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CAS TOXICOLOGICAL AND METABOLISM STUDIES ON THE ACTIVE
SUBSTANCE

INTRODUCTION

Flutamone is a herbicidal active substance and was included into Annex [ Q& rectlve 91/414 in 2003
(Directive 2003/84/EC, dated 25th of September 2003, Entry into Force 1g{pf Jar@agy 20& @

This Supplemental Dossier contains only summaries of studi whlch‘%@?re @ﬁt t@me of

the first Annex I inclusion of flurtamone and were, therefo ot evRrate ing thetirst B review
of this compound. All studies, which were already submitt@g’by E ayer Cr cie or theHrst
Annex [ inclusion, are contained in the Monograph, 1ts end d argin includ the @seh
dossier provided by Bayer CropScience. These old s t smla@arlze etaiNegain, @r all
new studies detailed summaries are provided with t ent oss1 he § stud D Gvere a
bile excretion study and a phototoxicity study in@wo 1n B/c

)
@ é &@@ @ 9, @
L $ o &9 @@
CAS1 Studies on absorptim@mtn@utlmkﬁneta sm @ ‘@ion in mammals

Flurtamone was rapidly absorbed folf@n d051 ith gh a gp‘ug) Qyate of > 90% at the 5
mg/kg bw dose level. After the mi a ha hed ti%re wag mod&sﬁely rapid elimination
from the blood with elimination hve o&?ﬁt tely our, @r the males and 78 hours
for the females. The comparisg@xof th @ atgd areasunder t urves§

was slightly higher in males in females i oth d angplasm

Total elimination of orall @sed Mal rath apld bo &smgle or repeated oral dosing,
with excretion of the ma os@ the ﬁ§s S aft @dmlmstratlon

A wide distribution of %g¢ oact& in (he tissu n wit dominance in the liver, kidney,
skin plus fur and blg@@l" heo e lg% wer h@% aC@mulatlon in any specific tissue was
evident. @ &C) @

Flurtamone was extensi @me‘[lsed@ phas, eact&ns (hydroxylation, methylation, ring
hydrolysis) and phase II&2actiofi¥*(conftigationgdy Only @ty small amounts of unchanged parent
compound were recoxeyed, € t in t fae f higitdose group animals. A variety of polar
metabolites were fggiid in @ne thez ajorl@of th eing conjugates. Many of the faecal
metabolites were not cogji@ated. <Dhe data.did n ow significant sex differences in absorption,

metabolism or excretion. @ %@ L O
N
CAS.1.1 Absorption, d@butio@’metabolism and excretion by oral route

dicated that bioavailability

Report: KCA 5.1.1/01; | I 1992:M-162239-01

Title: The in vivo metabolism of Trifluoromethyl[U-14C] phenyl RE-40885
(Flurtamone) in rats

Report No: R002231

Document No: M-162239-01-1

Guidelines: USEPA (=EPA): 85-1;not specified

GLP/GEP: yes

Report: KcA 5.1.1 /02 G . 094 M-162895-01

Title: Rat Metabolism Study Flurtamone
Report No: R002557


http://cropscience-transparency.bayer.com/OrderProcess?DocumentId=M-162239-01-1
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Document No(s): Report includes Trial Nos.:

92131
EC-92-217
M-162895-01-1
Guidelines: Deviation not specified
GLP/GEP: yes &@@
Q o
& & &

Report: KCA 5.1.1 /03 ;2000 M- 229664-01 AR IR
Title: Rat supplemental A.D.M.E and blood Kietic %dy o\\ é oéy
Report No: C031454 2S @ g@ @’ @w\ﬁ
Document No: M-229664-01-1 & ® IS

@?
S

Guidelines: EU (=EEC): 87/302/EEC Par 199 @A 1 59 sa@OO %85);
ots @ 1

USEPA (=EPA): OPPTS 87 5@13&% e
GLP/GEP: yes &
& &

The following study is new and was not submr durég% fé% 1@91 lnd&m @

N\ @
It was designed to determine the eliminati % ﬂu@n @g\a the fol @ng S@Ie low and high
oral administration of [phenyl UL- 14C]ﬂ mo om§ dog% Qevels m and 500 mg/kg to
i entagyto the@psults already
000)ad c quently will allow
foll ng oz@ admf rat1

estimation of the level of flurtamao

Report: KCA 5@&/04 2000 -27 6 -01 1%

Title: Rat excr! Q

Report No: N @@

Document No: Mg & N N

Guidelines: R ‘Cl\_i.; 0): Par@(l%& SANCO: 59, Nohsan 4200 (1985);
(=E§&): O@ S 8&@48 ‘@' iation not specified

GLP/GEP:

g . &
. SIS N S
xecutive Summary% ©© Q ©§ @

@
[Phenyl UL-"C] t%ta a« 1n1 red to \e and female Sprague Dawley rats at nominal
dose rates of 5 mg/kg b an bw (high dose). Urine and bile were collected at
0-6 hours, 6-24 hours and 24 Q% ourJaecesgwere collected at twenty-four hour intervals following

residues in the intestinal tract, stoggyh, cal@’ass blood and plasma were investigated.

48 hours post administration thef@gcovery of radioactivity was found to be almost quantitative. In the
low dose group the elimination of radiolabel via the bile was greater than that via the urine followed
by faeces in both sexes, with the males presenting slightly higher levels for urine and faeces.

In contrast to that the elimination of radiolabel in the high dose group was highest via the faeces
subsequently followed by bile and urine in both sexes. In this group, the elimination of the radiolabel
occurred principally via the faeces. The residue levels found in bile, faeces and urine were again
higher in males than in females.

dosing. Cage washes were p&formé st affe the collection of the samples. After sacrifice also the

Table 5.1.1-1: Total radioactive residues of [phenyl UL-'*C]-flurtamone in different compartments 48
hours post dosing

Low dose High dose
male female male female
Urine 24.54 19.61 10.13 9.79

Matrix



http://cropscience-transparency.bayer.com/OrderProcess?DocumentId=M-162895-01-1
http://cropscience-transparency.bayer.com/OrderProcess?DocumentId=M-229664-01-1
http://cropscience-transparency.bayer.com/OrderProcess?DocumentId=M-276270-01-1
http://cropscience-transparency.bayer.com/OrderProcess?DocumentId=M-276270-01-1
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Faeces 1.54 1.01 49.33 41.87
Bile 67.45 68.01 27.19 13.23
Cage wash | 1.08 3.69 1.19 2.12
Tissues 0.82 3.29 10.55 26.88
Total 95.42 95.61 98.38 93.89 ¢,

Comparison of these results with those of the regulatory rat A.D.M.E. studs M994 and
. 2000) suggests that entero-hepatic recirculation normally occurs w@radi&? vit hadzi€en
eliminated in the bile being reabsorbed and consequently eli%gted vi&@ﬁe ur@’m b
dose groups. @ °\\ @ £
Tissue results from the biliary excretion study low dose grgwp she, thaﬁ%ghe ®yels o)
radioactivity were found in the carcass, intestinal content@and stgsaach cc@fents@ the@ales). For
the high dose group, highest levels were found in the i@%tin@l @ntent&r bo xes,@nd in gy’
carcass from the females. These results showed that lov@ges@ﬂam(ﬁw was @yactically
completely eliminated at 48 hours post-dose and ng fiSsuesyresentsd signjisant legsls of
radioactivity. Also at high dose levels a predomj tpar@ flu one Was elir@ga‘ced ill present

&
in the intestinal content and only very minor ppsfions éradio@ﬁy 1d be &nnd ipYat tissues.
The degree of absorption of flurtamone follosihg a @gle orfhdose @@ be @Jated the

recoveries obtained in urine (plus cage w ile@nd tigsaes. C(é@?%’que% the %@ree of absorption

of flurtamone at low and high doses can &g dete&@ned g:\ S ® (S
Table 5.1.1-2: Estimated level of ora\l\ﬁ}asor@n for ﬁﬁﬂam@e in %0 the@ministered dose
@@ Iqw dos&? & High dese R

Yy O (Hig®d
& GV e
Male s &> ] 938\ \ EXOIENN

>4

L 0
Fenfayes Raf®© @g@ S 9.0 Y

phenyl-[U-*C]-flurtamone
*denotes the position of the uniformly-labelled phenyl ring

The initial specific activity was 35.0 mCi/mmole (1.30 GBg/mmole). This material was stored
at -20°C. Non-isotopically-labelled flurtamone (Batch No.: 206994), used for dilution of the

radiolabelled material, was obtained from _and had a purity of >99.5% .

Animals
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The rats used in this study were males and females of the Sprague Dawley CD strain (range 290-300 g
body weight at their arrival) as supplied by Charles River France. On receipt each animal was
identified by ear-tattoo.

Diet
Certified rodent diet M20 (_, France) and filtered and sofé@jied water from the

municipal water supply were available ad libitum except before administr@ wh e amma@ were
fasted overnight. QY

&@
FaN

&
N
Housing and maintanance of animals
The in-life phase of the study occurred in room 3460,

France. The laboratory conditions in the study room wer¢z

target specifications were: @)
Temperature: 22 + 2°C Q&© N PO & S @Q
Humidity: 55 + 15% R S S & IS
Lighting: 12-hour light, 12-hour dark cycles QO Q LN > @@
Ventilation: 15 air changes per hour (averag or§ered) 2 X @ $
The animals were initially housed in metal -me ottorﬁe@% ca lacek met@ays
containing absorbent paper. After surgery amo WeK use(éﬂwld y in_@pss metabolism
cages (Jencon's Metabowl Mk HI) N % ©© § @gﬁ

o S é N
Dose preparation \ b Q § @

Just before the preparation of eac@se s@nmm@le rarohenip@ pur @ Qf 14C]flurtamone in the
stock solution was checked. &L

The calculated volume of the ghenyl-[&; C] AMOE olutl&n aceldnitrile was added to a

weighted portion non-radio 1a1 di ed J@e ac@n trile to provide a
homogeneous solution at des1r§t actlv' X N) @

This solution was evapogfed u stre of pitrsgen. &ppropriate weights of dose vehicle
(PEG 200) were adde@ld t xtur%as g d Wl§ pestl@o produce a homogenous

suspension. Each dé& sus Q@swn prep. n tg a)ﬁosmg and was assayed for active
ingredient concentration ( PL@rand fﬁ@adlo@wny ent (by LSC) both before, mid-way
through and after the do@g pr@ure(&% N

Q)
Dosing and in life pl@% @© @ @ @

Surgery was perfo%ed ,&f y-fo@our&b@ore gadmlmstratlon of the radio label. Male and
female rats were anaest ":\ ed % the bi@® ductsere cannulated through a mid-line incision. The
cannulae were exteriorized dogally a e bady’wall and skin separately sutured. After surgery, the
animals were housed individwally in @dss metabolism cages and the cannula of each animal led
through the roof of the cage to pe bile &lection into a weighed container. Before the
administration of the radioactiveggbse, four animals of each sex were selected by a normal flow of the
bile. The rodent diet was removed approximately 16 hours before administration of the radio labelled
test material. After administration the diet was available ad libitum. The animals were weighed
immediately prior to dosing and the dose required for each animal was calculated and administered by
gavage. Mean actual dose rates were 4.7069 mg/kg bw (male), 4.7718 mg/kg bw (female) and
475.1956 mg/kg bw (male), 473.1309 mg/kg bw (female) for the low and high dose groups
respectively. The animals remained in the metabolism units for 48 hours post dosing.

Sample Collection

Urine and bile were collected at 0-6 hours, 6-24 hours and 24-48 hours; faeces were collected at
twenty-four hour intervals following dosing. Metabowl cage washes with distilled water were
performed at the end of each 24 hours period, just after the collection of the samples. Additionally
there was a cage wash with acetonitrile for the final cage rinse. All animals were exsanguinated whilst
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under anesthesia, 48 hours after administration of the dose. The intestinal tract, intestinal tract
contents, stomach and stomach contents were removed from each animal after exsanguination. Also
the residual carcass was retained for analysis. Plasma was prepared from cardiac blood samples by
centrifugation. Whenever possible samples were processed as they were collected. Remaining samples
and samples waiting to be processed were stored at -20°C in the dark until required.

@

Quantitative assay of radioactivity °$ .
The amounts of radioactivity in the various samples were determined by Jy¥id sc@llatio&ou@.
Samples were counted in an appropriate scintillation cocktail us1ng aP ard 1 unter pr
each scintillation cocktail efficiency correlation curves were i)areg d rq@aﬂy @ ed‘,b@l
use of [*C]-n-hexadecane standards.

The limit of detection was taken to be twice the backgro@valu\;@of bla@sam@s in c. priate

scintillation cockails. 67\9 O\é@’ §@ @ Q 0w
Y S
Liquid Samples RV & & § @
Aliquots of urine, bile, plasma and cage washin ere c@ed @ 11qu<g@:1nt on c ail after
being allowed to stabilize to ambient temperat nd r uced 2iit inteysity.
SO & @
Solid Samples Q < Q

The collected faeces (0-24 hours and 24+ @1 ho@@wer mo Qzed w@ ap }\--"o of water using
an Ultra-Turrax. Samples were combu% in ple &xidiser (Packa odel87 Tri-Carb). The
carbon dioxide generated by combustion wa§;i;rlb os@mg a@nt, ns&géd with a scintillation
cocktail and then radioassayed. é’ o§ @ &\ R

| @@ Q V O @ @Q
Tissues and Blood &@
The intestinal tract, stomach @y r qets olu radio measurement. The
intestinal tract contents an&oma erf proprlate volumes of deionised

water using an Ultra-Tu Aligyots W wer mbusted using a sample oxidiser.
The carbon dioxide g@te@ @s’b

rbed@' a trapping agent, mixed with an
appropriate scmtlllwﬁg coc andgthen rad ssay loo@amples were combusted directly after

drying of weighed aliquotgiy @§ @@@ @ y\?
N BN

N2
IT Results and Discu%@ <§ & §
Q
The amounts of raf ?act Vi€ reco@ged in 62 urig @aeces, bile, cage wash and tissues of the male
and female rats for e leye Wer@(prexé?\&’as percentages of administered dose and are given
in Table 5.1.1-3. SR
?@ o ®
Table 5.1.1-3: Recovered rad actg%cy of [frenyl-UL-'*C] flurtamone after single oral high and low
dose bile kinetic experiment. D

Sampling Recovered radloactivity (%)

interval (h) | Urine | Faeces | Bile | Cage wash | Tissues | Total
Low dose (5 mg/kg) Male

0-6 15.03 - 46.39

0-24 23.10 0.27 66.08

0-—48 24.54 1.54 67.45 1.08 0.82 95.42
Low dose (5 mg/kg) Female

0-6 9.03 - 30.08

0-24 16.14 0.45 60.20

0-—48 19.61 1.01 68.01 3.69 3.29 95.61

High dose (500 mg/kg) Male

0-6 [3.25 [- [4.37 | | |
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0-24 7.72 15.63 19.70

0-—48 10.13 49.33 27.19 1.19 10.55 98.38
High dose (500 mg/kg) Female

0-6 2.7 - 0.63

0-24 7.05 11.91 8.06

0-—48 9.79 41.87 13.23 2.12 ZQ@ 93.89

Q
e@dlo @ty 111@16 10\@@

The total recovered radioactivity, expressed as percentage of administer
dose and high dose experiments, were determined at 95.42 —95.61% @n3. &9 8. 3 esp ely
In the low dose group highest elimination rates were observ ia th follalved by
urine and faeces in both sexes. The elimination of [phenyl BE-1C @tha $’ %ohtes
appeared to be slightly higher in males than in females. I@gontr 1n the@’gh d gro he greatest
amount of radiolabel was eliminated via the faeces subé%uen,t 110 by nd h
sexes. In this group, the elimination of the radlolabe curr rmc y via¥ie fae@ in b sexes,
s.

and the rates found in bile, faeces and urine were agai h1 @

The recoveries obtained for urine and faeces i 1n reV1 A d in the
supplemental A.D.M.E ([Jj2000) presente ses ex owe ghe&vels of
radioactivity in urine than those observed in b11 excre&on stu S

o\ @7
of t dlo@vny @eted the lie could be

This apparent discrepancy suggests that a
subs@uentl{% exc@d W@ url@ both, low and

reabsorbed (entherohepatic circulation)

high dose groups. NZ) $ @
S § &, . @ @Q °\\©
Tissue Distribution of Administer@adlqa@lwt

Radioactivity in the sampled tis R is @1 as | @rta equ nts per g tissue
(equivalent to mg/kg). These es ar w@ Tab

Table 5.1.1-4: Mean tlSS oncg1§ 10 mt ha@(cret@tudy given as pg '“C-flurtamone

4

equivalents/g
Matrix @ §‘f0w (@e 5 @kg) @ High dose (500 mg/kg)

%@ Mally o Feiale 2 | Male Female

.9 ﬁg | @ke, % mg/kg | % mgke | %
Intestinal contens > 0 %%4 L9.2573M0.96 267.95 | 9.23 131.13 | 22.56
Intestinal tract N ).023 Q RITNE 152.11 | * 155.59 | *
Stomach contens . 0.00@ OQ@S? 00 [1.19 [235 [+ 054 |*
Stomach X & | 0859 @357 | * 513 | * 0.69 | *
Residual caracass > 040 @74 AN0.049 [0.87 [271 |* 049 [2.64
Blood %048N* DT 0.065 | * 503 | * 158 | *
Plasma 0.082°| * 5, | 0.084 | * 7.10 | * 271 | *
Total Q) 082 |- 329 |- 10.55 | - 26.88
*not given by the report ‘o

Tissue results from the biliary excretion study showed that highest levels of radioactivity were found
in the carcass, intestinal contents and stomach contents (for the females) in the low dose group. For the
high dose group, highest levels were found in the intestinal contents for both sexes, and in the carcass
from the females.

These results show that, at low dosages, flurtamone was practically completely eliminated within 48
hours after administration and levels of radioactivity found in tissues were insignificant. Also at high
dose levels a predominant part of flurtamone was eliminated, or still present in the intestinal content
and only very minor portions of radioactivity could be found in rat tissues.

IIT Conclusion
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The absorption level of flurtamone can be evaluated from the recoveries obtained in urine (plus cage
wash), bile and tissues. In the tissues, intestinal and stomach contents were excluded because it was
not possible to say whether the radioactivity present was due to passive diffusion across the gut wall or
had simply not been absorbed. Consequently, the absorption level of flurtamone at low and high doses,
can be summarized as follows:

9
Table 5.1.1-5: Estimated level of oral absorption for flurtamone in % of thqgi‘dministgred dgse
Low dose High dose @? @ Q @@
(5mg/kg) 500 mg/@ . @7% % §9
[%] %} N S .S
Male Rats 93.0 1900 O XN & &
Females Rats 92.0 P 29.05 r § S
Mean 92.5 A ;"@g @ @ @© X

TS
Qe &.¢&
CA 5.2 Acute toxicity & S © S & N
No new studies on the acute to@ O@amm% were }@for@, the s@es below were already
submitted at the time of the figgAnnex Inclygion. é’ Q N

o &
S $° @
CA521  Oral O § N
& S NS .
Flurtamone shows @lom@n ratfter @ ang @alaho@dmmlstratlon and to rabbits after
1y the

dermal administrati6i The adute orghdDso rat@as > &80 mg/kg bodyweight in males and
females. No deaths occugréé?’m th&i@ 1mals®1d théte'was no significant difference in body
weights between contro@d tr groups. As@nica]égns, yellow anogenital discharge and no
faeces in some of the tyeated @ als @ seer@o co&ound—rela‘ced histopathological findings were

@@Q

noted. L @ Q .. ©
@ 9 9 &
g R

;1989;M-160698-01

v
Report: KCA 5@/@”
Title: The @te Or ox}@’ of RE-40885 Technical (SX-1802) in Adult Male and

Female Ra

Report No: ROO1511

Document No: M-160698-01-1

Guidelines: USEPA (=EPA): 81-1;Deviation not specified
GLP/GEP: no

Report: KCA 5.2.1 /02 . 1 9389:M-264626-01

Title: The acute oral toxicity of RE-40885 technical (SX-1802) in adult male and female
mice

Report No: CEHG2987

Document No: M-264626-01-1

Guidelines: Not specified;Not specified

GLP/GEP: yes
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CA 5.2.2 Dermal

The dermal LDs in rabbits was > 5000 mg/kg bw. No deaths, no signs of toxicl@r, no body weight
effect and no compound-related skin irritation were observed. @

R
D o
S @ O @
Report: KCA 5.2.2 /01 . 030 M-16 @%01} > 8 X
Title: The acute dermal toxicity of RE—4088chni§Q1 (SX—%@OZ) in@dult and
female rabbits . Q gi% @%’ @w\?
Report No: R001499 g & v S §
Document No: M-160669-01-1 Q O £ @Q o A
Guidelines: USEPA (=EPA): 81-2;not s@lﬁed \\ ;§> & @ @Q
GLP/GEP: no N § 5 & S &
& Q5 7
. O &R & &
CAS5.23 Inhalation &@ S @
The inhalation LCso was > 2.2 mg/L. No i gns vgye a decreased
motor activity and one day following the@gpos ry sed@ds in some

¢ 14-day post-
the exposure were

animals of both sexes. All exposed ani@sls a

Report: s M-203245-01
Title: nical (SX-1802) in rats
Report No:
Document No(s): &
Guidelines: ;
GLP/GEP: O @ 9
o 9 9 o
NN
CAS5.24 SKkin irritati %)@ . \@
Flurtamone was not a skin i&?ant. O SQ
S

Report: KCA 5.2.%&1;_;1989;M-160701—01
Title: The four-hour skin Irritation Potential of RE-40885 Technical (SX-1802) in Adult

Albinos Rabbits
Report No: ROO1513
Document No: M-160701-01-1
Guidelines: USEPA (=EPA): 81-5;Deviation not specified
GLP/GEP: yes

CAS5.25 Eye irritation

Contact with the eyes of rabbits produced a mild transient irritation, which did not trigger
classification.


http://cropscience-transparency.bayer.com/OrderProcess?DocumentId=M-160669-01-1
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Report: KCA 5.2.5 /01 . 059:M-160699-01
Title: The Acute Eye Irritation Potential of RE-40885 Technical (SX-1802) in Adult

Albino Rabbits
Report No: RO01512
Document No: M-160699-01-1 2
Guidelines: USEPA (=EPA): 81-4;Deviation not specified &@
GLP/GEP: no N

S S
& & ° &
CA5.2.6 Skin sensitization @o AN °\\@’ @&% @
Flurtamone was not a skin sensitizing agent in either a Massop Kl@n or@‘hodif@ Buehler
© N % N
Y
S’ @ @Q -

Report: KCA 5.2.6 /01 q’%%@vmo@ 1&g § @Q
Title: Modified Buehler Test for t;l{\akln @smzn Potlal o($ -40@ Technical

(SX-1802) Q Q NS &
Report No: R001509 o@ @@ N @ N
Document No: M-160693-01-1 o N @
Guidelines: USEPA (=EPA): 8 ‘A ) eV §0n Q@Spec@d °\© @
GLP/GEP: no NN

F O &
&
D

Report: ; ; 20323@@ 1
Title: I 1za§1@»@1ethod of Magnusson, B. and
Report No: @
Document No: b@
Guidelines:
GLP/GEP:

CA 5.2.7 Pho§c1t§ S ®§

Due to the new data irenfehts ﬁo‘[oto @ty s}&s required if the molar extinction coefficient

is higher than 10 L?mocm ! is is ¢he cas (b‘\. flurtamone so that a phototoxicity study has
been conducted in BALBY 3T3%3 ce hic 6 s-described in the following summary.

S N
X2.7

(@9

Report: : 2014:M-476227-01-1

Title: GIAE B109597), technical material: CYTOTOXICITY ASSAY IN
VITRO WTH BALB/c 3T3 c31 CELLS: NEUTRAL RED (NR) TEST DURING
SIMULTANEOUS IRRADIATION WITH ARTIFICIAL SUNLIGHT

Report No: Harlan study no.: 1592400

Document No: M-476227-01-1

Guidelines: OECD: 432;Deviation not specified

GLP/GEP: yes

Executive summary:

The phototoxic potential of Flurtamone (AE B107597), technical material, was tested in this assay
using BALB/c 3T3 cells. The experiment was performed twice. The first experiment served as a range
finding experiment (RFE), the second one was the main experiment (ME). The following
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concentrations of the test item solved in DMSO (further diluted in EBSS, final concentration of
DMSO in EBSS was 1% (v/v); dose calculation was adjusted to purity) were tested in the presence
and in the absence of irradiation in both experiments: 0.48, 0.95, 1.90, 3.80, 7.60, 15.2, 30.4, 60.8
pg/mL. As solvent control EBSS containing 1% (v/v) DMSO was used. Chlorpromazine was used as
positive control.

One test group of cells treated with the test item was irradiated with artificial @]ight for 50 minutes
with 1.65 mW/cm? UVA, resulting in an irradiation dose of 4.95 J/cm? UV %Xnotheor test goup of

test item treated cells were kept in the dark for 50 minutes. N @ @@

RN ARG < W
(3 N O N
I. Material and methods v\@ . § @ @7&9 @?’%\
Y AN S

A. Materials 6\9 RS @ S ©© O

1. Test material: Q& @\\ @ K@ b @Q

Identification: Flurtamone (AE B10759%y tech@ m&%l (&& «§ @@§

Batch code: AE B107587-01-10 + & R x @© &

Origin Batch No.:  CGS 17424-1-1 % @ & @

Purity: 97,3 % w/w (dose @ lat§wa uste purio@ @

Expiry Date: 29 October 201 °\ ") 9

Storage conditions: At room tem @hé@ &© @Q

Stability in Solvent: ~ Stable for at %ast 24 rs 1n ventsand aqggébus

solution D N

o O
2. Vehicle: DMS@r‘[h 'ﬂutedQ?B%yﬁnal @centr@a n of DMSO in
Q

3. Test system: @
Cells: A@ 3T

Source: Large sto : s C') &BB/c 3T3 c31 cell line
@l phe Germany) are stored in
1qu1d© oge 'S & Harlan CCR. The master cell

tock@?as b

s @mp@_\ce

chara@rlse

d b@nult
@

Harlan CCR. A working cell
ing from the master cell stock.

S .9
B. Study design and meth @ %
1. Preparation of the Test Item So @&gon 4o
The experiment was performed g¥ce. The first experiment served as a range finding experiment

(RFE), the second one was the main experiment (ME). The test item was dissolved in DMSO (purity:
99.9%). The final concentration of the solvent in EBSS was 1% (v/v). The highest applied
concentration of the test item was 60.8 pg/mL due to the limited solubility of the test item. According
to the OECD guideline no test item precipitation should occur in the irradiated cultures. The test
item’s purity was taken into account when calculating the concentrations.

The following concentrations were tested (each concentration of the test item was measured 6 times):

ug/mL of the test item
0.48 0.95 1.90 3.80 7.70 15.2 30.4 60.8

with and without
irradiation
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2. Controls

2.1 Solvent controls:

The solvent control for the positive control was EBSS. The solvent control for the test item was EBSS
containing 1% (v/v) DMSO.

2.2 Positive Control: @@
Chlorpromazine (Sigma) dissolved in EBSS was used as positive control. g&followoing
concentrations were applied: N @ Q )
&@ o @9 % §?@
pg/mL chlorpromazine &° . D (\%& RN
Absence of Irradiation 6.25,12.5,25,37.5, 585, 106200 S oY A
Presence of Irradiation 0.125,0.25, 0.5, 0.7@%?.0, 1€§2'0’ 4 N N
. @ O P o
. NN @ )
3. Solar Simulator N N & > @

The irradiation was performed with a Dr. Honle Sgl 390 s
keep the UVB irradiation as low as possible. Eig’oduc

filter was > 320 nm. Due to the heterogenous distBibuti ok e U¥& intensity
was measured for the complete area with a meter. Yhe he i a@ﬁtion was marked
and the cultures were irradiated in this are@@ e s@ sim@or w@ﬂvitd@@on alggut 30 minutes
prior to the start of experiment. @) S ~ Q N 9

The absorption spectrum of the test ite@ywas d 22 iné%in th Ig%ge ﬁQ@ 270@0 nm. The test item
showed absorption maxima betweeq&f%4.9 t 1.9 s Y Q °\©

4. Experimental Performance é@@ Q& & é @\ . Q@
4.1 Seeding of the Cultures & &@ S NS 9 N\

About 2 x 10* cells per well ore segded in LY pL c@ure mp@lium @% plates, one was exposed to
artificial sunlight, one wa t in§§ |

9,

4.2 Treatment \@ Q
24 hours after seediﬁgﬁe c %@es VEere treat@with@'ye test i@m. The treatment was performed
according to the OECD gine ollogdd @% %O
- the cultures werg\washed@mith EBS N
- 8 dilutions of the solvegdtest ié wo 96-well plates (100 pL/well) both plates
were pre-inéted O

hoyg,in the @rk O
- after one }@‘r on %—weﬁte a@irradf@ed through the lid at 1.65 mW/cm2 (4.95 J/cm2),
for 50 min at 25T, the ptiter plgg>was {®ed for 50 min at 25 °C in the dark.
- after irradiation the te m & and both plates were washed twice with EBSS.
- fresh culture mediu@was ad@d and%e cells were incubated overnight at 37 + 1.5 °C and
7.5 +0.5% CO2 S

:

/%
g

7%

—
Q

4.3 Determination of Neutral Red Uptake

The medium was removed and 0.1 mL serum free medium containing 50 pg Neutral Red / mL was
added to each well. The plates were returned to the incubator for another 3 hours to allow uptake of
the vital dye into the lysosomes of viable cells. Thereafter, the medium was removed completely and
the cells were washed with EBSS. Then 0.15 mL of a solution of 49% (v/v) deionised water, 50%
(v/v) ethanol and 1% (v/v) acetic acid were added to each well to extract the dye. After an additional
approximately 10 minutes at room temperature and a brief agitation, the plates were transferred to a
microplate reader (Versamax®, Molecular Devices) equipped with a 540 nm filter to determine the
absorbance of the extracted dye. This absorbance showed a linear relationship with the number of
surviving cells.

4.4 Data Recording
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The data generated were recorded in the laboratory raw data file. The results are presented in tabular
form, including experimental groups with the test item, solvent, and positive control. Arithmetic
means * standard deviation were calculated for every test group.

The ED50 values, the Photo-Irritancy-Factor (PIF), as well as the Mean Phototoxic Effect (MPE),
were calculated using the software Phototox (Version 2.0) (distributed by

Germany, and recommended by the OECD guideline). @

The ED50 values (effective dose where only 50% of the cells survived) W® ete%med bg&curve
fitting software. QN % @@
4.5 Evaluation of Results @‘7 o\\ é oi\y

Based on the results obtained, the test item is evaluated as faitows: § gfé\ @7&’ @w\?
If PIF <2 or MPE < 0.1: no phototoxic potential predic Jog N
If PIF > 2 and <5 or MPE >0.1 and <0.15 a probabl@h t(@’ po@al is @ﬁcte@@ X
If PIF > 5 or MPE > (.15 a phototoxic potential pr@st \\ N
¥ & & &

&%’ @ g 8 i
I1. Results and discussion X @ @
The study was performed to assess the phot 1c p e tlal oéf rtaigpne (A@*Blm , technical
material. The test was performed using B§ % ¥ °\© @
The following concentrations of the test ¢ in DMSO ( er ed 1 SS, final
concentration of DMSO in EBSS wag & (V/\ééose @ latipn ditsted gﬁfnty) were tested in
the presence and in the absence of ugg?hatlm@a both u@ts 0 0. 5‘% 0, 3.80, 7.60, 15.2,
30.4, 60.8 pg/mL. S )
As solvent control EBSS contaimgg 1% £Wv) DI\YS’O wa@sed lorpr@me was used as positive
control. One test group of cel ated §ytth thestest 1te Rwas i iggdiatedWith artificial sunlight for 50

ulting i g se 0 J/cm2 UVA. Another test
wex§ept ‘ dagtor 5 nuteb

group of test item treated

Table 1: Summary of@%sult@ (Q(& x@ @
N

N @ % viability of solvent control
Substance @50 ”'&5 EI@’( U PIRY | MPE | of irradiated versus non-
%@g/m /mL & . .
JAX %% A irradiated plate
rpp | Testltem 8 1- Q> & -~ [0.006 [97.5
Positive contlt’ [0.8¢ @) 8. %Q ©§55.60 0.705 [93.3
ME | Lest ltem NI S -0.005 [ 89.4
Positive control “M).14_y fé 05 \U 80.67 [0.750 [103.9

@ﬁ) N I3 \J
Cytotoxic effects did not occ% afte ons %f the test item to the cells, neither in the presence nor
in the absence of irradiation Wlt@mal seinlight in the RFE as well as in the ME. Therefore, EDso-
values or a PIF could not be calégfated. The resulting MPE value was 0.006 and -0.005, respectively.
Consequently, the test item is classified as not phototoxic (see chapter 3.9).
The mean of solvent control values of the irradiated group versus the non-irradiated group met the
acceptance criteria.
The positive control chlorpromazine induced phototoxicity in the expected range in the presence of
irradiation.

I1I. Conclusion
The test item is not phototoxic.

CAS3 Short-term toxicity

The studies below were already submitted at the time of the first Annex I inclusion.
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Short-term toxicity studies were performed with flurtamone in rats, mice and dogs with repeated oral
exposure for subacute and subchronic periods, also the effects after repeated exposure via the dermal
administration were investigated in the rat. All studies were performed according to the current OECD
guideline and in compliance with the GLP requirements.

No new studies were performed since Annex I inclusion. &@@
O\ o
S @& & @
@ Y
CA53.1  Oral 28-day study R o\\@' % N

In a 28-day study in Sprague-Dawley rats with flurtamone &g cent@ > 30053900, @)O or
20000 ppm in the diet. The NOAEL was 300 ppm, equiv@ﬁ to 234 and% 4 m
and females, respectively. @

@
g
&

%
=

2

In a 28-day dog toxicity study, 4 beagle dogs/sex/ gr% Were@&ally st gel@ne ca;@es
contammg 0, 40, 200, 500 or 800 mg/kg/day ﬂurt@g ZOO@g/kg@ wa@ablished
in this study. @ (&© @

Report: KCA 5.3.1/01;

Title: Four-week pllo‘r@al to ith —4088@1 (8X-1762)
Report No: R001490 °\©
Document No: M-160649- % & & °\@ >
Guidelines: USEPA A); -1;no%peciﬁ@ @ | Q@
GLP/GEP: yes @ & @& é? ©@ N\
& oo
Report: 5198 NQ 606@@ 1
Title: in pdgg with @evron RE-40885 technical (SX-1789)
Report No:

Document No(s):

M 160 -01- 1(% @
Guidelines: @ot @ 1ﬁed@)t sp 1ed°\
GLP/GEP: N\ noQ @ & @%
Report: KCA% ;1990;M-201685-01
Title: Four-we @t oral ®bxicity study in dogs with Chevron RE-40885 (SX-1795)
Report No: C016077
Document No(s): Report includes Trial Nos.:

2107-159

M-201685-01-1
Guidelines: not specified;not specified
GLP/GEP: yes

CAS5.3.2 Oral 90-day study

In a subchronic dietary rat toxicity study, Sprague-Dawley rats were administered flurtamone at 0,
100, 1000, 7500, 10000 ppm in the diet for 90 days. The NOAEL in this study was 100 ppm,
equivalent to 5.6 mg/kg/day.


http://cropscience-transparency.bayer.com/OrderProcess?DocumentId=M-160649-01-1
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In a 28-day dietary toxicity study, CD-1 mice were treated with concentrations of 0, 100, 300, 1000,
3500 or 7000 ppm in diet. A NOAEL of 300 ppm (equivalent to approximately 45 mg/kg/day in both
sexes) was established.

In a subchronic dietary toxicity study, CD-1 mice (10/sex/dose) were exposed to flurtamone at
concentrations of 0, 100, 1000, 3500 or 7000 ppm for 13 weeks. A NOAEL of %000 ppm was
established (estimated to be equivalent to approximately 15 mg/kg/day). @

In a 52-week dog study, flurtamone technical was administered to 5 male 5 female bea&le dogs by
capsule at dose levels of 5, 200, and 800 mg/kg bw/day. The NOAEL w mg@ay. Q 9

y & F oS
. 103& N O
Report: Kca 5.3.2/01 | 1 955M-1 1-% & &
Title: 13-week oral toxicity study in ratséﬁh R 885 —17® N
Report No: M-160641-02-1 3 . X o § &
Document No: M-160641-02-1 N \\ oé K@ b @Q
Guidelines: USEPA (=EPA): 82-1;De\§g@m n§peci & «§ @
GLP/GEP: no S Q Q@ 9O 5 &
O SR N L
& O W & @
Report: KCA 5.3.2 /02; 9; @g6067 o @
Title: 13-Week Pilot Fegding S‘é@y in M¥eé wit -4 06"'\ Te@cal (SX-1794)
Report No: RO0I501 S N
Document No(s): Report includgs¥rial < . Y@ Q °\©
210&’58 O O O & O
T O &

Guidelines:
GLP/GEP:

Report:

Title:

Report No:
Document No(s):

Guidelines:

GLP/GEP: ye® RN SN
<

CA 533 Other rou& % Ry

In a 29-day dermal study, Sprag§Dawley rats (six/sex/dose) were exposed to flurtamone in aqueous
suspension with 0.25% Carboxy Methyl Cellulose (CMC) to doses of 0, 40, 500 or 1000 mg/kg/day, 5
days per week, over a 29-day period (21 applications). The NOAEL was 1000 mg/kg/day.

In a second dermal toxicity study, Sprague-Dawley rats (five/sex/dose) were administered dermally
flurtamone dissolved in polyethylene glycol (PEG 400) at doses of 0, 40, 500 or 1000 mg/kg b.w./day
for 21 consecutive days without any treatment-related effect. Thus, also in this study a NOAEL of
1000 mg/kg/day was established.

No further studies were performed.

Report: KcA 5.3.3 /01 1939;M-160644-01
Title: Four-Week Repeated-dose dermal toxicity Study in Rats with RE-40885 Technical
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(SX-1802)
Report No: R001488
Document No: M-160644-01-1
Guidelines: Deviation not specified
GLP/GEP: no %
&@
Q o
Report: KCA 5.3.3 /02:| | . 1993:M-203228-01 @@ ) S &
Title: A 21-day dermal toxicity study in rats with ﬂurt&@bne;@hica@ §a
Report No: C016883 ° o o\\\ Qo 8
Document No: M-203228-01-1 AN
Guidelines: USEPA (=EPA): 82-2;Deviation, sp%§ed v § Q
GLP/GEP: yes S . £ @Q S &
S5 F ¢
A S o S
AS54 toxicity testi
C Genotoxicity testing . \@ o @Q S O

S Yy @ S
The genotoxic potential of flurtamone was a% sed i %—Vitr&@ndi 0 ge@oxic@udies
according to the current OECD guidelines acc§

submitted for the first Annex I inclusion@ {;\\7 N Q @ 9
Flurtamone was negative for genotoxidty, bot ith aé\vith Qneta@ ¢ act@%on, in an Ames

abgigdtion @yi nese Hamster ovary

study with S. typhimurium. Furtherg OFe, a ¢ Mmosotsal
%iStY

cells and a Mouse Lymphoma (L5§¥8 1?@/-) n@gem@ty ass ith & ithout metabolic
activation were negative. Y Q T O @
Also in an in-vivo test, the mi$ucleest iptgice v@a oral @gses of\d; 200,1000 and 2000 mg/kg
bw no clastogenic effect of amogpeswas @ @ Q N
Therefore, flurtamone is onsiggred a 5@’ no@ con@undgﬁ umans.
NN Q
O $
No further studies w ond @ NY
@
$
CA541  Invitré &
Report: ;1986;M-160646-01
Title: @ oma mutagenicity assay with RE-40885 technical
Report No: RO K
Document No(s): STrial ﬁ\)s
T5288.701
M-160646P1-1
Guidelines: Deviation not specified
GLP/GEP: yes
Report: KCA 5.4.1 /02:| . 1988:M-160666-01
Title: Microbial/mammalian microsome plate incorporation mutagenicity assay with RE-
40885 technical (SX-1802)
Report No: R001497
Document No: M-160666-01-1
Guidelines: USEPA: Guideline 84-2;not specified

GLP/GEP: yes
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Report: KCA 5.4.1 /03 G 1935:M-160655-01
Title: Chromosome aberrations in Chinese hamster ovary (CHO) cells RE-40885
technical
Report No: R001492 %)
Document No(s): Report includes Trial Nos.: @
T8228.337003 N <
M-160655-01-1 @@ @ O 2
Guidelines: USEPA (=EPA): 84-2;not specified &@ . @7% % §a
GLP/GEP: yes S o X S
WO N @& &
@) > O N
@ gy O
. L . ¢ P oo S S a
CA54.2 In vivo studies in somatic cells &© °\\ . é K@ @ @Q
SN
Report: M%m@m%@z; &g{i&ded: DB7-024%
Title: Acute in vivo cytogenetio& say i@ale a@%mal@ s @ @\
Report No: M-160678-02-1 QN o 9 < ©
Document No(s): Report includes Tria!@s.: QS . %7\9@ @ N @
TS206.105C3 S ©© § Q@
M-160678-02-1, & é % N @
Guidelines: Deviation nogi[}ciﬁ &, WY Q °\@9
GLP/GEP: no IS &© N N
Y Q )
S N
Report: KCA § /02; \%
Title: Tes @chen@l indy, §c thesis in rat primary hepatocyte
culthe®s by-autvradid@saphy : RE-408
Report No: R\@ISOS é K@ @)
Document No(s): @eporg i®iudes Tal No
AT 089,810 &> @@
M- 185085-0, &> S
Guidelines: D: 4 S » 84-2 - Deviation not specified
GLP/GEP: %;@ @S@ @ 8&
S O g &

@ 9 .9 s
NS

CA543  Invivo stud@in g2fm cell©
Based on the toxicity and ge%toxi% protgég, in vivo studies in germ cells were not required.

CASS Long-term toxicity and carcinogenicity

Studies on long-term toxicity and carcinogenicity were performed in rats and mice, following the
current OECD guidelines and in compliance with GLP.

In a two year chronic toxicity and oncogenicity study, 65 male and 65 female Sprague-Dawley Crl:
CD®(SD)BR rats were exposed to flurtamone at concentrations of 0, 75, 500, 2500 ppm (equivalent to
0, 2.84, 18.4, 98 mg/kg/day in males and to 0, 3.73, 24.6 and 136 mg/kg/day in females), for 2 years
with an interim sacrifice after one year. There was no increased incidence of neoplastic lesions
compared to controls. The NOAEL for systemic toxicity was 75 ppm (equivalent to 2.84 and 3.73
mg/kg/day in males and females, respectively) and the NOAEL for oncogenicity was 2500 ppm
(equivalent to 98 and 136 mg/kg/day in males and females, respectively).

In a combined chronic/oncogenicity study, 60 Crl: CD-1®(ICR)BR mice/sex, were given diets
containing flurtamone at concentrations of 0, 30, 300, 3500 and 7000 ppm (equivalent to
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approximately 0, 4.5, 45, 525 or 1050 mg/kg/day in both sexes) for at least 78 weeks. The no effect
level for chronic effects was 30 ppm (approximately 4.5 mg/kg/day) and the NOEL for oncogenicity
was 300 ppm (approximately 45 mg/kg/day).

These studies were submitted for the first Annex I inclusion. No new studies wgre performed.

&@
o\ ° &

Report: kcA 5.5 /01 I 1992:M-165798-01 & N © 9D
Title: Combined chronic Oral Toxicity/ Oncogemclty i& in @fs wit%{EA (8

Technical WO é W7
Report No: R004014 ”\@ 5 § @é\ @’% @w%\
Document No: M-165798-01-1 @@9 > (704 § N
Guidelines: USEPA (=EPA): 83-5;Deviati otés@ﬁed @ ©© e
GLP/GEP: yes SEES @ G N &

F o 8L

Report: kca 5.5 /02 IR Y
Title: Eighteen-months feedi e W@@e%@%E @5 technical (SX-

1802) o
Report No: M-165800-02-1 R &@ S & &
Document No(s): Report includes ﬁlal §2 é © &© @Q

2107-1 < & QO

M-165800- G > & D>
Guidelines: USEPA A): é—l ;n(@speciﬂé @ Q@
GLP/GEP: ves S & & é’ ©@ %\

O & & @ K o
SR I SN
: N

CA 5.6 Repre@ctlv wxi 1 < R $
Q .o N
Flurtamone technlc%&l s be % stedyin a two@ener@@n r:e@uctlon study in rats and in

e
developmental toxicity stq%@ n @an its 1@sompl with GLP and according to EEC

guidelines. B
These studies have beg%bm@ for, ﬁrs@ex 1 Relusion already and no new studies were
performed. Q

¥ & $
CA 5.6.1 Generatw@ud@& @

In the 2-generation rat study Flurtayone te@mcal (91.9% purity) was administered to Sprague-
Dawley rats (Crl: CD®BR) via @dlet at concentrations of 0, 75, 500, 2000, and 5000 ppm. The
NOAEL for adult toxicity was 500 ppm with a NOEL at 75 ppm. The NOEL for litter effects was 500
ppm, reproductive parameters were not affected at any doses.

Report: KCA 5.6.1 /01 GGG 1992:M-203254-01

Title: Two-generation (two-litter) reproduction study in rats with RE-40885 technical
(SX-1802)

Report No: C016896

Document No: M-203254-01-1

Guidelines: 83-4;Deviation not specified

GLP/GEP: yes
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CA 5.6.2 Developmental toxicity studies

In a rat developmental toxicity study, 25 pregnant Sprague-Dawley Crl: CD(SD) BR rats were treated
with doses of 0 (aqueous suspension of 0.25% CMC containing 1% Tween 80), 5, 50, 250, or 1000
mg/kg/day by gavage from day 6 to day 15 of presumed gestation. The maternal NOEL was 50 mg/kg
bw/day. The foetal NOEL was 250 mg/kg bw/day.

In a rabbit developmental toxicity study, dose levels of 0 (aqueous suspens;oQQf 0.25% CMC
containing 1% Tween 80), 20, 200, or 600 mg/kg/day of flurtamone Were ed by@@vage@
groups of 20 pregnant New Zealand rabbits on gestation days 6 to 19. T rnalo\a
toxicity was 20 and the developmental NOAEL 200 mg/kg b%day &S

Report: KCA 5.6.2 /01;w Wleoggh o &
Title: Oral teratogenicity and develo& nt city shidy @@%bi%\@th Ch&yron RE-
40885 technical Q o é’@
Report No: R001493 @”\a (ﬁ%© @§ @)
Document No(s): Report includes Trial Nogyy & @Q %, S &@
CEHCS8-8 & O A~ R
$-3115 @ & o Lo °
M-160656-01-1 QF 29 & § < @@
Guidelines: USEPA (=EPA): @'; 3; peciqli}i @) &© @Q
GLP/GEP: yes ‘N § @ o@ Q O

Report: KCAS.
Title: Oral t

2; Amended: 1998-06-29
y in rats with Chevron RE-

Report No:
Document No:
Guidelines:
GLP/GEP:

CA 5.7 Neulggoxw@ tud @ Q

No special studies a ne@ptomen‘u @f Fl ‘|\© one have been performed. The extensive

toxicity data from a stud1 hickare a ble on Flurtamone do not provide evidence of any
direct neurotoxic effects re, b@ on @ available data, Flurtamone does not present a
neurotoxic hazard. @ ®

SR

CAS.7.1 Neurotoxicity&dies in rodents

Based on the available information, Flurtamone does not present a neurotoxic hazard. Therefore,
neurotoxicity studies were not conducted.

CAS5.7.2 Delayed polyneuropathy studies

Flurtamone does not belong to the class of organophosphates from which some have an OPIDP
potential. Therefore, an OPIDP study was not necessary and not performed.
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CAS.8 Other toxicological studies @@
N

Other toxicological studies with the active ingredient were not performed @ce thetoxicolagical
profile was sufficiently demonstrated. S

@f@
7af

s 0
Yp

New studies with the metabolite Trifluoroacetic acid/acetate OA) wye per@a}ned vdich a&r@a

summarized in the following. é}\g . Q @i% @%’ @w\’
v 5 TS &
CA5.8.1 Toxicity studies of metabolites @%’ RS Q@ @9 ® éf
&5 Ty d
AT N &S § &

Report: KCA 5.8.1 /01;Airaksine . M.s a, T,; ;M 837
Title: Toxic actions of the m ite halo&ne;&éo and@pme mgtabolic effects of

trifluoroethanol and t orog ic acidyin mio@gnd @ea pigRy
Report No: C047142 N.O &2 & &
Document No: M-247837-01-1 SS9 6‘@ Q@
Guidelines: Deviation notos@mﬁe%@» é S @
GLP/GEP: no ST ¢ & Q.9

‘ NP ER NN
& g v & g O
Report: KCA 5§O2 d , al@lﬁ, <199 X -247891 -01
dativ

Title: Cov bin, of o% tran@rn‘latl‘@> cactive intermediates to protein
inflgices, thasoc he@

tox1@m guinea pigs
Report No: C@57204%

Document No: @247@01 1& §®© @ §

4

Guidelines: Vl@on n pecﬂ"@ @} @@
GLP/GEP: ng @ & @ S
g S @ N
&5 &6
Report: @CA £8.1/0 rase @1nsky, L. S.;1988;M-247892-01
Title: ,ﬁ r1ﬂ|§tha and bone marrow toxicity: The role of its
bol 2,2 tr cetaldehyde and trifluoracetic acid
Report No: C047268 \©
Document No: M-24%892- 01@ S
Guidelines: Deviation speci@d
GLP/GEP: no
TFA studies:

In the following new studies with TFA which were not included in the Annex I are summarized.
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Trifluoroacetic acid/acetate (TFA) (M45)

Report: KCA 5.8.1 /21:| . 2005;M-256628-01
Title: Trifluoroacetate (TFA): reverse mutation in five histidine-requiring strains of
Salmonella typhimurium

Report No: 2014/82 %)

Document No: M-256628-01-1 &@

Guidelines: OECD 471; EEC Annex V, B13/14; UKEMS Gu1 nes ane &

MOHW; JMAFF; ICH Harmonised Trlpartltedel}z% S @ @
OPPTS 870.5100; \ N
Deviations: none @b @ °\\ @ ;\%\7

GLP/GEP: yes & §© @Qﬁé \@' Q@

I. Materials an%@tl&og@’ @ @@? Q éf

A. Materials Q& @\ @ &§ b é@

1. Test material: Triﬂuoro@ate (T, @ (ﬁ%© @§ @
Description: white p@ & @Q %, @b &@
Lot/Batch no: 01691@7 O @ & & O
Purity: (§ % Q9 @

Stability of test compound: @ante@ dy dur don; e)@y dat @ ¥007-03-14
2. Vehicle and/or positive control: °§%ter @ @ . @

é’ Nit®dflu (2N \Sodt& azide aN3) 9-Aminoacridine
éb ,M%m cn@l (M@), Be@dtalpyrene (B[a]P), 2-
N) Amino @:hrace@%(AA}@ \
S Salmgdylla gﬁmw@s‘[ra@\,rA%, TA100, TAI535,

02

&
Metabolic activa‘u@ @Q &mix&@@ @ §
B. Study design an&meth@

1. Treatment . @y\’ @@Q §@

Dose: b\ L Egperim 1 0 & 5000 ug TFA/plate
@ S @(pe &156 2525000 ug TFA/plate
v 051t§éé con@

3. Test system: ®©©

@ p
& @ 2 @ 0 pg/plate
@ Na: "\@ 2.0 ug/plate
V %QAA = 50 pg/plate
«§ MMC: 0.2 ng/plate
B[a]P: 10.0 pg/plate
AAN: 5.0 and 20.0 pg/plate
Application volume: 0.1 mL/plate
Incubation time: 1 hour

I1. Results and discussion
Following treatments of all the tester strains in the absence and in the presence of S-9, only in
Experiment 2 treatment of strain TA98 in the absence of S-9 resulted in an increase in revertant
numbers that was statistically significant when the data were analysed at the 1% level using Dunnett's
test. This increase in revertant numbers showed no evidence of a dose-response and was not observed
following comparable Experiment 1 treatments. Accordingly, this increase in revertant numbers was
considered to have been a chance occurrence, and not a compound related effect. As no other
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treatments provided any statistically significant increases in revertant numbers, this study was
considered to have provided no evidence of any mutagenic activity of trifluoroacetate (TFA).

Table 5.8.1/21- 1: Summary of mean revertant colonies

Salmonella typhimurium strai@ej
S-9 mix TA98 TA100 | TAI1535 | ‘&i‘msg . | (TA102
Dose (ng/plate) -/ mean = SD @\” @ . ) @VQ)
Experiment 1 o &@ o\% &ﬁ %§’
Solvent control - 27+6 105 = 14 KRNI E S
TFA 1.6 - 27+8 10315 [ G146 | @IS =20
8 N 2547 01+7 & 1748 ¥« M ASTEETE
40 - 28+4 91 + 26 %g\is S RFL | 21Wle
200 - 36+ 3 10124, © | S Si%%@ R©§b6ﬂ:6gz§ Ap+ 10
1000 - 3444 1038Y oS 1268 D20y [ @236
5000 - 25+5 §xs5 O &) &Y Q) 2iie
@ N D
Positive controls ) ? <§ @ éﬂ o\@ @
INF: 5.0 = e @ NN O 9
NaNs;: 2.0 - 9| 666226, F 643517 § K
AAC:  50.0 - & S L S Y 30
MMC: 0.2 — @ Q& (?V A & S 643 £ 34
Experiment 2 @ ,a@ %, 9 f\&
Solvent control - @@i 4 @)ﬂ: 5 @§ & 5 §5 19+2 249 +17
TFA  156.25 - @@mi %mi@ @n%@ 16+4 271 +29
312.5 -. 25@5 Q(&\@104§}”’ \Q 16:@’ 16+7 234 +33
625 /Z@ o@’fi 8* © 1@%31 2, f@ ;§¥f4 23+4 208 +27
1250 AR | @5 190 Qﬁ%’is 17+4 219 +37
2500 _ oD 21& IS 95;@ 1,\\\’10i3 20+ 1 248 + 40
S 2
5000 - Y K2 N s D™ 14+4 18+2 232 +27
Positive controls @ @) @\J Q ©\
INE: 50 | = @7 O
NaNs: 2.0 - ¥ O L ® 438@ 438 £30
AAC:  50.0 - Q) ] 75+ 12
. \VZ N\ N
MMC: 0.2 — X N & 620 + 8
Experiment 1 /@
Solvent control + 30¥7 107+ 16 17+3 20£5 202 =30
TFA 1.6 + 36+8 92+ 12 13+3 17+3 193+ 16
8 + 36+ 10 99 + 19 14+ 7 20+ 1 162+ 10
40 + 49 +7 99+5 19+3 13+3 180 + 14
200 + 33+8 107+6 16+2 18 +4 185 +20
1000 + 31+2 88 +8 20+2 17+8 189 +7
5000 + 36+ 15 93 +8 15+5 22+8 177 + 45
Positive controls
B[a]P:  10.0 + 245+ 32
AAN: 5.0 - 977 +35 196 = 24 97+3
AAN:  20.0 + 492 + 13
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Salmonella typhimurium strains
S-9 mix TA98 TA100 TA1535 | TAI537 | TAI102
Dose (ng/plate) (-/+) mean = SD
Experiment 2
Solvent control + 41+5 112+ 12 17+3 z;og@z 196 + 34
TFA  156.25 + 32+ 10 76+5 12+1 I +7 176 +29
3125 + 29+6 94+5 20+3 23+l | P83H
625 T 3810 69+ 5 2046 & 18ey N 178
1250 + 41+6 75+6 ADE3 ] B4 QP 2kEW35
2500 ¥ 26+5 9349 KI0+3Q° | &2 @ | 26
5000 + 34+3 90 + 4 @ 15 92028y |32+ 18
Positive controls &Q N Sg o? P
B[a]P:  10.0 + 399 + 62 Q @\ é§ &§ &@ 9
AAN: 5.0 + 10587 |70 @ [ Q4= 1607 %
AAN: 200 + O O g)@' K196 246
* Dunnett's test, significant at 1% level \> ~ AN @ °N «@Vﬂ»
TFA = trifluoro acetate; 2NF = 2-Nitrofluore F)}; §3=OS%@HH azé%f AAG@-A%@)acridine; MMC =

® O
Trifluoroacetate (TFA) did n nduqx utagion in sfiye hi ne-r ring strains of Salmonella
T @)2) n t§ under the conditions of this

study. {° S
Y @© Q SN @@
> R
9 $
. N
Report: 5371 2248 J0058260699-01
Title: ifletoace) : Aion at'the thymidine kinase (tk) locus of mouse
g the Microtitre fluctuation technique
Report No: 14/84@®0173 Q Q
Document No: -260699-01 4 . O
Guidelines: VO 476; @les; US-EPA OPPTS 870.5300;
D tior%
GLP/GEP: yes S

T D
% I. M@ﬁrlals and methods

A. Materials «§

1. Test material: Trifluoroacetate (TFA)
Description: white powder
Lot/Batch no: 016911/1
Purity: 99.1%
Stability of test compound: guaranteed for study duration; expiry date: 2007-03-14

2. Vehicle and/or positive control: sterile water for injection
4-nitroquinoline 1-oxide (NQO), benzo(a)pyrene (BP)
3. Test system: mouse lymphoma L5178Y TK - mouse cells
metabolic activation: S9 mix
B. Study design and methods
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1. Treatment
Dose: 0-360-560-760-960-1160-1360 ng TFA/mL (1360 pg/mL is
equivalent to 10 mM TFA)
positive control: 0.15, 0.20 pg/mL NQO Experiment 1
0.05,0.1 pg/mL NQ(@@cperiment 2
2.0-3.0 pg/mL BP:S

Incubation time: 3741 °C, 24h @@ @% ©§ @@
., 9w s §
@ \\ $ RS
¢ & & 8
I1. Results and dis ion§ &S \@7 9

No statistically significant increases in mutant frequ we bsm@@’ at dos@%steq&i};l the
absence of S9. A very small but statistically signiﬁc@incre in ma§ant fre@n nc§ s o@ved at

the intermediate dose of 960 ug/mL in the pres@e 0 in erié%%t

sufficiently small in magnitude that it is n nsi a ogg& %)
furthermore, provided no evidence of any doggyrelaty i ibiliggy as i&@%curred at a

single intermediate dose with no significant %@r trer@in or&@mne exQerimg 4@ @

nt repp

@ >
R&e & o
@ o\ o\ @ @ @
O & &GO §
Ny Le Q.8
O\ .
S L s o
AN R
Table 5.8.1/22-1: Summary ofresults @& IS f\© o N
Co N @a (@&
Dose (ng/mL) Q 3 @ @ §% @@\ +S9
%o rel. tot groy®) | n@nt fr@ency ) %rf@otal growth | mutant frequency’
Experiment 1 (3 hour@ﬁnel@@% Cé\ <O N
TFA 0 N 100@“ o, Q: > Q@ 100 61.07
360 B o Kuug N oo 91.37
560 _ Q@ K&Ms.z@ S| o 91.29
760 1y S | 4§ o 78 94.48
960 < 12%, @@ @%5 o\© 83 101.77*
1160 g @ S @59.43\@% 103 75.57
1360 112 55. 93 85.10
SR
NQO 0.15 57 D 34¥0
3 42 RN @35.99
BP 2 @ 46 648.58
3 30 975.59
Experiment 2 (24 hour treatment - S9, 3 hour treatment + S9
TFA 0 100 56.49 100 50.34
360 81 44 44 100 74.18
560 82 58.47 106 63.84
760 82 41.65 81 58.07
960 93 5271 83 57.83
1160 90 47.63 81 70.88
1360 76 51.89 104 56.79
NQO 0.05 34 294.33
NQO 0.1 14 398.07
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Dose (ng/mL) -S9 +S9
% rel. total growth | mutant frequency? | % rel. total growth | mutant frequency’
BP 2 63 270.86
BP 3 25 542.41

$ 5-TFT (5-trifluorothymidine) resistant mutants 10 viable cells 2 days after treatm
* Comparison of each treatment with control: Dunnett's test (one-sided), signiﬁca&@t 5% level

II1. Conclusion @o &

Trifluoroacetate (TFA) did not induce mutation at the tk o;;\@ of LY 8Y®se ly&)ho \ells in
the absence and presence of a rat liver metabolic activa@ syst@@? © § <§
@ @Q S A

o ..O
S S s &
PR A S N i
Report: KCA 5.8.1 /23; ;N%;M- 0740 C&Q Q
Title: Trifluoroacetate (TFA) »@mti @}o SO ben@ns i tured
human peripheral blog, gli/rnpho @ °<\9 >
Report No: 2014/83-D6172 8} § o\@ @
DocumentNo:  M-260807-01-1 ¢ ¢ < 9
Guidelines: OECD 473; EE%Anne @, B. M(@W (1@ s JMAFF; ICH
Harmonised Q}parti@ iddtine; -&PT&@ideline 870.5375;
Deviations:@ e O -9 @
GLP/GEP: yes @
g &
3 Q>
A. Materials b@
1. Test material: M) N }}&%Zoro te T@A) N
o S SO S
Description: &@ Q9 @hite p@vder °S @
. NS $
Lot/Batch no: @&9 @@0165@/1 @g @
Purity: %\ 9 99 @ 5N
Stability of test co%ound:(@Q rant@ for Qy duration; expiry date: 2007-03-14

2. Vehicle and/or pésitive throk@steril ater, f@injection
&5 S

N N 4-roqui@’ine 1-oxide (NQO); cyclophosphamide (CPA)
RS @
3. Test system: @ $@man bigpd lymphocytes prepared from pooled blood of three

v &ale d&}ors
metabolic activation: % S9 nfix
B. Study design and methods «§
1. Treatment
Dose: 0-85-170-340-1360 pg TFA/mL (20h treatment)
0-340-680-1360 ng TFA/mL (3h treatment)
positive controls:
NQO: 2.5 -5 pg/mL
CPA: 6.25-12.5 pg/mL
Treatment and recovery hours: Experiment 1: 3 + 17 hours (+/- S9)
Experiment 2: 20 + 0 hours (-S9)
3 + 17 hours (+S9)
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I1. Results and discussion
Structural aberrations

Exposure to TFA resulted in percentages of chromosome aberrations that were mostly similar to the
concurrent vehicle controls in the presence and absence of S9. There was one exception after a 20-
hour exposure to TFA in the absence of S9 in Experiment 2. There was g small increase in the
percentage of cells with structural chromosome aberrations (excluding gaps)@Xposed at 1360 pg/mL,
the highest concentrations of TFA assessed for chromosome damage. Thgvaberrations included two
chromosome exchanges in one cell. However, the percentages of cells watli ab tons &) Wit]@he
historical vehicle control frequencies. Also exposure at 1360, u%/mL \&@assg) ed @&5 61%Qutotic
inhibition in Experiment 2. Numbers of aberrant cells (exéhdingsgaps) 4inall tre@ed cu@es fell
within historical negative control ranges. For the rea meé§ned§bove @ sm@?’ increase
mentioned above was not judged to represent a positive 1 ons%%,\ Jog § ©©

© N

SIS

N SR
& Q@Q & ©§ @@§
D TS P
& O I F S P
Table 5.8.1/23-1: Summary of cells with cturafabergtions X~
Y renghabagiony @
Substance Cels © @Cell@th ab ions 6 & Mitotic Index
Dose (ug/mL +/- 89 4G di Excl
(;fg mL) score @1 1ng@s oi\\y@ XC g gapgy (mean)
Experiment 1 (3 hour treatment + 17 3our rewﬁfy, 4(%9) R RS AN
Solvent + }@ > = Q @ 1 ([(\@ 7.1
TFA 340 + §mo NN 0N |2 7.6
680 + © 200 &‘J 3 @ R N 7.6
) (952 3 Y
1360 + & 200 |p0 & @@ N 4 7.9
CPA 625 +.9 | & < %YV NS
Nz & <
Solvent /%Q Q7200 %Q D 2 i} - 1 8.3
TFA 340 - 20 2§@ \h@ 36 & 2 8.2
680 - o > 3 7.2
o A
A Q0 NN 0 7.0
J \S) Q) a
NQO  2.50 § @ 186@ @Q 45Q 44
Experiment 2 (3 hour trea@ent + 1Phour n%overx,@é)
Solvent + | Q0 Ol 1 7.6
DS |
TFA 340 + S~ 200 © 3 1 7.7
680 + 200\ @ 1 0 6.1
1360 + @ 1 1 6.2
CPA 6.25 + 97 48 40
Experiment 2 (20 hour treatment + 0 hour recovery, -S9)
Solvent - 200 1 0 6.1
TFA 85 - 200 0 0 5.3
170 - 200 0 0 3.8
340 - 200 1 1 3.7
1360 - 200 6 4 2.4
NQO 2.50 - 102 40 342

2 statistical significance p < 0.001
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Numerical aberrations

No increases in the frequency of cells with numerical aberrations, that exceeded the historical negative
control range, were generally observed in cultures treated with TFA in the absence and presence of S9.
The only exception to this was observed in Experiment 1 in a single culture at the lowest concentration
analysed following 3+17 hour treatment in the presence of S9. In this culture the numerical aberration
frequency marginally exceeded the historical control range. In isolation, this i@rease is not considered

oS
to be of any biological relevance. N o
> $
& @%@ %QD @%}
Table 5.8.1/23-2: Summary of numbers and types of num@gal abe%ratl% @& . @
Substance Cells Numerica Q/rra‘u,o@ @Ei\ ﬁ@7\\’1"0%11‘@\ % with
Dose (ug/mL) |+/-S9 [ scored hyperdiploid | end@%m@% | @plmﬁ@ al®© num abs
Experiment 1 (3 hour treatment + 17 hour recovery, +/-S9Q\© R > . Q ﬁ@@ %@9 &
Solvent + 200 0 KQ” @@ &9 «?§f0 @6@ 0
TFA 340 - 203 0 N o Y O 39 1.5
680 + 200 0 o 0 O |5, 0 o Q@ 0
1360 + 202 0 X | A0 08 @ 23 @,@ 1.0
CPA 625 + 168 R . P & ¥ @ 0 0
Solvent - 200 © (g%;a &% @U Q 0 e S 0 0
TFA 340 - 200 D | Vo © 0 0 0
680 - 22 | 2070 | OS . 0N 2 1.0
1360 - 200 & & = @ V) 0 0
NQO 25 - ERNTERAAEN 4&7 0 D [0 0 0
Experiment 2 (3 hour treatmepm@ 17 h&mecov 7 +S%7@ &Q &\j)
Solvent + SO O 27},;@' ’ \Q j@ @\-9 0 0 0
TFA 340 + 9202 §$ &0 i< \\‘6» S 2 2 1.0
680 +/<§ 200 V0 §F| G0 5" 0 0 0
1360 + [ | 0@ [« & 1 1 0.5
CPA 625 NN @59 a f&j %0 0 0 0
Experiment 2 (20 hour @e\‘fmen@\i hou%%cover&@s% r\U
Solvent Q] 200 | @ 0 O [ 0 1 1 1.0
TFA 85 X @ 2 & B 0 0 0 0
170 - 201 % & A 1 0 1 0.5
340 - 203@ A2 O 0 1 3 1.5
1360 - 206) A Ogy 0 0 0 0
NQO 25 - 102 @é@? Yo 0 0 0 0

abs = aberrations, num = numerical
I11. Conclusion
Trifluoroacetate (TFA) did not induce chromosome aberrations in cultured human peripheral blood

lymphocytes when tested up to 1360 pg/mL in either the absence or the presence of a rat liver
metabolic activation system (S9).
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Report: KCA 5.8.1 /24, :2013:M-444479-01
Title: Sodium Trifluoroacetate - Acute oral toxicity study in rats
Report No: 12/333-001P
Document No: M-444479-01-1
Guidelines: OECD 425; Commission Regulation (EC) No 440/200@B.1.TRIS; US-
EPA 712-C-98-190 , OPPTS 870.1100; &@
Deviations: none N o
GLP/GEP: yes @@ @ ©§ @@
I. Materials and methads &@ °\@ @ §9
& & N 9
A. Materials N O ({% @ 9
. : P MR S AN
1. Test material: Sodium Trlﬂ{,@)acet% N ©
o A white.©” o O o S ¢ &
Description: solid whlte& \\ AN K@ N
Lot/Batch no: SES 1175R1-1 N @

Purity: 95.1%
Stability of test compound: gua ed @sstud gati(@expi@te: @?—01—24

2. Vehicle: d edwager S @ N (g
W\? 9,
3. Test animals @%}N 0\6@4 oiw@ § § @@@
Species: ist@@at & @) S)
Strain: &:\@ CRY: WI)KQ,>> . § Q& °\\©@
Age: @Q QQ we@ é N @
Weight at dosing: @ @Q% 0 N
Source: @Q S
$ &
Acclimatisation pgrégd: § & leas€$ da
Diet: &*6\ o\@ O SN& " %clavable complete diet for rats and
) § @§7 e-b éﬁing@ maintenance" (_
b\ Q@ & many) ad libitum
Water: @ ©© Q’ tap @er agibitum

Housing: @ @ 1@ idu@*@ in Type II polypropylene/polycarbonate cages;
¥ St

& G ign(& edding for Laboratory Animals
B. Study design and method@ %@ S
1y des R
1. Animal assignment and Watmel@

Dose: «§ f@(’)o mg/kg bw

Application route: oral
Application volume: 10 mL/kg bw
Fasting time: before administration: overnight

after administration: 3 hours
Group size: 5 females
Post-treatment observation period: 14 days
Observations: mortality, clinical signs, body weight, gross necropsy

I1. Results and discussion
A. Mortality
Sodium trifluoroacetate did not cause mortality at the limit dose level of 2000 mg/kg bw.
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B. Clinical observations
Treatment with sodium trifluoroacetate at the dose level of 2000 mg/kg bw did not cause any test item
related adverse effects during the 14 days observation period

<@
hoé)§d no h@gication@ of

C. Body weight
Body weight and body weight gain of sodium trifluoroacetate treated anim:
a treatment-related effect.

/.

D. Necropsy @‘7 o\\\ Q o
There was no evidence of observations at a dose level of 2mg/l@§w

&

IIL. Conclfision 0 .

Sodium trifluoroacetate is non-toxic after acute (@mﬁ@tméﬂth aléDso V@ ab .@C{\

2000 mg/kg bw in female rats. . @
S

Report: KCA 5.8.1 /25;

Title: Trifluoroacetatg &ixploratory k
administratio&

Report No: 016316 @

S
Q
Document No(s):  Report in. ,\«@- T@ﬁ\les.?
X N

Q01 136&
‘Q
M-202683-01 %@
Guidelines: not @%licgl@ no '{'Zj ic@ N)

. N
GLP/GEP: X@ §§9 % @@ @Q §
&@ § %@.Matéals a@ ethggls
A. Materials . @y\’ @§ @@ @ @
1. Test material: b\ Q@ Tm’éﬁaroa te é

Description: % ©© v&@tep er ©©
Lot/Batch no.’? @ &29H3@58 {’&\7

Purity: N %Q 98,705 (Siged®Aldrich)
2. Positive control: S Gﬁbric" (positive control for peroxisomal proliferation)

3. Test animals © >
Species: «§ istar (HAN) rats
Strain: RJ: W1 (TOPS HAN)
Age: 8 weeks
Weight at dosing: males: 304 g - 355 g; females: 212 g-231 g
Source: _France
Acclimatisation period: at least 6 days
Diet: certified and irradiated rodent powder diet A0O4C-10 PI (U.A.R.

(I
France)) ad libitum
Water: tap water (filtered and softened) ad libitum


http://cropscience-transparency.bayer.com/OrderProcess?DocumentId=M-202165-01-1
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Housing:

B. Study design and methods

individually in suspended stainless steel wire mesh cages

1. Animal assignment and treatment

Dose: Trifluoroacetate: @@
0 - 600 - 1200 - 2400 ppm N .
males: 0-43-85-170 mg/kg b@y @ Q @@
females: 0-45-91-1 rng/kg‘gda \@’ @ §’
Positive control (perox&ep Qifera e% @ {g\:\’
Chlofibric acid: 500@p} \@’ 9
Duration: 14 days
Application route: oral (dietary)x,
Group size: 5 rats/sex/ p
Observations: mortalit j\linica@lxgm, QyW %t, fp@@%ns@non
haemz&y, @)ical &gemis IS i
nec sy, oé;@an welght, his atho@ Q@
DY O o & &
I R@ts a@ scu‘b&i‘)n . & \\
A. Mortality @§ N R, S N ®
There were no treatment-relate rtah@ during the %@l @@ O\Q
S S o & D
B. Clinical observations @ S @% @ @ @&
There were no treatment- r@ted %@cal @15 du the @y. @
: @ $ O $
[SEEBN

C. Body weight
Trifluoroacetate: B and y wegght develdpm: as not changed.

\
S o
% wei
Positive control: Durin ﬁr atn& we e rdgg Tost weight (males: -14 g; females: -1 g).
b

Lower body weight gatt¥r é\ er Welg@ (males: -19 %; females: -10%, p < 0.01),
when compared w1tl§ntrol an vaJies o y 14 &the study.
& O
@ N

Table 5.8.1/25-1: Sumﬁary Q

ear@y wﬁs

'@uoro@ ate Pos. Trifluoroacetate Pos.
Dose (ppm) 0 @%1200 472400 |Contr.| 0 | 600 | 1200 | 2400 | Contr.
Body weight (g) males females
Day 1 336 335 341 336 336 221 224 223 223 223
Day 7 376 373 383 368 322% 239 240 237 235 222%
Day 14 406 410 421 408 327%* 251 249 248 246 227*

Pos. = positive; Contr. = control
* statistically different from control p <0.01
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Table 5.8.1/25-2: Summary of mean body weight gain

Trifluoroacetate Pos. Trifluoroacetate Pos.
Dose (ppm) 0 | 600 | 1200 | 2400 | Contr. | 0 | 600 | 1200 | 2400 | Contr.
males females

Body weight gain (g) ﬂ@?

Day 7 35 38 43 36 -14* 17 1% ,l\io 1& -1%*

Day 14 6 | 75 80 | 76 | 9 | 29 @@ @ | 9O @@
Pos. = positive; Contr. = control @o N o\«é’ @ S
* statistically different from control p < 0.01 @ § ({’%\\ @§ &

o G D
. F S @ S £

D. Food consumption 1S é@’ @ S Q e
Trifluoroacetate: Food consumption was not affected&© °\\ R é @ © @Q

Positive control: Mean food consumption was signi@antl@crea 2 MOT %oncﬁd i les than

in females (-26 and -36% in males and -13 ar@%% S femal@ on s 2, f@pectively).
: . . : @
Lower food consumption correlated with the o %Ved body w lossin bot es. &
% @ &@ @ o% @
Table 5.8.1/25-3: S f food % & é@ "@ @@
able 5.8.1/25-3: .
ummary or mean OO@(;@ u@@n &7\9 @ @ @
Triﬂuorz%cetat © SPos. ﬂuo@etate Pos.
° O’ e

Dose (ppm) 0 | 6%§1§ 120 2420 &Con% J 0 Q 6(&0@ 1200 | 2400 | Contr.
Food consumption (g) ) n'@%s (\\&9 N T Sy females
Day 7 273 [ &9 [@R9 |, %6 [(201* PHOSL QS| 182 ] 185] 169
Day 14 27.4 §927.6 [>28.9 @28.2(5517.%\@ 198185 | 18.6 | 195 | 15.3%
* statistically different from@trol p@@’bl & D 6@\

S § &
E. Laboratory i * %) ) N ¥ $
. y 1nves@ 101% © ©©

Haematology A f&\ %, N @

Trifluoroacetate: A tende%y tow@s 1(@ %%rlite @d cell counts was noted in females at
2400 ppm (-30% compated to Epntro]sXstatistiCaily s‘&iﬁcant p < 0.05). This slight change was
associated with loweg mean olut te couit (-38% compared to controls, statistically
significant p < 0.01 the &senc ¢ in absolute neutrophil count, the statistically
significant change@neut%@hil pé@nta{@bser@ in females at 2400 ppm was considered not to be
toxicologically relevant.xJ

@
Positive control: No toxicolog@ly re@ant G@ges observed.
Q" S

Table 5.8.1/25-4: Haematology (s?g%nary

Trifluoroacetate Pos. Trifluoroacetate Pos.
Dose (ppm) 0 | 600 | 1200 | 2400 | Contr. | 0 | 600 | 1200 | 2400 | Contr.
Parameter (unit) males females
White blood cell count 15.1 ] 12.8 13.9 14.4 17.3 119 | 109 99 | 83* | 11.7
(10°/L)
Neutrophil count 3.0 2.5 33 3.7 3.2 1.9 2.0 23 2.0 2.0
(10°/L)
Neutrophils (%) 20 20 23 26 19 15 18 23 24* 17
Lymphocyte count 11.4 9.7 9.9 9.9 13.1 9.3 8.3 7.1 | 58%| 9.0
(10°/L)

* statistically different from control p < 0.05 ** statistically different from control p < 0.01
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Clinical chemistry
Trifluoroacetate: No treatment-related variation was observed.

Positive control: Treatment-related variations (increased aspartate aminotransferase activity, alkaline
phosphatase activity, urea concentration and decreased total protein and chqdgsterol concentrations)
were predominantly observed in males. In females, the only noticeable chan&@vas a tendency towards
higher aspartate aminotransferase activity which was considered not to be gelcolg%;ally rglevant, %

@
@ &
Table 5.8.1/25-5: Summary of clinical chemistry @o j\& °\\6@7 @ @
o o X
Trifluoroacetate l@&/ o @V Tr@om cé&e @\’ Pos.
V|
Dose (ppm) 0 | 600 | 1200 | 2400 | @ntr. @0 | 690 | @0 | @0 Contr.
Parameter (unit) males Q &\Q . Q@ @ alesY &
Aspartate amino 50 55 57 5797 IRQ 36 S | 38 N 8T 64*
transferase (IU/L Y @ @ Q @§
( ) "N Q S G @@
Alkaline phosphatase | 99 | 112 109 \@3 Q13+ @% 4@60 @97 NE 67
(IU/L) %% r\© &) NI
Urea (mmol/L) 471 4.63 4}(@ | D+ @ AM| | 520 484
Protein (g/L) 63 63 YRS | &7 65 60
Cholesterol (mmol/L) | 1.89] 126/ 1 46 1.4@695*@? 1.6%& 1.09@ 155 174 1.62
>

* statistically different from control pé@ .05 Q **@tisticeg iffefefyfrom Sagitrol p < 0.01

S

Hepatotoxicity testing § &@Q

Cytochrom P-450 O @ %
Trifluoroacetate: At 2400@ tly @ase@tal c@c 0@-450 content reaching 19% and
14% in males and femal esp ggisvely, O 9/ urre

Positive control: The @ easg fwtotal tock&@qe P- cont§ was pronounced after clofibric acid
administration, espeiatly 1n mal& 5% reas@ompar@ to control mean).

”\a

Enzymatic activities ‘@

Trifluoroacetate: No ﬁca in %D EROD and PROD activities, whereas a
significant dose-rel incréase in U.I'lC a hy ylation was observed in males reaching 159%
increase at 2400 ﬁ@q, whédcom d t0 trol n the absence of other 51gn1ﬁcant changes in the
related parameters (livexoweig sto erox1somal activity), the increase in lauric acid
hydroxylation observed at 600@%m les @conmdered not toxicologically relevant.

Positive control: BROD, PREY) activities were not affected by the clofibric acid

administration, whereas a 51gn1ﬁc incre@@e in lauric acid hydroxylation was observed in males and
females (+363% and +118%, re@twely).

Cell cycling assessment

Trifluoroacetate: After 3 days of treatment, the labelling index was higher in males and females at
2400 ppm, when compared to controls. At terminal sacrifice, no effect of treatment on hepatocellular
proliferation was noted at 2400 ppm.

Positive control: At terminal sacrifice, the labelling index was higher in comparison to control groups
in males and females.
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Palmitoyl-CoA oxidation activity

Trifluoroacetate: The hepatic whole protein content was not affected in either sex. Specific and total
palmitoyl-CoA oxidation activities were increased in male rat > 1200 ppm up to 184% and 192% of
control, respectively. No statistically significant effects were observed in female rats.

Positive control: The whole homogenate protein content was statistically sig 1ﬁcant1y increased to
112% of control in both male and female rats. Hepatic palmitoyl-CoA Q) idation activity was
statistically significantly induced in both sexes. The specific palmitoy ox1dat10n ctivity was
increased by clofibric acid in both sex to 1029 and 503% of control, res@vel Q/\o tol@) aln@@yl—
CoA oxidation activity the increases were to 1144 and 564% of contro&@spec aFEly. %

o\ RS
S \
Table 5.8.1/25-6: Summary of hepatotoxicity assessment oé}@ °\§ ;§ §@ é@?
Trifluoroacetate S os, °§' @vﬂluo etat N *RFPos.

Dose (ppm) 0 | 600 | 1200 | 24% CO% 0@ 120@, 240 ontr.
Parameter (unit) males Ko Q\V’/ @» & fe@%es §
Cytochrome P-450 activity & N R A :% R
Cytochrome P-450 140 151 1§§ .66 © 1.8&@ 0.9 1.00@9 L. (@ 1.0g| 112
(omol) Sl ol & o o

Enzymatic activities @%Q) ;\\\v °§N Q S 9

BROD 14.71 [ 2020, 22.5&%&7.51 :@Nz 86@u 2.9%73.65/ 4.35] 445 1331
(pmol/min/mg protein) 3,\\"\ b Y= oi%? . @2 °‘\@

EROD 5475 @24 a390| 2BOR| 1834 | 5895 B14| 4134 2963 2999
(pmol/min/mg protein) & @)Q ) V S @gb N

PROD 83Ny 847 7. 5.94 12320 4 3.72 3.77) 4.32 5.26
(pmol/min/mg protein) %©® A S @@%@ &@@ ¥ @ @§

Lauric acid 920 ;§5’.85 &P 20| 83N @gz Q56| 2.10 2.05] 226] 5.59
hydroxylation \\@ Q§ é’\ §) % §

(nmol/min/mg prote&“ °§ Q N, @

& R = < AN

Cell cycling é}? @ @Yg ® %o

PCNA positive cells @\9.2 <§> 4&7 é{\@os @\\“ 84| - |- 174 -
/1000 (day 3) AN f@ Q &

PCNA positive cell% i @V @@ - @‘J &@ 77 32 - |- 33 5.8
/1000 (day 14) XY A >

Palmitoyl-CoA oxidation activit%% @Wj . QO

Whole protein content 234v 238@)qla 2478 246 | 261 224 244 236 237 | 250
(mg/protein/g liver) r% * * ok HAK
Palmitoyl-CoA 4.38 @5.39 6.37 8.06| 45.05 4.50| 4.18| 4.50[ 4.24| 22.64
OXidatiOH ks kk skskosk sksksk
(nmol/min/mg

homogenate protein)

Palmitoyl-CoA 1.03 1.29( 1.57 1.98| 11.78 1.00[ 1.02 1.06] 1.01 5.64
OXidaﬁOn sk kk skskeosk skskosk

(pmol/min/g liver)

* wkREE statistically different from control p < 0.05, p <0.01, p <0.001

--no data
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F. Organ weight

Trifluoroacetate: Body weights in treated animals were not affected at interim as well as at terminal
sacrifice. Absolute and relative liver weights were statistically significantly increased in male rat
> 1200 ppm. There was no difference of the liver weight in females. Other statistically significant
changes were considered incidental and not treatment related since they wer%lacking dose-response
and were not associated with any microscopic finding.

Positive control: Mean terminal body weight was statistically significantly Jver in males d females
Absolute and relative liver weights were higher in males and females.ﬁmcr d re@l et
weight was not considered treatment-related since it was not associ wit y hl%opathSQ cal
finding and the absolute weight was not increased. @" \ o\

P
Table 5.8.1/25-7: Summary of organ weights @ & @ @\? @ e
Trifluoroacetate N Pe% o@l‘ riflwd¥bacetate CQ Pos.
Dose (ppm) 0 | 600 | 1200 | g\@@ C@r. @@’ | 680 1;%@% 24 Contr.
Parameter (unit) males ((\@ . Q Q@ K\J/ &Malesh@;
Interim sacrifice day 3 N 7 Q\ 0@9 X @ @ N
Body weight (g) 306 -- NESR WP ©f O
Liver weight (g) - abs. 9.2 - | > > 2 °§5 S .0 @ %g 5.7
Liver weight (g) - rel. 3.0 - 732 N 29 {9 o 2.9

N

Terminal sacrifice day 1

Y
R
Body weight (g) 373 | & | ¥ Q4 | aH | 226 | 223 | 213

Liver weight (g) - abs. 9.9 Q0.7 53417 | ?17 QJ** G633 [ QT | 62| 64 | 86
Liver weight (g) - rel. > 295 3. 3 2*@ 4897 27N"27 | 27| 29 | 41**

2.6
Thyroid weight (g) - abs.| Q@b | 0.Q9| 08d @ 08> o@}s 0.012| 0.014| 0.013| 0.015

Thyroid weight (g) - rel. | 0504 [:xQ005 | <@gp04 | QP05 | @6+ | LB06| 0.005| 0.006] 0.006 | 0.007
Pos. Comtr. = positive cluffol 6 @
** statistically differ& om ?&&n@rol Iép .01, - § taé}@ @
IS $
G. Gross necropsy b
Trifluoroacetate: On@fw 2rd® pathaé@%y c es vge noted and considered as incidental findings.
Positive control: At 1n%b§§cr1ﬁ bV10@y ag@ ivers were observed in 2/5 males.
NN
H. Micropathology % \
Trifluoroacetate: At interim s&r ﬁcbﬁhggacrease of hepatocellular mitoses was observed in all
males and 2/3 females at 2%) ppg At terminal sacrifice slight diffuse centrilobular hepatocellular

hypertrophy was observed in 1/5 2/5 médes at 2400 and 1200 ppm, respectively.
All other changes were consider&¥to be incidental in origin and unrelated to the treatment.

II1. Conclusion

The NOAEL is 600 ppm (43 mg/kg bw/day) in males and 2400 ppm (190 mg/kg bw/day) in females
based on liver findings (increased organ weight in correlation with hepatocellular hypertrophy,
increased cytochrome P-450, lauric acid hydroxylation activity, specific and total palmitoyl-CoA
oxidation activities). Trifluoroacetate is a very weak peroxisome proliferator in male rats at doses
> 1200 ppm (85 mg/kg bw/day).
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Report: KCA 5.8.1 /26; :2005:M-259106-01
Title: Sodium trifluoroacetate (TFA) - 28-day toxicity study in the rat by dietary
administration
Report No: SA05054
Document No: M-259106-01-1 2
Guidelines: OECD 407; Directive 96/54/EC, Method B.7; &@
Deviations: none N o
GLP/GEP: yes @@ @ @§ @@
I. Materials and methads &@ °\\@@7 @ §
. ¢ & O O S
A. Materials LN °\© 6 \@7 S
1. Test material: Triﬂuoroacetat& A) @& © N <§ .
o . S .. @ S o X
Description: white crystal& \\ AN K@ b N
Lot/Batch no: 016911/1 § @ & «§ é@
Purity: 91% & Q L O @
Stability of test compound: guara@ foétudy gon@piry @ 20 @%)93—14
. >
2. Vehicle: no
3. Test animals
Species:
Strain:
Age:
Weight at dosing:
Source: @Q
Acclimatisation perio&@@
Diet: &
N
NN
S
5N
Water: §
Housing: %

B. Study design an@leth@&‘9
1. Animal assignn%n at@%
Dose:

@ 7 6001800 - 5400 - 16000 ppm
V @y)%male%\ 0-50-149-436-1315 mg/kg bw/day
felfiles: 0-52-157-457-1344 mg/kg bw/day

D
Duration: @§ 28 days

Application route: Oral (dietary)
Group size: 5 rats/sex/group
Observations: mortality, clinical signs, body weight, food consumption,

ophthalmology, haematology, clinical chemistry, urinalysis,
gross necropsy, organs weight, histopathology

I1. Results and discussion
A. Mortality
No mortalities were noted during the study.
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B. In life observations
No clinical signs were observed during the study in either sex.

C. Body weight
Body weight and body weight gain were not affected by treatment.

&
D. Food consumption °$ . IS
No effect on mean food consumption was noted in either sex. @@ @ Q @@
@ &

E. Ophthalmology @" & oo\\@’ @j&% o @
There were no treatment related ophthalmological ﬁndings@ing studyid eith@ex. @?’%\

e S © S £
F. Laboratory investigations 6\9 X é@’ @ @ ©© R
Hematology N R K@ b @Q
No treatment related effects. Q

X
$
Clinical chemistry o\@ &Q @Q Ko @ &
Slightly higher alanine aminotransferase ac%i»ty (AL@T V\Q@obse d ato 00 in both sexes
(+37% in males and +23% in females). De@ se er cldglester, oncc?\@atlo OL) was noted

in males >5400 ppm (-30% and -29%, r@ecti . Inéﬁ@sed a@ntentrEon ot@cose (GLUC) was
noted in all treated groups in both sex O $) &© @

However, in the absence of associaiﬁw istopgrhological ﬁp@s the@ chz&@ are not considered to
be adverse. @@ &© @ o\@

Table 5.8.1/26-1: Summary:e¥clinic chen@try & QO
= 3
S

Parameter eg (r ale; \“; Dose group (ppm) females
means (unit) 0 ¢ 60033@ 1800 Y s4 160@ 0] 600 1800 | 5400 | 16000

N
ALAT (IU/L) 3@ 47| O |82 | | Y| 36 41 40 43%
CHOL (mmol/L) | “244 [ &9 [Q1.65 |@) 51* {O1.508371.75 1.84 160 1.86 | 2.00

GLUC (mmol/L) 5.77 “@.11**@793.70* 4.25;&@4.oggﬁ 6.17| 432%*| 519 [ 4.18%* [ 4.32%*

* % statistically diffe& om @rol péQ.OS, .ol O

SHIRI-
Urinalysis @ 9 QO
A dose-related increase &he ki tﬁe co@ntra@@ was noted in all dose groups in both sexes. Higher
mean urinary volume was no t1 pp @ males (+65%). However, based on the variability of

individual values in the C(@?ol gréup, thisNsolated difference was not considered toxicologically

relevant. «§ @

b
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Table 5.8.1/26-2: Urinalysis summary

Parameter Dose group (ppm) males Dose group (ppm) females
means (unit) 0 600 1800 | 5400 | 16000 0 600 1800 | 5400 | 16000
Ketones
0.0 g/lL 1 0 0 0 0 0 1 q@@ 0 0 0
0.05 g/L 3 0 0 0 0 0 2y L. % 0
615 g . i i 0 i i @\a &@\ © @ﬁ .............
004gL | 0 i 0 0 0 |0 |[# @b |1 K1
>0.8 g/L 0 3 5 5 5 @70 Q 0L 0P 0&\\” 0
Volume mL 71 | 99 | 96 | 85 | 1L7) 20 4 2{& 9D 53
* statistically different from control p < 0.05 é@ @ @V @V ®y?
G. Organ weight Q & @

At 16000 ppm, mean absolute and relative hver@lghts@ re higlér an@&@a‘us cafly diff&sent in both

sexes, when compared to controls. At 5400 p &sexes Qj’ a PP mal %ﬁean liver to
body weight ratios were higher and stati lly differentgQ mpaf@v to ¢ Is. As these
o® We@considered not to

differences were not associated with relev@ t@tbo]@\’@:al fi
be toxicologically relevant.

Table 5.8.1/26-3: Liver weight changes i rmi@ sacrgge% (Y% ange @en compared to
controls
LT O e O

@)@ WMale @ $ 4 Female
Y
Dose (ppm) @ 0 H@%SIOO é\ 160%& 1800 5400 16000
LN V) /2N
Mean absolute liver |, \@%IC Q§+6%§§ 9%y 23%, NC +7% +15%
weight Qg o ‘\%)-05 i NS | p<0.05
Mean liver to body 1@% @19% {9+339Q NC +7% | +13% | +18%
weight ratio SN #0 01 %v pSO.gé@ pg&%\\f NS p<0.05 | p=<0.01
Mean liver to brain %\IC D N @ + 9% NC +10% +12% +24%
weight ratio @% Ol o &0.01 NS NS | p=<0.01
NC: no relevant changé?? @Q\I S: HIStI%IYJSIgIHﬁ@H
i \

The other organ weight diffeighdes, .~ n if dtdtistically significant were judged to be incidental and
not treatment related. @

%
H. Gross necropsy @§

A higher incidence of enlarged liver was observed in both sexes at 16000 and 5400 ppm when
compared to controls. As this finding was not correlated with any histopathological finding at the
microscopic examination, it was considered to be without toxicological significance.

All other gross pathology changes were considered as incidental and not treatment related.

I. Micropathology
There were no treatment related histopathological changes.
All of the histopathological findings encountered were considered to have arisen spontaneously.
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II1. Conclusion

A NOAEL of 16000 ppm (equivalent to 1315 / 1344 mg/kg bw/day, males/females) was established.

&
S
Report: KkeA s.8.1 27 2007:M-283998591 = &
) : . - DD 4 2
Title: Sodium trifloroacetate (TFA) 90-day toxicity stud@the by d%t Ty @
administration @o S °\ & @
Report No: SA06080 @ & O LS
DocumentNo: ~ M-283994-01-1 & O W9
Guidelines: OECD 408; Directive 2001/59/E@ Met B.@@}S- 0]y ro
870.3100; JMAFF 12 Nousan g8147;:. 9 &7 @2 O o
Deviations: none Q @x N A b @
GLP/GEP: yes & Q@ & ‘&é & @@
I Matexah andtmcthe PN & &
NSRS P
A. Materials @ S o S OQ\ @
1. Test material: Sodiv.@rlﬂ ,t\’\o© ceta’é\\(’TFlﬁ @\ 9
Description: whigg solid §9 é o &© @Q
Lot/Batch no: I@;% 10 @‘2; 11\ N @Q °\\©
A o,
Purity: @?' N @ é @\ @
Stability of test compoung gua& ed @Eud uratiofpexpi <%‘[e: 2006-10-05
2. Vehicle: @ Q
. Vehicle: <&~ none % @ Q AN
3.Test animals @© N v @ > @&
: 9, @ % @ @ b
Species: . \@ §Wi ’at & N §
Strain: @ o Rj: 1 (I10 @
Age: AT 8
ge: 1
Weight at dosing: %\@ : $gmales: 165 g-200 g

Source: %
Acclimatisati@wriod@

ays. €
Diet: %@ Yertif] rodeu@owdered and irradiated diet AO4CP1 10 (S.A.F.E.
, France
IS (b )

Water: \a ta@vate&
Housing: spen(@, stainless steel, wire-mesh cages
B. Study design and methods
1. Animal assignment and treatment
Dose: 0-160-1600-16000 ppm
equivalent to: 0-9.9-98-1043 mg/kg bw/day (males)
0-12.2-123-1216 mg/kg bw/day (females)

Duration: 90 days

Application route: oral

Group size: 10 rat/sex/group

Observations: mortality, clinical signs, body weight, food consumption,

neurotoxicity ophthalmology, urinalysis, haematology, clinical
chemistry, gross necropsy, organs weight, histopathology


http://cropscience-transparency.bayer.com/OrderProcess?DocumentId=M-283994-01-1
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II. Results and discussion
A. Mortality
One male from the 1600 ppm group was found dead on study day 15.

B. In life observations @@

No treatment-related clinical signs were observed. °\& o &

One male from the 16000 ppm group was noted to have ocular dlscharg@bot @s frostudydys

78 to 85. As this sign was transient and disappeared before the end of@ st dy%t wa@gnsid not

to be treatment-related. @ o\\ Q N
PG SN

C. Body weight @ 1> og §

At 16000 ppm, mean body welght of males was red d by@ 0 11 fro dy dgy’ 15 yards,

resulting in an overall reduction in mean body w ga on da$g 92, v@n coi@pared to

controls. The effect was statistically significant atygost %i)

@p<0 r 0 O n fe es mean
body weight was reduced by up to 6% during t urse@ the @ in n ovg 5} 1 reduction
in mean body weight gain of 14% on Day 92° re S. Th fect s statistically
significant on a number of occasions for cu tlve ody Wﬁ
Body weight parameters were not affecte@elthe@ X aty]\\g 0 pp@nd Op

Table 5.8.1/27-1: Summary of mgiﬁﬁ%ody@ghts . @

a N z

@@ &U M/Iales& N

Dose \@- bod%elght @ on y da @
(ppm) 1 8 15 2§ 29 36& %@ $ 71 78 85 92

01245 299 | 348 4 12 %’ 485§Q 503 &55?6 524 | 535 | 543 | 550

160 | 246 | 298 | 3485384 10 4987509 | 516 | 530 | 536 | 544

1600 | 244 | 294 % 376 402%\% KA31 496 | 499 | 514 |522 | 529
0+

16000 | 243 | 291 @ 37 404*(\ 421+ 9+ 4657 | 471" | 482" | 490" | 496*
‘j&\ %, é@nales @

Dose év @7)@ Me study day
(ppm) 1 8 % 22 29 %50 57 64 71 78 85 92
01182 | 204 28%1 23 Q64 | 269 | 271 274 | 278 | 280 | 282
160 | 181 203 2 2 264 | 271 | 276 | 276 | 277 |280 | 282

257 | 262 | 268 | 271 | 275 | 277 | 284
253 | 255 | 258 | 260 | 264 | 267 | 270

1600 | 183 | 2005517 @228 %
16000 | 183 | 199X 214 223

* Statistically significant di dﬁi’erent%m cagid
* Statistically significant dlfferen@ m coh

In males, there was a dose- re@ trend@@c’)wards lower terminal body weight when compared to
controls, the effect being statistt€lly significant at 16000 ppm (-11 %, p<0.01). In females, the mean
terminal body weight was slightly lower at 16000 ppm (not statistically significant).

D. Food consumption
Up to the highest dose level tested food consumption was not affected in either sex.

E. Ophthalmology

There was no evidence of treatment-related effects up to the highest dose level tested of 16000 ppm.
One male from the 16000 ppm group had a corneal opacity in the left eye and another male had
anterior synechia in the iris of the left eye.
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F. Neurotoxicological investigations

Locomotor activity

At 16000, 1600 and 160 ppm in both sexes, overall mean exploratory locomotor activity was
comparable to control values. In addition, the pattern of the locomotor activity over time was similar
to controls.

@
Open field observation °$
No treatment-related changes were recorded durlng the open field obs @tlon any @®3e le
either sex. The few changes noted were observed in 1solat10n and/o it 19 ose @tlonsgiznd
were considered not to be treatment-related . @ RN
s & F 5
v S £

Sensory reactivity (O
All reflexes and responses evaluated were unaffected @%1
The increased incidence of exaggerated flexor refleg for

s (@rve in the dose
females was considered not to be treatment- relatg\a ue @m hr@ed mdgnitud the ghange and

inter-individual variation of this parameter. Q Q b
°® A
N N

S
Grip strength Q N
The fore- and hind-limb grip strength wer %af ﬁd @ atme t an,@)se le@«@;n either sex. A
slight decrease in forelimb grip strength syes ob d irigeh d fe m&@ in cd@parison to controls
(—17%, p<0.01), but it was conmdered@ e fo tous due & @darl ch mean value in the
control group. Furthermore, the me value @ervedun theslggh S@ema for this parameter was
within the in-house historical conh&ange&@) @) &\ o\@ @\

o @
G. Laboratory investigation @ &v N ©@ °\©
Haematolo @ @Q \%
gy

Treatment-related change re nt@% e at 1 0 a 00 ppm.
When compared to the @ntrol @wer n h oglob nc@ ration (—8%, p<0.01) was noted at
16000 ppm in femal @ sliglyy cha as, @)01 atedvith lower mean corpuscular volume

(-6%, p<0.01), meﬁeorpu@ ar h@mgl 7?@ <0 @nd haematocrit (—6%, p<0.01).

5 @ @ S
At 1600 ppm, lower m@ hae Y%once@atmné‘l%, p<0.05), essentially due to low values

noted in two animals,&nd 10@@mean@)rpus@r hagsgoglobin (—3%, p<0.01) were also noted.
No treatment-relatedShange Was n @ in r@s at a@ dose level and in females at 160 ppm.
The few other stat¥sticallgs3igni t differenc (“‘\ vere considered to be incidental in view of their
occurrence at the lowestgﬁosage%nd/or@r lo 6-. agnitude.

SO

Table 5.8.1/27-2: Summary of ha&%atologﬁ@arameter changes in females

(@¥Mean = SD (% change when compared to control)

Parameter Hb (g/dL) MCYV (f1) Hct (L/L) MCH (pg)
Dose (ppm)
0 156 +£0.7 (--) 521 (=) 0.462£0.019 () 174+£04 (-

160 156+04 (£0%) [51+2 (-2%) 0.467+0.010 (+1%) | 17.1+0.5 (=2%)

1600 149£0.6% (4%) |50£1 (-4%) 0.448 £0.018 (-3%) [ 16.8+0.3** (-3%)

16000 [ 14.4+ 0.4 (—8%) | 49+ 1** (=6%) | 0.435+0.010%* (—6%) | 16.2+0.5%* (-7%)

Hb = haemoglobin concentration; MCV = mean corpuscular volume; Hct = haematocrit;
MVH = mean corpuscular haemoglobin
* = statistically significant different from control (p<0.05); ** = statistically significant different from control (p<0.01)
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Clinical chemistry

Treatment-related changes were observed at 16000 and 1600 ppm in both sexes. Mean total bilirubin

and glucose concentrations were lower in both sexes and mean alkaline phosphatase; alanine

aminotransferase and aspartate aminotransferase activities were higher in males only.

The slightly lower mean total bilirubin concentration noted at 160 ppm in bo%sexes was considered

not to be treatment-related as the difference to controls was not statistiggtly significant and all

individual values were within the in-house historical control data. S IS &
O

S & O &

Table 5.8.1/27-3: Summary of clinical chemistry param::&change&m K and @ale@
AN 2

Mean = SD (% change wh % omy®d to %ﬁrol) (
Parameter Bili Gluc A é‘ @ %‘T
(mmol/L) (mmol/L) ) @U/L) & WQIU/L&\;
Dose (ppm) @ ales &a% &S@ é /\?
16+04 587+0.53 0+ O 8937 & 4305
0 () () \g (@§ & O @@ §
11+02 540+0.64 68=YT oF 32l G7£20
190 1 1w 8%) & @@1 4 @1@(—7%@ O G0
0.5 +0.1%* 421+04 06 + w4648 1Y 8784
1600 C69%) (_28@1,@ Qead K (Ggg%) @@g@ (+85%)
0.3 £ 0.2%* 414+ 0 8hex 156& 39** ¢J 24 65 + 19*
16000 (—81%) (=2%) 8 &(@5%) © 2592 (+38%)
Dose (ppm) $ Q7 f@Femaf& & N
21:05 7+ 50 S 73@)2 3819
0 ) § (g&%@é %? e, @@@ Q@%) )
18+04 5132056 @F & 10 3117 40+ 10
190 1 G S own S °/ SHESEED (+5%)
1600 1.0+ 0.6 &@io § 53 87 £ 16 47 £ 17
(- 52»45{? @N% (—j@;’ S %ﬁ 5 (+19%) (+26%)
0.5 * 462 QT sy ot 12 85+ 12 45+5
16000 ;%% w& 0P (+16%) (+18%)

0 7%) m
Bili = total bilirubin; Gluc V@lCOS@ @§ @ne @pha&\é\”AST = aspartate amino transferase
ALP = alanine amino tran@ase

= statistically mgmﬁcant&gferen f§ contlé%;ﬂo 0@** = s@@cally significant different from control (p<0.01)

Several males fror%l t d an ntro oups elevated aspartate aminotransferase and alanine
aminotransferase act1V1 eff on51dered to be treatment-related at 16000 and
1600 ppm in males as they W@ f mag Qde and/or outside the in-house historical control data.

There was no effect on thes rame
The other statistically 51gn1ﬁcant
variation of the individual value

s in f ales at any dose level.
erencéiwere considered not to be treatment-related in view of the
d/or their low magnitude.

Urine analysis

When compared to the control groups, higher ketone levels were noted at 16000 and 1600 ppm in both
sexes.

No other treatment-related change was noted for the parameters assayed. The few other statistically
significant differences were considered to be incidental.
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Table 5.8.1/27-4: Semi-quantitative urinalysis- incidence summary table
Dose (ppm)| 0 | 160 | 1600 | 16000 0 | 160 | 1600 | 16000
| Grade males females

n° samples examined 10 10 8 10 9 10 10 10

Glucose 0 10 10 8 10 9 K ) 10 10
1 0 0 0 0 0 |0 =N °& &
2 0 0 0 0 0 g 0@§§; %Q
3 0 0 S SR RN S SN
| o | o | & &l 500 &

Bilirubin 0 10 10 8 | @0 |9 @ 10® 16& &}0
1 0 0 0 Q0P o7 @2 9 |0
2 0 0 0 Q @} o }@@o §@ 0
3 0 0 @ Q@O JdO og 0| 0
4 0 0 £§® S0 g?) ﬁ@éﬂ :gp «z&% 0

Ketones 0 0 0 0 0 ) 0
I 0 I R %()Q &@.@ S "@\@ 0 2 1 0
2 9 Ol & &b [@o & o] 6 3
3 | é O 9 0.2 o @ 0 4

0= 0 S

4 0 K0 D" 3] | P |0 0 5

Occultblood | 0 TS 1Y (X9 9 FTI0 10 10
1 5 b | & N Q® )] o 0
2 | @ S = 0 & &Y @ 0 0
3ol & & @0 0 0 0
1y S © | Do Do 0 0 0

° 2, @

Protein M1 & &0 0 & 9 10 10 10

L+ 5% > 1 Q@ & %@ 0 0 0 0
> @ S S
RIS § Os 0 0 0 0
S & S

Y U | g0 Q0 g 0 0 0 0 0
T D 91 @Q e o 0 0 0 0

Urobilinogen| 0 [¥ o8] WO s | 10 9 10 10 10
1 %Q AN 0 0 0 0 0
2 @% 0 @ 0 0 0 0 0 0
3 0 qp 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0

H. Organ weight

Mean absolute and relative liver weight were statistically significantly higher in male and female rats
at 16000 and 1600 ppm when compared to controls. These changes were dose- and treatment related
and associated with hepatocellular hypertrophy.

All other statistically significant organ weight differences were judged to be incidental in view of their
individual variation and in the absence of any correlated histopathological finding.
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Table 5.8.1/27-5: Summary of liver weight data at terminal sacrifice

Mean (% change when compared to control)
Parameter Absolute liver weight (g) | Liver to body weight ratio | Liver to brain weight ratio
Dose (ppm) Males
0 12.15 (--) 2.327 (--) 5664930 (--)
160 11.61 (=4%) 2.258 (=3%) @5&7@_ 177 (=4%)
1600 13.25% (+9%) 2.657** (+14%) §\I3.084\o &8%)
16000 14.48 (+19%) 3.102%* (+33%) N7013%™  D24%p7
Dose (ppm) Females RSN
0 5.96 (--) 2.243 Y & | AN08,Q°  (aY
160 6.25 (+5%) 2.343 %), Q316,178 V%)
1600 6.71* (+13%) 2.520%* @V—/ﬁ%@a 0332508 0H9%)
16000 7.36%%  (+23%) 2.880* Y (1265 %@ 38X0** Cy” (+24%y
* = statistically significant different from control (p<0.05); ** =®£istica gnifi¢ant differefig from c@'ol (ps@*l)
N
IR S ¢
J. Gross necropsy @ é @ éﬂ @ ®
Unscheduled death S @ o

within the ileum and jejunum. This intes@inal to on wasonsidRd to A the e of death and was
therefore incidental. All other macto&gopic in%b ere related gon anges found at the
histopathology examination and Wefgconsi@d n& e teatment,r te(&\
Terminal sacrifice @ & & RS
With the exception of the highepgs cider@of foc(red or@hitggthinot@ ver observed in males at
16000 ppm, all the other cha Were&onsidﬁd to l@hcide and\.\@t treatment-related
. F & o &8
K. Micropathology @ S S N
i
i
to

>
One male was found dead on study day 1 is @%alov@ note& ha\?ei@)rsignd a dark content

%)

Unscheduled death . & N Q

O $
In addition to ag(@ang@ege&tiv@gpat %as noted. This change is a common
i s

and age, it was considered not to be

spontaneous findirfg>Nobse,
% & e intestinal torsion noted at necropsy.

Zﬁwm tat o
treat t-related. Th fd id
reatment-relate e (g{@ 0 \::@@nm

& O
Terminal sacrifice C§ Q @ Q
Treatment-related h‘@opat h oq%gic ang@ereo@erved in the liver.

In all male and mt s\@’ OOOme, ell as in a proportion of males at 1600 ppm, a
minimal to moderate diffuse cegtrilob top ular hepatocellular hypertrophy with ground-glass
appearance of the hepatocelh@% cytigtasm observed. This latter observation is usually induced
by peroxisome proliferator%his chinge was associated with a loss of the periportal hepatocellular
vacuolation observed at 16000 1@ in b(@ sexes and at 1600 ppm in males. The effect was dose-
related and correlated with the er mean liver weight noted in these groups.

There was also a higher incidence of hepatocellular necrotic foci in males at 16000 ppm when
compared to controls, which was considered to be adverse. This finding was correlated with higher
individual values of aspartate aminotransferase and alanine aminotransferase activities observed in
clinical chemistry evaluation.

A higher incidence of minimal to slight degenerative cardiomyopathy was noted in males at 16000
ppm. As this change is a common spontaneous finding observed in the Wistar rat of this strain and
age, including in untreated control animals, with a similar severity and incidence, it was considered
not to be treatment-related.

No effect of treatment was seen in any other organ examined microscopically. Some other
histopathological findings were noted in animals of all groups but they were considered to be
incidental, as they were within the range of expected changes for rats of this age and strain kept under
laboratory conditions.




B . Page 47 of 50
sayer) Bayer CropScience 2014-03-20
R
Document MCA: Section 5 Toxicological and metabolism studies
Flurtamone

Table 5.8.1/27-6: Incidence and severity of microscopic changes in the liver, all animals, terminal

sacrifice

Dose (ppm) 0 | 160 [ 1600 | 16000 0 | 1% | 1600 | 16000
Sex Males &@ emales
Number of animal Q

um‘ero animals 10 10 9 10 10 10@0 1® @
examined e 1 & N M%)
Centrilobular to panlobular hepatocellular hypertrophy, diffuse_. & °\(5@7 @ @g
Minimal 1 0 3 1D § D &\Y IENE
Slight 0 0 2 (g@ &\?0 > O NG 0@”/ 4
Moderate 0 0 0 &3 . qdY 0@ | ¥ |20

—y
TOt%-ll 1 | O 5 A 1()@ {,\@% &%ﬂ b 0 @ 9
Periportal hepatocellular vacuolation, diffuse S @ @7@ (\\& N N
Minimal 4 3 & [N Q5 H 6y, ﬂ@@ 0
NI

Total 4 RN 0 Q 0.4 %3© RS W@ 0
Hepatocellular necrotic focus (i), focal/multi 1 @ 2 fj\g/ WS 3 o n@

I o XTI o,
Minimal 1 ES & ol X 0.g | 1
Slight 1 b | & S Y o] @ 0 0
Moderate 1 @\\q\l S lf‘/ N~ b i @0\% N 0 0
Total 3oy 2 &F 3V & SN 1 1

RO RS

Based on the study res%@(chs in @ma@ical,@nica
and histopathologica@iver ingséﬁhe § E

(equivalent to 9.9 / &2 m%@cv’/day&ales/ ales&@ @@@
A
& & & &
& s & & @©
SHIRS/ SEINQ
g : >
Report: h 2010:M-411209-01
Title: Triﬂuor tic A o-fetal oral gavage toxicity study in rats
Report No: 09—43%
Document No: M41120948y O
Guidelines: US-EPA TS 870.3700; OECD 414;
Deviations: none
GLP/GEP: Yes
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Report: KCA 5.8.1 /17; :1999:M-207969-01 O @ Q @@
Title: Trifluoroacetic acid: Health effect risk assessme@rtgr@le % §9
Report No: C019618 S
Document No: M-207969-01-1 S
Guidelines: Not applicable; @
Deviation: not applicable @YD\a
GLP/GEP: n.a. Q&

pharmacokinetic, acute toxicity, irritation an% nsitization
re

carcinogenicity, and reproductive toxicity, Q V§ed Q@
1996 and comprised in vivo and in vitro @y dafyy” N

. . /)
Summary of TFA t0x1cologlcoﬁle@Q
Acute Toxicity N

TFA has a moderate acute t Q?ty; §1§ a sk% nd ¢
properties and that such cts @

available on the skin sgr@min@
D

Repeated toxicity & °\©

Available studies investig the

the diet. N

Gavage administratio%rld n@odu@ bse le effects. Dietary administration evidenced in both
@é A

14-day and 26-day dgtdry t@(égi&ity s@@ly th@ is@yodent peroxisome proliferator.
Genotoxicity & > @ \@’
<

TFA was negative to Ames te

a
@.->

>
%

Long term toxicity % g
No long term studies are availalg®. Studies carried out with HCFCs which are mainly metabolized to
TFA did not show carcinogenic potential.

Reproductive toxicity

TFA had not been tested for teratogenicity of fetotoxicity.

An in vivo study with mice has shown that TFA may accumulate in the amniotic fluid. /n vivo and in
vitro studies have shown that TFA does not induce testicular toxicity.

II1. Conclusion
TFA toxicological profile has been reviewed. On the basis of existing information, it is concluded that
no health concern may arise from low exposure to TFA.
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CA 5.8.2 Supplementary studies on the active substance
Since the toxicological profile was sufficiently demonstrated, no supplementary studies were
necessary. 2
&@
. . . . N o &
CA5.8.3 Endocrine disrupting properties @@ @‘\ o @@

It should be noted that to date, no clear criteria are available to define @borip srup@g pro@ﬁles.

| . . & O &
So, after a detailed analysis of all these apical toxicologipal stu un @mcl@ of s@mﬁ Gl
regulatory hazard principles in discussion at presen §ewd crine& 'smp@g
seen and flurtamone does not fall under the interi 1 f

p
nit for e cr1n isruptiQn. Thegsfore,
based on a complete toxicological data set, there%@m ev@nce do di ng erties of

flurtamone. O S OS> B N

@ @ &@ @ 2, @ @

@ $ 9 SR
CA 5.9 Medical data é}) ?&\f@ & ©© < @@
The latest status is given as follows. , & §9 é @@9 &© @Q
N SO
CA5.9.1 Medical survei&ce @maé?ctu@g pl@%pe%@nel and monitoring
studies @ IS ,é\’ ©@ N

Occupational medical surv worke @g;po 0 Fl{@mon rformed since 2005 annually
on a routine basis, not diregj{y rel suresetid n Veal ¢ unwanted effects in the

i
workers. The exammap@ 1ncl§d th ve lgbprat rar@@rs and clinical and technical
examinations. @ §© %
During the productl&perlo@mce nogccide ith |
ﬁp ]&to

\\- ‘tamone occurred in the workers. No
further consultations of t<h edic ent d@ “4&% or contact with Flurtamone were required
o hifans &

CA5.9.2 Data ect@n hifmans @

No such data are a%@t le © @@ ©© t0§§©©
CA5.9.3 Direct Q@erva ns @§ \@’
Not available. S § §\©

CA 594 Epidemiolo ica%tudie@

No such observation or epidemié@dgic studies are known.

CA5.9.5 Diagnosis of poisoning (determination of active substance, metabolites),
specific signs of poisoning, clinical tests

No human poisoning cases are known.
In animal experiments single high dose application did not cause symptoms.

CA 5.9.6 Proposed treatment: first aid measures, antidotes, medical treatment

First Aid:
- Remove patient from exposure/terminate exposure
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- Thorough skin decontamination with copious amounts water and soap, if available with
polyethylenglykol 300 followed by water.

Note: Most formulations with this active ingredient can be decontaminated with water (and soap), so
for formulations polyethyleneglykol 300 is not required.

- Flushing of the eyes with lukewarm water for 15 minutes @@

- Induction of vomiting does not seem to be required in regard of the low tgxieity. It should,only be
considered if a large amount has been swallowed, if the ingestion was 16@ m@qour &o, ar@%’y)f
the patient is fully conscious. . §9
Induced vomiting can remove maximum 50% of the ingested@\bsta & o\\ $

Note: Induction of vomiting is forbidden, if a formulation air;)h@@

ingested! @@9
Treatment: N K< @ S

- Gastric lavage does not seem to be required in regard of th@@w toxiCity of co und @@
- The application of activated charcoal and sodiungga ha‘@r oth@%artha@c) m@b

in significant ingestions. @ N

N

- As there is no antidote, treatment has to be sy@oma@ and s@pportivg, @® &@
R & @ & @ o% @
CA 5.9.7 Expected effects of pms@ng Q> @ Q\ (g
| n i RO S & &
n regard of the low toxicity no pers1st1n@fect§@se to &ew pec@t) 6@ Q@
Ly Qe &.¢
& £L s Fo
SRS
N Q

S

S RS
@@Qé@C@\@ S
S o O &
S & & & .
S AN

N
T8 F
¢ &
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