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SANITIZED COpy
GLP COMPLIANCE STATEMENT OF THE STUDY DIRECTOR

The study was performed in compliance with CIT's standard operating procedures and the
following principles of Good Laboratory Practice:

OECD Principles of Good Laboratory Practice (as revised in 1997), ENV/MC/CHEM (98) 17
and all subsequent OECD consensus documents,
Directive 2004/1 OIEC of the European Parliament and of the Council of 11 February 2004 on
the harmonization of laws, regulations and administrative provisions relating to the
application of the Principles of Good Laboratory Practice and the verification of their
applications for tests on chemical substances (OJ No. L50 of20.2.2004),
Decret n? 2006-1523 du 04 decembre 2006 concernant les Bonnes Pratiques de Laboratoire
(Journal Officiel du 06 decembre 2006), Ministere de l'Economie, des Finances et de
l'Industrie.

The study was also conducted in compliance with the following Animal Protection regulations:
Council Directive 86/6091EEC of 24th November 1986 on the harmonization of laws,
regulations or administrative provisions relating to the protection of animals used for
experimental or other scientific purposes.

I declare that this report constitutes a true and faithful record of the procedures undertaken and the
results obtained during the performance of the study.

This study was performed at CIT, BP 563,27005 Evreux, France.

Study completion date: )~~lJy !bAD
Study Director
Master of Toxicology
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SCIENTIST INVOLVED IN THE STUDY SANITIZED COpy

CIT Management

Q"V~ ~$ Bernard Palate

A. Sim nnard Date.: l\ av
Doctor of Pharmacy, Ph.D. in Toxicology'
Director of Toxicology and Operations
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STATEMENT OF QUALITY ASSURANCE UNIT

Inspections performed at CIT

The CIT Quality Assurance Unit conducted the inspections detailed below:

SANITIZED COPY

, '. .: ~"

Type of inspection Inspection

Dates

Reported to the
Study Director

Reported to
Management

Study plan

Report

Final check of first audited
draft report

Final check of report

23 December 2009 23 December 2009 24 December 2009

25 March 2010 25 March 2010 26 March 2010

12 May 2010 12 May 2010 14 May 2010

13 July 2010 13 July 2010 16 July 2010

In addition, study-based inspections were carried out by the Quality Assurance Unit on similar
studies performed during the same period, as detailed below:

Dates

Type of inspection

Dosage forms preparation

Inspection

19 January 2010

Reported to the
Study Director

19 January 2010

Reported to
Management

22 January 2010

The inspections were performed in compliance with CIT Quality Assurance Unit procedures and
the principles of Good Laboratory Practices.

The final report is considered to constitute an accurate and complete reflection of the study
raw data.

Date: 2 0 JUIL. 2010
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SUMMARY
SANITIZED COpy

At the request of Chevron Phillips Chemical Company LP, The Woodlands, TX, USA &
Arkema France, Colombes, France, the potential of the test item n-Dodecyl mercaptan
(batch No. 9500NDM09, purity 99.0%) to induce skin irritation was evaluated in rabbits accotding
to OECD (No. 404, 24th April 2002) and Commission Regulation (Ee) (No. 440/2008, BA,
30 May 2008) guidelines.
The study was conducted in compliance with the principles of Good Laboratory Practice
Regulations.

Methods

The test item was first applied for periods of 3 minutes, 1 hour and 4 hours to a single male
New Zealand White rabbit. Since the test item was severely irritant but not corrosive on this
first animal, it was then applied for 4 hours to another single animal. As the test item showed
corrosive properties on this second animal, the study was considered complete and the test item
was not evaluated on a third animal.

A single dose of 0.5 mL of the undiluted test item was applied to the closely-clipped skin of
one flank. The test item was held in contact with the skin by means of a semi-occlusive dressing.

Cutaneous reactions were observed approximately 1 hour, 24, 48 and 72 hours after removal of
the dressing and then daily until the end oftheobservation period.
The mean values of the scores for erythema and edema were calculated for each animal.

Results

After a 3-minute exposure (one animaD
A very slight to severe erythema was observed all over the observation period. A slight or
moderate edema was noted from day 5 until the end of the observation period (day 15). A
brownish area was noted from day 5 until day 13. Dryness of the skin was recorded from day 6
until day 15.

After a I-hour exposure (one animal)
A well-defined to severe erythema was observed all over the observation period. A slight or
moderate edema was noted from day 5 until the end of the observation period (day 15). A
brownish area was noted from day 7 until day 13 following by scabs (not further described) on
days 14 and 15. Dryness of the skin was recorded from day 6 until day 15.

After a 4-hour exposure (two animals)
First animal
A well-defined or moderate erythema was observed all over the observation period. A brownish
area was noted from day 10 until day 13. Dryness of the skin was recorded from day 9 until the
end of the observation period (day 15).

Second animal
A well-defined to severe erythema and a very slight to severe edema were noted from day 1 until
day 8. Brownish area, related to a tissular necrosis and tissue burn on days 7 and 8, was noted
from day 5 until day 8, associated with dryness of the skin from day 6 until day 8. According to
the severe cutaneous reactions observed, the animal was sacrificed on day 8 for ethical reasons.
The study was therefore considered complete and no other animal was tested.

Mean scores over 24, 48 and 72 hours for each animal were 2.3 and 3.0 for erythema and 0.0 and
1.0 for edema.
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Conclusion

Under the experimental conditions of this study, the test item n-Dodecyl mercaptan was corrosive
when applied topically to rabbits.

SANITIZED COpy
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1. INTRODUCTION

2.1.1 Identification
Supplier
Name
Other names

The objective of this study was to evaluate the potential of the test item n-Dodecyl mercaptan to
induce skin irritation followirg a single topical application to rabbits.

In the assessment of the toxic characteristics of a test item, determination of the irritant and/or
corrosive effects on the skin of mammals is an important initial step. Information derived from
this test serves to indicate the possible hazards likely to arise from exposure of the skin to the
test item.

This study was conducted incompliance with:
OECD guideline No. 404, 24th April 2002,
Commission Regulation (EC) No. 440/2008, BA, 30 May 2008.

2. MATERIALS AND METHODS

2.1 TEST ITEM

: Arkema Inc - Houston
: n-Dodecyl mercaptan
: n-Dodecylmercaptan, 1-Dodecanethiol,

NORMAL DODECYL MERCAPTAN
All names refer to the same test item.

CAS No. : 112-55-0
Batch number
- on labeling : none
- on the test article description

and analytical certificate : 9500NDM09
Description : colorless liquid
Container : one glass flask
Date of receipt : 02 December 2009
Storage conditions : at room temperature
Purity : 99.0%
Expiry date : November 2010.

Data relating to the characterization of the test item are documented in a test article description
and an analysis certificate (presental in Appendix 1) provided by the Sponsor.

The batch number, which was absent from the label of the container but specified on the
analytical certificate, was confirmed by the Sponsor in a statement dated 05 July 2010 (archived
with the study files).

2.1.2 Dosage form preparation
The test item was used undiluted

The pH of the undiluted test item measured at CIT using pH paper, was approximately 5.
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2.2 TEST SYSTEM

2.2.1 Pulimals

Sex, species, strain: male KBL New Zealand White rabbits.

Reason for this choice: species gererally accepted by regulatory authorities for this type of study.

Breeder: Charles River Laboratories (Chstillon-sur-Chalaronne, France).

Number: two animals.

Age/weight: on the day of treatment, the animals were 5 to 6 months old and had a mean body
weight ± standard deviation of 3.554 ± 0.090 kg.

Acclimation: at least 5 days before the beginning of the study.

Identification: individual rretalear tag.

2.2.2 Environmental conditions
The conditions in the animal room were set as follows:

temperature : 18 ± 3°C,
relative humidity : 30 to 70%,
light/datk cycle : 12 hl12 h (7:00 - 19:00),
ventilation : approximately 12 cyclesthour of filtered, non-recycled air.

The temperature and relative humidity were under continuous control and recording. The records
were checked daily and filed. In addition to these daily checks, the housing conditions and
corresponding instrumentation and equipment were verified and calibrated at regular intervals.
The animals were housed individually in Pajon cages (50 em x 57 em x 75 em).
Each cage was equipped with a food container and a water bottle.

2.2.3 Food and water
During the study, the animals had free access to 110 pelleted diet (SAFE,Augy, France).
Food is analyzed regularly by the supplier for composition and contaminant levels.
The diet formula is presented in Appendix2.

Drinking water filtered by a FG Millipore membrane (0.22 micron) was provided ad libitum.
Bacteriological and chemical analyses of water are performed regularly by external laboratories.
These analyses include the detection of possible contaminants (pesticides, heavy metals and
nitrosamines).

No contaminants were known to have been present in the diet or drinking water at levels which
may be expected to have interfered with or prejudiced the outcome of the study.
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2.3 TREATMENT

2.3.1 Preparation and selection of the animals

The day before treatment, both flanks of each animal were clipped using electric clippers and just
before treatment, the skin of each animal was examined in order to check the absence of any signs
of skin irritation.
Clipping was repeated thereafter on days 5 after the 3-minute treatment, 9, 10, 12 to 15 after the
I-hour treatment and on day 8 after the 4-hour treatment for the animal No. 193.

2.3.2 Application ofthe test item

The test item was first evaluated on a single animal (No. 193). The durations of exposure were
3 minutes, 1 hour and 4 hours.
Since the test item was severely irritant but not corrosive on this first animal, it was then applied
for 4 hours to another single animal (No. 977). As the test item showed corrosive properties on
this second animal, the study was considered complete and the test item was not evaluated on a
third animal.

Doses of 0.5 mL of the undiluted test item were placed on a dry gauze pad, which was then
applied to an area of approximately 6 cm2 of the anterior left flank (application for 3 minutes), the
anterior right flank (application for 1 hour) or the posterior right flank (application for 4 hours) of
the animals.
The gauze pad was held in contact with the skin by means of an adhesive hypo allergenic aerated
semi-occlusive dressing and a restraining bandage.

The untreated skin served as control.

After removal of the dressing after the 3-minute application, any residual test item was wiped off
by means of a dry cotton pad. No residual test item was observed on removal of the dressing after
1 or 4-hour application.

2.4 CUTANEOUSEXAMINATIONS

2.4.1 Duration of the observationperiod
The skin was examined approximately 1 hour, 24, 48 and 72 hours after removal of the dressing.
Since there were persistent irritation reactions at 72 hours, the observation period was extended. In
the absence of complete reversibility of skin reactions on day 15, the study was ended for
animal No. 193.
As severe cutaneous reactions effects were observed, the animal (No. 977) was sacrificed on day 8
for ethical reasons.

2.4.2 Description and evaluationof cutaneous reactions
Dermal irritation was evaluated for each animal according to the following scoring scale:

Erythema and eschar formation:
· no erythema........................................................................................................... 0
· very slight erytherra (barely perceptible) 1
· well-defined erythema........................................................................................... 2
· moderate to severe erythema................................................................................. 3
· severe erythema (beet redness) to slight eschar formation (injuries in depth)...... 4
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Edema formation
· no edema ..
· very slight edema (barely perceptible) ..
· slight edema (edges of area well-defined by definite raising) .
· moderate edema (raised approximately 1 millimeter) .
· severe edema (raised more than 1 millimeter and extending beyond area

of exposure) ..

Any other lesions were noted.

2.5 BODY WEIGHT

o
1
2
3

4

Each animal was weighed at the beginning (before treatment) and at the end of the observation
period.

2.6 SACRIFICE

At the end of the observation period, the animals were sacrificed by an intravenous injection of
1.2 mL/kg sodic thiopental solution Any animal showing sign of poor clinical conditions was
sacrificed in the same way.
No macroscopicpost-mortem examination was performed.

2.7 INTERPRETATION OF RESULTS

The results obtained were evaluated in conjunction with the nature and the reversibility of the
findings observed.

2.8 ARCHIVING

The following study materials are archived by CIT, 27005 Evreux, France, for 10 years after the
end of the in vivo phase of the study.

study plan,
raw data,
correspondence,
final report and possible arrendments.

On completion of this period, the archived study materials will be returned to the Sponsor, or may
be archived at CIT for a further period (at additional cost). The total duration of archiving
(depending on regulations) will be the responsibility ofthe Sponsor.
In addition, raw data not specific to the study including, but not limited to, certificates of analyses
for food, water and bedding (if applicable) and records of environmental data and equipment
calibration, are also archived by CIT for at least 30 years.
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2.9 CHRONOLOGY OF THE STUDY

CIT/Stu<!y No. 36454 TAL/n-Dodecyl mercaptan/Chevron Phillips Chemical Compagny LP &

~\)vt
~~~\1\t\\)

The chronology ofthe study is summarized as follows:

Procedure

Study plan approved by:
Study Director
Sponsor Representative

Experimental starting date:
(day oftreatment of the first animal)

End of the observatim period

Experimental completion date:

2.10 STUDY PLAN ADHERENCE

Date

23 December 2009
05 January 2010

30 December 2009

02 February 2010

12 February 2010

The study was performed in accordance with study plan No. 36454 TAL and subsequent
amendments, with the following deviations from the agreed study plan:

the temperature and relative humidity recorded in the animal room were sometimes outside of
the target ranges specified in the study plan (up to 23°C for temperature, and down to 16% for
relative humidity),
on day 1, the animals were more than 4 months old and the body weight of male No. 193 was
higher than 3.5 kg (3.6 kg),
the animal No. 193 was not sacrificed at the end of the observation period but several days
after,
due to a typing error in the study plan, the adress of the animal food supplier was SAFE,
Augy, France instead ofSAFE, ViIlemoisson, Epinay-sur-Orge, France.

These minor deviations were not considered to have compromised the validity or integrity of the
study.
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3. RESULTS

The observations recorded during the study are presented in Tables 1,2 and 3.

The body weights of the animals are presented in Table 4.

After a 3-minute exposure (animal No. 193)
A very slight to severe erythema (grades 1 to 4) was observed all over the observation period. A
slight or moderate edema (grade 2 or 3) was noted from day 5 until the end of the observation
period (day 15). A brownish area was noted from day 5 until day 13. Dryness of the skin was
recorded from day 6 until day 15.

Mter a I-hour exposure (aninnl No. 193)
A well-defined to severe erythema (grades 2 to 4) was observed all over the observation period. A
slight or moderate edema (grade 2 or 3) was noted from day 5 until the end of the observation
period (day 15). A brownish area was noted from day 7 until day 13 following by scabs (not
further described) on days 14 and 15. Dryness of the skin was recorded from day 6 until day 15.

After a 4-hour exposure (two animals)
First animal (No.193)
A well-defined or moderate erythema (grade 2 or 3) was observed all over the observation period.
A brownish area was noted from day 10 until day 13. Dryness of the skin was recorded from
day 9 until the end of the observationperiod (day 15).

Second animal (No. 977)
A well-defined to severe erythema (grades 2 to 4) and a very slight to severe edema (grades 1
to 4) were noted from day 1 until day 8. Brownish area, related to a tissular necrosis and tissue
bum on days 7 and 8, was noted from day 5 until day 8, associated with dryness of the skin from
day 6 until day 8. According to the severe cutaneous reactions observed, the animal was
sacrificed on day 8 for ethical reasons. The study was therefore considered complete and no other
animal was tested.

Mean scores over 24, 48 and 72 hours for each animal were 2.3 and 3.0 for erythema and 0.0 and
1.0 for edema.

4. CONCLUSION

Under the experimental conditions of this study, the test item n-Dodecyl mercaptan was corrosive
when applied topically to rabbits.
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Table 1. 3-minute exposure - Cutaneous examinations and mean values of the scores recorded for
the first animal (24,48 and 72 hours)

Rabbit Dermal Scores Mean
number Irritation irritation

lh 24h 48h 72h score (1)

DI D2 D3 D4

193 Erythema 2 2 1.3

Edema 0 0 0 0 0.0

Other * * * *

(1) mean ofscores on days 2,3 and 4

h=hour

D=day

* =none

Rabbit Dermal Scores
number Irritation

DS D6 D7 D8 D9 DID D11 DI2 DB DI4 DIS

193 Erythema 3 3 4 4 4 4 4 4 4 4 3

Edema 2 2 3 3 3 3 3 3 3 3 3

Other ZB ZB/S ZBlS ZB/S ZB/S ZBlS ZBlS ZBlS ZB/S S S

D=day
S = dryness ofthe skin
ZB = brownish area
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Table 2. I-hour exposure - Cutaneous examinations and mean values of the scores recorded for the
first animal (24, 48 and 72 hours)

Rabbit Dermal Scores Mean

number Irritation irritation

lh 24h 48h 72h score (1)

Dl D2 D3 D4

193 Erythema 2 2 2 3 2.3

Edema 0 0 0 0 0.0

Other * * * *

(1) mean ofscores on days 2,3 and 4

h=hour

D=day

*= none

Rabbit Denna1 Scores
number Irritation

D5 D6 D7 08 D9 010 011 012 DB DI4 DI5

193 Erythema 4 4 4 4 4 4 4 4 4 3 2

Edema 2 3 3 3 3 3 3 3 3 3 2

Other * S ZBlS ZBlS ZB/S ZBlS ZBlS ZBlS ZBlS S/A S/A

D=day
*=none
S=dryness ofthe skin
ZB= brownish area
A =scabs
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Table 3. 4-hour exposure - Individual cutaneous examinations and mean values of the scores
recorded for each animal (24,48 and 72 hours)

Rabbit
number

193

Dermal Scores Mean Interpretation
Irritation initation (+)

Ih 24h 48h 72h score (1) (-)
Dl D2 D3 D4

Etythema 2 2 2 3 2.3 (+)

Edema 0 0 0 0 0.0 (-)

Other * * * *

977 Erythema

Edema

Other

2

*

3

*

3

*

3

*

3.0

1.0

(+)

(-)

(1) mean ofscores on days 2,3 and 4
h=hour
D=day
(+) = irritant according to E.E.C.criteria
(-) = non-irritant according to E.E.c. criteria
* = none
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Table 3 (continued)
SMUnZED COpy

Rabbit Dermal Scores

number Irritation

DS D6 D7 D8 D9 DIO DII DI2 DB DI4 DIS

193 Erythema 3 3 3 3 3 3 3 3 3 2 2

Edema 0 0 0 0 0 0 0 0 0 0 0

Other * * * * S ZBlS ZBlS ZBlS ZBlS S S

977 Erythema 3 3 3 4

Edema 2 2 2 4

Other ZB ZBlS ZBlS ZB/S

D=day
* = none
S = dryness ofthe skin
ZB = brownish area
- = cutaneous examination not performed
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Table 4. Individual body weight (g)

Sex Animals Day of Endofthe
treatment observation period
(Day 1)

Male 193 3617 3937 (day 15)
977 3490 3486(day 8)
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1. Test article description and analysis certificate
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J

TOXICOLOGY DEPARTMENT
CONFIDENTIAL

DTI0221
November 2009

TESTARTICLE DESCRIPTION

n~DODECYLMERCAPTAN

IDENTITY

Test article name
Chemical name
CAS number
ElNECS number
Purity
Batch number
Origin
Arkema filing number

~DODECYLMERCAPTAN

dodecane-l-thiol
112-55-0
203-984-1
99%
9500NDM09

GRL0081/09

PHYSICAL AND CHEMICAL PROPERTIES

Appearance
Colour
Odour
Specific gravity
Melting point
Boiling point
Vapour pressure
Flash point
Solubility

liquid
colourless
stinking characteristic
O.84(20°C)
_7°C
'115°C
0.002 bPa at 20"C
127 "C (closed cup Method ASTM D 93)
in water: < Imgll at20"C
in solvents: soluble in hydrocatbons and alcohols (slightly)

TOXICOLOGICAL INFORMATIONS AND USE SAFETY

STORAGE AND DISPOSAL

Ik!eep~ closed in a oool. '\vell-venillafed p!ace
~lOlO

~
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Arkema Inc.

Ship From:
HOUSTON, TX

Ship-To:
ARUMA FRANCK
ES'l'A:aLISSBNEN'r DB LACQ
BP 34
64170 LACQ
PRANCB

Additional Copy/Fax to:

CERTIFICATE OF ANALYSIS

CUstomer Number: 44022
CUstomer PO: slIIIIPle
Ship Date: .03.l:L.2009
Del~ve~ Number: 81435619
Order 'NUmber: 110063954

Material: 2684 NORMAL DODECYL 'MERCAPTAN 1. L!! SAMPLB

Conta.iner NUmber: DangerousGoods

Ba.tC'h 9500NDM09

Quantity: 1.,0 LB

Cha:i:acteristic

APPE1IRANCE
COLOR, APHA
MERCAPTAN SULFUR, %S
n-DODECYL MERCAPTAN, %

Arkema
Specification Limits

NO TURB OR SUSP MATI.
<=20
>=1.5,50
>=98,5

Batch Analysis

NO TURB OR SUSP M
4
15,76
99,0

_~_CAT"'_1Hl!_lPR>P.l!RI1IESOR"ClF1i>IE!I'!lDDIIIClI"S__~S~11!lEW\8!£

_iNOillEl'!lESEllrA7,/ONOI1.....-n'IS__JlESP!tt1HalEroEllt:S'lTJlSlMIIalEW__"IIQ_1NSM"'T<IOII£<QFSACS.AI.lICB\lIA

'IlIIC,CiQ!I1IlO1\' _iI\1!SPDNSlllUll'Dll_..A,""1I!lIl7WlB1m''WHlaI1NIA1'__1I'HI!IlJSE<DI'JJINI(Il!IlI:lI:IlJt:'1N ... illIlOCllSS,:NI_CII 'F-OJlMlllA1NGT_9Y __
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SANITIZED COP~

CIT/Study No. 36454 TAL/n-Dodecyl mercaptan/Chevron Phillips Chemical Compagny LP

Ref: 110
COMPLETE DIET

RABBIT BREEDING DIET
Appearance: 3 mm diameter granules

Conditioning: bags of 20 kgs
Daily portion: Rabbits 150 g, water ad libitum.

VITAMINS (calculated per kg)
Nat. CMV
vaL vaL Total--------------------------------

Traces 10000 IU 10000 ill
oill 1000 ill 1000 IU
5mg Omg 5mg
4mg Omg 4mg

20 mg 0 mg 20 mg
1 mg 1 mg 2mg
Omg Omg Omg

15 mg 25 mg 40 mg
omg 1 mg 1 mg

60 mg 5 mg 65 mg
Omg Omg Omg
Omg Omg Omg

1000 mg 1000 mg 2000 mg

Vitamin A
VitaminD3
Vitamin B1
VitaminB2
Vitamin B3
Vitamin B6
Vitamin B12
Vitamin E
VitaminK3
Vitamin PP
Folic acid
Biotin
Choline

MINERALS (calculated in mg/kg)
Nat. CMV
vaL vaL Total--------------------------------

P 3600 2900 6500
Ca 4200 5800 10000
K 12000 0 12000
Na 400 2000 2400
Mg 2500 100 2600
Mn 50 40 90
Fe 150 150 300
Cu Traces 15 15
Zn 30 45 75
Co 0.1 1.5 1.6
I 0.1 0 0.1
CI 300 3000 3300

48

14
4.2

33.8

6400
o

6006400 L.... ...

12100
2400

11300
3400
9300
2800
2400
8700

3100
10
15
2.3

48.2 1.- ....

17

7.5 ...... ="~=_~-----------.

FATTY ACID VALUES
(calculated in mg/kg)

FORMULA %

Palmitic acid .
Palmitoleic acid ..
Stearic acid ..
Oleic acid .
Linoleic acid .
Linolenic acid .

AVERAGE ANALYSIS %

AMINO ACID VALUES
(calculated in mg/kg)

Arginine .
Cystine .
Lysine ..
Methionine .
Tryptophan .
Glycine .

Calorific value (Kcal/kg) ..
Moisture .
Proteins .
Lipids .
Carbohydrates (N.F.E.) .
Fibre .
Minerals (ash) .

Cereals .
Grain biproducts and
leguminous plants ..
Vegetable protein (soya bean
meal, yeast) .
Vitamin and mineral mixture .

Available under quality "Control Ref.: 110"

SAFE, route de Saint Bris, 89290 Augy
Tel: 01.69.04.03.57 - Fax: 01.69.04.81.97
(Ref. Doc. UAR: 2000)

24/42



CIT/Study No. 36454 TAL/n-Dodecyl mercaptan/Chevron Phillips Chemical Compagny LP

3. CIT GLP certificate

25/42



"

CIT/Study No. 36454 TAL/n-Dodecyl mercaptan/Chevron Phillips Chemical Compagny LP

...
L,btrte • EgoUtl • FNHfrnui

REPUBlIQ.UE FRAN~AJSE

Paris, Ie
1 3 JAN. 2G09

Objet: Evaluation de la conforrnite aux Bonnes Pratiques de Laboratoires (BPL) scion Ies directives
2004/9/CE et 200411 OICE du II fevrier 2004

Subject: Assessment ofcompliance with Good Laboratory Practices (GLPj under the EC directives
2004/9 and 2004/10 of11 February 2004.

Consecutivernent a votre engagement vis-a-vis du GIPC et du COFRAC et en application du decret n? 2006­
1523 du 4 decernbre 2006 concernant les bonnes pratiques de laboratoires et modifiant Ie decret n° 81-278 du 25
mars 1981 portant creation d'un groupe inrerministeriel des produits chimiques,je VOUS confirme que Ie GlPC,
au vu des resultats du controle exercepar Ie Comitefrancais d'accreditation (COFRAC) - Section Laboratoires a
decide pour votre installation du statut suivant :
FollowingYOllr engagementvis-a-vis the G1PCand COFRAC and in applicationofthe decree n" 2006-1523 of
4 December 2006 relating to the good laboratory practices and modifying the decree nO 81-278 of25 March
1981 giving birth to an Intermtnisterial group of chemical products (G1PC), 1 confirm to you that the G1PC,
given the results oj the inspectionrealised by the French Committeeojaccreditation (COFRAC) - Laboratory
Secuon has taken thefollowing decision relating to your installation:

Respect des principes de BPL
Respect oftile GLP principles

Domaines de reconnaissance:
1 - essais physico-chimiques
2 - etudes de toxicite
3 - etudes de mutagenicite
4 - etudes ecotoxtcologiques sur les
organismes aquatiques et terrestres
8 - methodes de cbimie analytique et
c1inique

Areas ofexpertise:
1 = Physico-chemical testing
2 = Toxicity studies
3 =Mutagenicity studies
4 = Environmental toxicity studies on aquatic or
terrestrial organisms
8 = Analytical and clinical chemistry

CENTRE INTER.."<ATIONAL DETOXICOLOGlE
(CIT)
MISEREY - BP 563
27005 EVREUX CEDEX

Date d'inspection : I octobre 2008
Date ofinspection : 1 October 2008

Inspection de contrdle periodique (i.p)
Periodic check inspection (i.p)

Date de decision du GIPC : 12 decembre 2008
Date ofGIPC decision; 12 December 2008

Date de prise d'effet : I octobre 2008
Date ofimplementation: 1 October 2008

Annee de premiere conformite : 1989
Year ofthe first conformity. 1989

Duree de validite: 18 mois
Time ofvalidity: 18 months

Le President.

=-b:-
Jean-Pierre~IERROTlN

~
MISISTER£ OF. l'£COSO\l1£

DE L'INJWSTRJE ET DE L'E\fPLOI
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Safety & Health
Research Laboratories

n-Dodecyl mercaptan

ACUTE DERMAL IRRITATION IN RABBITS

Study specific supplement for

CIT/StudyNo. 36454 TAL

SANltl~iD COpy

According to general study plan No. 4A, Version 2 of25 August 2004

Test Facility

Sponsor

Sponsor Representative

Address

Study Director

Deputy Study Director

B.P. 563 27005 Evreux cedex france
Tel. +33 (0)2 32 29 26 26
Fax +33 (0)2 32 67 87 05
E-mail CIT@citox.com
Website www.citox.com

CIT
BP 563 - 27005 Evreux
France

Chevron Phillips Chemical Company LP
10001 Six Pines Dr. Suite 4106
The Woodlands, TX 77380
USA
&

)

IfM Recherche
SAS aucapitalde 2 000 000 €
788 060 465 ReS Evreux
VAT:FR19788060465
AgrementCreditImpOtRecherche
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Complete or modify the general study plan as follows:

r ,

CITJStudyNo. 36454 TAUn-Dodecyl mercaptan/Chevron Phillips Chemical CompanyLP

S1\Nl1rL~D cOry

1. INfRODUCTION
1.2 Regulatory compliance
Replace by the following:
The study has been designed to comply with the following guidelines:

OBCD Guideline No. 404, 24th April 2002,
Cormnission Regulation (Ee) No. 440/2008, BA, 30 May 2008.

The study will be performed in compliance with CIT's standard operating procedures and the
following principles ofGood Laboratory Practice:

OBCD Principles of Good Laboratory Practice (as revised in 1997), ENVIMC/CHEM
(98) 17 and all subsequent OECD consensus documents,
Directive 20041l0/EC of the European Parliament and of the Council of 11 February 2004
on the harmonization of laws, regulations and administrative provisions relating to the
application of the Principles of Good Laboratory Practice and the verification of their
applications for tests on chemical substances (OJ No. L50 of20.2.2004),
Decret n" 2006-1523 du 04 decembre 2006 concernant les Bonnes Pratiques de
Laboratoire (Journal Officiel du 06 decembre 2006), Ministere de I'Economic, des
Finances et de l'Industrie.

The study will be conducted in compliance with Animal Health regulations, in particular:
Council Directive No. 86/609IEEC of24th November 1986 on the approximation of laws,
regulations and administrative provisions regarding the protection of animals used for
experimental and other scientific purposes.

Final study plan of23December 2009
2/6
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CIT/Study No. 36454 TALIn-Dodecyl mercaptan/Chevron Phillips Chemical Company LP

S1\N\TI~t\) cm~Y
Add the following paragraph:
1.3 In-house ethics review procedure
CIT has an in-house ethics review procedure, which covers animal welfare within the facility.
The activities of the ethical committee, which are not within the scope of GLP, were reviewed
as part ofthe AAALAC accreditation procedure and FELASA recommendations.

The CIT Ethical Committee (CEq reviews all study plans, in order to ensure that:
animal use is carefully considered and fully justified,
all possibilities for reduction, refinement and replacement have been evaluated,
every effort is made to achieve a high standard ofanimal welfare.

The present study plan was submitted for ethical review before the initiation of the study. The
review has been documented in the Ethical Committee database under the reference
number 00009.

During the study, the CEC will regularly be informed of:
anyamendments to the study plan which could have an impact on animal welfare.
any clinical findings or unexpected situations which could lead to animal stress Or
discomfort.

Any decisions or requests will be made after consultation with a veterinarian, or after taking
expert advice, and will be reported to the Study Director.

2. TEST ITEM
2.1 Identification
Replace by the following:
Name: n-Dodecyl mercaptan
Synonym: n-Dodecylmercaptan, 1-Dodecanethiol
AU names refer to the same test item. The name retained in the study report will be
n-Dodecyl mercaptan.
CAS No.: 112-55-0
Batch No.:

On labeling: none
On the test article description and analytical certificate: 9500NDM09

Snpplier: .
Description: colorless liquid
Storage conditions: at room temperature
Expiry date: November 2010
Purity, composition, stability and expiry date which refer to the batch(es) to be used and
handling conditions will be indicated in the test item data sheet (to be completed by the
Sponsor). An analytical certificate will also be provided by the Sponsor.
Confirmation of identity ofthe test item is the responsibility ofthe Sponsor.
All remaining test item will be destroyed within 2 months after issue of the final report. ill the
case where more than one study is conducted with the same test item, it will be destroyed
one year after issue ofthe final report of the last study.

Final study plan of23 December 2009
3/6
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CIT/StudvNo. 36454 TAUn-Dodecyl mercaptan/Chevron Phillips Chemical Company LP

3. TEST SYSTEM
Modify the following paragraphs according to the underlined words:
3.1 Animals
Sex, strain, species: male and/or female KBL New Zealand White rabbits.
[...J
Breeder: Charles River Laboratories France (Chatillon-sur-Chalaronne, France).
[ ...]
Selection: on the day before treatment, the animals will be clipped and just before treatment,
the skin ofeach animal will be examined in order to use only animals with healthy intact skin.
Animals showing signs of cutaneous lesions will not be used.

3.2 Environmental conditions
The animals will be housed individually in polystyrene (48.2 em x 58 em x 36.5 em),
Techniplast (49 em x 62 em x 30 em or 64 em x 63 em x 30 em) or Paion (50 em x 57 em x
75 em) cages.

Add the following paragraphs:
6. BODY WEIGHT
Eaeh animal will be weighed at the beginning and at the end of the observation period.

7. SACRIFICE
At the end of the observation period, if the animals are not used subsequently for the
evaluation of the ocular irritation potential on the same test item, they will be euthanized by
an intravenous injection of 1.2 mL/kg sodic thiopental solution. Throughout the study, any
moribund animal will be euthanized in the same way.

No macroscopic post-mortem examination will be performed in the animals euthanized at the
end ofthe study, euthanized due to poor clinical conditions or found dead during the study.

Modify the numberring ofthe following paragraphs:
8. INTERPRETATION OF RESULTS
Replace by the following:
The scores obtained will be evaluated in conjunction with the nature and the reversibility of
the lesions observed, whilst taking into account all the reactions of the treated animals.

9. AMENDMENTS TO THE STUDY PLAN

Final studyplan of23 December 2009
4/6
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., S~~\n.~"t\) C~Yl
lQ. REPORTING
Replace by the following:
The Sponsor Representative will be promptly informed of any significant findings during the
course ofthe study.
Proposed issue of the draft report: 5 weeks after completion of the in vivo part of the study
(10 weeks ifa microscopic examination is performed).
Six months after issue of the audited draft report, if no requests for revision or instructions to
finalize have been communicated by the Sponsor, the draft report will be considered as final
and issued as the final report.
The final report will contain all data collected during the study.
Number of copies of the final report: 1 unbound + 1 electronic version (pdf file) with scan by
mail.
A robust study summary (independent of the report), in IUCLID 5 format, will also be
supplied to the Sponsor in electronic format,

11. QUALITY ASSURANCE UNIT
Replaceby the following information:
The study will be subjected to Quality Assurance inspections in order to ensure compliance
with GLP regulations, specifically:
(i) The study plan and subsequent amendment(s) will be verified for compliance with GLP

requirements.
(ii) Study-based inspections will be carried out specifically on this study or on similar studies

taking place during the same period, in order to ensure that the conduct of the study
complies with standard operating procedures and the study plan.

(iii) The study report and subsequent amendment(s) will be inspected in order to ensure that
the report faithfully reflects the data generated during the study and that the methods,
procedures and observations are accurately and completely described.

The types of inspections and their dates, and the dates when inspection results are reported to
the Study Director and to CIT Management will be specified in the statement of the Quality
Assurance Unit. This statement will be included in the study report.

12. ARCHIVING
Add the following information:
The study archives will be stored on the premises of CIT for 10 years after the end of the
in vivo phase ofthe study.

13. PROPOSED TIME SCHEDULE
Add the following information:
Experimental starting date: 30 December 2009,
End of in vivo phase: 19 January 2010.

The present study plan has been attributed the reference 36454 TAL and includes:
a standard section,
a specific section.

The Sponsor Representative should sign this document to acknowledge the contents of
the above.

Final study plan of23December 2009
5/6
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Study plan approved by:

-_¥.--_.~--'~_.._~ -,

..~'~:---_.~::~
.. -----~...---'\ -~-.::-:..---_._.._.

c: ---

-A-;;:-;;-la-;'-in-S=IM-;;-:O;::-;N~N;-;A'7':::R-::-D---

CIT Management
Date: 28 DEC 2009

Sponscfti'Representative
Date: t ~_... ('() I ;' 2<" /f.)

Final study plan of23 December 2009
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Safety & Health
Research Laboratories

CIT GENERAL STUDY PLAN No. 4A

Version 2 of 25 August 2004

ACUTE DERMAL IRRITATION IN RABBITS

This General Study plan defines the entire scope of the Skin irritation test in rabbits as
conducted by CIT.

For each individual test, a Study-Specific Supplement, which provides information not given
in the General Study plan (specifically regulatory guidelines, test item information, Sponsor­
requested procedures and options, study number and proposed time schedule), will be
prepared by CIT.
The Study-Specific Supplement will be approved and signed by the designated Study Director
and the Study Monitor.

This General Study plan will be distributed to the Sponsor and, at the test facility, to all Study
Directors of Short-Term Toxicology, Quality Assurance and Archives.

Approved by:

CIT Scientific Management
Date: 0) S.olh Y"nh<...-""L j20 0 C,

Page I of9

IFM Recherche
S.N.C au Capitalde 846092 €
788060 465 ac.s Evreux
VAT:FR 19 788 060 465
Agrement CrMrt Imp6!Recherche

B.P. 563 27005 Evreux Cedex France
Tel.: +33 (0)232292626
f-ax ; +33 (0)2 32 6/ 81 0;'
E-mail: C1T@citox.com
Web SIte; www.citox.com
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CIT/General Study plan No. 4A1Version 2 of25 August ?O()4

L INTRODUCTION

1.1 Objective

The objective of this study is to evaluate the potential irritant properties of the test item for the
skin when applied to rabbits.

In the assessment of the toxic characteristics of a test item, the determination of the irritant
effects on the skin of mammals is an important initial step. Results obtained from this test
provide information on health hazards likely to arise in humans from exposure of the skin to
the test item.

The test item will be applied in a single dose to the skin of each experimental animal. The

degree of irritation will be evaluated at specific intervals.

All information on the test item will be given careful consideration to minimize testing under
conditions that are likely to produce severe reactions:

test item with a demonstrated pl-l :s; 2 or 2: 11.5.
acidic or alkaline reserve of the test item,

results ofan in vitro test,
results ofacute toxicity study by cutaneous route.

1.2 Regulatory compliance

The study has been designed to comply with the following guidelines:
OECD Guideline No. 404, 24 April 2002,
Directive 2004/73/EEC, B.4, 29 April 2004.

Other guideline(s) may be added in the Study-Specific Supplement.

The study will be conducted in compliance with Animal Protection regulations, in particular:
. Council Directive 86/609/EEC of 24th November 1986 on the harmonization of laws,

regulations or administrative provisions relating to the protection of animals used for
experimental or other scientific purposes,

. Guidance document on the recognition, assessment, and use of clinical signs as humane
endpoints for experimental animals used in safety evaluation, OEeD Environmental Health

and Safety Publications. No. 19.

2
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2. TEST ITEM

2.1 Identification

The identity of the test item, as well as any other relevant information, will be specified in the

Study-Specific Supplement.

Purity, composition, stability and expiry date which refer to the hMch(es) to he used, as well

as any specific handling conditions, will be indicated in the test item data sheet to be
completed by the Sponsor.
If available, an analytical certificate wiII also be provided by the Sponsor.

Confirmation of identity of the test item will be the responsibility of the Sponsor.

At the end of the study or utilization, aU remaining test andlor control items will be destroyed,
unless otherwise instructed by the Sponsor.

2.2 Dosage form preparation

The test item will be used in its original form.

If necessary, solid materials may be ground to a fine powder before application.

3. TEST SYSTEM

3.1 Animals

Sex, strain, species: male and/or female New Zealand White rabbits.
Reason for this choice: species generally accepted by regulatory authorities for this type of
study.

Breeder: CEGA V, Saint Mars d'Egrenne, France.

Number: one to three animals will be used.

Age/weight: at the beginning of the study, the animals will be 2 to 4 months old and their
body weight should be comprised between 2.2 kg and 3.5 kg.

Acclimation: at least 5 days before the beginning of the study. Upon their arrival at CIT, the

animals v.... il1 be given a clinical examination to ensure that they are in good condition.
Selection: on the day before treatment, the animals will be clipped and the skin ofeach animal

will be examined in order to usc only animals with healthy intact skin. Animals showing signs

ofcutaneous lesions will not be used.

Identification: individually with a metal car tag or car-tattoo.

3
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3.2 Environmental conditions

The animal room conditions will be set as follows:

· temperature : 18 ± 3°C

· relative humidity : 30 to 70%
· light/dark cycle : 12 hll2 h (7:00 - 19:00)
· ventilation : approximately 12 cycles/hour of filtered, non-recycled air.

The corresponding instrumentation and equipment arc checked and calibrated at regular
intervals. The temperature and relative humidity are recorded continuously and the records M("

checked daily and filed.

The animals will be housed individually in polystyrene cages (48.2 em x 58 em x 36.5 em or
49 em x 62 em x 30 ern or 64 em x 63 em x 30 em).

3.3 Food and water

All animals will have free access to an adapted rabbit diet (SAFE, Villemoisson, Epinay-sur­
Orge, France) and tap water (filtered using a 0.22 micron filter) contained in bottles.
Each batch of food is analyzed by the supplier for composition and contaminant levels.
Bacteriological and chemical analyses of water are performed regularly by external

laboratories. These analyses include the detection of possible contaminants (pesticides. heavy
metals and nitrosamincs),

No contaminants are known to be present in the diet or drinking water at levels that may be

expected to interfere with or prejudice the outcome of the study.

4. TREATMENT

4.1 Preparation of the animals

On the day before treatment, an area of the skin (3.5 cm x 5 em) will be clipped on both

flanks ofeach animal, using electric clippers.
The animals may bcclipped-ngoin during the study, whenever necessary.

4.2 Study design

The study design will be as follows:
The test item will be applied for 3 minutes to a single animal:

if severe skin reactions (e.g, necrosis) are obsei ved, the test will be considered complete.

in the absence of severe skin reactions, a second pad will be applied to another area of skin

for 1 hour.

After the l-hour application time:
if severe skin reactions (e.g. necrosis) are observed, the test will be considered complete

in the absence of severe skin reactions, a third pad will be applied to another area of the

skin for 4 hours.

4
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The treatment sites will be as follows:

Left flank Right flank

Anterior 3-minute exposure l-hour exposure

Posterior - 4-hour exposure

If the results of the three sequential exposures in one rabbit suggest that the test item is
severely irritant or corrosive to the skin, further testing in subsequent animals will not be
carried out.
Otherwise, the study will be completed with one or two other animals (simultaneously or in a
sequential manner), which will receive the test item for 4 hours.

Exceptionally, one to three animals may be treated directly with a single patch which IS

removed after 4 hours.

4.3 Application of the test item

The quantity of test item administered will be 0.5 mL for liquids and 500 mg tor solids or
semi-solids.

The test item will be placed on a gauze pad (moistened with the smallest amount of purified
water for powders), which will be then applied to an area of the skin of approximately 6 em".
The gauze pad will be held in place by a non-irritating semi-occlusive dressing and a
restraining bandage.

For the 4-hour exposure, a dry gauze pad will be applied to the opposite flank, which will act
as control.

After the required period ofcontact with the skin, the dressings will be removed.
Where necessary, residual test item will be removed with a cotton pad, either dry or saturated

with water or an appropriate solvent. This will be done carefully so that the existing response
and the integrity of the epidermis are not altered.

5
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4.4 Examination of the skin

For each exposure period, cutaneous reactions will be evaluated approximately I hour, 24, 48
and 72 hours after removal of the dressing.

If there is no evidence of irritation after 72 hours, the study will be terminated.

If there are persistent irritation reactions at the 72-hour reading, the observation period will be

extended to a maximum of 14 days (until day 15) in order to determine the progress of the
lesions and their reversibility.

In the case of persistent coloration of the skin by the test item, decision to stop the study will
be taken by the Study Director.

All observations other than the cutaneous reactions will also be noted.

If marked effects arc observed or if animals show signs of distress and/or severe and durable
pain, they will be humanely killed.

5. DESCRIPTION AND EV ALUATION OF CUTANEOUS REACTIONS

Dermal irritation will be evaluated in each animal according to the following scoring scale:

Erythema and eschar formation:
no erythema 0
very slight erythema (barely perceptible) I
well-defined erythema. 2

moderate to severe erythema 3
severe erythema (beet redness) to slight eschar formation (injuries in depth) 4

Oedema formation
no oedema............................................................................................................. 0
very slight oedema (barely perceptible) 1

slight oedema (edges of area well-defined by definite raising) 2
moderate oedema (raised approximately I millimetre) 3

severe oedema (raised more than I millimetre and extending beyond area
ofexposure) 4

Any other lesion will be noted.

6
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6. INTERPRETATION OF RESULTS AND CLASSIFICATION

The results obtained will be evaluated in conjunction with the nature and the reversibility or
irreversibility of the scores observed, whilst taking into account all the reactions of the treated
animals.

If appropriate, the test item will be classified according to the criteria laid down in Council
Directive 67/S48/EEC (and subsequent adaptations) on the approximation of the laws,
regulations and administrative provisions relating to the classification, packaging and labelling

of dangerous substances.

The test item will be classified irritant or corrosive according to the following criteria:

Criteria of irritation

The test item will be considered irritant if it induces skin inflammation lasting at least
24 hours after a 4-hour exposure period and corresponding to the following values
determined in the rabbit:

when the test is performed with six animals, if the mean value of the scorings is equal to or
higher than 2 for the erythema and eschar formation or the oedema formation in all treated
animals,

or else, when the test is performed with three animals, if the mean value of the scorings is
equal to or higher than 2 for the erythema and eschar formation or the oedema formation
in at least two ofthem.

In both cases, the test item will be assigned the symbol Xi, the indication of danger "Irritant"
and the risk phrase R 38: "Irritating to skin".

Inflammation of the skin is also significant if it persists ill at least two animals at the CIlU of the

observation period.

Criteria ofcorrosion
The test item will be considered corrosive if, when applied to the sound and intact skin, it
induces tissular destruction of the whole depth of the skin in at least one animal, or if the
result can be predicted (for example: strong acid or alkaline reactions).

If tissular destruction is observed after an exposure period not exceeding 3 minutes, the
rest item will be assigned the symbol C, the indication of danger "Corrosive" and till; risk
phrase R 35: "Causes severe burns".

If tissular destruction is observed after an exposure period not exceeding 4 hours, the
test item will be assigned the symbol C, the indication of danger "Corrosive" and the risk
phrase R 34: "Causes bums".

All the scores obtained for an effect at each reading (24, 48, 72 h) will be used to calculate the
respective mean values.

7
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7. AMENDMENTS TO THE STUDY PLAN

If necessary, amendments to the Study plan will be made after agreement between the Study

Director and the Study Monitor.

8. REPORTING

The Study Director will contact the Study Monitor when necessary.

The final report in English, will contain all data collected throughout the study.
Number of copies of the final report: I (unbound) + one electronic version (PDF file) on a
CD-rom (except for special request made by the Sponsor).

Proposed issue of the draft report: 5 weeks after completion of the in vivo part of the study.
On issue of the final report, an electronic version can be provided as a PDF file. In the event

that an electronic copy of the CIT study report is requested, the Sponsor will be asked to
provide an electronic copy of the test item analytical certificate and of any other information
needed for the report which is generated outside of CIT.

9. QUALITY ASSURANCE UNIT

The study will be subjected to Quality Assurance monitoring in order to ensure compliance
with GLP, specifically:
(i) The Study plan will be checked for compliance with GLP requirements.

(ii) Specific and/or process-based inspections will be performed in order to ensure that the
conduct of the study complies with Standard Operating Procedures.

(iii) Data audit will be undertaken to ensure the reliability and integrity of the study data.
(iv) The study report will be reviewed by the Quality Assurance Unit in order to ensure that

the report faithfully reflects the data generated during the study and the study findings.

The dates on which the findings of critical inspections and reviews are reported to the Study

Director and CIT Management will be specified in the study report.

8
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10. ARCHIVING

The following study documentation will be archived at CIT, 27005 Evreux, France:
Study-Specific Supplement and possible amendments,

raw data,

correspondence,
final report and possible amendments.

On completion of the period specified in the Study-Specific Supplement, the archived study

materials will be returned to the Sponsor, or may be archived by CIT for a further period (at

additional cost). The total duration of archiving (depending on regulations) will be the
responsibility of the Sponsor.

In addition, the corresponding General Study Plan and raw data not specific to the study

including, but not limited to, certificates of !lnaly~eg fnr fnnd, water and hedding

(if applicable) and records of environmental data and equipment calibration, will also be
archived at CIT and retained for at least 30 years.

11. PROPOSED TIME SCHEDULE

A proposed time schedule will be added to the Study-Specific Supplement.
In the case of modification, the dates of the study will be documented in the raw data and

specified in the study report.
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