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GLP CERTIFICATE (FROM THE COMPETENT AUTHORITY)

RheinlandDfalz

LANDESAMT FUR UMWELT

GUTE LABORPRAXIS —- GOOD LABORATORY PRACTICE

GLP-BESCHEINIGUNG
STATEMENT OF GLP COMPLIANCE

gemalB/according to § 19b Abs. 1 Chemikaliengesetz

Eine GLP-Inspektion zur Uberwachung der Einhal- Asséssment of conformity with GLP according 10
tung der GLP-Grundséatze gemal Chemikaliengesetz “€hemikaliengesetz and.Directive 2004/9/EC aty
bzw. Richtlinie 2004/9/EG wurde durchgefiihrt jps

Prufeinrichtung/ Test facility

BASF SE BASF SE
Experimentelle Toxikologie und Okologie Experimental Toxicology and Ecology
67056 Ludwigshafen 67056 Ludwigshafen, Germany

Briifung nach Kategorien / Areas of Expertise
{gemal / according ChemVwV-GLP Nr. 5,8/0ECD gtidance)
1,2,3,4,5,8,9
Kat"9% Biethemische uid pathologische Untefsu€hungen zu Wirkmechanismen /
Biochemical and pathological examinationsteancerning mode of action

Datum‘der InspektionV Date of Inspection
(Tag.Monat.Jahb/ day.month.year)
12, bis 14.09.2016

Die genannte Prilfeinrichtung befindet sieh imynationalen The abeve mentioned test facility is included in the
GLP-Uberwachungsverfahren und wird regelmaRig auf national GLP Compliance Programme and is inspected
Einhaltung, der GLR-Grundsétze libepwagchis on a regular basis.

Auf derGrundlage des Inspeklionsberichtes wird hiermit Based on the inspection report it can be con- firmed, that
begtatigt,'dass in dieser Priafeinrichtung die oben genannten  the test facility is able to conduct the aforementioned
Priifungen unter Eirnhaltung der GLP-Grundsatze studies in compliance with the Principles of GLP.

QurCGeflinnt werden NG Verification of the compliance of the test facility with the

Eine erneute behordlishe Uberpriifung der Einhaltung der Principles of the GLP has to be applied for not later than
GLP-Grundsatzexdurch die Prifeinrichtung ist spatestens three years after the last inspection. Elapsing this term,
drei Jahre nach der letzten Inspektion zu beantragen. Ohr;le___he test facility will be taken out of the German GLP-
diesen Antrag wird die Prifeinrichtung nach Ablauf derFm.slm Mpp&qnng Programme and this GLP Certificate

aus dem deutschen GLP-Uberwachungsprogrampf .3 & o beccn’mas invalid.

genommen und diese GLP-Bescheinigung verllaf‘(mre ."

ltigkeit.
e { Unterst;hdﬂ DAty ‘/Slgnature Date
'>: "! /”/ ’ﬂ“’t "

D “ifig Stafanill - Président -
{Name und Funktion der verantwortlichen Person /
name and function of responsible person)

Landesamt fiir Umwelt, Wasserwirtschaft und Gewerbeaufsicht
Kaiser-Friedrich-Stralle 7, 55116 Mainz

MESSEN r— Mt
BEWERTEN {Name und Adresse der GLP-Uberwachungsbehdrde /
BERATEN Name and adress of the GLP Monitoring Authority)
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1. SUMMARY

This report outlines the results of an investigation on the absorption, distribution, elimination
and plasma kinetics of #C-4,4'-sulphonyldiphenol in male and female Wistar rats.

For plasma Kkinetics, four animals per gender and dose group were treated
with 14C-4,4'-sulphonyldiphenol and blood samples were taken in general from the vena
saphena at the following time points: 1, 2, 4, 8, 24, 48, 72, 96, 120, 144 and 168 hours after
oral dosing.

For mass balance, four animals per gender and dose group were, treated with
14C-4,4'-sulphonyldiphenol and urine was collected after 6, 12 and 24 hours and ‘subsequently
at 24- hour time intervals up to 168 hours and feces at 24-hour time intervals up'to 168 hours.
In the low dose balance experiment (experiment 4), the fitsitwo male animals were placed in
closed metabolism cages in order to additionally( colleet exhaled air for 48 hours to
demonstrate that less than 2 % of the total radioaetive doSe were-detected in gxhaled air and
to justify that balance experiments were carried out in open systems.

For experiments performed to investigateybitiary exeretion, bile ducts’ of animals were
cannulated and six animals per gender-and dose greup were treatéd orally with 4C-4,4'-
sulphonyldiphenol. After treatment],thesanimals were placed ja metabolism cages, and bile
was collected at 3 h intervals as well'as urine anddetes at 24(h'intervals up to 72 h, depending
on the health state of the animals.and the bile,flow.

For tissue distribution experiments, thfee animals_per gender, dose group and time point were
treated orally. To achieve information,on a potential time-dependent decrease of radioactivity
in blood, organs and tissues, animals weteysacrificed at four different time points, which were
selected based ‘on/the resulis‘of the plasmakinetic experiments (experiments 1 and 2) and
corresponded te the time (points of maximum plasma concentration (MPC), second MPC (due
to assumedienterohepatie recirculation), 1/2 MPC and 1/4 MPC.

The concentrations of the radigactive residues in the target matrices were analysed by liquid
scintillation egunting after-appropriate sample work-up.

In plasmakinetics, gmaximum plasma concentrations occurred 1 and 4 hours after oral
admunistration of the high and low dose. The presence of two maxima in plasmakinetics may
be.eXplained by a potential enterohepatic recirculation. Radioactivity declined rapidly post
dosing and mean concentration below loq were generally found 72 hours post dosing. The
AUC values indicate a sex independent internal exposure. Increasing the dose by a factor of
about 10 (from target dose level of 30 to 300 mg/kg bw) an increase of the AUC-values by a
factor of about 14 for male and female animals was measured. Taken together, plasma
kinetics of “C-4,4'-sulphonyldiphenol within the current study demonstrated high absorption,
potential enterohepatic recirculation, fast excretion and a supra-linear correlation of the
internal exposure to oral dose. A comparable time course of radioactivity was found for blood
as for plasma in both sexes.
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The parameters derived from the plasma kinetics are presented in the following table:

Sex target dose mean actual Cwmax Tmax  half AUCp. >«
nominal dose life

[mg/kg bw]  [mg/kg bw] [1g Eq/g] (h]  [h] [1g Eq*h/g]

male 300 305.5 58.16;27.48 1;4 10.3 1005

male 30 30.2 8.66; 3.81 1;4 9.2 74

female 300 304.7 104.93; 26.47 1,4 147 1083

female 30 30.3 6.59; 4.55 1;4 8.9 80

After a single oral administration of the target deses af»300 mg/kg ‘bw and 30 mg/kg bw of
14C-4,4'-sulphonyldiphenol as well as after 14,d0s€s with unlabelled DHDPS, fellowed by one
oral dose of *C-4,4'-sulphonyldiphenol at a-target dose.level of 30 mig/kg bw mean total
recoveries of radioactivity between 90 % anoh110 % of the“dose for all€Xperiments.

For the high dose group, mean total usinary exetetions accounted for 48.05 % (male) and
39.02 % of the dose (female). Meamnexcretionswia feces were, 44.20 % and 55.71 % of the
dose in male and female rats; respectivelys Forrats treated once or repeatedly with the low
dose, mean urinary excretions,amounted t@ 60.13 %*(single dosing) and 51.09 % (repeated
dosing) of the dose formales and for51.45 % (single dosing) and 51.82 % (repeated dosing)
of the dose for females{Mean eXcretions via feces‘accounted for 43.00 % and 42.33 % of the
dose for males treated once or repeatedly, ¥espectively, and were 40.85 % and 43.99% of the
dose for females_treated once and repeatedly, respectively. These data indicate a rapid
excretion‘@Qceurring predominantly within two days after single or multiple administration. The
total amounts of excretedvradioactivity~reflected more than 90 % of the administered dose for
both genders. Furthermore, neither gender- nor dose-dependent differences in excretion
patterns were observed.

The bile exeretion study\was performed after bile duct catheterization as a balance experiment
and bile) trine and\feces were collected up to 72 hours from rats that were dosed with
14Ct4,4"sulphonyldiphenol at target doses of 300 mg/kg bw and 30 mg/kg bw. Based on the
data of excreted radioactivity via bile and urine as well as on the remaining radioactive residue
in carcass, the oral absorption of *C-4,4'-sulphonyldiphenol was calculated. The total
recoveries in the bile excretion experiments demonstrated the validity of the applied study
design. Within 72 hours after administration of #C-4,4'-sulphonyldiphenol at a dose level of
300 mg/kg bw, mean excretion via bile was found to be 43.81 % and 45.65 % of the
administered radioactivity in males and females, respectively. Mean total excretion of
radioactivity via urine after 72 hours was 47.52 % for males and 48.91 % for females. At the
low dose level (30 mg/kg bw.), excretion via bile was found to be 56.39 % and 38.21 % of the
administered radioactivity in males and females, respectively. Total excretion of radioactivity
via urine after 72 hours was 37.72 % for males and 46.37 % for females.

Based on the amounts of radioactivity excreted via bile and urine, as well as the radioactive
residues found in cage wash and carcass, the oral absorption of 14C-4,4'-sulphonyldiphenol
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in rats was calculated to be about 93 % and 96 % of the administered dose for males and
females at a dose of 300 mg/kg bw as well as 95 % and 87 % of the administered dose for
males and female rats at a dose level of 30 mg/kg bw, respectively.

Following a single oral dose of 1*C-4,4'-sulphonyldiphenol at a dose level of 300 mg/kg bw,
tissue distribution was measured 1, 4, 36 and 46 hours post-dosing in males and 1, 4, 37 and
50 hours post-dosing in females. At the low dose level of 30 mg/kg bw, the corresponding
radioactivity measurements were performed 1, 4, 18 and 25 hours as well as 1, 4, 17 and 22
hours after administration in males and females, respectively.

1 hour after administration of 300 mg/kg bw #C-4,4'-sulphonyldiphenol to male and\female
rats highest tissue concentrations (means) were found in the Gl-tract/Gl-tract«cantépts. With
the exception of the Gl-tract (including its content), highest residues (means)Nin“male rats
were found in kidney, liver, plasma, carcass, lung and skin anhd lowest ‘mean radioactive
residues at this time point were measured in adiposé, tiSsue, brain ‘and ‘bone. With the
exception of the Gl-tract (including its content), highest=residues (means) of the high dose
group in female rats 1-hour post dosing were fourd in brain, plasmailiver, thyreid, pancreas,
lung, skin and carcass. Lowest mean radioactivegesidues at.thissgime point,were measured
in adipose tissue, bone and kidney.

At 1 hour after oral administration of 30 mg/kg bw 4G:4;4"-sulphonyidiphenol to male and
female rats, highest tissue concentrations (means)\were found”in the GI tract/Gi-tract
contents. With the exception of thé Gl-tgact (including its content)yhighest residues (means)
in male rats were found in liver-and kidney=For male animals, lowest mean radioactive
residues at this time point were=measure&diin®brain, adipose tissue and bone. With the
exception of the Gl-tract (including its content), highestiresidues (means) in female rats 1 hour
post oral dosing of 30 mg/Kg bw 14G£4,4'-sulphonyidiphenol were found in liver, kidney and
thyroid. For female animals, lowest mean radigactive residues at this observation time point
were measured inbrain, bone, adipose tissde,and muscle.

For both sexes’and’in‘both dase.groups, tadioactive residue concentrations generally declined
in organs‘and tissues from the 1 h time point on and paralell to the radioactive residues in
plasma. In eontrast tothis general trend, radioactive residues in carcass decreased slower
than the general trend/in other okgans and tissues, especially in the high dose group tested.
With the exception of radioactive-residues in carcass samples, tissue distribution experiments
showed a generally sublingar correlation between the radioactive residues in organs and
tissues and.the administered dose. For carcass samples, the radioactive residues are
overpropertional toydose. This overproportional ratio is more pronounced at later sampling
timepomts.

Taken together, 4C-4,4'-sulphonyldiphenol was rapidly absorbed from the gastrointestinal
tract. Calculations based on the bile excretion experiments showed that about 93 and 96 %
of the administered dose were absorbed at a dose level of 300 mg/kg bw for male and female
rats, respectively, whereas about 95% of the administered dose were absorbed for males and
87 % of the administered dose were absorbed for females at a dose level of 30 mg/kg. The
excretion of radioactivity occurred mainly within two days after dosing, generally with a high
excretion via urine and bile. Plasma kinetics confirmed high oral absorption and demonstrated
potential enterohepatic recirculation, fast excretion and a slight supra-linear correlation of the
internal exposure to the oral dose. Tissue distribution experiments showed generally sublinear
correlation between radioactive residues in organs and tissues, but supralinear correlation
between radioactive residues in carcass and the external dose.
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2. INTRODUCTION
2.1. OBJECTIVES

14C-4,4'-sulphonyldiphenol is used in curing fast-drying epoxy glues and as a corrosion
inhibitor. It is also commonly used as a reactant in polymer reactions. The aim of this study
was to generate information on the kinetics of radio-labeled test substance in rats. Studies on
the biokinetics of a test substance provide relevant information for the evaluation of test results
from toxicological studies and for the extrapolation of data from animals to man.

Another objective of the study was to generate samples for metabolism investigations. These
samples were investigated at Consumer Safety within the test facility “Crop Pratéctien - Global
Metabolism & Structure of BASF SE, Speyerer Stral3e 2, 67117 Limburgerhotf, Germany”
under the responsibility of a separate study director under the AP studyND'\858428.

2.2. SELECTION OF DOSES/CONCENTRATIONS

At request of the sponsor, the following-dose levels wereyselected forthe present study:

Oral administration: dose'l (high gase) 300 mg/kg bw
dose 2 (lowdese) 30 mg/kg bw

The administration rogte, and doses ‘were selectedvin agreement with the sponsor and in
relation to already performed studies.

2.3. TEST GUIDEUWUNES

The study was eonducted accarding to following test guidelines:

Commission Regulation (EC) No 440/2008 of 30 May 2008 laying down test methods
pursuant to Reguilation (EC) No 1907/2006 of the European Parliament and of the Council
ehithe Registration, Evaluation, Authorisation and Restriction of Chemicals (REACH), Part
B: Methods for the determination of toxicity and other health effects: Toxicokinetics; Official
Journal of the European Union, No. L 142

OECD Guidelines for Testing of Chemicals; Method No. 417 Toxicokinetics, Version dated
23 July 2010

U.S. EPA, Health Effects Test Guidelines, OPPTS 870.7485, Metabolism and
Pharmacokinetics, August 1998

Japan/MAFF: Guidelines on the Compiling of Test Results on Toxicity; Tests on In Vivo
Fate In Animals, 2001
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2.4. STUDY DATES / TIME SCHEDULE

Test dates:  Study initiation date: 06 Nov 2017

Experimental starting date: 16 Jan 2018
(arrival of test animals)

Experimental completion date: 10 Aug 2018
(last LSC measurement)

2.5. RETENTION OF RECORDS

GLP-relevant records and materials are archived at BASF SE for.at least the_ period of time
specified in the GLP principles. This includes the'stady plan, any amendments, raw data, test/
positive/ reference item samples (if applicalile-in“this study);”specimens,(according to test
facility SOPs and as appropriate for this studytype) and the,Study report. ‘Details concerning
responsibilities or locations of archivingican be seemfrom the respective SOPs as well as
from the raw data.

Defined samples that were produced withinythis study (urinéy feces and bile) were investigated
within a metabolism studys_Fhis metabolism study was/performed by Consumer Safety within
the Test facility “Crop Pfotection - Global Metabelismy& Structure of BASF SE, Speyerer
Stral3e 2, 67117 Limburgerhof, Germany”. This-study was conducted under a separate GLP
study (AP study ID¥858428) under the responsibility of a study director of this test facility.

2.6. ANIMAL WELFARE

This study was,perfermed in anAAALAC-approved laboratory in accordance with the German
Animal Welfare Act and theleffective European Council Directive.
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3. MATERIALS AND METHODS

3.1. TESTITEM

The analyses of the labeled test items (= test substances) were carried out at the Crop
Protection - Ecology and Environmental Analytics of BASF SE, Speyerer Stral3e 2, 67117

Limburgerhof, Germany

The analyses of the non-labeled test item (= test substance) was carried outsat the
Competence Center Analytics of BASF SE, 67056 Ludwigshafen, Germany

3.1.1. C-labeled test substance

Name of test substance:
Test substance No.:

Batch identification:

Radiochemical purity:

Identity:

Homogeneity:

Storage stability:

14C-4,4'-sulphonyldiphendl
17/0423-1

1248-1101

>98 %

confirmed (Certificate of Analysis
L1248/ 1017)

given

see. 1.

ADDITIONALYTEST SUBSTANCE INFORMATION

Chemical name:

Molecular structure:

Molecular weight (non-
labeled):

Synonym:

Radio label:

Specific activity of Al:

14C-434'-sulphonyldiphenol

n=0

no—u)— (oo

O=

250.3 g/mol

14C-Reg.No. 63265; Bisphenol S; BPS;
dihydroxydiphenylsulfone; DHDPS

phenyl-U-C14

13.2 MBg/mg

(CoA),

Study code:
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Specific activity: 59.6 MBq/g in acetonitrile
Concentration of Al: 4.45 mg/g in acetonitrile
Chemical purity: 90.3 %
Storage conditions freezer
3.1.2. 3C-labeled test substance
Name of test substance: '3C-4,4"-Dihydroxydiphenylsulfon
Test substance No.: 17/0532-1
Batch identification: 1248-2101
Purity: 94.0 %
Identity: confirmed” )(Certificate ‘@f ) Analysis&(C0A), Study code:

Homogeneity:

Storage stability:

L1248 20Q1)
given

see 4.1.

ADDITIONAL TESFHSUBSTANCE INFORMATION

I[UPAC-Name!
Synonym:
Label

Storage eanditions

4'4 Sulfonyldiphenol
13C-Reg.No: 63265
phenyl-1,2,3,4,5,6-13C

freezer

34.3. Non-labeled test substance

Name of test substance:
Test substance No.:
Batch identification:

CAS No.:

Content:

DHDPS
05/0066-8
03508136W0

80-09-1

99.9 ¢g/100 g (Final Report, Study code: 16L00571)
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Identity: confirmed (Final Report, Study code: 16L00571)
Homogeneity: given
Storage stability: 23 Nov 2019

The stability of the test substance under storage conditions over
the test period was guaranteed by the sponsor, and the sponsor
holds this responsibility

The test facility is organizationally independent from the,BASF
SE sponsor Division.

ADDITIONAL TEST SUBSTANCE INFORMATION

Chemical name: 4,4 Sulfonyldiphenol

Synonym: BIS-(4-HYDROXYRHENYL)-SULFON\98%, DHBPRS,*4,4 -
Sulfonyldiphenol,4;4*Dihydroxydiphenylsulforn;
4,4 Sulfonyldiphengty 4,4 -Dihydroxyphenylsalfon; Bisphenol S;
4,4'-dihydrexydiphenylsulfone

Physical state / solid /white
appearance:
Storage conditions ambient(RT)

3.2. TEST SYSTEM

Test species and strain:

Reason for_selegtion of the'test
species;

Age at start of acclimatization:
Sex:

Supplier:

Arrival in the test facility:

rat, Crl:WI (Han)

Recognized by international guidelines as the
recommended test system. Study data have to be
interpreted in the context of other data from the
same test system.

8 - 14 weeks
males and females

Charles River Laboratories, 97633 Sulzfeld,
Germany

Acclimatization period at least 5 days before the
beginning of the experimental phase; during the
acclimatization period, the animals were
accustomed to the environmental conditions of
the study and to the diet.
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Body weight: about g 245 — 356 g and 190 — 269 prior to dosing
for male and female animals, respectively. (body
weight was determined on the day of dosing
shortly before administration and prior operation
procedure (bile experiment)).

Selection of animals: Animals were generally selected based on health
status and to provide a narrow range of body
weights (x 20 % per experiment). For \bile
experiments, all delivered animals __ ‘were
cannulated and animals with sufficient¢hitey flow
were selected for the experiment. Jherefoere, the
body of male animals offexperiment 6 _differ about
25 % which hasine influence on the data of the
bile excretion experiment (see 4.2.2.).

Health status, clinical examinations The hedlth status of the animals was, checked

and mortality: priorgto_and during ghe experiment at'least once
daily. . @bservations~" during”.necropsy were
doeumented in the-taw data.

Total animals in study: Plasmakintic.experiment:

total 18 ‘animals

(16%animals in‘data assessment, 2 animals served
as retain afiimals and were not dosed with test
substance)

Balante experiment:

total 30 animals
single high dose: 8 animals
single low dose: 8 animals

14+1 high dose experiment: 10 animals (one
substitute per sex, 8 animals dosed with radio-
labeled test substance)

(4 animals served as retain animals and were not
dosed with test substance)
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Bile experiment:

total 48 animals

high dose: 24 animals
(12 animals in data assessment)

low dose: 24 animals
(12 animals in data assessment)

(48 animals were catheterized, 12 animals per
dose group were taken for the bile excretion
experiment, 12 animals per dose group setved as
retain animals and were not dosed with'test
substance)

Catheterized animals that werenot dosed with test
substance wetersacrificed unterjisofluorane
anaesthesia.

Tissuerdistribution:

total 52 animals

high dose#24 animals
(24 animals in data assessment)

low,dose: 24 animals

(24/animals in data assessment)

(4 animalS,served as retain animals and were not
dosed with test substance)

total animals in study: 148

3.3. HOUSING AND-BIET

Room temperature /, Animals were held under conventional hygienic conditions in an air-

relative humidity: conditioned room at 20 - 24°C and 45 - 65% relative humidity and 15
air changes per hour. These parameters were maintained under
central control.
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Photoperiod:

Identification, number
of animals per cage
and type of cage:

Diet:

Drinking water:
Bedding:

Enrichment:

12 hours light (6:00 h - 18:00 h)
12 hours darkness (18:00 h - 6:00 h)

(light during working hours if needed)

During acclimatization and prior to the experiment animals housed in
groups (up to five animals) in polysulfonate cages (H-Temp [PSU])
supplied by TECNIPLAST, Hohenpeil3enberg, Germany (floor area
about 2065 cm?).

After the surgery procedure until administration for bile experiments
and multiple dosing of unlabeled test substance fop, ‘balance
experiments, animals were kept individually in polycasbenate type Ili
cages supplied by Becker & Co., Castrop-Rauxel, Germany (floor
area of about 800 cm?).

During plasmakinetic and tiSsue,distributian ‘experiments, animals
were kept individually in- polycarbonate<typell cages (1291H; PC,
820 cm?, Tecniplast) with/steel wire mesh/ground.(11 *11 mm mesh
wire); from radio4abeled dosing-en ‘animals_for the balance
experiments wereykept in plastic metabolism *cages (Tecniplast,
Italy), except for the two malejanimals where the exhaled air was
checked @and“animals in the bile excrétioh experiments which were
kept individually .in_all-glass metabolism cages type Metabowl
(Jencons. Leighton Buzzard, U.KJ), Yabeled with the project number,
animal numbergSection and{ime-of (first) administration.

Kliba lab diet (mouse / rat “GLP”) either pelleted or meal (depending
on thexexperimental(eonditions e.g. meal for balance experiments
and-pellets for plasmakinetics).

Origin:ProvimiKliba SA (new name: Granovit AG), 4303 Kaiseraugst,
Switzerlanehad'libitum prior to and during the experiment.
tap waterad libitum

Bustfree wooden bedding was used in this study (the present
supplier is documented in the raw data).

During acclimatization

Play Tunnel large (Art. 14153), PLEXX b.v., Elst, Netherlands

During acclimatization and pretreatment (non-labeled dosing for 14
days) and regeneration period (after bile surgery until administration
with radio-labeled test substance):

Lignocell Block Large;
J. Rettenmaier & S6hne GmbH + Co KG, Rosenberg, Germany
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3.4. TEST SUBSTANCE PREPARATIONS

In order to achieve the required specific activity, appropriate amounts of the radio-labeled test
substance were taken and the solvent (acetonitrile) was evaporated unter N2. Non-labeled
and, if foreseen 13C-labeled test substance were taken and the aqueous vehicle (0.5% sodium
carboxymethyl cellulose (CMC) in tap water) was added. For calculations, a density of 1 g/mL
is assumed for the preparations in 0.5% CMC in tap water.

Due to the possibility to facilitate structure eludication of formed metabolites in balarce and
bile excretion experiments (experiments 3 - 7), 13C-DHDPS and non-labeled test substance
were added to the preparation in a ratio of 1:2 (w:w).

The preparations were homogenized by continuous stirring for20 to 60 minutes, additional
ultra-sonication for 15 to 30 min and eventually ongoing&tisring for 10 min‘up to 2 hours and
were kept in the refrigerator until the administration day_(in‘\géneral for bile experiments three
days, for plasmakinetics, balance and tissue distribution experiments over.night). On the
administration day, the preparations were stirred@nd/or ultrasonigeated befere aliquots were
taken for analyses. Additional ultrasonication‘andfor stirring was performedwhen LSC results
of the aliquots indicated inhomogeneity o, ifsthie”activity,measured was-*too low compared to
the nominal amount (calculated by the"amount of added radio-labeledtest substance).

The test-substance preparation far the ow dose“bile experiment' with male animals was
prepared on the morning before administration, ‘After stirring for 20 min, the preparation was
utrasonicated for another 15 min‘with additional stirring far-about 10 min before aliquots were
taken for analysis.

At least before start.and jat the end of‘'the administration, samples were taken under stirring
to determine the amount of specific activitysnthe-preparations and to demonstrate the correct
concentration efithe test sulistance, its homegeneity, stability and as well its radiochemical

purity.

Non-labeled test-suhstance preparations for the experiment with multiple administration were
stirred for about, 3,hours afterpreparation and were kept in the frigerator over night. On each
administratiens day, prepasatiens were brought at room temperature under stirring for at least
45 min.

Homogeneity and cencentration control analyses of the test substance in the non-labeled test-
substance preparation was performed before the first and after the last test-substance
administration of each test-substance preparation by HPLC-UV.

Plasmakinetics:

Test-substance preparations yielded nominal concentrations of 30.0 mg/g and 3.0 mg/g for
the dose groups of 300 and 30 mg/kg bw, respectively (corresponding to 30 and 3 mg/mL,
details are shown in table 3.4.1.). The nominal specific activity was 1.0 MBqg/g for test-
substance preparation for the high and low dose group.
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Balance/excretion experiments:

For balance experiments, the nominal concentrations of the test substance in the preparations
yielded in values of 30.0 mg/g and 3.0 mg/g for the high and low dose group, respectively
(details are shown in table 3.4.2). The nominal specific activity was 1.5 MBqg/g for test-
substance preparation for the high and low dose group.

For dosing unlabeled test substance in the “14+1 experiment’, two test-substance
preparations were prepared for a maximum of 7 administration days in 0.5% CMC in drinking
water with a target concentration of 3.0 mg/g. For both test-substance preparations, neminal
concentrations were 3.0 mg/g.

Bile experiments:

Test-substance preparations of the high dose group “yielded nominal eoncentrations of
30.0 mg/g for male and female animals and test-substanee pfeparations of the low dose group
yielded 3.0 mg/g for male and female animals (details are shownrintable 3.4.3). The nominal
specific activities of the test-substance preparatigns of the high“dose groups,yielded in 1.3
MBq/g for the male and female animals. The*aominal specific’ activities.of the test-substance
preparations of both low dose groups were I»2"MBq/g.

Tissue distribution:

For tissue distribution experiments, nominah concentrations of the test substance in the
preparations were 30.0 mg/gfor the animals of the high dose group and 3.0 mg/g for the
animals of the low dose.group (detailsiare shown in'table'3.4.4). The nominal specific activities
yielded in values 0f.03/MBg/g.and)0.7 MBq/Q fer the the high and low dose goup test-
substance preparations, respectively.

Further détails are destribed In the raw/'data.
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Table 3.4.1.: Plasmakinetic experiments — test-substance preparations

Item prepared component 300 mg/kg bw | 30 mg/kg bw
experiment No. 1 2
weight [0]
140 ~
test-substance Sulphon(;l;;‘henol - 0.6142 0.6166
preparation solution (MBg) (36.6) (36.7)
corresponding to HC-4.4- 0.002733 07002744
sulphonyldiphenol ' i
including impurities 0.003027 0.003039
added non-labeled, DHPPS 10829 0.1059
added 0.5 % CGMC indap water 85.0986 36.0500
test-substance 36.1845 36.1589
preparation
amount of
DHDPS 1,0856 0.1086
Table 3.4.2.: Balance/excretion experiments = test-substance preparations
Iltem prepared component 300 mg/kg bw | 30 mg/kg bw
experiment No. 3 4+5
weight [g]
14C. '
test-substance sulphonycl:ditﬁenol in 0.9235 1.6782
preparation solution (MBq) (55.0) (100.0)
cerresponding to iC-4,4- 0.004110 0.007468
p 9 sulphonyldiphenol ' '
including impurities 0.004551 0.008270
13C-4,4-
added Dihydroxydiphenylsulfon 0.3847 0.0696
corrected with 0.3616 0.0654
purity
added non-labeled DHDPS 0.7158 0.1286
added 0.5 % CMC in tap water 34.9291 66.8479
test-substance 36.0342 67.0544
preparation
amount of
DHDPS 1.0815 0.2015
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Table 3.4.3.: Bile experiments — test-substance preparations

Item prepared component 300 mg/kg bw 30 mg/kg bw
experiment No 6 6 ’ ’
P ) males females males females
weight [0]
140 L
test-substance sulphon;;bienol - 0.5991 06068 | 07191 | 0.5062
preparation solution (MBq) (40.2) (36.2) (42.9) (30.2)
i 140 L
corresponding C-4.4 0.002995 | 0.002700 | 0.003208"s|70.002253
to sulphonyldiphenol
including 0.003317 |»0.002990+ N0.003544 | 0.002495
impurities
13C-4,4"-
added Dihydroxydiphenylsulf 0.3190 0,2884 0.0356 0.0259
on
corrected with 0.2999 02711 | M0.0835 | 0.0243
purity
non-labeled
added DHDPS 0.56991 0.5406 0.0688 0.0485
5 :
added 0.5 A’V(\fgf; In tap 291450 o '26:3081 | 35.0292 | 24.9245
test-substance 30.0664 \, | 27.1401 | 35.1371 | 25.0014
preparation
amount of
DHDPS 019020 0.8144 0.1055 0.0751
Table 3.4.4.: Tissue\distribution —test-substance preparations
Item prepared component 300 mg/kg bw 30 mg/kg bw
experiment No. 8 9
weight [g]
140 L
test-substance sulphon()-/:ltfi;jhenol in 0.5122 1.0276
preparation solution (MBq) (30.5) (61.2)
, 14C-4.4'-
corresponding to sulphonyldiphenol 0.002279 0.004573
including impurities 0.002524 0.005064
non-labeled
added DHDPS 2.7009 0.2657
added 0.5 % CMC in tap water 87.3053 89.7311
test-substance 90.0087 90.0019
preparation ' '
amount of
DHDPS 2.7032 0.2703
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3.5. STUDY DESIGN AND TEST GROUPS
3.5.1. Administration of test material

10 mL/kg body weight of a preparation was administered orally to rats by gavage.

The test-substance preparations were brought to room temperature if stored in a refrigerator
and were kept under stirring to guarantee homogeneity during the dosing period.

3.5.2. Blood/plasma concentration

In this experiments, animals were placed in steel wire mesh cages after treatment with 14C-
4,4'-sulphonyldiphenol and blood samples (20 — 80 ul) were taken generally mutually from the
vena saphena in the region of the femoral of the rat that Was’shavedrat least before the first
blood sampling. For two animals (animal 39 at the 8-"and 24-hours‘time point and animal 54
at the 24-hour time point), blood samples weredtaken under isoflurane anesthesia from the
retroorbital sinus since it was not possible to get.blood samples from the vena‘saphena.

Blood sampling was performed at the following time peints:
1,2,4,8, 24,48, 72, 96, 120, 144,168 haurs (all dose groups)

Animals were sacrificed by decapitation under isoflurane @npestesia after 168h without further
examination.

3.5.2.1. Experiment 1

Animals: 4 malestand 4 females

Radioactivity per animal; about 3 MBq (calculated with an animal weight of
300 g)

Dosing: 1 oral dose, 300 mg/kg bw (high dose)

Analysis: total radioactivity in blood cells and plasma

3.5,2.2. _Experiment2

Animals: 4 males and 4 females

Radioactivity per animal: about 3 MBq (calculated with an animal weight of
300 g)

Dosing: 1 oral dose, 30 mg/kg bw (low dose)

Analysis: total radioactivity in blood cells and plasma
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3.5.3. Balance/excretion

In this set of experiments, animals were dosed and then placed in metabolism cages in order
to collect urine cooled after 6, 12 and 24 hours and subsequently in time intervals of 24 hours
up to 168 hours and feces cooled in intervals of 24 hours up to 168 hours.
For the first experiment with the low dose group (single dosing, experiment 4), two male
animals were placed in closed metabolism cages in order to additionally collect exhaled air
for 48 h. The detection of less than 2% of the total radioactive dose in exhaled air justified to
perfom all balance/excretion experiments in open systems.

After 168 hours, animals were sacrificed by exanguination (under isoflurane anaesthesia) and
the following tissues were checked for remaining radioactivity:

heart carcass adipose tissSue gut

liver muscle stomach gut contents
spleen kidney stoprach centents hene marrow
bone testes thyroid gland

skin brain adrenal glands

lung pancreas blood cells

ovaries uterus plasma

For balance estimates the cage wash was also(cheeked forsradieactivity.

3.5.3.1. Experiment 3

Animals: 4 males and 4 females

Specific activity: 0.05'WMIBg/mg test substance

Dosing: 1 aral dose, 300 mg/kg bw (high dose)
Analysis: total radioactivity

3.5.3.2._ Experiment 4

Animals; 4 males and 4 females

Specific activity: 0.5 MBg/mg test substance

Dosing: 1 oral dose, 30 mg/kg bw (low dose)
Analysis: total radioactivity
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3.5.3.3. Experiment 5

Animals: 4 males and 4 females
Specific activity: 0.5 MBg/mg test substance
Dosing: orally / non-labeled once per day for 14 days (5

animals per sex); radio-labeled once on day 15 (4
animals per sex, 30 mg/kg bw (low dose))
Analysis: total radioactivity

3.5.4. Excretion via bile

In this set of experiments, the bile duct of the rats was_cannulated inla surgery. The surgery
was performed under isoflurane anesthesia andranalgesia. For-analgesia, Rimadyl® was
given before surgery (at least 30 minutes beforezsurgery started)sand on the\following days
until 1 day before test substance administratier’yThe dose was about 5\mg/kg bw and day.
For antibiosis animals were treated each'day 'With 1%Bayitril® after. th€) surgery until 1 day
before administration. In addition, abgutdk ' mL/100 g bw of 0.05% Baytril® was administered
to the animals during surgery.

A second catheter was set in the/duodenum to supplement the animal with a solution of
synthetic bile acids by cantinuous infusion.*The bile catheterized animals were placed in
polycarbonate cages type,llsupplied(by Becker &€o., €astrop-Rauxel, Germany (floor area
of about 800 cm?). To 'glarante€ alcontinious coprect technical set up, animals were checked
regularly during the experiment and if ne¢essary, the technical equipment was rearranged
(eg. distorted eatheters). Fot this purposenanimals were kept under isoflurane anesthesia if
necessary, (details are described in the raw data).

Before administration,the cannulated animals were placed in metabolism cages in order to
collect bile at threerhour intewvals as well as urine and feces at 24-hour intervals up to 72
hours, depending on theshealth state of the animals and the excretion rate. After 72 hours,
animals were'sacrificed, by exanguination (under isoflurane anaesthesia) and the following
samplés'were checkedfor remaining radioactivity:

~#bile"samples of each sampling interval of each animal

surine samples

- feces samples

- stomach

- stomach contents

- gut

- gut contents

- carcass

- For balance estimates the cage wash will also be checked for radioactivity
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3.5.4.1. Experiment 6

Animals:
Specific activity:
Dosing:
Analysis:

3.5.4.2. Experiment 7
Animals:

Specific activity:
Dosing:

Analysis:

3.5.5. Tissue distribution

6 males and 6 females

0.044 MBg/mg test substance

1 oral dose, 300 mg/kg bw (high dose)
total radioactivity

6 males and 6 females

0.4 MBg/mg test substance

1 oral dose, 30 mgrkg'bw (low dese)
total radioactivity

In this set of experiments animals\were treatedé@nd then plaeced in steel wire mesh cages.
Three animals were sacrificed at\4.defineditime ‘points after dosing that were selected based
on the results of the blegd.;and plasmaykinetic experiments. The time points selected
correspond to the followingstime points " plasmakinetics: maximum plasma concentration
MPC, second MPC (baSed on assumed enterghepatic recirculation, 1/2 MPC and 1/4 MPC
and 1/8 MPC at thé high and lowdoSe leyvelforboth sexes). After sacrifice by exanguination
(under isoflurane anaesthesia)\remaining radioactivity was measured in the following organs

and tissues:

heart bone

liver muscle

spleen kidney

brain carecass

skin adipose tissue
lung testes

uterus ovaries

3.5.5.1. Experiment 8

Animals:

Radioactivity per animal:
Dosing:

Time points:

Remarks:
Analysis:

blood cells stomach
plasma stomach contents
pancreas bone marrow

thyroid glands
adrenal glands
gut

gut contents

12 males and 12 females
1-2 MBq
1 oral dose, 300 mg/kg bw (high dose)

1h, 4h, 36h and 46h for males;
1h, 4h, 37h and 50h for females
each 3 males and 3 females per time point

total radioactivity
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3.5.5.2. Experiment 9

Animals: 12 males and 12 females
Radioactivity per animal: 1-2 MBq
Dosing: 1 oral dose, 30 mg/kg bw (low dose)
Time points: 1h, 4h, 18h and 25h for males;
1h, 4h, 17h and 22h for females
Remarks: each 3 males and 3 females per time point
Analysis: total radioactivity

3.6. ANALYSES

The analyses of the radioactive test-substance preparations were-eagried out at the Molecular
Toxicology and Kinetics Laboratory of Experimental Toxicologysxand Ecolagy of BASF SE,
Ludwigshafen, Germany.

The weights of all other samples exCeptiof total bleod samples-of) plasmakinetics, were
determined. All samples of biological material were,prepared for analysis using conventional
methods described in standard operating pracedures. Radioactivity was counted in a LSC.
Total radioactivity was measuredy(details see\3.6.3.)

All urine, feces and bile~samples were, transferred(tosthe test facility “Crop Protection - Global
Metabolism & Structure.of BASk SE) Speyerer Stralle 2, 67117 Limburgerhof, Germany” in
order to investigate\xthe metabolism of 14C¢44-Sulphonyldiphenol in a separate GLP study
under the responsibility of.a\study directonof the respective test facility. These results are
described‘in‘a separatesstudy report (AR, study ID 858428). Additionally, the total radioactivity
in feces was determined,and 0-24h fractions of urine samples of animals 18-20 (experiment
4) were reanalysed ‘at'the test facility “Crop Protection - Global Metabolism & Structure of
BASF SE, Speyerer Stral3e(2,567117 Limburgerhof, Germany”. The results were send to the
Molecular Toxieology and Kinetics Laboratory for calculation and reporting.

3.6.1.« Homogeneity/concentration control

Fhe amounts of radioactivity, the amounts of 14C-4,4'-sulphonyldiphenol and the total amount
of DHDPS (sum of all isotopes) in the test-substance preparations were determined by LSC,
Radio-HPLC as well as HPLC-UV in samples that were taken at least before and after
administration of the test-substance preparations. The samples were prepared for analysis
using conventional methods described in standard operating procedures. The analyses of
these samples allow to demonstrate the homogeneity, correctness of the concentration and
the stability of the test substance(s) in the test-substance preparations over the administration
period. The stability of the test-substance in sodium carboxymethyl cellulose in drinking water
with a comparable batch of the non-labeled test substance over a period of 7 days stored in the
refrigerator is given (01Y0066/05Y009).
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Aliquots of the respective radio-labeled test-substance preparations were shipped to the test
facility “Crop Protection - Global Metabolism & Structure of BASF SE, Speyerer StralRe 2,
67117 Limburgerhof, Germany” to be used within the performed metabolism investigations
(eg. for the detection of the isotope pattern).

3.6.2. Methods of analysis

The analyses of the test-substance preparation were performed by HPLC (Agilent 1200
system and Thermofisher Ultimate 3000) according to the following conditions:

Column:  XBridge C18, 5 um; 150 x 4.6 mm

Eluent: A: HPLC - water + HCOOH (1000 + 1 mL)
B: acetonitril + HCOOH (1000 + 1 mL)

Flow: 1.0 mL/min, isocratic %B: 25

Detection: UV-extinction 260 nm
radioflow detector Berthold LB 543 ElowStar and LB¥S14
FlowStar (cell: YG 75)

Recording and evaluation for HPLC\ analyses was performed, With/Chromeleon (Dionex)
software Version 6.8.

3.6.3. Total radioactivity ifcbiological matetial and cage wash

Whole blood samples were inverted several times to ensure homogeneity and then separated
into plasma and blood cells by centrifugatien:

All-glass fetabolism, ¢ages were washed with 10% RBS® cleaner in drinking water and
acetone at the end of<each experiment; whereas Plastic Metabolism Cages (Tecniplast, Italy)
were washed with«10% RBS® cleaner in drinking water only.

After weighingyaliquots‘ef liguid samples (bile, urine, plasma and cage wash) were mixed with
scintillatien“eocktail (Hienic Fluor, Perkin Elmer) and analyzed for radioactivity without any
additienal treatment:

Soluene®-350 (Perkin Elmer) was added to blood cells. The samples were incubated over
night at 37° C followed by the addition of isopropanol. Then the samples were bleached by
the addition of perhydrol solution (30%). After further incubation Hionic Fluor cocktail (Perkin
Elmer) was added and the samples were measured by liquid scintillation counting.

Contents of gut and stomach, carcass, lung, heart, spleen, kindney, testes, brain and liver
were suspended in deionized water and were homogenized using a WARING Blender.

Aliquots of the suspensions of contents of gut and stomach and carcass were dried by
lyophylisation, dissolved with Soluene®-350, filled up with isopropanol, bleached with
perhydrol solution (30% H202) and Hionic Fluor was added before the measurement of
radioactivity by LSC.
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To aliquots of the suspensions of lung, heart, spleen, kindney, testes, brain and liver and the
whole samples of muscle, adipose tissue, uterus/ovaries, thyroid gland, adrenal gland,
pancreas, skin, bone marrow, stomach and gut, Soluene®-350 and isopropanol were added,
bleaching was performed with perhydrol solution (30% H202) and Hionic Fluor was added
before measurement of radioactivity by LSC.

Bone samples were treated with hydrochloric acid (4M) and Hionic Fluor was added before
measurement of radioactivity by LSC.

Detailed information on the conventional methods used for the preparation of the.Samples
and LSC measurement are described in standard operation procedures and in thedaw data.

Feces samples of balance and bile experiments were weightd and were.send to Crop
Protection - Global Metabolism & Structure of BASK.SE, Speyerer Stralle 2, 67117
Limburgerhof without further examinations. The total radieaetivity in these feces samples was
determined in each sample in a separate study under the responsibility of a study director of
this test facility under GLP conditions. Additionally, 0-24 h_fraetions_of-urine” samples of
animals 18-20 of experiment 4 were reanalyzed at Crop-Protection - .Global Metabolism &
Structure of BASF SE, Speyerer StralRe 2,,6%117 Limburgerhof to cheekiif an interchange of
samples has taken place. The results of<theses analyses were_used/for further calcuations
within the current study.

3.6.4. Food analyses

The food used in the study wasgasSayed for chemical and microbial contaminants. On basis
of the duration of use and analytical findings Wwith respect to chemical and microbiological
contaminants, the foad wasyfound to besuitable. The EPA Fed. Reg. of 09 May 1979 (Vol.
44, No. 94, p 2¢354) seryed as a guideline for maximum tolerable contaminants. The levels
of phytoestrogens did*hot exceed 350\11g of genistein equivalents/g food and the amount of
microorganisms did, net” exceed, 1*10° per g food. Individual results can be found in the
archives of thexExperimental< axicology and Ecology of BASF SE

In view of the,aim andyduration of this study, the level and type of contaminants found in
commercial feed was considered not to influence the results of the study.

3.6.5¢ Drinking water analyses

The drinking water is regularly assayed for chemical contaminants both by the municipal
authorities of Frankenthal and by the Environmental Analytics Water/Steam Monitoring of
BASF SE as well as for bacteria by a contract laboratory. The Drinking Water Regulation
served as the guideline for maximum tolerable contaminants.
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3.6.6. Bedding and enrichment analyses

The items used for bedding and enrichment were regularly assayed for contaminants
(chlorinated hydrocarbons and heavy metals). The values given in Lab Animal, Nov.—Dec.
1979, pp 24-34, served as the guideline for maximum tolerable contaminants.

3.7. EXPERIMENTAL PROCEDURE
3.7.1. Clinical examinations
3.7.1.1. Mortality

A check for moribund and dead animals was conducted atleast once daily.

3.7.1.2. Clinical signs

A cageside examination was conducted.at least once dailyfor any signs?of morbidity, pertinent
behavioral changes and signs of Qvert ‘toxicity. Abmormalitie’s, and changes were be
documented for each animal.

3.7.1.3. Body weight

The body weight was”determined “on the days\of administration prior to dosing in the
plasmakinetic, balance and tissue, distribution, experiments.

In the bile expetiments the«body weightswas- determined on the day of surgery and before
administration.

3.7.1.4. Necropsy

Findings ddring necropsyzwere documented.
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3.8. DATA PROCESSING

Tables presented in the report are computer generated. The group mean and individual data
are rounded appropriately for inclusion in the report. As a consequence, calculation of group
mean data from the individual data presented in the report will, in some instances, yield a
minor variation in value.

Calculations

Depending on the preparation of the samples the appropriate formulas were chosen.
Calculations were performed using formula | and Il (see below) for all these samples,
which were dried by freeze drying technique. The results for the other samples'were
obtained using formula Il and IV (see below).

All values calculated for the plasmakinetic experiments are. background corrected.
Quantification limit (loq) was set twice the bagkground (in cpm)\For further calculations
(e.g. mean values and standard deviations).samiples <loq wereset to 0 (u0.EQ/Q).

The results of feces samples and definethurine samples)(total dppmefyeach sample) were
send (signed by the study director«fthe corresponding study @f~Crop Protection - Global
Metabolism & Structure of BASE_,SE),t6 the Malecular Toxigalogy and Kinetics Laboratory
of Experimental Toxicology ane~Ecology of BASF SE and were archived with the raw data
of the current study. The data‘were used in tables to ¢alGulate the % dose values of each
sample. The results of theweanalyses/ofyurine samples, performed under special focus to
the correct assignment ofthe labglling”and measurement, confirmed the interchange of
samples (plausible tecoveries andyconfirmeg-attribution of the samples to samples names
| sample labels)‘and were used,for datasassessment within the current study.

Key of dimension
abbreviations

DPM = disintegrations,per minute [DPM]
LSC = weight oRLSC sample [a]

SOL = weight,of soluene [a]

FRE = weight of freeze drying sample (9]

SAM = weight of organ/tissue sample (9]

AQU = weight of ultrapure water (9]

ACT = specific activity of test material [DPM/ud]
EQUTIS = equivalents of test material per tissue weight [Selfe]
Drad = dose of radioactivity administered [DPM]
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Formula |
" bPM. | LSC,
oot 0= 2 x SOL y ('sam + Aqu )x 190
n FRE Drad
Formula Il
" oM. | LsC.
ot = x( SAM + AQU )x 199
n Drad
Formula Ill
> opM. / Lsc. SOL  SAM F AGU
EQUTIS ==L X X
n FRE. \SAM-xCAET
Formula IV

iDPMn/ 1SCr ~SAM + AQU
EQUTIS =¢= X
n SAM x ACT

For the tisSugs‘of which aliquets were,taken during necropsy (e.g. adipose tissue, bone) cal-
culation of % of dosetadministered“(Eormula Il) is based on sample amount taken for the
measurement. For,all other tissues, the calculation is based on the weight of the whole tissue.

Analysis of kinetie data:
Analysis ofikinetic data‘was performed based on the group mean values using the PC
prograrmsystem WinNonLin Version 8.0.
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4. RESULTS AND DISCUSSION

4.1. STABILITY, HOMOGENEITY AND CONCENTRATION CONTROL ANALYSES OF
THE TEST-SUBSTANCE PREPARATIONS

Stability of the radio-labeled The radiochemical purity of the radio-labeled test substance

test substance: was verified by radio-HPLC.
Stability of the test- The stability of the test substance (all isotopes) in the test-
substance preparations: substance preparations over the test period was verified by

analysis. Details are shown in table 4.1.1.

Concentration control and The concentrations and the homogeneous\distribution of the
homogeneity analysis of the test substance in the {test-substance, preparations were
test-substance preparations: confirmed by analysis.

Table 4.1.1. Nominal and analytical concentrations compared to target concentrations

Experiment | target concentration | _nominal concentration analytical results
[mg/mL] [mg/mL] %nofrominal concentration
(mean £ RSD)
1 30.0 30.0 102.0+£ 0.7
2 30 3.0 100.7+£1.7
3 30.0 30.0 100.9+1.1
4and5 8.0 3.0 102.2+2.1
6 males 30.0 30.0 101.9+£0.7
6 females 30-Q 30.0 98.1+1.9
7 males 3:0 3.0 93.8+25
7 females 8.0 3.0 99.3+2.1
8 30.0 30.0 102.9+35
9 3.0 3.0 101.0+25

The nominal( concentratiohs ‘were calculated from the weights of ingredients used for producing the test-
substance preparations.

As shown in table 471.1., the nominal concentrations reflect their target values. Concentration
eontrol analysie confirm the nominal concentrations with means between 90 and 110% related
te the nominal values. Relative standard deviations below 5% demonstrate the homogenous
distribution of the test substance in its preparation.

Mean values of the concentration control analysis of the non-labeled test-substance
preparations 1 and 2 (applied for the “14+1”-balance experiment) were 94.7 and 98.0 % of
the nominal concentrations with relative standard deviations between 3.8%-3.9%.
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Table 4.1.2. Target specific activity of the test-substance preparations compared to measured results

experiment target specific activity measured specific activity
[MBg/mL] [dpm/mL] [MBg/mL] [dpm/mL]
1 1.0 6 x 107 1.0 6.0 x 107
2 1.0 6 x 107 1.0 5.8 x 10
3 1.5 9.0 x 10’ 15 9.2 x 10/
4and5 1.5 9.0 x 10’ 1.5 9.2 X107
6 males 1.3 7.9 x 107 1.4 8.2 107
6 females 1.3 7.9 x 107 143 8.0 x 10
7 males 1.2 7.2 x 107 1.2 7.4 x 107
7 females 1.2 7.2 x 10 1.2 %.3 x 107
8 0.3 2.0 x 407 0.4 2.2 x 10’
9 0.7 4.00207 0.7 4.1 x 107

The measured specific activities ofithe te€st-substance prepartations compared to their target
values are assessed to be acg€ptable within ‘the precisian“of the method. Radio-HPLC
analyses generally confirmed the” stability, of the radio<labeled test substance over the
application period for all dase~groups by{radiochemical purities of 1“C-4,4'-sulphonyldiphenol
> 98 % (see appendix 4.and™b).

4.2. CLINICALNEXAMMNATIONS
4.2.1. Mortality andiclinical observations

One female. animal ofi\bilesexperiment 7 (low dose experiment) was found dead in the
metabolism, _cage 48 h¥past dosing. The death of this animal was assessed not to be test
substaneevrelated.

4.2.2. Body weight

No abnormalities in body weights were observed during multiple dosage and prior to the start
of the experiments.

Body weights were in the expected range, except male animals of experiment 6 (high dose
bile experiment) where the body weight of male animals varied more than £ 20%. Although
animal 32 (animal with the higest body weight) excreted the lowest amount of bile regarding
bile flow and percent of dose, this animal was taken into statistical evaluation since other male
animals with a similar bile flow (animal 38) or body weight (animal 32) excreted more activity
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via bile. Therefore, the higher body weights in the current bile experiment is assessed to have
no significant influence on the obtained results.

4.2.3. Necropsy

During necropsy of two female animals of experiment 7 (low dose group) and one female
animal of experiment 6 (high dose group), suppurations were observed in the abdomen of the
bile experiment that were were attributed to the sugery procedure and assessed not to be test
substance related.

4.3. KINETICS OF %C-4,4'-SULPHONYLDIPHENOL
4.3.1. Blood/plasma concentration

Summarized data and single animal data discussed in the following Sectionsiare presented
in tables 2,3 and 14 to 18.

Mean plasma concentrations of radieactivity in malesand female., rats after single oral
administration of 4C-4,4'-sulphonyldipiienol at target dose levels\of*300 and 30 mg/kg are
presented in table 2. Representative plasma curyes, of these experiments are shown in figures
4 and 5. Single animal data of blood"cells,and“plasma concentrations are included in tables
14 - 17. Table 18 gives the ratio of the bload\cells/plasmaicancentrations for all dose groups.
Presented results and caleulated pharmacokinetic data are based on mean values. The
pharmacokinetic data are ‘'summarized, in table 3.

e Dose level: 300,mg/kg bw
(experiprent 1;tables 213, 14 — 15418, igure 4)

In rats exposed to a gihgle oral dose of 300 mg/kg bw 4C-4,4'-sulphonyldiphenol, mean actual
nominal doses ©f%\305.5 and, 304.7 mg/kg bw were achieved for males and females,
respectively.

The maximum plasmascencentrations of 58.16 and 27.48 ug Eqg/g in males occurred 1 and 4
houks, post dosings respectively, declined to 21.66 pug Eqg/g at 24 hours post dosing and 0.85
Mg ‘Eg/g*72 hours post dosing and were below loq for all animals after 96 hours and the
SubSequent time points. In female rats the maximum plasma concentrations of 104.93 and
26.47 ug Eg/g were reached 1 and 4 hours post dosing. Thereafter the plasma concentrations
declined to 1.98 ug Eqg/g at 72 hours post dosing was below loq for all animals from 96 hours
on and subsequent time points. Terminal half-lives were 10.3 and 14.7 hours, for males and
females, respectively.

The area under the plasma concentration time curve AUC,... was calculated to be
1005 ug Eg*h/g and 1083 pg Eqg*h/g for males and females respectively. These calculations
are based on group mean values.
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Generally, blood cell/plasma increased to about the 2-fold amount at 72 hours after
administration compared to the initial value with high variations over this period. After 72
hours, values were below loq.

e Dose level: 30 mg/kg bw
(experiment 2, tables 2 — 3, 16 - 18, figure 5)

In rats exposed to a single oral dose of 30 mg/kg bw 1*C-4,4'-sulphonyldiphenol, mean actual
nominal doses of 30.2 and 30.3 mg/kg bw were achieved for males and females, respegtively.
The maximum plasma concentrations of 8.66 and 3.81 pg Eg/g in males occurred,1_and 4
hours post dosing, declined to 0.13 ug Eq/g at 48 hours post dosing and were f3elow loq for
all animals at 72 hours post dosing and the subsequent time points. In female-rats;"maximum
plasma concentrations of 6.59 and 4.55 pug Eq/g were reached 1 and, 4.heus post dosing.
Thereafter the concentration declined to 0.01 pug Eg/g.at#2 hours post,dosing whereas for
three of four animals the plasma levels were below lograt that time*point and were dropped
below loq for all animals after 96 hours and subsequent-time points.sI'erminalhalf-lives were
9.2 and 8.9 hours, for males and females, respectively.

The area under the plasma concentration _time curve ‘AUC,.... was-Cdlculated to be 74 ug
Eqg*h/g and 80 pug Eq*h/g for males and'females respectively. These.calculations are based
on group mean values.

The mean blood/plasma ratio atrtheMow doseslgvel of 30 mg/kg bw was between 0.16 and
0.18. Generally, ratios below loq were detected after 48 heurs post dosing.

Taken together, plasmakinetic data of 1*C-4,4"-sulphonyldiphenol show fast absorption of the
test substance after-gral’administration leading;tova dose dependent increase in maximum
plasma concentrations with first Twax-values of génerally 1 h post dosing. The observation of
a second cuaxdvalue at lateriImax (at 4 hougs“post dosing) for both dose levels and genders
indicate d\petential enterohepatic recixgulation of the test substance and/or its metabolites.
For the high\dose, the:mean maximumplasma concentration in female animals one hour after
administration was,almost twice‘as-high as the mean plasma concentration of male animals
at the correspending time pgint.“Thereafter, the plasma concentrations of the high dose were
comparable=~for/'male \and*~female animals. For the low dose group, mean plasma
concentrations were _eomparable for male and female animals. Internal doses (indicated as
AUC %) \were slightly, lower for males compared to females for both dose groups tested. The
maximum plasma concentrations are more or less linear over dose for male animals and
supralinear over dose for female animals. The internal doses (indicated as AUC,...) are
generally slightly higher for females compared to males. As can be seen from the AUC versus
dose ratio relationship, the internal dose (indicated by the AUC) increases slightly over-
proportional to the actual nominal administered dose: For male animals, the 10.1-fold increase
of external dose (from the actual nominal low dose of 30.2 to the actual nominal high dose of
305.5 mg/kg bw.) is correlated to a 13.6-fold increase of the internal dose (from 74 to 1005
Mg Eq x h / g), for female animals, the 10.1-fold increase of external dose (from the actual
nominal low dose of 30.3 to the actual nominal high dose of 304.7 mg/kg bw.) lead to a 13.5-
fold increase of the internal dose (from 80 to 1083 ug Eq x h / g).

These data indicate a potential saturation of kinetics at higher doses, which may be caused
by a potential active transport of the test substance and/or its metabolites.
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4.3.2. Balance/excretion

Mean values of excreted and residual radioactivity after single oral administration of
14C-4,4'-sulphonyldiphenol to male and female rats at target dose levels of 300 and 30 mg/kg
bw and after 15 daily oral administrations of DHDPS (14 x unlabeled at 30 mg/kg bw; 1 x
radio-labeled at 30 mg/kg bw at day 15) to male and female rats are presented in table 1. The
respective cumulative excretion based on mean group data is shown in figures 1 - 3. The
corresponding single animal data are included in tables 8 — 13. Radioactive residues in organs
and tissues after balance experiments (after 168 h), expressed as pg Eq/g are outlined in
tables 35; 44 and 45.

e Dose level: 300 mg/kg bw
(experiment 3, tables 1, 8 - 9, 35, figure 1)

Mean total recoveries of radioactivity were found to be-9544 and 98.58 % of dose in male
and female rats, respectively. Within 48 hours after single oral administratiomof 300 mg/kg
bw to male and female rats 41.30 and 34.00 % of'the administered radioaetivity were found
in urine, respectively. Total excretion of radioaetivity via urine”after 168_hours was 48.05 and
39.02 % of dose for males and females,»€spectively~These data~indicate that urinary
excretion occurred predominantly within/the two days after test substance adminstration.
During the first 48 hours after adminisiration, 3874 % and/5043 % of the administered
radioactivity were excreted via feees\by males-andfemalesyrespectively. After 168 hours the
total amount of radioactivity excreted via feces was found1to*be 44.20 and 55.71 % of dose
for males and females, repéetively. TheseeXcretion data from urine and feces indicate that
major excretion of absarbed%4C-4,4'-sulphonyldiphenol‘eccurs within 48 hours after dosing.

Together with cage'wash, the total amountefiexereted radioactivity was found to be 94.81 %
of the administered radioactivity in malgshand 97.33 % of the administered radioactivity in
females réflecting more.of leéss complete excretion of orally dosed 4C-4,4'-sulphonyldiphenol
for male and femalte.rats. 168 hourswpost-dosing, small amounts of radioactive residues of
14C-4,4'-sulphonyldiphénol were\Nfound in skin (0.02 and 0.05 % of dose), carcass (0.19 and
1.16 % of dosg),'gut and stemaeh content (0.01 and 0.01 % of dose) and gut content (0.10
and 0.04 %-ehdose) foxmale‘and female animals. Highest total radioactive residues (in pug
Eq/g) 168 h._post dosing (except Gl tract) were found in thyroid and and carcass for male
animals and in careass‘for female animals and lowest in plasma (both sexes).

opDose level: 30 mg/kg bw
(experiment 4, tables 1, 10 — 11, 44, figure 2)

Mean total recoveries of radioactivity were found to be 105.33 and 97.17 % of dose in male
and female rats, respectively. As < 0.1% of the administered dose were detected as COz in
exhaled air, it could be concluded that exhalation is not a relevant excretion pathway for
14C-4,4'-sulphonyldiphenol and/or its metabolites. Accordingly, balance experiments within
the present study were performed in open metabolism cages.

Within 48 hours after single oral administration of 30 mg/kg bw to male and female rats 56.94
and 47.09 % of the administered radioactivity were found in urine, respectively. Total excretion
of radioactivity via urine after 168 hours was 60.13 and 51.45 % of dose for males and
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females, respectively. These data indicate that urinary excretion occurred predominantly
within two days after test substance adminstration.

During the first 48 hours after administration, 41.75 % and 39.40 % of the administered
radioactivity were excreted via feces by males and females, respectively. After 168 hours the
total amount of radioactivity excreted via feces was found to be 43.00 and 40.85 % of dose
for males and females, repectively. These excretion data from urine and feces indicate that
major excretion of absorbed 4C-4,4'-sulphonyldiphenol occurs within 48 hours after dosing.

Together with cage wash, the total amount of excreted radioactivity was found to be 104.33
% of the administered radioactivity in males and 96.06 % of the administered radipagtivity in
females reflecting more or less complete excretion of orally dosed 4C-4,4'-sulphenyldiphenol
for male and female rats. 168 hours post-dosing, small amounts of radioactive, residues of
14C-4,4'-sulphonyldiphenol were found in carcass (0.93 and 0.98 % of dose) skin (0.01 % of
dose for both sexes) stomach content (0.02 % of dose for bOth sexes), gut'eontent (0.05 and
0.09 % of dose for male and female animals, respectively) ‘and gut (0:01 % of dose in female
animals). Highest total radioactive residues (in ug Eq/g)”168 h post\dosing (except Gl tract)
were found in carcass for both sexes, for all gthef tissues the residues ranged between 0.0
and 0.1 ug Eg/g.

e Dose level: 14 + 1, 30 mg/kg bw
(experiment 5, tables 1, 12 — 13,45 Migure 3)

Mean total recoveries of radigactivity weretfound to be _96.21 and 99.69 % of dose in male
and female rats, respectively=Within 48 hours after single oral administration of 30 mg/kg bw
to male and female rats, 46.56"and 46.88 % of thehzadministered radioactivity were found in
urine, respectively. Fotal excretion of radioactivityswia urine after 168 hours was 51.09 and
51.82 % of dosesfor’ males_andyfemalesy respectively. These data indicate that urinary
excretion occurred/predominantly withindwe days after test substance adminstration.

During the_first*48 hours, after administration, 40.16 % and 42.59 % of the administered
radioactivitywvere exereted via feees by males and females, respectively. After 168 hours the
total amount of radioeactivity excreted via feces was found to be 42.33 and 43.99 % of dose
for males andfemales, repgCtively. These excretion data from urine and feces indicate that
major excretign.of absomged +4C-4,4'-sulphonyldiphenol occurs within 48 hours after dosing.

Togethenwith cagetwash, the total amount of excreted radioactivity was found to be 95.53 %
of thepjadministered*radioactivity in males and 98.10 % of the administered radioactivity in
fémales reflecting more or less complete excretion of orally dosed 4C-4,4'-sulphonyldiphenol
for male and femalte rats. 168 hours post-dosing, small amounts of radioactive residues of
14C-4,4'-sulphonyldiphenol were found in carcass (0.52 and 1.47 % of dose), stomach content
(0.01 % of dose only detected in male animals), gut content (0.12 and 0.08 % of dose for male
and female animals) and gut (0.01 % of dose for both sexes). Highest total radioactive
residues (in ug Eq/g) 168 h post dosing (except Gl tract) were found in carcass for both sexes
and and for all other tissues the residues ranged between 0.0 and 0.07 pg Eg/g.

Overall, the balance data demonstrate that excretion of 4C-4,4'-sulphonyldiphenol dosed
orally by gavage to Wistar rats at a single low and high dose as well as multiple low dose (14
+ 1) was fast via urine and feces. Thereby, urinary excretion was slightly higher than fecal
excretion for male animals of all dose groups and female animals of the low dose group, single
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and multiple dosing, whereas for female animals of the high dose group, excretion via urine
was about 17 % lower than fecel excretion. Excretion was almost complete and occurred to a
major extent within two days after oral dosing. Generally, it can be concluded, that based on
the current data, excretion of 14C-4,4'-sulphonyldiphenol in the low dose is independent from
frequency of treatment and gender.

4.3.3. Excretion via bile

The mean biliary excretion of radioactivity after a single oral administration of ¥Cy4,4'-
sulphonyldiphenol to rats at target dose levels of 300 and 30 mg/kg bw is presentéd’in tables
4 and 5. The corresponding single animal data are included in tables 19 —_.286, ‘bile flow of
single animals is presented in tables 27 - 30.

It should be mentioned that calculated means for bile €xeretion in thel tables (data of bile
excretion and mass balance) result in minor deviationS based on mathematical routines and
the number of digits applied (especially when means of single exeretion data.over collection
periods are compared versus means of single animal data). These/differences are assessed
to be minor and without impact on the overall data‘assessment;of the experiments.

Bile excretion experiments were perfefmed after bile catheterization-as balance experiments
and bile, urine and feces were collected, in defined time intervalg up‘to 72 hours from rats that
were dosed with a single oral dose, of 1*C-4,4'-sulphonyldiphenoltat target dose levels of 300
mg/kg bw and 30 mg/kg bw. After.the experiments, animals,were sacrificed under isoflurane
anesthesia, the Gl-tract wassemoved, and'the remaining'activity was measured in the content
of the stomach, the gutiasswell asgin stomach and gut. Based on the data of excreted
radioactivity via bile and urine ag well as on the-femaining radioactive residue in carcass, the
fraction absorbed of dosed “C-4)4"sulphonyldiphenol was calculated.

e Dose level:'800 mgrkg bw
(Tables 4 and 5; 19 - 20,23 — 24, 27-28)

Mean total receveries of radieactivity were found to be 93.83 and 97.55 % of dose in male
and female \rats, respectively. Within 72 hours after administration of 4C-4,4'-
sulphonyldiphenol at*atarget dose level of 300 mg/kg bw, excretion via bile was found to be
43.81.and"¥5.65 %qof .the administered radioactivity in males and females, respectively. Total
excretion of radioaetivity via urine until 72 hours post dosing was 47.52 and 48.91 % of dose
for males and females, respectively. During the experimental period of 72 hours, the total
amount of radioactivity excreted via feces was found to be 1.02 and 1.03 % of dose for male
and for female animals, respectively. The total amount of radioactivity in the Gl tract was 0.09
% of dose in males and 0.35 % of dose in females.

Based on the amounts of radioactivity excreted via bile and urine, as well as the radioactive
residues found in cage wash and carcass, oral absorption of #C-4,4'-sulphonyldiphenol in
rats was calculated to be 92.72 and 96.16 % of the administered dose for males and femals
at a dose level of 300 mg/kg bw, respectively.
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e Dose level: 30 mg/kg bw
(Tables 4 and 5; 21 - 22; 25 — 26, 29 - 30)

Mean total recoveries of radioactivity were found to be 96.74 and 89.82 % of dose in male
and female rats, respectively. Within 72 hours after administration of 4C-4,4'-
sulphonyldiphenol at a target dose level of 30 mg/kg bw, excretion via bile was found to be
56.39 and 38.21 % of the administered radioactivity in males and females, respectively. Total
excretion of radioactivity via urine until 72 hours post dosing was 37.72 and 46.37 % of dose
for males and females, respectively. During the experimental period of 72 hours, the total
amount of radioactivity excreted via feces was found to be 1.28 and 3.03 % of dose,for,male
and for female animals, respectively. The total amount of radioactivity in the Ghtractwas 0.06
% of dose in males and 0.11 % of dose in females.

Based on the amounts of radioactivity excreted via bile apd urine, as well ‘as\the radioactive
residues found in cage wash and carcass, oral absorption” of *C-4,4:-sulphonyldiphenol in
rats was calculated to be 95.40 and 86.68 % of the admipistered dese for males and femals
at a dose level of 30 mg/kg bw, respectively.

Taken together, the current bile excretion="€xperiments ‘demonstrate \that excretion of
14C-4,4'-sulphonyldiphenol dosed orally byigavage to Wistarrats with-sifigle doses of 300 and
30 mg/kg bw was fast and occurred mainlyvia urine and/bile for bath.dose levels. Compared
to the balance experiments, meanyurinary excretions were generally lower in bile excretion
experiments, except for femalesOfithe highydese.experiment, demonstrating reabsorption of
the test substance into the systemic circulatien under_physiological conditions. This finding
correlates to indications far potential enterohepatic recirculation obtained in plasmakinetic
experiments. Absorptions\of **C-4,4'<sulphonyldipfienol were high and accounted to about 93
to 96 % of dose formale’animals (of both dose”groups and to 87 to 95 % of dose for female
animals of both dese.groups.

4.3.4. Tissue distribution

Mean results ofithe distributien ‘ef'radioactivity into organs and tissues investigated at defined
time points after a single erakadministration of 14C-4,4'-sulphonyldiphenol to male and female
rats at target dose 1evels of 300 and 30 mg/kg bw are presented in tables 6 - 7. The
corresponding single\animal data are included in tables 31 - 49.

The “Observation time points for sampling the organ/tissue samples within the tissue
distribution experiments are based on results of plasmakinetics (see 4.3.1.) and should refer
to time points following maximum plasma concentrations MPC, second maximum plasma
concentration based on potential enterohepatic recirculation, 1/2 MPC and 1/4 MPC.

e Dose level: 300 mg/kg bw
(Tables 6; 31 — 39)

Male animals were sacrificed 1 h, 4 h, 36 h and 46 h after administration of the test substance.
Female animals were sacrificed 1 h, 4 h, 37 h and 50 h after administration of the test
substance. The detected mean plasma levels at these sacrifice time points were 57.39, 26.54,
8.54 and 5.23 as well as 65.22, 26.00, 10.31 and 4.29 ug Eg/g for male and female animals,
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respectively. When plasma concentrations of the tissue distribution experiments are
compared to results of plasmakinetics (see 4.3.1.), mean plasma levels of female animals at
the 1-hour sampling time point showed high experimental variability (104.93 + 29.22 ug Eg/g
in plasma kinetic experiment, 65.22 + 19.55 ug Eqg/g in tissue distribution experiment). This
variability is based on the fact, that especially in females, mean plasma levels decline very
fast, especially within the first two hours post dosing; Therefore, individual maximum plasma
levels of single animals cannot be outlined in detail by two collection time points of blood
samples in this sampling period. Apart from the plasma levels of female animals one hour
after administration, there is a general accordance of the measured data between the the
experiments.

At all observation time points after oral administration of 14C-4,4'-sulphonyldiphenol to male
and female rats, highest tissue concentrations (means) were<found in the, Gi tract/Gl tract
contents. With the exception of the Gl-tract (including_its\eontent), highest residues (means)
in male rats 1 h after administration were found in Kidneyliver, plasma, carcass, lung and
skin, resulting in 100.61, 67.88, 57.39, 49.42, 33722 and 30.64i09 Eqg/g. Formale animals,
lowest mean radioactive residues at this time~point were measured in adipese tissue, brain
and bone with concentrations of 3.49, 4.30 and 4.81 ug Eqglg./With the exeeption of the GI-
tract (including its content), highest residues{means) in female rats I*h"post doing were found
in brain, plasma liver, thyroid, pancreaspylung, skin and carcass)resulting in 78.51, 65.22,
64.40, 44.63, 43.33, 40.89, 40.83¢candv39.87 g Eqg/g. For female animals, lowest mean
radioactive residues at this timefpeint were measured in.adipoese tissue, bone and kidney,
corresponding to 5.46, 5.74 and 661 ug EglgNt should.be’mentioned here, that the relatively
high radioactive residue iptbrain of female animals of the high dose level tested is consistent
between the different observation time points butdSin contrast to the findings in male animals
and in the female animals of the low dose group.*In male and female animals, radioactive
residue concentrations generally ‘declined*nsorgans and tissues parallel to the radioactive
residues in-plasma with thé,exception, of meéan residues in carcass samples in which the
concentrations declinedthe until the 4-hour sampling time point and increased thereafter to
the 37- and'88-hourime*point and dropped at the last sampling time point to a value which
was still above thend=hour sampling-time point. This time dependeny was observed generally
for both sexese

e Low.dose
(Tablés 7; 40 — 49)

Male™ animals were sacrificed 1 h, 4 h, 18 h and 25 h after administration of
¥C- 4,4'- sulphonyldiphenol and female animals were sacrificed 1 h, 4 h, 17 h and 22 h after
administration of the test substance. The detected mean plasma levels at these sacrifice time
points were 10.50, 3.00, 1.24 and 0.76 as well as 6.38, 4.35, 1.88 and 1.10 ug Eqg/g for male
and female animals, respectively. Comparing the results of plasma concentrations of
radioactivity to the plasmakinetic experiments (see 4.3.1.) the measured data are in general
accordance between these experiments.

At 1 hour after oral administration of 4C-4,4'-sulphonyldiphenol to male and female rats,
highest tissue concentrations (means) were found in the Gl tract/Gi-tract contents. With the
exception of the Gl-tract (including its content), highest residues (means) in male rats were
found in liver and kidney, resulting in 19.25 and 16.17 ug Eq/g. For male animals, lowest mean
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radioactive residues at this time point were measured in brain, adipose tissue and bone with
values between 0.42 and 0.79 ug Eq/g.

With the exception of the Gl-tract (including its content), highest residues (means) in female
rats 1 hour post oral dosing of 4C-4,4'-sulphonyldiphenol were found in liver, kidney and
thyroid resulting in 8.76, 7.12 and 5.39 pyg Eqg/g. For female animals, lowest mean radioactive
residues at this observation time point were measured in brain, bone, adipose tissue and
muscle with values between 0.18 and 0.57 ug Eq/g.

In male and female animals, radioactive residue concentrations generally declined in_ergans
and tissues parallel to the radioactive residues in plasma. There were slight increases In the
concentrations in carcass samples of male animals and in liver samples of femalg‘@nimals at
the 4-hour observation time point. Concentrations in both tissues decreased, to the last
observation time points.

Taken together, tissue distribution experiments demonstrated that fer,both sexes and in both
genders, radioactive residue concentrations generally declined in/oxgans and tissues from the
1 h time point on and paralell to the radioactivesesidues in plasmagIn contrastto this general
trend, radioactive residues in carcass showed-delayed clearance, especiallyin the high dose
group tested. Whereas a general sublinearsegrrelationsb€tween the. radioactive residues in
organs and tissues and the administefed-dase was found,'the radieactive residues of carcass
samples were overproportional to‘dose/This oyerproportionaliratio is more pronounced at
later sampling time points and is smline with the, observationof ‘an overpropotional increase of
internal dose versus external dose-as described'in plasmakinetics.

5. CONCLUSION

Taken togéthen, 1*C-4:4'&ulphonyldiphenol was rapidly absorbed from the gastrointestinal
tract. Based,on the bil€ excretion experiments, oral absorption was calculated to be about 93
and 96 % of the administered dose,at a dose level of 300 mg/kg bw for male and female rats,
respectively. At‘a dose level, '@f/30 mg/kg bw about 95% of the administered dose was
absorbed for 'males and~87% of the administered dose were measured as absorbed for
females. Fhe excretionofradioactivity occurred mainly within two days after dosing, generally
via urimezand bile in bile excretion experiments and with a generally, slightly higher excretion
in urinerthan in feces in balance experiments. Plasma kinetics confirmed high oral absorption
anddemonstrated potential enterohepatic recirculation, fast excretion and a slight supralinear
correlation of the internal exposure to the oral dose. In tissue distribution experiments,
residues of 4C-4,4'-sulphonyldiphenol and/or its metabolites in organs and tissues showed
generally sublinear correlation between radioactive residues in organs and tissues and
administered oral doses. However, supralinear correlation between radioactive residues in
carcass and the external dose was observed in these experiments that is in relation to the
findings of plasmakinetics.
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6. LIST OF ABBREVIATIONS

The following list contains abbreviations and definitions generally used in reports for this

study type.

This report will not necessarily use all expressions listed below.

ACN acetonitrile

a.. active ingredient

AAALAC Association for Assessment and Accreditation of Laboratory Animal
Care

AUCo-->168 area under the curve

AUC 05 area under the curve from 0 to internity

bw body weight

Bq Becquerel

CMax maximum plasma concentration

CPM counts per minute

DPM disintegrations per minute

Eq, eq equivalents

GV-SOLAS Gesellschaft fur Versuchstierkunde/Society of Laboratory Animal
Science

HCOOH formic acid

HPLC high performence liquidichtomatographie

LSC liquid scintillation counter

MBq mega-zbeequerel

M molar

n.d. not determined

n.s. no sample

PK pharmatcokinetics

OECD Organisation for Ecenomic Co-operation and Development

SD standard deviation

T half life

TFA trifluoro<aeetic acid

Tmax timé@atwhich the maximum plasma concentration occurs

TRR total radioactive residue

US ERA United States Environmental Protection Agency

VWD variable wavelength detector
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Table 1. Mean excretion and retention of radioactivity after single oral administration of
14C-4,4'-sulphonyldiphenol at target dose levels of 300 and 30 mg/kg bw and after 14 daily
oral administrations of DHDPS and one oral administration of 14C-4,4'-sulphonyldiphenol on
day 15 (30 mg/kg bw) to male and female rats

Results expressed in % of dose administered

Balance/Excretion 300 mg/kg bw 30 mg/kg bw 30 mg/kg bw (14+1)

male female male female male, female
Animal weight [g] 296.3 2215 340.7 225.4 33814 \,236.1
Spec. activity [MBqg/g] 51.2 51.2 508.0 508.0 508.0=+ 508.0
Dose admin. [mg/kg bw] 311.0 315.9 30.4 30.8 30.5 31.3
Radioact. dose [MBg/animal] 4.70 3.57 5.27 3.53 5.25 3.77
Urine 0-6 7.69 11.39 15.63 13.32 8.45 14.18
Urine 6-12 8.87 4.93 20.01 15.18 10.39 9.12
Urine 12-24 10.33 7.90 13760 12.56 20.53 17.34
Urine 24-48 14.41 9.78 7269 6.03 7.18 6.24
Urine 48-72 3.75 2.85 1.71 1.84 2.00 2.42
Urine 72-96 141 0.81 0.47 0.81 0.88 0.89
Urine 96-120 0.67 0.54 0.50 067 0.80 0.79
Urine 120-144 0.50 0.54 0.27 0.59 0.49 0.45
Urine 144-168 0.41 0.2% 0:25 0.45 0.37 0.39
Subtotal Urine 48.05 #89.02 60r13 51.45 51.09 51.82
Feces 0-24 21.39%,,26.55 32.17 33,59 27.90 29.58
Feces 24-48 1735 2358 9.58 5,81 12.26 13.01
Feces 48-72 4.31 4.17 0.85 0.82 0.95 0.66
Feces 72-96 0180 0.97 0322 0.29 0.36 0.30
Feces 96-120 0.16 0.22 0.09 0.16 0.22 0.21
Feces 129-144 0.10 0.12 0.05 0.10 0.17 0.13
Feces 144-168 0.08 040 0.05 0.08 0.47 0.10
Subtotal Feces 44220, 55.71 43.00 40.85 42.33  43.99
Cage wash 2.56 2.60 1.20 3.76 211 2.28
Blood cells 0.00 0:00 0.00 0.00 0.00 0.00
Plasma 0.00 9:00 0.00 0.00 0.00 0.00
Lung 0.00 0:00 0.00 0.00 0.00 0.00
Heart 0.00 0.00 0.00 0.00 0.00 0.00
Spleen 0.00 0.00 0.00 0.00 0.00 0.00
Kidney 0.00 0.00 0.00 0.00 0.00 0.00
Adrenals 0.00 0.00 0.00 0.00 0.00 0.00
Testes/Ovaries 0.00 0.00 0.00 0.00 0.00 0.00
Uterus 0.00 0.00 0.00
Muscle 0.00 0.00 0.00 0.00 0.00 0.00
Brain 0.00 0.00 0.00 0.00 0.00 0.00
Adiposetissue 0.00 0.00 0.00 0.00 0.00 0.00
Bone 0.00 0.00 0.00 0.00 0.00 0.00
Bone'marrow 0.00 0.00 0.00 0.00 0.00 0.00
Thyroid 0.00 0.00 0.00 0.00 0.00 0.00
Pancreas 0.00 0.00 0.00 0.00 0.00 0.00
Stomach cont. 0.01 0.01 0.02 0.02 0.01 0.00
Stomach 0.00 0.00 0.00 0.00 0.00 0.00
Gut cont. 0.10 0.04 0.05 0.09 0.12 0.08
Gut 0.01 0.01 0.00 0.01 0.01 0.01
Liver 0.00 0.00 0.00 0.00 0.00 0.00
Skin 0.02 0.05 0.01 0.01 0.01 0.02
Carcass 0.19 1.16 0.93 0.98 0.52 1.47
Total 95.14 98.58 105.33 97.17 96.21 99.69
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Table 2: Mean plasma concentrations of radioactivity after single oral administration of
14C-4,4'-sulphonyldiphenol at target dose levels of 300 and 30 mg/kg bw to male and female
rats

Results expressed in ug Eqg/g plasma

Time 300 mg/kg bw 30 mg/kg bw

[h] Males Females Males Females
1 58.16 104.93 8.66 6.59

2 23.39 22.90 3.28 1.93

4 27.48 26.47 3.81 4.55

8 24.36 24.63 2.55 3.42
24 21.66 18.98 0.99 0.95
48 5.41 7.18 0.13 0.15
72 0.85 1.98 <log 0.01
96 <log <log <log <log
120 <log <log <log <log
144 <log <log <log < log
168 <log <log <log < log

Table 3: Pharmacokinetic parameters of radioactivity in plasma aftensingle oral administration
of 14C-4,4'-sulphonyldiphenol at target dose levels.6f 300 and:30 mg/kg bw to male and female
rats

Sex target _gMeaniactual Cwmax Tvax Terminal  AUCo-»168 AUCo->w
dose= nominal dose half life

[mgikg (Mg Eq x (Mg Eq x

bw] [mg/kg bw] [HO\Eq] [h] [h] h/g] h/g]

male 300 305.5 58.16; 27.48 1;4 10.3 1003 1005

male 30 30.2 8.66; 3.81 1;4 9.2 73 74

actual dose ratig high dose to low dose:10.1
AUC,--% ratiovhigh dose to low dose:  13.6

female 300 304.7 104.93; 26.47 1,4 14.7 1064 1083
female 30 30.3 6.59; 4.55 1,4 8.9 80 80

actual dose ratio high dose to low dose:10.1
AUC,.>w ratio high dose to low dose:  13.5
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Table 4: Excretion and retention of radioactivity via urine, feces and bile after single oral
administration of 14C-4,4'-sulphonyldiphenol to male and female rats at target dose levels of
300 and 30 mg/kg bw

Results expressed as % of the radioactivity administered

300 mg/kg bw 30 mg/kg bw

Males Females Males Females
Animal weight [g] 287.5 237.5 312.0 209.8
Spec. activity [MBa/g] 45.7 445 408.8 406
Dose admin. [mg/kg bw] 310.7 301.9 32.61 31.18
Radioact. dose [MBg/animal] 4.08 3.19 4.16 2,65
Urine 0-24 42.71 42.65 36.96 45.56
Urine 24-48 4.53 5.95 0.57 0.59
Urine 48-72 0.28 0.31 0.19 0.27
Subtotal Urine 47.52 48.91 37.72 46.37
Feces 0-24 0.60 0.43 0.65 251
Feces 24-48 0.27 0.48 0.55 0.31
Feces 48-72 0.15 012 0.10 0.26
Subtotal Feces 1.02 1.03 1.28 303
Bile 0-24h 40.66 44.85 56.20 38.02
Bile 24-48h 3.10 0.71 0.16 0.19
Bile 48-72h 0.06 0.09 0.03 0.06
Subtotal Bile 4381 45.65 56.39 38.21
Cage wash 100 107 0.71 1.30
Stomach cont. 0.04 0.29 0.01 0.01
Stomach 0.01 0.02 0.00 0.02
Gut cont. Q04 004 0.04 0.07
Gut 0.00 0.00 0.00 0.01
Carcass 0.39 0.54 0.58 0.80
Total 93.83 97.55 96.74 89.82
fraction absorbed 92,72 96.16 95.40 86.68
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Table 5: Excretion pattern of radioactivity via bile of male and female rats after single oral
administration of 4C-4,4'-sulphonyldiphenol at target dose levels of 300 and 30 mg/kg bw

Results expressed as % of the radioactivity administered

Time interval [h] 300 mg/kg bw 30 mg/kg bw

Males Females Males Females
0-3 20.91 21.45 37.32 25.99
3-6 9.30 10.38 10.31 8.70
6-9 4.08 5.31 4.08 2.23
9-12 2.11 5.08 2.18 0.76
12-15 1.45 2.29 1.14 0.31
15-18 1.88 1.96 0.90 0.14
18-21 1.25 1.12 0.24 0.09
21-24 0.79 0.82 0.07 0109
24-27 1.13 0.57 0.06 0:08
27-30 1.19 0.22 0.03 0.04
30-33 0.50 0.18 0.01 0.03
33-36 0.14 0.08 0.02 0.02
36-39 0.09 0.05 0.02 0.01
39-42 0.04 0.04 0.02 Q701
42-45 0.03 0.02 0,02 0.0%
45-48 0.01 0.02 0.01 0:01
48-51 0.01 0.02 0.01 0.02
51-54 0.01 0.03 0.01 0.03
54-57 0.01 0.01 0.01 0:03
57-60 0.01 0.01 00T 0400,
60-63 0.01 0.01 0.01 0.00
63-66 0.01 0.01 0.01 0.00
66-69 0.01 0.0T 0.00 0.00
69-72 0.01 0.01 0:00 0.00
Total 4381 45165 56,39 38.21
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Table 6: Mean tissue concentrations of radioactivity after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose level of 300 mg/kg bw to male and female rats

Single animal data and group mean values. Results are expressed in ug Eqg/g

male animals female animals
Time after administration 1lh 4 h 36 h 46 h 1lh 4h 37h 50 h
Blood cells 10.00 4.73 2.80 1.44 16.86 5.20 2.84 1.93
Plasma 57.39 26.54 8.54 5.23 65.22 26.00 10.31 4.29
Lung 33.22 11.34 3.51 2.18 40.89 11.47 4.32 1.74
Heart 17.38 7.51 2.14 1.08 17.97 6.03 215 1.12
Spleen 11.62 5.72 2.30 1.44 17.13 3.01 0:81 0.46
Kidney 100.61 48.32 14.77 8.87 6.61 2.02 0.70 0.36
Adrenal glands 22.20 10.76 4.35 1.77 29.94 9/02 3.45 1.55
Testes/Ovaries 11.12 5.85 1.62 1.09 33.64 14,78 3.93 2.01
Uterus 28.53 10.51 3.77 1.52
Muscle 11.21 3.18 0.92 0.63 18.16 3.09 0.93 0.47
Brain 4.30 1.22 0.49 0.37 7851 27.22 9.32 5.00
Adipose tissue 3.49 1.41 0.74 0.77 5746 3.22 0.86 0.55
Bone 4.81 2.20 0.66 0.45 5.74 2437 0.89 0.39
Bone marrow 14.12 7.58 2.74 1.83 16.63 6.10 3.73 2.51
Thyroid 25.55 1151 4.37 3.34 44.63 17.98 7.20 5.28
Pancreas 25.11 16.01 9.81 4.23 43.33 16.26 3.24 2.04
Stomach content 7607.60 7583.13 1202.82 16.38 6217.84 8113.56 41.54 36.09
Stomach 1418.18 604.60 155.30 5.05, 1224.41 715.93 7.32 3.19
Gut content 2109.62 3716.80 872.45 44%7.83 1399.90 2854.16 1095.54 536.71
Gut 40799 554.84 146.20 88.21 566.76 744.24 250.08 93.19
Liver 67.88 48.07 19.94 8.61 64.40 41.08 18.14 7.09
Skin 30.64 10.12 3.47 2.20 40.83 9.35 4.50 1.78
Carcass 49142 24.93 39.59 33.10 39.87 21.21 49.89 33.01
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Table 7: Mean tissue concentrations of radioactivity after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose level of 30 mg/kg bw to male and female rats

Single animal data and group mean values. Results are expressed in ug Eqg/g

male animals female animals
Time after administration 1 4 18 25 1lh 4h 17 h 22h
Blood cells 1.29 0.26 0.12 0.08 0.78 0.41 0.27 0.12
Plasma 10.50 3.00 1.24 0.76 6.38 4.35 1.88 1.10
Lung 4.39 1.14 0.47 0.30 3.29 1.77 0.68 0.38
Heart 2.85 0.65 0.26 0.16 1.30 0.96 0:42 0.22
Spleen 1.26 0.40 0.16 0.10 0.78 0.49 0.2 0.12
Kidney 16.17 5.49 2.19 1.35 7.12 4.01 1.79 1.13
Adrenal glands 3.12 0.90 0.39 0.23 1.92 166 0.50 0.35
Testes/Ovaries 1.67 0.47 0.21 0.14 3.21 164 0.72 0.40
Uterus 2.09 1740 0.54 0.33
Muscle 1.05 0.26 0.13 0.07 0.57 0.36 0.15 0.09
Brain 0.42 0.09 0.04 0.02 018 011 0.05 0.04
Adipose tissue 0.53 0.14 0.07 0.04 045 0.22 0.08 0.05
Bone 0.79 0.23 008 0.06 0.28 0:19 0.05 0.04
Bone marrow 1.98 0.56 025 0.23 1.09 0.97 0.69 0.47
Thyroid 3.59 1.70 0.61 0.46 539 291 0.86 0.67
Pancreas 3.42 0.75 0.33 0.22 1.81 1.72 0.43 0.25
Stomach content 620.47 267.98 3193 36.52 974.46 288.63 2.19 4.35
Stomach 63.97 47.31 1134 1.26 132.97 50.64 1.85 1.17
Gut content 476.09 544.84 160.30 119.15 286.02 621.81 253.87 138.22
Gut 56.85 5859 19.06 14.93 113.67 83.01 26.59 13.18
Liver 19.25 867 292 1.66 8.76 9.26 3.23 1.98
Skin 4.21 1.07 0.56 0.29 2.41 1.42 0.64 0.40
Carcass 3.71 3.85 1.62 1.29 2.12 2.05 2.20 1.50
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Table 8: Excretion and retention of radioactivity after single oral administration of
14C-4,4'-sulphonyldiphenol to male rats at a target dose level of 300 mg/kg bw

Single animal data and group mean values. Results expressed as % of the radioactivity
administered

Animal No. 1 2 3 4 Mean SD
Animal weight [g] 299.1 277.5 302.5 306.2 296.3 12.9
Spec. activity [MBqg/g] -—- -—- 51.2 -—-
Dose admin. [mg/kg bw] 307.9 311.6 310.2 314.3 311.0 2.7
Radioact. dose [MBg/animal] 4.70 4.41 4.79 4.91 4.70 0.21
Urine 0-6h 7.88 6.68 11.04 5.18 7.69 2.49
Urine 6-12h 5.74 5.16 10.81 13.78 8:87 4.14
Urine 12-24h 6.64 10.44 11.46 12.78 10183 2.64
Urine 24-48h 9.10 14.61 18.76 15.17 14.41 3.99
Urine 48-72h 2.25 5.42 3.98 3.34 3.75 1.32
Urine 72-96h 1.15 1.50 1.02 1.97 141 0.42
Urine 96-120h 0.48 0.58 0:61 2.00 0.67 0.23
Urine 120-144h 0.41 0.38 0.43 0.79 0.50 0.19
Urine 144-168h 0.48 0.41 0.21 0.55 0:41 0.15
Subtotal Urine 34.13 45.18 58.32 54.57 48.05 10.80
Feces 0-24h 33.69 19.26 11.94 20.66 21.39 9.05
Feces 24-48h 18.25 2201 1640 13.74 17.35 3.06
Feces 48-72h 1.63 8.01 505 2.56 4.31 2.85
Feces 72-96h 0.46 1.37 085 0:53 0.80 0.41
Feces 96-120h 0.0% 0.20 0.21 0.17 0.16 0.06
Feces 120-144h 0.07 0.07 0.11 0.13 0.10 0.03
Feces 144-168h 0.05 0:07 0.3 0.09 0.08 0.02
Subtotal Feces 54.22 49.99 34.67 37.90 44.20 9.39
Cage wash 1.72 2.17 2162 3.84 2.56 0.92
Blood cells 0.00 0.00 0.00 0.00 0.00 0.00
Plasma 0.00 0.00 0.00 0.00 0.00 0.00
Lung 0:00 0.00 0.00 0.00 0.00 0.00
Heart 0.00 0.00 0.00 0.00 0.00 0.00
Spleen 0.00 0.00 0.00 0.00 0.00 0.00
Kidney 0.00 0.00 0.00 0.00 0.00 0.00
Adrenals 0.00 0.00 0.00 0.00 0.00 0.00
Testes/Ovaries 0.00 0.00 0.00 0.00 0.00 0.00
Uterus
Muscle 000 0.00 0.00 0.00 0.00 0.00
Brain 0:00 0.00 0.00 0.00 0.00 0.00
Adipose tissue 0.00 0.00 0.00 0.00 0.00 0.00
Bone 0.00 0.00 0.00 0.00 0.00 0.00
Bone marrow: 0.00 0.00 0.00 0.00 0.00 0.00
Thyroid 0.00 0.00 0.00 0.00 0.00 0.00
Pancreas 0.00 0.00 0.00 0.00 0.00 0.00
Stomaeh cont. 0.01 0.00 0.00 0.01 0.01 0.01
Stomach 0.00 0.00 0.00 0.00 0.00 0.00
Gut cont. 0.06 0.13 0.11 0.09 0.10 0.03
Gut 0.00 0.01 0.01 0.01 0.01 0.00
Liver 0.00 0.00 0.00 0.00 0.00 0.00
Skin 0.02 0.01 0.01 0.02 0.02 0.01
Carcass 0.23 0.10 0.22 0.21 0.19 0.06
Total 90.41 97.60 95.87 96.66 95.14 3.23
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Table 9: Excretion and retention of radioactivity after single oral administration of
14C-4,4'-sulphonyldiphenol to female rats at a target dose level of 300 mg/kg bw

Single animal data and group mean values. Results expressed as % of the radioactivity

Animal No. 5 6 7 8 Mean SD
Animal weight [g] 228.3 209.8 215.4 232.4 221.5 10.6
Spec. activity [MBag/g] 51.2
Dose admin. [mg/kg bw] 312.7 314.0 320.8 316.3 315.9 3.6
Radioact. dose [MBg/animal] 3.64 3.36 3.52 3.75 3.57 0.17
Urine 0-6 13.39 9.79 10.54 11.85 11.39 1.58
Urine 6-12 4.77 5.72 3.17 6.07 4.93 1.30
Urine 12-24 6.51 8.03 7.47 9.59 7290 1.29
Urine 24-48 8.38 10.15 8.47 12.12 9,78 1.76
Urine 48-72 2.48 1.65 1.53 5.75 2.85 1.98
Urine 72-96 0.59 0.48 0.76 1.41 0.81 0.42
Urine 96-120 0.66 0.58 0.60 0.32 0.54 0.15
Urine 120-144 0.73 0.53 0.73 0.17 0.54 0.26
Urine 144-168 0.48 0.19 0.29 0.14 0.27 0.15
Subtotal Urine 37.99 37.11 33.55 4743 39.02 5.93
Feces 0-24h 38.53 19.49 35.60 12.59 26.55 12.52
Feces 24-48h 13.68 3077 22.95 26.92 23.58 7.33
Feces 48-72h 4.01 2.98 267 7.0¥ 4.17 1.98
Feces 72-96h 0.58 0.47 0.28 255 0.97 1.06
Feces 96-120h 0.09 0.17 0.29 0.33 0.22 0.11
Feces 120-144h 0.09 0.15 0.21 0.04 0.12 0.07
Feces 144-168h 0.05 0.17 0.13 0.03 0.10 0.07
Subtotal Feces 57.03 54.19 62.13 49.47 55.71 5.30
Cage wash 448 2.41 236 1.45 2.60 1.15
Blood cells 0.00 0:00 0:00 0.00 0.00 0.00
Plasma 0.00 0.00 0:00 0.00 0.00 0.00
Lung 0.00 0.00 0.00 0.00 0.00 0.00
Heart 0,00 0.00 0.00 0.00 0.00 0.00
Spleen 0:00 0:00 0.00 0.00 0.00 0.00
Kidney 0.00 0.00 0.00 0.00 0.00 0.00
Adrenals 0.00 0.00 0.00 0.00 0.00 0.00
Testes/Ovarie€s 0.00 0.00 0.00 0.00 0.00 0.00
Uterus 0.00 0.00 0.00 0.00 0.00 0.00
Muscle 0.00 0.00 0.00 0.00 0.00 0.00
Brain 0:00 0.00 0.00 0.00 0.00 0.00
Adipose tissue 0,00 0.00 0.00 0.00 0.00 0.00
Bone 0.00 0.00 0.00 0.00 0.00 0.00
Bone marrow 0.00 0.00 0.00 0.00 0.00 0.00
Thyroid 0.00 0.00 0.00 0.00 0.00 0.00
Pancrea$ 0.00 0.00 0.00 0.00 0.00 0.00
Stomrach ‘cont. 0.00 0.02 0.01 0.01 0.01 0.01
Stomach 0.00 0.00 0.00 0.00 0.00 0.00
Gutcont. 0.04 0.04 0.04 0.03 0.04 0.01
Gut 0.00 0.01 0.01 0.00 0.01 0.00
Liver 0.00 0.00 0.00 0.00 0.00 0.00
Skin 0.01 0.07 0.06 0.04 0.05 0.02
Carcass 0.99 1.57 1.47 0.60 1.16 0.45
Total 100.26 95.42 99.63 99.03 98.58 2.17
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Table 10: Excretion and retention of radioactivity after single oral administration of
14C-4,4'-sulphonyldiphenol to male rats at a target dose level of 30 mg/kg bw

Single animal data and group mean values. Results expressed as % of the radioactivity
administered

Animal No. 9 10 11 12 Mean'! Sb! Mean? SD?
Animal weight [g] 356.1 334.8 345.7 331.3 340.7 134 342.0 11.2
Spec. activity [MBqg/g] -—- -—- -—- -—- 508.0 508.0 -—-
Dose admin. [mg/kg bw] 30.6 30.3 30.4 30.3 30.4 0.2 30.4 0.1
Radioact. dose [MBg/animal] 5.54 5.16 5.35 5.10 5.27 0.24 5.29 0.20
Urine 0-6h 12.54 25.34 16.06 9.03 15.63 8.58 15,74 7.01
Urine 6-12h 26.10 20.99 10.21 12.94 20.01 6.63 17756 7.30
Urine 12-24h 8.51 16.02 7.69 16.28 13.60 441 12.12 4.66
Urine 24-48h 6.55 4.46 7.23 12.08 7.69 3094 7.58 3.22
Urine 48-72h 0.90 0.86 1.40 387 1.71 244 1.63 1.18
Urine 72-96h 0.29 0.29 0.46 0.82 0.47 0.31 0.46 0.25
Urine 96-120h 0.18 0.31 0.31 1nQ0 0.50 0.44 0.45 0.37
Urine 120-144h 0.12 0.18 0.54 0450 0:.27 0.20 0.34 0.22
Urine 144-168h 0.11 0.17 0.36 0.46 0.25 0.19 0.28 0.16
Subtotal Urine 55.31 68.60 44725 56.47 60:13 7.36 56.16 9.96
Feces 0-24h 39.01 27.53 30.01 29.96 32.17 605 31.63 5.06
Feces 24-48h 11.40 5.56 681 1179 9.58 3.49 8.89 3.17
Feces 48-72h 0.61 0.52 0.57 142 0.85 0.50 0.78 0.43
Feces 72-96h 0.09 0.0%. 0.14 0°50 0122 0.25 0.20 0.21
Feces 96-120h 0.06 0.02 0.15 0.17 0009 0.08 0.10 0.07
Feces 120-144h 0.05 0.02 0.06 0.08 0.05 0.03 0.05 0.03
Feces 144-168h 0.04 0.01 0.07 0,09 0.05 0.04 0.05 0.04
Subtotal Feces 51.26 33.72 3%.81 44.03 43.00 8.81 41.70 7.65
Cage wash 0.2% 0.27 3.04 3112 1.20 1.66 1.66 1.64
Blood cells 0.00 000 0.00 0.00 0.00 0.00 0.00 0.00
Plasma 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Lung 0.00 0:00 0.00 0.00 0.00 0.00 0.00 0.00
Heart 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Spleen 040 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Kidney 0:00. 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Adrenals 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Testes/Ovaries 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Uterus
Muscle 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Brain 0{00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Adipose tissue 0.00. 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Bone 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Bone marow 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Thyroid 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Rancreas 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Stomaeh cont. 0.02 0.01 0.00 0.03 0.02 0.01 0.01 0.01
Stomach 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Gut cont. 0.02 0.02 0.05 0.10 0.05 0.05 0.05 0.04
Gut 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Liver 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Skin 0.01 0.01 0.02 0.01 0.01 0.00 0.01 0.01
Carcass 0.89 0.70 1.57 1.20 0.93 0.25 1.09 0.38
Total 107.71 103.32 86.74 104.96 105.33 2.22 100.68 9.47

tanimal 11 was not included into statistics due to insufficient recovery
2 mean calculated for all four animals, as pooled for metabolism investigations (AP study ID 858428)
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Table 11: Excretion and retention of radioactivity after single oral administration of
14C-4,4'-sulphonyldiphenol to female rats at a target dose level of 30 mg/kg bw

Single animal data and group mean values. Results expressed as % of the radioactivity
administered

Animal No. 13 14 15 16 Mean SD
Animal weight [g] 213.8 242.3 229.7 215.9 225.4 13.3
Spec. activity [MBqg/g] -—- -—- 508.0 -—-
Dose admin. [mg/kg bw] 30.4 31.2 31.4 30.2 30.8 0.6
Radioact. dose [MBg/animal] 3.30 3.85 3.67 3.32 3.53 0.27
Urine 0-6 16.02 12.38 8.39 16.51 13.32 3.77
Urine 6-12 22.31 12.67 11.30 14.46 15:18 4.92
Urine 0-24 24.96 10.98 5.29 9.01 1256 8.60
Urine 24-48 3.79 5.20 5.36 9.76 6.03 2.59
Urine 48-72 1.82 1.09 323 1.23 1.84 0.98
Urine 72-96 0.70 0.53 1.35 0.65 0.81 0.37
Urine 96-120 0.57 0.40 0r3 0.98 0.67 0.25
Urine 120-144 0.22 0.18 0.98 0.97 0.59 0.45
Urine 144-168 0.37 0.23 0.98 0.24 045 0.36
Subtotal Urine 70.75 43.64 37.61 53.79 51.45 14.50
Feces 0-24h 24.95 37.37 42.35 29.73 33.59 7.75
Feces 24-48h 4.32 736 557 5,99 5.81 1.25
Feces 48-72h 0.43 0.93 0189 1.02 0.82 0.26
Feces 72-96h 0.38 0.19 041 0418 0.29 0.12
Feces 96-120h 0.20 0.11 0.17 0.16 0.16 0.04
Feces 120-144h 0,40 0.10 0.08 0.14 0.10 0.03
Feces 144-168h 0.04 0108 0.7 0.10 0.08 0.03
Subtotal Feces 30.44 46,07 49.58 37.32 40.85 8.65
Cage wash 4.43 2.64 5125 2.72 3.76 1.29
Blood cells 0.00 0.00 0.00 0.00 0.00 0.00
Plasma 0.00 0.00 0.00 0.00 0.00 0.00
Lung 0:00 0.00 0.00 0.00 0.00 0.00
Heart 0.00 0.00 0.00 0.00 0.00 0.00
Spleen 0.00 000 0.00 0.00 0.00 0.00
Kidney 0.00 0.00 0.00 0.00 0.00 0.00
Adrenals 0.00 0.00 0.00 0.00 0.00 0.00
Testes/Ovaries 000 0.00 0.00 0.00 0.00 0.00
Uterus 0.00 0.00 0.00 0.00 0.00 0.00
Muscle 0.00 0.00 0.00 0.00 0.00 0.00
Brain 0.00 0.00 0.00 0.00 0.00 0.00
Adipose tissue 0.00 0.00 0.00 0.00 0.00 0.00
Bone 0.00 0.00 0.00 0.00 0.00 0.00
Bone maskrew 0.00 0.00 0.00 0.00 0.00 0.00
Thyroid 0.00 0.00 0.00 0.00 0.00 0.00
Rancreas 0.00 0.00 0.00 0.00 0.00 0.00
Stomaeh cont. 0.01 0.01 0.03 0.02 0.02 0.01
Stomach 0.00 0.00 0.00 0.00 0.00 0.00
Gut cont. 0.12 0.11 0.09 0.04 0.09 0.04
Gut 0.01 0.00 0.01 0.01 0.01 0.00
Liver 0.00 0.00 0.00 0.00 0.00 0.00
Skin 0.00 0.02 0.01 0.01 0.01 0.01
Carcass 0.52 0.52 1.12 1.75 0.98 0.59
Total 106.29 93.02 93.72 95.65 97.17 6.18
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Table 12: Excretion and retention of radioactivity after 14 daily oral administrations of DHDPS
and one oral administration of 14C-4,4'-sulphonyldiphenol on day 15 (30 mg/kg bw) to male
rats

Single animal data and group mean values. Results expressed as % of the radioactivity
administered

Animal No. 17 18 19 20 Mean* SD?*
Animal weight [g] 352.8 3315 340.2 322.1 338.4 15.4
Spec. activity [MBag/g] 508.0
Dose admin. [mg/kg bw] 30.7 30.5 30.4 30.5 30.5 0.2
Radioact. dose [MBg/animal] 5.51 5.15 5.25 5.00 5:25 0.26
Urine 0-6h 5.69 18.39 14.90 4.75 8.45 5.60
Urine 6-12h 5.92 11.05 9.32 15.94 10.39 5.10
Urine 12-24h 28.58 13.24 16.39 16.62 20.53 6.97
Urine 24-48h 7.51 4.58 709 6.95 7.18 0.29
Urine 48-72h 1.58 1.59 2.64 1.77 2.00 0.57
Urine 72-96h 0.66 0.77 0.95 1.08 0.88 0.19
Urine 96-120h 0.56 0.70 0765 139 0.80 0.34
Urine 120-144h 0.37 0.53 0.47 0.63 049 0.13
Urine 144-168h 0.27 092 0.50 0.33 0.37 0.12
Subtotal Urine 51.15 51.77 52,97 49.2% 51.09 1.85
Feces 0-24h 26.42 1782 29.56 27%72 27.90 1.58
Feces 24-48h 15.59 4.26 9.67 14752 12.26 3.03
Feces 48-72h 0.95 0.49 0.84 1.06 0.95 0.11
Feces 72-96h 0.34 0.23 0.44 0.31 0.36 0.07
Feces 96-120h 0717 0.15 0.26 0.22 0.22 0.05
Feces 120-144h 016 0.11 0419 0.15 0.17 0.02
Feces 144-168h 0.10 0:10 0.10 1.21 0.47 0.64
Subtotal Feces 43.73 22.65 41,06 42.19 42.33 1.34
Cage wash 1.96 1.21 2.52 1.86 2.11 0.35
Blood cells 0.00 0.00 0.00 0.00 0.00 0.00
Plasma 000 0:00 0.00 0.00 0.00 0.00
Lung 0.00 0.00 0.00 0.00 0.00 0.00
Heart 0.00 0.00 0.00 0.00 0.00 0.00
Spleen 0.00 0.00 0.00 0.00 0.00 0.00
Kidney 0.00 0.00 0.00 0.00 0.00 0.00
Adrenals :00 0.00 0.00 0.00 0.00 0.00
Testes/Ovaries 0.00 0.00 0.00 0.00 0.00 0.00
Uterus
Muscle 0.00 0.00 0.00 0.00 0.00 0.00
Brain 0.00 0.00 0.00 0.00 0.00 0.00
Adipose tissue 0.00 0.00 0.00 0.00 0.00 0.00
Bone 0.00 0.00 0.00 0.00 0.00 0.00
Bongsmartow 0.00 0.00 0.00 0.00 0.00 0.00
Thytoeid 0.00 0.00 0.00 0.00 0.00 0.00
Pancreas 0.00 0.00 0.00 0.00 0.00 0.00
Stomach cont. 0.01 0.03 0.03 0.00 0.01 0.01
Stomach 0.00 0.00 0.00 0.00 0.00 0.00
Gut cont. 0.08 0.12 0.19 0.09 0.12 0.06
Gut 0.01 0.01 0.01 0.01 0.01 0.00
Liver 0.00 0.00 0.00 0.00 0.00 0.00
Skin 0.01 0.01 0.01 0.01 0.01 0.00
Carcass 0.71 0.98 0.46 0.39 0.52 0.17
Total 97.65 76.78 97.20 93.77 96.21 2.12

tanimal 18 was not included into statistics due to insufficient recovery
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Table 13: Excretion and retention of radioactivity after 14 daily oral administrations of DHDPS
and one oral administration of 14C-4,4'-sulphonyldiphenol on day 15 (30 mg/kg bw) to female
rats

Single animal data and group mean values. Results expressed as % of the radioactivity
administered

Animal No. 21 22 23 24 Mean SD
Animal weight [g] 223.8 238.9 242.8 239.0 236.1 8.4
Spec. activity [MBag/g] 508.0
Dose admin. [mg/kg bw] 31.0 30.9 31.1 32.4 31.3 0.7
Radioact. dose [MBg/animal] 3.53 3.75 3.85 3.94 377 0.17
Urine 0-6 12.99 23.49 12.02 8.22 14,18 6.54
Urine 6-12 9.02 7.75 13.98 5.73 9.12 3.51
Urine 12-24 3.90 17.06 27.5% 20.91 37.34 9.95
Urine 24-48 8.67 5.08 5{35 5.85 6.24 1.65
Urine 48-72 3.32 1.32 3.00 2.03 2.42 0.92
Urine 72-96 0.68 0.75 1.02 1.12 0.89 0.21
Urine 96-120 0.67 0.60 0789 101 0.79 0.19
Urine 120-144 0.92 0.18 0.38 0.31 045 0.33
Urine 144-168 0.33 023 0.62 0.39 0.39 0.17
Subtotal Urine 40.51 56.45 64.76 45.57 51.82 10.89
Feces 0-24h 31.35 2180 2%7.23 3795 29.58 6.81
Feces 24-48h 16.88 13.11 975 12729 13.01 2.95
Feces 48-72h 1.19 0.34 0.60 0.50 0.66 0.37
Feces 72-96h 0.32 0.17 0.41 0.31 0.30 0.10
Feces 96-120h 0726 0. 1d 0.18 0.28 0.21 0.08
Feces 120-144h 0:20 0.08 0410 0.14 0.13 0.05
Feces 144-168h 0.19 0:03 0.0% 0.10 0.10 0.07
Subtotal Feces 50.41 35.63 38:35 51.57 43.99 8.17
Cage wash 2.02 1.18 3.99 1.96 2.28 1.20
Blood cells 0.00 0.00 0.00 0.00 0.00 0.00
Plasma 000 0:00 0.00 0.00 0.00 0.00
Lung 0.00 0.00 0.00 0.00 0.00 0.00
Heart 0.00 0.00 0.00 0.00 0.00 0.00
Spleen 0.00 0.00 0.00 0.00 0.00 0.00
Kidney 0.00 0.00 0.00 0.00 0.00 0.00
Adrenals :00 0.00 0.00 0.00 0.00 0.00
Testes/Ovaries 0.00 0.00 0.00 0.00 0.00 0.00
Uterus 0.00 0.00 0.00 0.00 0.00 0.00
Muscle 0.00 0.00 0.00 0.00 0.00 0.00
Brain 0.00 0.00 0.00 0.00 0.00 0.00
Adipose tissue 0.00 0.00 0.00 0.00 0.00 0.00
Bone 0.00 0.00 0.00 0.00 0.00 0.00
Bongsmartow 0.00 0.00 0.00 0.00 0.00 0.00
Thytoeid 0.00 0.00 0.00 0.00 0.00 0.00
Pancreas 0.00 0.00 0.00 0.00 0.00 0.00
Stomach cont. 0.01 0.01 0.00 0.00 0.00 0.00
Stomach 0.00 0.00 0.00 0.00 0.00 0.00
Gut cont. 0.06 0.07 0.11 0.09 0.08 0.02
Gut 0.01 0.00 0.01 0.01 0.01 0.00
Liver 0.00 0.00 0.00 0.00 0.00 0.00
Skin 0.01 0.05 0.01 0.01 0.02 0.02
Carcass 1.22 1.46 1.63 1.57 1.47 0.18
Total 94.24 94.84 108.86 100.79 99.69 6.80
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Table 14: Concentrations of plasma and blood cells of radioactivity after single oral
administration of #C-4,4'-sulphonyldiphenol to male rats at a target dose level of 300 mg/kg
bw

Single animal data and group mean values. Results are expressed in uyg Eq/g

Animal No. 39 40 41 42 Mean SD
Body weight [g] 331.9 3232 324.3 306.4 3215 10.8
Spec. act. [MBg/g] - - 33.45 -
Dose [mg/kg bw] 303.7 309.4 3015 307.5 305.5 3.6
Radioact. dose [MBg/animal] 3.37 3.35 3.27 3.15 3.29 0.10
Time [h]
Plasma
1 63.06 39.39 63.20 66.97 58116 12.64
2 18.04 21.38 23.92 30.22 23.39 5.15
4 24.16 22.05 3628 27.43 27.48 6.27
8 27.53 18.55 24,06 2730 24.36 4.18
24 17.02 25.36 27431 16196 21.66 5.45
48 7.93 5.74 2.36 5.60 5.41 2.29
72 1.65 0.95 <loq 0.80 0.85 0.68
96 <loq <loq < log <loq <loq n.d.
120 <loq <aloq < log <deq <loq n.d.
144 <loq <loq <Jleq <loq <loq n.d.
168 <doqg <log <log Slog <log n.d.
Blood cells
1 18.92 8.19 9. 72 12.96 12.45 4.75
2 2754 264 3.24 4.00 3.10 0.67
4 4.61 2.72 10,68 5.01 5.76 3.43
8 3.61 5.17 5.25 3.87 4.48 0.86
24 7794 6.26 244 3.18 4.96 2.59
48 1.04 168 <log 2.19 1.23 0.94
72 3loq <loq <loq <loq <loq n.d.
96. <log <’log <log <log <log n.d.
120 <loq <loq <loq <loq <loq n.d.
144 <log <loq <loq <loq <loq n.d.
168 < loq <loq <loq <loq <loq n.d.

for statistics, values < log are setto 0
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Table 15: Concentrations of plasma and blood cells of radioactivity after single oral
administration of 14C-4,4'-sulphonyldiphenol to female rats at a target dose level of 300 mg/kg
bw

Single animal data and group mean values. Results are expressed in uyg Eq/g

Animal No. 43 44 45 46 Mean SD
Body weight [g] 245.6 241.4 250.1 233.4 242.6 7.1
Spec. act. [MBg/g] - 33.45 -—-
Dose [mg/kg bw] 304.0 316.3 306.4 292.3 304.7 99
Radioact. dose [MBg/animal] 2.50 2.55 2.56 2.28 2.47 0.13
Time [h]
Plasma
1 121.51 84.74 76.13 137.32 104193 29.22
2 18.80 31.34 21.84 19.64 22.90 5.77
4 31.31 28.83 24335 21.40. 26.47 4.44
8 23.71 30.48 24:95 1937 24.63 4.58
24 13.73 22.05 23417 1697 18.98 4.42
48 3.30 7.80 9.55 8.06 7.18 2.70
72 2.38 4.15 1.38 < log 1.98 1.75
96 <loq <loq < log <loq <loq n.d.
120 <loq <aloq < log <deq <loq n.d.
144 <loq <loq <Jleq <loq <loq n.d.
168 <doqg <log <log Slog <log n.d.
Blood cells
1 19.57 114.0Q 19.89 31.60 20.52 8.46
2 3748 279 470 4.95 4.48 0.68
4 8.72 8.97 4,87 3.84 6.60 2.63
8 4.79 5.30 3.81 4.07 4.49 0.68
24 226 2.87 4.82 2.58 3.13 1.15
48 1,29 1.70 2.13 1.82 1.73 0.35
72 0.76 o0 1.22 1.08 1.01 0.19
96. <log <’log <log <log <log n.d.
120 <loq <loq <loq <loq <loq n.d.
144 <log <loq <loq <loq <loq n.d.
168 < loq <loq <loq <loq <loq n.d.

for statistics, values < log are setto 0
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Table 16: Concentrations of plasma and blood cells of radioactivity after single oral
administration of 14C-4,4'-sulphonyldiphenol to male rats at a target dose level of 30 mg/kg
bw

Single animal data and group mean values. Results are expressed in ug Eq/g

Animal No. 47 48 49 50 Mean SD
Body weight [g] 331.7 325.6 312.4 308.9 319.7 10.8
Spec. act. [MBg/g] -—- - 319.5
Dose [mg/kg bw] 29.9 30.4 30.1 30.3 30.2 0.2
Radioact. dose [MBg/animal] 3.17 3.17 3.01 3.00 3.09 0.10
Time [h]
Plasma
1 7.50 9.38 9.12 8.61 8.66 0.83
2 2.87 3.97 4.14 2.13 3.28 0.95
4 3.99 5.06 2430 3.88 3.81 1.14
8 2.87 291 I 2.64 2.55 0.53
24 1.46 0.71 0:80 2:98 0.99 0.33
48 0.16 0.09 043 0:13 0.13 0.03
72 <log <log <log <log <log n.d.
96 <log <log <loq <log <log n.d.
120 <log <o <log <loq <loq n.d.
144 <log < leg <(log <loq <loq n.d.
168 <loq <Yoq log <log <loq n.d.
Blood cells
1 1.70 1.86 1.65 133 1.63 0.22
2 0.56 0.75 0.69 0.54 0.64 0.10
4 054 0.75 0.35 0.62 0.56 0.17
8 042 0:46 0.32 0.31 0.38 0.07
24 <log 0.15 0,16 0.30 0.15 0.12
48 <log <log <'loq <log <log n.d.
72 <log <log <log <log <log n.d.
96 <loq <log <log <log <log n.d.
120 <'log < log <log <log <log n.d.
144 0.26 <leq 0.20 <log 0.11 0.13
168 <log <log <log <log <log n.d.

for statistics, Values <'loeq are set'to 0
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Table 17: Concentrations of plasma and blood cells of radioactivity after single oral
administration of 14C-4,4'-sulphonyldiphenol to female rats at a target dose level of 30 mg/kg
bw

Single animal data and group mean values. Results are expressed in ug Eq/g

Animal No. 51 52 53 54 Mean SD
Body weight [g] 232.2 239.9 209.5 243.3 231.2 15.2
Spec. act. [MBg/g] -—- - 319.5
Dose [mg/kg bw] 30.3 29.9 30.5 30.6 30.3 0.3
Radioact. dose [MBg/animal] 2.25 2.29 2.05 2.38 2.24 0.14
Time [h]
Plasma
1 7.79 6.21 8.55 3.82 6.59 2.09
2 2.42 1.73 244 1.13 193 0.62
4 5.47 4.52 4457 3.64 4.55 0.75
8 331 3.51 %9 2.07 3.42 1.11
24 0.64 0.60 0:99 1256 0.95 0.45
48 0.08 0.09 049 0,23 0.15 0.07
72 <log <log <log 0.04 001 0.02
96 <log <slog <log < loq <log n.d.
120 <loq <.loq <log <loq <log n.d.
144 <loq < leg <(log <loq <loq n.d.
168 <loq <Yoq log <log <loq n.d.
Blood cells
1 123 0.69 2.36 0.50 1.19 0.84
2 0.29 0.37 0.40 0.28 0.33 0.06
4 067 0.84 1.28 0.54 0.83 0.32
8 0:47 0,56 0.84 0.41 0.57 0.19
24 0.18 0.16 0.19 0.19 0.18 0.01
48 <log <log <'loq <log <log n.d.
72 <log <log <log 0.12 0.03 0.06
96 0.28 <log 0.09 <log 0.09 0.13
120 071 < log <loq 0.22 0.08 0.11
144 0.15 <leq 0.28 0.15 0.15 0.12
168 <loq 0.15 0.23 0.15 0.13 0.09

for statistics, Values <'loeq are set'to 0
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Table 18: Ratio of blood cells/plasma concentrations of radioactivity after single oral
administration of #C-4,4'-sulphonyldiphenol at target dose levels of 300 and 30 mg/kg bw to

male and female rats, respectively

300 mg/kg bw

Time [h] male female mean
1 0.21 0.20 0.20
2 0.13 0.20 0.16 b
4 0.21 0.25 0.23
8 0.18 0.18 0.18 * \'@
24 0.23 0.17 0.20 \
48 0.23 0.24 0.24 / ‘Q
72 <loq 0.51 n.d. \
96 <loq <loq <loq Q
120 <loqg <loq <loqg % O
144 <loq <loq q
168 <loqg <log %
Mean 0.11 0.16

for statistics, values < log are setto 0

30 mg/kg bw @E
Time [h] m K female é

al
0 0 18
0.18
0.17
‘ O 17 .
7

24 0 19
48 I @ log
72 O n.d.
‘ <loq
qu <loq
< Io qu <loq
1 < Io <log <loqg
Mean _ 0.35 0.09

for statistics, values WSet to 0 O

w0~ DN
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Table 19: Excretion pattern of radioactivity via bile after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose level of 300 mg/kg bw to male rats

Single animal data and group mean values. Results expressed in % of the radioactivity
administered

Animal No. 27 28 29 30 31 32 Mean SD
Animal weight [g] 266.6 278.9 245.4 306.4 306.5 321.1 287.5 28.7
Spec. activity [MBqg/g] 45.7
Dose admin. [mg/kg bw] 310.3 308.6 320.1 313.8 304.2 307.2 310.7 5.6
Radioact. dose [MBg/animal] 3.78 3.93 3.59 4.39 4.26 4.50 4,08 0.36
Urine 0-24 22.11 22.04 32.07 52.77 38.19 89.08 4271 25.44
Urine 24-48 0.44 1.03 17.52 0.66 6.99 0.55 4,53 6.85
Urine 48-72 0.08 0.10 0.44 0.35 0.54 048 0.28 0.19
Subtotal Urine 22.63 23.16 50.03 5379 45.72 8981 47.52 24.70
Feces 0-24 0.49 0.00 0.35 1.09 0.97 0.71 0.60 0.41
Feces 24-48 0.10 0.07 0.77 0.23 0.3% 0.07 0.27 0.27
Feces 48-72 0.03 0.24 0331 0.06 0.08 0.15 0.15 0.11
Subtotal Feces 0.62 0.31 1.44 1.38 1.42 0.93 1.02 0.47
Bile 0-24h 69.66 62.86 41.88 36.20 26.20 712 40.66 23.19
Bile 24-48h 0.35 5.23 121 0.32 11.49 0.00 3.10 4.55
Bile 48-72h 0.07 0.10 0.06 0.00 0.10 0.01 0.06 0.04
Subtotal Bile 70.08 68.20 43.15 36.52 3779 7.14 43.81 23.32
Cage wash 0.25 0.50 1.20 0:9% 2.58 0.56 1.00 0.84
Stomach cont. 0.02 0.01 0.06 004 0.10 0.02 0.04 0.03
Stomach 0.00 0.04 0.00 0.00 0.02 0.00 0.01 0.01
Gut cont. 0.04 0.06 0.03 0.02 0.07 0.01 0.04 0.02
Gut 0.00 0.00 0:00 0.00 0.00 0.00 0.00 0.00
Carcass 0.04 0.32 0°60 0.54 0.41 0.41 0.39 0.20
Total 93.70 92.57 96.50 93.20 88.11 98.88 93.83 3.67
fraction absorbed 93.01 92.18 94.98 91.75 86.49 97.92 92.72 3.80
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Table 20: Excretion pattern of radioactivity via bile after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose level of 300 mg/kg bw to female rats

Single animal data and group mean values. Results expressed in % of the radioactivity
administered

Animal No. 55 56 57 58 59 60 Mean SD
Animal weight [g] 236.0 218.8 233.7 268.5 225.6 242.2 2375 17.3
Spec. activity [MBag/g] 44.50
Dose admin. [mg/kg bw] 311.3 306.8 309.0 309.9 294.1 280.2 301.9 12.3
Radioact. dose [MBg/animal] 3.27 2.99 3.21 3.70 2.95 3.02 3.19 0.28
Urine 0-24 25.74 22.56 30.96 34.27 65.56 76.82 42.65 22.76
Urine 24-48 0.64 0.92 0.36 30.67 151 1.61 5.95 12.12
Urine 48-72 0.10 0.09 0.16 0.60 0.36 0.52 0.31 0.22
Subtotal Urine 26.47 23.56 31.49 65.55 67.43 78.95 48.91 24.38
Feces 0-24 0.46 0.11 0.39 0.63 0.49 0.53 0.43 0.18
Feces 24-48 0.30 0.48 0.49 0.81 0.77 0.00 0.48 0.30
Feces 48-72 0.04 0.07 0.31 0.02 042 0.17 0.12 0.11
Subtotal Feces 0.80 0.65 1.19 1.46 138 070 1.03 0.36
Bile 0-24h 67.27 73.16 63.94 14.88 30.32 IN5T 44.85 26.16
Bile 24-48h 2.40 156 0.31 0.01 0.00 0.00 0.71 1.02
Bile 48-72h 0.25 0.08 0.07 013 00 0.00 0.09 0.09
Subtotal Bile 69.92 7480 64.32 15.01 30.32 19.51 45.65 27.00
Cage wash 1.09 0.19 0%1 1.98 2.16 0.60 1.07 0.83
Stomach cont. 1.62 0.01 0.01 0.02 0.04 0.03 0.29 0.65
Stomach 0,09 0:00 0.00 0:00 0.00 0.00 0.02 0.04
Gut cont. 0.07 0.02 0103 0.05 0.06 0.03 0.04 0.02
Gut 0.01 0.00 0,00 0.00 0.00 0.00 0.00 0.00
Carcass QL7 0.07 0.31 1.08 0.57 1.01 0.54 0.43
Total 100.25 99.32 97.77 85.14 101.96 100.83 97.55 6.24
fraction absorbed 97.67 98.63 96.53 83.61 100.48 100.07 96.16 6.32

This document is the property of the sponsor(s) (specified on page 1), use by other parties requires written permission by the sponsor(s)

Page 70 of 119



I - BASF

We create chemistry
Report; Project No.: 02B0423/17B007

Table 21: Excretion pattern of radioactivity via bile after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose level of 30 mg/kg bw to male rats

Single animal data and group mean values. Results expressed in % of the radioactivity
administered

Animal No. 33 34 35 36 37 38 Mean SD
Animal weight [g] 308.9 293.9 306.7 308.3 337.2 316.9 312.0 14.4
Spec. activity [MBqg/g] 408.80
Dose admin. [mg/kg bw] 33.3 33.6 32.8 31.8 31.9 32.3 32.6 0.7
Radioact. dose [MBg/animal] 4.20 4.04 4.12 4.02 4.40 4.18 4.16 0.14
Urine 0-24 20.30 43.77 20.99 22.25 31.58 82.87 36.96 24.21
Urine 24-48 0.26 1.33 0.42 0.10 0440 0.91 0.57 0.46
Urine 48-72 0.06 0.31 0.21 0.09 0.17 0.29 0.19 0.10
Subtotal Urine 20.62 45.41 21.61 22745 32.15 8407 37.72 24.59
Feces 0-24 0.88 0.07 0.77 0.55 1.60 0.03 0.65 0.58
Feces 24-48 1.07 0.61 0.44 0.19 0:29 0.70 0.55 0.32
Feces 48-72 0.06 0.05 0.14 n.s. 0.06 0.17 0.10 0.05
Subtotal Feces 2.01 0.73 1.35 0.74 1.95 0:89 1.28 0.59
Bile 0-24h 69.55 50,40 72.47 68.70 6445 41.93 56.20 23.08
Bile 24-48h 0.21 0.08 0.21 022 0720 0.02 0.16 0.08
Bile 48-72h 0.06 0.01 0.00 0.02 0,08 0.01 0.03 0.03
Subtotal Bile 69.82 50.20 72.69 68.94 64.73 11.96 56.39 23.17
Cage wash 0.75 0.74 0:40 0126 1.13 1.00 0.71 0.34
Stomach cont. 0.04 0.01 0.02 0.01 0.00 0.00 0.01 0.02
Stomach 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Gut cont. 0.02 0.06 0.05 0.09 0.02 0.03 0.04 0.03
Gut 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00
Carcass 0:33 0.43 0.73 0.87 0.39 0.76 0.58 0.23
Total 93.59 9757 96.84 93.35 100.37 98.72 96.74 2.80
fraction absorbed 91.52 96.77 95.43 92.51 98.40 97.79 95.40 2.83

animal 38 was dosed 20 mihutes later, thereforetimesintervals are postponed by 20 minutes
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Table 22: Excretion pattern of radioactivity via bile after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose level of 30 mg/kg bw to female rats

Single animal data and group mean values. Results expressed in % of the radioactivity
administered

Animal No. 61 62 63 64 65 66 Mean SD
Animal weight [g] 189.5 205.2 226.4 222.5 217.0 205.5 209.8 14.9
Spec. activity [MBag/g] - - 405.8
Dose admin. [mg/kg bw] 31.6 31.3 30.1 315 29.9 314 31.2 0.6
Radioact. dose [MBg/animal] 2.43 2.61 2.76 2.84 2.63 2.62 2.65 0.16
Urine 0-24 76.81 15.89 46.66 27.79 85.02 60.67 4556 24,51
Urine 24-48 0.76 0.48 0.70 0.11 1.33 0.92 0.59 0.31
Urine 48-72 0.58 0.15 n.s. 0.09 0.64 025 0.27 0.22
Subtotal Urine 78.15 16.52 47.36 27498 86.98 62,85 46.37 24.90
Feces 0-24 1.24 6.29 1.77 168 0.89 1.59 251 2.12
Feces 24-48 0.21 0.71 0.13 0.27 0.4% 0.23 0.31 0.23
Feces 48-72 0.30 0.61 i.s. 0.03 0.13 0.11 0.26 0.26
Subtotal Feces 1.75 7.60 1.91 1.98 1.49 192 3.03 2.56
Bile 0-24h 14.30 53.39 37.07 59.60 0.07% 26¢73 38.02 18.82
Bile 24-48h 0.26 0.17 0.20 0.13 0.4% n.s. 0.19 0.05
Bile 48-72h 0.13 0.02 n.s. 0.03 0.09 n.s. 0.06 0.06
Subtotal Bile 14.69 53.58 327 59.76 057 25.73 38.21 18.78
Cage wash 1.67 0.51 3.35 0.36 1.56 0.60 1.30 1.26
Stomach cont. 0.02 0.01 0.00 0.01 0.02 0.01 0.01 0.01
Stomach 0.00 0.00 0.09 0.00 0.00 0.00 0.02 0.04
Gut cont. 0.12 0.07 0.05 0.04 0.14 0.08 0.07 0.03
Gut 0.01 0.00 0.02 0.00 0.00 0.00 0.01 0.01
Carcass 0.84 1.06 068 0.67 0.51 0.76 0.80 0.16
Total 97.24 79.35 90.74 90.80 91.28 90.95 89.82 6.48
fraction absorbed 95.35 71.66 88.66 88.77 89.62 88.94 86.68 8.86

animal 65 not included intoystatistics due to low hilesflow between 0-9 h
animal 63 died about\2 ‘days after administratien, therefore no urine, feces and bile samples were collected 48 — 72 h
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Table 23: Excretion of radioactivity via bile after single oral administration of
14C-4,4'-sulphonyldiphenol at a dose target level of 300 mg/kg bw to male rats

Single animal data and group mean values. Results expressed in % of the radioactivity
administered

Animal No. 27 28 29 30 31 32 Mean SD
Animal weight [g] 266.6 278.9 245.4 306.4 306.5 321.1 287.5 28.7
Specific activity [MBg/g] - - - 45.70 -
Dose admin. [mg/kg bw] 310.3 308.6 320.1 313.8 304.2 307.2 310.7 5.6
Radioact. Dose

[MBg/animal] 3.78 3.93 3.59 439 426 450 4.08 0.36
Time interval [h]

0-3 37.92 24.89 20.85 21.48 14.99 5.34 20.91 10.80
3-6 16.99 10.45 15.59 9.82 1.79 1.18 9.30 6.67
6-9 8.25 6.73 3.81 3.42 1.78 0.50 4.08 2.93
9-12 4.44 4.47 0.66 0092 n.s. 0.06 211 2.16
12-15 0.90 4.63 n.s. 0.13 1.57 0:02 1.45 1.89
15-18 0.42 4.64 n.s. 0.17 4.15 0.02 1.88 2.31
18-21 0.48 4.48 n.st 0.14 .12 0.00 1.25 1.86
21-24 0.27 2.57 0.96 0.12 0.81 0.00 0.79 0.95
24-27 0.14 3.12 000 0.12 3.40 0:00 1.13 1.65
27-30 0.06 1.41 0.07 0.08 5.49 0.00 1.19 2.18
30-33 0.03 0,41 0.93 0.05 1.57 0.00 0.50 0.63
33-36 0.01 Qa6 0.04 0.03 0.58 0.00 0.14 0.22
36-39 0.02 012 Q.1¥ 0.02 0.24 0.00 0.09 0.09
39-42 0.04 n.s. 0.00 0.02 0.12 0.00 0.04 0.05
42-45 0.08: n.s. 0.03 neS. 0.08 0.00 0.03 0.03
45-48 0.01 0.01, 0.02 0.00 0.01 0.00 0.01 0.01
48-51 0:01 0.03 0.01 n.s. 0.01 0.00 0.01 0.01
51-54 0.01 0.01 0.00 0.00 0.04 0.00 0.01 0.01
54-57 0.00 0.01 0.01 n.s. 0.02 0.00 0.01 0.01
57-60 0.0Q 0.01 0:02 n.s. 0.01 0.00 0.01 0.01
60-63 0.00 0.01 0.01 n.s. 0.01 0.00 0.01 0.00
63-66 0:00 0.1 0.01 n.s. 0.00 0.00 0.01 0.00
66-69 0.01 0.01 0.01 n.s. n.s. 0.00 0.01 0.00
69-72 0.03 0:01 0.01 0.00 0.00 0.00 0.01 0.01
Total 70.08 68.20 43.15 36.52 37.79 7.14 43.81 23.32
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Table 24: Excretion of radioactivity via bile after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose level of 300 mg/kg bw to female rats

Single animal data and group mean values. Results expressed in % of the radioactivity
administered

Animal No. 55 56 57 58 59 60 Mean SD
Animal weight [g] 236.0 218.8 233.7 268.5 225.6 2422 2375 17.3
Specific activity [MBg/g] 44.5
Dose admin. [mg/kg bw] 311.3 306.8 309.0 309.9 294.1 280.2 301.9 12.3
Radioact. Dose [MBg/animal] 3.27 2.99 3.21 3.70 2.95 3.02 3.19 0.28
Time interval [h]

0-3 20.56 30.64 33.11 13.89 18.14 12.37 2145 8.62
3-6 16.78 13.49 16.65 0.58 9.06 5.69 10.38 6.47
6-9 10.32 6.52 5.76 n.s. 2.83 143 5.31 3.55
9-12 7.21 6.26 6.62 n.s. n.s. 0.23 5.08 3.26
12-15 6.08 3.82 1.07 0.38 n.s. 008 2.29 2.59
15-18 4.16 5.26 0.36 0.02 n.s: 0.00 1.96 2.55
18-21 1.84 4.34 0.24 0.00 0,29 0400 1.12 1.72
21-24 0.33 2.83 0.13 0.00 n.s. ".S 0.82 1.34
24-27 0.62 1.00 008 n.s: n.s. n.s! 0.57 0.46
27-30 0.58 0.25 0.04 n.s. n.s. 0.00 0.22 0.27
30-33 0.53 0,14 0.06 n.s. :S. 0.00 0.18 0.24
33-36 0.23 097 0.04 n.s. n.s. 0.00 0.08 0.10
36-39 0.17 0:04 0002 0.00 n.s. 0.00 0.05 0.07
39-42 0.13 0.03 0.04 0.00 n.s. 0.00 0.04 0.05
42-45 0:09 0.01 0.02 0.00 n.s. 0.00 0.02 0.04
45-48 0.06 0.02 0.01 0.00 n.s. n.s. 0.02 0.03
48-51 0.05 0.01 0.02 0.01 n.s. 0.00 0.02 0.02
51-54 0.12 0.01 0.01 0.01 n.s. 0.00 0.03 0.05
54-57 0.04 0.01 0:01 0.02 n.s. 0.00 0.01 0.01
57-60 0.01 0.01 0.01 0.02 n.s. 0.00 0.01 0.01
60-63 0:01 001 0.01 0.02 n.s. 0.00 0.01 0.01
63-66 0.01 0.01 0.01 0.02 n.s. 0.00 0.01 0.01
66-69 0.00 001 0.00 0.02 n.s. n.s. 0.01 0.01
69-72 0.01 0.01 0.00 0.01 n.s. 0.00 0.01 0.01
Total 69192 74.80 64.32 15.01 30.32 19.51 45.65 27.00
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Table 25: Excretion of
14C-4,4'-sulphonyldiphenol at a target dose level of 30 mg/kg bw to male rats

radioactivity via bile after

single oral

administration of

Single animal data and group mean values. Results expressed in % of the radioactivity

administered

Animal No. 33 34 35 36 37 38 Mean SD
Animal weight [g] 308.9 293.9 306.7 308.3 337.2 316.9 312.0 14.4
Specific activity [MBg/g] - - - 408.8 -
Dose admin. [mg/kg bw] 33.3 33.6 32.8 31.8 31.9 32.3 32.6 0.7
Radioact. Dose

[MBg/animal] 42 4.0 41 4.0 44 42 416 0.14
Time interval [h]

0-3 (0-2.40) 57.75 43.22 28.98 40.42 51.11 2.45 37.32 19.69
3-6 (2.40-5.40) 7.31 5.67 15.23 15.65 12.14 5.85 10.31 4.62
6-9 (5.40-8.40) 2.85 1.18 9.57 6.80 1.11 2.98 4.08 3.39
9-12 (8.40-11.40) 0.98 0.02 7.14 426 0.08 0.56 2.18 2.90
12-15 (11.40-14.40) 0.38 0.00 5.39 0.96 0.00 0:08 1.14 2.12
15-18 (14.40-17.40) 0.16 0.00 4.89 0.35 0.00 0.02 0:90 1.96
18-21 (17.40-20.40) 0.07 0.00 0.98 0.17 0.00 nes. 0.24 0.42
21-24 (20.40-23.40) 0.05 0.00 0.30 0.09 0.00 0.00 0.07 0.11
24-27 (23.40-26.40) 0.04 n.s. Ond2 0.05 0.01 S} 0.06 0.05
27-30 (26.40-29.40) 0.04 0.00 0.08 0.05 0.02 0.00 0.03 0.03
30-33 (29.40-32.40) 0.03 0,00 0.00 0.03 0.02 0.00 0.01 0.01
33-36 (32.40-35.40) 0.02 Q00 n.s. 0.02 Q.03 0.00 0.02 0.01
36-39 (35.40-38.40) 0.03 0:02 n.s? 0.02 0.08 0.00 0.02 0.01
39-42 (38.40-41.40) 0.02 0:02 n.s, 0.02 0.05 0.00 0.02 0.02
42-45 (41.40-44.40) 0.02 0.02 n's: 0.01 0.03 0.00 0.02 0.01
45-48 (44.40-47.40) 0.01 0.02 0.01 0.0T 0.02 0.00 0.01 0.01
48-51 (47.40-50.40) 0:01 0.01 n.s. 0,01 0.02 0.00 0.01 0.01
51-54 (50.40-53.40) 0.01 0.00 n.s. 0.01 0.01 0.00 0.01 0.00
54-57 (53.40-56.40) 0.01 n.s. n.s, n.s. 0.01 0.00 0.01 0.00
57-60 (56.40-59.40) 0.04 n.s. ms: n.s. 0.01 n.s. 0.01 0.00
60-63 (59.40-62.40) 0.02 n.s. 0.00 n.s. 0.01 n.s. 0.01 0.00
63-66 (62.40-65¢40) 0:01 nss. n.s. n.s. 0.01 n.s. 0.01 0.00
66-69 (65.40-68.40) 0.01 0.00 n.s. n.s. 0.01 n.s. 0.00 0.00
69-72 (68.40-71.40) 0.00 0:00 0.00 0.00 0.01 0.00 0.00 0.00
Total 69.82 50.20 72.69 68.94 64.73 11.96 56.39 23.17

animal 38 was dosed 20 inutes laterstherefare time intervals (in brackets) are postponed by 20 minutes
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Table 26: Excretion of
14C-4,4'-sulphonyldiphenol at a target dose level of 30 mg/kg bw to female rats

radioactivity via bile after

single oral

administration of

Single animal data and group mean values. Results expressed in % of the radioactivity

administered

Animal No. 61 62 63 64 65 66 Mean SD
Animal weight [g] 189.5 205.2 226.4 222.5 217.0 205.5 209.8 14.9
Specific activity [MBg/g] - - - 405.8 -
Dose admin. [mg/kg bw] 31.6 31.3 30.1 315 29.9 31.4 31.2 0.6
Radioact. Dose

[MBg/animal] 2.4 26 238 238 2.6 2.6 265 0.16
Time interval [h]

0-3 6.60 41.47 14.29 48.66 0.00 18.91 25.99 18.14
3-6 6.06 10.09 14.18 7.69 0.00 5.48 8.70 3.55
6-9 1.54 1.16 5.562 1.82 0.00 1.11 2.23 1.86
9-12 n.s. 0.27 1.83 0472 0.03 0.20 0.76 0.75
12-15 n.s. 0.15 0.65 0.41 0.00 0:02 0.31 0.28
15-18 n.s. 0.08 0.28 0.19 0.00 0.00 0:.14 0.12
18-21 n.s. 0.06 0.20 0.08 0.00 0.00 0.09 0.08
21-24 0.11 0.09 0.18 0.04 0.03 n.s: 0.09 0.04
24-27 0.09 0.11 0:08 0.03 0.09 Ars} 0.08 0.03
27-30 0.04 0.05, 0.05 0.02 0.07 n.s. 0.04 0.02
30-33 0.05 Rn.s. 0.03 0.02 0.05 n.s. 0.03 0.02
33-36 0.03 n.s. 0.02 0.02 Q.05 n.s. 0.02 0.01
36-39 0.01 n.sh Q.02 0.01 0.04 n.s. 0.01 0.00
39-42 0.01 n.s. 0.00 0.01 0.03 n.s. 0.01 0.01
42-45 0.00: 0.01 0.00 0.01 0.04 n.s. 0.01 0.01
45-48 0.02 0.00 0.00 0.01 0.04 n.s. 0.01 0.01
48-51 0:02 D:S. n.s. 0,01 0.04 n.s. 0.02 0.01
51-54 0.04 n.s; n.Ss. 0.01 0.04 n.s. 0.03 0.02
54-57 0.06 n.s. n.s, 0.01 0.01 n.s. 0.03 0.03
57-60 0.0Q 0.00 ms: n.s. n.s. n.s. 0.00 0.00
60-63 n.s 0.00 n.s. n.s. n.s. n.s. 0.00 n.d.
63-66 0:00 0.60 n.s. 0.00 n.s. n.s. 0.00 0.00
66-69 0.00 0.00 n.s. n.s. n.s. n.s. 0.00 0.00
69-72 0.00 0:00 n.s. 0.00 0.00 n.s. 0.00 0.00
Total 14.69 53.58 37.27 59.76 0.57 25.73 38.21 18.78

animal 65 not included into statisties dueto low bile flow between 0-9 h
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Table 27: Bile flow of male rats after single oral administration of 4C-4,4'-sulphonyldiphenol
at a target dose level of 300 mg/kg bw

Single animal data and group mean values. Results expressed in g

Animal No. 27 28 29 30 31 32 MEAN SD
Animal weight [g] 266.6 278.9 245.4 306.4 306.5 321.1 287.5 28.7
Specific activity [MBg/g] - - - 45.7
Dose admin. [mg/kg bw] 310.3 308.6 320.1 313.8 304.2 307.2 310.7 5.6
Radioact. Dose [MBg/animal] 3.78 3.93 3.59 4.39 4.26 4.50 4.08 0.36
Time interval [h]

0-3 7.44 6.93 3.78 10.12 2.94 2.89 568 2.94
3-6 4.47 3.75 3.26 6.54 0.32 0.58 315 2.37
6-9 3.97 3.81 1.03 5.50 1.80 0.49 2.76 1.96
9-12 3.61 3.15 0.17 4.56 n.s. 04 2.33 2.04
12-15 3.04 3.18 n.s. 4477 2.28 [OR0kE 2.64 1.72
15-18 2.81 3.44 n.s. 492 4.38 005 2.96 1.74
18-21 2.49 3.00 n.s. 4.01 1.49 0.20 2.24 1.46
21-24 2.66 2.66 0.28 3.27 1.85 041 1.86 1.25
24-27 2.22 2.46 0.95 3.52 371 0.64 2.25 1.27
27-30 2.07 2.02 267 3.74 3.85 0763 2.50 1.21
30-33 1.81 1.83 3.59 3.79 2.00 0.44 2.24 1.26
33-36 1.53 1.81 0.07 3.92 1.85 0.73 1.65 1.31
36-39 2.44 2311 0.87 3.69 3.28 0.32 2.12 1.32
39-42 2.98 n.s. 2.35 1.68 3.35 1.74 2.42 0.74
42-45 2.58 n.s. 4.16 n.ss 2.74 2.86 3.08 0.73
45-48 2,14 1.11 2.22 0.20 0.32 0.88 1.13 0.89
48-51 2.3T 2.04 0.47 n.s. 0.54 2.75 1.62 1.05
51-54 1.68 2.13 2.1% 0.01 2.37 2.15 1.74 0.87
54-57 1.33 2163 381 n.s. 2.20 2.67 2.53 0.90
57-60 1.85 2.87 419 n.s. 2.20 2.38 2.70 0.91
60-63 2% 2.89 3.92 n.s. 1.94 3.81 3.07 0.82
63-66 2.84 2581 3.40 n.s. 0.08 3.90 2.55 1.48
66-69 2.84 2.68 3.35 n.s. n.s. 2.70 2.89 0.31
69-72 3.81 3112 3.83 1.37 0.67 2.65 2.58 1.30
Total 67.67 62.14 50.47 64.65 46.17 36.01 54.52 12.35
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Table 28: Bile flow of female rats after single oral administration of *“C-4,4'-sulphonyldiphenol
at a target dose level of 300 mg/kg bw

Single animal data and group mean values. Results expressed in g

Animal No. 55 56 57 58 59 60 Mean SD
Animal weight [g] 236.0 218.8 233.7 268.5 225.6 242.2 2375 17.3
Specific activity [MBa/g] 445
Dose admin. [mg/kg bw] 311.3 306.8 309.0 309.9 294.1 280.2 301.9 12.3
Radioact. Dose [MBg/animal] 3.3 3.0 3.2 3.7 3.0 3.0 3.19 0.28
Time interval [h]

0-3 5.32 6.94 5.79 3.27 3.76 3.06 469 1.56
3-6 4.56 4.33 5.27 0.10 2.92 2.09 3.21 1.91
6-9 3.72 3.60 3.62 n.s. 1.6% 0.96 2.70 1.32
9-12 3.23 3.69 3.49 n.s. n.s. 0.20. 2.65 1.65
12-15 3.22 3.50 2.98 0.13 n.s. 0:39 2.04 1.64
15-18 3.51 3.67 3.10 0.22 n.s. 0,08 2.12 1.81
18-21 3.15 3.52 2.92 0.43 0.26 0.60 1.81 1.53
21-24 1.09 3.27 3.09 0.33 n.s. n.s. 1.95 1.46
24-27 2.37 2.92 3406 n.s. n.s. n.s{ 2.78 0.37
27-30 2.76 2.65 371 n.s. n.s. 0.08 2.14 1.42
30-33 2.60 2.65 3:50 n.s. n.s. 0.28 2.26 1.38
33-36 2.27 2.83 3.56 n.S. n.s. 0.04 2.17 1.52
36-39 2.04 2.89 3.49 0.39 nés. 0.07 1.78 1.50
39-42 1.98 2.92 3.73 1.14 n.s. 0.42 2.04 1.33
42-45 1.65 2.91 3736 1.82 n.s. 0.08 1.96 1.27
45-48 1.35 2.76 281 2.59 n.s. 0.00 1.90 1.22
48-51 1727 2.72 341 2.42 n.s. 0.06 1.97 1.32
51-54 109 2.64 3.71 2.92 n.s. 0.08 2.08 1.47
54-57 0.85 2.69 3.78 3.24 n.s. 0.24 2.16 1.54
57-60 0.54 2.56 3,19 4.17 n.s. 0.49 2.19 1.63
60-63 0.37 2.81 3W2 3.98 n.s. 0.62 2.30 1.71
63-66 025 2.44 2463 3.51 n.s. 1.04 1.97 1.31
66-69 0:03 2.37 0.83 3.06 n.s. n.s. 1.57 1.39
69-72 087 228 1.15 3.59 n.s. 0.26 1.63 1.32
Total 50.08 75.50 79.31 37.31 8.55 11.07 43.64 30.53
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Table 29: Bile flow of male rats after single oral administration of 14C-4,4'-sulphonyldiphenol
at a target dose level of 30 mg/kg bw

Single animal data and group mean values. Results expressed in g

Animal No. 33 34 35 36 37 38 Mean SD
Animal weight [g] 308.9 293.9 306.7 308.3 337.2 316.9 312.0 14.4
Specific activity [MBg/g] 408.8
Dose admin. [mg/kg bw] 33.3 33.6 32.8 31.8 31.9 32.3 32,6 0.7
Radioact. Dose [MBg/animal] 4.20 4.04 4.12 4.02 4.40 4.18 4.16 0.14
Time interval [h]

0-3 (0-2.40) 4.91 5.94 3.52 6.07 2.99 4.01 4.57 1.28
3-6 (2.40-5.40) 2.90 2.56 2.73 3.18 1.29 2.96 2:60 0.68
6-9 (5.40-8.40) 3.13 1.95 3.07 2.82 1.07 2.12 2.36 0.80
9-12 (8.40-11.40) 3.24 1.46 3.43 3.40 082 2.09 2.40 1.12
12-15 (11.40-14.40) 3.20 0.91 3.47 3.40 0.65 1°86 2.25 1.28
15-18 (14.40-17.40) 2.95 1.46 3.79 3.04 1.10 0.95 2.21 1.19
18-21 (17.40-20.40) 2.81 1.23 3.17 2.53 1.24 n.s. 2.20 0.91
21-24 (20.40-23.40) 2.27 0.37 2.48 1.93 2.96 0.18 1.70 1.16
24-27 (23.40-26.40) 2.73 n.s. 2415 1.72 3.84 n.sf 2.61 0.92
27-30 (26.40-29.40) 2.81 0.08 173 1.67 375 2.16 2.03 1.23
30-33 (29.40-32.40) 3.31 1.00 0:13 2.45 4.19 1.76 2.14 1.49
33-36 (32.40-35.40) 3.12 5.09 n.s. 020 4.78 1.48 3.07 1.89
36-39 (35.40-38.40) 3.09 5.17 n.s. 1.37 4.60 0.08 2.86 2.14
39-42 (38.40-41.40) 2.93 5.33 n.s. 1.23 4.33 2.09 3.18 1.65
42-45 (41.40-44.40) 2.60 5.58 n’st 1.39 360 1.81 2.97 1.66
45-48 (44.40-47.40) 1.97 5.25 0.26 0.79 3.29 1.52 2.18 1.83
48-51 (47.40-50.40) 1.80, 5.08 ns. 0.45 3.20 1.38 2.38 1.80
51-54 (50.40-53.40) 1.89 0.05 n.s. 0.7¢ 2.88 0.96 1.30 1.10
54-57 (53.40-56.40) 2.62 n. S n.s. n.s. 3.52 0.24 2.13 1.70
57-60 (56.40-59.40) 3.12 n.s. n.s. n.s. 3.69 n.s. 3.41 0.41
60-63 (59.40-62.40) 3.23 n.s. 0.20 n.s. 3.61 n.s. 2.35 1.87
63-66 (62.40-65.40), 2.85 n.s. nes. n.s. 3.42 n.s. 3.14 0.40
66-69 (65.40-68.40) 2.48 0.0Z n.s. n.s. 3.37 n.s. 1.97 1.71
69-72 (68.40-7240) 261 307 1.83 0.26 2.91 1.20 1.98 1.10
Total 68.56 51.65 31.97 39.29 71.03 28.85 48.56 18.24

animal 38 was dosed 20 mihutes Jater, therefore timesintervals (in brackets) are postponed by 20 minutes
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Table 30: Bile flow of female rats after single oral administration of *“C-4,4'-sulphonyldiphenol
at a target dose level of 30 mg/kg bw

Single animal data and group mean values. Results expressed in g

Animal No. 61 62 63 64 65 66 Mean SD
Animal weight [g] 189.5 205.2 226.4 2225 217.0 205.5 209.8 14.9
Specific activity [MBg/g] - - - 405.8 -
Dose admin. [mg/kg bw] 31.6 31.3 30.1 315 29.9 31.4 31.2 0.6
Radioact. Dose [MBg/animal] 2.43 2.61 2.76 2.84 2.63 2.62 2.65 0.16
Time interval [h]

0-3 4.65 5.59 4.22 4.48 0.59 2.47 4.28 1.14
3-6 3.63 3.94 2.14 2.24 0.00 0.69 253 1.31
6-9 2.77 3.52 2.05 2.36 0721 0.32 221 1.19
9-12 n.s. 3.62 1.86 2.49 0.90 0.20 2.04 1.43
12-15 n.s. 3.61 1.64 2170 1.01 0'09 2.01 1.51
15-18 n.s. 3.49 1.60 2.82 0.53 0.11 2.00 1.49
18-21 n.s. 3.09 1.57 2.60 0:63 0.08 1.83 1.33
21-24 1.78 2.72 160 2.14 3.65 ns. 2.04 0.53
24-27 241 2.79 153 2.18 3.53 n.Se 2.23 0.53
27-30 1.07 2.92 153 167 3.10 n.s. 1.78 0.79
30-33 2.15 nes. 1.60 2.53 3.39 n.s. 2.09 0.47
33-36 2.16 n.s. 1.36 2.88 8.39 n.s. 2.14 0.76
36-39 0.69 n.s. 0.88 3.14 361 n.s. 157 1.36
39-42 0.74 n.s. 0:37 3.03 3.30 n.s. 1.38 1.44
42-45 0.53 0.31 0.03 2:58 3.36 n.s. 0.86 1.16
45-48 1.94 1.50 0.48 2.31 2.86 n.s. 1.56 0.79
48-51 1.73 n.s. n.s. 224 2.72 n.s. 1.99 0.36
51-54 1.70 n.se Sy 2.26 2.52 n.s. 1.98 0.39
54-57 1.64 n.s. nis. 2.08 0.64 n.s. 1.86 0.31
57-60 0.14 2.86 n.s. n.s. n.s. n.s. 1.50 1.92
60-63 NS 4.53 n.s. n.s. n.s. n.s. 4.53 n.d.
63-66 0.09 4.22 n.s. 0.05 n.s. n.s. 145 2.40
66-69 0.04 4.00 n.s. n.s. n.s. n.s. 2.02 2.80
69-72 0.22 3.01 n.s. 0.53 0.47 n.s. 1.25 1.53
Total 30,08 55.73 24.36 49.24 40.31 3.95 32.67 20.66

animal 65 not included into statistics dtie, te.ew bile flow between 0-9 h
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Table 31: Tissue concentrations of radioactivity 1 h after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose level of 300 mg/kg bw to male and female rats

Single animal data and group mean values. Results expressed in pg Eqg/g

Male animal No. 67 68 69 Mean SD
Body weight [g] 317.1 351.2 338.5 335.6 17.2
Specific activity [dpm/mg] 720000 --
Dose admin. [mg/kg bw] 298.6 302.2 303.8 301.5 2.7
Radioact. Dose [MBg/animal] 1.13 1.27 1.23 1.21 0.07
Blood cells 10.40 6.63 12.98 10.00 3.20
Plasma 61.01 48.38 62.79 57.39 7.86
Lung 25.26 18.77 55.63 33.22 19.68
Heart 19.01 12.91 20.22 17,38 3.92
Spleen 10.18 9.42 15.25 11.62 3.17
Kidney 121.96 83.78 96.09 100:62 19.49
Adrenal glands 20.92 17.32 28.36 22.20 5.63
Testes/Ovaries 10.42 8.26 14.68 11.12 3.27
Uterus
Muscle 11.06 7.56 15,00 112% 3.72
Brain 3.90 2.48 6.58. 4.30 2.06
Adipose tissue 3.25 315 4.06 3,49 0.50
Bone 4.47 4.33 5.63 4.81 0.71
Bone marrow 15.52 10.10 16.75 14.12 3.54
Thyroid 2077 22.73 33.15 25.55 6.66
Pancreas 23.66 1730 3473% 25.11 8.63
Stomach content 6507.01 9332.09 698369 7607.60 1512.36
Stomach 971.92 1535.52 1747.11 1418.18 400.69
Gut content 1977.95 2278.61 2072.32 2109.62 153.76
Gut 452.96 386.17 384.85 407.99 38.95
Liver 72.49 55.72 75.44 67.88 10.64
Skin 38.55 22.61 35.76 30.64 7.04
Carcass 20.90 45.96 81.39 49.42 30.39
Female animal No. 79 80 81 Mean SD
Body weight [g] 228.9 240.6 241.3 236.9 7.0
Specific activity [dpm/mg] 720000 --
Dose admin. [m@/kg bw] 310.2 309.0 315.0 311.4 3.2
Radioact. Dose [MBg/animal} 0.85 0.89 0.91 0.88 0.03
Blood cells 15.36 20.33 14.89 16.86 3.01
Plasma 45.06 84.10 66.51 65.22 19.55
Lung 25.84 61.78 35.06 40.89 18.67
Heart 12.76 22.90 18.24 17.97 5.07
Spleen 15.30 20.27 15.82 17.13 2.73
Kidney 4.10 10.04 5.68 6.61 3.08
Adrenal, glands 20.48 37.34 32.00 29.94 8.62
TesteS/Qvaries 19.29 38.77 27.51 28.53 9.78
Uterus 25.27 41.19 34.45 33.64 7.99
Muscle 13.92 22.24 18.33 18.16 4.17
Brain 49.79 96.73 89.02 78.51 25.17
Adipose tissue 471 5.85 5.81 5.46 0.65
Bone 4.95 6.81 5.47 5.74 0.96
Bone marrow 11.39 21.40 17.10 16.63 5.02
Thyroid 27.97 72.38 33.53 44.63 24.20
Pancreas 22.53 76.74 30.73 43.33 29.22
Stomach content 5747.86 7132.68 5772.97 6217.84 792.38
Stomach 943.98 1317.61 1411.64 1224.41 247.37
Gut content 1469.55 1426.63 1303.54 1399.90 86.17
Gut 588.80 538.02 573.46 566.76 26.04
Liver 48.68 63.99 80.53 64.40 15.93
Skin 31.53 53.10 37.86 40.83 11.09
Carcass 44.08 25.21 50.30 39.87 13.07
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Table 32: Tissue concentrations of radioactivity 4 h after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose level of 300 mg/kg bw to male and female rats

Single animal data and group mean values. Results expressed in pg Eqg/g

Male animal No. 70 71 72 Mean SD
Body weight [g] 339.0 341.3 323.4 334.6 9.7
Specific activity [dpm/mg] 720000 --
Dose admin. [mg/kg bw] 305.3 312.3 308.0 308.5 3.5
Radioact. Dose [MBg/animal] 1.24 1.27 1.19 1.23 0.04
Blood cells 4.10 6.17 3.93 4.73 1.25
Plasma 22.95 32.31 24.34 26.54 5.05
Lung 9.42 13.03 11.56 11.34 1.81
Heart 6.05 10.47 6.02 7,51 2.56
Spleen 4.09 5.48 7.59 5.72 1.76
Kidney 41.80 55.17 47.98 48.32 6.69
Adrenal glands 8.00 13.64 10.64 10.76 2.82
Testes/Ovaries 4.74 8.08 4.72 5.85 1.93
Uterus
Muscle 2.38 4.56 2,60 348 1.20
Brain 1.18 1.42 1.05, 1.22 0.19
Adipose tissue 0.81 81 1.61 141 0.53
Bone 1.67 2.69 2.24 2.20 0.51
Bone marrow 6.31 10.24 6.19 7.58 231
Thyroid 844 13.89 12.19 11.51 2.79
Pancreas 12.10 1139 2452 16.01 7.38
Stomach content 5443.82 9112.41 819316 7583.13 1908.86
Stomach 424.71 598.15 790.94 604.60 183.20
Gut content 3795.88 3546.62 3807.92 3716.80 147.51
Gut 483.16 489.53 691.81 554.84 118.66
Liver 44.62 50.36 49.22 48.07 3.04
Skin 8.39 12.68 9.28 10.12 2.26
Carcass 12.%7 33.18 28.85 24.93 10.75
Female animal No. 82 83 84 Mean SD
Body weight [g] 259.3 230.7 239.1 243.0 14.7
Specific activity [dpm/mg] 720000 --
Dose admin. [m@/kg bw] 205.5 307.9 308.0 303.8 7.2
Radioact. Dose [MBg/animal} 0.92 0.85 0.88 0.88 0.03
Blood cells 5.12 4.45 6.03 5.20 0.80
Plasma 27.86 19.87 30.26 26.00 5.44
Lung 11.77 9.06 13.57 11.47 2.27
Heart 6.36 4.61 7.12 6.03 1.29
Spleen 2.09 2.86 4.08 3.01 1.00
Kidney 1.70 2.10 2.24 2.02 0.28
Adrenal, glands 9.02 7.76 10.27 9.02 1.25
TesteS/Qvaries 9.54 8.15 13.83 10.51 2.96
Uterus 14.52 8.05 21.75 14.78 6.85
Muscle 3.27 3.55 2.46 3.09 0.56
Brain 32.31 19.13 30.23 27.22 7.09
Adipose tissue 3.59 2.64 3.42 3.22 0.51
Bone 2.23 1.70 3.19 2.37 0.76
Bone marrow 5.86 5.02 7.41 6.10 1.21
Thyroid 14.18 22.34 17.42 17.98 4.11
Pancreas 8.93 16.19 23.66 16.26 7.36
Stomach content 10118.45 8299.21 5923.02 8113.56 2103.87
Stomach 861.62 601.03 685.15 715.93 132.99
Gut content 2214.25 3192.67 3155.56 2854.16 554.49
Gut 690.91 779.05 762.77 744.24 46.90
Liver 36.17 40.62 46.47 41.08 5.16
Skin 11.15 6.73 10.18 9.35 2.33
Carcass 21.33 21.24 21.07 21.21 0.13
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Table 33: Tissue concentrations of radioactivity 36 h and 37 h after single oral administration
of 14C-4,4'-sulphonyldiphenol at a target dose level of 300 mg/kg bw to male and female rats,
respectively

Single animal data and group mean values. Results expressed in pg Eqg/g

Male animal No. 73 74 75 Mean SD
Body weight [g] 327.9 317.9 318.8 321.5 55
Specific activity [dpm/mg] -—- -—- 720000 --
Dose admin. [mg/kg bw] 313.3 314.4 312.8 3135 0.8
Radioact. Dose [MBg/animal] 1.23 1.20 1.19 1.21 0.02
Blood cells 1.72 5.66 1.01 2.80 2,51
Plasma 8.72 14.47 2.43 8.54 6.02
Lung 3.81 5.56 1.16 351 2.21
Heart 1.86 4.00 0/56 2.14 1.74
Spleen 1.73 4.24 0.93 2.30 1.73
Kidney 14.73 24.71 4.88 14.77 9.92
Adrenal glands 2.45 9.71 0.90 4.35 4.70
Testes/Ovaries 1.60 2.52 0.75 1.62 0.88
Uterus
Muscle 0.90 1.42 0.45 0.92 0.49
Brain 0.48 0:63 0.38 0.49 0.13
Adipose tissue 0.64 1.04 0.53 0.74 0.26
Bone 0.64 1.07 0.26 0.66 0.41
Bone marrow 3.00 3.95 1.26 2.74 1.37
Thyroid 3.59 6.74 2.78 4.37 2.09
Pancreas 2.71 25.97 0W5 9.81 14.03
Stomach content 1031.27 25669.82 7.33 1202.81 1289.83
Stomach 224.37 238.55 2.97 155.30 132.11
Gut content 790.41 1609.61 217.34 872.45 699.75
Gut 138.46 260.46 39.66 146.20 110.60
Liver 22.44 3081 6.58 19.94 12.31
Skin 342 5.48 151 3.47 1.99
Carcass 37.25 40.97 40.55 39.59 2.04
Female animal No. 85 86 87 Mean SD
Body weight [d] 246.7 243.7 237.4 242.6 4.7
Specific activityyfdpm/mg] — --- 720000 -
Dose admin. [mg/kg bw] 3161 3214 323.0 320.1 3.6
Radioact. Dose [MBg/animal] 0.93 0.94 0.92 0.93 0.01
Blood cells 2.84 2.51 3.17 2.84 0.33
Plasma 8.09 11.27 11.57 10.31 1.93
Lung 3.35 4.39 5.21 4.32 0.93
Heart 1.83 2.23 2.39 2.15 0.29
Spleen 0.86 0.84 0.74 0.81 0.06
Kidngy. 0.59 0.64 0.87 0.70 0.15
Adrepal glands 2.89 3.34 4.13 3.45 0.63
TesteS/Ovaries 3.18 4.02 4.10 3.77 0.51
Uterus 3.25 4.38 4.14 3.93 0.60
Muscle 0.75 1.01 1.02 0.93 0.15
Brain 7.57 11.45 8.94 9.32 1.97
Adipose tissue 0.68 1.09 0.82 0.86 0.21
Bone 0.83 0.77 1.07 0.89 0.16
Bone marrow 2.56 5.03 3.61 3.73 1.24
Thyroid 9.56 5.10 6.94 7.20 2.24
Pancreas 421 231 3.18 3.24 0.95
Stomach content 33.62 32.13 58.87 41.54 15.02
Stomach 9.23 5.80 6.94 7.32 1.75
Gut content 988.69 1045.54 1252.39 1095.54 138.78
Gut 154.65 263.49 332.11 250.08 89.49
Liver 15.00 20.80 18.63 18.14 2.93
Skin 4.39 5.21 3.89 4.50 0.67
Carcass 37.79 48.42 63.45 49.89 12.89
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Table 34: Tissue concentrations of radioactivity 46 h and 50 h after single oral administration
of 14C-4,4'-sulphonyldiphenol at a target dose level of 300 mg/kg bw to male and female rats,
respectively

Single animal data and group mean values. Results expressed in pg Eqg/g

Male animal No. 76 77 78 Mean SD
Body weight [g] 323.5 331.2 323.6 326.1 4.4
Specific activity [dpm/mg] -—- -—- 720000 --
Dose admin. [mg/kg bw] 325.0 321.6 324.5 323.7 1.9
Radioact. Dose [MBg/animal] 1.26 1.27 1.26 1.26 0.01
Blood cells 0.98 211 1.24 1.44 0.59
Plasma 3.52 7.97 4.18 5.23 2.40
Lung 1.57 3.26 1.72 2,18 0.93
Heart 0.82 1.63 0.79 1.08 0.47
Spleen 0.71 2.87 0.74 144 1.24
Kidney 6.62 10.51 9.47 8.87 2.02
Adrenal glands 1.38 2.60 1.34 1.77 0.72
Testes/Ovaries 0.90 1.35 1.01 1.09 0.24
Uterus
Muscle 0.55 0786 0.4¢ 0:63 0.20
Brain 0.31 0.48 0.32 037 0.10
Adipose tissue 0.66 0.69 0.97 0.77 0.17
Bone 0.31 0.66 0.37 0.45 0.19
Bone marrow 162 2.33 1.55 1.83 0.43
Thyroid 244 481 2448 3.34 1.29
Pancreas 1.05 10.31 1.35 4.23 5.26
Stomach content 23.63 9180 15.70 16.38 6.94
Stomach 6.80 5.15 3.20 5.05 1.80
Gut content 172.56 539.05 631.89 447.83 242.87
Gut 49.65 121.79 93.19 88.21 36.33
Liver 6,00 12.80 7.04 8.61 3.66
Skin 1.67 3.01 1.93 2.20 0.71
Carcass 40.72 30031 28.27 33.10 6.67
Female animal No. 88 89 90 Mean SD
Body weight [g] 237.4 259.5 240.8 245.9 11.9
Specific activity [dpm/mg] 720000 -
Dose admin. [mg/kg bw] 325.1 319.7 317.6 320.8 3.9
Radioact. Dose [MBg/animal} 0.92 0.99 0.91 0.94 0.04
Blood cells 1.30 2.89 1.60 1.93 0.84
Plasma 4.49 5.48 2.91 4.29 1.30
Lung 1.70 2.22 1.30 1.74 0.46
Heart 1.13 1.57 0.65 1.12 0.46
Spleen 0.43 0.44 0.50 0.46 0.04
Kidney 0.39 0.40 0.29 0.36 0.06
Adrenpal glands 1.41 2.02 1.22 1.55 0.41
destes/Qvaries 1.39 2.06 1.10 1.52 0.49
Uterus 1.54 3.04 1.46 2.01 0.89
Muscle 0.54 0.52 0.34 0.47 0.11
Brain 3.24 8.80 2.97 5.00 3.29
Adipose tissue 0.58 0.64 0.44 0.55 0.10
Bone 0.42 0.44 0.29 0.39 0.08
Bone marrow 1.97 3.22 2.34 2.51 0.64
Thyroid 2.75 3.62 9.47 5.28 3.65
Pancreas 1.14 3.52 1.46 2.04 1.29
Stomach content 5.44 62.68 40.15 36.09 28.84
Stomach 2.07 4.73 2.77 3.19 1.38
Gut content 516.39 545.59 548.15 536.71 17.65
Gut 107.61 76.86 95.10 93.19 15.46
Liver 7.32 8.03 5.93 7.09 1.07
Skin 1.86 2.33 1.14 1.78 0.59
Carcass 19.72 39.51 39.80 33.01 11.51
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Table 35: Tissue concentrations of radioactivity 168 h after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose level of 300 mg/kg bw to male and female rats

Samples generated in experiment 3 (balance high dose). Results expressed in ug Eqg/g

Male animal No. 1 2 3 4 Mean SD
Blood cells 0.03 0.02 0.04 0.06 0.04 0.02
Plasma 0.01 0.04 0.02 0.04 0.03 0.01
Lung 0.07 0.08 0.06 0.08 0.07 0.01
Heart 0.06 0.06 0.06 0.13 0.08 0.03
Spleen 0.08 0.11 0.09 0.26 0.13 0.09
Kidney 0.24 0.37 0.45 0.40 0.36 0.09
Adrenals 0.17 0.10 0.10 0.10 0.12 0.03
Testes/Ovaries 0.03 0.03 0.03 0.03 0.03 0.00
Uterus
Muscle 0.04 0.04 0.04 0.05 0.04 Q:01
Brain 0.04 0.03 0.03 0102 0.03 0.00
Adipose Tissue 0.07 0.06 0.07 0.08 0.07 0.01
Bone 0.05 0.05 0.07 0.06 0.06 0.01
Bone marrow 0.15 0.24 0.16 0719 0,18 0.04
Thyroid 1.01 0.38 0.20 0.29 0.47 0.37
Pancreas 0.06 0.09 0.09 0.09 0.08 0.01
Stomach cont. 3.12 0.92 0.85 8.86 3.44 3.77
Stomach 0.06 0.07 0n6 0.16 044 0.05
Gut cont. 3.90 7.73 7.59 6.14 6.8%4 1.78
Gut 0.67 157 1.22 1.71 1829 0.46
Liver 0.11 0.19 0.21 0.37 0.22 0.11
Skin 0.52 015 028 0.44 0.35 0.17
Carcass 1.09 0.54 1.06 1.10 0.95 0.27
Female animal No. 5 6 7 8 Mean SD
Blood cells 0708 0.04 0.08 0.04 0.06 0.03
Plasma 0.01 0.02 0.02 0.00 0.02 0.01
Lung 0.07 0.07 0.07 0.09 0.08 0.01
Heart 0.18 0.07 0.06 0.06 0.09 0.06
Spleen 0.09 0.14 0.14 0.07 0.11 0.03
Kidney 0.30 0.27 0.27 0.19 0.26 0.05
Adrenals 0.14 0.10 0.06 0.09 0.10 0.04
Testes/Ovaries 0.05 0.05 0.05 0.05 0.05 0.00
Uterus 0.03 0.09 0.06 0.05 0.06 0.02
Muscle 0.03 0.03 0.04 0.03 0.03 0.01
Brain 003 0.04 0.04 0.08 0.05 0.03
Adipose Tissue 0:06 0.07 0.06 0.07 0.07 0.01
Bone 0.05 0.04 0.03 0.01 0.03 0.02
Bone marrow 024 0.28 0.32 0.29 0.28 0.03
Thyroid 0.25 0.31 0.15 0.88 0.40 0.33
Pancreas 0.09 0.17 0.09 0.11 0.11 0.04
Stomach cont. 1.88 11.60 4.06 1.11 4.66 4.79
Stomach 0.25 0.20 0.19 0.06 0.17 0.08
Gut cont. 2.25 2.63 3.13 1.35 2.34 0.75
Gut 0.52 1.10 0.89 0.35 0.71 0.34
Liver 0.12 0.27 0.16 0.08 0.16 0.08
Skin 0.30 1.49 1.25 0.87 0.98 0.52
Carcass 4.91 8.37 7.59 3.12 6.00 2.42
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Table 36: Tissue concentrations of radioactivity 1 h after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose level of 300 mg/kg bw to male and female rats

Single animal data and group mean values. Results expressed in % of dose

Male animal No. 67 68 69 Mean SD
Body weight [g] 317.1 351.2 338.5 335.6 17.2
Specific activity [dpm/mg] -—- -—- 720000 --
Dose admin. [mg/kg bw] 298.6 302.2 303.8 3015 2.7
Radioact. Dose [MBg/animal] 1.13 1.27 1.23 1.21 0.07
Blood cells 0.04 0.03 0.06 0.04 0.01
Plasma 0.23 0.20 0.26 0.23 0.03
Lung 0.03 0.02 0.08 0.05 0.03
Heart 0.02 0.01 0.02 0.02 0.00
Spleen 0.01 0.01 0.01 0.02 0.00
Kidney 0.25 0.17 0.24 0:22 0.04
Adrenal glands 0.00 0.00 0.00 0.00 0.00
Testes/Ovaries 0.03 0.03 0.05 0.04 0.01
Uterus
Muscle 0.01 0.02 0402 0402 0.00
Brain 0.01 0.00 0:01 0,01 0.00
Adipose tissue 0.00 0.00 0.00 0.00 0.00
Bone 0.00 0.00 0.00 0.00 0.00
Bone marrow 0.00 0.00 0.00 0.00 0.00
Thyroid 0700 0.00 0.00 0.00 0.00
Pancreas 0:02 0701 0.04 0.02 0.01
Stomach content 55.02 5420 54.49 54.57 0.42
Stomach 1.45 2.37 2.18 2.00 0.49
Gut content 32.28 290.74 39.24 33.76 4.92
Gut 3.23 2.44 2.42 2.70 0.46
Liver 0.77 0.62 0.80 0.73 0.10
Skin 1.70 1,22 1.74 1.56 0.29
Carcass 4,32 9.1% 16.26 9.92 6.00
Female animal No. 79 80 81 Mean SD
Body weight [g] 228.9 240.6 241.3 236.9 7.0
Specific activityfdpm/mg] 720000 --
Dose admin. [mg/kg bw] 310:2 309.0 315.0 3114 3.2
Radioact. Dose [MBg/animal] 0.85 0.89 0.91 0.88 0.03
Blood cells 0.07 0.08 0.05 0.07 0.02
Plasma 0.19 0.39 0.26 0.28 0.10
Lung 0.04 0.14 0.05 0.08 0.05
Heart 0.01 0.02 0.02 0.02 0.00
Spleen 0.01 0.01 0.01 0.01 0.00
Kidney 0.01 0.02 0.01 0.01 0.01
Adrenal glands 0.00 0.00 0.00 0.00 0.00
Testés/Oyaries 0.00 0.01 0.00 0.00 0.00
Uterus. 0.01 0.03 0.02 0.02 0.01
Muscle 0.04 0.02 0.06 0.04 0.02
Brain 0.14 0.23 0.24 0.21 0.06
Adipose tissue 0.01 0.01 0.01 0.01 0.00
Bone 0.00 0.00 0.00 0.00 0.00
Bone marrow 0.00 0.00 0.00 0.00 0.00
Thyroid 0.00 0.00 0.00 0.00 0.00
Pancreas 0.02 0.11 0.02 0.05 0.05
Stomach content 58.74 47.51 56.56 54.27 0.04
Stomach 1.48 46.95 2.01 16.81 26.10
Gut content 25.60 27.05 24.71 25.78 1.18
Gut 4.03 3.72 3.44 3.73 0.29
Liver 0.51 0.64 0.84 0.66 0.17
Skin 1.43 2.26 1.72 1.80 0.42
Carcass 8.53 5.01 9.47 7.67 2.35
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Table 37: Tissue concentrations of radioactivity 4 h after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose level of 300 mg/kg bw to male and female rats

Single animal data and group mean values. Results expressed in pug % of dose

Male animal No. 70 71 72 Mean SD
Body weight [g] 339.0 341.3 323.4 334.6 9.7
Specific activity [dpm/mg] -—- -—- 720000 --
Dose admin. [mg/kg bw] 305.3 312.3 308.0 308.5 3.5
Radioact. Dose [MBg/animal] 1.24 1.27 1.19 1.23 0.04
Blood cells 0.01 0.02 0.01 0.02 0.00
Plasma 0.08 0.10 0.09 0.09 0.01
Lung 0.01 0.02 0.02 0.02 0.00
Heart 0.01 0.01 0.01 0.0% 0.00
Spleen 0.00 0.00 0,00 0.00 0.00
Kidney 0.09 0.10 0.11 0:1.0 0.01
Adrenal glands 0.00 0.00 0.00 0.00 0.00
Testes/Ovaries 0.01 0.02 0.02 0.02 0.01
Uterus
Muscle 0.00 0.01 0400 0s01 0.00
Brain 0.00 0.00 0:00 0.00 0.00
Adipose tissue 0.00 0.00 0.00 0.00 0.00
Bone 0.00 0.00 0.00 0.00 0.00
Bone marrow 0.00 0.00 0.00 0.00 0.00
Thyroid 0700 0.00 0.00 0.00 0.00
Pancreas 0:01 0701 092 0.01 0.01
Stomach content 25.36 36.50 31.83 31.23 5.59
Stomach 0.64 0.85 1.19 0.89 0.27
Gut content 57.83 44.53 53.49 51.95 6.78
Gut 2.98 2.99 4.18 3.38 0.69
Liver 0.46 0.48 0.53 0.49 0.04
Skin 0.46 0,73 0.46 0.55 0.15
Carcass 2,52 6.27 5.76 4.85 2.04
Female animal No. 82 83 84 Mean SD
Body weight [g] 259.3 230.7 239.1 243.0 14.7
Specific activityfdpm/mg] 720000 --
Dose admin. [mg/kg bw] 295.5 307.9 308.0 303.8 7.2
Radioact. Dose [MBg/animal] 0.92 0.85 0.88 0.88 0.03
Blood cells 0.02 0.02 0.02 0.02 0.00
Plasma 0.11 0.08 0.12 0.10 0.02
Lung 0.02 0.02 0.02 0.02 0.00
Heart 0.01 0.01 0.01 0.01 0.00
Spleen 0.00 0.00 0.00 0.00 0.00
Kidney 0.00 0.00 0.00 0.00 0.00
Adrenal glands 0.00 0.00 0.00 0.00 0.00
Testés/Oyaries 0.00 0.00 0.00 0.00 0.00
Uterus. 0.01 0.01 0.01 0.01 0.00
Muscle 0.01 0.01 0.01 0.01 0.00
Brain 0.08 0.05 0.08 0.07 0.02
Adipose tissue 0.01 0.00 0.01 0.01 0.00
Bone 0.00 0.00 0.00 0.00 0.00
Bone marrow 0.00 0.00 0.00 0.00 0.00
Thyroid 0.00 0.00 0.00 0.00 0.00
Pancreas 0.01 0.02 0.03 0.02 0.01
Stomach content 30.43 21.36 22.47 24.75 2.53
Stomach 1.43 1.03 0.99 1.15 0.24
Gut content 43.07 49.13 54.77 48.99 5.85
Gut 5.13 5.61 4.23 4.99 0.70
Liver 0.43 0.46 0.48 0.46 0.03
Skin 0.49 0.31 0.45 0.42 0.10
Carcass 4.13 4.08 4.16 4.12 0.04
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Table 38: Tissue concentrations of radioactivity 36 and 37 h after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose level of 300 mg/kg bw to male and female rats,
respectively

Single animal data and group mean values. Results expressed in pg % of dose

Male animal No. 73 74 75 Mean SD
Body weight [g] 327.9 317.9 318.8 321.5 5.5
Specific activity [dpm/mg] 720000 -
Dose admin. [mg/kg bw] 313.3 314.4 312.8 3135 0.8
Radioact. Dose [MBg/animal] 1.23 1.20 1.19 1.21 0.02
Blood cells 0.01 0.02 0.00 0.01 0.01
Plasma 0.01 0.04 0.01 0102 0.02
Lung 0.01 0.01 0.00 0:0T 0.00
Heart 0.00 0.00 0700 0.00 0.00
Spleen 0.00 0.00 0.00 0:00 0.00
Kidney 0.03 0.05 0.01 0.03 0.02
Adrenal glands 0.00 0.00 0.00 0.00 0.00
Testes/Ovaries 0.01 0.01 0.00 0.01 0.00
Uterus
Muscle 0.00 0.00 0.00 0200 0.00
Brain 0.00 0.00 0.00 0.00 0.00
Adipose tissue 0.00 0.00 0.00 0.00 0.00
Bone 0.00 0.00 0.00 0.00 0.00
Bone marrow 0.00 0.00 0.00 0.00 0.00
Thyroid 0.00. 0.00 0.00 0.00 0.00
Pancreas 0.00 0.02 0.00 0.01 0.01
Stomach content 4.66 8.14 0.03 4.28 4.07
Stomach 0.43 0.33 0.00 0.26 0.22
Gut content 9.94 27.87 3.95 13.92 12.45
Gut 1.32 1.69 0.23 1.08 0.76
Liver 0.23 029 0.07 0.20 0.11
Skin 0.14 0.29 0.08 0.17 0.11
Carcass 6.75 7.65 7.86 7.42 0.59
Female animal Ne. 85 86 87 Mean SD
Body weight [g] 246,7 243.7 237.4 242.6 4.7
Specific activity [dpm/mg] - - 720000 -
Dose admin. [mg/kg bw] 316.1 3214 323.0 320.1 3.6
Radioact. Dose [MBg/animal] 0.93 0.94 0.92 0.93 0.01
Blood cells 0.01 0.01 0.01 0.01 0.00
Plasma 0.04 0.04 0.04 0.04 0.00
Lung 0.01 0.01 0.01 0.01 0.00
Heart 0.00 0.00 0.00 0.00 0.00
Spleen 0.00 0.00 0.00 0.00 0.00
Kidney: 0.00 0.00 0.00 0.00 0.00
Adrenal glands 0.00 0.00 0.00 0.00 0.00
Testes/Ovaries 0.00 0.00 0.00 0.00 0.00
WUterus 0.00 0.00 0.01 0.00 0.00
Muscle 0.00 0.00 0.00 0.00 0.00
Brain 0.02 0.03 0.02 0.02 0.00
Adipose tissue 0.00 0.00 0.00 0.00 0.00
Bone 0.00 0.00 0.00 0.00 0.00
Bone marrow 0.00 0.00 0.00 0.00 0.00
Thyroid 0.00 0.00 0.00 0.00 0.00
Pancreas 0.00 0.00 0.00 0.00 0.00
Stomach content 0.06 0.01 0.03 0.03 0.02
Stomach 0.01 0.01 0.01 0.01 0.00
Gut content 15.14 15.31 17.43 15.96 1.28
Gut 1.05 2.94 3.76 2.58 1.39
Liver 0.14 0.20 0.19 0.18 0.04
Skin 0.20 0.22 0.19 0.20 0.01
Carcass 7.20 8.49 11.70 9.13 2.32
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Table 39: Tissue concentrations of radioactivity 46 and 50 h after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose level of 300 mg/kg bw to male and female rats,
respectively

Single animal data and group mean values. Results expressed in pg % of dose

Male animal No. 76 77 78 Mean SD
Body weight [g] 323.5 331.2 323.6 326.1 4.4
Specific activity [dpm/mg] 720000 -
Dose admin. [mg/kg bw] 325.0 321.6 324.5 323.7 1.9
Radioact. Dose [MBg/animal] 1.26 1.27 1.26 1.26 0.01
Blood cells 0.00 0.01 0.00 0.00 0.00
Plasma 0.01 0.03 0.02 0.02 0.01
Lung 0.00 0.00 0.00 0.00 0.00
Heart 0.00 0.00 0.00 0700 000
Spleen 0.00 0.00 0.00 0.00 000
Kidney 0.01 0.02 0.02 0.02 0.00
Adrenal glands 0.00 0.00 0.00 0.00 0.00
Testes/Ovaries 0.00 0.00 0.00 0.00 0.00
Uterus
Muscle 0.00 0.00 0.00 0.00 0:00
Brain 0.00 0.00 0.00 0.00 0.00
Adipose tissue 0.00 0:00 0.00 0.00 0.00
Bone 0.00 0.00 0.00 0,00 0.00
Bone marrow 0.00 0:00 0.00 0.00 0.00
Thyroid 0.00 0.00 0.00 0.00 0.00
Pancreas 0.00 0.01 0.00 0,00 0.01
Stomach content 0.10 0.04 0.05 0.07 0.03
Stomach 0.0% 001 0.00 0.01 0.00
Gut content 2.19 962 1068 7.46 4.59
Gut 0.44 062 0.50 0.52 0.09
Liver 0.06 0.12 0.07 0.08 0.03
Skin 007 0.14 0.09 0.10 0.04
Carcass 744 5.69 5.21 6.11 1.18
Female animal Ne. 88 89 90 Mean SD
Body weight [g] 237.4 259.5 240.8 245.9 11.9
Specific activity [dpm/mg] - 720000 -
Dose admin. [mg/kg bw] 3251 319.7 317.6 320.8 3.9
Radioact. Dose [MBg/animal] 0.92 0.99 0.91 0.94 0.04
Blood cells 0.00 0.01 0.01 0.01 0.00
Plasma 0.02 0.02 0.01 0.01 0.00
Lung 0.00 0.00 0.00 0.00 0.00
Heart 0.00 0.00 0.00 0.00 0.00
Spleen 0.00 0.00 0.00 0.00 0.00
Kidney: 0.00 0.00 0.00 0.00 0.00
Adrenal glands 0.00 0.00 0.00 0.00 0.00
Testes/Ovaries 0.00 0.00 0.00 0.00 0.00
WUterus 0.00 0.00 0.00 0.00 0.00
Muscle 0.00 0.00 0.00 0.00 0.00
Brain 0.01 0.02 0.01 0.01 0.01
Adipose tissue 0.00 0.00 0.00 0.00 0.00
Bone 0.00 0.00 0.00 0.00 0.00
Bone marrow 0.00 0.00 0.00 0.00 0.00
Thyroid 0.00 0.00 0.00 0.00 0.00
Pancreas 0.00 0.01 0.00 0.00 0.00
Stomach content 0.01 0.06 0.05 0.04 0.03
Stomach 0.00 0.01 0.01 0.01 0.00
Gut content 7.62 8.33 7.52 7.82 0.44
Gut 1.16 0.62 1.00 0.93 0.28
Liver 0.07 0.08 0.06 0.07 0.01
Skin 0.07 0.10 0.05 0.07 0.02
Carcass 3.48 7.39 7.53 6.13 2.30
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Table 40: Tissue concentrations of radioactivity 1 h after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose level of 30 mg/kg bw to male and female rats

Single animal data and group mean values. Results expressed in pg Eqg/g

Male animal No. 91 92 93 Mean SD
Body weight [g] 292.9 300.0 292.8 295.2 4.1
Specific activity [dpm/mg] 13758000 --
Dose admin. [mg/kg bw] 32.6 31.8 32.9 32.5 0.6
Radioact. Dose [MBg/animal] 2.19 2.19 2.21 2.20 0.01
Blood cells 2.66 0.64 0.57 1.29 1.19
Plasma 15.31 8.46 7.73 10.50 4.18
Lung 7.14 3.09 2.94 4.39 2.38
Heart 5.19 1.95 141 2.85 2.05
Spleen 1.94 1.02 0.83 1.26 0.59
Kidney 23.93 12.87 171 16,17 6.75
Adrenal glands 5.23 2.45 1.68 8.12 1.87
Testes/Ovaries 2.25 1.45 1.31 1.67 0.51
Uterus
Muscle 1.70 0.82 0462 1,05 0.58
Brain 0.66 0:29 0:82 0.42 0.21
Adipose tissue 0.94 0.37 0.29 0.53 0.35
Bone 1.08 0.72 0.58 0.79 0.26
Bone marrow 3.05 1.82 1.06 1.98 1.00
Thyroid 5435 2.79 261 3.59 1.53
Pancreas 6,79 2107 140 3.42 2.94
Stomach content 558.15 75559 547.68 620.47 117.13
Stomach 53.40 85.39 53.14 63.97 18.54
Gut content 475.08 471.74 481.47 476.09 4.94
Gut 62.57 45.77 62.21 56.85 9.60
Liver 28.20 15.74 13.81 19.25 7.81
Skin 5.93 3.54 3.15 4.21 1.51
Carcass 5.38 3.22 2.53 3.71 1.49
Female animal No. 103 104 105 Mean SD
Body weight [g] 240.5 231.1 239.6 237.1 5.2
Specific activityfdpm/mg] “- --- --- 13758000 -
Dose admin. [mg/kg bw} 38.5 325 335 33.2 0.5
Radioact. Dose [MBg/animal] 1.85 1.73 1.84 1.80 0.07
Blood cells 1.25 0.35 0.75 0.78 0.45
Plasma 8.46 2.93 7.76 6.38 3.01
Lung 3.46 2.93 3.48 3.29 0.31
Heart 1.71 0.58 1.61 1.30 0.62
Spleen 0.89 0.61 0.83 0.78 0.15
Kidney 8.78 3.08 9.52 7.12 3.53
Adrenal glands 2.21 1.96 1.58 1.92 0.32
TesteS/Ovaries 3.86 1.68 4.08 3.21 1.33
Uterus 2.66 1.08 2.54 2.09 0.88
NMusSele 0.69 0.30 0.74 0.57 0.24
Brain 0.23 0.08 0.21 0.18 0.08
Adipose tissue 0.43 0.24 0.69 0.45 0.23
Bone 0.29 0.27 0.29 0.28 0.02
Bone marrow 1.42 0.67 1.18 1.09 0.38
Thyroid 8.67 2.09 5.40 5.39 3.29
Pancreas 3.05 0.69 1.69 1.81 1.19
Stomach content 1404.24 1061.98 457.17 974.46 479.57
Stomach 94.04 214.46 90.42 132.97 70.59
Gut content 348.32 127.68 382.06 286.02 138.16
Gut 84.73 22.81 233.48 113.67 108.28
Liver 10.06 5.56 10.67 8.76 2.79
Skin 3.30 1.14 2.78 2.41 1.13
Carcass 3.61 1.29 1.46 2.12 1.29
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Table 41: Tissue concentrations of radioactivity 4 h after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose level of 30 mg/kg bw to male and female rats

Single animal data and group mean values. Results expressed in pg Eqg/g

Male animal No. 94 95 96 Mean SD
Body weight [g] 310.5 300.5 325.2 312.1 12.4
Specific activity [dpm/mg] -—- -—- 13758000 --
Dose admin. [mg/kg bw] 32.4 31.0 329 32.1 1.0
Radioact. Dose [MBg/animal] 2.31 2.14 2.46 2.30 0.16
Blood cells 0.30 0.32 0.17 0.26 0.08
Plasma 3.74 3.27 2.00 3.00 0.90
Lung 1.43 1.24 0.77 1.14 0.34
Heart 0.74 0.71 0.50 0.65 0.13
Spleen 0.49 0.47 0.24 0.40 0.14
Kidney 7.43 5.92 3.11 5.49 220
Adrenal glands 1.05 0.99 0.66 0.90 0.21
Testes/Ovaries 0.53 0.57 0:33 0.47 0.13
Uterus
Muscle 0.33 0.28 Onle? 026 0s09
Brain 0.10 0.11 0.06 0.09 0,02
Adipose tissue 0.15 0.16 0.13 014 0.01
Bone 0.36 0.21 0.12 0.23 0.12
Bone marrow 0.74 0.58 0.86 0.56 0.19
Thyroid 1.70 1.23 2.18 1.70 0.48
Pancreas 0.99 0.79 0.48 0.7%5 0.26
Stomach content 306.51 275.31 222.13 267198 42.66
Stomach 46,08 62,44 33.42 47.31 14.55
Gut content 445.56 555.45 633.5L 544.84 94.43
Gut 47.60 1067 5762 58.59 11.52
Liver 11.30 8.69 6.01 8.67 2.64
Skin 111 1.08 1.03 1.07 0.04
Carcass 1.0% 5.81 4.73 3.85 2.52
Female animal No. 106 107 108 Mean SD
Body weight [g] 220.1 23148 233.1 228.3 7.2
Specific activity{dpm/mg] 13758000 -
Dose admin. [mg/kg bw] 33.5 32.2 33.0 32.9 0.7
Radioact. Dose [MBg/animal] 1'69 1.71 1.77 1.72 0.04
Blood cells 0:48 0.38 0.38 0.41 0.06
Plasma 4.58 4.08 4.43 4.35 0.24
Lung 2.02 1.59 1.68 1.77 0.23
Heart 0.95 0.93 1.00 0.96 0.04
Spleen 0.50 0.44 0.52 0.49 0.04
Kidney 3.35 3.75 4.94 4.01 0.83
Adrenal glands 1.14 2.51 1.33 1.66 0.74
Testes/Oyaries 1.53 1.60 1.79 1.64 0.14
Uterus 111 1.64 1.45 1.40 0.27
Muscle 0.36 0.36 0.37 0.36 0.01
Brain 0.10 0.11 0.11 0.11 0.01
Adipose tissue 0.26 0.19 0.21 0.22 0.04
Bone 0.29 0.10 0.19 0.19 0.09
Bone marrow 0.96 0.87 1.09 0.97 0.11
Thyroid 3.43 2.48 2.81 291 0.49
Pancreas 0.92 3.29 0.95 1.72 1.36
Stomach content 412.01 308.49 145.40 288.63 134.41
Stomach 71.75 41.61 38.56 50.64 18.35
Gut content 538.10 540.82 786.51 621.81 142.64
Gut 81.34 60.60 107.09 83.01 23.29
Liver 9.45 8.38 9.94 9.26 0.80
Skin 1.36 1.31 1.58 1.42 0.14
Carcass 1.26 1.97 291 2.05 0.83
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Table 42: Tissue concentrations of radioactivity 18 h and 17 h after single oral administration
of 14C-4,4'-sulphonyldiphenol at a target dose level of 30 mg/kg bw to male and female rats,
respectively

Single animal data and group mean values. Results expressed in pg Eqg/g

Male animal No. 97 98 99 Mean SD
Body weight [g] 313.0 303.2 295.4 303.9 8.8
Specific activity [dpm/mg] 13758000 --
Dose admin. [mg/kg bw] 32.9 34.3 30.8 32.6 1.7
Radioact. Dose [MBg/animal] 2.36 2.38 2.09 2.28 0.16
Blood cells 0.12 0.13 0.11 0.12 0.01
Plasma 1.25 1.46 1.02 1.24 0,22
Lung 0.48 0.52 0.40 0.47 0.06
Heart 0.22 0.32 0.24 0.26 0.05
Spleen 0.16 0.20 0.12 0.16 0.04
Kidney 2.16 2.33 2.10 2.19 0.12
Adrenal glands 0.41 0.37 0.38 0.39 0.02
Testes/Ovaries 0.19 0.24 0.19 021 0.03
Uterus
Muscle 0.11 0.14 0.15 0.13 0.02
Brain 0.04 0/05 0.03 0.04 0.01
Adipose tissue 0.07 0.07. 0.06 0.07 0.01
Bone 0.07 0.12 0'06 0408 0.03
Bone marrow 0.26 0.34 0.16 0.25 0.09
Thyroid 0.64 0.77 0.41 061 0.18
Pancreas 0.27 0.51 0.22 0.33 0.15
Stomach content 4.29 5.59 1.90 3.93 1.87
Stomach %47 1.47 1.09 1.34 0.22
Gut content 182.05 19101 107333 160.30 46.11
Gut 20.34 22.28 14.57 19.06 4.01
Liver 2.77 2.59 3140 2.92 0.42
Skin 0.57 0.60 0.52 0.56 0.04
Carcass 234 0:99 1.52 1.62 0.68
Female animal Ne. 109 110 111 Mean SD
Body weight [g] 254.2 254.3 258.9 255.8 2.7
Specific activity [dpm/mg] - - - 13758000 -
Dose admin. [mg/kg bw] 32.1 32.8 325 32.4 0.4
Radioact. Dose [MBg/animal] .87 1.91 1.93 1.90 0.03
Blood cells 042 0.21 0.17 0.27 0.13
Plasma 2.44 1.57 1.64 1.88 0.48
Lung 0.83 0.58 0.62 0.68 0.13
Heart 0.55 0.39 0.33 0.42 0.11
Spleen 0.25 0.17 0.21 0.21 0.04
Kidney: 1.99 1.57 1.80 1.79 0.21
Adrenal glands 0.57 0.44 0.50 0.50 0.07
Testes/Ovaries 0.96 0.50 0.70 0.72 0.23
WUterus 0.65 0.49 0.47 0.54 0.10
Muscle 0.18 0.11 0.15 0.15 0.04
Brain 0.06 0.05 0.04 0.05 0.01
Adipose tissue 0.10 0.06 0.08 0.08 0.02
Bone 0.06 0.04 0.04 0.05 0.01
Bone marrow 0.75 0.61 0.70 0.69 0.07
Thyroid 0.92 0.78 0.86 0.86 0.07
Pancreas 0.38 0.39 0.51 0.43 0.07
Stomach content 2.15 1.35 3.07 2.19 0.86
Stomach 2.02 1.27 2.26 1.85 0.52
Gut content 192.83 162.28 406.51 253.87 133.07
Gut 27.71 25.41 26.65 26.59 1.15
Liver 3.14 2.81 3.74 3.23 0.47
Skin 0.76 0.54 0.63 0.64 0.11
Carcass 4.52 1.14 0.94 2.20 2.01
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Table 43: Tissue concentrations of radioactivity 25 h and 22 h after single oral administration
of 14C-4,4'-sulphonyldiphenol at a target dose level of 30 mg/kg bw to male and female rats,

respectively

Single animal data and group mean values. Results expressed in pg Eqg/g

Male animal No. 100 101 102 Mean SD
Body weight [g] 290.0 301.8 289.1 293.6 7.1
Specific activity [dpm/mg] -—- 13758000 --
Dose admin. [mg/kg bw] 33.0 33.2 32.3 32.8 0.5
Radioact. Dose [MBg/animal] 2.19 2.30 2.14 2.21 0.08
Blood cells 0.13 0.06 0.06 0.08 0.04
Plasma 1.12 0.59 0.58 0.76 0.31
Lung 0.42 0.23 0.24 0,30 0.11
Heart 0.21 0.15 0.12 0.16 0.05
Spleen 0.13 0.09 0.08 0.10 0.03
Kidney 1.80 1.23 1.03 1.35 0.40
Adrenal glands 0.35 0.18 0.16 0.23 0.11
Testes/Ovaries 0.20 0.12 0.11 0.14 0.05
Uterus
Muscle 0107 0.06 0.06 0.01
Brain 0.03 0.03 0.02 0:02 0.00
Adipose tissue 0.07 0.02 0.03 0.04 0.03
Bone 0.09 0.03 0.05 0.06 0.03
Bone marrow 0,28 0.19 0.22 0.23 0.05
Thyroid 09 031 029 0.46 0.28
Pancreas 0.2% 0.82 0.13 0.22 0.10
Stomach content 6.08 9936 4.3 36.52 54.43
Stomach 2.06 0.96 0.77 1.26 0.70
Gut content 128.25 117.61 111.59 119.15 8.44
Gut 21.12 11.83 11.83 14.93 5.36
Liver 2,17 1.35 1.44 1.66 0.45
Skin 0:40 0.24, 0.23 0.29 0.09
Carcass 1.10 109 1.70 1.29 0.35
Female animal No. 112 113 114 Mean SD
Body weight [g] 251.8 261.0 257.4 256.7 4.6
Specific activity [dpm/mg] 13758000 --
Dose admin. [mg/kg bw] 32.8 32.8 32.9 32.8 0.1
Radioact. Dose [MBg/animal} 1.90 1.96 1.94 1.93 0.04
Blood cells 0.15 0.09 0.11 0.12 0.03
Plasma 1.40 0.87 1.02 1.10 0.28
Lung 0.46 0.35 0.33 0.38 0.07
Heart 0.24 0.21 0.20 0.22 0.02
Spleen 0.14 0.12 0.11 0.12 0.02
Kidney 1.22 1.07 1.10 1.13 0.08
Adrenpal glands 0.30 0.50 0.25 0.35 0.13
destes/Qvaries 0.51 0.35 0.34 0.40 0.10
Uterus 0.42 0.29 0.28 0.33 0.08
Muscle 0.09 0.07 0.09 0.09 0.01
Brain 0.04 0.04 0.03 0.04 0.01
Adipose tissue 0.06 0.03 0.05 0.05 0.01
Bone 0.04 0.03 0.06 0.04 0.02
Bone marrow 0.47 0.53 0.43 0.47 0.05
Thyroid 0.73 0.62 0.67 0.67 0.06
Pancreas 0.22 0.37 0.18 0.25 0.10
Stomach content 5.68 4.22 3.16 4.35 1.26
Stomach 1.45 1.43 0.63 1.17 0.47
Gut content 243.36 39.53 131.77 138.22 102.07
Gut 21.12 3.99 14.44 13.18 8.63
Liver 2.14 2.02 1.77 1.98 0.19
Skin 0.47 0.34 0.38 0.40 0.07
Carcass 0.93 1.77 1.80 1.50 0.50
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Table 44: Tissue concentrations of radioactivity 168 h after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose level of 30 mg/kg bw to male and female rats (in

Hg eq/q)

Samples generated in experiment 4 (balance low dose). Results expressed in ug Eq/g

Male animal No. 9 10 11 12 Mean SD
Blood cells 0.01 0.01 0.01 0.01 0.01 0.00
Plasma 0.00 0.00 0.00 0.00 0.00 0.00
Lung 0.01 0.01 0.01 0.03 0.02 0.01
Heart 0.01 0.01 0.01 0.01 0.01 0.00
Spleen 0.01 0.01 0.01 0.01 0.01 0.00
Kidney 0.03 0.02 0.05 0.03 0.02 0.01
Adrenals 0.02 0.02 0.01 0.01 0:Q2 0.01
Testes/Ovaries 0.00 0.01 0.00 0.00 0.00 0.00
Uterus
Muscle 0.00 0.00 0.00 0.00 0.00 0.00
Brain 0.00 0.00 0.00 0.00 0.00 0.00
Adipose Tissue 0.00 0.00 0.00 0.00 0.00 0.00
Bone 0.01 0.01 0.00 0.01 0.01 0.00
Bone marrow 0.02 0.03 0.02 0.02 0.02 0.01
Thyroid 0.10 0.02 0.06 0.15 0.09 0.07
Pancreas 0.01 0.00 0.00 0.01 0.01 0.00
Stomach cont. 0.18 017 0.46 0:51 0.29 0.19
Stomach 0.01 007 0.02 0.01 0.01 0.00
Gut cont. 0.22 0.16 0.41 0.72 0.37 0.31
Gut 0.04 0.02 0:05 0.06 0.04 0.02
Liver 0.01 0.01 0.02 0.02 0.01 0.00
Skin 0.01 0.01 0.03 0.01 0.01 0.00
Carcass 0.4% 0.38 0.79 0.56 0.47 0.09

animal 11 was not included into statistics,duejto insufficient recovery

Female animal No. 13 14 15 16 Mean SD
Blood cells 0.01 0.02 0.01 0.01 0.01 0.00
Plasma 0.00 0.00 0.01 0.00 0.00 0.00
Lung 0l 0.01 0.01 0.01 0.01 0.00
Heart 0.01 0.01 0.02 0.01 0.01 0.00
Spleen 0.01 0.01 0.01 0.01 0.01 0.00
Kidney 0.03 0.04 0.02 0.03 0.03 0.01
Adrenals 0.01 0.01 0.01 0.01 0.01 0.00
Testes/Ovaries 0.01 0.00 0.01 0.00 0.01 0.00
Uterus 0:0% 0.00 0.01 0.00 0.00 0.00
Muscle 0.00 0.00 0.00 0.00 0.00 0.00
Brain 0.01 0.01 0.00 0.01 0.01 0.00
AdiposeTissue 0.00 0.00 0.00 0.00 0.00 0.00
Bone 0.01 0.01 0.00 0.00 0.00 0.00
Bone'marrow 0.03 0.03 0.02 0.00 0.02 0.01
Thyroid 0.18 0.03 0.13 0.05 0.10 0.07
Pancreas 0.01 0.01 0.01 0.01 0.01 0.00
Stomach cont. 0.17 0.41 1.81 0.60 0.75 0.73
Stomach 0.01 0.01 0.03 0.01 0.01 0.01
Gut cont. 0.67 0.84 0.60 0.33 0.61 0.21
Gut 0.08 0.07 0.10 0.07 0.08 0.01
Liver 0.02 0.02 0.02 0.01 0.02 0.00
Skin 0.01 0.04 0.02 0.01 0.02 0.01
Carcass 0.27 0.29 0.58 0.92 0.51 0.31
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Table 45: Tissue concentrations of radioactivity 168 h after 14 daily oral administrations of
DHDPS and one oral administration of 14C-4,4'-sulphonyldiphenol on day 15 (30 mg/kg bw)
to male and female rats

Samples generated in experiment 5 (14+1 dose group). Results expressed in pg Eqg/g

Male animal No. 17 18 19 20 Mean SD
Blood cells 0.01 0.01 0.01 0.01 0.01 0.00
Plasma 0.00 0.01 0.01 0.01 0.01 0.00
Lung 0.01 0.01 0.01 0.01 0.01 0.00
Heart 0.01 0.01 0.01 0.01 0.01 0.00
Spleen 0.01 0.01 0.01 0.01 0.01 0.00
Kidney 0.02 0.03 0.03 0.04 0.03 0.01
Adrenals 0.02 0.01 0.01 0.01 0:01 0.00
Testes/Ovaries 0.00 0.00 0.00 0.00 0.00 0.00
Uterus
Muscle 0.00 0.00 0.00 0.00 0.00 0.00
Brain 0.00 0.00 0.00 0.00 0.00 0.00
Adipose Tissue 0.00 0.00 0.00 0.00 0.00 0.00
Bone 0.02 0.02 0.01 0.02 0.01 0.00
Bone marrow 0.02 0.02 0.02 0.03 0.02 0.01
Thyroid 0.06 0.04 0.02 0.05 0.04 0.02
Pancreas 0.01 0.01 0.01 0.01 0.01 0.00
Stomach cont. 0.70 dn71 0.97 0:17 0.61 0.40
Stomach 0.01 0402 0.02 0.08 0.02 0.01
Gut cont. 0.67 2.03 1.35 0.75 0.93 0.37
Gut 0.09 0.16 015 0:13 0.12 0.03
Liver 0.01 0.02 0.02 0.02 0.02 0.01
Skin 0.01 0.03 0.02 0.02 0.02 0.00
Carcass 0.35 0.47 0.23 0.20 0.26 0.08
Female animal No. 21 22 23 24 Mean SD
Blood cells 0.01 0.01 0.01 0.00 0.01 0.00
Plasma 0.00 0.00 0.00 0.00 0.00 0.00
Lung 0.01 0.00 0.01 0.01 0.01 0.00
Heart 00l 0.01 0.01 0.01 0.01 0.00
Spleen 0.01 0.01 0.01 0.01 0.01 0.00
Kidney 0.04 0.04 0.02 0.02 0.03 0.01
Adrenals 0.01 0.01 0.01 0.01 0.01 0.00
Testes/Ovaries 0.01 0.01 0.01 0.01 0.01 0.00
Uterus 0.00 0.00 0.01 0.01 0.01 0.00
Muscle 0:.00 0.00 0.00 0.00 0.00 0.00
Brain 0.00 0.00 0.00 0.00 0.00 0.00
Adipose Fissue 0.01 0.01 0.00 0.01 0.01 0.00
Bone 0.02 0.02 0.01 0.00 0.01 0.01
Bone marrow 0.03 0.04 0.02 0.02 0.03 0.01
Thyroid 0.12 0.08 0.05 0.02 0.07 0.04
Pancreas 0.01 0.01 0.01 0.01 0.01 0.00
Stomach cont. 0.14 0.23 9.38 0.10 2.46 4.62
Stomach 0.02 0.01 0.01 0.01 0.01 0.00
Gut cont. 0.57 0.39 0.59 0.70 0.56 0.13
Gut 0.13 0.06 0.11 0.16 0.11 0.04
Liver 0.03 0.02 0.02 0.01 0.02 0.01
Skin 0.02 0.11 0.03 0.02 0.04 0.04
Carcass 0.63 0.72 0.86 0.83 0.76 0.11

animal 18 was not included into statistics due to insufficient recovery
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Table 46: Tissue concentrations of radioactivity 1 h after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose level of 30 mg/kg bw to male and female rats

Single animal data and group mean values. Results expressed in % of dose

Male animal No. 91 92 93 Mean SD
Body weight [g] 292.9 300.0 292.8 295.2 4.1
Specific activity [dpm/mg] -—- -—- 13758000 --
Dose admin. [mg/kg bw] 32.6 31.8 32.9 32.5 0.6
Radioact. Dose [MBg/animal] 2.19 2.19 2.21 2.20 0.01
Blood cells 0.08 0.02 0.02 0.04 0.04
Plasma 0.44 0.26 0.28 0.33 0.10
Lung 0.12 0.04 0.04 0.07 0.05
Heart 0.06 0.02 0.01 0.08 0.03
Spleen 0.01 0.01 0.01 0.02 0.00
Kidney 0.53 0.28 0.23 0:35 0.16
Adrenal glands 0.00 0.00 0.00 0.00 0.00
Testes/Ovaries 0.07 0.05, 0.04 0.05 0.01
Uterus
Muscle 0.02 0.01 04071 0s01 0.01
Brain 0.01 0.01 0:01 0,01 0.00
Adipose tissue 0.01 0.00 0.00 0.00 0.00
Bone 0.00 0.01 0.00 0.00 0.00
Bone marrow 0.00 0.00 0.00 0.00 0.00
Thyroid 0700 0.00 0.00 0.00 0.00
Pancreas 0:05 0701 091 0.02 0.02
Stomach content 17.88 2152 28.31 22.64 5.28
Stomach 0.71 1.45 0.70 0.95 0.43
Gut content 55.68 55.81 57.51 56.34 1.02
Gut 3.22 3.27 2.76 3.08 0.28
Liver 2.82 1.86 1.37 2.02 0.74
Skin 2.71 1,92 1.34 1.99 0.68
Carcass 10,23 5.82 4.71 6.92 2.92
Female animal No. 103 104 105 Mean SD
Body weight [g] 240.5 231.1 239.6 237.1 5.2
Specific activityfdpm/mg] 13758000 --
Dose admin. [mg/kg bw] 33.5 32.5 33.5 33.2 0.5
Radioact. Dose [MBg/animal] 1.85 1.73 1.84 1.80 0.07
Blood cells 0.03 0.01 0.02 0.02 0.01
Plasma 0.26 0.12 0.24 0.21 0.08
Lung 0.07 0.04 0.10 0.07 0.03
Heart 0.01 0.01 0.01 0.01 0.01
Spleen 0.01 0.00 0.00 0.00 0.00
Kidney 0.17 0.06 0.19 0.14 0.07
Adrenal glands 0.00 0.00 0.00 0.00 0.00
Testés/Oyaries 0.00 0.00 0.00 0.00 0.00
Uterus. 0.02 0.01 0.02 0.02 0.01
Muscle 0.01 0.01 0.01 0.01 0.00
Brain 0.01 0.00 0.01 0.00 0.00
Adipose tissue 0.00 0.00 0.01 0.00 0.00
Bone 0.00 0.00 0.00 0.00 0.00
Bone marrow 0.00 0.00 0.00 0.00 0.00
Thyroid 0.00 0.00 0.00 0.00 0.00
Pancreas 0.03 0.00 0.01 0.02 0.01
Stomach content 31.53 55.42 18.57 35.17 0.04
Stomach 1.40 3.29 1.59 2.10 1.04
Gut content 48.05 17.35 48.45 37.95 17.84
Gut 5.32 1.58 17.92 8.27 8.56
Liver 1.05 0.60 1.12 0.92 0.28
Skin 1.36 0.45 1.21 1.00 0.49
Carcass 6.59 2.33 2.62 3.85 2.38
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Table 47: Tissue concentrations of radioactivity 4 h after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose level of 30 mg/kg bw to male and female rats

Single animal data and group mean values. Results expressed in % of dose

Male animal No. 94 95 96 Mean SD
Body weight [g] 310.5 300.5 325.2 312.1 12.4
Specific activity [dpm/mg] -—- -—- 13758000 --
Dose admin. [mg/kg bw] 32.4 31.0 32.9 32.1 1.0
Radioact. Dose [MBg/animal] 2.31 2.14 2.46 2.30 0.16
Blood cells 0.01 0.01 0.01 0.01 0.00
Plasma 0.14 0.15 0.08 0.12 0.04
Lung 0.02 0.02 0.01 0.02 0.00
Heart 0.01 0.01 0.00 0.0% 0.00
Spleen 0.00 0.00 0,00 0.00 0.00
Kidney 0.15 0.14 0.07 0:12 0.04
Adrenal glands 0.00 0.00 0.00 0.00 0.00
Testes/Ovaries 0.02 0.02 0.01 0.02 0.01
Uterus
Muscle 0.00 0.00 0400 0400 0.00
Brain 0.00 0.00 0:00 0.00 0.00
Adipose tissue 0.00 0.00 0.00 0.00 0.00
Bone 0.00 0.00 0.00 0.00 0.00
Bone marrow 0.00 0.00 0.00 0.00 0.00
Thyroid 0700 0.00 0.00 0.00 0.00
Pancreas 0:00 0700 0990 0.00 0.00
Stomach content 14.12 880 3.28 8.73 5.42
Stomach 0.62 0.90 0.50 0.67 0.21
Gut content 53.98 65.35 81.47 66.93 13.81
Gut 3.49 4.81 4.15 4.15 0.66
Liver 1.25 0.94 0.64 0.94 0.30
Skin 0.55 0:53 0.52 0.53 0.01
Carcass 12,80 11.48 8.61 7.30 4.98
Female animal No. 106 107 108 Mean SD
Body weight [g] 220.1 231.8 233.1 228.3 7.2
Specific activityfdpm/mg] 13758000 --
Dose admin. [mg/kg bw] 33.5 32.2 33.0 32.9 0.7
Radioact. Dose [MBg/animal] 1.69 1.71 1.77 1.72 0.04
Blood cells 0.02 0.01 0.01 0.01 0.00
Plasma 0.19 0.19 0.17 0.18 0.01
Lung 0.04 0.03 0.03 0.03 0.00
Heart 0.01 0.01 0.01 0.01 0.00
Spleen 0.00 0.00 0.00 0.00 0.00
Kidney 0.07 0.08 0.11 0.09 0.02
Adrenal glands 0.00 0.00 0.00 0.00 0.00
Testés/Oyaries 0.00 0.00 0.00 0.00 0.00
Uterus. 0.01 0.01 0.01 0.01 0.00
Muscle 0.01 0.01 0.01 0.01 0.00
Brain 0.00 0.00 0.00 0.00 0.00
Adipose tissue 0.00 0.00 0.00 0.00 0.00
Bone 0.00 0.00 0.00 0.00 0.00
Bone marrow 0.00 0.00 0.00 0.00 0.00
Thyroid 0.00 0.00 0.00 0.00 0.00
Pancreas 0.00 0.04 0.00 0.02 0.02
Stomach content 7.78 11.18 5.05 8.00 2.53
Stomach 1.22 0.66 0.66 0.85 0.32
Gut content 57.95 68.41 64.19 63.52 5.26
Gut 5.92 5.30 8.47 6.56 1.68
Liver 1.00 0.87 0.97 0.95 0.07
Skin 0.56 0.55 0.65 0.59 0.06
Carcass 2.21 3.76 5.45 3.81 1.62
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Table 48: Tissue concentrations of radioactivity 18 h and 17 h after single oral administration
of 14C-4,4'-sulphonyldiphenol at a target dose level of 30 mg/kg bw to male and female rats,
respectively

Single animal data and group mean values. Results expressed in % of dose

Male animal No. 97 98 99 Mean SD
Body weight [g] 313.0 303.2 295.4 303.9 8.8
Specific activity [dpm/mg] 13758000 -
Dose admin. [mg/kg bw] 32.9 34.3 30.8 32.6 1.7
Radioact. Dose [MBg/animal] 2.36 2.38 2.09 2.28 0.16
Blood cells 0.00 0.00 0.00 0.00 0.00
Plasma 0.05 0.04 0.04 004 0.00
Lung 0.01 0.01 0.01 0:0T 0.00
Heart 0.00 0.00 0700 0.00 0.00
Spleen 0.00 0.00 0.00 0:00 0.00
Kidney 0.04 0.04 0.04 0.04 0.00
Adrenal glands 0.00 0.00 0.00 0.00 0.00
Testes/Ovaries 0.01 0.01 0.01 0.01 0.00
Uterus
Muscle 0.00 0.00 0.00 0200 0.00
Brain 0.00 0.00 0.00 0.00 0.00
Adipose tissue 0.00 0.00 0.00 0.00 0.00
Bone 0.00 0.00 0.00 0.00 0.00
Bone marrow 0.00 0.00 0.00 0.00 0.00
Thyroid 0.00. 0.00 0.00 0.00 0.00
Pancreas 0.00 0.00 0.00 0.00 0.00
Stomach content 0.05 0.09 0.04 0.01 0.03
Stomach 0.02 0.02 0.02 0.01 0.00
Gut content 24.25 22.29 14.50 111 5.16
Gut 1.29 1.54 1.02 0.12 0.26
Liver 0.29 025 0.39 0.24 0.07
Skin 0:30 0.24 0.26 0.24 0.03
Carcass 4.37 181 2.94 1.13 1.28
Female animal Ne. 109 110 111 Mean SD
Body weight [g] 254.2 254.3 258.9 255.8 2.7
Specific activity [dpm/mg] - - 13758000 -
Dose admin. [mg/kg bw] 32.1 32.8 325 32.4 0.4
Radioact. Dose [MBg/animal] 1.87 1.91 1.93 1.90 0.03
Blood cells 0.01 0.01 0.01 0.01 0.00
Plasma 0.08 0.06 0.06 0.07 0.01
Lung 0.02 0.01 0.01 0.01 0.00
Heart 0.01 0.00 0.00 0.00 0.00
Spleen 0.00 0.00 0.00 0.00 0.00
Kidney: 0.04 0.03 0.03 0.04 0.01
Adrenal glands 0.00 0.00 0.00 0.00 0.00
Testes/Ovaries 0.00 0.00 0.00 0.00 0.00
WUterus 0.01 0.00 0.01 0.01 0.00
Muscle 0.00 0.00 0.00 0.00 0.00
Brain 0.00 0.00 0.00 0.00 0.00
Adipose tissue 0.00 0.00 0.00 0.00 0.00
Bone 0.00 0.00 0.00 0.00 0.00
Bone marrow 0.00 0.00 0.00 0.00 0.00
Thyroid 0.00 0.00 0.00 0.00 0.00
Pancreas 0.00 0.00 0.00 0.00 0.00
Stomach content 0.07 0.05 0.08 0.06 0.02
Stomach 0.03 0.02 0.04 0.03 0.01
Gut content 26.53 19.40 50.03 31.99 16.03
Gut 2.30 1.83 191 2.01 0.25
Liver 0.34 0.25 0.38 0.32 0.07
Skin 0.34 0.24 0.28 0.28 0.05
Carcass 8.91 2.15 1.75 4.27 4.03
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Table 49: Tissue concentrations of radioactivity 25 h and 22 h after single oral administration
of 14C-4,4'-sulphonyldiphenol at a target dose level of 30 mg/kg bw to male and female rats,

respectively

Single animal data and group mean values. Results expressed in % of dose

Male animal No. 100 101 102 Mean SD
Body weight [g] 290.0 301.8 289.1 293.6 7.1
Specific activity [dpm/mg] 13758000 --
Dose admin. [mg/kg bw] 33.0 33.2 32.3 32.8 0.5
Radioact. Dose [MBg/animal] 2.19 2.30 2.14 2.21 0.08
Blood cells 0.00 0.00 0.00 0.00 0.00
Plasma 0.04 0.02 0.02 0.08 0.01
Lung 0.01 0.00 0.01 0.00 0.00
Heart 0.00 0.00 0.00 0.00 0.00
Spleen 0.00 0.00 0.00 0.00 0.00
Kidney 0.04 0.02 0.02 0.03 0.01
Adrenal glands 0.00 0.00 0.00 0.00 0.00
Testes/Ovaries 0.01 0.00 0.00 0.00 0.00
Uterus
Muscle 0.00 0:00 0.00 0:00 0.00
Brain 0.00 0,00 0.00 0.00 0.00
Adipose tissue 0.00 0.00 0.00 0.00 0.00
Bone 0.00 0.00 0.00 0.00 0.00
Bone marrow 0400 0.00 0.00 0.00 0.00
Thyroid 0.00 /00 000 0.00 0.00
Pancreas 0.00 0.00 0:00 0.00 0.00
Stomach content 0.09 1.16 0.02 0.42 0.64
Stomach 0.03 0.01 0.01 0.02 0.01
Gut content 12.79 13.10 11.64 12.51 0.77
Gut 1.24 0.83 0.73 0.94 0.27
Liver 0221 0:14 0.15 0.17 0.04
Skin 020 0.1% 0.11 0.14 0.05
Carcass 2.10 1798 3.08 2.39 0.60
Female animal No. 112 113 114 Mean SD
Body weight [g] 251.8 261.0 257.4 256.7 4.6
Specific activity, [dpm/mg] R 13758000 -
Dose admin. [mgikg bw] 32:8 32.8 32.9 32.8 0.1
Radioact. Dose [MBg/animal] 1.90 1.96 1.94 1.93 0.04
Blood cells 0.00 0.00 0.00 0.00 0.00
Plasma 0.05 0.03 0.04 0.04 0.01
Lung 0.01 0.01 0.00 0.01 0.00
Heart 0.00 0.00 0.00 0.00 0.00
Spleen 0.00 0.00 0.00 0.00 0.00
Kidney 0.03 0.02 0.02 0.02 0.00
Adrenal glands 0.00 0.00 0.00 0.00 0.00
Testes/Ovaries 0.01 0.00 0.00 0.00 0.00
Uterus 0.00 0.00 0.00 0.00 0.00
Muscle 0.00 0.00 0.00 0.00 0.00
Brain 0.00 0.00 0.00 0.00 0.00
Adipose tissue 0.00 0.00 0.00 0.00 0.00
Bone 0.00 0.00 0.00 0.00 0.00
Bone marrow 0.00 0.00 0.00 0.00 0.00
Thyroid 0.00 0.00 0.00 0.00 0.00
Pancreas 0.00 0.00 0.00 0.00 0.00
Stomach content 0.08 0.08 0.04 0.07 0.02
Stomach 0.02 0.02 0.01 0.02 0.01
Gut content 36.62 5.00 15.64 19.09 16.09
Gut 1.15 0.32 0.98 0.82 0.44
Liver 0.22 0.20 0.18 0.20 0.02
Skin 0.18 0.16 0.16 0.17 0.01
Carcass 1.79 3.29 3.42 2.83 0.91
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