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Document Processing Center (7407M)

" EPA EAST - Room 6428
Office of Pollution Prevention and Toxics
United States Environmental Protection Agency
1201 Constitution Avenue, NW
Washington DC 20002

Attention: TSCA 8(e) Coordinator

RE: Tetrahydrofuran - In viiro Percutaneous Absorption Study Using Human
Cadaver Skin

Dear Sir or Madam:

Lyondell Chemical Company (Lyondell) hereby submits this letter pursuant to Section 8(e) of
the Toxic Substances Control Act (TSCA) and EPA’s 1991 Section 8(e) Reporting Guide
because it includes findings that EPA may consider reportable. In an in vitro percutaneous
absorption study a 10 % solution of tetrahydrofuran (CAS RN 100-99-9) in water was found
fo be permeable through human cadaver skin. The calculated mean absorption rate of the
tetrahydrofuran solution in this test system was 1.006 = 0.143 pg/em?hr and the penetration
coefficient (Kp) was calculated to be 0.011 x 0.002 cm/hr. Lyondell has not made a
determination as to whether a significant risk of injury to health or the environment is actually
presented by these findings.

This study was conducted by PRACS Institute, Lid. for the Tetrahydrofuran Task Force in
accordance to the U.S. Environmental Protection Agency’s In vitro Dermal Absorption Rate
Testing of Certain Chemicals of Interest to the Occupational Safely and Health
Administration (40 CFR Parts 9 and 792 as published in the Federal Register/Vol. 69/No.
80/Monday, April 26, 2004/Rules and Regulations).

A copy of the study draft report is enclosed for your review and a final report will be
forwarded upon its availability.

Should you have any questions or require additional details, please do not hesitate to call me
at 713-309-7884. | may also be reached by facsimile at 713-951-1574 or by e-mail at
timothy.yagley @lyondell.com.

Sirrly, L OO g

" Corporate TSCA Coordinator
Lyondell Chemical Company

croosre M
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www.lyondell.com
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Protocol No.: PRACS R04-1387

PRA Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Instifute, Ltd. Cadaver Skin Model.

QUALITY ASSURANCE STATEMENT

The PRAES Institute, Ltd., Quality Assurance Division has reviewed the final report for

this s ssess adherence to PRACS Institute, Ltd., Standard Operating Procedures
and icol, and to the TSCA GLP guidelines. The report was found to be an
a ate represefitation of the work conducted in this study. The summary below lists the
ality Assurance andits conducted for this study.

{The dates in this table wil ;ded by QA following final review edits}

QA Activity Dateg:Conducted Date Reported to Date Reported to

4 Management Study Director
rocess
i tion

Records Inspectio b
Pipette Audit .
Data Audit

Final Report dit

Kevin Boschert

Quality Assurance Associat
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% Protocol No.: PRACS R04-1387

PRACS Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Institute, Ltd. Cadaver Skin Model.

STUDY PERSONNEL

The following individuals were responsible for the conduct of the study:

James D. Carlson, Pharm.D.

President, PRACS Institute, Ltd.

Paul A. Lehman, M.Sc.

Director, Pre-Clinical Dermatology Research Division
Pi-Hsia Su, M.Sc.

Scientist I

Pre-Clinical Dermatology Research Division

Heather M. Linstaedt, B.A.

Administration Associate

Scientific Affairs Division

CERTIFICATION

3

We, the undersigned, dec an accurate evaluation of data

obtained from this study.

Reviewed by:

Authored and Issued by
Study Director:
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PRACS Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
' Cadaver Skin Model.
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% Protocol No.: PRACS R04-1387

PRACS Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Institute, Leg, Cadaver Skin Model. .

STUDY COMPOUND INFORMATION

9% Collective Nomenclature: Furan, tetrahydro

Tetrahydrofuran (THF)
1,4-epoxybutane
Butylene oxide

: 109-99-9

G41764BBA

radiolabeled THF: 99.99%
abeled THF: 99%

Water
Peroxide

Physical Characteristics'*> er-like odor

Storage: of air using
nitrogen.

Molecular Weight’: 72.1066

Molecular Formula!?*: C4HzO

Stability*: Stable

Source of THF: BASF Corporation, Mount Olive NJ

Date Received: February 14, 2005

Source of information (on file):

1. Certificate of Analysis, BASF
2. MSA, BASF

3. www.ChemFinder.com
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Protocol No.: PRACS R04-1387

:PRACS Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Institute, Led, Cadaver Skin Model.

SUMMARY

PRACS Institute, Ltd. in Fargo, North Dakota, conducted this study for
Tetrahydrofuran Task Force, Washington, D.C. The study was designed to

Mean + SE as microg

100%-THF'
10 minutes 0.05+0.02 - . ' 0.24 £ 0.09
60 minutes 1.42 +£0.36

14 hours 15.64+1.3

Dose Duration

The penetration coefficient (Kp) for THF, from a 10% solution in water, w3
calculated to be 0.011 £ 0.002 cm/hr (mean + sd) from a mean absorption rate
1.006 = 0.143 pg/cm?/hr.

INTRODUCTION

The in vitro human cadaver skin model has proven to be a valuable toel for the study
of percutaneous absorption and the determination of the pharmacokinetics of topically
applied drugs. The model uses human cadaver skin mounted in specially designed
diffusion chambers which allow the skin to be maintained at a temperature and
humidity that match typical in vivo conditions.? A controlled amount of test article is

! Throughout the text, “100% THF” refers to the undiluted neat THF obtained from BASF labeled as 99.99% pure.
% Franz, TJ: Percutaneous absorption: on the relevance of in vitro data. J Invest Derm 1975, 64: 190-195.
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Protocol No.: PRACS R04-1387

PRACS Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Institute, Ltd, Cadaver Skin Model.

applied to the outer surface of the skin and test article absorption is measured by
monitoring its rate of appearance in the receptor solution bathing the inner surface of
the skin. Data defining total absorption, rate of absorption, as well as skin content can
be accurately determined in this model. This method has historic precedent for
ely predicting in vivo percutaneous absorption kinetics.’

s conducted in accordance to the Environmental Protection Agency’s In
bsorption Rate Testing of Certain Chemicals of Interest to the
ifety and Health Administration (40 CFR Parts 9 and 799; as
ederal Register/Vol. 69/No. 80/Monday, April 26, 2004/Rules and
test standard describes procedures for determining a permeability

ccupationa
published in
Regulations).

Pilot study #2 was conducted to refine th
Specifically, this pilot study was designed

schedule, a revised radiolabel specific a ,
damage following dose application. Barrier : o1 Was asseS§el
versus different concentrations of THF in water ranging from 10%- to 100%-THF
The design and results for Pilot study #2 are presented in Appendix 3.

In collaboration with the study Sponsor, based on the two Pilot studies, th
study was designed with the following primary parameters:

¢ Dose Amount of 800 pL per skin section,
Testing of 3 concentrations of THF in water for the short“dose duration
evaluations (10%-, 30%- and 100%-THF),
Testing of 10%-THF in water for the long dose duration evaluation,

* Assessment of steady-state rate of penetration over a 14-hour dose duration,

* Franz TJ: The finite dose technique as a valid in vitro model for the study of percutancous absorption in man. In: Skin: Drug
Application and Evaluation of Environmental Hazards, Current Problems in Dermatology, vol. 7, G. Simon, Z. Paster, M. Klingberg,
M. Kaye (Eds), Basel, Switzerland, S. Karger, 1978, pp 58-68.
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Protocol No.: PRACS R04-1387

PRACS Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Institute, Led., Cadaver Skin Model.

e Use of phosphate buffered saline (PBS) as the reservoir solution.
Assessment of barrier function damage, post dose, using *H,0, 30 minutes
following dose removal, and at 8 hours following dose removal.

nors. The text to follow describes the materials and
he final Pivotal study.

ption toxicokinetics of Tetrahydrofuran (THF)
ant (Kp), and to assess its absorption rates at two
durations (i.e. 10 an i

short-term dermal expo

MATERIALS AND M

A. Test Article(s)

Neat Tetrahydrofuran (THF) was obtained
07828), Lot # G41764BBA. Purity was ;
Analysis 1s attached in Appendix 8.

Radiolabeled '*C-THF (* C4HgO) was prepar d by g

Radiolabeled Chemicals, Inc. (St. Louis, MO 63146), Lot # 050418. “C-THF ws
provided as a neat liquid, with a reported specific activity of 5 mCi/mmol at 9
radiolabeled purity. The Certificate of Analysis is attached in Appendix 8.

B. Radiolabel Test Article Preparation and Specific Activity

The '*C-THF was provided as being 99% radiolabeled pure.

The received stock '“C-THF was diluted with 4 mL neat THF and stored at -20°C.
Prior to study conduct, the diluted stock solution was further diluted to target a final
specific activity of approximately 4,000 DPM/uL (1.8 nCi/uL). The final specific
activity for each test solution used in the pivotal study was found to be 10%-THF =
4311.4 DPM/uL, 30%-THF = 4034.3 DPM/uL, and 100%-THF = 4088.5 DPM/uL.
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Protocol No.: PRACS R04-1387

?RACS Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Tnstitute, Led. Cadaver Skin Model.

C. Reagents

Other reagents used in the conduct of the study included:

te Buffered Saline Fisher Biotech (Fair Lawn, NI; Lot # BP399-20)
Ifate, Sodium Salt (SDS) Sigma-Aldrich (St. Louis, MO; Lot # 02825PB)
PerkinElmer (Boston, MA; Lot # 3538-134)
Fisher Scientific (Fair Lawn, NJ; Lot # 026559)
PerkinElmer (Boston, MA; Lot # 24-041201)

D.

is study. At collection, the skin was collected
0.25 - 0.90 mm thick, processed for
permeable plastic bag, and stored at < -70°C
rior to use it was thawed by placing the bag in
tap water to remove g dherent blood or other material

cryopres:
until the day of each e3
~37°C water, then rins
from the surface. Skin

Skin from a single do
0.8 cm” static Franz Di
chamber was filled to capacity with a recept i buffered isotonic
saline (PBS), pH 7.4 + 0.1 and the epi
laboratory environment. The cells were the
the dermal receptor solution was stirre 1 nd its
temperature maintained to achieve a skin s

To assure the integrity of each skin section,
determined before a?phcatlon of the test products.® Following a brief (0.5-1 ho
equilibrium period, "HO (PerkinElmer, Boston, MA, sp. Act. ~ 0.5 uCi/mL)
layered across the top of the skin by dropper so that the entlre exposed surfa
covered (approximately 100-150 pL). After 5 minutes the *H,O aqueous
removed. At 30 minutes after dosing the receptor solution was collected a
for radioactive content by liquid scintillation counting. Skin speci
absorption of *H,0O was less than 1.75 uL-equ. were considere ceptable. In
addition, the same integrity test method was used for post-study assessment of the
skin following exposure to the test article (approximately 1 hour and 8-24 hours after
dose removal.).

* Franz TJ, Lehman PA: The use of water permeability as a means of validation for skin integrity in in vitro
percutaneous absorption studies. Abst. J Invest Dermatol 1990, 94:525.
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Protocol No.: PRACS R04-1387

PRACS Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Instifute, 1 £d. Cadaver Skin Model.

E. THF Administration and Occlusion

Following the initial tritiated water integrity test, the Cell reservoir was replenished
with fresh PBS. Subsequently, the test article was applied to triplicate sections of the
r skin at a target dose of 800 pL using a calibrated positive displacement
wing dose application (60 min, and 14 hr duration Cells only), the Cell
luded with a silicone stopper’ over-wrapped with a nitrile membrane

10%- and 30%-THF in water, and 100%-THF,
radiolabeled "C-THF. Each formulation was
from 3 donors. Ten minutes after dosing, the
residual dose removed, the surface of the skin
), and the surface wash conducted (0.1% SDS;
ection remained un-ogghuded following the surface wash.
the surface waghsi post-exposure water integrity

'with tissue
0.5 mL x 3). The s
Fifty minutes follo
test was conducted
exposure water intg llowing the last integrity test the
skin was removed fro it in; idermis and dermis and saved for

2. 60 Minute Dose Duration Study
The test formulations consisted of 10%
with each having been spiked with
study was identical to the 10 Minute Da
occlusion of the dose (Cell chimney) thro

remained un-occluded following the surface wash. Sixty minutes following
surface wash the first post-exposure water integrity test was conducted. Eig
one-half (8.5) hours after the surface wash the second post-expos
integrity test was conducted.

3. 14 Hour Dose Duration Study
The test formulation consisted of the 10%-THF in water solution having been
spiked with radiolabeled '*C-THF. Skin preparation, dose and occlusion were
performed as previously described. Reservoir samples were collected at 0.5, 1, 2,

> The silicone stopper was first perforated with an 18-gauge needle so that when the stopper was inserted
into the dose half-cell, the needle would allow the compressing air to escape, and normal pressure would
then be maintained in the dead-air volume between the THF and the stopper. Once the stopper was
secured in place the needle was removed allowing the silicone stopper to re-seal the needle perforation.
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k Protocol No.: PRACS R04-1387

?RACS Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Institute, 144, Cadaver Skin Model.

4, 6, 8, 10, 12, and 14 hours after dosing by the complete evacuation of the
reservoir followed by replenishment with fresh PBS solution. The skin section
remained un-occluded following the surface wash. Thirty minutes following the
surface wash the first post-exposure water integrity test was conducted. Eight and
ong-half (8.5) hours after the surface wash the second post-exposure water
i ity test was conducted.

ction and Processing

as obtained from 6-7 replicate measurements at random locations
in sheet using a gap micrometer.

Skin Thickne
across the do

ose was removed from the surface of the skin
dded to 5 mL scintillation fluid, mixed and

Surface Wash: The sur ith 0.1% Sodium Dodecyl Sulfate
in water solution by re i i mlLs, repeated three times for

a total of 1.5 mLs . olution was added to 15 mL
scintillation fluid, mix.

Surface Blotting Material: ¥éllowing 1 otted dry with a
single laboratory tissue (Kimwipes®). Fa ~ 1 ded to 5 mL

scintillation fluid, mixed and counted.

Skin: Following the final tritiated water i
chamber, the dosed area manually split intoep
in a tissue solubilizer (0.5 mL for epidermis; ene-350%).
samples were then incubated at room temperature or in a water bath (50°C) until t

tissue was dissolved (addition of heat only accelerates the dissolution process, ~34
hrs at 50°C, ~18-24 hrs at room temperature), added to 5 mL scintillation fluid
and counted.

Chamber: After skin removal, the reservoir chamber was rinsed twice
of 25% THF (non-radiolabeled) in water. The two rinses were combj
mL scintillation fluid, mixed and counted.
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Protocol No.: PRACS R04-1387

Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
PRACS Cadaver Skin Model
Tnstitute, Ltd, *

H. Isotope Analysis

All scintillation fluid mixed samples were counted in a PerkinElmer Liquid
Scintillation Analyzer (Tri-Carb 3100TR) for duplicate 5 minute count durations.

the internal standard quench correction method. The scintillation
crammed to separate the energy windows for tritium and carbon-14.

Individual replicate s

concentration), were a i {& within-donor average (£SD).
The Donor averages ! across-donor population mean
(£SE). {

STUDY DEVIATIONS AND
I. The protocol states that the study 1 d t PRACS

Dermatology LLC, San Diego, CA.
radiolabeled material, the laboratory.
Fargo, ND and renamed as the Pre-
PRACS Institute, Ltd. The entire study
facility. Both locations are owned and operat

2. For clarification, the Franz Diffusion Cell is often considered synonymous
the “in vitro cadaver skin finite dose technique”. In practice, the same syste;
be used with both finite and infinite dose applications to the skin. Here,
dose is defined as one that is of sufficient size or volume to not be si
depleted during the course of the study and where the compoun
available for diffusion throughout the course of the study conduc

3. Whereas the Protocol indicated that the dermatomed skin would beapproximately
0.25 - 0.5 mm thick, it was found that the mean thickness of the cadaver skin used
were approximately 0.28 - 0.79 mm thick (range = 0.18 - 0.91 mm). The first
three measurements for each donor were collected after skin section removal from
the cell, whereas the remaining measurements were collected prior to mounting
the skin onto the cells. In the Investigator’s opinion, these measurements reflect a
reasonable assessment of the skin thickness.

hterest is
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£ Protocol No.: PRACS R04-1387

: Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
PRACS Cadaver Skin Model.

nstitute, Lid.

4. Whereas the Protocol indicated that all chambers would be occluded following
dose application. Due to the shortness of the 10-min dose exposure sub-study, and
the time necessary to place and secure the occlusion, the 10-min dose exposure
chambers were not occluded. In the opinion of the Investigator, this Protocol

iation did not have an impact on the outcome of the study, the data, or the

ions drawn from the data.

col indicated that occlusion of the chambers would be accomplished

that the post-study tritiated water test would
g dose removal (surface wash) and 8 hours
s a difference between the dose removal step

the dose removal), nici tudy integrity tests to follow the
surface wash event i iplished the final removal of all
of the residual THE i dy integrity test was conducted

s integrity test was
conducted 8 hours follo . ing residual dose
removal). There was one real deviath i
oversight, the second tritiated test, po
conducted at 24 hrs rather than at 8
time deviation did not impact the inter
hr post-study duration was to allow
condition, which would still be normal at 2 ar

7. The Protocol indicated that a Packard LSCT900 scintillation counter was to b
used in the conduct of this study. However, with the relocation of the laboratg
(see comment #1 of this section), and the obsolesces of the LSC1900 mod
new PerkinElmer Liquid Scintillation Analyzer (Tri-Carb 3100
purchased, installed by the manufacturer, and operationally verified
technician and the PRACS Metrology Division prior to study
scintillation counter was used throughout study conduct.

8. The Protocol indicated that the surface wash sample and chamber rinse sample
would be mixed with 5-7 mL scintillation fluid for counting. In the conduct of the
first pilot study it was found that this volume of scintillation fluid was insufficient
to fully inter-mix with the sample. To ensure complete counting efficiency, the
scintillation fluid volume was increased to 15 mL to allow full miscibility of these
samples.

9. The Protocol indicated that a separate aliquot of the recovered dose would be
saved to assess the stability and specific activity of the test article. The specific
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Protocol No.: PRACS R04-1387

PRACS Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Institeste, 1td. Cadaver Skin Model.

activity of the recovered dose from the skin section surface was retained and
specific activity determined (as DPM/pL). This information is presented in the
discussion of Pilot study #1 and is included in the calculated data in the

Appendix. However, the amount of isotope recovered from these samples was
b

w limits of quantification for assessment of radiolabel purity (stability) via
essure liquid chromatography.

Pre-Study Water

Donor ID Integrity Test Result (uL)**

Thickness (mm)*

$S012005 0.28+0.12 0.42£0.11
FD090404 0.38+0.11 0.81+0.25
KS032805 African A 046 +0.18

* Mean % SD from 6 or 7 replicate meag
** Across all section used (n=22) for t

B. Barrier Function Integrity Test

The barrier function integrity was conducted
duration, with the reservoir solution being sap
(the approach developed by this labora
approximately 30 minutes, and again after eigh
assess for damage that may have occurred from th

were made using the Student’s t-test to the control (non-dosed) skin sections. The z
are presented in Table 1.

Due to high residual carbon-14 content in selected samples in the 30 mi
integrity test, the scintillation counter was un-able to differentiate the N
from the carbon-14 using the dual-label quench curve discrimination c¢alculations. In
other words, the remaining THF that was still diffusing out of the skin when the first
post-study integrity test was conducted overwhelmed the amount of tritium present from
the tritiated water such that the dual-label calculation would indicate that no trititum was
present. In those situations, the data in the table reflects only those chambers that
provided a tritium value above background (those which could not be determined are
indicated as “unavailable).
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Protocol No.: PRACS R04-1387

PRA Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
.‘{mﬁm Yea. Cadaver Skin Model.

The data indicate that the ability to assess barrier function at 30 minutes following the
skin surface wash is problematic due to 1) residual '*C-THF diffusion from the skin, and
2) hydration of the skin from the occlusive nature of the applied dose (and occlusion of
the dosing half-cell chimney). The second barrier function test, conducted greater than
fter dose removal is more likely representative of barrier function as
esidual '*C-THF had an opportunity to have been cleared from the

“C-THF. Ten minutes following dose
ected, the surface dose removed and the skin

in Table 2.

application, the reservoir solution was collec and the skin
processed as previously described.

The results from the 60-minute dose exposure '

(remainder of this page intentionally left blank)
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@% Protocol No.: PRACS R04-1387

PRA Determination of the Percutaneous Absorption of THF, in vitre, Using the Human
Institute, Ltd. Cadaver Skin Model.

E. 14 Hour Dose Duration Study

To three donors, each in triplicate, were dosed with 10%, THF spiked with “C-THF.
Over the following fourteen hours reservoir solution samples were collected at 0.5, 1, 2,

orption over the 14-Hour Dose Duration
replicates/formulation/donor)

Cumulative Time
Penetration (ug) (hr)*

0.44+0.10 0.5

2 1.86 19+0.17 1

3 2.01 2.79 +0.32

4 1.72 & 5.55+0.56

5 1.54+0.14

6 1.36 £ 0.12 7

7 1.23+£0.11 9

8 1.16 +0.09 11

9 1.01+0.08 13 15.64 +1.39 14

* Note: “Mid-time” is the central point of the sample collection period and is associated to Flux
“Time” is the cumulative time for each sample collection and is associated to the
cumulative penetration data.
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Protocol No.: PRACS R04-1387

PRA( Q Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Institute, Lea,  Cadaver Skin Model.

Table 5: Extent of *C-THF Absorption over the 14-Hour Dose Duration
(Mean + SE; 3 Donors, 3 replicates/formulation/donor)

Source 10%-THF
15.64 +1.39
sorbed (% Dose) 22.07£1.96
ontent (% Dose) 0
% Dose) 0.001 + 0.000

unts below lower limit of detection (background count)

¢ s defined in the Dermal Test Rule. Specifically,
ion 1s divided by the concentration of the test substance
or "“C-THF dem an initial peak before settling
ate rate of absorption value, for
ation defined by the slope of the
he results are shown in Table 6.

the steady-state rate of ab
applied. As the flux profi
down into a more steady rz
each skin section, was ca
cumulative penetration dat
The mean cumulative penetrat

Table 6: Steady-State Rate o
Associated Kp V.

Concentration = 10% T

Flux Rate 4.

Chamber ID (ug/cmz(/tl_l‘:')m (cm/hr)
20 1.085 . 0.0122
21 1.255 0.0142
22 1.116 0.0126
26 0.937 0.0106
27 0.992 0.0112
28 1.093 0.0123
38 0.811 0.0092
39 0.920 0.0104
40 0.849 0.0096

Mean: 1.006 0.011
SD: 0.143 0.002
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Figure 1: Cumulative Penetration of '*C-THF over the 14-hr Dose Duration
(Mean * SE, n=3 Donors, each in triplicate.)
Dash line = linear regression interpretation of data from T = 4-14 hr.,

Slope Generated from
t=4 to t=14
r* = 0.9947

G. Supplemental Data

Supplemental data collected, to include mass b
can be found in Appendix 6 for both the Pilo

CONCLUSIONS

The data indicate that the 10%- and 30%-THF in water solutions did not signifi
alter the barrier function of the skin, as assessed by the percutaneous absorptio
in the barrier integrity test. However, neat (100%) THF exposure to the skin d
skin’s barrier function to *H,0 suggesting damage did occur to the stratum ¢
skin. Therefore, the results from the 10%- and 30%-THF solutions may}
human skin permeability to THF in un-damage skin from short term expo

All values discussed in the following conclusion statement are represented as mean =+
standard error.

From the 10%-THF, 10-minute dose exposure study, '*C-THF demonstrates a mean flux
rate of 0.353 + 0.119 pg/cm?hr, within the exposure period, with 0.05 + 0.02 pg "*C-

Page 21 of 167



Protocol No.: PRACS R04-1387

PRACS Determination of the Percutaneous Absorption of THF, i vitro, Using the Human
Institute, Led. Cadaver Skin Model.

THF penetrating through the skin. No measurable amounts of *C-THF were found in the
dermis or epidermis following the 10 minute dose exposure duration.

0%-THEF, 10- rmnute dose exposure study, '“C-THF demonstrates a mean flux
1.74 pg/cm?/hr, within the exposure period, Wlth 0.81 + 0.23 pg '*C-THF
ch the skm No measurable amounts of *C- THF were found in the

O-mlnute dose exposure study, '*C-THF demonstrates a mean flux
/cm?/hr, within the exposure, period Wlth 0.24 + 0.09 pg “C-THF
he skini No measurable amounts of 'C- THF were found in the

sure study, '*C-THF demonstrates a mean flux
exposure period, Wlth 1.42 £ 0.36 pg 14C THF

From the 30%-THF, 60-m
rate of 20. 04 + 3.47 pg/c

THF demonstrate a mean flux
od, with 16.03 + 2.78 pg He-

From the 100%-THF, 60- mmu dose expost ates a mean flux
rate of 5.76 + 2.51 pg/cm®/hr, within the exp ug "“C-THF
penetrating through the skin. No measurable ' pund in the

dermis or epidermis following the 60 minute dd

From the 100%-THF, 14 hour dose exposure study C
of 1.01 — 2.01 ug/cmz/hr) with a mean flux ra 4 to 14 h
ng/em®/hr (0=9), with 15.64 + 1 39 pg "“C-THF penetrating through the skin (t=0 to ,
hrs). No measurable amounts of "*C-THF were found in the dermis. The epidermal laye
demonstrated a trace (0.001 pg) amount of *C-THF at the end of the 14 ho
exposure duration.

The permeability coefficient (Kp) was calculated to be 0.011 = 0.002 cn
mean rate of penetration derived from the time span t=4 to t=14 hrs obs;
14 hour dose duration study.
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Institute, Led. Cadaver Skin Model.

1. PROTOCOL AND AMENDMENTS
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Institute, Ltd., Cadaver Skin Model.

2. PILOT STUDY #1

Pilot Study #1 was conducted as the first look to understand the rate and extent of THF

of the text were followed but with the following

onto static Franz Chambers from 1 donor

500 pL of "“C-THF (neat THF) at a specific

3 of the 10 dosed sections used PBS he reservoir solution and were

sampled over a 48 , 12,24, 32 and 48 hrs.

d) 3 of the 10 dosed g i % polyethylene glycol 20 oleyl
ether (PEG) and w i period at 0.17, 0.5, 1, 2, 4, 8, 12,
24, 32 and 48 hrs. \_

e) 2 of the 10 dosed section 4 ’ lution and were
sampled and processed 10 minutes aft

f) 2 of the 10 dosed sections contained
sampled and processed 60 minutes aftet

g) The 2 remaining skin sections were
control skin sections.

h) The post-dose tritiated water test was cond

The initial attempts at occluding the dose half-cell (to prevent THF evaporation) bec
problematic as it was quickly discovered that the Saran™ and Parafilm™ oc
covers (as suggested in the Protocol) readily dissolved upon exposure to the THE
partially successful alternative was found using a double layer of nitrile glove
held in-place with an O-ring. Subsequent post study evaluations resolved
problem with the use of silicone stoppers of sufficient size to fit into tl
opening. The use of the silicone stoppers in the Pivotal section is as desc
body Methods Section.

e half-cell
ed in the text

Results:

The results from Pilot Study #1 are presented in Tables Al1-A3, and Figure Al.
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Table Al: Rate of Absorption of Neat "*C-THF over the 48 hour Dose Period

i,

Mean + SD as pg/cm?/hr from 2-3 replicates/evaluation from 1 donor.

a PBS PBS+6% PEG Mid-Time
Reservoir Reservoir (hr)
1 . 0.60+0.21 6.54 +8.01 0.083
2 4.14 £ 0.90 11.89 £ 8.65 0.333
3 Q 525+0.71 12.40+ 6.62 0.75
4 . 7.6781.01 17.00 + 16.90 1.50
16.78 + 19.59 3.0
30 +7. . 2.714£3.92 6.0
2174095 0.23+0.26 10.0
8 0,08 + 0.02 0.03 = 0.02 18.0
) 0.01 0.01 +£0.01 28.0
0.0 0.007 +0.003 40.0
Table A2: Extent of Abserption of Neat.} r the Indicated Dose Period
Mean =+ SD as gg/cm”/hr fr icates/gvaluation from 1 donor.
t Term
Chamber System Dose Duration Flux Rate tal Absorbed
;"g/cmzlhr (ng)
PBS 10 minutes _0.09+0,
PBS 60 minutes
PBS Reservoir 48 hours
PBS+6% PEG Reservoir 48 hours

Table A3: Change in Barrier Integrity Test Results

Mean as Percent Change from Pre-Dose from 2-3 replicates/evaluation from 1 dono

Chamber System Dose Duration
Control (no Dose) 48 hours
PBS 10 minutes Unavailable.
PBS 60 minutes 311.4+67.1
PBS Reservoir 48 hours 3194.7+£83.2
PBS+6% PEG Reservoir 48 hours 19953+ 1767.9
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Institate, 140,  Cadaver Skin Model.

Figure A1: Rate of Absorption of Neat "*C-THF over the 48 hour Dose Period
Mean + SD as pg/em’/hr from 3 replicates/evaluation from 1 donor.

—#&— PBS Reservoir Solution
g PBS+6% PEG Reservoir Solution

ppendix 2 and 3 for each Pilot
was in coniget with the skin, the

greater the decrease in the specific activity :

-dose was in contact with the skin, with occl

decreased from 13,850 DPM/uL to 0.33 DP

dose durations the specific activity of the dg

across the skin, to the surface of the skin. Trans-epidermal water diffusion, under no
non-occluded conditions ranges from 5 ~ 13 gms/hr/m* (Nilsson, G.E.: On th
Measurement of Evaporative Water Loss, Methods and Clinical Applicatié
Department of Medical Engineering, Linkdping University, Linkoping, Swede
During skin occlusion (either by the THF dose or by the occlusive barri
epidermal water diffusion to the skin surface increases appreciably. Thus, the
dose specific activity, when in contact with the skin is most likely due
from water emerging from the skin surface. ,

Discussion:

The data indicate that steady-state absorption was not achieved primarily due to the loss
of the applied dose from evaporation (insufficient dose half-cell occlusion). By 5 hours it
was visually apparent that the volume of applied dose had diminished, and by 10 hours
there was virtually no applied dose remaining on the surface of the skin.
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The data further indicate that there is no substantially apparent difference in which type
of reservoir solution is used, and that the specific activity of the applied dose was more
than suffigient to assess the percutaneous absorption of the *C-THF in the various kinds

, post dose removal, as assessed using the *H,0, indicate that there
ge in barrier function. However, this change could have been
exposure to the THF, residual *C-THF diffusion from the skin, or
skin was still fully hydrated following the long dose-hydration

>a dramatic
buted to eithe
o the fact that
exposure period

ication of barrier damage associated to the
ater were considered for evaluation, and, that
be extended to allow the skin to return to

ons made from Pilot study #1.
an improvement in chamber seal

revised radiolabel specific activity, and furth i
dose application. Barrier damage potential and JZH] i ( ssed from
different concentrations of THF in water rangin .

Methods:

o

e followed but

The methods described in the body of the text w
exceptions:

a) 12 skin sections were mounted onto static Franz Chambers from .
(SR122704). ,

b) 10 skin sections were dosed with 800 puL of '*C-THF (neat THF ” specific
activity of 849 — 3,275 DPM/uL (varied with THF concentration

¢) 10 of 12 reservoir cells were filled with PBS + 6% PEG solution,
cells received PBS.

d) All reservoirs were sampled at 0.17, 1, 4, 8, 12, 24, 28, 32, 36 and 48 hours after
dosing.

e) 2 skin sections were dosed with a 10%-THF in water solution.

f) 2 skin sections were dosed with a 25%-THF in water solution.

g) 2 skin sections were dosed with a 50%-THF in water solution.

h) 2 skin sections were dosed with a 100% (neat) THF (PBS + 6% PEG reservoir)

remaining 2
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i) 2 skin sections were dosed with a 100% (neat) THF (PBS reservoir)
J) The 2 remaining skin sections were not dosed but sampled and processed as

control skin sections.

2'

e of Absorption of "*C-THF over the 48 hour Dose Period

SD as i */hr from 2 replicates/formulation from 1 donor. |
T 50% THF 100% THF 100% THF Mid-Time
+ 6% P PBS + 6% PEG) | (PBS+6% PEG) (PBS) (hr)
6.41+0.45 5.740.71 21.23+£27.46 96.05 = 133.54 0.083
2 0.59+0.1 8084 60 = 3.00 29.11 = 39.07 84.38 £ 117.66 0.583
3 0.93 2.0.63 04135 25.00 +£29.18 28.39 + 30,54 25
4 0.81 £ 804 418 17484258 24.38 £ 15.44 26.16 £ 24.99 6.0
5 0.83 £ 0.05 185 062 1171£1.05 34.81+4.89 23.24++8.86 10.0
6 0.57 +0.05 2214045 4.79+0.78 15991761 16.18 + 10.34 18.0
7 0.57+0.01 0.17 3.1 77215 1130+ 536 26.0
8 0.46 = 0.00 £ 0.03 36 f’.11 +1.89 6.21+2.90 30.0
9 0.45 +0.01 123+ : 0.30 485197 4394236 34.0
10 0.36 + 0.01 0.86 %+ 1. 15 2.16 £ 0.46 2+ 0.40 42.0
Table AS: Extent of Absorption of Neat "YC-THF overdhe 48-hr eriod
Mean + SD as pg/cm’/hr from 2 repliéates/formulatién from 1 donor.
Applied Dose Reservoir Solution otal Abserbed (ug)
10%-THF PBS + 6% PEG & 2157 125
25%-THF PBS + 6% PEG 82.39+1.02
50%-THF PBS + 6% PEG 24991 +345
100%-THF PBS + 6% PEG 507.37 £36.78
100%-THF PBS 529.49 + 140.80

Table A6: Change in Barrier Integrity Test Results

Mean Percent Change from Pre-Dose from 2 replicates/formulation from 1

Applied Dose Reservoir Solution % Change
Control (no Dose) PBS + 6% PEG 139.14£177.1
10%-THF PBS + 6% PEG 31.4+33.9
25%-THF PBS + 6% PEG 2792.5+328.8
50%-THF PBS + 6% PEG 430.8 = 104.1
100%-THF PBS + 6% PEG 18711.8 +7337.3
100%-THF PBS 8860.4 = 5712.8
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Figure A2: Rate of Absorption of *C-THF from various Concentrations

over the 48 hour Dose Period
Mean = SD as pg/cm’/hr from 3 replicates from 1 donor.

~——10%-THF
8- 25%-THF
st 5Q%-THF
- 100%-THF

Discussion:

It was observed that the use of the silicone « i significantly
limited the evaporation of the THF dose.

The barrier function test, as assessed with >
THF or greater may cause barrier function dz
contaminating the trittum channel was resolved
test and by replacing the reservoir solution with®fresh prior to peérforming the te
However, as the control sample barrier test results are still elevated, possibly
attributable to skin hydration, it was recommended that an the post dose removal
test be conducted at least eight hours after THF dose removal to allow for the
return to more normal hydration conditions (un-occluded). ‘

The rate and extent of THF absorption observed in this Pilot suggests
correlation between 10%- and 25%-THF, but insufficient data is availab extend the
correlation beyond 25%-THF as the 50%- and 100%-THF results demonstrate similar
peak flux rates and very high variability between their duplicate skin sections.

The 10%-THF flux results indicate a near steady-state like rate of THF absorption over
the dose duration period, in particular within the 2 — 15 hour range (following which a
slow decline in THF absorption occurs, which could be attributable to the decline in THF
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dose concentration, either from its own absorption or the trans-epidermal water diffusion
from the reservoir through the skin into the applied dose).
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4. DATA INTERPRETATION AID
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Flow Chart for Interpreting the Study Calculations

To trace the source of data and calculations, follow the numbers on the spreadsheets as outlined below:

"ACROSS DONOR SUMMARY"
This sheet has on it the final summary of resulits.
There may be muitiple "ACROSS DONOR SUMMARY" sheets depending on the number of products te
The numbers are the means of the replicates obtained from each donor.
The calculated numbers for each donor came from each "WITHIN DONOR SUMMARY" sheet.
Consider these results as the study "population” mean.

"WITHIN DONOR SUMMARY"
This sheet has on it the replicate skin section's (individual chamber) results.
Typically there will be from 3 to 4 skin replicates tested for each donor skin.
There will be multiple "WITHIN DONOR SUMMARY" sheets, one for each donor studied.
The calculated numbers came from each "INDIVIDUAL CHAMBER SHEET"
Consider these results as the individual "donor” mean.

"INDIVIDUAL CHAMBER SHEET"
This sheet has on it the source calculations for each individual skin section (chamber).
Two skin sections (chambers) are typically presented on each sheet.
The information and numbers came from the "COVER SHEET"
There will be multiple sets of this sheet representing all the chambers for that donor.

"COVER SHEET"
This sheet:is the starting document that contains all the experimental information
for that individual donor, for that study.
There will be multiple "COVER SHEETS", one for each donor studied.
Each "COVER SHEET" lists the source information for what product was applied
to which skin sections at what dose, when samples were collected, and the
analytical resuits for each sample.

Example Data Flow:

Analytical Results

Individual Chamber Sheet :

Cover Sheet < Individual Chamber Sheet Within Donor- Summary
Individual Chamber Sheet —

Cover Sheet ? Individual Chamber Sheet 7, Within Donor Summary ——» Across Donor Summat
Individual Chamber Sheet

Cover Sheet Y individual Chamber Sheet —%  Within Donor Summary
Individual Chamber Sheet

Final Report Tables
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Protocol No.: PRACS R04-1387

PR.ACS Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Institute, 13, Cadaver Skin Model.

5. CELL CALCULATIONS
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Protocol No.: PRACS R04-1387

PRACS Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Institute, Leg,  C2daver Skin Model.
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Protocol No.: PRACS R04-1387

PRACS Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
institute, L¢d, Cadaver Skin Model.

Donor 1

(SS012005)
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R04-1387 Determination of the Percutaneous Absorption of THF, in vitro, Using the Human Cadaver Skin Model

Socma R04-1387 Within Donor Saummary Donor: 88012005
Drug: THF
Formulation  10% THF (10 min} Formulation  10% THF (60 min)
Sample 18 20 21 Average 8D Mid-T Sample 40 41 a2 Average SD Mid - T
1 0.768 0.310 0.442 0.507 0.238 0.1 1 1.736 2.365 1.467 1.858 0.461 0.5
Tot Pen (ug) 0.102 0.041 0.059 0.068 0.031 Tot Pen (ug) 1.389 1.882 1.474 1.488 0.369
Tot Pen (%) 0.144 0.058 0.083 0.085 0.044 Tot Pen (%) 1.960 2.670 1.856 2.085 0.520
Dermis (%) 0.000 0.000 0.000 0.000 0.000 Dermis (%) 0.000 0.000 0.000 0.000 0.000
Epl (%) 0.000 0.000 0.000 0.000 0.000 Epi (%) 0.000 0.000 - 0.000 0.000 0.000
8. Wash (%) 0.010 0.014 0.008 0.011 0.003 8. Wash (%) C.006 0.027 0.045 0.026 0.019
Total Rec (%) 0.091 0.108 0.043 Total Rec (%) 1.966 2.697 1.701 221 0.516
Formulation  30% THF (10 Formulation  30% THF (60 min)
’ Average 8D Mid-T Sample 43 44 45 Average SD Mid - T
8.689 4.355 0.1 1 18.891 22.884 21983 21.253 2.094 0.5
1.158 0.581 Tot Pen {ug) 15.113 18,307 17.587 17.002 1.675
0.545 0.273 Tot Pen (%) 7.107 8609 8271 7.996 0.788
€.000 0.000 Dermis (%) 0.000 0.000 0.000 0.000 0.000
0.000 0.000 Epi (%) 0.001 0.001 0.001 0.001 0.000
0.032 0.016 8. Wash (%) 0.026 0.038 0.022 0.029 0.009
al Rec (%) 0.577 0.289 Total Rec (%) 7.134 8.649 8.293 8.025 0.792

100% THF (10 min) Formulation  100% THF (60 min}
Sample Sample 46 47 48 Average sp Mid - T
1 2,925 5.258 2.656 3613 1.431 [X3
Tot Pen {ug) 2.340 4,206 2125 2.890 1.145
Tot Pen (%) 0.330 0,593 0.300 0.408 8.162
Dermis (%) 0.000 0.000 0.000 . 0.000 0.000
Epi (%) 0.000 0.000 0.000. 0.000 0.000
S. Wash (%) 0.004 0.011 0.018 0.010 0.006
Total Rec {%) . X X X Total Rec (%) 0.334 0.604 0.316 0.418 0.162

Formutation ~ 10% THF (14 hours) Formulation  Blank (14 hours) .

Sample Sample 19 Average Mid - T
1 1 0.000 0.000 0.26
2 2 0.000 0.000 0.7
3 3 0.000 0.000 15
4 4 0.000 0.000 3
5 5 0.000 0.000 5
6 0.000 0.000 7
7 0.000 0.000 9
8 0.000 0.000 M
Q 0.000 0.000 13

Tot Pen {ug) 16.229 20.128 17.236 0.000 0.000

Tot Pen {%) 22.897 28397 24317 0.000 0.000

Dermis (%) 0.000 0.000 0.000 0.000 0.000

Epi (%) 0.002 0.002 0.001 0.000

8, Wash (%) 0.154 0.139 0.062 0.005

0.004

Total Rec {%) 23052 28538  24.380

Formutation  10% THF {14 hours) - CumPen

Sample 20 2 22 Average SD Time
1 0430 0.572 0.626 0.542 €.101 0.5
2 1.205 1477 1.445 1.376 0.149 1
3 2453 3.026 3.157 3179 0.737 2 Slope
4 5.404 7.451 6.087 6.314 1.042 4 1.085
5 7916 10.774 8.757 9.149 1.46¢ ]
6 10.311 13.465 11.235 11.670 1.621 B
7 12.489 15.767 13.471 13,906 1.677 10 0.9958 ~
8 14.454 18.159 15463 16.025 1.815 12
9 16.229 ~20.128 17.236 17.864 2.024 14
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Protocol No.: PRACS R04-1387

PRACS Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Institute, 149, C2daver Skin Model.

Donor 1
ber Results (10 Minutes)
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R04-1387

Determination of the Percutaneous Absorption of THF, in vitro, Using the Human Cadaver Skin Model

|Socma, donor 1, 10 min

R04-1387

Study Name: I Study #: I
Skin ID # Date Dosed Assay Start Assay Finish Entry Date
$5012005 07/14/2005 07/17/2005 07/17/2005 07/19/2005
Vehicle Tracer Chambers Area Volume Dose Drug Conc. Standard
10% THF THF 18 0.8 53 800 0.0886 4311.4
10% THF] THF 20 0.8 4.6 800 0.0886 4311.4
% THF| THF 2 0.8 5.2 800 0.0886 4311.4
THF THF 22 0.8 5.2 800 0.2658 4034.3
F THF 23 0.8 5.2 800 0.2658 4034.3
THF 24 0. 4.8 800 0.2658 4034.3
100% THF - 25 0. 5.0 00 0.8860 4088.5
: 100% .__THF 26 0. 5.0 00 0.8860 4088.5
il 100% TH . THF 27 0.8 5.4 00 0.8860 4088.5
= r N
V\ & > ; N
] .
[ Units? w om? m ul ugful. DPM/uL
ple Time T Volume Collected: ] 1.00 1
1 0. Fi mple Volume: | 1.00 ]
2 -
3 ackground 18.75
4 ‘Background 18.00
5 % al Dilution: 0
6 idermal Dilution: 1.0
7 Surface Wash D 1.0
8
9
10 1543.65
11 :
12 |
G -
Sample Results 19 20 24
1 969.000 456.000 5497.000
2
4
5
6
7
8
9
10
11 i
12 g
Dermis 14.000 14.000 11.000] 9.000 11.000 10.000
Epidermis 17.000| 16.000 16.000)] 21.000 20.000 22.000
Surface Wash 351.000 508.000 313.000 £33.000 1096.000 1563.000
Other
Water Test 145.00 162.00 128.00 101.00] 102.00 150.00
Sample Results 25 26 27
1 274.000 483.000 375.000
2
3
4
5
6
7
8
9
10
1
12
Dermis 14.000. 12.000 13.000,
Epidermis 15.000; 15.000 19.0001
Surface Wash 124.000 619.000 131.000
Other
Water Test 144.00 146.00 160.00
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R04-1387

Determination of the Percutaneous Absorption of THF, in vitro, Using the Human Cadaver Skin Mode!

1 Study Name: [Socma, donor 1, 10 min (2nd cover sheet) | Study#: | R04-1387
Skin ID # Date Dosed Assay Start Assay Finish Entry Date
SS012005 07/14/2005 07/17/2005 07/17/2005 07/19/2005
Vehicle Tracer Chambers Area Volume Dose Drug Conc. Standard
. 10% THF THF 19 0.8 5.3 800 0.0886 43114
| 4 0% THF THF 20 0.8 4.6 800 0.0886 4311.4
| THE) THF 21 0.8 5.2 800 0.0886 43114
| HF THF 22 0.8 5.2 800 0.2658 4034.3
3 THF 23 038 52 800 0.2658 4034.3
| 309 THF 24 0.8 4.6 800 0.2658 4034.3
- 100% THF 25 0.8 5.0 800 0.8860 4088.5
- : 100% TH THF 26 0.8 5.0 800 0.8860 4088.5
> 180% THF THF 27 0.8 54 800 0.8860 4088.5
Units: . cm? ml ul ug/uL DPM/uL.
Sample Time " Hou Volume Collected: | 1.00 1
1 0.17 ample Volume: ] 1.00 |
3 -
3 - Background 18.75
4 ater Background 18.00
5 |Dermat Dilution: 1.0
3 | Epidermal Dilution: 1.0
7 : Surface Wash D} 1.0
8 ] Other Sa
9
10 d: | 154365 |
11 i
12 it Solution: | _1xPBS
Sample Results 19 20 21 ) 22
1 959.000 456.000 570.0 ) 1544.000
2 4
3
4
5 :
[ o
7
8
9
10
11
12
Top residual (25 pL) 87337.000 87136.000 91767.000 92691.000 §7632.000
Top residual activity (DPM/uL) 3493.5 34854 3670.7| 3707.6 3505.3
Kimwipe 12.000 12.000 13.000, 15.000 16.000
Chamber wash 20.000] 29.000, 27.000 28.000 23.000
Water Test 145.00 152.00, 129.00 101.00 102.00
Sample Results, (ugful.) 25 26 27
1 274.000 483.000 375.000
2
3
4
5
6
7
8
g
10
11
12
Top residual (25 pl.) 93687.000 104390.000 108597.000
Top residual activity (DPM/pL) 3747.5 4175.6| 4343.9]
Kimwipe 15.000, 14.000 13.000
Chamber wash 26.000] 24.000 27.000
Water Test 144.00, 146.00 160.00
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R04-1387 Determination of the Percutaneous Absarption of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS
SkinID: $S012005 Sponsor: Socma, donor 1, 10 min
Date Dosed: 07/14/05

Vehicle: 10% THF

Drug: THF

C-b Total Mass Delta T Flux CumPen Mid-T

940.250  4983.325 0.2 0.768 0.102 0.1
Vol. Total Mass % Dose
Total Absorbed: 0.102 0.144
Dermis: 14.000 0.000 0.000
Epidermis: 17.000 | 0.000 0.000
Surface Wash: 351.000 0.007 0.010

Other
Total Recovery:

0.154 %

Chamber: 20
Sample Conc C-b Total Mass
1 456.000 437.250° 2011.350
Conc Conc-b Vol. Total Mass % Dose
Total Absorbed: From Above NA - 0.041 0.041 0.058
Dermis: 14.000 -4.750 1 -4.750 0.000 0.000
Epidermis: 16.000 -2.750 1 -2.750 0.000 0.000
Surface Wash: 508.000 489.250 1 489,250 0.010 0.014
QOther
Total Recovery: 0.072 %
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R04-1387 Determination of the Percutaneous Absorption of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS

Skin ID: S$S012005 Sponsor: Socma, donor 1, 10 min
Date Dosed: 07/14/05

Vehicle: 10% THF

Drug: THF
C-b Total Mass Delta T Flux CumPen Mid-T
551.250  2866.500 0.2 - 0442 0.059 0.1
Total Mass % Dose

Total Absorbed:

0.059 0.083
Dermis: 0.000 0.000
Epidermis: 0.000 0.000
Surface Wash: 0.006 0.009
Other

Total Recovery: 0.091 %

Chamber: 22

Total Ma

Sample Conc C-b
1 1544.000 1525.250  7931.300

Conc Conc-b Vol. Total Mass % Dose
Total Absorbed: From Above NA 0.523 0.523 0.246
Dermis: 9.000 -9.750 1 -9.750 -0.001 0.000
Epidermis: 21.000 2.250 1 2.250 0.000 0.000
Surface Wash: 533.000 514.250 1 514.250 0.034 0.016
Other
Total Recovery: 0.261 %
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R04-1387 Determination of the Percutaneous Absorption of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS

SkinID: S$S012005 Sponsor: Socma, donor 1, 10 min

Date Dosed: 07/14/05

Vehicle: 30% THF

Drug: THF

C-b Total Mass Delta T Flux CumPen Mid-T

3773.250 19620.900 0.2 9.695 1.293 0.1
Vol. Total Mass % Dose
Total Absorbed 1.293 1.293 0.608
Dermis: -7.750 7.750 -0.001 0.000
Epidermis: 1.250 .250 0.000 0.000
Surface Wash: 077.250 0.033

Other

Total Recovery:

0.641 %

Chamber: 24

Sample Conc C-b Total Mass'
1 5497.000 - 5478250 25199.950
Conc Conc-b Vol. Total Mass % Dose
Total Absorbed: From  Above NA 1.660 1.660 0.781
Dermis: 10.000 -8.750 1 -8.750 -0.001 0.000
Epidermis: 22.000 3.250 1 3.250 0.000 0.000
Surface Wash: 15663.000  1544.250 1 1544.250 0.102 0.048
Other
Total Recovery: 0.828 %
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R04-1387

R04-1387
Skin ID:

Determination. of the Percutaneous Absorption of THF, in vitro, Using the Human Cadaver Skin Model

INDIVIDUAL CHAMBER RESULTS

$S012005 Sponsor: Socma, donor 1, 10 min

Date Dosed: 07/14/05

Vehicle: 100% THF

Total Absorbed:
Dermis:
Epidermis:
Surface Wash:
Other

Drug: THF
C-b Total Mass Delta T Flux CumPen Mid-T
255.250 1276.250 0.2 2.074 0.277 0.1
Vol. Total Mass % Dose

0.039
0.000
0.000
0.003

Total Recovery:

0.042 %

Chamber: 26
Sample Conc C-b Total Mass®
1 483.000 464.250  2321.250
Conc Conc-b Vol. Total Mass % Dose
Total Absorbed: From  Above NA 0.503 0.503 0.071
Dermis: 12.000 -6.750 1 -6.750 -0.001 0.000
Epidermis: 15.000 -3.750 1 -3.750 -0.001 0.000
Surface Wash: 619.000 600.250 1 600.250 0.130 0.018
Other
Total Recovery: 0.089 %
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R04-1387 Determination of the Percutaneous Absorption of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS

Skin ID: $S5012005 Sponsor: Socma, donor 1, 10 min
Date Dosed: 07/14/05

Vehicle: 100% THF

Drug: THF
C-b Total Mass Delta T Flux CumPen Mid-T
356.250 1923.750 0.2 3.127 0.417 0.1
Vol. Total Mass % Dose
Total Absorbe: 0.417 0.059
Dermis: -0.001 0.000
Epidermis: 0.000 0.000
Surface Wash: 0.024 0.003
Other

Total Recovery: 0.062 %

Chamber:

Sample Conc
1

C-b Total Mas

Conc Conc-b Vol. Total Mass % Dose
Total Absorbed: From - Above NA 0.000 0.000 0.000
Dermis:
Epidermis:
Surface Wash:
Other
Total Recovery: 0.000 %
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Protocol No.: PRACS R04-1387 -
Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Tnstitute, Ltd. Cadaver Skin Model.

Donor 1
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R04-1387 Determination of the Percutaneoys Absarption of THF, in vitro, Using the Human Cadaver Skin Model

| Study Name: ISocma, donor 1, 60 min | Study# | Ro41387 |
Skin ID # Date Dosed Assay Start |  Assay Finish Entry Date
S$8012005 07/14/2005 07/17/2005 07/17/2005 07/19/2005
Vehicle Tracer Chambers Area Volume Dose Drug Conc. Standard
r 10% THF| THF 40 0.8 54 . 800 0.0886 4311.4
10% THF| THE 41 0.8 4.9 00 0.0886 43114
% THF| THF 42 0.8 4.6 00 0.0886 4311.4
THF| THE 43 0.8 4.6 00 0.2658 4034.3
p: Fi THF 44 0.8 4.4 00 0.2658 4034.3
i : THF 45 0.8 5.2 00 0.2658 4034.3
1009 THF 48 0.8 5.2 00 0.8860 4088.5
100% THF 47 0.8 4.5 00 0.8860 4088.5
100% THi THF 48 0.8 4.6 00 0.8860 4088.5
.
Units: _cm? ml ul ugful. DPM/uL
.
ampie Time g Sai lume Collected: | 1.00 1
1 Final le Volume: | 1.00 j
2 3 3
3 Dru ground 18.75
4 round 18.00
5 flution; 1.0
[ gtmal Dilution: 1.0
7 urface Wash Dilution: 1.0
8 Other Sampl -
9 . 7
10 i Water Standard - 543.65
11 : s ¥
12 . Receptor. 8¢ > k x PBS |
| ?f’
N 2 ;
b > i %
Sample Results 40 42 B : 44 o
1 12537.000 18810.000) 12434.0 : 00| 63170.000 - 52.000
2 - y i
3
4
5 "
6 o,
7 .
8 ;
9 = N
10 ;s
1" 5
12 . a i
Dermis 16.000! 17.000 19.600; 2400 15.000, =" 14.000]
Epidermis 30.000] 31.000] 27.000 47.000 53.000 42.000]
Surface Wash 230.000] 949,000 1558.000] 857.000] 1258,000 722.000
Other
- |Water Test 100.00; 150.00 108.00)] 160.00] 162.00, 176.00]
Sample Results 46 47 48
1 2095.000! 4332.000] 2150.000|
2
3
4
5
6
7
8
9
10
"
12
Dermis 15.000; 15.000 138.000)
Epidermis 19.000] 20.000; 25.000
Surface Wash 162.000 381.000; 537.000
Other -
Water Test 161.00) 138.00 123.00)

Skin CalculationsV7.
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R04-1387

Determination of the Percutanegus Absorption of THF, in vitro, Using the Human Cadaver Skin Model

r other Data

| Study Name: [Socma, donor 1, 60 min (2nd cover sheet) | study# [ Ro4-1387 |
Skin ID # Date Dosed Assay Start . | Assay Finish Entry Date
S$8012005 07/14/2005 07/17/2005 07/17/2005 07/19/2005
Vehicle _I Tracer Chambers Area Volume Dose Drug Conc. Standard
10% THF; THF 40 0.8 5.4 800 0.0886 4311.4
10% THF THF 41 0.8 4.9 00 0.0886 43114
10% THF THF 42 0.8 4.6 00 0.0886 43114
0% THF| THF 43 0.8 4.6 00 0.2658 4034.3
THF] THF 44 0. 4.4 00, 0.2658 4034.3
HF THF 4 Q. 5.2 00 0.2658 4034.3
1 THF 46 0. 5.2 00 0.8860 4088.5
100 THF 47 08 4. 00 0.8860 4088.5
" 100% THF 48 0.8 4.6 00. 0.8860 4088.5
|
I
: Un| cm? mi ul. ugful. DPM/ul.
ample Time sie Volume Collected: | 1.00 |
1 mple Volume: | 1,00 ]
2
3 ickground 18.75
4 o ackground 18.00
5 al Dilution: 1.0
& idermal Dilution: 1.0
7 : Surface Wash Dilution: 1.0
8 5 Other Samples
9 [
10
11
12 |
2
Sample Results 40 . 45
1 12537.000) 18810.000) 63170.00! %, 51352.000
2 :
3
4
5 -
s i
7
8 e
10 -
11
12 S
Top residual (25 pL) 77914.000 77856.000 79038.000! .000) 74085.000 73791.000
Top residual activity (DPM/uL) 16.6 3114,2 3161.5 “2967.7 2963.8{ 2951.6]
Kimwipe .000 152.000 2,000 9.000 4.000 8.000
Chamber wash 24,0001 24.000] 24.000] 28.000) 26,000 3.000
anter Test 100.00; 150.00)| 06.00; 160.00) 162,00 76.00
Sample Results 46 47 48
1 2095.000 4332.000] 2150.000)
2
3
4
5
[
7
-
9
10
11
12
Top residual {25 pL) 104022.000} 105244.000] 102738.000]
Top residual activity (DPM/pL) 4160.9; 4209.8f 4109.5!
Kimwipe 18.000, 2.000 11.000,
‘Chamber wash 22.000) 27.000] 24.000
Water Test 161.00) 38.00 123.00)
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R04-1387 Determination of the Percutaneou? g\bsorption of THF, in vitro, Using the Huhan Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: $S012005 Sponsor: Socma, donor 1, 60 min
Date Dosed: 07/14/05
40 Vehicle: 10% THF
Drug: THF
Congc C-b Total Mass Delta T Flux CumPen Mid-T
537.000 12518.250 67598.550 1.0 1.736 1.389 0.5

Total Mass % Dose
1.389 1.389 1.960
Dermis: -2.750 0.000 0.000

0.000 0.000
0.004 0.006

Epidermis:
Surface Wash:
Other

Total Recovery:

Chamber: 41

Sample Conc C-b Total Mass
1 18810.000 18791.250 - 92077.12

Conc Conc-b Vol. Total Mass

Total Absorbed: From  Above NA 1.892 1.892
Dermis: 17.000 -1.750 1 -1.750 0.000
Epidermis: 31.000 12.250 1 12.250 0.000
Surface Wash: 949.000 930.250 1 930.250 0.019
Other

Total Recovery:
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R04-1387

R04-1387
Skin ID:

Determination of the Percutaneoug i\bsorption of THF, in vitro, Using the Human Cadaver Skin Mode!

INDIVIDUAL CHAMBER RESULTS

$S012005 Sponsor: Socma, donor 1, 60 min
Date Dosed: 07/14/05

Vehicle: 10% THF

Total Abs
Dermis:
Epidermis:
Surface Wash:
Other

Drug: THF
C-b Total Mass Delta T Flux CumPen Mid-T
12415.250  57110.150 1.0 1.467 1.174 0.5
Vol. Total Mass % Dose

1.174 1.174 1.656

0.000 0.000
0.000 0.000
0.032 0.045

Total Recovery:

%

Chamber:

Sample

43

Conc C-b Total Mas Mid-T

1

49886.000 49867.250 229389.

Conc Conc-b Vol. Total Mass
Total Absorbed: From Abaove NA 16.113 15.113
Dermis: 17.000 -1.750 1 -1.750 0.000 0.000
Epidermis: 47.000 28.250 1 28.250 0.002 0.001
Surface Wash: 857.000 838.250 1 838.250 0.055 0.026
Other
Total Recovery: 7134 %
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R04-1387 Determination of the Percutaneoug ébsorption of THF, in vitra, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: S$8012005 Sponsor: Socma, donor 1, 60 min
Date Dosed: 07/14/05
44 Vehicle: 30% THF
Drug: THF
Conc C-b Total Mass Delta T Flux CumPen Mid-T
3170.000 63151.250 277865.500 1.0 22.884 18.307 0.5

Vol, Total Mass % Dose

Total Absaf 18.307 8.609
Dermis: 0.000 0.000
Epidermis: 0.002 0.001
Surface Wash: 0.082 0.038
Other

Total Recovery:

Chamber: 45

Sample Conc C-b Total Ma
1 51352.000 51333.250 266932.9

Conc Conc-b Vol. Total Mass
Total Absorbed: From Above NA 17.587 17.587
Dermis: 14.000 -4.750 1 -4.750 0.000 0.000
Epidermis: 42.000 23.250 1 23.250 0.002 0.001
Surface Wash: 722.000 703.250 1 703.250 0.046 0.022
Other
Total Recovery: 8.293 %
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R04-1387 Determination of the Percutaneou; Qbsorption of THF, in vitro, Using the Human Cadaver Skin Mode!

R04-1387 INDIVIDUAL CHAMBER RESULTS

Skin ID: $8012005 Sponsor: Socma, donor 1, 60 min
Date Dosed:  07/14/05

Vehicle: 100% THF

Drug: THF
C-b Total Mass Delta T Flux CumPen Mid-T
2095.000 - 2076.250 10796.500 1.0 2.925 2.340 0.5
Vol. Total Mass % Dose

Total Abs: 2.340 2.340 0.330
Dermis: -0.001 0.000
Epidermis: 0.000 0.000
Surface Wash: 0.031 0.004
Other

Total Recovery:

Chamber: 47

Sample Conc C-b Total Ma
1 4332.000  4313.250 19409.6;

Congc Conc-b Vol. Total Mass
Total Absorbed: From Above NA 4.206 4.206 ;
Dermis: 15.000 -3.750 1 -3.750 -0.001 0.000
Epidermis: 20.000 1.250 1 1.250 0.000 0.000
Surface Wash: 381.000 362.250 1 362.250 0.079 0.011
Other
Total Recovery: . 0.604 %
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R04-1387 Determination of the Péféﬂtérieo%s ﬁ\)bs‘crﬁtibh of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS

Skin ID: $S012005 Sponsor: Socma, donor 1, 60 min
Date Dosed: 07/14/05

Vehicle: 100% THF

Drug: THF
C-b Total Mass Delta T Flux CumPen Mid-T
2131.250 9803.750 1.0 2.656 2.125 0.5
Vol. Total Mass % Dose
Total Abs: 2125 2125 0.300
Dermis: -5.750 -0.001 0.000

Epidermis: 0.001 0.000
Surface Wash: 0.112 0.016
Other

Total Recovery: 0.316 %

Chamber:

Sample Conc
1

Total Absorbed:
Dermis:
Epidermis:
Surface Wash:
Other

Total Recovery: 0.000 %
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Protocol No.: PRACS R04-1387

PRA Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Inistitute, Led. Cadaver Skin Model,

Donor 1
amber Results (14 Hours)
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R04-1387

Determination of the Percutaneoys Absorption of THF, in vitro, Using the Human Cadaver Skin Model

| Study Name: |Socma, donor 1, 14 hours |_Study# | Roa1387 |
Skin ID # Date Dosed Assay Start | Assay Finish Entry Date
S$5012005 07/27/2005 07/29/2005 07/29/2005 08/01/2005
Vehicle Tracer Chambers Area Volume Dose Drug Conc. Standard
Blank] No dose 19 0.8 5.0 800 0.0886 43114
10% THF THF 20 0.8 56 00 0,0886 43114
10% THF| THF 21 0.8 5.1 00 0,0886 43114
10% THF THF 22 0.8 53 00 0.0886 4311.4
d cm? ml uL ug/uL DPM/uUL
e Volume Collected: | 1.00 |
ample Volume: | 1.00 |
18.75
18,00
1.0
: 1.0
Surface Wash Dilution: 1.0
|Other Samples iy
Water Standardy 1360.447
11
12 Re: H | _1x PBS |
Sample Results 19 : .
1 14.000 3752.000 5 $762.000 o
2 12.000] 6760.000) 654 7544.000)
3 16.000 10862.000) 23383.0 +15736.000)
4 17.000 25655.000] 33653.00 ' 26922,000
5 11.000 21848.000] 317230 24534.000]
6 16.000) 20829.000 25692 22765.000])
7 17.000] 18950.000; 2189 ' 20547.004
8 12.000 17092.000) 229 18308,
9 16.000 15445.000) 188 162
10
11 ;
12 d
6.000 6.000 6.000 .000
6.000] 71.000 83.0001 62.000]
190.000 5320.000 4827.000] 2148.000
146.00 181.00; 170.00 175.00,
Sample Results
2
4
5
6
7
8
9
10
11
12
Dermis
Epidermis
Surface Wash
Other
Water Test
Skin CalculationsV7.
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R04-1387

Determination of the Percutaneous Absor

Cover Other Dala’

ption of THF, in vitro, Using the Human Cadaver Skin Model

I Study Name:

ISocma, donor 1, 14 hours (2nd cover sheet) l Study #: I R04-1387 I
Skin ID # Date Dosed Assay Start | Assay Finish Entry Date
S$5012005 07/27/2005 07/29/2005 07/29/2005 08/01/2005
|Vehicle I Tracer Chamb Area Volume. Dose Drug Conc. Standard
Blank] _ No dose 19 08 50 800 0.0686 43114
10% THF THF 20 0. 5.6 00 0.0886 43114
25, 10% THF THF 21 0. 5.1 00 0.0886 43114
0% THF] THF 22 0. 5.3 00 0.0886 4311.4
o
|
. P | - s
Uni com? ml ul. ug/ul. DPM/ul.
ample Time Volume Collected: ] 1.00 ]
1 mple Volume: | 100 |
2 k
3 1 ackground 18.75
4 2 ackground 18.00
5 o 2 ? mal Dilution: 0
6 ; 2 idermal Dilution: .0
7 2 Surface Wash Dilution: .0
8 2 | Other Sampl; .
9 2 - » S
10 = Water Standard; : 1360.447
11
12 Rece Zof  1x PBS |
Sample Results 19 . i N
14.000] 3752.000) 547 2.000
2 12.000 6760.000 8654. 44,0001
3 16.000] 10862.000; 23383.000 6.000
4 7.000] 25655.000 3653.000 922000, r:
5 1,000 21848.000] 1723.001 124534.000)
6 6.000 20829.000 56! 22765.000 % K s
4 17.000 18950.000] 21894. F 20547.000].¢
19.000] 17092.000, 22929, 18308.
16.000) 15445.000] 188113 ¥ 162984 2
10 a 2
11 g
12 : : £
Top residual (25 pL) 13.000; 39858,000 36466.000 .000]
Top residual activity {DPM/uL) 0.5] 594.3 1458.6 1565.8
Ki p 3.000)] 2.000| 46.000] 18,000
Ch wash 2.000) 6.000 27.000] 21,000
Water Test 46.00 81.00 170.00) 175.00,
Sample Results
1
2
3
4
5
6
7
8
9
10
11
12
Top residual (25 pl.)
Top residual activity (DPM/uL)
Kimwipe
[Chamber wash
Water Test
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R04-1387 Determination of the Percutaneou? ébsorption of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: SS012005 Sponsor: Socma, donor 1, 14 hours
Date Dosed: 07/27/05

Vehicle: Blank

Drug: No dose
C-b Total Mass Delta T Flux CumPen Mid-T
-4.750 -23.750 0.5 -0.001 0.000 0.3
-6.750 -33.750 0.5 -0.002 -0.001 0.8
-2.750 -13.750 1.0 0.000 -0.001 1.5
-1.750 -8.750 2.0 0,000 -0.002 3.0
-7.750 -38.750 2.0 0.000 -0.002 5.0
2,-2.750 -13.750 2.0 0.000 -0.003 7.0
-8.750 2.0 0.000 -0.003 9.0
1.250 2.0 0.000 -0.003 11.0
2.0 0.000 -0.003 13.0

Mass % Dose
0.000 . -0.001
0.000 0.000
Epidermis: 0.000 0.000

Surface Wash:
Other
Total Recovery:

Chamber: 20
Sample Conc C-b Total Mass

1 3752.000  3733.250 20906.200:

2 6760.000 6741.250 37751.00

3 10862.000 10843.250 60722.200

4 25655.000 25636.250 143563.000

5 21848.000 21829.250 122243.800

6 20829.000 20810.250 116537.400

7 18950.000 18931.250 106015.000

8 17092.000 17073.250 95610.200

<] 15445.000 15426.250 86387.000

Conc Conc-b Vol. Total

Total Absorbed: From = Above NA 16.229 16.229
Dermis: 6.000 -12.750 1 -12.750 0.000 0.000
Epidermis: 71.000 52.250 1 52.250 0.001 0.002
Surface Wash: 5320.000 5301.250 1 5301.250 0.109 0.154
Other
Total Recovery: 23.052 %
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R04-1387 Determination of the Pérﬁﬁiéhébug _ﬁbs’drﬁtién of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: S$S012005 Sponsor: Socma, donor 1, 14 hours
Date Dosed:  07/27/05
21 Vehicle: 10% THF
Drug: THF

C-b Total Mass Delta T Flux CumPen Mid-T
5460.250 27847.275 0.5 1.431 0.572 0.3
8635.250 44039.775 0.5 2.263 1.477 0.8

23364.250 119157.675 1.0 3.061 3.926 1.5
33634.250 171534.675 2.0 2.203 7.451 3.0

1704.250 161691.675 2.0 2.077 10.774 5.0
130933.575 2.0 1.682 13.465 7.0
111663.775 2.0 1.433 15.757 9.0
116842.275 2.0 1.501 18.159 11.0
2.0 1.231 20.128 13.0

Mass % Dose

20.128 28.397

0.000 0.000

Epidermis: 0.001 0.002

Surface Wash:
Other
Total Recovery:

Chamber: 22
Sample Conc C-b

1 5762.000 5743.250

2 7544.000 7525.250

3 15736.000 15717.250 . 83301.425

4 26922.000 26903.250 142587.225

5 24534.000 24515250 129930.825

6 22765.000 22746.250 120555.125

7 20547.000 20528.250 108799.725

8 18308.000 = 18289.250 96933.025

2] 16298.000 16279.250 86280.025

: Conc Conc-b Vol. Total

Total Absorbed: From Above NA 17.236 17.236 24.317
Dermis: 13.000 -5.750 1 -5.750 0.000 0.000
Epidermis: 62.000 43.250 1 43.250 0.001 0.001
Surface Wash: 2149.000 2130.250 1 2130.250 0.044 0.062
Other
Total Recovery: 24.380 %
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Protocol No.: PRACS R04-1387

P A Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Institute, Ld, Cadaver Skin Model.

Donor 2 |

(FD090404)
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R04-1387 Determination of the ﬁ-ercutaneous Absbfbfion of THF, in vitro, Using the Human Cadaver Skin Model

Within Donar Summary Donar:  FDOSD404
Orug: THF
Farmulation  10% THF (10 min) Formulation 10% THF (80 min}

Sample 19 20 21 Average SD__ _Mid-T Sample 37 38 39 Average SD Mid-T

1 0.663 C.393 0.241 0.433 0.213 0.1 1 2834 2.648 2.048 2.509 0412 X3
Tot Pen (ug} 0.088 0.052 0.032 0.058 0.028 Tot Pen {ug) 2.267 2.118 1.637 2.008 0.329
Tot Pen (%) 0.125 0.074 0.045 0.081 0.040 Tot Pen {%) 3.198 2.989 2.310 2832 0.485
Dermis (%) 0.000 0.000 0.000 0.000 0.000 Dermis (%) 0.000 0,000 0.000 0.000 0.000
Epl (%) 0.000 0.001 0.001 0.000 0.000 Epi {%) 0.000 0.000 0.000 0.000 0.000
$. Wash (%) 0.072 0.138 0.249 0.153 0.089 S. Wash (%) 0.189 0.338 0.308 0.278 0.079

Total Rec (%) 0.295 0.235 0.053 Tolal Rec (%) 3.387 3.327 2617 3.110 0428

Formulation 30% THF (60 min)

Formulatior  30% THF (10

Sample Average 8D Mid-T Sample 40 41 42 Average SD  Mid-T
8.797 2444 0.1 1 27.353 20,807 27.907 25.356 3.949 0.5
0.908 0.326 Tot Pen {ug) 21.862 16.646  22.325 20.285 3.159
0.426 0.153 Tot Pen (%) 10.281 7.828 10499 9.538 1.486
0.000 0.000 Dermis (%) 0.000 0.000 0.000 0.000 0.000
0.001 0.000 Epi (%) 0.000 0.000 0.000 0.000 0.000
0.178 0.076 S. Wash (%) 0.118 0:300 0.344 0.254 0.120
0.606 0.202 Total Rec (%) 10.409 8.128 10.843 9.793 1,458

Formulation  100% THF (6C min)

Sample 44 45 Avsra 8D Mid-T
1 4.838 13,001 14,425 10.755 5173 0.5
Tot Pen {ug) 3.87 10.401 11.540 8.604 4.138
Tot Pen {%) 0.548 1.467 1.828 1.214 0.584
Dermis (%) 0.000 0.000 0.000 ©.000 0.000
Epi (%) 0.000 0.000 0.000 0,000 0.000
S. Wash (%) 0.332 0.498 0.259 0.363 0.123
Total Rec (%) 0.255 Total Re¢ (%) 0.877 1.966 1.886 1.877 0.607
Formulation  10% THF (14 hours) Formutation 8lank (14 hours)
Sample Sample 25 Average Mid-T
1 1.198 1 0.000 0.000 0.25
2 1.72% 2 0.000 0.000 Q.75
3 1.883 3 0.000 0.000 1.5
4 1614 4 0.000 0.000 3
5 1.445 1.562 ©.000 8
6 1.243 1.385 1.428 0.000 7
7 1.183 1.223 1416 0.000 9
8 1.083 1.8 1.253 0.000 il
9 0.937 0.964 1.067 0.000 13
Tot Pen {ug) 14.650 15425 17.811 0.000
Tot Pen (%) 20668 21762 25129 0.000
Dermis (%) €.000 0.000 0.000 0.000
Epi (%) ©.001 0.002 0.002 0.000
8. Wash (%} 0.215 0.271 0.486 0.001
Total Rec (%) 20.884 22035 25616 0.001

Formulation  10% THF (14 hours) - CumPen

Sample 26 27 28 Average Sb Jime
1 0.479 0.415 0.738 0.545 0.172 0.5
2 1.168 1.213 1.637 1.339 0.259 1
3 2674 2,819 3.647 3.047 0.526 2
4 5.256 5474 6,894 5.875 0.890 4
5 7.568 7.973 9.542 B.363 1.047 ]
[} 9.556 10.141 11.834 10,510 1.183 8
7 11.417 12.007 14.099 12.538 1.394 10
8 13.150  13.882 16.104 14.379 1.538 12
9 14.650 15425 17811 15.962 1.648 14
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Protocol No.: PRACS R04:1387

PRACS Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Tnstitute, 1 td. Cadaver Skin Model.

Donor 2
mber Results (10 Minutes)
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R04-1387 Determination of the Percutaneogoi r@agsorption of THF, in vitro, Using the Human Cadaver Skin Model

I Study Name: |Socma. donor 2, 10 min I Study #: l R04-1387 I
Skin 1D # Date Dosed Assay Start Assay Finish Entry Date
FD090404 07/19/2005 07/20/2005 07/20/2005 07/20/2005
Vehicle Tracer Chambers Area Volume Dose Drug Cone. Standard
10% THF THF 19 0.8 5.4 800 0.0886 4311.4
+10% THF THE 20 0.8 4.0 00 0.0886 4311.4
THF THFE 21 0.8 5.2 00 0.0886 4311.4
HF THF 22 0.8 5.1 00 0.2658 4034.3
J THF 23 0.8 4.4 00 0.2658 4034.3
30 THF 24 [+X 4.4 800 0.2658 4034.3
100% THF 25 0. 54 800 0.8860 4088.5
100% TH THF 26 0. 5.2 800 0.8860 4088.5
100% THF HF 27 0. 5.0 800 0.8860 4088.5
|
" Units: B om? mi ul ug/ul DPM/ul.
Sample Time S Sari lume Collected: 1 1.00 1
1 K . Fin ple Volume: ] 1.00 |
2
3 raund 18.75
4 ckground 16.00
5 | Dilution: 1.0
6 dermal Dilution: 1.0
7 Surface Wash Dilution: 2 | 1.0
8 Other Samples
9 S
10 Water Stand 1360.447
11 o
12 Regul : 1x PBS 1
=
" -3
Sample Results 19 20 21 i 23 / 4
1 815.000 657.000 320.001 397.000 364 1858.000;
3 - #
3 -
2 N
5 ?
6
7 o
8 ol %
9 “ '
0
11 N
2
Dermis 0.000] 0.000, 0.000. 0.000; 0.000, 0.000
Epidermis 33.000 36.000 38.000 52.000 59.000 66.000
Surface Wash 2505.000 4769.000; 8602.000 4686.000 8583.000 4078.000
Other
Water Test 157.00 190.00] 155.00 196.00| 202.00 261.00
Sample Results 25 26 27
1 225.000 221.000] 223.000
2
3
4
5
6
7
8
9
10
11
12
Dermis 0.000 4.000 0.000
Epidermis 20.000 28.000 28.000
Surface Wash 7236.000 6758.000 8905.000
Other
Water Test 164.00 153.00] 353.00
$kin CalcuiationsV7
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R04-1387 ' Determination of the Percutaneous Absorption of THF, in vitro, Using the Human Cadaver Skin Model

A Cover ather Dafa

| Study Name: ISocma, donor 2, 10 min (2nd cover sheet) | Study #: I R04-1387 I
Skin 1D # Date Dosed Assay Start Assay Finish Entry Date
FDO90404 07/19/2006 07/20/2005 07/20/2005 07/20/2005
Vehicle _I Tracer Chambers Area Volume Dose Drug Conc. Standard
10% THF| THF 19 0.8 5.4 800 0.0886 4311.4
10% THF| THF 20 0. 4.0 00 0.0886 4311.4
THF 21 0. 5.2 00 0.0888 4311.4
THF 22 0., 5.1 00 0.2658 - 4034.3
THF 23 0.8 4.4 00 0.265 4034.3
THF 24 0.8 4.4 800 0.265 4034.3
THF 25 Q. 54 800 0.8860 4088.5
THF 26 Q. 5.2 800 0.8860 4088.5
THF 27 0. 5.0 800 0.8860 4088.5
“ 1 Unl cm? mi ul. ug/uL DPMuL
Sample Time § Volume Collected: { 1.00 |
1 ] sample Volume: ¥ 1,00 |
2 : ;
3 5 ackground 18.75
4 i v Background 16.00
5 : rmal Dilution: 1.0
6 Epidermal Dilution: 1.0
7 Surface Wash Dilution: 1.0
8 Other Samples
9 )
10 Water Sta ¢ : 1360.447
11 % 4
12 ‘ ion: | 1x PBS ]
W
Sample Ry 19 20 21 V 23 . 24
1 815,000 657.000 320. 3397.000| -3 .. 1858.000
2 A
3
4 o 5
5 A
6 Lt
7
8
9 i
10
1
12 "
Top residual (25 pL) 83224.000 93701000 94102,000 92028.000 92551.000 87566.000
Top residual activity (DPM/pL) 3729.0 3748.0 3764.1 3681.1 702.0. 3502.6
Kimwipe 4.000 19.000] 6.000 25.000 5.000 8.000
Chamber wash 25.000 23.000 23.000 25.000 24.000 8.000
Water Test 157.00, 190.00, 1566.00 196.00 202.00 61.00]
Sample Results 25 26 27
1 225.000 221.000 223.000
2
3
4
5
6
7
8
9
10
1
12
Top residual (25 pL) 109579.000 110144.000 108734000
Top residual activity (DPM/uL) 4383.2 4405.8 43494
Kimwipe 13.000) 15.000] 14.000,
Chamber wash 23.000 23.000 26.000
‘Water Test 164.00] 153.00, . 353.00
Skin CalculationsV7?
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R04-1387 Determination of the Percutaneou? ébsorption of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: FD090404 Sponsor: Soéma, donor 2, 10 min
Date Dosed: 07/19/05
19 Vehicle: 10% THF
Drug: THF
Conc C-b Total Mass Deita T Flux CumPen Mid-T
815.000 796.250 4299.750 0.2 0.663 0.088 0.1

Mass % Dose
0.088 0.125
0.000 -0.001
Epidermis: 0.000 0.000

Surface Wash:
Other
Total Recovery:

Chamber:
Sample Conc C-b Total Mass Mid-T
1 657.000 638.250
Conc Conc-b Vol. Total Mass
Total Absorbed: From Above NA 0.052 0.052
Dermis: 0.000 -18.750 1 -18.750 0.000
Epidermis: 36.000 17.250 1 17.250 0.000
Surface Wash: 4769.000  4750.250 1 4750.250 0.098
Other

Total Recovery:
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R04-1387

Determination of the Percutaneoug jbsorption of THF, in vitro, Using the Human Cadaver Skin Model
R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: FD090404 Sponsor: Socma, donor 2, 10 min
Date Dosed: 07/19/05
21 Vehicle: 10% THF
Drug: THF
Conc C-b Total Mass Deita T Flux CumPen Mid-T
320.000 301.250 1666.500 0.2 0.241 0.032 0.1
Vol. Total Mass % Dose
Total Abs 0.032 0.045
Dermis: 0.000 -0.001
Epidermis: 0.000 0.001
Surface Wash: 0.176 0.249

Other

Total Recovery:

Chamber: 22

Sample Conc C-b Total Ma

1 3397.000  3378.250 17229.

Conc Conc-b Vol. Total
Total Absorbed: From  Above NA 1.135 1.135 0.534
Dermis: 0.000 -18.750 1 -18.750 -0.001 -0.001
Epidermis: 52.000 33.250 1 33.250 0.002 0.001
Surface Wash: 4686.000 4667.250 1 4667.250 0.307 0.145
Other
Total Recovery: 0.679 %

Page 77 of 167



R04-1387 Determination of the Percutaneoug é\bsorption of THF, in vitro, Using the Human Cadaver Skin Mode!

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: FD090404 Sponsor: Socma, donor 2, 10 min
Date Dosed: 07/19/05
23 Vehicle: 30% THF
Drug: THF
Conc C-b Total Mass Delta T Flux CumPen Mid-T
3643.000 3624.250 15946.700 0.2 7.880 1.051 0.1

Vol. Total Mass % Dose
NA 1.051 1.051 0.494

Total Abs:

Dermis: " R 4 -18.750 -0.001 -0.001
Epidermis: . . 0.250 0.003 0.001
Surface Wash: 0.564 0.265
Other

Total Recovery: 0.760 %

Chamber: 24
Sample Conc C-b Total Mag Mid-T
1 1858.000 1839.250 8092.
Conc Conc-b Vol. Total Mass
Total Absorbed: From  Above NA 0.533 0.533
Dermis: 0.000 -18.750 1 -18.750 -0.001 -0.001
Epidermis: 66.000 47.250 1 47.250 0.003 0.001
Surface Wash: 4078.000 ~ 4059.250 1 4059.250 0.267 0.126
Other
Total Recovery: 0.377 %
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R04-1387 Determination of the Percutaneou; lgbsorption of THF, in vitro, Using the Human Cadaver Skih Model

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: FD090404 Sponsor: Socma, donor 2, 10 min
Date Dosed: 07/19/05
25 Vehicle: 100% THF
Drug: THF
Conc C-b Total Mass Delta T Flux CumPen Mid-T
225.000 206.250 1113.750 0.2 1.810 0.241 0.1

Vol Total Mass % Dose
0.241 0.241 0.034

Total Abs

Dermis: -0.004 -0.001
Epidermis: 0.000 0.000
Surface Wash: 1.564 0.221
Other

Total Recovery:

Chamber: 26

Sample Conc C-b Total Mas Mid-T

1 221.000 202.250 1051.

Conc Conc-b Vol. Total Mass
Total Absorbed: From  Above NA 0.228 0.228
Dermis: 4.000 -14.750 1 -14.750 -0.003 0.000
Epidermis: 28.000 9.250 1 9.250 0.002 0.000
Surface Wash: 6758.000 6739.250 1 6739.250 1.460 0.206
Other
Total Recovery: 0.238 %
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R04-1387 Determination of the Percuiaheo‘%s Qbsbrption of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: FD090404 Sponsor: Socma, donor 2, 10 min
Date Dosed: 07/19/05
27 Vehicle: 100% THF
Drug: THF
Cconc C-b Total Mass Delta T Flux CumPen Mid-T
223.000 204.250 1021.250 0.2 1.660 0.221 0.1

Vol. Total Mass % Dose

Total Absai 0.221 0.221 0.031
Dermis: -0.004 -0.001
Epidermis: 0.002 0.000
Surface Wash: 1.926 0.272
Other

Total Recovery:

Chamber:

Sample
1

Conc Conc-b Vol. Total Mass
Total Absorbed: From  Above NA 0.000 0.000
Dermis:
Epidermis:
Surface Wash:
Other
Total Recovery: 0.000 %
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Protocol No.: PRACS R04-1387

PRACS Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Institute, Ltd, Cadaver Skin Model.

Donor 2
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R04-1387 Determination of the Percﬁtanacgog;e r:I;k"lt'gs'c)’fptim"x of THF, in vitro, Using the Human Cadaver Skin Model

I Study Name: ]Socma. donor 2, 60 min l Study #: l R04-1387 l
SkinID# Date Dosed Assay Start Assay Finish Entry Date
FD090404 07/19/2005 07/20/2005 07/20/2005 07/20/2005
Vehicle _I Tracer Chambers Area Volume Dose Drug Cong. Standard
10% THF, THE 37 0.8 5.9 800 0.0886 43114
10% THF| THF 38 0. 5. 800 0.088 43114
i % THF| THF 39 0. 4. 800 0.088 4311.4
Z THF] THF 40 0. 4. 800 0.285 4034.3
Z Fi THF 4 0. 5.2 00 0.2658 4034.3
X THF 42 0. 5,2 00 0.2658 4034.3
100 THF . 4 0 5.0 00 0.8880 4088.5
100% 5 THF 44 0. 5.0 00 0.8860 4088.5
100% THE : THE 45 0. 4.6 00 0.8860 4088.5
4
),«
" Units:~2 __om? mi ut. ug/ul. DPM/ul
5 : & e
ample Time ) Sal lume Collected: | 1.00 |
1 Fina e Volume: I 1.00 ]
2 3
3 Drug B round 18,75
4 i round 16.00
5 ilution: 1.0
6 'mal Dilution: 1.0
7 urface Wash Dilution: 1.0
8 [Other Samples .
9
10
11
12
Sample Results 37
1 18717.000]
2
3
4
5
[
7
8
9
2
Dermis 5.000 5,000 6.000] i 5.000] 8.000;
{Epidermis 17.000 21.000, 17.000 23.000 24.000] 19.000|
Surface Wash £521.000; 11693.000, 10640.000] 3835.000 9704.000| 11121.000
Other
Water Test 159.00 237.00] 147.00| 364.00 308.00 264.00]
Sample Results 43 44 45
1 3591.000 9618.000 11595.000|
2
3
4
5
(]
7
8
9
10
11
12
Dermis 6.000 7.000 5.000;
|Epidermis 16.000) 19.000! 16.000,
Surface Wash 10867.000] 16344.000; 8474.000;
Other
Water Test 234.00 331.00] 277.00)

Skin CalowlationsV7,
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R04-1387 Determination of the PérbhtéhegyersmértggorpﬁOn of THF, in vitro, Using the Human Cadaver Skin Mode!

l Study Name: ISocma, donor 2, 80 min (2nd cover sheet) | Study #: I R04-1387 |
Skin ID # Date Dosed Assay Start | Assay Finish Entry Date
FD090404 07/18/2005 . 07/20/2005 07/20/2005 07/20/2005
'Vehicle Tracer Chamb Area Volume Dose Drug Conc. Standard
5, 10% THF] THF 37 0.8 5.9 800 0.0886 43114
3 10% THF| THF 38 0.8 8. 00 0.0886 43114
x 10% THF THF 39 0.8 4. 00 0.0886 4311.4
80% THF] THF 40 0.8 4. 800 0.2658 4034,
THE| _THF 3 0. 52 800 0.2658 4034,
F| THF 42 [+ 5.2 00 0.2658 4034,
1 : THF 43 0. 50 800 0.8860 4088.5
100! THF 44 0. 5.0 00 0.8860 4088.5
100% . THF 45 0. 4.6 00 0.8860 4088,5
2 - I
]
Un s cm? ml ub ugful DPM/uL
7 .
ample Time et Volume Collected: ] 1.00 |
1 7 le Volume: I 1,00 ]
2
3 ckground 18.75
4 ackground 16.00
5 al Dilution: .0
yidermal Dilution: 0
Surface Wash Dilution; .0
8 {Other &
g e .
10 P [Water Standard].
11 S 4
12
#
Sample Results 37 .
1 18717.000 19469.000
2
3
4
5
6
7
8
9
1
11
12
Top residual (25 L) 78479.000] 78109.000 74252.000] 72601.000]
Top residual activity (DPM/uL) 139.2] 120.9 3124.4 2970.1 2904.0
Kimwipe 5.000 6.000] 6.000 16.000] 21.000| 16.000
Chamber wash 23.000 6.000 000 19.000; 28.000] 25,000
IWater Test 159.00) 237.00 47,00] 364.00 308.00] 264.00)
Sample Results 43 44 45
1 3591.000) 9618.000 11595.000;
2
3
4
5
]
7
8
9
10
1
12
Top residual (25 pL.) 105032.000! 103597.000) 110485.000
Top residual activity (DPM/uL) 4201.3| 4143.9 44194
Kimwipe 12.000| 17.000 20.000|
Chamber wash 19.000 23.000, 22.000]
\Water Test 234.00] 331.00 277.00]
Skin CalculationsV/7.
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R04-1387

Determination of the Percutaneou;s ébsorption of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: FD090404 Sponsor: Socma, donor 2, 60 min
Date Dosed: 07/19/05
37 Vehicle: 10% THF
Drug: THF
Conc C-b Total Mass Delta T Flux CumPen Mid-T
8717.000 18698.250 110319.675 1.0 2.834 2.267 05

Total Abso
Dermis:
Epidermis:
Surface Wash:
Other

Total Mass % Dose
2.267 2.267 3.199

0.000 0.000
0.000 0.000
0.134 0.189

Total Recovery:

Chamber:

Sample

38

Conc C-b Total Mass Mid-T

1

19469.000° 19450.250 103086.32

Total Absorbed:
Dermis:
Epidermis:
Surface Wash:
Other

Conc Conc-b Vol. Total Mass
From = Above NA 2.118 2.118
5.000 -13.750 1 -13.750 0.000
21.000 2.250 1 2.250 0.000
11693.000 11674.250 1 11674.250 0.240

Total Recovery:

3.327 %
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Determination of the Percutaneoug ﬁ(bsorption of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: FD090404 Sponsor: Socma, donor 2, 60 min
Date Dosed: 07/19/05
Vehicle:  10% THF
Drug: THF
C-b Total Mass Delta T Flux CumPen Mid-T
17317.250 79659.350 1.0 2.046 1.637 0.5
Vol. Total Mass % Dose
Total Abs NA 1.837 1.637 2.310
Dermis: -12.750 0.000 0.000
Epidermis: +,~1.750 0.000 0.000
Surface Wash: 0.218 0.308
Other
Total Recovery: 2617 %

Chamber: 40
Sample Conc C-b Total Mag
1 60213.000 69194.250 3321324

Conc Conc-b Vol. Total
Total Absorbed: From  Above NA 21.882 21.882 10.291
Dermis: 2.000 -16.750 1 -16.750 -0.001 -0.001
Epidermis: 23.000 4.250 1 4.250 0.000 0.000
Surface Wash: 3835.000 3816.250 1 3816.250 0.251 0.118
Other
Total Recovery: 10.409 %
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R04-1387 Determination of the Percuta‘heéués éb’sb“rptic’)h of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS -
Skin ID: FD090404 Sponsor: Socma, donor 2, 60 min
Date Dosed: 07/19/05
41 Vehicle: 30% THF
Drug: THF
Conc C-b Total Mass Delta T Flux ' CumPen Mid-T
8606.000 48587.250 252653.700 1.0 20.807 16.646 0.5

Vol. Totai Mass % Dose

Total Abs: 16.646 16.646 7.828
Dermis: -0.001 0.000
Epidermis: 0.000 0.000
Surface Wash: 0.638 0.300
Other

Total Recovery:

Chamber: 42

Sample Conc C-b Total M
1 65184.000 65165.250 338859.

Conc Conc-b Vol. Total Mass "% Dose
Total Absorbed: From Above NA 22.325 22.325 10.499
Dermis: 8.000 -10.750 1 -10.750 -0.001 0.000
Epidermis: 19.000 0.250 1 0.250 0.000 0.000
Surface Wash: 11121.000 11102.250 1 11102.250 0.731 0.344
Other
Total Recovery: 10.843 %
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R04-1387 Determination of the Percutaneou; fé\bsorption of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS

Skin ID: FD090404 Sponsor: Socma, donor 2, 60 min
Date Dosed: 07/19/05

Chainber: Vehicle: 100% THF

Drug: THF
C-b Total Mass Deilta T Flux CumPen Mid-T
3572.250 17861.250 1.0 4.838 3.871 0.5
Vol. Total Mass % Dose
3.871 3.87 0.546
-12.750 -0.003 0.000

Epidermis: 2.750 -0.001 0.000
Surface Wash: 2.351 0.332
Other

Total Recovery: 0.877 %

Chamber: 44
Sample Conc
1 9618.000
Conc Conc-b Vol Total Mass

Total Absorbed: From Above NA 10.401 10.401
Dermis: 7.000 -11.750 1 -11.750 -0.003 0.000
Epidermis: . 19.000 0.250 1 0.250 0.000 0.000
Surface Wash: 16344.000  16325.250 1 16325.250 3.538 0.499
Other
Total Recovery: 1.966 %
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R04-1387 Determination of the Percutaheo%s {’?)b's‘drptibh of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS

Skin ID: FD090404 Sponsor: Socma, donor 2, 60 min
Date Dosed: 07/19/05
45 Vehicle: 100% THF
Drug: THF
Conc C-b Total Mass Delta T Flux CumPen Mid-T
1595.000 11576.250 53250.750 1.0 14.425 11.540 05

Vol. Total Mass % Dose
11.540 11.540 1.628

Total Absef

Dermis: -0.003 0.000
Epidermis: -0.001 0.000
Surface Wash: 1.832 0.259
Other

Total Recovery:

Chamber:

Sample
1

Conc Conec-b Vol. Total Mass
Total Absorbed: From Above NA 0.000 0.000
Dermis:
Epidermis:
Surface Wash:
Other
Total Recovery: 0.000 %
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Protocol No.: PRACS R04-1387

Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Institute, Leg, Cadaver Skin Model.

onor 2
esults (14 Hours)
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R04-1387

Determination of the Percutaneog% Absorption of THF, in vitro, Using the Human Cadaver Skin Model

| Study Name: ISacma, donor 2, 14 hours | Study#: [ Ro413e7
Skin ID # Date Dosed Assay Start | Assay Finish Entry Date
FD090404 07/27/2005 07/29/2005 07/29/2005 08/01/2005
[Vehicle Tracer Chamb Area Volume Dose Drug Cong. Standard
No dose 25 0.8 5.3 800 0.0886 43114
THF 26 0. 54 800 0.0886 4311.4
THF 27 0. 4.3 800 0.0886 4311.4
THF 28 0. 5.2 800 0.0886 4311.4
| U . cm? ml ul ug/ul. DPM/uL
Sampie Time rs iple Volume Collected: | 1.00 |
1 ample Volume: | 1.00 |
2 ¢
3 | g Background 18.75
4 2 Background 18.00
5 2 al Dilution: 1.0
6" 2 idermal Dilution: 1.0
7 2 - Surface Wash Dilution: 1.0
8 2 |Other Sampies
9 2
10 \Water Standa 1360.447
11 ot
12 Re: 7 7| 1xPBS |
7
Sample Results 25
1 7.000] 4338.000 4 38.000
2 5.000] 6223.000 9045; 417.000]
3 4.000 3591.000 18196.0 8830.000
4 16.000, 23289.0001 30066.00! 30407.000
5 47.000] 0850.000) 28295.0] 24859.000;
6 7.000, 7935.000) 24553, 21400.000|
7 5.000 £786.000: 22157; - 21213.001
3.000 5637.000 2021 4 18784,
18,000 13533.000] 174, 159
1
1 . =
12
Dermis 3.000 5.000 12.000] 16.000
Epidermis 16.000] 62.000 72.000 71.000]
Surface Wash 70.000 7435.000 9380.000 16791.000]
Other 5
Water Test 298.00 240.00] 255.00] 289.00,
Sample Results
1
2
3
4
5
6
7
8
9
10
"
12
Dermis
[Epidermis _
Surface Wash
Other
Water Test

Skin CalculationsV?.
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R04-1387

Determination of the Pereuianeggrsom@lg%orption of THF, .in vitro, Using the Human Cadaver Skin Model

I Study Name: ISocma, donor 2, 14 hours (2nd cover sheet) | Study #: I R04-1387 1
Skin ID # Date Dosed Assay Start - | Assay Finish Entry Date
FD090404 07/27/2005 07/29/2005 07/29/2005 08/01/2005
{Vehicle | Tracer Chambers Area Volume Dose Drug Conc. Standard
B Bl_an_kl No dose 25 0.8 5.3 800 0.0886 43114
10% THF| THF 26 0.8 54 800 0.0886 4311.4
10% THF| THF 27 0.8 4.3 800 0.0886 43114
0% THF THF 28 0.8 5.2 800 0.0886 4311.4
- - |
I
Uni om? ml uL ug/ul DPM/uL
=
ample Time e Volume Collacted: 1 1.00 1
1 mple Volume: | 1.00 |
2 035
3 1 ckground 18.75
4 d 2 ackground 18.00
5 2 i DHution: 1.0
6 p. idermal Dilution: 1.0
7 2 Surface Wash Dilution: 1.0
8 2 |Other Sampl
9 2
10
11
12 |
Sample Results 25 .
1 17.000] 4338.000
2 5,000 223.000!
3 14,000 13591.000]
4 6.000 289.000]
5 17.000 850.000,
] 17.000 7935.000;
4 15.000; 16786.000] 21213.000
13.000] 15637.000] 18784.0
9 18.000) 13533.000, 15901
0
11 ‘:
12 A
| Top residual {25 yL) 12.000] 39438.000] 40584.000 .000)
Top residual activity (DPM/uL) 0.5 1577.5 1623.4) 564.6|
Kimwipe 3.000 6.000] 24.000] 25.000|
[Chamber wash 22,000 4.000] 35.000 24.000;
Water Test 298.00 40.00 255.00 289.00]
Sample Results
1
2
3
4
5
6
7
8
9
10
11
12
Top residual (25 pL.)
Top residual activity (DPM/pL)
Kimwipe
Chamber wash
Water Test
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R04-1387

Determination of the Percutaneoua% ébsorption of THF, in-vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: FD090404 Sponsor: Socma, donor 2, 14 hours
Date Dosed: 07/27/05

Vehicle: Blank
Drug: No dose

C-b Total Mass Delta T Flux CumPen Mid-T
-1.750 -9.275 0.5 0.000 0.000 0.3
-3.750 -19.875 0.5 -0.001 -0.001 0.8
-4.750 -25.175 1.0 -0.001 -0.001 1.5
-2.750 -14.575 2.0 0.000 -0.001 3.0

-1.750 -9.275 20 0.000 -0.002 5.0

-9.275 2.0 0.000 -0.002 7.0
-19.875 2.0 0.000 -0.002 9.0
-30.475 2.0 0.000 -0.003 11.0

2.0 0.000 -0.003 13.0
Total Mass % Dose
0.000 0.000 0.000

-15.750 0.000 0.000
0.000 0.000

Epidermis:
Surface Wash:
Other

Total Recovery:

Chamber: 26
Sample Conc C-b Total Mass
1 4338.000 4319.250 23323.95
2 6223.000 6204.250 33502.95
3 13591.000 13572.250 73290.150
4 23289.000 23270.250 125659.350
5 20850.000 20831.250 112488.750
6 17935.000 17916.250 96747.750
7 16786.000 16767.250 90543.150
8 15637.000 15618.250 84338.550
9 13533.000 13514.250 72976.950
Conc Conc-b Vol - Total Dose
Total Absorbed: From  Above NA 14.650 14.650 20.668
Dermis: 5.000 -13.750 1 -13.750 0.000 0.000
Epidermis: 62.000 43.250 1 43.250 0.001 0.001
Surface Wash: 7435.000 7416.250 1 . 7416.250 0.152 0.215
Other ’
Total Recovery: 20.884 %
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R04-1387 Determination of the Percutaneoug Qbsorption of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: FD090404 Sponsor: Socma, donor 2, 14 hours
Date Dosed:  07/27/05
27 Vehicle: 10% THF
Drug: THF

C-b Total Mass Deita T Flux CumPen Mid-T
4699.250° 20206.775 0.5 1.038 0.415 0.3
9026.250 38812.875 0.5 1.994 1.213 0.8
18177.250 78162.175 1.0 2.008 2.819 1.5
30047.250 129203.175 2.0 1.659 5.474 3.0
8276.250 121587.875 2.0 1.562 7.973 5.0

105497.275 2.0 1.355 10.141 7.0
95194.475 2.0 1.223 12.097 9.0
86839.575 2.0 1.115 13.882 11.0

75087.675 2.0 0.964 15.425 13.0

Vol. Total Mass % Dose

Total Absa 15.425 21.762
Dermis: 0.000 0.000
Epidermis: 0.001 0.002
Surface Wash: 0.192 0.271
Other

Total Recovery: %

Chamber: 28

Sample Conc
6938.000  6919.250
8417.000  8398.250 .
18830.000 18811.250 97818.500
30407.000 30388.250 158018.900
24859.000 24840.250 129169.300
21400.000 21381.250 111182.500
21213.000 21194.250 110210.100
18784.000. 18765.250 97579.300
15996.000 15977.250 83081.700

O wWNDG DB WN -

Conc Conc-b Vol. Total Mass
Total Absorbed: From  Above NA 17.811 17.811 25.129
Dermis: 6.000 -12.750 1 -12.750 0.000 0.000
Epidermis: 71.000 52.250 1 52.250 0.001 0.002
Surface Wash: 16791.000 16772.250 1 16772.250 0.345 0.486
Other
Total Recovery: 25616 %
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Protocol No.: PRACS R04-1387 ;
Determination of the Percutancous Absorption of THF, in vitre, Using the Human

%Cﬁ Cadaver Skin Model.

Donor 3

(KS032805))
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R04-1387 Determination of the Percutaneous Absorption.of THF, in vitro, Using the Human Cadaver Skin Model

Within Donor Summary Donor:  KS032805
Drug: THF
Formulation 10% THF (10 min) Formulation 10% THF (60 min)

Sample 18 20 21 Average SD_ Mid-T Sample a7 38 39 Average SD Md-T

t 0.227 0.043 0.087 0.119 0.098 0.1 1 0.829 0:822 1.198 0.953 0.212 0.8
Tot Pen {ug) 0.030 0.006 0.012 0.016 0.013 Tot Pen (ug) 0.663 0.666 0.959 0.763 2.170
Tot Pen (%) 0.043 0.008 0.018 0.022 0.018 Tot Pen (%} 0.836 0.940 1.362 1.076 0.239
Dermis (%) 0.000 0.000 0.000 0.000 0.000 Dermis (%) 0.000 €.000 0.000 0.000 0.000
Ept (%) ©.000 0.000 0,000 0.000 0.000 Epi (%) 0.000 0.000 0.000 0.000 0.000
S. Wash (%) 0.095 0.162 0.223 0.160 0.064 S. Wash (%) 0.308 0.603 0.129 0.348 0.243

Total Rec (%) 0.239 0.182 0.052 Total Rec (%) 1,244 1.549 1.481 1425 0.160

Formulation 30% THF {10 Formulation 30% THF (60 min)

le Average SD _Md-T Sample 40 41 42 Average SD__Md-T
2.804 1.310 0.1 . 1 9.518 19.662 11,358 13510 5.398 0.5
0.374 0.175 Tot Pen {ug) 7615 186,722 9.087 10.808 4.319
0.178 0.082 Tot Pen (%) 3.581 7.394 4273 5.083 2031
0.000 0.000 Dermis (%) 0.000 0.000 0.000 0.000 0.000
0.000 0.000 Epi (%) 0.000 0.000 0.000 0.000 0.000
0.417 0.124 8. Wash (%) 0.231 0.427 0.567 0.408 0.169
0.593 0.080 Total Rec (%) 3.813 7.820 4.841 5.491 2.081

100% THF (10 min)

Farmulation 100% THF (80 min)

Sample Sample 43 44 45 Average SD Mid - T
' 1 3.280 1.882 3.542 2.904 0.894 0.5
Tot Pen {ug) 2.631 1.508 2.834 2.324 0.715
Tot Pen (%) 0.371 0.212 0.400 0.328 0.101
Dermis (%) C.000 0.000 0.000 0.000 0.000
Epi (%) 0.000 0.000 0.000 0.000 0.000
S, Wash (%) 0.783 0.258 0.308 0.449 0.290
Total Rec (%) 0.663 0.279 Total Rec {%) 1.154 0.470 0.706 0.777 0.347

Formulation 10% THF (14 hours) Formulation Blank (14 hours)

Sample 37 Average Mid- T

1 0.840 0.000 0.000 0.25
2 1473 0.000 .75
3 1.562 0.000 1.5
4 1.368 0.00C 3
5 1.247 0.000 §
8 1.138 ©.000 7
7 0.956 0.000 9
& 0.955 0.000 1
9 0.777 0.000 13

Tot Pen (ug) 12.402 0.000

Tot Pen (%) 17.497 0.000

Dermis (%) 0.000 n.co0

Epi (%) 0.001 0.c00

8. Wash (%) 0,243 0.272 0.202 0.001

Total Rec (%) 17.741 20432 17.971 18715 0.000

Formulation 10% THF (14 hours) - CumPen

Sample 38 39 40 Average $D Time
1 0.256 0.284 0.169 0.236 0.060 05
2 0.845 1.030 0.851 0.842 0.189 1
3 2.005 2.530 1.827 2181 0.355 2 Slope
4 4.283 5.046 4.062 4.464 0.516 4 0.811
] 6.278 7.303 8.070 6.550 0.660 6
8 8.099 9.297 7.808 8.402 0.789 B
7 8.629 11.017 9.620 10.055 0.835 10 0.9937
B 11.158 12787 11.097 11,684 0.964 12
9 12.402 14.289 12.594 13.005 1.039 14
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Protocol No.: PRACS R04-1387 | -
PRACS Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
Tnstitute, L1d. Cadaver Skin Model.

Donor 3
amber Results (10 Minutes)
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R04-1387 Determination of the Percutaneogaa -Absorption of THF, in vitro, Using the Human Cadaver Skin Model
| Study Name: |Socma, donor 3, 10 min | Study #: | R04-1387 ]
Skin ID # Date Dosed Assay Start Assay Finish Entry Date
KS032805 07/21/2005 07/22/2005 07/22/2005 07/25/2005
[Vehicle Tracer Chambers Area Volume Dose Drug Conc. Standard
10% THF THF 19 0.8 5.2 800 0.0886 43114
. 10% THF THF 20 0.8 54 00 0.0886 4311.4
10% THF| THF 21 0.8 5.0 00 0.0886 4311.4
" % THF THF 22 0.8 5.0 00 0.2658 4034.3
SAHF THF 23 0.8 5.2 800 0.2658 4034.3
: THF 24 0.8 4.4 300 0.2658 4034.3
y 4 10 5 THF 25 0.8 5.0 800 0.8860 4088.5
100% THF 26 0.8 52 800 0.8860 4088.5
) 100% T THF 27 0.8 4.0 800 0.8860 4088.5
5
cm? mi ulL ug/ul DPM/uL
Sample Time Volume Collected: i 1.00 ]|
1 mple Volume: | 1.00 ]
2
3 18.75
4 18.00
5 &rmal Dilution: 1.0
6 Epidermal Dl 1.0
7 Surface Wash Dilution: 1.0
8 Other Samples
9
10 Water Sta 1360.447
11
12 R ion: |_1xPBS ]
Sample Results 19 20 21
1 302.000 70.000| 131, % 1670.000 1338.000;
3 -
3
4
5
€
7
8
9
1
1
12
Dermis 1.000 9.000] 5.000 6.000 15.000, 156.000
Epidermis 19.000 16.000 17.000 22.000 21.000 19.000
Surface Wash 3283.000 5604.000 7710.000 9004.000 18129.000 15306.000
Other
Water Test 158.00 110.00 114.00; 175.001 162.00 123.00,
Sample Results 25 26 27
1 58.000] 136.000 100.000
2
3
4
5
6
7
8
9
10
11
12
Dermis 14.000] 11.000 17.000]
Epidermis 18.000| 18.000 13.000]
Surface Wash 21528.000 8556.000) 7716.000]
Other
Water Test 118.001 118.00 124.00]
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R04-1387 Determination of the Percuia'negus Absorption of THF, in vitro, Using the Human Cadaver Skin Model

Cover Other Da

L Study Name: |Socma, donor 3, 10 min (2nd cover sheet) | Study #: I R04-1387 ]
Skin ID # Date Dosed Assay Start Assay Finish Entry Date
KS8032805 07/21/2005 07/22/2005 07/22/2005 07/25/2005
Vehicle _l Tracer Chambers Area Volume Dose Drug Cone. Standard
10% THF THF 18 0.8 5.2 800 0.0886 4311.4
10% THF THF 20 0.8 5.4 800 0.0886 4311.4
10% THF| THF 21 0.8 5.0 800 0.0886 4311.4
o THF THF 22 0.8 5.0 800 0.2658 4034.3
HF THF 23 0.8 5.2 800 0.2658 4034.3
THF 24 0.8 4.4 800 0.2658 4034.3
10 THF 25 0.8 5.0 800 0.8860 4088.5
100% THF 26 0.8 5.2 800 0.8860 4088.5
100% T THF 27 0.8 4.0 3800 0.8860 4088.5
|
Units: cm? ml ul ug/uL DPMjul.
Sample Time e Volume Collected: 1.00 1
1 Z mple Volume: 1.00 i
3 >
3 ) ackground 18,756
4 = r Background 18.00
5 / rmal Dilution: 1.0
6 Epidermal Dilution: 1.0
7 Surface Wash Dilution: 1.0
8 Other Samples 2
9 kS
10 Water Stal 1360.447
1 3
12 on: | 1xPBS
Sample Result: 19 20 21 23 24
1 302.000 70.000 131. +1670.000 1338.000
3 -
3
4 =
5
6
7 il A c
8
9 .
10 - g .
11 i
12
Top residual (25 pl) 90075,000 90322.000 84012.000 87883.000 83239.000 85444.000
Top residual activity (DPM/uL) 3603.0] 3612.9 3360.5 3515.3 3329.6 3417.8
Kimwipe 20.000, 16.000| 14.000] 18.000 6.000 15.000]
Chamber wash 26.000 23.000 24.000 21.000 38.000 24,000
{Water Test 158.00 110.00, 114.00 175.00] 162.00 123.00]
Sample Resul 25 26 27
1 58.000 136.000: 100.000)
2
3
4
5
6
7
8
9
10
11
12
Top residual (26 pL) 105946.000 100504.000. 110843.000
Top residual activity (DPM/ulL) 4237.8 4020.2] 4433.7
Kimwipe 13,000 13.000] 12.000;
Chamber wash 26.000 26.000 22.000
Water Test 119.00 118.00 124.00;
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R04-1387 Determination of the Percutanédu? é\b‘sorption of THF, in vitro, Using the Human Cadaver Skin Mode!

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: KS032805 Sponsor: Socma, donor 3, 10 min
Date Dosed: 07/21/05
19 | Vehicle: 10% THF
Drug: THF
Conc C-b Total Mass Delta T Flux CumPen Mid-T

302.000 283250  1472.900 0.2 0.227 0.030 0.1

Total Mass % Dose
0.030 0.030 0.043

Dermis: 0.000 -0.001
Epidermis: 0.000 0.000
Surface Wash: 0.067 0.095
Other

Total Recovery: 0.137 %

Chamber: 20

Sample Conc C-b Total Mass Mid-T

1 70.000 51.250 276.750Q

conc Conc-b Vol. Total Mass
Total Absorbed: From  Above NA 0.006 0.006
Dermis: 9.000 -8.750 1 -9.750 0.000
Epidermis: 16.000 -2.750 1 -2.750 0.000
Surface Wash: 5604.000 5585.250 1 5585.250 0.115

Other
Total Recovery:
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R04-1387

Determination of the Percuta’heoUg gbsorption of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: KS032805 Sponsor: Socma, donor 3, 10 min
Date Dosed: 07/21/05
21 Vehicle:  10% THF
Drug: THF
Conc C-b Total Mass Delta T Flux CumPen Mid-T
131.000 112.250 . 561.250 0.2 0.087 0.012 0.1

Vol. Total Mass % Dose
Total Abset 0.012 0.012 0.016
Dermis: 0.000 0.000
Epidermis: 0.000 0.000
Surface Wash: 0.158 0.223
Other
Total Recovery:
Chamber: 22

Sample Conc C-b Total Mag
1 1670.000 1651.250  8256.
Conc Conc-b Vol. Total

Total Absorbed: From Above NA 0.544 0.544 0.256
Dermis: 6.000 -12.750 1 -12.750 -0.001 0.000
Epidermis: 22.000 3.250 1 3.250 0.000 0.000
Surface Wash: 9004.000 8985.250 1 8985.250 0.592 0.278
Other
Total Recovery: 0.534 %
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R04-1387 Determination of the Percutaneoug ébsorption of THF, in vitro, Using the Human Cadaver Skin Mode!

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: KS032805 Sponsor: Socma, donor 3, 10 min
Date Dosed: 07/21/05
23 Vehicle: 30% THF
Drug: THF
Conc C-b Total Mass Delta T Flux " CumPen Mid-T
588.000 569.250 2960.100 0.2 1.463 0.195 0.1

Vol. Total Mass % Dose

Total Abse 0.195 0.195 0.092
Dermis: 0.000 0.000
Epidermis: 0.000 0.000
Surface Wash: 1.061 0.499
Other

Total Recovery: %

Chamber: 24

Sample Conc C-b Total M Mid-T

1 1338.000  1319.250 5804.7 ]

Cong Conc-b Vol. Total Mass
Total Absorbed: From  Above NA 0.382 0.382
Dermis: 15.000 -3.750 1 -3.750 0.000 0.000
Epidermis: 19.000 0.250 1 0.250 0.000 0.000
Surface Wash: 16306.000 15287.250 1 15287.250 1.007 0.474
Other
Total Recovery: 0.653 %
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R04-1387 Determination of the Percutaneou’% /gbso’rption of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: KS032805 Sponsor: Socma, donor 3, 10 min
Date Dosed: ~ 07/21/05
Ch ‘ 25 Vehicle: 100% THF
Drug: THF
Conc C-b Total Mass Delta T Flux CumPen Mid-T
58.000 39.250 196.250‘ 0.2 0.319 0.043 0.1
Vol. Total Mass % Dose

Total Abse 0.043 0.043 0.006
Dermis: -0.001 0.000
Epidermis: 0.000 0.000
Surface Wash: 4.661 0.658
Other

Total Recovery:

Chamber:
Sample Conc . C-b Total Mag
1 136.000 117.250 609.
Conc Conc-b Vol. Total
Total Absorbed: From  Above NA 0.132 0.132 . 0.019
Dermis: 11.000 -7.750 1 -7.750 -0.002 0.000
Epidermis: 18.000 -0.750 1 -0.750 0.000 0.000
Surface Wash: 8556.000 8537.250 1 8537.250 1.850 0.261
Other
Total Recovery: 0.279 %
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R04-1387 Determination of the Percutaneo%s 1A})bsorption of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS

Skin ID: KS032805 Sponsor: Socma, donor 3, 10 min
Date Dosed: 07/21/05

Vehicle: 100% THF
Drug: THF

C-b Total Mass Delta T Flux CumPen Mid-T
81.250 325.000 02 0.528 0.070 0.1

Total Mass % Dose
0.070 0.070 0.010
-1.750 0.000 0.000
5.750 -0.001 0.000

Epidermis:
Surface Wash:
Other

Total Recovery:

Chamber:

Sample
1

Conc Conc-b Vol. Total Mass
Total Absorbed: From Above NA 0.000 0.000
Dermis:
Epidermis:
Surface Wash:
Other
Total Recovery: 0.000 %
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Protocol No.: PRACS R04-1387

; Determination of the Percutaneous Absorption of THF, in vitro, Using the Human
m Ytq. Cadaver Skin Medel.

Donor 3
amber Results (60 Minutes)
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R04-1387 Determination of the Percutaneoys Absorption of THF, in vitro, Using the Human Cadaver Skin Model

] Study Name: [Socma, donor 3, 60 min | study#: | Roa13e7 |
Skin ID # Date Dosed Assay Start | Assay Finish Entry Date
KS032805 07/21/2005 07/22/2005 07/22/2005 07/25/2005
Vohicle Tracer Chambers Area Volume Dose Drug Conc. Standard
10% THF| THF 37 0.8 5.1 800 0.0886 43114
_10% THF| HF 38 0.8 5.2 800 0.0886 43114
% THF HF 39 0.8 54 800 0.0886 4311.4
THF| [HF 40 0. 4.6 00 0.2658 4034.3
& THE 41 0. 5. 00 | 0.2658 4034,
THF 42 0. 4. 00 0.2658 4034,
100! THF 43 0. 5.0 00 0.8860° 4088,
100% THF. 44 0. 4.4 800 - 0.8860 4088.5
100% TH s THE 45 0. 5.0 800 0.8860 4088.5
Units: . Cm? ml ul ug/ul. DPM/ul.
ample Time A Sa : lume Collected: | 1.00 |
1 Final e Volume: | 1.00 ]
2 :
3 Dru; round 18.76
4 round 18.00
5 ilution: 1.0
6 mat Dilution: 1.0
7 urface Wash Dilution: 1.0
8 [Other Samples
9
10 Water Standard
11
12

Sample Results 37
6348.000|
4
5
6
7
8
9
1
1
12
Dermis 8.000 13.000 4.000 3% 10.000)
Epidermis 23.000 27,000 3.000 39.000 34.000 46.000;
10647.000| - 21031.000 4463.000, 7476.000] 13791.000] 18318.000
114,00 113.00) 100.00 191.00 138.00 116.00
Sample Results 43 44 45
1 2447.000] 1598.000; 2634.000]
2
3
4 ;
5
8
7
8
9
10
11
12 -
Dermis 13.000) 17.000] 0.000,
|Epidermis 18.000; 16.000) 0.000;
Surface Wash 25636.000] 8451.000] 10031.000
Other
Water Test 136.001 136.00] 182.00)

Skin CalculationsV7.
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R04-1387

Determination of the Percutaneggrsmﬁtgnsmorption of THF, in vitro, Using the Human Cadaver Skin Model

| Study Name: [Socma, donor 3, 60 min (2nd cover sheet) | study# | ros13s7 |
Skin ID # Date Doseéd Assay Start | -Assay Finish Entry Date
KS032805 07/21/2005 07/22/2005 07/22/2005 07/25/2005
Vehicle Tracer Chamt Area Volume Dose Drug Conc. Standard
10% THF THF 37 0.8 5.1 800 0.0886 43114
10% THF THF 38 0.8 5.2 800 0.0886 43114
10% THF THE 39 0.8 5.4 800 0.0886 43114
0% THF] THF 40 0. 4. 800 0.2658 4034.
THF THF 4 0. 5. 00 0.2658 4034.
Fi THF 42 0. 4. 00 0.2658 4034,
THF 43 0. 5.0 00 0.8860 4088.5
00 THF 44 0.8 4.4 00 0.8860 4088.5
100% THF 45 0.8 5.0 00 0.8860 4088.5
]
|
Un com? ml ul ug/ul. DPM/uL
mple Time Volume Collected: | 17.00 ]
1 le Volume: I .00 |
2 ;
3 ckground 18.75
4 ackground 18.00
5 Dilution: 1.0
6 idermal Dilution: 1.0
7 Surface Wash Dilution: 1.0
8 Other Samples
9
10
11
12
Sample. Results 37
1 6348.000 6251.000 28752.000)
2
3
4
5
0
4
8
9
2
Top residual (25 yl) 82630.000] 81976.000) 79188.000] 77804.000] 78330.000
Top residual activity (DPM/uL) 305.2 279.0 3167.5) . 112.2) 133.2)
Kimwipe 6.000 3.000 4.000| .000 0,000 27.000
Chamber wash 24,000 5000 5,000 000) 26.000] 2,000
W\Iater Test 14.00 13.00] 00.00 1.00] 38.00} 1186.00
Sample Results 43 44 45
1 2447.000| 1598.000)] 2634.000;
2
3
4
5
6
7
8
9
10
11
12
Top residual (25 pL) 105540.000] 106327.000 108219.000
Top residual activity (DPM/ul) 4221.6| 4253.1 4328.8|
Kimwipe 3.000 15.000 13.000
Chamber wash 27.000] 25.000 28.000]
Water Test 36.00 136.00 182.00
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R04-1387

Determination of the Percutaneou;s ébsorption of THF, in vitro, Using the Human Cadaver Skin Mode!

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: KS032805 Sponsor: Socma, donor 3, 60 min
Date Dosed: 07/21/05
37 Vehicle: 10% THF
Drug: THF
Conc C-b Total Mass Deifta T Flux CumPen Mid-T
348.000 6329.250 - 32279.175 1.0 0.829 0.663 0.5

Total Mass % Dose

0.663 0.663 0.936

0.000 0.000
Epidermis: 0.000 0.000
Surface Wash; 10647.000 0.218 0.308
Other .
Total Recovery: 1.244 %

Chamber:

Sample

38

Conc C-b Total Mass Mid-T

1

6251.000 6232250 32407.70

Total Absorbed:
Dermis:

" Epidermis:
Surface Wash:
Other

Congc Conc-b Vol. Total Mass
From Above NA 0.666 0.666
13.000 -5.750 1 -5.750 0.000
27.000 8.250 1 8.250 0.000
21031.000 21012.250 1 21012.250 0.432

Total Recovery:

1.549 %
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R04-1387 : Determination of the Percutaneoug _ﬁ.bsorption of THF, in vitro, Using the Human Cadaver Skin Mode!

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: KS032805 Sponsor: Socma, donor 3, 60 min
Date Dosed: 07/21/05
39 Vehicle: 10% THF
Drug: THF
Conc C-b Total Mass Delta T Flux CumPen Mid-T
8657.000 8638.250 46646.550 1.0 1.198 0.959 0.5

Vol. Total Mass % Dose
0.959 0.959 1.352

Total Absa

Dermis: 0.000 0.000
Epidermis: 0.000 0.000
Surface Wash: 0.091 0.129
Other

Total Recovery: %

Chamber: 40

Sample Conc C-b Total Mag: Mid-T

1 25146.000 25127.250 115585.3

Conc Conc-b Vol. Total Mass
Total Absorbed: From Above NA 7.615 7.615
Dermis: 31.000 12.250 1 12.250 0.001 0.000
Epidermis: 39.000 20.250 1 20.250 0.001 0.001
Surface Wash: 7476.000 7457.250 1 7457.250 0.491 0.231
Other
Total Recovery: 3.813 %

Page 116 of 167




R04-1387 Determination of the Percutaneoug é\bsorption of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: KS032805 Sponsor: Socma, donor 3, 60 min
Date Dosed: 07/21/05
41 Vehicle: 30% THF
Drug: THF
Conc C-b Total Mass Delta T Flux - CumPen Mid-T
5043.000  45024.250 238628.525 1.0 19.652 15.722 0.5

Vol. Total Mass % Dose

Total Absaj NA 15.722 15.722 7.394
Dermis: ) . -8.750 -0.001 0.000
Epidermis: . 15.250 0.001 0.000
Surface Wash: 0.907 0.427
Other

Total Recovery: 7.821 %

Chamber: 42
Sample Conc Mid-T
1 28752.000 28733.250 137919
Conc Canc-b Vol. Total Mass
Total Absorbed: From Above NA : 9.087 9.087
Dermis: 14.000 -4.750 1 -4.750 0.000 0.000
Epidermis: 46.000 27.250 1 27.250 0.002 0.001
Surface Wash: 18318.000 18299.250 1 18299.250 1.206 0.567
Other :
Total Recovery: 4.841 %
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R04-1387 Determination of the Percutaneou$ ébsorption of THF, in vitro, Using the Human Cadaver Skin Model

R04-1387 INDIVIDUAL CHAMBER RESULTS
Skin ID: KS032805 Sponsor: Socma, donor 3, 60 min
Date Dosed: 07/21/05
43 Vehicle: 100% THF
Drug: THF ’
Conc C-b Total Mass Delta T Flux CumPen Mid-T
2447.000 2428.250 12141.250 1.0 3.289 2.631 0.5

Vol. Total Mass % Dose
2.631 2.631 0.371
-5.750 -0.001 0.000

Total Abse
Dermis:

Epidermis: 0.000 0.000
Surface Wash: 5.551 0.783
Other
Total Recovery: 1.154 %
Chamber: 44
Sample Conc C-b Total Ma: Mid-T
1 1598.000 1579.250 6948.7
Conc Conc-b Vol. Total Mass
Total Absorbed: From Above NA 1.506 1.506
Dermis: 17.000 -1.750 1 -1.750 0.000
Epidermis: 16.000 -2.750 1 -2.750 -0.001
Surface Wash: 8451.000 8432.250 1 8432.250 1.827
Other

Total Recovery:
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R04-1387 Determination of the Percutaneo%s 1Pébsorption of THF, in vitro, Using the Human Cadaver Skin Mode!

R04-1387 INDIVIDUAL CHAMBER RESULTS

Skin ID: KS032805 Sponsor: Socma, donor 3, 60 min
Date Dosed: 07/21/05

45 Vehicle: 100% THF
Drug: THF
Conc C-b Total Mass Delta T Flux CumPen Mid-T
2634.000 2615250 - 13076.250 1.0 3.542 2.834 0.5

Total Mass % Dose
2.834 2.834 0.400
1.250 0.000 0.000

Epidermis: .
Surface Wash: 10031.00¢
Other

Total Recovery:

1.250 0.000 0.000

Chamber:

Sample
1

Conc Conc-b Vol. Total Mass
Total Absorbed: From Above NA 0.000 0.000
Dermis:
Epidermis:
Surface Wash:
Other ’
Total Recovery: 0.000 %
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