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Figure 1. Cumulative ecxretion 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,
respectively
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Figure 2: Cumulative» ecxretion-0f radioactivitys after single oral administration of
14C-4,4'-sulphonyldiphenol at a‘target doseslevel of 30 mg/kg bw to male and female rats,
respectively
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Figure 3: Cumulative ecxretion 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
and female rats, respectively
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Figure 4: Mean plasma 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
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Figure 5: Mean plasma eoncentrations of radioactivity after single oral administration of
14C-4,4'-sulphonyldiphenol at a target dose levelFef'30 mg/kg bw to male and female rats
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Appendix 1: Certificate of Analysis of the radio-labeled test substance
14C-4,4'-sulphonyldiphenol
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Appendix 2: Certificate of Analysis of the *3C-labeled test substance
13C-4,4’-Dihydroxydiphenylsulfon
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Appendix 3: Characterization of “4,4"-dihydroxydiphenylsulfone”
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Test item

Chemical identity

Batch identification

Date of production (test item)
Origin of test item

PSN

CAS no.

Sponsor

Date of receipt of ordey
Date of receipt of test item
Testing facility
Studydirector

Storage cond, teshitem
Test peried

Storage of recards

Storage ef'sample of test item
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\We create chemistry

Page 1 of 10

"4 4'-dihydroxydiphenylsulfone"
4,4'dinydroxydiphenylsulfone (DHDPS)
03508136W0

Nov 23, 2016
|

05/0066-8

80-09-1

Nov,29, 2016

Dee01, 2016

Competence Center Analytics, BASF SE, D-67056 Ludwigs-
hafén

ambient temperature
Dec 13 - Jan 10, 2017
GLP archives, Competence Center Analytics

Archives, Competence Center Analytics
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Characterization of "4,4'-dihydroxydiphenylsulfone"
Study No. 16L00571 (confidential)

Summary of results

Appearance and
homogeneity

The test item are white powderlike crystals. It is obviously homogeneous.

Identity via "TH-NMR
spectroscopy

The "H-NMR spectrum shows the expected signals for the given structure.

Identity via ">C-NMR
spectroscopy

The "*C-NMR spectrum shows the expected signals for the gi @égure.

Content of identified
main component
and by-products

A
Q)
w(C12H1004S) = 99.9 g/100 g via 'H-NMR spectrosc N

By-products were not observed.
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1 Appearance and homogeneity

Method Visual inspection at room temperature.

Result The test item are white powderlike crystals. It is obviously homogeneous.
Date of test Dec 13, 2016

2 Identity by "H-NMR spectroscopy

Method 'H-NMR spectroscopy

Apparatus Bruker AV3-500p

Reagents solvent: [D6]-PMSO (Eurisostop)
reference: Tetraméthylsilane (IMS) (Cambridge Isotope Lab)

Sample preparation In a suitable vialthe test iftem was dissglvedvin [D6]-DMSO containing TMS.
The resulting solution Was,transferred inte’a 5 mm NMR tube for measure-
ments

Test parameters Measuring frequency = 500.MH2, measuring temperature = 298 K; further
parameters(seéetat 'H-NMR spectrum displayed in figure on page 7.

Result The "H:NMR spectruf’shows the expected signals for the given test item.
Forassignments 8eejspectrum on page 7.

Date of test Jarn10, 2015

Head bf laboratory, - [

3 tdentity of by">’C-NMR spectroscopy

Method ®C-NMR spectroscopy

Apparatus» Bruker AV3-500p (PG/01992)

Reagents solvent: [D6]-DMSO (Euriso-top, ord. no. D0O10-H)
reference: Tetramethylsilane (TMS) (Cambridge Isotope Lab))

Sample preparation In a suitable vial, the test item was dissolved in [D6]-DMSO containing TMS.
The resulting solution was transferred into a 5 mm NMR tube for measure-
ment.

Test parameters Measuring frequency = 126 MHz, measuring temperature = 298 K; further

parameters see at '*C-NMR spectrum displayed in figure on page 8.
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Study No. 16L00571 (confidential)

Result The *C-NMR spectrum shows the expected signals for the given test item.
For assignments see spectrum
Date of test Jan 10, 2017

Head of laboratory |

O

4 Content of identified main and by-products N \'@
Method Quantitative 'H-NMR spectroscopy @
Apparatus Bruker AV3-500p OQ
Reagents solvent [D6]-DMSO (Euriso-top) S
reference:  Tetramethylsilane (TMS) (Caﬂ@i e Isotope Lab))
Internal Standard 1,3,5-Trimethoxy benzegﬂ&gma
Molecular Wei @8 19 g/mQ
Purity: 9.9 g/ 0 g {(for cal
Sample preparation Test ite d intern rd weré ed into a suitable vial and dis-
solv DMSOQ' t mmg TI\% e resulting solution was transferred
m NMR
Test parameters surin ency SW measuring temperature 298 K; further pa-
meters H NM ctrum displayed in figure on page 9.
Evaluation The 0 nt of te as calculated by using the following equation:

23
\ﬂ 5&\ ___ESt‘IK‘MK‘ASt'RSt
@'\ O % Ep Ise Mg Ag
60 on [g/100 g] Ak = protones/molecule of test item

tensny test item As = protones/molecule of standard

O intensity standard Mx = molecular weight test item
= eighed test item Ms, = molecular weight standard
Es = weighed standard Rs: = purity standard
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Result For quantitation triplicate determinations were carried out. Evaluation was
performed by using 3 protons/molecule of the internal standard (at ~ 6.1
ppm) and 8 selected protons/molecule of the analyte (at ~ 6.9 and 7.7 ppm).
An exemplary spectrum is displayed in figure on page 9):

Det. test item internal standard resulting.mass frac-
weight | peak intensity | weight | peak intefSity | w(C1:;:-r:)Oas)
[mg] [area units] [mg] {area Units) g /100 al
1 41.69 | 358¥78 20,84 1000.00 99.8
y’ p Ca
2 38.8%, 72547 .93 27 40 1000.00 100.1
V = ..r_ Y Rt T s |

3 2NFS 1919.10 25.90 1800.00 99.9

mean 99.9+02
Date of test Jan10; 2017

Head of laboratory
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GLP Compliance Statement

This study was conducted in accordance with the OECD Principles of Good Laboratory
Practice and the GLP Principles of the German "Chemikaliengesetz" (Chemicals Act).
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3C-NMR spectrum
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Quant. '"HNMR spectrum

wngoads YN HiI
Kkdoosonoads MWN

sondjeuy Jajua) soualedwon
el =

-
ye,
2

S
Mgg
|

% S

‘ g
QY X !
grap o~ 2
<EE;:;?Q ‘;?3 g g
AN
izsf -
& 41 %E
: = a
Q R
[ 5
- TMS as reference ; H
B ¥



Competence Center Analytics m BASF

We create chemistry

Final Report Page 10 of 10
Characterization of "4,4'-dihydroxydiphenylsulfone"
Study No. 16L00571 (confidential)

Statement of the Quality Assurance Unit

The Quality Assurance Unit inspects all studies in accordance with the OECD Principles‘9f'Goad‘Laboratory
Practice and the GLP Principles of the German "Chemikaliengesetz" (Chemicals Act), Fheparticular items
inspected in this study are listed below.

The study-based inspections in terms of the Competence Center Analytics include {'study-based
Inspections” and "process-based inspections" as defined in the Consensus Deeutient "Quality Assurance
and GLP" of the OECD.

Additionally the Quality Assurance Unit inspects the laboratories of the d@epartment Competence Center
Analytics in regular intervals (equates to "facility-based jfspections")

Findings are reported to study director and to ménagement.

Verification of study plan: DPec 12, 2016
\ , N7 %\, R O N
' Inspection of T BDate of ipspection Reported to
(\ J N ._study director and management |
Jar\g3, 2017 |
Raw dafs | Feb 07, 2017
i Feb 07,2017 ‘
" WX\ |
] : Jan 23, 2017
wRinal report: Feb 07, 2017
Feb 07, 2017 |

Thefipahreport reficets the raw data.

b 17,

Date

Ludwigshafen
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Appendix 4: Sample HPLC-Radio-Chromatogram of test-substance preparation
(concentration control before administration, experiment 2)

Project-Mo.: 02B0423/1TBOOT BASF SE
Experimantal Toxicology and Ecology

Sample Name: Kol 4

Infection Volame ful]: 28.0

Wial Numbsar FAd Recording Timea. 13.03.18 13:29
Sample Type unknown Run Tirme ).

Control ProgrEm: DHOPS if._Miathod:

= X<
E.EHE;EF 38522, #7 |modified by diugesdadm] FlowStar_Channel 1r \\

£

Repon Analylik val 2-3 Page 7-12
Operator-diugosdadm  Timebase Bicanalkytik_2 14.3.2018 7:34 AM Chromedeon (¢} Dionex 1996-2006
Location: Bicanalytik_2\17-042 1028042 3-1TB00T Version 6,80 SR12 Build 3573 (207165}
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Appendix 5: Sample HPLC-Radio-Chromatogram of test-substance preparation
(concentration control after administration, experiment 2)
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Experimental Toxicology and Ecology
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