @ A
G @ © 9
& O N &
@ @éﬁ & §’
AN S
{x’ O @ N
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R Spiroxamine EC 500 (500 g/L)

N\
© > @\ @
Table CP 7.1.3/01-2: Overview of acute inhalation toxicity study in rats treated with Splroxame\e EC 500 (500 g/%@iw%tahty and bo%(y\vﬁ% @l
Parameter & (actual concentration (mg/m?) [target mg/m’]) @@\3 Q (actk{d@gncentratlon (m,%b/m%) [tar@@%g/mﬂ)
0 1033 [1000] 5225 [5000) o o v 103@ @000] A\ 5225(5000]
Overall mortality® 0/ 0/5 A0 AP W5 (@7 o5 QF W® s
Day o [ 3| 7[5 o] 3|7 [1s] o B [ \[1s (2] 3 ey | 15[P0 | 8T 7 | 6] 0] 7 |15
Mortality* 05 | 05 | s | s [ ors [ ors [ ors [ s (85 | oS- [« @ o5 s | o5 (05 | oS 05 ol o5 8
Body weight (g) +s.d [171.8[184.2[208.2[237.8|200.6[176.4|205:6|246.8[175.6P - %-\ - %@2 173&&53%80?2 1864178 2|1682[177.[186.2[175.8
64|67 +7.9|+7.7| 293|106/l =185 M7 | @7 | & [+4.6]55 | 2447|260 £5.6 @@% +6.7(+2.6
: : @) AN TN > N < ©
Net body weight gain 66 +4.9 x46 +10.1 @@ @@ 1 . 8 2.8
(2) f*@@ S |9 @Q\@& o @%6@ @@»@ v@@Q = @@
Rectal temp. (°C) at 37.6 « BLI™ QS Q - 1 TRl QYT
end of treatment @® @@\ © «"\ @@ & {\é@& 0 . \@\% - @© % AN
Acute oral LCs X&\a o X Q X }\323n¥/m (2 32%@1%&) eqfivalent tg“»@&l mg/kg ‘&)N
a Mortality: no. of animals found dead / no. of animals treated A
N\ O S) . O O < <
MR\ N @@ @ @
W oV (@ N @ 1@
% © ©© X ’&\ W N\ (e
@@ Q . Q@ z&@ & o ©
D O 5 O
@ 25 @\@§ AR
ot %\% @ e Q @\Q
& @ @@@ o «©
@& @@ S 5 Q
< REMIR S K\©© W
RGN
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C. Body weight and food consumption:

1.Body weight: A transient reduction in the body weights was noted on day 4 in animals fm@ @©
the 1033 mg/m?, with recovery thereafter. As animals treated at 5225 mg/s @
died during the exposure, no assessment of body weigh@in could be . @
2.Food consumption: Not measured (3 S <
D N . @ Q\
. Necropsy: <) @

v
Animals which died during exposure had evidence of lu@edema, foa@/ content in 1sch£ @
of clear liquid nose, hydrothorax (pleural effusion), go al discolo%@ons. Liver ula andipale @

spleen were evident. & é% ) @ Q&

Animals sacrificed at the end of the observation had no ey 1dence@conc@ratl®rela&%d cha@s
in the lungs or other organs.

O S N
E. Deficiencies: é @@ %Q S (Z?j § \
v ©) @ @ & % <’
None ‘”\% Q\@’ \@ @Q A\ ©@ @ @
Conclusions @§ \\ (7?} Y é S é% §
o & >

o § S
O N .S S
Assessment and conclusions byéapplicfut: “~ § @@@ @Q S %@
N

A
Assessment: This study is de@qed a&é@ptaﬁ@ and @%‘cs @%‘eq@seme@ n é}'&) Olé.

Conclusion: Under the co @dy the rat acute lat;o@4 h se—@ﬂy LCsp of
500 g/L EC is 2.323 mg/L, in m al&® equl Filent to 41&®§ng§?w . @herefore,
according to Annex I fog lation (@C) 1 ~~ the @ﬁ‘nulaﬁon I8¢ a mist due to its
liquid form and clas@ed u Adate To@zlty (@ alatl@l) 1I%>Qateg<y 4, H@Z (harmful if

inhaled). S N

T L0 >~
SOV T e @@
@) ©\ S N ~N %
S . A N &
CP7.14 @n %@atloQ NN & & @
© N
2 e & Y e @

Data Pomt: o aQ° Q
Report ‘Author: . ‘N g N
Report Year: %’) Qy Q)
Report Title:  © @ OOSQ{) 04%3/002§%tudy for skin and eye irritation/corrosion in

@ Q © O § Q)
Report No: “Q © N N h
Document\No: N-O@%O- o @
Guidelid&ts) followed ifip o@ﬁ 405D ire@se 84/4%9/EEC, Method B. 5

o N
study: N & Q
Deviations from cutzent {Jes , Y @\
tes%mdehne @ Wh@lt is re%gnis@ under the current guidance and the requirements of (EU)
@" 284201 t a tieted testing strategy should be followed with a validated in
S %% o te ethod is approach has not been adopted. However, the study was
@ N ducted P Zho the publication of the EU commission regulation and

N é\g @C vah@ ion of acceptable in vitro alternatives. These in vivo data are however
Y cofididered valid to address this endpoint.
Preyidus evd@ation@ % evaluated and accepted

NP CEE “RAR (2010)
éﬁP/Of@ially Yes, conducted under GLP/Officially recognised testing facilities
reco d testing
facilities:
Acceptability/Reliability: | Yes
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Executive Summary

In a primary dermal irritation study, 3 female New Zealand White rabbits were dermally exposéd to S
0.5 mL of Spiroxamine 500 g/L EC applied to an area of shaven dorsal skin measuring an-area o
approximately 6 cm x 6 cm for 4 hours using a semi-occlusive patch. The@pphcatlon siged were
observed at 1, 24, 48, and 72 hours, 7 and 14 days after patch removal with erythiéma/eschar ahd oe
formation scored after patch removal. Irritation was scored according to th€ assessmengtcri for
primary skin irritation (Draize scale). The skin irritation/corrosion test W@peated w1th®1€ te&w},\ﬂ
applied at 1% and 10% (diluted in deionised water). @) & @

@
Spiroxamine 500 g/l EC applied at 1%: a single amm?dlsplayedé@ry slight er}@lemrad ) at $
patch removal. At the 24 hour time point and onwardg; no signs ofiigritation werey served in 6@ thri\

animals treated, with observations terminated at da \ . 2} S & &
oF O o
Spiroxamine 500 g/L EC applied at 10%: signs of irritation, l@mted%tp erythiema wisre obsﬁ:rved\% all

three rabbits from the 1-hour observation, witkgrad )bs tloni%’ote rom@e 24 h&lr time? point
erythema had increased to grade 2 in 2/3 gnimalsXwith oth@mm@exhlbl G@the na.
These effects continued through to day 7, ¥ %i) h 1 @mm@ x§b1 ing grade @rythema andwith

eschar formation. By day 14 this an11 ex,h“ﬁsﬁed@ ev1 1mgrr1tat1@ﬁ Wltag 2/3 als
exhibiting squamous white coat. Q % kS @

Spiroxamine 500 g/L EC apphe dllute@7 51gn§§f 1rrw‘\ﬁatlo@ ere @sew@n allthree ﬂ@%}bits from
the 1-hour observation and 1nclu el erythema @op to Grade 2)y wit w (up radé3) occurring
from the 24 hour time point. alé%achon (Gragg' 1 o @erya Grade 11 2 oédema) persisted
to the 7-day observation, with eré&thema @ade 1) stllgreserxg the@nd (%the 14=day observation
period in two rabbits. ¢, N @

° 9
Under the conditions of this dy, plrox§ gy %C aused &Tmal tatlon that was not
reversible by day l@her aegordi to £ x | for Regulatio EC) ‘R272/2008, Spiroxamine
500g/L EC is cl d ag Ski it H31 kin irritat
g isc as@é a& in @os @/ rritatidn, @egor@'z N caus skin irritation).

Materials and @th% & - \\ &\ @ @ @

R
A. Maternals@ @ & @ Q&@j @) @© ©§ @
1.Test I\Q%rial: N S xam’ %OO g
S & (@iernatifoname: ch§68 5@% 005®EC)

Description: o\ &%lear whi 1qu1%\ K %

Lot/Batch No 0024 S
Purity: @@ 4§L 5% %pH 9. @@% 'p@% saline)

CAS No@ SI\NO 1ve fngredient)
Stability of test @ Assiined s for@ﬁ% durg@on of the study (expiry date not confirmed)
cm@nd: & N w\a
2.Vehiclie and/or @\ %D fonised WateQnot aﬁ@cable
&()%itlve control: @j@ \ Q @
@)

3.Test animals®)® & @ &
s LS
SpecieS'@ N\ abbifSv
Straing é\a ©° NewZealaii®White
Ag@ dosifig: © N@# given, but based on body weight estimated age: 11 — 13 wks
Weight @\}osn 2.7-3.2 kg

ST —

A@natmn period: At least 14 days
Ssniff K 4, ca. 100 - 120 g/animal/day

Water: Municipal water, ad libitum
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Housing: Individually housed
4.Environmental ©
conditions: . @ @©
N
Temperature: 21 £1.5°C S @®
Humidity: 55+15% ~N N @Q
Air changes: 12-15/h Q> Q\
Photoperiod: 12 hour light/dark &% \© & 9
B. Study Design: & Q@ @© § %@ &
1.1In life dates: 14 January 1992 to 4 Febm@y 1992 (expe@@ental dates) N Q @ é®

2.Animal assignment
and treatment:

Animals were allocated andom sampl@g A@gmm ngt, ly 24 hours b@ore
test article applicationdjg”was clippedyarea: 6@n x 6 cm) fr rothe dékpo-
lateral area of the trunk of each of th: rabl&ﬁ% On day of licatidw 0.5

of the test article

appligd(as &@phed@ndﬂu@ﬂ) poalle%eni patch
and another patch was mbistene Shith \% I@e patch W@s‘chen 1ied& °
on opposite d latera reas\o thetru %ch anfaial. The patches were@
held in placewl h semj- occve % ing f@g t10
@%

period, 4 het . fs. fhe engd 0 Fthe- tche
the expos Gu‘ klrfiareas w@ caréfully w wat

@

he tralageral

skin a@not tré®¥ed with test awﬁicle S ed ntr - For e anjn&g}, the
Draize Scale &gas useéro as skl 1tat Q 48, 72 howrs, 7 and
&ys a,ft\zéppatch ith e@ em@schar d o@ f@matlon
sgored &
The s irrit /cor@%mn té&was repeate@ntb tls?est afgcle applied at
% an 10‘V ilut §n delQmsed er). X @‘?\9
3.Evaluation crlterla P %ry igjtation@dex 'U aizg s@le) CZ& . @
@ @yth and @har @nan% & &\
I@erytﬁ@la 0
@Q \© &Wery shight r?ﬁhema\ é@ 1
o O . efine@eryther § 2
@ 24\9- oderate 1o seye eryt 3
.9 % §@Vere @yther@o shg@esc}@ forn@n 4
D
QO (@ema ation N
AN \ < oedem® o\© y\’ §© 0
§ & @r skig] oed@a & 1
) % - @hg& dem% o ©© 2
@ ©Q @ ate @ema ) 3 3
Q O O 4
bNo Q

4. Statisti%l analysis:

C. Me “

ds: N

@mogenelty a1§ @%I obg@er‘ta

achieved

concentratko@amggs &

of the do N
2. Observ&%ﬁns:@&
o @

N S
@
a@%
4, Fm@onsumptmn
5.Sacrifice and

N
@
pathology:

@
RN

©° Theapplication sites were observed at 1, 24, 48, and 72 h after patch removal

ding to the Draize scoring system for skin irritation/corrosion. As there

~as an irritant effect to the skin of the animals, they were also assessed at 7 and
M4 days.

$ Animals were weighed on the day of application.

Not recorded.
Not undertaken.
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Results and Discussion

A. Homogeneity and achieved concentration analysis: @»f S
Not undertaken. Analyses for achieved concentration, homogeneity or stability of tes < rticlé§
formulations were not conducted as part of this study, as this is not a requirem@é of the regul@tory st
guidelines. 03 S O\@
B. Observations: % § § %
© > S
1. Clinical signs of None noted. V @ é\? Q\ @ @
toxicity: ©Q <@ S é\ﬂ é
2.Mortality: No animals died in the stuc@ é’ Q Q LN
3. Skin irritation: Spiroxamine 500 g/L E(;%phed at 1%: gmgl@ﬁlma spla very s@ght @

erythema (grade 1) at {ch removal. A the gé@our tim& pointand O@ard%
no signs of irritatlo% were o@erved@ he tbg% anjnigls tre
observations termiggted at@gdy 7. %,
Spiroxamine SOQ g/L E(%,%’pphe@b 10"[‘@;gns @n‘rlt ion, ll@d to, ¢
erythema wereg erVegl n al‘l\ghree bbits fedm the @our observat w1
grade 1 obs%atlons\%ted m the 24 hods timepoint e@’lemw\\hﬁad >
increased radé@ n 2/3animals;, withsthe oth &a’mm hibj graa@l
erythe fec ntinye throu@h to 1/3 als &
exhibiti grade thema nd w1t®ght ar f(@natlo y da¥ 4 this
animal €xhj l:gﬁéd nq 1de 1ta@n w1%@/3 axﬁ exﬁbltmg
Fhowshie ol Q S &
ygamouswhite coat. o
Smrox{mne 5@& EC applied undilqted: s % of igitation were observed in

copll threy rabbk@fro @e 1-hou?. observatlon\@id in ded %hema (up to

KN (gég 2), with oed t‘ Gra@ﬁ) occﬁ’rmg{\g hour time point.
0

% al r@}tlons@i}rad r2e henfb%Gra elor? (@ema) persisted to the
Q fday t@n tha@% (grao@ s reseg\at the end of the 14-day

obserggiion pRriod in or: S. @
o RIS &
Table CP 7.1. 4 -1: Sl@(nar sk@;rita@n sc&i&s accg}?ng @he Draize scheme: Individual and

@an 1rr1ta AN

. 2 =) @ | @ @’ Oedema
AI::OHI&@ @) f;@ Srime point &
1h [-24h (48h ] 72h £8d>[714d | 1k~ [ 24h | 48h [ 72h | 8d [ 14d
N N Spiroxamine &@ g/L@& applicd at 1%

L8 0ol [ 7] B [ «Q” [0 0 0 0 -
M18 O | R o 10 K- 0 o 0 0 0 -
MI9 S0 [©0 .70 N 0 0° - 0 0 0 0 0 -
Mean 4 © @0 é\\g @W) @ 0.0

4-7 % Q@ @ @ N
h) S Q
D S@roxa@me 500-g/L EC applied at 10%

“M4 1 2q7 1> 1R @ 0 0 0 0 0 0 0
L5 | 1 4 @ [ 0 0 0 0 0 0 0
K4 f\&l A2 2 o 1 0 0 0 0 0 0P 0

Mean 1.4 0.0

(24— 7@@/ S S

| & S

S O @ Spiroxamine 500 g/L. EC applied undiluted
M5 491 2N 2 3 2¢ 14 0 1 2 2 1€ 04
Ml Q] 2 2 2 2 1° 0¢ 0 1 2 2 1° 0¢
KIGY | 2 2 3 3 3¢ 19 0 1 1 1 1€ 0d
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Animal Erythema Timelpomt Oedema
no- 1h | 24n [ 48h [ 72h [ 8d | 14d | 1h | 24n | 48h | 72n | 84 | d¥a | O
Mean 2.3 1.4 S @
24-72 & o> &
h) I~ N
- not examined ¢ hardening of the skin Y Q N
a white squamous coat d exposed skin area: IOS$§§ hair Q @Q <
b slight eschar formation e es@r formation &% ~ N é’
. . & @ & S @@
C. Body weight and food consumption: @Q @ § é\g é
1.Body weight: Animals were only weigh@%t the begin of the study,@ﬁs eff s ob@dy é}
weight cannot be assess Q @ S &L &
2.Food consumption: Not applicable. o N > @\ ®, S
: AN A T S S
D. Necropsy: Q) @ %, & S
W\a <) @& @ S % <’
Not undertaken. % \@ R % Q> ) @ @
% \ ©
E. Deficiencies: & \ o S é "\ % §

Whilst it is recognised under the cuI@Q‘[ gm;&nce@ﬁd th%@iqum@ﬁent §84 3 t t a tiered

testing strategy should be followgdswith @vahdﬁed in Vitro d this apptgach h@s not been

adopted. However, the study was ndégpted p r to pul@gatl Uc mlssiEn regulation
ves.

and validation of acceptable@ itro.a %Fternat Trese IQ ivo @a are howet@r co adered valid to
address this endpoint. % & e © &
% @ @ (o NS 2

.9 © @Q N § @ X

~ % ——
Assessment and C(ﬁclum@‘s b@pphc@nt § g\ S) é% £\
Assessment: S@ meés the c pren ﬁld%e and@e req emths in /2013.
Conclusm-&éﬂder co d%lon&f thls®1dy §p1ro amine g/L"EC caused dermal irritation
that was no Ver y 14 heré%re a@gordl ag 1o Aex | for Regulation (EC)
1272/2008 Splroxamlne 500&@ E {@clas@d as Skin @rrom@lmtatlon Category 2, H315

(causgg3kin 1rr1tatlo§’ % N AN

%\
CP7.15 @E§%~ri fon N S £
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Data Point: KCP 7.1.5/01
Report Author: s
Report Year: 1992 N
Report Title: KWG 4168 EC 00500 04023/0021 - Study for skin and eyilrrltatlon/co (@) in &
rabbits 2 © @
Report No: 21260 @’ R
Document No: M-008080-01-1 e X b
Guideline(s) followed in | OECD 405; Directive 84/449/EE@Method B.5 &% K NN R
study: @ &S @
Deviations from current | Yes R @ § X
test guideline: Whilst it is recognised undegthe current qu@ce and the @irem@s of @)
284/2013 that a tiered testh% strategy sho@ be Lowed%uth a{ahdate@n &@
vitro test method, this ach has no%een al H@Veve@he st@y was@
conducted prior to the pu licatign of th’EU c&mmls@n regadation dhd <&
Y
validation of accept alteN Ve& es@ V1V0<@ta are Roweyer
considered valid to a dressg is endpoint, &’ S o °
Previous evaluation: yes, evaluated g@zﬁacce@@a I X % @ N éw @
RAR (2010) & @ & O = Y
GLP/Officially Yes, condu@d un@\?bGLPg@{f’ﬁcm]Q\recQé@sed tesfing fg}ﬁties Q> Q
recognised testing O . & § @ ©
facilities: S @ \ ‘”\ﬁ NN
Acceptability/Reliability: | Yes 9 f@ SO @@\J P § O S
0 ¢
Executive Summary %@@ S S KON @Q & &
In a primary eye 1rr1tat10@jstudy& 1 nb§%p1 @zamme@oo g/L E@Qvas @gtllled@@to the left eye of
3 female New Zealand White rabbits. el1 Q eld t@@@geth%f for: see@ to prevent loss of
material. The other ey&serve@% a céntrol. ®fter % our\Qhe tréated gye was T sed with saline. Both

eyes of each animalgyere ob rve@'t 1, 24, 48 §h 8, 14 nd 2days 4fter application. Changes
to the cornea, irg&rand _§ njun@va re observef@ erigdi¢ally; by thgyDraize method. The eye
1rr1tat10n/corros te%\was reﬁgeateganh t«l%\test &‘mcle applied @ I‘V@d 10% (diluted in deionised
water). @ @ Q Q& @\3\9 S

Spiroxamimg 500 g/@’EC appliedét 1%.:gradesredness-of the iris, animals), conjunctival erythema
(3/3) ar@&omunctlval @emo@BB@Ere observ@ with@o mpkg[e reversal by observation day 7.

>
Spiroxamine 500 EC-applied, at 1@ rade lc&comea %opamty was observed in all animals,
completely resolvg dnesy res§lts in 1/3 animals with grade 1 observation

y observafion day
at 1 hour post in§tillatigaonl rad@%co "i&nctiv@eryt a was observed in all animals, completely
resolving by day 14. Grade éonjuﬁ@tival emo@s was‘ébserved in all animals, completely resolving

by day 14 “Q @© O \ @ @

Splrox@ 500 g/L C a@ed u@? lu‘g corﬁ%al opacity, conjunctival erythema and chemosis
achievedgrade 3 scdes, not 1 sol\mg by& y 215 redness in 2/3 animals was not scorable by day

21 m@/3 animals du¢ to @g céoneal mt;@

Under the con?}gons of@ins % the test 91016 Spiroxamine 500 g/L EC showed irreversible eye
damage. Acc% ng fofx@begula%n (EC) 1272/2008, Spiroxamine 500g/L EC is classified
as Serious @Damg /I tion %’ate@@y 1, H318 (causes serious eye damage).

Materla@g‘lnd @thm@@ §
A. Mﬁﬁml@ SN
$ Y

@st @t?erlal $ Spiroxamine 500 g/L EC
Ma

@ (alternative name: KWG 4168 SEC 00500 EC)

Description: Clear brownish liquid



o\ %

and treatment: @ “rabbit was gently pu ed'to e@
9 was% P @ the c@gunctl
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Lot/Batch No.: 04023/0021
Purity: 495 g/L (49.5%), pH 9.4 (2% in 0.1% saline) o >
CAS No.: 118134-30-8 (active ingredient) @ Q
Stability of test Assumed stable for the duration of the study (expiry date@ot confirmed) @ K
compound: @
p & & IS
2.Vehicle and/or Deionised water/not applicable v & °N
positive control: % Q § ©
<) < >N ©
3.Test animals: V @ g}? Q\ @ @
Species: Rabbits @Q %@ Q@ é\” é
Strain: New Zealand White O ©© @%}
Age at dosing: Not given, but based oy weight (@ 12@4 w@ & @}
Weight at dosing: 9:2.9-3.5kg @ 6\ 1o
. NN
Source: @Q A
& o
Acclimation period: At least 14 day: @ @ Q Q> S) @ @
Diet: Ssniff K 4, ¢ *ﬁaoo <120 g/ani P S S M S
. @ NS S S A
Water: Municipal szzt% ° N 7, @ Q Q)
Housing: Individgx@)y hoy%d Q\ %§ \@’ @@Q S @ &
4.Environmental Q o S Y O ©© @Q o\%
conditions: RS (%% @J@ @@ @ o ©© N
Temperature: @I.SC’C\ N N &@ .9 % S)
Humidity: 55 1 S & @ < 0 .9
Air changes: N 12-15h @ @% s N § @Kg
Photoperiod: é\g }&Qﬂ ur l@t/dar @@ o é& . o\@
. X
B. Study Design: @ @ @ > @Q @ © @&
S
1.1n life dates: @? 6\ 14&Lanu 1992 Q\ Fe ry 1993 (ex mergga:@dates)
2.Animal as§ignme GnimalGyere &l@(’:at to gr@ps b dom sampling. The eyelid of each
se thexeyeballithen 0.1 mL of the test article

1 sac@f one @ye of each of the rabbits. The

&@ @) ds then gently field t er fpa second to limit the loss of material.
@ °d og}gr eye &?who% it servéd aga control. After 24 hours, the treated eye
Q\ &was rsed witl's ali or eash anirfidl, the score on the Draize scale was
@ % ed a’&L,, 24, ékﬂ 2 houfts, 7, @» and 21 days. The areas of the eye
©Q his $xay We§ne c a (opacity and area affected), iris
Hyperagmia, tiongoTight), conjunctivae - i.e. conjunctiva of bulbus, lids,
@@ & rag e ) ) : . va of bulbus. lid

2 %

S3)

ne ( ema, chemosis), discharge and aqueous
addigion any serious lesions or toxic effects other than

St

ity),

@ o otwlar ones wer cor@
%, < he e \Hlta@i/congs on test was repeated with the test article applied at 1%
N v @j@ and*40% (dl@ed 1@10nlsed water).

3.Evaluation (‘@'beria:

EyeTrritat®n:
RS

S %‘\ ne
@ @ pacity: de of density:
N O @‘40 ulceration or opacit 0
@ @) pacity
cattered or diffuse areas of opacity details or iris
SR A O Scattered or diff f detail
B S, clearly visible 1
Y
$ @)@ @7© $ - Easily discernible translucent area, details or iris

Q Q slightly obscured 2

- Nacreous area, no details or iris visible, size of pupil
barely discernible 3
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- Completely opaque cornea, iris not discernible thorough

the opacity 4 .
s & &
- Normal 0 ®\
- Markedly deepened rugae, congestion, swelling, @ @ @
moderate, circumcorneal hyperaemia,or injection IEEEN L
- No reaction to light, haemorrhage. gross destruction 2 Q -
Conjunctivae: . . © 9 %@
\ Q,
Erythema: @ N %, > N
& @ Oh & D
- Blood vessels normal @) 0 O %, &
- Some blood vessels defiitely hyperaenfiz 2y IQQ ©© Q&©
- Diffuse, crimson coloy$ individual els not &© < @) @
easily discernible ) AN
- Diffuse, beefy re(ﬁgs @ o\@ @Q ©\©3 y\f@ @@
Chemosis: & 9’ B IS KN B
Q@ N N W
- No swelling ' D © &0 % 0
- Any swelh abov@iorma@mcl d@ nictitating Q N
membra \ > % § 1 @
. %X
- Obv10téwell‘mg with @artlaJ &sersm@%f 11 SR ©§
- Swellirg withYids a osec}& @
S\AQ ing wigh lids'sgore t}&n hal felosed § @Q S 4 %@9
Disch & @ @ @) Q Q) N
@ NMlscha@ @ @ @© QQ
§ ~ Shightlye crease(@(jilsch%fge @ @
MISC e W@sshght@imsten%g 0 1orb1\ &
Q\@ are % %, S ‘2”\9 2
char @s1der m&stenlng%uf §
N \:@ 10rb1ta areé RN 3
4.1 . @ SN @ &
.Interpretation @ A tati 3\-
criteria: & R eargpacity_ @ @ 1.00 — 1.99
@) 6\ Hyp{aemla%i ris, @}:tlon @ll >0.5
©© S ©® Ery@®ém @on_]%gtlvaeb § 1.00-2.49
o8 R hemO%?S 1.00 - 1.99
N 5}9 Chmges tlng@r more@a@hour%vers1ble within 7 days or less
&@ @ C . ¢ © o °\© 2.00-2.99
R \ «%nea OpFEIty 'S .00-2.
§ . pera’e@la of@S aé\?)n t%hg t 1.00 - 1.50
9 S - ith S\animats, used S 1.00 — 1.99
@ @Q @Q Erythgma @0n_]u@ vae @y >2.5
Q @ oS Qﬁemosﬁk N >2.0
% 6 Chafiges pg\é%tmg mor&an 24 hours, reversible within 14 days or less
@ &  Sedere irriétion: N X
@ Moder«%e 1rr1taQ0 h&@ver reversible within 21 day or less
v Re QS Qorrosive:
S 0 %acﬁ@ >3.0
@"° . et emlg§f iris, reaction to light >1.5
S % 3 animals used =2.0
@ v\a\ @ Or %tlﬁler sigay ficant tissue destruction that persist or are expected to persist for
@§ @Q 26&% or more
S S &
C. M{éﬂlods@

1@ eity afl@’ $ Not undertaken.
achi
co tration analysis

of the dose:
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2.0bservations: The application sites were observed at 1, 24,48, 72 h, 7, 14 and 21 days post
application both grossly and using a slit lamp and scored for local reactions
using the Draize eye irritation test. @
3.Body weights: Animals were weighed on the day of application ®\
4.Food consumption: Not recorded. ©© @ @
5.Sacrifice and Not undertaken. o S O\Q
pathology: % o @@ &
g . X
Results and Discussion © @}% {}”\ O @@
, , : » Q' w
A. Homogeneity and achieved concentration analy&s. ©Q %@ N Q

1on homo@we%%?or s@@lity 0 te@©artic®

, as this ig not
guidelines. >

Yy S
0 . %

B. Observations: S %@ @@ Q@ é@ 03 & AN <
1. Clinical signs of None noted. %% o\@j N % § @ @
toxicity: AR N R 8 S

| G AR S A
2.Mortality: No anlmaed 1%3%6 w\? @ AN
3. Eye irritation: Splroxan@le 50&& R&pplmﬁ 1% @}ad @edne@ f th& (1%
amma@ conjunctiv erythema (3/3 ncti che@s (3<§§)OWere
obs te r serv%@tlon NS

Sﬁﬁ'ﬁ*oxarﬁme SOO\g/L EC @’phed&at 10%ggrade, ]l cornea paci&was observed
fhvall a&mals @?nplet&y resobying by‘observat %%n da@7 Ir1s redness results in

€y1/3 arfiinals @ observation at 1 h&@po t111 i5a only. Grade 2

S co njunctiva wag-Dbservédin all ait imals, Com 1y resolving by
% & V4. Grade 3 c@uunc@al ch\@osw s obgkrved in alPanimals, completely

< @olv@by day; 14 N
@ & Splro@nmcﬁo g/L EC amﬁ%d up@iluted; come@)pacuy, conjunctival
@Q ©\ e t%ma and CI§SIS a&l&teved@de 3 @)resﬁ@t resolving by day 21. Iris

O dness /3 arfgals %% not: corabl@ day 2¥ in 2/3 animals due to strong
@ @ meal acit(§.\ S Q @
© \ Kog
N~ I : .
Table C@l 5/01-1: @mn@ry of irritation sgores E@I‘dlgto the Draize scheme: Individual and
mé&n skidyritation S R
a

: N
NOREEE NI — —
@rne%paci@ s&ﬁ’ris (&ﬂe@’ness)© @ Conjunctival Con]unct{val
. ) S Q. IS " erythema chemosis
Y
Time point | g, m® @\j RS Q . RnimalFumber
<O
Tl ool wf el e 1t [ 23] ]2 s
4@ S Q\?Spir@amin@oo g@EC applied at 1%
Ih 0 08 0g} 0 of Oof | 1 1 1 1 1 1
g4 h ol e &l Rl @ ot [ 1t ] ofo] 1] o
) %
wh @ | 0 EXR SR 0 0 0 0 0 1 1
72h A 0 04 0 0@ o0 0 0 0 0 0 0 1
7d A S 07| o 0 0 0 0 0 0 0
@ f)® @
M@% 90 500 00 |00 ] 000003 ] 03] 00]00]07]07
AN & 0g 0.0 02 05
piroxamine g applied at ()
IS Spi ine 500 g/L EC applied at 10%
1@ 1 1 1 0 0 1 2 2 2 3 3 3
24h 1 1 1 0 0 0 2 2 2 3 3 3
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Cornea opacity Iris (redness) Con]uﬁl ctival Corllljunct!val
Ti it eryt ema cnemosis Yo
tme poin Animal number o <
S
1 2 3 1 2 1 2 @ 2 2) %J
48 h 1 1 1 o | o | o | 2| 2| 20} 2 | 2% 28
72h 1o o o] 2] 2 S 1.9 e
7d 0 0 0 0 0 0 [0 0 1 1 >0 "% 1 g
@ O \&)
14d o | o o] o o | oYo | o9 0] o a9 o
Mean o | 1o | 1o]oo oo eb]|20]20] 20|30 | [So e
24-72h S : <&
( ) 1.0 0.0 g 0.9 4§ S 0 &
Sp1r0xam1ne\<§)00 /L EC @ &\ Q @\ Ry §
16 undiggted % é \;@\, @J@ S \
% 1 Q Y Qﬁ o
Ih 11| 1”00@0 b2 &2 P2 |73 3k 3a
24h 1 1 1 0. 0l N ) Ol s | 3] &
48 h 1 1 1 o @g 3 (3 a3 lew JO3 |03
72h 2 2 2 {97 & I NE 35 3y 4 39 4
7d 2 [ 2 | 2 1] u] O] & &Q o | © s | 3
14d 2 | 3 | Y e |9 2 |3 o2 s ] o3
21d 1 3 V3 0D 8 *qf 04 18] 39 2| 2 3
Mean | 13 | 137 13 09| @] @3 | 22 | 27 [ 97 | &7 [ 30 [ 33
24—72h B [®
( ) A3 o Qs &7 9 sor, P 3.3
a  evaluation not p(@le due t%tron@om%@pacity@ §9 @ Q &
C. Body weight @ fo@ consumption: \ \Q é@ @& @

1.Body welg§ 1mal§ere ﬁ@ wepgg ed at e be i ng fﬁe study, thus effects on body
@ &welg t cannot be asse§ee

‘”\a
2.Food co@umptlon Notapplic é\ @ @&
& & @ S
D. Neé&sy . @ \@ o S \@ N
Not undertaken. § %& § ;&\© @%ﬁ é @$
LN
E. Deﬁcnenmes Q @ @@7 ©\ ©© Q§

Whilst it is ?@ogms@d the&ﬁrren ida@e andgthe requirements of (EU) 284/2013 that a tiered
testing stn%egy should bfo V\k§§e‘lj vétidated@n vitro test method, this approach has not been
adoptediHowever, thef@tudy@as couct@mor&o the publication of the EU commission regulation
and validation of a&@ptab% in v%ﬁw alt@aatw&%hese in vivo data are however considered valid to
add<\\s’s this endpotit. @ @\ Q

® @ N
Conclusion &@ AN o Q

I

-~
Assessmy \ ons-by apm@ant

N
Assesq!fent §€udy meets@ current guidance and the requirements in 284/2013.

§’s usu@%n %h conditions of this study the test article, Spiroxamine 500 g/L EC showed
ersiiie eye damagv§Accord1ng to Annex [ for Regulation (EC) 1272/2008, Spiroxamine
500 C is classified as Serious eye Damage/Irritation, Category 1, H318 (causes serious eye
damage).
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CP7.1.6 Skin sensitization . @ @©
N
> &
Data Point: KCP 7.1.6/01 . @@ N
Report Year: 1993 w, ) ~ 9D
Report Title: KWG 4168 500 EC 04023/002 v_ dies on skl@ensmzmg ef@i 0 @gnea @
pigs (Buehler Test) Q Ko S
Report No: 22546 N Y ;&a Q A ©
Document No: M-006326-01-1 N Q > O .Y
Guideline(s) followed in | OECD 406; Directive 8@&/}3(1 US- QA §81@9 Q @ © @
study: 'S @7 h\ . O
Deviations from current | Yes g©§ 2 %\y L\ﬂ S v
test guideline: Although the study was coyy ucte ccoré%? to t&ulde@e OECD 4 98L{
this test gu1de11n as sm@ be% update intervefling per1 d (1 When

assessed agau@ urre&t est

ehne@qulr tsot fol%&gng ({ﬁmenc§

are noted: w\?

The senm@y aﬁ@%llab@y of ﬂ@expa@ienta Géchnigue used@hould be

assessedéevery 6‘Rionthsby known po Ve co@cols (27 hex Innagy

aldehyds). Whijst the@ggum can 1th a concigrent

po;@e control, or Hfstori ontr(@data ente e@wﬂ and specificity
test @stem@as not demonstrated a@he la@rato he d@ generated

were syfficient{oconclirde tha‘@lroxa%ne%?&skm S sms% which is

dlff@nt m&@el

.. |@onfirméd i in@y 1n%§denkstudy employing

Previous evaluation: yeggéyalu%;ﬁed and ept%@ C&

v

- S

A (2040 LN
GLP/Officially @ Yes, cct@?ﬁder @“P/O@ially@cogms@ test1r§§ facilities
recognised testm% q N N e Q 2 & @
facilities: AN O N Y %@
Acceptablhty%@habykﬁj)fz s @ %U@ X O §
. @ (f@ °\VJ @@Q, @ v\gw
Executive Summary N ) @

C A
A 3-1@@&% Buehléﬁssa@as c ducteg in @ea@ (1®roup) in order to examine the skin
sensitisation potential of sgiﬁmxanm;e Folpwinga pr rnmar@rrltatlon test, the test article was diluted

in physiological ;@ e
EC, applied for &hour, %ith 1tlo® md&étlons@%and
received ph%@loglb@sahn@ @ @ N

initjiglly administ viadppica] application at 12% Spiroxamine 500 g/L
Ldays later. A corresponding control group

For the challenge, contro@nd t@ted @?@: t@ed with both the vehicle control (physiological
saline) a st article a3 Yo via@opic pphc?étion for 6 hours. Skin reactions were recorded at 24,

48 and 72 hours aft@he c g@\pphcag ns. @

Aft&g challenge no differ&i ces ﬁg% regard t(é@e incidence and intensity of skin reactions were seen
re

between the te article

at&c@anm@s and,control group animals at both concentrations tested. No

dermal reactlagls 0 %ﬁreﬁtes@cle {feated or control animals following challenge with a non-

irritant con.@trati%ns of@ nd g%) Q@

Without @%onc@nt p@mv@ntrol or historical control data, the sensitivity and specificity of the test

systemi%as em@%straﬁti@at the laboratory.

d@r thedltl(@’s 01@15 study the test article, Spiroxamine 500 g/L. EC was confirmed to not be a

howe
conducting laboratory had not been demonstrated.

ski ‘@@ser when examined in the guinea pig employing the Buhler methodology. These data
are considered supplementary as the sensitivity and specificity of the test system at the
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Materials and Methods

A. Materials: @»f S
| o Y
1. Test Material: Spiroxamine 500 g/L EC
(alternative name: KWG 4168 500 EC; KWG 4168 EC, 04023/002&1@ @@
Description: Clear yellow liquid v Q Q\
Lot/Batch No.: 04023/0021 &% . O © %@
Purity: 494 g spiroxamine/L @ N w\g\ \O\ N @
CAS No.: 118134-30-8 (active ingredient)l @ &’ 9 & &
Stability of test Confirmed stable for the dL@ilon of the st@ (expiry dat Sep@nber§ C&©
compound: 1993) Q & & < @) &@
2.Vehicle and/or Saline/not included N L9 | \© 9 @@
positive control: N &° @@; y\g\ %@’ ©® o\v\ﬂ %
- Q @ AN N W o
3.Test animals: %, @Q Q@ < @% % %
Species: Guinea pig w\% "\@j \\ > =N § . @ §@
Strain: BOR: DHP\@ S @ LN SN S & 8
Age at dosing: 3ica. s eedéx é\ﬁ Q\ @,@\9 @) @ @
Weight atdosing:  d:3238400g @~ % 80 & O $ 2
Source: @)

Acclimation period:

v
©© N
¥
Afeast 70%lay3@ AN @ @)

©
* 302 diet, @ihlibinufi 5 & - 2

Diet: Altro q
Water: * ~Municipal wéger, a ztun& S < &
Housing: v, H@ed S@pimalsage dy g Qai@gnatg%tion,gg%ceg /cage during study
&l o & o o <
4.Envir0nmenta§ s .9 «:§ > @Q @@@ o @
conditions: ¢ \© &\ « \\ BN N3 @ §
Tempere: @6 @ +1.50 c&@j @‘3\9 S § @
Humidity: © 55 +15°C N § © %
SERS; @ @

Air h‘gﬁées &9 c@i—lS@

AN
PHot period: N @ \1@&our li t/d@k% . § N, O

& \ N
B. Study Des1gn,© é @$
1.1In life dates 2§ @3 to* Qg\june 4993 (g@erlmental dates)

2. Prehmmang@ groﬁgof 5 @@ ho guinca p%s received four applied concentrations of
73,6, 12,25, 50 and 100% under occlusive

finder: spitgxaming{@.5 m%
@ & CON@!UOH@I § flankor 6 hours. Test sites were depilated prior to

°\ apglication. Derthil reagtions were assessed at 24, 48 and 72 hours.
3. Animal assignm& &g hree(@oups @ 12 albino & guinea-pigs of the BOR:DHPW strain were
and treatment: > all ed as <@bw d the Buehler (3 induction) methodology was used to
d termlne@le skifsensitisation potential of spiroxamine:
? 12 animals

% C n 01 gro
@ \ . Splrox@e 500 g/L EC: 12 animals
@

@& plroxa ine 500 g/L EC: 12 animals
&

cutaneous induction:
{Q @@© @ . ﬁnduction: 12%
Q@ 2 o S 2" induction: 12%
N 3 induction: 12%
(9 Treatment sites were depilated the day prior to application. Hypoallergenic
dressing containing a 0.5 mL volume were applied for 6 hours, separated by
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7 days and fixed to the skin with adhesive tape. Control animals were treat the
same, but with only vehicle. .
Topical challenge (3 and 4 weeks after intradermal injections). @ @
Treatment sites (backs and flank) were depilated the day prior to applicatiof
The challenges were performed 4 and 5 weeks after the 1S “d and 3¢ We @
after the 3™ epicutaneous induction. > S
1% challenge: S
- Applied to the left flank of test article and con (T%reated an1ma©6 and'§%> ©
- Applied to the right flank ofé@test article acontrol treatéc&gmlmz{\ @@ @
saline.
At the end of the exposure p@od (6 hours), i@Qamcle and éﬂ@gontr@as § q& &
removed with saline solut QZ @) @
Skin reactions were re - at 24, 48 &d 7 h@ afte@le ch@nge @
applications. N @ N
3.Evaluation criteria: No visible change: & @ %Q g\” Cr§’ @ 0 \ e
Slight localised repess %o @) & @ © 0.5 % &’
Slight redness, =+ '¥ \@ N A\ < 9 @ @
Moderate rediess = @} &@ & <\© X 2 §
Severe redasss \ N O« > S)
& %G <)
4.Interpretation Ev1den&e@ %ensn&{%on 14 nt§@é3 eg@ate@ ins@é@o}l&@ing
criteria: criteri .
@;Qnes& core@%)) in @) of| @est %als@ng %@goq{dj\uvant test.
5.Statistics: N@under%aken@ N 2 O
C. Methods: @@ @Q§ @ @} v b § @@ %@2
&
1.Homogeneity and N@}nde%ken § @@} N *o §
achieved é\” > Q w;\ Q A N
concentration a s1s § ©@ N S @ ©) &
of the dose: N BN . Q &
2. Observati0|1©5§9 ©\ Afﬁmals%ere 0@%{\' ed d@l[y for ﬁmns @{%%xmty throughout the
) S perm@ltal ”\9 S @
v *NThe hc 51t ere opserved a@he f exposure period, with skin
o\@ %, TIe § d a and 7 @é)urs a@ the challenge applications.
3.B0d§§(\}eights @© §w Lghed r tosstudy | st@ day 31 and 38.
4.Food consumpt@ &Not r@er %\ & %
5.Sacrifice and Y Nc@nder@n ) >
pathology: 9 S @ o\w\’ Q> &L
@ o v o . O @
Results and@mcu@on SN

NS
> O
f@anis:

o,

2
%

Q

Y o 8
A. Hm@leity and g@chlevonc@\ﬁ‘rag
Not undertaken. Ag lyse fQor achieved, conééntration, homogeneity or stability of test article
for@i?ations were'hot co@cteg@sﬁ pa th@udy, as this is not a requirement of the regulatory test
guidelines. ¥ o &©

& @
B. Prelimit@w ran%“ﬁrg ex %me(%t:
After assegs en% hourtest sites administered spiroxamine at 25, 50 and 100% display

erythe t all § 12%, only a single animal exhibited mid slight localized erythema at
72 ho @

@f”\ﬁ
QQ @9@ TS

&

(]
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Table CP 7.1.6/01-1: Overview of Buehler skin sensitisation study in guinea pigs treated with
Spiroxamine EC 500 (500 g/L): scores according to the Buehler grading for the

& &

preliminary range finder animals Q
0.5% 1% 3% N % O v
24h | 48h | 72n | 24n | 48n | 72n | 24n | 480 | 720 [ 340 | 480 n210P
no. of animals with skin reddening/total no. of animals tregted m@ Q\ &
o5 | o5 | os | os [ os | os | ospl os | ose] os [ows (T 4
12% 25% 50% Q1009 | &
N\
24h | 48h | 72n | 24n | 48n | 720 | @an | 48h§L 12h | 248 | 480 | @n EN
no. of animals with skin redd/b%/total no. of eﬁm%@fﬁreate@ & p o
s | ows | a5 | osus | osus | sesY] sus | @5 [ssis gy sy ss] @R
a treatment site squamous in places i «p\?\j & Y S
b treatment site encrusted in places © (@j‘?\,@ @@ Q@' ©@ v & % %
C. Observations: {&% \\ \\ e} K% § %, @ v
. N
1. Clinical signs of No clinica g@: %xici@ﬁ@vere"@&sew%@l eit@z conty@) ‘grou o the fest
toxicity: article tré@&d arffmals, < «:§ TS S 2
2.Mortality: No deafhs were obser>ed, ith al ima@uwi@g u@@ the &nd of the
observatio E@i‘iod 31@ @ & ©© Q
3.Skin reactions: Adger challgnge ﬁdiffere@’e wi&regar@ the 'ncidenc@md @nsity of skin
f'%actioc;g were geen between tla%test article treated aniggals and control group
eopnimafd at bothiconcgfftrations (3 and 6%) t&§ted. /> %@9
S Total skin reattio 24, 48 and %ours?c%nﬁrmﬁ 0%@F test article treated
v,  afimils e€hibitin§Rrythéma at-hoth tesfSites. N
< @ed@ aninggls exl—@ing in erythema(Spiroxégmine 500 g/L EC is
@ @& coqsi@ed @t a skin sensgtyser. & @
@? N\ Wi@%ut a concurzent posjtive con@% or [{toricafControl data, the sensitivity
O @ gd spe%%city O&e tast ste@was nebdemonstrated at the laboratory.
.© S N 9 S O U@
D. Body w(%ght an@food&ons@lptlo%w S @ @ @S\’
o R o
1.Bo ight: @@) nim&ained wei@luri@le d@lg and observation period
N
2.Food consumptio% ot apg}icable@@ N ®
L & & . %, é&

Table CP 7.1.6/0L=2:

%a

VGYV@ O@hlglﬁﬁl sensitisation study in guinea pigs treated with
r@@e ECG00 (509:¢/L):chody weight

2
A

D S Q & O Spiroxamine 500 g/L EC

@ay o & ntrg;g\gmué o 3% 6%

0 c FEST A 356 118 368 21

31 & S8 }5\3% Q 583 +36 647 +34

2,5 & @ N
Net body g@g'g“ﬁt ga%% ﬁ 2%@28.8@ 227 £33.0 280 +22.4
@
S Q RN
E. Necropsy: 5 & S
ad N
Ry

Althoyglt the study was conducted according to test guideline OECD 406 (1981), this test guideline has
since been updated in the intervening period (1992). When assessed against current test guideline
requirements the following deficiencies are noted:
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- The sensitivity and reliability of the experimental technique used should be assessed every 6
months by known positive controls (e.g. hexyl cinnamic aldehyde). Whilst the argument cag be
made that the without a concurrent positive control, or historical control data presented-the @©
sensitivity and specificity of the test system was not demonstrated at the laboratory. '@ datd®’
generated were sufficient to conclude that spiroxamine is a skin sensié@ which is ¢én iy
in an independent study employing a different model. G038 S &

D
- In conclusion, the data generated under this study are considere %plementqr@%ith@% skjé@
sensitisation endpoint conclusively addressed with a guideliné compliant 1@&0}1 1§<ﬁph n @
L

1
&

assay conducted in mice (refer to CP 7.1.6/02 [W&O%M-Ol@. @Q % &
> s & § O
= O - < . ©) @
0 Q
Assessment and conclusions by applicant: @ @ @Q ©\© © @@
Assessment: Study meets the current guidaée an@%e re@er%éf\fs in@%/z%g N S
Conclusion: Under the conditions of this%tudy @ test@i’ticle,@pir xamin@OO g/IOEC
% employing the Buhler
methodology. These data however a Q@ on, '&ered&@ple&@%nta @ thes:g}lsiti y an@peci@lty
of the test system at the conductingJaboratoty hadnot b&&n demdnst agéd. & %
U©/ é
& @)
@ &% @ © @
AN KRN @Q s
Data Point: KE€P 7.4.6/02 ¢, < ~N NN
Report Year: 2008\ 2 o NS
Report Title: v, | SpfpRamifie EC 560 G \jecu@roxéﬁne @&WG 40@8)% - Local lymph node
(ONEEN

Conclusions @ &© Q
N B .
% AN
; . N ; @
confirmed to not be a skin sensitiser Wé%n ex&ﬁned&n the neag:
N S &
* & & &L .&E
(S
Report Author: N - NS i
S| asBay inanifce (IGNA/INDS) N

Report No: Q LATO468) N N @
Document No: Y N M-303647-01-1 S S @ X
Guideline(s) We%@ CD 4@\, 0%@429@@1' e 200@@/&3, ‘Method B.6., B.42.; US-EPA
study: oy [«712-C-03-197, OPPTS%70.2 Q @
Deviation&from current N Yes%@@ NS & @ @ o
test gu@ne: ¢y | Althdugh @gtudy was cofiducted@ccording to test guideline OECD 429 (2002),

AN . @ ch%est guidelir@l’fas sin@ beenwpdated'in the intervening period (2010). When
§§ %%sess@gain@urr%%t\fest gdelinﬁkquirements the following deficiencies

are d: o
Y

© @ Radioacti (ineiﬁiorati@ of triffated methyl thymidine) is typically used to
@ ©© 1ggasur: ph fode qel@rolife@ion. However, in the modified version of the

Q D@s‘[ misthodol rep@d in @s study, a combination of absolute lymph node
% cell@mtsph} néde w its and ear swelling were undertaken. This
@ .9 ap@oach isiffer@ from the non-radioactive version of the test guideline,
@\ ECD 2142Aa$ch u,s@a bioluminescent method utilising the luciferase

> * Qetzymeo ¢ se t@ormation of light from ATP and luciferin.

Previous evaluation: ‘G yes, @valuated and<@epted
2" 2 Q

GLP/Offici <) S, coﬁducte@mﬁer GLP/Officially recognised testing facilities

recognised estin Q
B 5

facilitiesyy o

Acceptability Reliability: | ¥y
O AW

E @tive&mm@gy $

A moﬁ local lymph node assay (LLNA-OECD 429, 2002) was conducted in Hsd Win mice in order

to examine the delayed skin sensitisation potential of Spiroxamine 500 g/ EC. The modified
methodology utilised did not involve assessing proliferation following the incorporation of tritiated
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thymidine, but rather a combination of absolute lymph node cell counts, lymph node weights and ear
swelling. Groups of mice (6/group) received the test article formulation at doses of 0, 2, 10, 50% applied
to the auricles of each ear (25 uL) for 3 consecutive days.

The reliability of the assay was confirmed periodically by the conducting labo@}ory with th smve
control, a-hexylcinnamaldehyde (HCA) applied as previously described at cntratlons of 3, @%
30%. N

On day 4 of the study ear weights of the sacrificed animals-were measuredwsing a punc@% ta&e@ pi

of ear with a diameter of 8§ mm. Weights were deter d from thigy®ar punch. @i% 1 nd right
draining auricular lymph nodes from each mouse ear were exc1se®@ve1ghed and@lsed au@ular
lymph nodes weight and cell count analysis & @

A statistically significant increase (p <0.05) 1 welght as ob@%/ed f@amr@s t rece@d
Spiroxamine 500 g/L EC at 10 and 50% on day th relatng@qcreéses of 1% @O A,%spec?@ly

A statistically significant increase (p <0. 05@n ear@hlck obs d ingghim, s that ecelved
Spiroxamine 500 g/L EC at 10 and 50% on.day 4. T@@ trig@er leVQof >10% ea, Welhl@
a positive effect was observed at a do on&?rtrat nof 58%0, w&f%rela@e mc\\gease 0 7

confirming that the highest concentratl@n tegxed was @‘nant&

Relative auricular lymph node tlc s1@ca @wreﬁ (péé 05)@‘[ a dose

concentration of 50%. The stlm 10n I) trigger leyel a K%ﬁlVe effect
fs\

was observed at a dose concen@tlon Qf 0% 1th [ of@8 @ @

Relative auricular lymph no@p cou @ere @tatlstlcaﬁy s&@ﬁcgmﬁ@mcr@sed (pQO 05) at a dose
concentration of 50%. Th I trlgé leveh=>1.4 @r detefth ining a pos@%e effect wa&observed at a dose
concentration of 50%, W’FEh an §J of 2. 3%& 1s ack@%led@ thaga ose&%’ncentratlon of 10%,
the SI, whilst not statwcall% 1ﬁé@nt mc@asedbvas Q@gm bel&w the,t er level at 1.37.

Collectively, the $ erated noy follow e@er QFCD 42®or O%CD 442B test guideline,
rovi

with the data onl jrig SORp eméntary qgform @Vev the e ingredient, spiroxamine
is confirmed §§é sensitiser in studigs usingthe thodk\a,nd the Maximization method
(CA 5.2.6/01[M-015682-01-1] &ad CA 5.26J02 | 06 -01g}], respectively). Therefore, in

accordanc ith Arnex I for R@ulat n (E 1272@08 as theZgeneric concentration limit of the
ingredi w1th1n the @mu@b eeds the t@gger ¢l of 0.1%, Spiroxamine 500g/L EC is
classi as Skin Ser@?tls@n@Categ @%317@1@ cause an a\@llerglc skin reaction).

Under the condltl of th% stg@he teg@am@ Spigoxa %500 g/L EC was confirmed to be a skin

sensitiser when @@Xam 1ce on-tegi-Buideline modified LLNA methodology.
Therefore, aC@rdm]it I foﬁRegu n ( ) 12772008, Spiroxamine 500g/L EC is classified
as Skin Sen§@satlo

at@ry 1@ 17 @aay C@}se al@llerglc skin reaction).

Materi nd Metho@ Q@ @ @ . %
N N
A. Materlals @ \

o
1. %st Materlal %00 @
erna \\ /na WG 4168 500 EC; Spiroxamine EC 500 G)

Descri \% I'OWH%H(]UI(],@

Lot/B&gtch N@ ©© PF$@8768

P K 08 g spiroxamine/L (49.8% w/w)

N @ % % J18134-30-8 (active ingredient)

Q@tabﬂag of tes@ $ Confirmed stable for the duration of the study (expiry date: 31 January 2010)

nd:
2.Ve§;nd/or positive  Pluronic PE 9200, 0.9% NacCl, 1% v/v/a-hexylcinnamaldehyde (HCA)
control:

@

@
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3.Test animals:

Species: Mouse @o S
N

Strain: Hsd Win:NMRI R @§
Age at dosing: Q:9 wks S @® &
Weight at dosing: 0:26-32¢ ~N NS
el R
. 9
Acclimation period: At least 7 days &K’ %\ \°\ éﬂ
Diet: PROVIMI KLIBA SA 3883 m%tenance dle@r rats and m @ ad um \3\9@ &@
Water: Municipal water, ad libitum$ Q ©© q&©
Housing: Housed 8 animals/cage d%@fg acchmatls@on s%lgly h 9 d{mg study &@
phase N \@ & @@
4.Environmental o @6@1 y\g\ (o @ W %,
D N 9 NS
conditions: Q 2, N g @
o v ) o @ S % & °
Temperature: 22 +2°C SN ) S IS Q @ @
dity: o % SNy S O
Humidity: 55 +15°C \ \ <Y %, §
Air changes: ca. 10/h o\& Q &9\ S é\’ Q
od: ﬁ & y & &
Photoperiod: 12 hour 1§y /dq,% & \@’ § S ©
R
B. Study Design: Q @ @ < @Q S ©© @? S
2 e S
1.1In life dates: y 20@§ to 8§ May 20(@’(exp@gment@§ates
2.Test article sﬁﬁe test article@otmuldtions wege prepared immediatédy prlo@%z:to dosing in
formulation &Pluorfit PE 9200/0, NaCl solutlon atc ﬁntr@m of«;(\lg( ehicle control),
preparation: S 2, 1Q and 50%.

3.LLNA assay: e ( %up) re@n @e tes@mcle mul<agon ate d@%s of 0,2, 10, 50%
eac r (25 pL) for@consctutive days.

X
§ apphe@ the &tiricle
S & The. r@ablhg of the assay@s cord} ﬁrwdw@y by the conducting

@@ 6\ laBQrato w1th tl&dosn&%c% o-hex¥Icin ?aldehyde (HCA) applied as
@ewo s% ed atigoncengrgtion 10 and 30%
@ 6@@ “Measurement cell@%lzfemﬁon @) @
o\@ %, The\@kﬁ)ric ympﬁodes were d@upted@id cell suspensions prepared. The
&@ @ Suspefision was dis ed intoa 12@%11 flat bottom plate, the cell

\ *«gotinty/mL we etemQ ed using a Nhultisizer 3®.
@ &T ﬁ was calc ed s@rately sed on lymph node cell count and lymph

no
@ @Q @@SI @ @@selut@ll co@§ of the test article treated lymph nodes
Q @) ©© @\\ ((&ssolut@}ell c(g@pt of the vehicle control treated lymph nodes
S &7 w2 w
@ o\@ = @solué\v’veight of the test article treated lymph nodes
s0 eight of the vehicle control treated lymph nodes
Q \ h,@&z ht of the vehicl 1 d lymph nod.
Shorase

o

4.E§7\9aluati0n' * @ rafest art@le to e considered as positive the following criteria were used:
&Q @Group ndean SI value of > 1.4;
& %% @ar sw@mg >10% of the concurrent vehicle control
6. Statistic @ alues froated groups were compared with those from the concurrent
@& @ @ ve@ie contrdl group by a one-way analysis of variance (ANOVA) when the
Q §9 %gances were considered homogeneous according to a homogeneity testing
{% S, @ e Cochran's test. Alternatively, if the variances were considered to be

S @2@ 3 $ eterogeneous (p<0.05), a non-parametric Kruskal-Wallis test was used
Q S (Kruskal-Wallis ANOVA) at significance levels of 5%. Two sided multiple test
(9 procedures were done according to Dunnett or Bonferroni-Holm, respectively.
Outlying values in the LN weights were eliminated at a probability level of
99% by Nalimov's method.
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C. Methods:
1.Homogeneity and Not undertaken. @f S
achieved D @9®
concentration analysis @ @@
of the dose: Q & Q@
2.0Observations: No observations recorded. © o N
3.Body weights: Animals were weighed prior to study start, end of d%/ 1 and day 4Q § %@
4.Food consumption: Not recorded. &Kg w\?\ \ L
5.Ear weight: On day 4 of the study ear weig% of the sacri a‘@ animals meg§ured %@ &
using a punch to take a pieceof ear with a dfameter of 8 mm, weig@er§ Q&©
determined from this ear pi@ch. Q& . &© @
5.Sacrifice and All animals were kille@t rminal sagrifice ar@e le@nd ri@ dra'k%;ng @&
pathology: auricular lymph nodes t¥om each mo% ear-were exgised, woighed agd usedld>
for auricular lymphSnodes éht andrcell i&mt artalysis (asdetailed abovey,
Results and Discussion © W\’ é}? v é@ TS % <
3 & & R s 9O & ¢

, : IR S\
A. Homogeneity and achieved conce Y1§¢itlo \nal Nis: @ . Q S
weneiy afuinaiags O &

. »Cj . o g 3
Not undertaken. Analyses for achleV co:g%ytrat@z ho@g.en?? or st 111ty@ tes@?&cle
i ta @ur er

formulations were not conducted ag part ofpthis study, a8this isn

test guidelines. R S O (RN
. @ &@ @i@ @6 @@ S ©© ©©
B. Observations: N o O @Q o &
l.tClifli‘ctal signs of @I\%)t r@rded@. § @ (o4 s @ @(@ %@9
oxicity: N & ST
2.Mortality: . I\@ath@ccurrﬁrie u@,@ N RS o §
3.Body weights: § 03 b$veig]@effec@ere@%wed,@ith @nim@s\gaining weight over
the pegpd. O @
RGN
C. Necropsy: ©© ©\ S N @ & "
1.Ear weigh@ @J@ &Q statis@:ally qs%‘gnifjc@ﬁt% inc& (p €).05) ifZear weight was observed in
© anigahs tha&%ceiv@piro@ﬂne@oo g/@C at 10 and 50% on day 4, with
N %’Ve il@ases of 16%g@nd 60%; respegtively.

" &
2.Ea&©'velling: . @ o@aﬁs’tically sigifi HPincrease (p £0.05) in ear thickness was observed in
Q\ &anim@ﬁthag r@eived@piroﬁﬁne 569 g/L EC at 10 and 50% on day 4. The
@@Q % tri leve{}fz G ear swellingdfor determining a positive effect was
Q rved &a dose conce@iratm%@ 50%, with relative increase of 37%, thus
Q@ ©© @nﬁn&i ot at@e hii@st concentration tested was irritant.

2. Auricular Iymph @q{e € au 1@ ar l%@)h n@weights were statistically significant increased
@é’ & D %ﬁ

nodes vpight 0 ncentration of 50%. The stimulation index (SI) trigger
. 161 >1.4 for de&ni idg a positive effect was observed at a dose
S oncepiration @f50%, with SI of 2.88.
= el D - -
3.Auricular lymph nod Rel@we aur@llar @ph node cell counts were statistically significant
cell count: @° incréased@y <0.08) at a dose concentration of 50%. The SI trigger level 1.4
& %% dete?@ining%ositive effect was observed at a dose concentration of 50%,

ith SI'6f 2.3@ It is prudent to acknowledge that a dose concentration of 10%,
Q” theSl, whil¥ehot statistically significant increased was marginally below the
trigger level at 1.37.

&
N
SFe 8
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@W

\S3
€ > %\I @
Table CP 7.1.6/02-1: Overview of modified LLNA skin sensitisation study in mice treated w1thSpl% oxamine EC 5%0@?%0 g/L): body we1§1@ d@ir
observations \@\ Q@ ) ©© @@
. < ose level (%) ~% O A .
Parameter Day 0 @% Ry Q) 8@@ R @ @ @&ﬁ
Body wt (g) 0 28.8 £1.83 1. 83 2 I. 17 2&2>+1.47
4 28.5 +1.64 ,;g%%' ) 532 O 57720 82@ < N @©%5.7 11§00
Relative LLN weight index 1.00 < 0 % QO\ © Q@» @5/1%@@ \ O é\ 88"
LLN cell count 8270.92 £929.89 913 +3124.23, 1130 +43 ’ 2 3+1347.60
(10%cells/mL LLN suspension) 2 Q %g %’ @ <N 6@@ @Q
LLN cell count index 1.00 RS v\\ﬁ% &10 XQ\ & O . 237
Ear swelling 0 17.83 +4.68¢, 18067 +4 © @Y&g\zs +6 ggq, ) 18.17 +4.60
(102 mm +%SD) 4 17.92,45.03 ®) (@%18.58 A @ 19.5 @& '24.50 +11.48"
Relative ear swelling index 4 @A@f@ﬁ f@g\%\ e 24.04 @ g( @ @§ng @K O 1.37
Ear weight 3+46.9 5 @&%4 +5.50 .65+ 18.78 +11.41"
(mg/8 mm diameter punch £%SD) @@© N @& AQ i © =8 $ © & @ @é@%?& ° &%
Relative ear weight index & © A@.OO < D m@ @@%4 U@% QA s M.16 @gg 1.60
SD: standard deviation ° K K
LLN: local lymph node &@\ © ‘&© @K \\ @’&\ @K »\%@\ )\&%
AN R N e e
W o @ @ 1@
R I - S T T
\} O 5 ©
- « e 8 o .
&@%% o @\@X Q@QKQ @\&@
S VY @b \
P o g F
NN\ R N
<€ @ '@3\ O oo
o &
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D. Deficiencies:

When the study methodology is compared to current test guideline requirements (OECD 429, 201 @tﬁe
following deficiencies are noted:

- Radioactivity (incorporation of tritiated methyl thymidine) is typicallyi8ed to measu@e%
node cell proliferation. However, in the modified version of the test@nethodology r %porté@ n

this study, a combination of absolute lymph node cell counts, Iyynph node wgights ear,

test guideline, OECD 442A, which uses a bigldminescent @%thod utlhs@ tl@lu(ﬂfe@
enzyme to catalyse the formation of light from ATP and luci

- Collectively, the data generated do not fu %’ follow eit % OEQD 4 @})r 4@@8 t@
guideline, with the data only pr0V1d1 ppleme ary in atw@ Hoé\r he a
ingredient, spiroxamine is confirmed to b skm sen f@ser 1thudle@usn§ae Bueh er n’l@hod
and the Maximization method (CA 5,26/01 };@ 016 anA 5.26/02 [IV 006309-01-
1], respectively). Therefore, in ac 1th ex @Remn@@ 72/2 as&thf
generic concentration limit of th %gre ient within t tion g&Ceeds the trigger Q\'-" of
0.1%, Spiroxamine 500g/L EC&& class*fﬁed a@km ¢ sm%mon C@tegor@ﬂ H}i] (magRause
an allergic skin reaction). Q K é\g @ @ S

However, the results produced un the n@dlﬁe&LLNMet lod 010{§§are ed§ d, @%1 the data

assessed collectively with availabte data on e ac corfelude f A skinNsensitisation

afy
potential of the formulation, @oxa@%ﬂe 500%/L @Q S @ N

. R
Concl ) SN
onclusions % (%g @@ ©

Assessment and conclusmngl%y apgjlcant©§ 6@} § & - §

Assessment: T}'gdy is @em@hco@able @ m the@;t%mre@ents 1%384/20 13.

Conclusion: Unger t e@%nd%%:ns of'this study th @t ag@le S@mxe 500 g/L EC was
confirmed ‘L(%ﬁa skigysensitiser when ex@med %n mige empl ng a*hpn-test guideline modified

swelling were undertaken. This approach is dift;%?nt from the n@n-tadioactivity VCI‘SQ% of

LLNA met % heréfore, acdording to Amiex atiog(EC) 1272/2008,
Sp1roxam@5e 500 EC is clas@ﬁed %Skn@ensm@tlon@ategc&gl H317 (may cause an allergic
skin regégion). ((@9 I
/g 0 @) o . O U
Q\ N NS & Ry

N S
CP7.1.7 2 Su@em arg&udl\%yon the pla@@ protection product

No such stu@@ are@eces@?y sirfse the@ are cor@grns arising, e.g., from potential synergistic or
additive effects exerted b@he § e sy@ cgﬁg oth@r components in Spiroxamine EC 500 that would
require er 1nvest1ga§10nsQ @ @ X

S
CP\N.S xSupp@n n{@y s1es®r combinations of plant protection products

No such studie@'ﬂre necessa)gz; %fnce@@plrome EC 500 is not intended for use in combination with

other plant prtectiod\prod Q
@‘ pr RO
CP 7.2 @\ éi)at@@)n e@osure

Q
Evaluazgns 0s r“&f operators, bystanders, residents and re-entry workers to spiroxamine
whe\ﬁ>> sed @the 0X me EC 500 formulation are provided in the following sections. The relevant
re esentatrve uses for a essment of exposure are shown in Table CP 7.2-1.

@
&
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Table CP 7.2-1

Representative uses of Spiroxamine EC 500 (500 g/L) for exposure assessment

Q§©

Crop (field / No. of Application rate (kg | Water volume | Application equip@?t
indoor) applications a.s/ha) L/ha N @@
(interval) S S
Grape [early/late 1-2*(10d Max rate/appli: Q@ Tractor-miqunted 2
application] interval) 0.3 150°— 100 conventl(@l an@gs‘[
(field) % s@ayer @
[BBCH 13-85 / © g\ﬁ O @
BBCH 53-85] N @ < Q\ @
i ber of applicati AN \\JQ — QX —
a. maximum number of app ications per year @ & ® Q
b Produces the highest spray concentration % Q @)Q & Q) &@

The formulation will be applied to the represer&e crops 1\the El@oy
mounted conventional air blast sprayers for grapes ou@géors @

A
%

%9 S%%QIS gé@g tr—

Outdoor exposure estimates have been cagl ate %lslng éé EFgmofiup@dg@ed r@del @sec@@

March 2015):

& \ N
EFSA (European Food Safe uth%?:uy) @4 Gﬁw’anc@on thevass ent re of
operators, workers, residen @Q. d anders ln me@b tp @ctw@fmducts

EFSA Journal 2014;12(19}43874 @5 S

This guidance document was adgpted q@fﬁle S&dmmr@%

29 May 2015 and will apply. f&ppll&&tlon@ubmltt
on Plants, Animals, Food and
schedule for this guida
has been establishe

performed where an@&AOFL (a

Value Acutely to

typically derive@
has been propésed fi
acute risk to opera

The 1np@sarameters
o able CP 7: 2\% gr&pe
The default body@%%lgh%lsmgge

lantﬁm s, E od and Feed on
2016. The Starding Committee
24 @nuar%% to reVase the implementation
oiacut@xposm;e ass¥ssmepts where an AAOEL
andystander egﬁﬁosu@assessments can be
era;&} expc@ne 1, t%}led RVAAS [Reference
Active Sub&tgnce]Gn the EFSASwiode]@has been egtablished. The AAOEL is
@AP@? wit ora&%bso ton caﬁ?o@}md@ ere required. An AAOEL
pir amm@%a thereforg this @fere valucthas been used to quantify the

Q
S, WOL ers%md b§t nd%\@ @ N

d frofis 1 Jar@y
ed eed
e cogside
Opgratorgwor.
accgptabl

@wnh
ie. a

f@the @A ]@Cl calcula‘u@gs ai&owN@,

<
@
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Table CP 7.2-2 Input parameters for the EFSA model for the active substance spiroxamine when
applied to grapes (field) @ @
Substance name Spiroxamine
—— & @ &
Product name Spiroxamine 500 g/L ECY & @
\)L/ @ O\
Reference value non acutely toxic active substance %6%15 mg/kg bvz/d® ) 2
(RVNAS) N
o ©] o N e
Reference value acutely toxic active substance Q 0.061 mg/ké@/day@ %, &
(RVAAS) & .Q % QQ Q @
@ @ O ¢
Q o« O
)
Crop type | @@7 @V‘)éra peé@ @) & @
AERNCENCSENN I \ USRS
5 . 9 N RS IS S B
ubstance properties A @ N

L@
Formulation type %Iuble@ﬁcenté@, emu@\fflable é % & ©
%% o v N onc%trate,%g @j @
Miniumum volume water for application (Ii@kjs) @ & (<§ ‘450 L/l@y\g

Maximum application rate of active sub ce K & O @?§9 <O o @
50% Dissipation Time DTsg 8 W N NN @\j C} days@ %
Initial Dislodgeable Foliar Residue Q © 9 & @ Y OF mn off0|§ge/kga s.
@ . P e S ©
NSRS D « Q Dp md%
> A e SN
o N 0 QN %@
Dermal absorption of prodyct % @ ~§ i @$ @% %%\.EO% §
Dermal absorption of ¥q;use di %@ N f\ o ((;\K G 32.008/&
Oral absorption of gfive substance@ Q@ N) S Q 61.00%
Inhalation absorgiton of@%lvesa s@me‘l\a t . R @) N %@D%
Vapour press@ofac@e substa%e G& > low v&latile sub anceg€having gyapour
@ %© © Q‘& %N @© p sure 0@5*10—3%
N @y
& NN @
Scer@ % @ @7 @ %
In&r or Outdoor @pmcatlo @ @“ o & o> Outdoor
Application meth éﬁ o\© @% (;\K Upward spraying
Application eqépment % @ @,j\ﬁ Y AVehich@unted-Drift Reduction
Buffer strip @, Q @)@ . ©) ©\ Q @ 10fm
Number o?%pllcatl S @@ \\ Q\ & @ 2
Interv tween multlple applica s ’%&z 2 S d
Fpns oV 10|days
Sea (upward sprakng orch Qs onl ) I @ not relevant
@ﬂ @ "\
N @ R

CP7.2.1 @“ Operat xp@re Q

The applic ofﬁp%ox ne EC500 @00 g/L) to the various crops at the maximum application rate
and at a rmmmu@spra@@/oluge as indicated in Table CP 7.2-1 represents the worst case potential
expos % o@tors

The &perat (}@@ Spr%l AOEM (within the EFSA model) was used to estimate exposures. Dermal
tiongalues o 6@&nd 32% for the concentrate and spray dilutions of Spiroxamine EC 500 (500
g/L), respectively were used (see Section CP 7.3).

A summary of the estimated exposure of operators to spiroxamine as a result of the critical exposure
scenarios with and without the use of PPE are shown in Table CP 7.2.1-1.
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Table CP 7.2.1-1 Summary of estimations of operator exposure in relation to the AOEL and AAOEL

Model data Level of Total absorbed dose %AO0EL | %AAQOEL Referenc@&o
PPE (mg/kg bw/d) (0.015 (0.061 N
Long term |Short term Ill)lvgvﬁl;()g mg/ke b@@) @® O
oS NS
Tractor-mounted air blast sprayer application outdoors to grapes N @\
Application rate: 0.6 L product/ha (0.3 kg spiroxamine/ha) ~ %% . S .9 L
V)
EFSA model No PPE? 0.2023 0.3896 <U1348.99 @638.70 abl@l? 7.2-%
* 10ha/day’ | proective 0.0604 023320 | 40272, 9" 38235 @(‘np uphrameler)
e 5 m buffer garment* @ Q& . &© Table P @@l 1- ?@
e 60 kg* m@% 9 o (&&posure estima
PPE a-only’ |  0.0085 0.0401 é@ R 2\Tableep 72014
%& @ & @‘% OU@ (expo%re estx}flate)
1 Default value for high crops - tractor-mounted air blast yer @ S ¥ & =) & °
2 No PPE defined as operator not wearing a ¢ %11 ox{ % N @j @
3 Default body weight for EFSA model N @) Ko
4 Protective garment defined as operator W@mg Wark wea@lotmn&overl@ arms;@}dy egs éﬁ Q
5 PPE in the form of gloves, hood and VI@V r@%ﬁrmg qé%ﬁcatm@nly @7 @ @
g

@Q N, ‘ff’)
@ @ QS

According to the EFSA (201 %ﬁ@odql %alcula@’ns m§n b @)nch@d tha@zherﬁeratgrs are applying
Spiroxamine EC 500 (500 /L) out oors\% th represe%atl ﬁ@érop &sing actor-@unted air blast
sprayer application withoyt PPE, pptentigfexp e is 349% of th@OELN( .01%ng/kg bw/day) for
long term exposure, and'd768% of the @AO u mg/kgbw) for sh&ﬁ em@(posure Work wear
covering the arms, b and egds re@ylts m@ mar rcd@tlon%m systemic e@)sure but PPE in the
form of gloves, hoodand viddr d ap@caﬂo@ ired to tark red@g}e the systemic exposure
below the AOEL AAQEL fo@@ng&.@d short ter&o%@é re@ectw@

Thus, Spiroxa OO (5%0 g/k) can %used@ a maﬁer Ot 51ste§W1th label recommendations

without pot 1a1 @ t@ opefators s, ue@ﬁo t clalcat of the formulation (Skin

Corros1on/%1tatlon@’Cat H3@§ Ey, Dae/Im ion, Cat 1‘&];1318 Skin Sensitisation, Cat. 1,
od

H317) in the fi ve@ﬁd t@prot eye&?nd skin is recommended durlng
mixin ding and agp cat1®

Conclusion

S ®
CcP7.21.1 §stl%atw$§ 0&$at0£@;pos@e S

The Operator @tdoo &&)El\/ﬁm the@F SA @%dan@§was used to estimate exposures for operators

applying Sp@xamlgé E 00 g/ gr@s T@ EFSA glasshouse model was used to estimate
operator e%osure follo @)or afyplication.

The fol]@ng paral@gers angss& ptloni ave@n used in calculating operator exposure.

Table CP 72,111 Appl@mn@m for%era§

Cro@é&englg ﬂ@ S @rea treated/day Application rate

High o@or (@ps (gr{g@ %@h/day (default for tractor- 0.3 kg as/ha
@ §9 ounted air blast sprayer)
& & S

S SRS
& @ Iy °
¢ g v

&
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Table CP 7.2.1.1-2 Penetration and absorption data

Category of absorption Penetration/absorption Reference @o @
rate N Q§
)

Standard protective garment (work 10% General/default value for@ﬁa> S
wear covering, arms, body and legs) formulggons (EFSA, 2(‘)7%5) . &
during handling of the concentrate or & @\

application of the diluted product _ &% L © .9 5@

, ) &
Hood and visor (dermal exposure — 5% \a @neral/default@ue @

head only) < ©@ormulatlons @F SA 5) é\ﬁ é

Absorption of oral material 61&@ Q& Refer to I\QA Eectlon 5@ g 7
Absorption of inhaled material %o o - @n abse&% of%@mﬁc @ta
o A
SN S 2 W GEFSA015)

Dermal absorption through exposure O 1.6%o é\’ @ b@ P73/ %

to the concentrate (mixing/loading) % R 98018-91-1 @
Dermal absorption through exposure @} O\\32% o> &® %ﬁ) N CP§/03 %, §

to the spray dilution QKN A @ W\? M- 50081 O

AOEL: 0.015 mg/kg bw/d (based on th{WOAE@l theedog 1 -yeag,diet
assessment factor, correctlon oral absorptl n requi

@1 an &@?wau fa IO@fold

(AD gdata e rat {pd 1cate abso ion 61%)
AAOEL: 0.061 mg/kg bw (based on D int t, ac eur city atlon o% 100-fold
assessment factor, corr foro ra absorptlon re@fred 19%)) @

Standard methodology for dg%rmlmn th ote 1 exp@mre to%per@s rey g@es tl%t atiered approach
be adopted, whereby a Tlg@I assessm ucte inw c];1 it isassumedthat fo personal protective
equipment (PPE) is used @stl surere@ mgged withvthe EL of 0.015 mg/kg
bw/day and AAOE w, for longs d short tein sym e)&ﬁesure, respectively. The

6@@% usi the @9

default body welgl@r a&opera 1S SA @odel
The algorithms @ %%%lea&o pegator ex&%ure “Are embﬁd & the@@SA model and use data from
e. Thelinp arar&

ede

the 75" perc §&d to %@tlma@oper exposure are presented in Table CP
7.2-2. The outputs ofthe ERSA model are prese {ed in fable CR7. 2.1.¥-3 and Table CP 7.2.1.1-4 (Note:
RVNAS %%RVAAS arg the sagie asghe AOEL and O@@L respectively).

Table C% 7.2.1.1-3 Q%eratogo tdeor spr

0 g/ es (&
) apphk%)tlon @7

%OEM resg:zsquor field application of Spiroxamine EC 500
g ah%/ha) i 0% E — tractor-mounted air blast sprayer
L

St T O
Operator Model @ @ @ °\ N Nﬁa%g Ioad'gand application AOEM
Q (&)
Potential nger term systemlfefxposy @ @‘2023 % of RVNAS 1348.99%
exposure §g\;{ g/kg bw/day @ @
R, Acute syste%:%exposu% @ @ o\ 0.3896 % of RVAAS 638.70%
N (mg/kg bw/d¥y) @ Q §
Mixing and GIove@ﬁo U Clot = Work wear - arms, body RPE = None Soluble bags = No
Loading % $ and eBs covered
(\
Application &G%ves @0 @ v ‘@othmg:Work wear - arms, body RPE = None Closed cabin =No
@ <) § and legs covered
Exp Ure Lol@ster mmlcw“ure 0.0604 % of RVNAS 402.72%
(inclég PPE%&/kg bw@y @
tions
Acute systemic exposure 0.2332 % of RVAAS 382.35%

abov@@

(mg/kg bw/day)
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Table CP 7.2.1.1-4 Operator outdoor spray AOEM results for field application of Spiroxamine EC 500
(500 g/L) to grapes (0.3 kg a.s./ha) with PPE (gloves, hood + visor) worn during o
application — tractor-mounted air blast sprayer application @

o

S S
Operator Model Mixing, loading and application AOEM @ @® @
Y I
Potential Longer term systemic exposure 0.2023 % of RVNAS @ 1348.99% N &
exposure (mg/kg bw/day) @ @ L
- Q ¢ &
Acute systemic exposure 0.3 % of RYARS $38.70% "\
(mg/kg bw/day) %@ é é}’ Q\ @Q o
Q @ 2
Mixing and Gloves = No Clothing = Work wea& arms, body RRE)= None A So@ye bag@@o @
Loading and legs covere% Q& &© @ @
O @)70 Y & &
Application  Gloves =Yes Clothing = Wear - arms, bo% RPE @ood and Visor \Uclose bin =
and legs covered R S @ 6 . R
9 NN oy, NN
Exposure Longer term systemic exposure Y %U 0. 007@ % of R%&g C(@’ QlAS% % N
(including PPE (mg/kg bw/day) % (*@; @ Q Q @7 N
optiens SR S & v
above Acute systemic exposure N 720401 f RVAAS 65:78%
(me/kg bw/day) Q@ &> w\g \& S § (SEENS)
Q& & X & & S & ¢
. S S&FE T

Conclusion Q S S ©© @ BN

@ > S @
According to the EFSA (20155 odel\calcu ations if@an b&conc]@%d t%at Wher@perérs are applying
Spiroxamine EC 500 (500 @%L) %tdoor th@%repr tativé, cro 1ng @actor-mounted air blast

sprayer application withoépPPE, @ote expastre 1s 49% of t 0 O@g/kg bw/day) for
long term exposure, and '638.70% of the AAQEI ( bw) or sh&n te xposure. Work wear
covering the arms, b @gs Its in d reQuctlo systemic «exposure, but PPE in the

form of gloves, hoogand visor dutitrg a@aho@s re@% @reduc@he syStemic exposure below the
AOEL and AAO for @g anQ ortitg e&posuré@espe@@vel}@x @@

Thus, Spirox e E(&OO 00 g/Ey can @use%ffn a manner §151sté%1 with label recommendations
without potential grisks t Due Go the cla®1 icatidn of the formulation (Skin

%?rators
Corrosmn/F@ltatlon C e/Irrl@ﬁon @1’)18 Skin Sensitisation, Cat. 1,
H317) in the f(@n o§ nd hood ﬁpro@t ey&and skin is recommended durlng
mixing/Toading and. @llc

& g (PHcato § (& QS

A
CP7.2.1.2 @%rer@@%t pem@@jr eéposu@®
Not requlre@asse@ent fdeme &%at&@fe us@usmg@ﬁe accepted models.
S o O
CP7.2.25) By%andc@@nd @% f@exp@ure
Bystander and res1d@ expQsures %}sgere ccge@mng the EFSA (2015) model.
®o
A stmmary of the crltlc@AP@}mder @nsu@tlon is presented in Table CP 7.2-1.

A summary oe %gmat %xpo@re of@rstanders and residents to spiroxamine as a result of the
critical exp@re scenari shown ingJable CP 7.2.2-1 and Table CP 7.2.2-2, respectively. For
bystander& osyte, cachexpasure pathway (spray drift, vapour, surface deposit, entry into treated
crops) isdonsidered separat whereas for resident exposure, total systemic exposure for each age
groupsig the @ of me%ﬁ@alues of each exposure pathway. Drift reduction and increased 0 m buffer

stri@e incfided imth uation
ST
¢
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Table CP 7.2.2-1 Summary of estimations of bystander exposure in relation to the AAOEL using t@e&EFE model oﬁy&% & <O Ky
3 2
Model data Age Absorbed dose (mg/kg bw/d) @@ « @\QQ % AAQ@ @\ﬁeference
group Spray drift Vapour Surface defiosits Entr{in@) treated (©, @ { = l»\\9%
PR crops_2,- | b0 | o0
Tractor-mounted air blast sprayeia llcat outdoaQ gra e& 7 &
Application rate: 0.6 L pi;@@ﬁt/ha (Q.Ncg spiyo. ne/h%&\& oD Q (\& @@© (\Q
EFSA model | Child 0.1019 0.0011 OF 40006 o Q. oz%@ @1\ 7 - 1%04% @able CP 7.2-1
e 10 kg' - @K S g O @§ w8 (input parameter)
> ° 2
* 60 kg’ Adult 0.0565 000027 kS 00003 (T ©\0.6161 o 38 92619, | TableCP7.22.1-1
A @)& &\ (exposure
\ D & A @@ @ {(\& € estimate)
Absorbed dose values presented in bold exceed the assigned AQEL A @ ‘o O\ QY R @
| Default child body weight F& ﬁﬁ %© ot @ < © QQ@\@ @'@ ©\§®
2 Default adult body weight ©©@ < % @ 2 o QO @@ c
O QO W
Table CP 7.2.2-2 S f estlmatlon@Qrem \ expo el to th %L u the E \model
able ummary o tio O&@ p %li@ W @ %@ g\% @g&
Model data | Age QO & @ Absgibed dose\mgﬁég b%@ & &X@ LS % AOEL Reference
group Spray drift @}@pour =N Sut%a@ depoil @y intro & Al thways (0.015 mg/kg
© ted g‘op@ <\ (tmean) bw/d)
@@N Tra‘%@mou Air bl ksf)))ray pllcatl ‘ﬁtdoor@o grapes
S Applk@anon rate: 0.6°L prod a (0. Spiroxgminie/ha)
W Q) @ oY Bystandery, © | @
EFSA model | Child 0445 O QP11 :0:0003 \(@91 0.0541 357.93% Table CP 7.2-1
e 10 kg! @@ @@Q . Q@’ i %@’ (\K R Q (input parameter)
2
* 60ke AR 00247 g a0 (P geool (T oot 0.0293 196.36% | 1a0leCP7:22.1-2
@\ Q X\ QS (exposure
R @ @ﬁ[}% =5 © estimate)
Absorbed dose values presented in bgld exceed @&E@lgned \OEL ° < O
1 Default child body weight %]\ %’ N & &@
2 Defaultadult body weigh SRR © Q@ O
e \x,\ e O
©)
K %@@ < o ®
@@@ @’ o %@

b
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Conclusion

According to the EFSA (2015) model, child bystander and adult and child resident exposur@are ©©
significantly higher than the AAOEL (0.061 mg/kg bw) and AOEL (0.015 mg/kg bw/day), respgltivelyd
Consequently, whilst it is acknowledge that at present an acceptable risk g both bystatders
residents cannot be demonstrated following application of Spiroxamine EC @0 (500 g/L){\fo outddor
crops, an impending study to investigate systemic exposure to this populati% cohort is to @nd%@a eng,

R ° . X
A N @
CP7.2.2.1 Estimation of bystander and re@nt expos@ g}” ©\ @ @
X

Bystanders and residents are defined as persons who ate not inten%;@%y involved\% th@plic nar©

application related activities. They might be tempo' y located irgyhe vicinity Q@n applicatiap (in th&
in the Vici&ity of @% appHationgin th%follo@g
W & é@f D ® 6\ ~ §

%y
The exposure estimates for bystanders and r@idere c@@ulat@@usig@e E@ (@15) n%del. All
assumptions made in the model are explai%d in thy F{@guid@ce and are pef detaifed he@j @§

following called "bystander") or working or livj
called "resident").

Q

Four pathways of exposure are conside . \\ @} &6 & <\© éw N §
@ A w, ° © %, Q Q
e spray drift (at the time of ap@ati%@ RS § @’ §9 § @ %
N

e vapour (may occur after t@ PP}g@has b@n app@;d) ®®\ @b ©@ @Q N

surface deposit @ .5 v SR @ S @© N
° posits Q N <« @ &, @ % S
e entry into treated %g?)js. é& §9 @& oy S @ o\@ %

Summing all the exposure patl%ays, ea%w or§em nseQative %uld@ult@an overly unrealistic

result for bystanders, @grefo@% c]&@tbwa@s p ntefkspar§ly. & N

X
Itis conservativeb@sum{d for @er N@%essn%lt otal@/stemic expgosure is the sum of the mean
exposures from afbway, ‘with résidential exposures fased @the percentile estimates. The
worst-case de absQyption value 32%@@ th@\ﬁ%pray dilutio Spifexamine EC 500 (500 g/L) was
used to deriviedthe @te%@ema exp&ure{) (Soe Se on CP)7.3). @he algorithms used to estimate
bystander aid resident gégposur&%re e)églalne@’n the@FSA@ZOlS@mdance.

D
The ingife parameterscit shasn in ‘Fable CP 7.6 The adult and child (less than 3 years old) body
weights are 60 kg 3 IOQ%g, re@@ctiv@ Orii\absq@tion (applicable for children) is deemed to be
61%. N O O

9 S
The estimated@xpos Wer@@om@d i the@o of 0.061 mg/kg bw for bystander exposure

and the AOEDQof 0. m bwiday fer resident exposure.
ED §§é widay for residsn @i@

AN NS
. QQ

@%@

N S
@
N f@@@\@j@Q@@\
G @ © 9
gE v,
N O S
T & O
N &
@9@@%
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Table CP 7.2.2.1-1: Bystander exposure results for field application Spiroxamine EC 500 (500 g/L) to

grapes (0.3 kg a.s./ha) — tractor-mounted air blast sprayer application using the

e

model
Bystander-  spray drift (95" percentile) 0.1019 % of RVAAS 16708 & Llog
child  (mg/kg bw/day) > @ )
h > L Q
Vapour (95t percentile) 0.0011 % of RVAAS 1.759% °\
(me/kg bw/day) S\ § @@ 5
V=l % © Q K
Surface deposits (95" percentile) 0- % of @AAS 0.99% N @
(mg/kg bw/day) V‘ Q @@ NS 5 &
. Q > & |0
Entry into treated crops (95" percentile) @\6‘0291 & of RVAAS Q 47°58% O @
(meg/kg bw/day) R o & A ©
%@7 @ Q S) Ca @

Bystander-  spray drift (95" percentile) 0.0565 @y %ef RVAAS 92.64% Q>
adult (mg/kg bw/day) ' @Q @ v %@ @6 N v
Q @ PSS

00@9)

Vapour (95th percentile)
(mg/kg bw/day)

o

Ty
/

Q o, of RERRS

NSNS

Surface deposits (95th percentile)

L
@
(mg/kg bw/day) ©Q ;zg% SRS

N %@b.ooog,\& @pof RVARS N @% o

NSRS
& N @% §y %@J)
Entry into treated crops (95" ped@ntile) .0161 @ b AS 26,46
(mg/kg bw/day) @1 © @ Q% @ 63\\/ ©©> ©@ A
@ R KON @ @ S &
S TN @ g O
Table CP 7.2.2.1-2: Resident expo@w esgl% for@ld ap@canm&pl@amm&%c 509,(500 g/L) to
/

grapes | 3 kg
model @ © ® @

K3

ha);~ tracfor-mounted blastt\spray@@pp ion using the EFSA
Gy @r @'Q @% @f

S

@4
Resident-  spray drift (75%percentil ] Q @ S O:%EB N %o@ NAS & 296.56%
child (mg/ke bw, & @ S N N)
S . L @ @
Vapouf{zs" pe%qme N N 00011@ \g%of NAS 713%
(mg@w/da@ ) é K@' § %
- f@
tace depcdits (75" parcent@) % @\ @%003@ f RVNAS 1.68%
°«Jme/kg bw/day) é}’ v @7 & o N\
&@ A A Q
Entryinto tre t;ﬂjcrop‘ﬁ\g\sgpe%ntile) @ °N 00281 &y %OofRVNAS 193.72%
(mg/ke b@ AN Q. O v
e
All pathwdys (m o 0.05 % of RVNAS 357.93%
mg/@bw/d @Q @)@ . @@7 ©\ § @§
Q &) AN °
Resident-  spray drift (751 perc®,|e) © R @g@ @%247 % of RVNAS 164.38%
adult g/kg bw/day) N @’ﬁf’ . %
ZBES) S -
Vapour (75" entil% N &7 X 0.0002 % of RVNAS 1.53%
oo (mekebwigy) Y, (o @ @
N O N Q a
Surfacgdeposits (75{h per, Ffjle) @ Q& 0.0001 % of RVNAS 0.71%
iy O
‘”\a
Qy.m reSted cpaps (75" gercentil 0.0161 % of RVNAS 107.62%
@&ng/kg lj@/.&éav) @ §’ &Q
S Q
w,> Al %%ways*&saan) S 0.0293 % of RVNAS 195.36%
& r@bw/ R

Concl@ﬁl

According to the EFSA (2015) model, child bystander and adult and child resident exposures are
significantly higher than the AAOEL (0.061 mg/kg bw) and AOEL (0.015 mg/kg bw/day), respectively.
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Consequently, whilst it is acknowledge that at present an acceptable risk for both bystanders and
residents cannot be demonstrated following application of Spiroxamine EC 500 (500 g/L) to out, @
crops, an impending study to investigate systemic exposure to this population cohort is to be unde @

o @® @

& N
CP 7.2.2.2 Measurement of bystander and resident exposure @ "\
Since the exposure estimate carried out indicated that the AAOEL q{? AOEL for@yst g@rs a@
residents, respectively will be exceeded under practi& conditions@f use, a s rovu@ a
measurement of bystander/resident exposure is to be undertaken. Theé@entlon was tfat th1 k@@uld &
have been conducted end of Q3, 2020 with discuss@it with the oratory und&aken@ 02@
However due to the global SARS CoV-2 (Severe e resplratory ynd@fne @nav s 2) p denuc
declared by WHO (World Health Organisation)~ag PHEIC (P@hc Hé¥th ;s)f %m \- hal
Concern) proposed start dates have had to be delayeddyy a c@aplet&seas% it study due%g start
June 2021 and the draft report available January 2@ Th@was @ ed ingp the Qrotoc r10r to
finalization. A statement from the contract%rgam@ﬁaon ¢n be (@am&l if re@ested@ @7

@

Dossier Draft title @} \\ St@y ID& W;\ Plagned %bmms@
node R BN NS @;\9 <
CP determination of bys@der re@ent $20-03916 ®\ @\)j @%lnd@ Qua%@er 2022
7.2.2.2/01 dermal and inhalationexpoggre to & Q @ &Q @@) @

spiroxamine dulﬁ@foharyﬁpphcat@’n > @ Q @ '

Wwo wine grapesJn n orther and x> o s &@ .9 L S

southern Eur&)e (%% @ @ Ko SRR

Fra <

N v
CP7.2.3 wégker @%o%fﬁe S 6@ O & O
Worker exposuress§%n re&entry @eat b rops@ermat@ usmgge EF%A (2015) model. As there
are manual harvesbiig acivitie “&ssocwi%ed with the 15 1ve s, COIN Sequently re-entry activities

involving contéﬁwn cated ops%mclud@rop 1‘i§specg)n (de @ed té&laast no longer than 2 hours) or
harvesting ac@itie§ ho%@. O« (C’@ Q ©) @
A summ r@of the estimated e&%s@f wc@ers to@sypl mine@s a result of the critical exposure

scenark@vlth and Wlééut tI@ se of\PPE are sho@ in Fable C@7.2.3-1.

Table CP 7.2.3-1 @lmmaﬁ‘y o@mat@ns of @‘ker&p ﬁn relation to the AOEL
Q

Model data ~ @ev@? PP&@’ - Total gbsorb % AOEL Reference
©@ J Qose @/k bWid) (0.015 mg/kg
N© O o bw/d)
EFSA mgdsl Potential sxposyet| 2 0663 13775.62 Table CP 7.2-2
e Gra \@9 Q N (input parameter)
« OQutdoor S S N~ Table CP 7.2.3.1-2
. @3’ kgasha ™\ @rk ‘i@ Q @96957 4637.79 (exposure estimate)
e 2 application_ ) @ &©
C WS T ;
S " Wetkwear ---
@ loves &
& N RO

1 Now ear @) © §

2 Clo%Fl & coveting an@\é bod
3 Daga fiot aé%ble %{&’Qh EFSA model to estimate systemic exposure when PPE are worn

Céﬁ%usi@ @

Accor to the EFSA (2015) model, worker exposures are significantly higher than the AOEL
(0.015 mg/kg bw/day). Consequently, whilst it is acknowledge that at present an acceptable risk for
workers cannot be demonstrated following application of Spiroxamine EC 500 (500 g/L) to outdoor
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crops, an impending study to investigate systemic exposure to this population cohort is to be undertaken.
It is prudent to acknowledge due to the global SARS CoV-2 pandemic, this work has had to be delayed S
until the 2021 season. @, S
S S ©
2.3. imati @
CP7.2.3.1 Estimation of worker exposure IS o &

The exposure estimates for worker re-entry to treated crops are calculated usmg@ihe EFSA @015 del.
All assumptions made in the model are explained in the EFSA guldanc&ﬁ%d are not d@lled re. .;,g@
summary is provided. @, @x @«z}a \ @Q @

For a conservative Tier 1 assessment, it is assumed that no work wea@om Howéer, 1&@@0% red &
that workers will wear clothing covering the arms, b@y and legs er normal @ums&ces and th%%

this is a more realistic scenario. @) @ & @}

The initial DFR (dislodgeable foliar residue) was estlmgted @ng th&conse@vatl efaumassu ion
that an application rate of 1 kg a.s./ha corre nds @ n i %1 D{% of 3 g/c > This ﬁ?FR estimate
becomes even more conservative for days fter a C&tl%ﬁ xarn is ex e@t ‘@ate and
degrade on the foliage over time. No de% ofgesidues between applicati nd Wor eas
considered, which represents a worst- c@e ass,u%pﬂm@?" he &1m appidgatlo e Spiroxandiy e

500 (500 g/L) applied to the repres@ atlv&cro to e@ 1mate; &Wor@ase entla@)vorker

exposure after application for the p% cul %Vhl@s@ 01;1@ ex@ way'bei stlm@ed. In the
absence of DFR data the default I@ \ lue ha%)een gsed. @Q Q @Q @

In the absence of data and ba, «- on @%’ EFS:@;;U]C@%CG @@foll&mg tre@sfer@oeff%cnts (TC) were

assumed: %
s O S o © @ 2 o
X
Table CP 7.2.3.1-1 Sumfhgry of; transfef@oefficient values fofrepresentatiye ero
ot o s oy
Crop é\ﬂ o 2 (@ansf&g coef@ent Gem?/h)
@ Tota r@yexp N @i‘ms@ody, 1€gd S Hands, arms, body,
q cgvered,. Y legs covered'
GrapesQ & 30000 \ V101 oS -
1 This assun@hat PRE’In th@)rm of@%vesq&rué@@om.%r gra@ how TC values to model this scenario are not
available & o .9 @) @
Table CR:2.3.1-2 Wogker e@sure@-g term ex Qﬁ@ults&r field application of Spiroxamine EC
50@500§ to grapes@fi’; kg\ ha)
Worker - Hand Potential sure K K %663 % of RVNAS 13775.62%
harvesting  (mg/kg ﬁ:ﬁ) &@ ‘3\9\ @ S @
Working clothi v SYSEEN N % of RVNAS 4637.79%
(m;@bw/dﬁ@% @Q O © 0O %
W}r\ﬁ/ing clothing a ves @ % of RVNAS
%\g/kg bw/day) n@% § %V—,Q . @@@ @
& = @ S Y N >
Conclusion % @ @} \©

Acc\ordmg to the EFSA @15 @ode v%rk&@xposures are significantly higher than the AOEL (0.015
mg/kg bw/day)@on equenglyy whilst'it is knowledge that at present an acceptable risk for workers
cannot be dg@ons éf%d fi w1ng§apph@t10n of Spiroxamine EC 500 (500 g/L) to outdoor crops, an
impendin& dy %e invegfigatexsysteriio exposure to this population cohort is to be undertaken. It is
prudent @acknﬁdg&ue t@@g global SARS CoV-2 pandemic, this work has had to be delayed until
the 202] sea@ S
@ >
CQ@Z@ Meﬁrement of worker exposure

) ©

Since exposure estimate carried out indicated that the AAOEL and AOEL for bystanders and
residents, respectively will be exceeded under practical conditions of use, a study to provide a measure
of bystander/resident exposure is to be undertaken. The intention was that this work would have been
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conducted end of Q3, 2020 with discussion with the laboratory undertaken January 2020. However due
to the global SARS CoV-2 (Severe acute respiratory syndrome coronavirus 2) pandemic, declaregd, by

WHO (World Health Organisation) as PHEIC (Public Health Emergency of International Coxgern) &
proposed start dates have had to be delayed by a complete season, with the study due to start J ne 202 10
and the draft report available January 2022. This was incorporated into the prot&él prior to f{@izati@}.
A statement from the contract organization can be obtained, if requested. @y O\Q
3 ¢ & o
Dossier Draft title Stud)@ @§ Plann%&ubn@?ion @Q
node Q @ A ©&
cp Spiroxamine EC 500 Determination | S20°03917 <. Fl@ﬁ Ist @arte a2
@
7.2.3.2/01 | of worker re-entry exposure to % R &° & & G &
spiroxamine during shoot lifting Q@ N @ Q \© 9 @@j
grape in northern and southern w &" Q@j %\ %@ Q> \% 7,
Europe Q @ A @§ 3 @§
Y @ R T e 9E& ¢
LSy NS
o O @ . S & §
CP73 Dermal absorpti 4\;{ g&\ N v\g© @3\9
oY & .8 X w

An existing in vitro dermal absorgtion stffdy cofductedn hgaan sl@? an@%terﬁ d mg%cordance

with the current EFSA dermal “absom@tion glda con des&@rm Qabsorption for the active
ingredient, spiroxamine in t%@plmg?ﬂmne SG@afon&tlo "o be 156%. & nev&n vitro dermal
absorption study conductedwin the same“@%m a spra dllut@n repyesentative of the GAP
confirmed that the dermal @Bsorpté of a@ray tlone uivalent to /L 16%%111ut10n) following
an 8 hour exposure is 32%. The Value@ver d i he nédietary rlsk\g sessfent. Study M-398018-

efefdo bas@ine d@swr)\ e to‘nw r@&overy Values obtained.

01-1 supersedes M- 304§§6 01§§

&
Table CP 7.3-01 &rm@@bsor@on vﬁes for% n@asse@@lent @

INAN

Endpoint, © R N ¢ Dermal abserption vilues § Reference
S K Co@entrat@ 00 g/I@@ G 1.6% CP 7.3/01
Dermal pefigtration 1 =y DL E @, M-395018-01-]
3 &Spra %Lblutlo 0.3 1:1667 dili#tion 32% CP 7.3/03
@\ % (($ @ ]QK M-761550-01-1
<> R @
In vitro dermal@so &to unian sk'ré’ & S
> s O
o N F.O & O @
Q O 0 SN S D
¥ o K £
3 S .9 9
& R T N
i AN NG ERAN)
N (g @\ R Q
@" S @ S
sy &S 8
@ < Q & ©@
¢ & ¢
<< O % S
S &Y
€& &
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Data Point: KCP 7.3/01
Report Author: o
Report Year: 2010
Report Title: Impulse EC 500: [14C]-spiroxamine - Comparative in Vl%dermal absor@n i
study using human and rat skin @
Report No: SA 10186 @’
Document No: M-398018-01-1 A ﬁ 2
Guideline(s) followed in | O.E.C.D. Guideline for the testing-of Chemicals BN o\k@ é%
study: Skin Absorption In Vitro Methqguldehne 428@&prll 2004); .C. \.Q\ @
Environmental Health and Safety’Publication Seties on testingZand Agsessm
No 28, Guidance Document 4pr the Conduc& Skin Abson@ion Stl@es (
2004); European Commis Guidance D@ume@) on Degmal A{sorptlo &@
Sanco/222/2000 rev. 7,4%irch 2004) ) \@
Deviations from current | None 0 &3 °\ . %
test guideline: N 2 N &% /@@J 6 S e
Previous evaluation: yes, evaluated and acceptéd, @) CHER Y KN =\ °
RAR (2010) % © @ | O & g

. <
Yes, conducte{undeﬁ@iP/.bﬁﬁmall&@cognfgﬁ tes&hé fac g&:es w

GLP/Officially
recognised testing Q g& % N % N
facilities: & X o \Q &
Acceptability/Reliability: | Yes S @ S
S
Executive Summary @ w\g@ @’@ @0 @ @ ©© @©® A
) @

The dermal absorption of sp%ﬁﬁa
using human and rat skin i@@vitro
(neat formulation) and ahb in-u

was undertaken on b
element of the stud these

The dose was applied at &
charcoal filter fof’an e%e

rlme%tal pod 0 h "Fhere as an @rim #eash at 8 h post-application and

a termmatlon@ash

ine fro@n e@ulsﬁ' b%: co&cent t@(EC ormul@lon was studied

Wo cebicent ons w re tested a@nc guate fort tfaulation of 500 g/L
spray@ehlut 11utez§9 formylatio)> Although the study

and@at skiw) h es rlmarﬂ{ the human in vitro
lu@are gd f0 sment Q S

uL/cm” to Eﬁmnat%{,ned/ ﬁ thi ess

in accluded, with an activated-

@ we
The skin- {%hples froms%t leagtfour rer@donors w% ffed into flow-through cells and the
diffusigitgell placed Svaterbath tamgd at per& e oé’z +2°C. The absorption process was
followed by takin ple theqecept uld\Eag 's medi gﬁn supplemented with 5% bovine serum
albumin, at recor 1nterV ugh(mt the erm@ntal %erlod
The distributig @?f s wi @ th est @e a 24 h absorption profile was determined
using liquid«sg) tillz@on c \Befmsg ndug e main study, a solubility assessment and dose
homogeneity were carrie ée b r1ty§s also assessed via trans-epidermal water loss
(TEWL surement@f the sarfiples. @
The mass balance fG@E *C: 1ro@smne @the fé%ulatlon concentrate and spray dilution were 97.53%
and~106.70%, respettive @\ Q @

The study demé@strated tha

over 24 h foxcthie f
18.21 £2.
current

& &
&

0, TE8PECtV,
@danc@ on

assess@glt 15‘“% a%i 23
LSS

e s,r(gi' o\@gpiroxamine absorbed through human split-thickness skin
concentrat 0 g/L) and spray dilution (0.75 g/L) was 0.63 +0.47% and
, as@@easw&} in the skin, receptor fluid and receptor chamber. Using the

al Absorption 2017, 15(6): 4873, the estimate to be used for risk
r the formulation concentrate and spray dilution, respectively.
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Table CP 7.3/01-1: Spiroxamine 500 g/L EC: summary of the mean dermal absorption results’

Test Preparation: Test preperation 1 Test preperation @o

Target concentration (g/L) 500 0.75 - @

Actual dose (g/L) 462 S 068 &P .

Number of replicates 5 @@%\ 4 8 7

Recovegy [%] m@ K 2

Mean ‘ S.D Q%P Mean °\f $D A

Dislodgeable dose N @ @) \ﬁ\ @

Skin washing after 8 h (filter + swab) 96,20 3.8° 75260 [ 93 O

Skin washing after 24 h (filter + swab) 021 @6 ﬂ@6 N éh@>3 %

Donor chamber wash P02 003, 9| Qb5 | _ 077 8

Dose associated to skin Y N @y K\ %J &

Tape strips: strips 1 +2 A Q;@ Y (1\8 o 3.77

Tape strips: strips 3+ 19.23 @Q m@@fﬂ < Y16 é ﬁ06 g °

Surrouding skin + swabs w\\ﬁ X @0.0x %.0& ﬁQ 0.05 S 0.0}\{@

Absorbed dose @% . @ &V 6& RN D %,

Skin Q A 838 037 o] B o] 250

Receptor fluid @ 022 2016 | V14.228 [ 9259

Receptor chamber wash R 0,00 Q\?f 0,00 o 0.§6 N.D

Total recovery’ \3@ \;\a ‘W oopsT @ @j®3 N 569 & 1.26

Absorption essentially complete at end of stu

(>75‘;fabsorption wii]hin hzll3 E}t%e st dur@ @ @3 N(;)O& @f@ \@ & 6I;IS

[Y%6Absorption at tos] 0 & @ & [ Z('\\%A’] %, — [63%]

Absorption estimate normaliseds) & a \JJ@ _ No é C&‘\ﬁ @\g Yes

If no: S S

Absorption estimaig@ © § Q@ § 0.8§9 @ 0.60° | S 2137 1.28

= absorbed dose + fape s‘n& 3+£ R L9 §2 § Y

If yes: AN «

AlZsorption esgigates @6 © & K@j (@%\a& N@appe @% Not applicable

=absorbed dose O o @§ O

Relevant.absbrption estimafe’ ) N &) S Mz 23.42

Absoq@n estimates @%d fo@nsk as@ssm&n@5 6 Ql Q) 23

1

Values may not ¢
According to the
normalisation of@bsorpti

In accordancg,with th
second tap@p po
h

2

3

absorbed dose.
5

a te ex;

§§s Gui
esti

SA

rd to@

alf of the stud

R8levant absorptichgstim

orption values correc

in the firgt

Dm@ oot

the Guidance gn @&rmal &hsorption; 20174
on @bsorp

s

danc

N.Dhot determined, based offpnly o@value

Materials ani@lztl%d\s > @@
& E Ve
> L& &S
S @ Q
O SRS
$ Sy
& & <

&

i

AN SN
as ;o@ed t@e req@d number of significant figures.
@)

10n (

S

N

%(%y fro e rep@ due o\ound@&g of ﬁg@%s

ance erntal Absoué’on, c@s with insufficient recovery (< 95%) can be corrected by
ﬁ 9%6 reg%@ry.

&gn De Abs

apiﬁgp) is eQn 1dered poten

A Journal 2017;15(6):4873) the radioactivity in the
%ly absorbable if less than 75% of the absorption occurred

or v ’%%ity @an -h;{g SD (n=4), (mean + 1.2xSD (n=5)), based on Table 1 from
asedsqn the addition of tape strip 3+, surrounding skin + swabs and
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A. Materials:

1. Test Material (non- Spiroxamine @o @
radiolabelled): Q\ §
CAS number 118134-30-8 ©© @ @
Description Yellow liquid s O\Q
Lot/Batch No.: M28197 % S S o
Purity: 97.4% N SN &
Stability of test Confirmed stable for the durat1®of the study gfxpny date: lﬁ%cto 201 H@ &@
compound: y\g Q@ é\” ©

2.Test Material [cyclohexyl-1-1*C] Splro%ﬁhne Q . &© @© @Cz}
(radiolabelled): /j N @@) Q & % @}

(N NS
N @ @ 6 o, %
N @@ N - S
Gy ol A A O e
2 @ R RS o & ¢
NI NS O
S sy o & g
SR, ¥ & & o
Ll > O OO s
o O © O O S
v S o & °© D«
*@notes%he p@lon of @ labélled at@% & O
Lot/Batch No.: S Pl 0 @ @& Qy S N 2] o
Specific activity: / ~ @ %>
pecific activity: q/mg) & S R ) QO
Radiochemical % 9@ & @ 6@ RN - Q
purity: o8 "\9 Q %\ Q) é& S

)
3. Blank formula & &Nog @hcq& pemﬁc@?mla%@ for@ulatior@ were prepared by Bayer

CrapScience AG, Developrent @ L
. D e & L
ot/Batch@ QS Bpt app@abl % @ @
Storage onditiofs  “Wot llcabe & § © %,
Nomm@%speuﬁc g}a N@pph Q@ \@7
gr@fi@/densny @ ©) ) @ %G Q\@
4.Test ski N DA @ S AN

Sests. in: § & ISEEN 6&’ é& 5

pecies: © % H@n é\a Y & o

Sex: @ @Q e ©\ @) g
Age: Q ©

Site: %
5. Pre&tion of dosing

Ab@en@% Q(@ %,

Fo S§10ns c ﬁnl 4C]-Spiroxamine were prepared at Bayer CropScience

selutions - @%G elopi@gnt. The neat formulation contained a nominal concentration of
N > 00°mg spu@ami mL and had a radiochemical purity > 95%. The spray
@° u on c@ptainedia nominal concentration of 0.75 mg spiroxamine/mL and had

& %% dlog@mcalﬁnty of 95%.

AN

©@
B. Study@g n@nd %@ od§ﬁ

LIn life datessy,
2. Sl&*n pre@tm@
& &

&

@August 2010 to 24 September 2010 (experimental dates)
*Dermatomed human skin were obtained from a tissue bank. The samples had a

th1ckness ranging between 446 and 565 pm

Prior to dose application, skin integrity was assessed by measuring the trans-
epidermal water loss (TEWL) from the stratum corneum. An evaporimeter probe
was placed securely on the top of the donor chamber and the amount of water
diffusing through the skin was measured. Any sample with a TEWL of
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>15 g/hm? was considered potentially damaged and not used. Replacement
fragments were also tested prior to their use.
3.Solubility of The solubility in receptor fluid was investigated by mixing a volume of @ 6

Spiroxamine in the
receptor fluid:

4.Treatment:

5.Sampling:

Spiroxamine with non-radiolabelled test substance, equating to the max3

dose to be applied to the cell. This was dissolved in ap imately 3 mg, ota®

cell volume) of the receptor fluid. This process wasgtended to sinfulate tie:
maximum and instantaneous absorption of the applied dose. The samples

left for 24 hours at approximately 32°C. Thereafte samples we@centr@ﬁd

(3000 rpm) for 10 minutes. Thr@hquots were@nalysed by 11%% scintillationd>
counting (LSC). If the achleved%ncentratlon re at least tefime er &@
the determined solubility co&centratlon the solubilityd Uhe tor @md O
was deemed to be sufficieno reduce an@k of back d1f@1on

A flow-through dlffus@H system was 6 thls skm exposu

area was 1 cm?. The r&é&eptor fluid w agl& ed su emen 0

bovine serum albun&n and @ﬁtam@n (SO%Q;Ig/L) 7.4: {he red@ptor

fluid was pumped @rough%t a mL/ @hd st b&magn ¢ bar.
These cells wergypositi in @mmf eate irculat{pg W@ §
maintain a skinsurfacedemperature %32 i2%§ A s§ se of 10 xL/c qr\@
the test pre tlom{ app%l eve&ly oveéhe suiface of §@skin membra )
filter cont@lng &tivate %arc ed 0 e to the ion'®

trap any, }@centl p1r00)% 1ne&@ W 1 e. T@
assaye@%y LSC, us% dose@ghecks en re
pro

A“@rptlo‘m of @ Splr@’amm‘é% from te% prepar@on w@S assessed by
é%ﬂect@%g fract@ls of the recepgor fluidat hourclg interv@s for 24 hours. Receptor

paratfons were
afte&%he dosing

@ﬂuld s@nple% re hed at2, 12 and 2 surezo\? correct flow rate
d.

§’@§

(CEENN
o O
v §

N R
A& @

! eated skin an

maintai r-ﬁ‘ d was termtmﬁted h post dose. The

Cf§ n filfér was @nov nd ¥ t sis. T n was swabbed with

v een@) in phospha uffer s ine ( S) using natural sponge swabs,

untjl foradi @tmty was Cted Wt elger unter. A new carbon filter
}laced Y0%3 to %ﬁthe dkﬁfusm@l Wl‘@ the @cess was complete.

4 hour&er agtﬁ&catl er wa@moveﬁﬁmd retained for analysis. The

he skf@adja& to th®treatniént site (surrounding swabs) were

swabfd. Th%strat@ cornéiin w remoy& via the application of Monaderm

a ive The tape Qvas apfied foxS seconds and removed against the

(@ctlon 0 hal@mwth@le prdbess Wa@epeated until the ‘shiny’

§§> &%pe@ce of@e ep;@\’rms%gas evident. The skin surrounding the application

2 &
)
@©

6. Radioass%@

site Lg{\ﬁ g sk@’ was s@)ara@ from the treated skin, both elements of skin
retal@d for. Y%‘a.lym@ N

@il sam@ es red.] Qcmtlll@jon fluid were subjected to LSC. If necessary,
n@ wer ssol diluted in an appropriate solvent prior to LSC

A@radloactlwt eas@ments were performed by LSC using a Packard 1900-
a

scigtillatiog; oun mples were counted for 10 minutes or for 2 sigma %.
N @ R 3| 1 d for 10 for 2 %
N Y § eceptor ﬂﬁ@ Sc@latlon fluid was directly added to each receptor fluid

@° sa@ﬁ%’le angfo thegeceptor chamber/outlet tubing contents and analyzed by LSC.

SN
& S
% RS

1 swirby: SW&Q were solubilized using Soluene and analysed by LSC.
ape-strips. if@lividual samples were solubilized using tetrahydrofuran, prior to
the 1tlon® scintillation fluid for LSC analysis.
Clircoal filter: Filters were combusted separately, the radioactivity trapped
fore LSC measurement.

Q© @@ 703 @kin membranes: Each membrane was separately solubilized using Soluene and
N

scintillation fluid added for LSC analysis.

Diffusion cell components: All components were separately soaked mixture of
acetonitrile/distilled water (50:50 v/v) for 12 hours. Following this were assessed
with a Geiger counter. The samples were weighed and duplicate aliquots
analysed by LSC.
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7.Data interpretation: Calculation of dermal absorption parameters: Dislodgeable dose (skin wash 8
& 24 h + filters 8 & 24 h + donor wash), unabsorbed dose (total dislodgeable.
dose + stratum corneum + surrounding skin & swabs), absorbed
(cumulative receptor fluid + residual receptor fluid + receptor chamber fash) @y
and dermal delivery (total absorbed dose + exposed skin @e reported asﬁ
in OECD guidance document No. 428. Pote@ly absorbaBle doge:
(complete/incomplete absorption) are reported as
Guidance on Dermal Absorption.

Results & @ < ©\ @Q

A. Dermal absorption: & &© Yy Qo &

@ S O
1. Solubility of the test The solubility of spirox e in the recep ﬂu@fndi@d th concer%atiom
item in receptor fluid:  of 100 pg/mL of rece fluid. The imal Bhcentration & er g/p?to

(per hour) during, the st@y 94@/m ieved “solubility
concentration was €6.84 f@id grefiter th he @tor Val e.
2. Dose homogeneity: Based on five quotsagie do® form@atlons ad oefﬁo@nt o@atl

between samples ra%ed befween and %% f@ all formulati §E§
(concentrat@ nd -spray d%tion)& her@re, the dos@ 0 ‘f&latlon

considerediom ous. v N
3.Skin integrity test: The integrity ofghe reperted skin samgpl ith e ac tabl@crlterla
(absor‘@on (%5 g/h 2) All@ata is sente@n fu the ort. ©

4.Neat formulation Six @mpleso hunf@ splitsthickné@s k1 mbra@s o@ed om 6 different
(nominally 500 g/L): Ohors were dos@btoplcally w1th£§4C xaggne neat ormuf@tion (500 g/L).
Overqg% the ﬁsorpt@% profiles looke d @slar foPall ples, with the

.. ©@absorpton o §roxa me @e@smg\g 24 h\@@ t dose, The mass balance

fon%gl indjvidual +£10%, With thegxception of Cell HOI,

c l&(@a mass ala@ <90% of tl‘® pplied dose: refore, this cell was

@ reject her afglysis @he following r&ults afeprovided as mean values
S %

=R the wash at §ft, 9620% ofthe applied dose of [*C]-
@Q \© Spisgoxa ne Wawl%sh “Off. At h p %os & Yurther 0.21% was removed
@@ ©© @rmg t@ ash. @ proportion @ the dog®applied’was recovered from the donor
° 73 ssghamber (0.02%), %; 3%@ and @:eptor‘hamber wash (0.0%). The mean
tot over\was 7% otthe hed
5. Spr&@lutlon SixSamples of human sp » {othic embranes obtained from 6 different
(nominally 0.75 g/L@ Q ors, were doSed topic y wit piroxamine spray dilution (0.75 g/L).

Q\) &Over@ the @ “&@n prafiles 1 ed similar for all samples, with the

@ ab tion \[14C 1roxa e igpeasing to 24 h post dose. The mass balance

% g p
Q 111 @@mpl Qvas 1n 100 £10%, with the exception of Cell HO7
Q@ ©® d HOJ ad 5\ ass a ce >110% of the applied dose. Therefore, these
@ ell ted analysis. The following results are provided as
% medy Val ng the wash at 8 h, 75.26% of the applied dose of
o\@ [@] Sp1roxam1 shed off. At 24 h post dose, a further 5.86% was
" AN €moyv, duru@%he wash. A proportion of the dose applied was recovered from
* nor chéinber 5%) skin (3.81%) and receptor chamber wash (0.56%).

N

@ T& ean@tal re@ ery was 106.69% of the applied dose.

C. Deficne % gj

N X
one. @& @ §
Concl@ns S

@ssm&@t and@y)nc@on by applicant:

Asse@ent: This study is deemed acceptable and meets the requirements in 284/2013.

Conclusion: The study demonstrated that the amount of spiroxamine absorbed through human split-
thickness skin over 24 h for the formulation concentrate (500 g/L) and spray dilution (0.75 g/L) was

fined in %SA 7
"3 é&l K

@
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0.63 +£0.47% and 18.21 £2.31%, respectively, as measured in the skin, receptor fluid and receptor
chamber. Using the current EFSA Guidance on Dermal Absorption 2017, 15(6): 4873, the estir‘@
to be used for risk assessment is 1.6% and 23% for the formulation concentrate and spray dilution,
N

respectivel
P Y Q@ D &)
@ @& N
@ & > D
Data Point: KCP 7.3/03 i @ G @A @
Report Author: R 9
port A B = N
Report Year: 2020 NG ® . > < @
Report Title: Spiroxamine EC 500: T Vitro per%aneou sorpt@n of @iola led @}
spiroxamine in a single 1-use dilutiondhtou umamsplit-g‘g\(@knes&s in
Report No: 786255 N 9 N NS
Document No: M-761550-01-1 ~ % RGN "N
Guideline(s) followed in | OECD 428: (2004Y; OEC@’N(\E@QOO@%EF% Journ@h 15(6):@873)@@“@17
study: g\% > 6 <& o S o
Deviations from current | None @ S 9@ N O « oS o
test guideline: @Q S éﬁ Q\ @j\? S @ § e
Previous evaluation: No, not greviousi’submitted D SRR N
GLP/Officiall Yes, conductedyunder@@LP/Qfficiallyrecognised testdg facifities
sed testi RN Gl Attt i S
recognised testing . > Q SN
facilities: NS S et g S
Acceptability/Reliability: | Yes O o @ <R 2 &
N X
Executive Summary > S\ % § @ ©@% e $§ N

& O . <
The dermal absorpti(é%of sﬁ@@xa e fr@l an é@@ﬂsiﬁ@ﬁle co@entr& (EQ?formulation was studied
using human skin §&vitros One céppentration of i _u@)ray @luti(g was @sted, 0.3 g/L.

Q N L, .
The dose was applied\at 10 fl/cm? to d@ator&e%l/spli@hic ] s@and left unoccluded for an
experimental @iod 4 h,@ith a@nteri@@ms@%@i 8 h post-a; cati@l and a termination wash at 24 h.

The skin sanples from four di Gent d@ors @re mdtnted nto st@c diffusion cells and the diffusion
cells pl in water batl majfitain perature of 32 +1€¢€. Thg.absorption process was followed by
taking‘Samples of the@fece& fluid, phogphate @ffereﬁ”sali@ containing polyoxyethylene 20 oleyl
ether (PEG, ca 69 /V),@s&)diur@zid&@a 0.61%, wiv), stré%tomycin (ca 0.1 mg/mL) and penicillin
(ca 100 units/mlgypH 7%3 + @, a%@cogd& ntervals tl@lghout the experimental period.

The distributié@ of oxal@ﬁe v&i@in th@\tesg s§atem &id a24n absorption profile was determined
using liquid Sscintillatio Qoug. @ore @}ndug the main study, stability and solubility
assessmegts) were carri§ 0 he@ rri r%integg~ was also assessed via electrical resistance
measuregnent of the ski sam&s. N

AN .
The_thass balancex§ [14@Spjr@amin t«l@dilution was 92.79%. Therefore, the data absorption

fromall cells Was%norma@%ed t@ 00‘@, a tke@ass balance was not consistently >95%.

N
3 e a&%%nt of iroxamine absorbed through split-thickness over 24 h from

The study dendonstrated th
0.3 g/L Wa@.%\k 26%, as meas in the exposed skin, receptor fluid and receptor wash (not
nomlalié@s. Usifig the @Ten@l’ SA Guidance on Dermal Absorption 2017, 15(6): 4873, the estimate

to be u for as&ssme{@s 32% for 0.3 g/L.
$E
@ & <

&
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Table CP 7.3/03-1:

Spiroxamine 500 g/L. EC: summary of the mean dermal absorption results!

Test Preparation: Test preparation 1 @ (J@

Target concentration (g/L) 0.3 )

Actual dose (g/L) 0294 NS

Number of replicates Y D N

Recq\yﬁ%y [%] L9 o 2
(lean @%j 2 SD. Y @7“@

Dislodgeable dose Q @ %QD A

Skin washing after 8 h oy 5855 &~ & 88 o

Skin washing after 24 h S 829 R ] & w6l Y Y

Donor chamber wash @g 0.62y < 0419 «\@

Dose associated to skin 2 @U R iz {(\© N S

Tape strips: strips 1 +2 q 9 66 LI 7 080 .

Tape strips: strips 3 - 20 Q |, @ @216 R QD %.71@@? @

Unexposed skin &l\’ N Ob@ &ﬁ IS A 0,02 @

Absorbed dose KRN o Vo e & 0

Exposed skin . @) &% O X23§\ (o @U $ &.07 ©

Receptor fluid Q so 1938 o7 O Y eqdy

Receptor chamber wash @ RS S & O 032

Total recovery' NS Y 9719 @° e P54

Absorption essentially complete at efid of stuy SN Q SN LD %

(>75% absorption within hafPthe st@y du(% on) @ . § I%(‘%% 2

[%Absorption at to.s] @7§ ﬁQ [29%¢] ﬁr\@

Absorption estimate ngﬁmahse;}é{g 9 @U [\® X A Q%\ Yes& 2

If no:

Absorption estim{§ & . § N @ ) ©© 2@% N v 8.71

= absorbed dose@ @ pezs)mps 3- 2@} - - O N g

If yes:

Agsorption es%ateg@ﬁ@ v\g© © S . (;@0\9 @6 o N applicable

= absorbed@ose © % Qr (Y @ Ké?

Releva;;@sorptlon estl@ite N @g NN 31.95

Absor%on estlmate&used fgwlsl&\”ssesspﬁis o NS 32
Values may not calcilate exaetly @ﬂw report du roun@ of figures

2 Accor@mg_ to t SA%udan 1 Ab&rptlon ce @nsuff cient recovery (< 95%) can be corrected by
normalisation of abso n estiQiate to @i reg @

3 In accordangeSkith Aﬁ @ndan ¢ on A SO t10 g@j SA Journal 2017;15(6):4873) the radioactivity in the
second ta rip pool (3™ @ 1p) 1s Iémderé@pote fatly absorbable if less than 75% of the absorption occurred
in the ﬁﬁ%half of the study.

4 Derm, sorption Valu@@cone@ for vz&abﬂﬁ@neam{i\)’MXSD (n=12)), based on Table 1 from the EFSA Guidance

. on derthal absorptio, 17).

R\%vant absorption gStim
Materials and thods

A. Materl@ % gj

%
1. Test rial{iron- Sp@xamme
radf@a ell
@9 nu a to\Not stated
@ Yellow liquid
teh No.: EDTHO11499
Purity: 97.00%

Stability of test
compound:

%as ro@ed t{é reo@d number of significant figures.

Confirmed stable for the duration of the study (Expiry date: 04 June 2021)
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2.Test Material [cyclohexyl-1-14C]-Spiroxamine
(radiolabelled): ; @o @
N S Q§
= o S
d b & ©L8
N S S
R N o @ v
Q o S S
& Q) % SEIS)
@ & & VO &
~ Ry & & 9 g
N L @ Q \© 9 @
* Denotes the pOSltlg(il of 14%abelle Omk,\ D o\y\’ §
Lot/Batch No.: 10489TMC035-4 N > A
Specific activity: 115.2 uCi/mg % (g;’ @Q Q @ & é @7 @& ‘
Radiochemical 99.80% LTSNSy AL e
purity: O @> AN & WSS §
3. Blank formulation Blank Fy mulat@ﬁ of SRX EC590 ®\ § @Q S w\?@
Lot/Batch No.: 2020-0034002 O § 0 9 L s
o 5 @’ S @ NERCERS
Storage conditions ent/Rrotected from 17ght &, @Q &) é&
Nominal specific Net apg&licable Q) & @ & o\@ &
gravity / density & Q @@ @ § @ y\?@
4.Test skin: > S ©§ @§ § §
} v Q9 O é NS
Species: &7 Famap s @ § w S N
Sex: @ <3 F§n§, 1 Male ©© @ o @
Age: ) O 2556 yIs S N é@ @
O N\ AS \ & 7,
Site: @© @6 @)doméx @ § @
5. Prepar%on of @’smg et ]@fpar jon I & amme stocmolutlon (39.5 uL) was transferred
solutien % to gglass @ nd s ent as re@ apure water (475.14 mg) was
&@ a§d’, to awial 1 g‘llquo@ rea ta@ng blank formulation (25.41 mg) and

"\ “~ortexed after addigion. Thls mix{ere (6.06 mg) was then added to the vial
§ &of [4 —Splmg(amn@hd 5@ L § trapure water was added. The contents

2) % q%n a rfagnet §snmn ate. The concentration of spiroxamine in
@ @Q higlgyTherefore, the sample was further diluted, a

est ;@para was
\©) (@) 0 }{?hquét\was placed ingQ a separate vial and 230 pL of ultrapure water
% @add@ oactgxity wagquantified by liquid scintillation counting. The
@7 ) c@ntra of@-&)\ﬁ@xamine by radioactivity was 0.294 g/L.
N

. N
B. Study DeSIgH@d l\ghod@j @ &

1.I}life dates: @ 03 ﬁme 2%0 to 3&@1% 2020 (experimental dates)
2.Skin prepa§on: N plesQy full@uckness human skin (abdomen) were obtained from three
@ % male“and ong,male donor aged 25 to 56 years old. The samples arrived frozen
& X © " andswere stofepd in a freezer set to maintain a temperature of -20°C until used in

@ @Q Gt Qudy.

§ @@ % Rior to use, the samples were removed from the freezer and allowed to reach
&S @ § .. Nambient temperature prior to use. Split-thickness membranes were prepared by

Q© <) pinning the full-thickness skin, stratum corneum uppermost, onto a raised cork

$ board and cutting at a setting equivalent to 200-400 pm depth using a Zimmer®

@ electric dermatome. The thickness of the membranes was measured using a
micrometer.

An electrical barrier integrity assessment was undertaken prior to treatment.
Phosphate buffered saline was added to the donor chamber and the skin samples
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3.Solubility of
Spiroxamine in the
receptor fluid:

4.Treatment:

5.Sampling:

Sscintilfation tail & {\
~
A

were allowed to equilibrate for ca 30 min. The electrical resistance was then
measured using a set at low voltage alternating current, 1000 Hz with a maximum,
voltage of 300 mV root-mean-squared in the parallel equivalent circuit m @
Any skin sample exhibiting a resistance < 7.7 kQ was excluded from subségyent @§
absorption measurements. The phosphate buffered saline@gas removed the@
skin surface and then the skin was rinsed with water ag@ried with tissye pap
The receptor fluid chosen for use in this study was phosphate b§ed
(PBS) containing polyoxyethylene 20 oleyl et 6%, w/v), um de
(0.01%, w/v), streptomycin (0.1 @/mL) and peajcillin (100 u%%‘mL&ﬂihe pI—Q
was 7.42 —7.45. @ @ ©
The solubility of splroxamlrg in receptor ﬂas determgggg to @re tl@ it
would not reach a concentf@tion, which 1d limit its dfffusion. Spiroxashine
was predicted to have @ter solubility of 34@9470 n&sured at pH %

rb d kg

@

(20°C). Theoretically, ¥70% of spirg lne WO, l@res \.

a test item concentr&on in @frece@ ﬂurdg) 2

Split-thickness mefabran, s@isa 1 e@ut an@posﬂ@ned m%statlc .
diffusion cells. These ce@were@)smo in a man heateddia a @.\ ati
water bath to faintainta ski \tface@npe &@ge of @'+1 :C. The surface gea
of exposed @1 wﬁg the %s wa&O 64 <@%‘ w1iiﬁa rece r ch&ber V@ge

of 5 mL

A single dos % 4 MN% p]&%@m2) %@e t repa@on @@ evenly
over tl@sur ce of spht— ckne s uma bra usu% positive
dlsl@cem% ipett@y The @m w?. Hber, %f the @ Is left, non-occluded.
Seen repfssent@e allq s of e%wh of thy paratlo s wegdispensed into

vials ag_the tigg® of d@smg fglso referred %Q as nfark d%ses) mixed with
d analyzed by LSC § @ %,

b&%rpnon 0 [' @mm@ the test%xepar@n was assessed by
ecti %}actlon of @ecep@r ﬂuir% theq@llowing me intervals: 1, 2, 4,
AN

gand § po @ose S @
é The exposuge perigd was t@nnat&t 8 &post d@se. Commercial hand wash

sodp (50,uL) was\ pl % the skin an -Q e S@ gently rubbed onto the skin
approximately 5 mL of a 2%

ithac %§| then g & ed
@V) ommerc olutl@ The @ap k ion was applied in aliquots and

eacih\g quotwas asgipated Wit a pipgtte. T@ skin was dried with a cotton swab.
THS process’was repeate@nce AN

soap solu‘@n (s wash) nd e@@on swabs samples were mixed with

§3 &?cmt@ 1onc tall @sed usitae LSC.

\% §

&@% N

&§ Q%
& &

SFa

©
)
@©

At hour&post er l@ours monitoring period, each diffusion cell

w@y’dis led@d the ed The skin was placed on a piece of tissue
per te dry t]& dep& the skin. The tissue was added to the receptor wash
nor Were)s @(tracted using a solvent for ca 30 min before

tio r@“‘ﬁ [& llo%ng the removal of the apparatus, the sample was split
vials str@%m corneum was removed with a maximum of 20

uccessiye ta trlp e skin sample was rotated 90° after each tape strip.
OtaQon WaQstop if the epidermis/dermis junction became fragile or if
e misgwas removed. Each tape strip was placed into an individual vial
talnﬂ@vmeth@()l scintillation fluid and then analysed by liquid scintillation
unting. Thegkin under the cell flange (unexposed skin) was cut away from the

Q exp@@pd ski®) The exposed and unexposed skin samples were placed into

ate vials containing Solvable®. The skin samples were placed into a water
set to ca 60°C to aid solubilisation. Stannous chloride solution (0.2 g/mL in

*ethanol; 500 uL) and scintillation fluid were added to each skin sample. Samples

were analysed by liquid scintillation counting.

All samples prepared in scintillation fluid were subjected to LSC, together with
representative blank samples. If necessary, samples were dissolved and/or
diluted in an appropriate solvent prior to LSC analysis.
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All radioactivity measurements were performed by LSC using a Packard 2100-
TR scintillation counter. Where scintillation fluid was added to the samples, this,

was 10 mL. Where methanol:scintillation fluid was added, this was 12 mI{
limit of reliable measurement of 30 d.p.m. above background has been instityted @§
in these laboratories. S @ S

7.Data interpretation: Calculation of applied dose: Before, during and afte@ose applicatida, mo@
doses were taken at an equal dose to calculate back the actual dose a@iled @he
skin membranes. @ %
Calculation of dermal absorptl@ammeters &&fodgeable d%e (skin*wash 8@
& 24 h + tissue swab 8 & 24 h W ipette tip 8 &24 h + donor h) npbsor, @
dose (total dislodgeable dos&Jr stratum cor@um + unexpgst abs@ed Q)
dose (cumulative receptor ffaid + receptogshamber wash§fnd de d@@/ery @
(total absorbed dose + ¢ —ﬁ skin) are (r)%orteﬁgas de d mCD guidancé,

document No. 428 otentlall}rl‘@sorbab@ dos (cagl ete/iff@om

absorption) are re% rted ags@ﬂeﬁ in E@%A & @ance\on Degnal
Absorption. Q @ W\a

Samples with a %?ss bad@lce o@me 9@ - 110% revie‘(@% or@se :
case basis and apptopriate actidn Jusné?d Wh%e the &s b&?nce 1s below ¥

and the loss@@n b&& lalg\i@ he S\mlple;g @y b%\? aecepted> é\g
Results & X & § @ &
RN U RN
A. Dermal absorption: Q o © S @ © © O N

QL §
1. Solubility of the test T @golubi}gy of Sp@irjoxa@’ne mé%e regeytor fluid 1nd®ted t 92% of the
item in receptor fluid: ﬁwm m appl dos could issolveqn the. e@pto@uld Therefore, the test
¢jitem b11 the eptor id was not e limjting.

2.Skin integrity test: \ Th ntegrlty P @skn@r‘plesyw&w wathin tg\y}éceptability criteria
. E@ t1c@<7 7 D). Altyat lint ort

3.Test preparati N 1 elv@sam 168 of l@ tth1ckness s@l me&branes obtained from 4

(nominally 0.3 : & dlfﬁer@ do, were dose %ﬂ Q« ith [#C]- -Spigpxamine in test preparation

1 (Q g/L). %Veo%gthe rptm@proﬁ &]look&dsimilar for all samples, with

©©© ©\ e abs@uon 1CLSpiroxamine i easmé\o 24 h post dose. The mass
@,@ lance for all%dmd@@l sanaplies wa®withif@00 +£10%, with the exception of

%) Cel&@whl a@ass baf@ice of 85.43%0f the applied dose. However, this
@\ ceJ@was excluded, ascthe absqrbed dese for Cell 7 was similar to the other
A from the don@(lZﬁ% The_absorption values from donor 1237 were

@\; ﬁ%wer comlz@lson&\the other donays used. Therefore, it can be assumed that
% the er %rptlo@’s attrfButablg.to the donor, and that the missing material
@Q ell 7 @attr@%&ble to:the un@bsorbed dose (e.g. dislodged dose). The mean
©)

@ @yass balffce WAD<95%60f the dfplied dose. Therefore, all cells were normalised
Q @@ O@ as mass@lanc@'as not consistently >95%.
% Thy lowin - g egul@ are pid¥ided as mean values (n =12, not normalised):
@7 o\@ F@meg g& 8.55% of the applied dose of ['*C]-Spiroxamine was
Qo ashedvoff. A h postdose, a further 8.29% was removed during the wash. A
\y\’ Y L>propgrtion e d@@apphed was recovered from the donor chamber (0.62%),
@° © expeged skin (2. @0 and receptor chamber wash (0.76%). The mean total
o .
< %% verygwas 9 % of the applied dose.
C. Deﬁcner@ N ©@

5 .
é@)@@@@

None % @@
Congﬁsio?@@ mj@ N

Asses nt and conclusion by applicant:

Assessment: This study is deemed acceptable and meets the requirements in 284/2013.
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Conclusion: The study demonstrated that the amount of spiroxamine absorbed through split-
thickness over 24 h from 0.3 g/L was 22.47 + 7.26%, as measured in the exposed skin, receptor S
and receptor wash (not normalised). Using the current EFSA Guidance on Dermal Absorption:2017, §

15(6): 4873, the estimate to be used for risk assessment is 32% for 0.3 g/L. @@ @ %@
v SN
O O .o 2
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