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2.6. Interpretation

The observed values were Cmax and Tmax'

The area under the curve (AUC) was calculated by the trapezoidal rule up to
the last timepoint at which the concentration of RU 38 486 was measurable

— mg.l-l), i.e. 48 or 72 hours depending on the subject.

The ratio of the AUCs (oral/intravenous x 100) yielded the absolute
bicavailability (F) as a percentage of the ingested dose.

The elimination t 1/2 was calculated from the concentrations measured from

8 to 48 or 72 hours depending on the case, {.e. 4 or 5 points assuming a

mono-exponential decrease. A programme devised by — was used.

APPEARS THIS WAY
ON ORIGINAL
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2 AIM OF STUDY
The aim of this study was to determine the absolute biocavailability

of RU 38 486 in healthy women of childbearing age, administered intravenously

and orally in a dose of 20 mg in the form of a solution.

3 MATERIAL AND METHODS

3.1. PROTOCOL

The protocol is given in full in Appendix VIII.

The clinical trial was performed in accordance with the Good Clinical

Practice procedures in force in the Roussel Uclaf Medical Direction.

3.1.1 Study design

This was an open, randomised, cross—over study in healthy female

volunteers, RU 38 486 being administered in a single dose.

3.1.2 Subjects

Ten subjects were included in the study.

Inclusion criteria

i) Exclusively female subjects.
1i) Subjeets aged between 20 and 40 years.
iii) Subjects of childbearing age with a regular cycle.

iv) Subjects whose weight did not deviate by more than 10% from the
mean weight for their age and height.

v) Subjects whose medical examination was normal or considered as such
by the i{nvestigator.
This examination comprised the following:
a) a clinical examination,
b) laboratory investigations,
c¢) an ECG.

00C64
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In addition the subjects had to have one of the following:
a) an IUD inserted at least 6 months previously,

b) or tubal ligation,

c) or a sterile partner,

d) or no partner during the study.

Exclusion criteria:

i) Subjects using hormonal contraception.
ii) Subjects regularly taking medication.

iii) Subjects having taken part inm a clinical trial during the 4 weeks
prior to this study.

iv) Subjects having received medication known to be potentially toxic
in the 3 months prior to the study.

v) Subjects with a past or present history of gastro-intestinal,
hepatic or renal disease which might interfere with the absorption,
distribution, metabolism or excretion of drugs.

vi) Subjects consuming excessive quantities of alcohol or smoking
excessively.

vii) Additionally, subjects with a positive pregnancy test during the 24
hours prior to administration of RU 38 486. The test was to be
repeated before each dose of RU 38 486. This test, involving an
assay of HCG (human chorionic gonadotropin) in the plasma or urine,

was only to be done in subjects who had not undergone tubal

ligation.
3.1.3 Dosage form

The dosage form of RU 38 486 was an injectable solution with the

following composition:

RU 38 486 ® 0 5 60 8 4 G 00 OO PP AE NS N LN E GO ETEEEESEITEE 100 mg
0.1 N aqueous solution of hydrochloric acid ... 9 ml

Absolute ethanol TO eeesesvscscscsscsccssscessss 10 ml

presented in an ampoule. Batch No. MMG 2096647.

00065
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3.1.4  Treatments
Cach subjec:z received I tTeatidenIs:

X

20 mg of RU 38 486 administered intravenously, abdbrevizzecd o "IV 20 og

RU 38 486",
20 mg ol RU 38 486 acministered orally , &dbreviazed zo "PC IC =g
RU 38 486".

Time O was zaken as the beginning of infusion in :zhe case ci IV

(AT

Ireatment ané the t:ime when the soluzicn was crunk in thez ¢ 2P0

treatpern:.
3.1.3 Condizions of adminiszrztion

The treatpents were z.locazecd by & rancomisation plan In & Latin sguaze

design (5 mixed 2 x 2 scuzres).

Zach treatment was adzinisctered at thé end ol a cvcle between tihe zhird

(4]

cay before the expec:ted date of penstruztion 2nd the second czy aiter tne czte
of onse:.
Selore each treztment the pregnancy test was confirmed as negzcive.

The treaz:iments were separated by am intecval of one cyvcle.

The treatments were adcinistered in the morning a2t abou:z B a.z., the
subjects having fasted overnight (about 10 hours Zasting) and a ligh:t meal was
served 4 hr after administration.

3.1.5.1 Intravenous administration

Ten m!l of solution (l ampoule) were to be diiuted in 490 &l of
injectable 0.9% sodium chloride solution. 100 ®ml of this solution conzaining
20 mg of RU 38 486 were zo be injec:ted.
The solution to be injeczed was infused Zor | hr 2z 2z conszant rzte by means ol

ean electric infuser.

0CcCtb
MIF 008404
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3.1.5.2 Oral administration
Two ml of solution, i.e. 20 mg of RU 38 486, were swallowed after being

diluted in 150 ml of water. The subjects were in the upright position and

remained in this position for 2 minutes.
3.1.6 Blood samples

Blood samples (5 ml) were taken by venipuncture and collected on dry

lithium heparinate:

a) 0.25 hr before time 0,
b) 0.25, 0.5, 0.75, 1, 1.5, 2, 4, 8, 12, 24, 30, 36, 48, 54, 60, 72 and

96 hr after time O.

Time O was taken as the beginning of the infusion for IV treatment and the time

at which the solution was drunk for PO treatment.

r

Each sample was immediately centrifuged cold, the plasma decanted and

distributed into 2 dry tubes and frozen at -20°C until assay.
3.2 ASSAY METHODS
3.2.1 Assay of X ~acid glycoprotein (AAG) in plasma

A ,-acid glycoprotein was assayed in the O, 24 and 48 hour samples
1

by —— Five Fl of plasma were applied to each well of an

agarose gel plate containing anti-o(l-acid glycoprotein monospecific antiserum

L — batch no. 054329). Calibration was done with a range of
g.17l. All the assays were

standard sera ) from

performed in duplicate on different plates with a diffusion time of 48 hr. The

standards were applied to each plate used.

3.2.2 Assay of RU 38 486 and RU 42 633 in plasma

The assay method is given in full in Appendix I. RU 38 486 and one
of its metabolites, RU 42 633, resulcing from the loss of a methyl on the
nitrogen, were assayed in all the samples.

occe™
MIF 008405
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An internal standard, RU 39 813, was added to the plasma, and

13

RU 38 486, RU 42 633 and the internal standard were then extracted with ethyl

acetate.

The organic extract was then subjected to

A ——————

chromatography

(HPLC) ona ——— 10 pm colum with a mixture of acetonitrile and water

supplemented with heptane sulphonic acid (PIC B7),

The separated products were detected and quantified at the column exit by U.V.

dens{tometry at 304 am.

A series of analyses was constituted from all the assays to be

performed for both treatments in a single subject.

For each series two calibration curves were plotted, one for RU 38 486, the

other for RU 42 633, by spiking control plasma with increasing, known quantities

of each product, corresponding to concentrations ranging from 0.025 to

1.5 mg.l'l.

Control plasma, spiked with known quantities of RU 38 486 and

RU 42 633 and treated in exactly the same way as the samples, were included every

18 samples, giving 10 controls for each of the 3 concentrations chosen. The

coefficients of variation were as follows:

RU 38 486: 3.3% for
4,82 for
2.6% for

RU 42 633: 5,37 for
3.7%2 for
- 2.8% for

0.075
0.300
1.600

0.076
0.305
1.626

mg.1l
mg.1l
ng.1l

mg.l
mg.1l
ng.l

-1
-1
-1

-1
-1
-1

The threshold of quantification was set at -———‘mg.l'l. Concen-

trations below —— mg.l-1 were considered to be zero, and concentrations

equal to or greater than this were rounded off to the nearest 0.001.

MIF 008406

0cCe8



87/592/CN

MIF 008407

APPENDIX VIII
Protocol

Laboratory norms
Curriculum vitae of the investigator
Agreement and composition of the Ethical Committee

Informed consents

APPEARS THIS WAY
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1. INTRODUCTION:

RU 38.486 (MIFEPRISTONE) {s an original compound synthesised by the ROUSSEL
UCLAF Research Department, which has been shown in hormone receptor binding
and animal pharmacology studies to be antiprogesterone, antiglucocorticoid
and weakly anti-androgenic but to have no agonist properties.

A tolerance study of RU 38 486 (excipient: hydrochloric acid and alcohol)
administered IV to men showed that the maximum tolerated IV dose (infusion
for 1 hour) was 40 mg.

The pharmacokinetics of RU 38 486 have been studied in men and women. In
women, a linearity study was performed at doses of 50 mg, 150 mg and 450 mg
orally. The observed peak plasma concentrations (Cmax) were 1.2, 1.7 and

2.0 mg.l'1 respectively, and the areas under the curve (AUC) 17.4, 28.8 and
63.6 mg.l-l.hr respectively. From these results it was concluded that the ,
kinetics of the compound were nonlinear. Moreover, the calculated half-lives
varied dose-dependently (19.7, 21.0 and 38.9 h).

A pilot absolute bioavailability study was performed in men at a dose of
40 mg. The bioavailability of orally administered RU 38,486 in solution was
70%.

As RU 38.486 {s to be administered to women, it is therefore necessary to
perform an absolute bioavailability study in women. In order to minimise a

biased interpretation due to the nonlinearity of the pharmacokinetics, the
dose selected on the basis of the previous pilot study will be 20 mg.

APPEARS THIS WAY
ON ORIGINAL
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2. AIM OF TRIAL:

To determine the absolute bioavailability of RU 38.486 administered in a
dose of 20 mg IV and orally (RU 38.486 in solution) to healthy women of
childbearing age.

3 - MATERIAL AND METHODS

3.1 TRIAL DESIGN

This is an open, randomised, crossover study. The order of administration
of the products will be determined by balanced randomisation.

3.2 SUBJECTS

3.2.1. Inclusion criteria:

i) Subjects aged from 20 to 40 years.
ii) Female subjects.
ii1) Subjects of childbearing age with a regular cycle.
iv) Subjects whose weight does not deviate by more than 10% from
the ideal weight for their age and height.

Subjects must also have one of the following:

a) an IUD in situ for at least 6 months;
b) or tubal ligation;

¢) or -a sterile partner;

d) or no partner during the study.

In the 10 days prior to the study, the subjects will undergo a
clinical, electrocardiographic and laboratory examination, the
results of which will be noted in the case record form. The
results must be within normal limits, unless the investigator
decides that any abnormalities found are without clinical
significance.

00264

MIF 008411



B7/592/¢cN

210

3.2.2. Exclusion criteria:

1)

ii)

iii)

iv)

v)

vi)

vii)

viii)

Women with a positive pregnancy test in the 24 hours prior
to administration of RU 38 486. This test, involving an
assay of ﬁHCG (human chorionic gonadotropin) in plasma or
urine, will only be performed if the subject has not had a
tubal ligation.

Women with a history of allergy or hypersensitivity to
drugs.

Women using hormonal contraception.
Women taking medication regularly.

Women who have occasionally taken medication in the week
prior to the trial.

Women with a severe acute disease in the month prior to the
trial.

Women with a current or previous history of gastro-
intestinal, hepatic or renal disorders or any condition
known to interfere with the absorption, distribution and
elimination of drugs.

Women smoking more than 10 cigarettes a day.

ix) Women consuming excessive amounts of alcohol.

3.2.3. Number of subjects:

The total number of subjects will be 10.

MIF 008412
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3.3. PRODUCT:

3.3.1. Presentation:

Active product: RU 38 486
10 ml ampoules containing 100 mg of product
(10 mg/ml).
Batch No.:
Composition: RU 38 486 100 mg
0.1 N HC1 9 ml
Absolute ethanol to 10 =l

3.3.2, Dosage:

20 mg orally and IV.

3.3.3. Preparation and method of administration:

Orally: 2 ml of the contents of one ampoule (= 20 mg of

RU 38 486) taken with 150 ml of water, the subject being in
the upright position for administration and remaining so for
the following 2 minutes.

IV: The solution of RU 38 486 contained in | ampoule will be
diluted 1:50 as follows:

RU 38 486 solution: 10 m1
Phsyiological saline (0.9%): 490 ml

The volume to be injected per subject will be 100 ml (i.e.
20 mg).

The duration of infusion will be 1 hour. It will be performed
at a constant rate by means of an electric infuser.

00266
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General conditions of administration for both routes:

Each dose will be administered on an empty stomach in a single
dose in a8 randomised order.

Each treatment will be administered at the end of a cycle for
two consecutive cycles, between the 3rd déy before the expected
date of menstruation and the second day after the expected
date.

During the 24 hours prior to each dose, pregnancy will be

excluded by an assay of plasma or urinary /3HCG in subjects who
have not undergone tubal 1ligation.

In the event of a positive pregnancy test RU 38 486 will not be
administered and the subject will be excluded from the trial.

RU 38 486 will be administered in the morning at about 8 a.m.
Subjects will have fasted overnight (minimum of 10 hours

fasting).

Subjects may take a light meal 4 hours after administration of
RU 38 486.

Subjects may only drink water.

Eight hours after administration they may resume their normal
eating habits.

Concomitant treatments

No treatment may be taken during the study. 1If it is necessary
to administer medication to a subject during the trial, the
physician in charge will decide on whether or not to prescribe
the medication and must enter the following information on the
case record form:

a) the reason for treatment,

b) the name of the product and its preésentation,
c) the dosage given,

d) the method and duration of administration.

0026’7
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4 - BLOOD SAMPLES

Blood samples (5 ml) will be taken by venipuncture at the following times
(TO being the time of administration of the product or the beginning of
infusion): =15 min, +15 min, +30 min, +45 @in, 1 hr, 1.50 hr, 2 hr, &4 hr,
8 hr, 12 hr, 24 hr, 30 hr, 36 hr, 48 hr, 54 hr, 60 hr, 72 hr and 96 hr
(total: 90 ml of blood per sequence).

The actual (observed) times of the samples will be recorded in the case
record form.

The blood will be collected in dry heparinised tubes (lithium heparinate),
centrifuged at 4°C and the plasma collected in two dry tubes. The plasma
will be frozen immediately and stored at -20°C.

The tubes will be identified by labels bearing the following information:

1) the name and number of the study
11) the date of sampling
1i1{) the subject's initials o
iv) the sampling time.

At the end of the trial all the samples will be sent to _

ROUSSEL UCLAF, 102 - 111 Route de Noisy, 93 230 ROMAINVILLE i{n an icebox
containing dry ice.

5 = ASSAYS

RU 38 486 will be assayed by high performance liquid chromatography with
detection by —m—————

APPEARS THIS WAY
ON ORIGINAL
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6 - EXCLUSION FROM THE TRIAL

A positive pregnancy test.

Subjects may withdraw from the trial if they so wish, giving their reasons
to the investigator. )

The investigator may exclude a subject in the following cases:
i) the occurrence of severe unwanted effects,
ii) the failure of the subject to comply with the protocol,

iii) the impossibility of obtaining samples.

Subjects who withdraw from the trial must be replaced.

7 - SUBJECT MONITORING

The subjects will be under the supervision of the investigator from the
time of administration of the product until 96 hours.

Any unusual incident or symptom occurring during this period will be
recorded in the case record form, noting the date, type of incident,

severity and outcome (duration, consequences).

During the week after the end of the trial, the subjects will undergo the
same clinical, electrocardiographic and biological examination as on
inclusion.

APPEARS THIS WAY
ON ORIGINAL
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[ ]

8.1 CONSENT AND AGREEMENTS:

MIF 008417

The investigator and the co-ordinator undertake to perform this study
compliance with the rules of the Declaration of Helsinki (revised at

Tokyo,

8.1.1

8.1.2

8.1.&

1975).

Ethical Council:

The investigator is free to submit this protocol to the Ethical
Council of his choice. In the event of an objection by this
Council, due note will be taken and the protocol amended

accordingly.

Subjects' informed consent:

All subjects admitted to the trial will give their free and
informed consent.

The subjects will be informed of the nature of the trial, its ai
and its risks. They will be given a protocol which will be
explained during a preparatory meeting prior to the trial. They
will be informed that they may withdraw from the trial at any
time.

The volunteers will give their written consent in the presence of
a3 witness.

Confideritiality

All the results will be the property of Roussel Uclaf and may no
be published until they have been forwarded for discussion and
comments to the Roussel Uclaf Patents Department.

Protocol amendments:

Any modification to the protocol must receive the written
agreement of the Roussel Uclaf co-ordinator. Any changes will b
documented and submitted to the Ethical Council.

0C
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DOCUMENTATION:

The following documents will be provided:

i) investigator's brochure,
ii) protocol,
iii) case record forws,

iv) randomisation list.

FINANCING:

Roussel Uclaf will settle all costs related to the study. A financial
protocol will be signed between Roussel Uclaf and the investigator.

TIMETABLE:

The principal scheduled dates are as follows:

~ Beginning of study: OCTOBER 1986
- End of study: DECEMBER 1986

FOLLOW-UP OF STUDY BY ROUSSEL UCLAF

All the case record forms will be completed and signed by the
investigator. Any missing or invalid data will be explained. This
study will be monitored regularly by a member of the Medical Direction
to ensure that the study is performed in compliance with the protocol
adopted and according to Good Clinical Practice procedures.

DISCONTINUATION OF STUDY:

Roussel Uclaf reserves the right to discontinue the study at any time
for medical or administrative reasons. Expenses incurred will be
reimbursed. '

INSURANCE:

The investigator is insured against civil liability for study
CH/86/486/06.

00
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BEST PGSSIBLE COPY

9 - RESULTS

The pharmacokinetic and statistical analysis will be done by ROUSSEL UCLAF.
Any side-effects will be reported in detail.

The report will be produced jointly by the investigator and ROUSSEL UCLAF.
10 - SIGNATURES
"We totally accept this protocol which gives all the information necessary

to perform this study.

We agree to perform this study'”.

NAME SIGNATURE DATE
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PROTOCOL CH/86/486/06

APPEARS THIS WAY
GN ORIGINAL

ADDENDUM

A third treatment sequence with an oral dose of 400 mg or 600 mg (therapeutic
dose to be confirmed) is scheduled in the same volunteers after the 20 mg
doses.

The purpose of this sequence, in view of the dose-dependent pharmacckinetics df
RU 38 486, is to determine the pharmacokinetic parameters (after administration

of the therapeutic dose) in subjects whose absolute bioavailability is known.

In addition a Latin square experimental design is difficult to implement given
the possible disruption of the cycle with the 400 mg or 600 mg dose.

The protocol will be the same as that followed with the 20 mg doses.
Urine collections will also be done over the following time intervals:

0~2hr; 2=-4hr; 46 -6 hr; 6 -8 hr; 8 - 12 hr; 12 - 24 hr; 24 - 36 hr;
36 - 48 hr; 48 - 60 hr; 60 - 72 hr; 72 - 96 hr.

The subjects will drink 100 ml of noncarbonated mineral water every hour for
4 hr after drug administration.

APPEARS THIS WAY
ON ORIGINAL
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ANNEX 1

MEAN AND IDEAL ADULT WEIGHT

APPEARS THIS WAY
ON ORIGINAL
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Mean and ideal adult weights
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ANNEX 2
DECLARATION OF HELSINKI
APPEARS THIS way
ON ORIGINAL
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ANNEX 3
INFORMED CONSENT
APPEARS THIS WAY
ON ORIGINAL
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INFORMED CONSENT

Studz title: 09 0 00 2 008 LI LONILEED P EO 0L EIEIOLNOEIELBILNOEPEIIIEOIOEEOIOIOCEOIEPOIOIEOIOE

0 0 9 0 5 9 0006000 CRCEEINNOP PP PECLOIIV LIS NOEOEBIOIOEOEOIEOLEOIEOIEOENINOERIPIOIETOLE
9 9 00000000 000 PECIDOPOOROOOONL0EEEOOENIPILIISEOECOIEEPOTIOIPOIRNRIOEODTSTTOEES

LRI B A B R R BB R R N A I A N A R I IR B I I A N I I I I A A A I 3 IR I B B N SR RO ]

Protocol No.: cesressssasestessasens

APPEARS THIS WAY

Investigator: Doctor
B ° ON ORIGINAL

Subject's name: cssescesssnnsssssanas
Date of birth: B9 9 0 O SO0 00D RO BRSPS fge: ® 9 060 & 80000 P Sex: ® & 6 00 0B &0 e
Addtess: S 8 9 0 5 P S 0GOSO EE 0P E NI B OO P NSO C PSSRSO I E T EEO e OO NNNESES PSS

0 45 0 000 0000000000002V 0PCEBLPLLETICESOPISSLOCEINOIEOIIENRCECEOEBIBIOETIPITE

€6 000 PR D PPN IO IO NP IS EEPSNEOIOOSSP OISO IELEIINIESEOEOIOENNOTDONTS

TeleEhone: ev s s PP LBLIIGIOEOIENEOSIOIEBIIOETDES

I, the undersigned, sevecsscscccssssccssesecess certify that on my inclusion visit
I received the protocol for study seesecsecscsesess, that I have examined the
information concerning the test compound, the aim of the trial and the
conditions to be observed during the study, and that I have taken note of the
risks commonly incurred in this type of study.

I undertake to comply strictly with this protocol.
As a volunteer, I enter this study of my own volition, with no moral or physical
pressure and I may withdraw from it at any time. During this inclusion visit I

have had the opportunfcy-to ask the doctors present all the questions necessary
for my own information.

Signatures:

Volunteer: S0 s ere PRI RNIBIONEsINREOERIOETTITDOTS Date: €8 2080080000000

Investigator: DRI I N A R O N N IR I Date: .cceeevccsccscnsssscscs

Enc.: study protocol.

00279
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ANNEX 4
CASE RECORD FORMS
APPEARS THIS WAY
ON ORIGINAL
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PROTOCOL CH/86/486/06

RU 38.486

ABSOLUTE BIOAVAILABILITY STUDY IN WOMEN

ALLOCATION OF TREATMENTS

| SUBJECT ! DOSAGE: 20 MG !
| a number will ! i
| be allocated | First | Second |
| to each subject | dose ] dose | s
! ! I !
| 1 i v I PO I
I ! ] I
I 2 ! v | PO i
! I | !
I 3 | PO I v [
| I | !
[ 4 I PO | v
I ! i !
| 5 | v 1 PO |
| ] | !
| 6 | PO i v 1
I | | !
[ 7 ] PO | v |
| | ! |
| 8 | 1v ! PO I
"l | i |
! 9 ] v i PO !
I ] | !
| 10 | PO | v )
I ! | !

00281
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PROTOCOL CH/86/486/06

RU 38.486

ABSOLUTE BIOQAVAILABILITY STUDY IN WOMEN

SUBJECT'S NAME: _ No.:

PREGNANCY TEST before lst sequence before 2nd sequence

| _DATE I | !
| rﬂHCG { | I

ADMINISTRATION OF RU 38486

lst sequence 2nd sequence

| DATE | |
IROUTE OF I I ’
{ADMINISTRATION| | )

BLOOD SAMPLES

Ist sequence 2nd sequence

OBSERVED
TIME hromin.

OBSERVED
TIME hr. min.

THEORETICAL
TIME hr. min.

| ]
| ]
] |
{ -15 !
I .15 |
} .30 )
| .45 |
| 1 - !
! 1.50: !
] 2 I
| 4 ]
] ]
| |
i ]
| i
| [
] |
{ |
| |
] I
| !

I
!
!
|
!
|
|
!
|
|
|
|

8 YAT
12
24
30
36
48
54
60
72
96

ON OR{GIHA!

!
|
!
]
|
{
|
!
!
|
A I
f
!
I
!
!
!
!
!
]
!

i
|
!
|
i
|
I
|
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RU 38.486

ABSOLUTE BIOAVAILABILITY STUDY IN WOMEN

DATE:
IDENTIFICATION AND CHARACTERISTICS OF THE SUBJECT:
NAME: _ _ _ CHRISTIAN NAME: _
SEX: WEIGHT: APPEARS THIS WAY
HEIGHT: AGE: 0?.\! GR:G;NAL

OCCUPATION:

HAS THE SUBJECT GIVEN HIS OR HER CONSENT TO PARTICIPATE IN THE STUDY?

YES [ ]
SMOKING
NONE [ ] CIGARETTE [ ] CIGAR [ ) PIPE [ ]
QUANTITY PER DAY: L0 B B B g LA B O B B A ) LB L B B L ]

CONSUMPTION OF ALCOHOL
NONE [ ] BEER [ | WINE [ ] SPIRITS [ ]
QUANTIIY PER DAY: e 0 0000 LRI B B BB N S 890 000000

DRUGS TAKEN REGULARLY
NONE [ ] NAME OF DRUGS: 8 9 00000699020 0000500080000000000000000c0d0essse

DOSAGE: P SO SO CO OO0 L0 SN E PO BEEEOIOIECOGPINIONINGIEOGEOITOTTNINOETIYITTE

-DRUGS TAKEN OCCASIONALLY
NONE [ ] Nm OF DRUGS: ® 6 0000 0 000 QOO PO NS TBI NN SO T NN NSeSN 0 e

DOSAGE: S P 00 E P 000 000G CLOEPBEOPCERAEDEIEIOOIOLEOLELIOIECEOIROESIDIPOEESE

DATE OF FIRST DOSE: 20 00000 E 0 PR ELIONOOEIPIOCERLIIROIOEBOEORIOIEOEOPINRIROEOESOEOSDREOCONDY

00483
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PROTOCOL CH/B6/486/06
RU 38.486

ABSOLUTE BIOAVAILABILITY STUDY IN WOMEN

SUBJECT'S NAME: _ _

GYNAECOLOGICAL AND OBSTETRIC HISTORY

AGE OF FIRST MENSTRUAL PERIOD: B R T T IR PPN
CURRENT DURATION OF CYCLE (dayB): ccecovccccsccssessncsccsccsncs
CURRENT DURATION OF MENSTRUATION (daysS):eeeecocssecosscccacceasas
PAIN AT TIME OF MENSTRUATION:
DATE OF EXPECTED MENSTRUATION:
NUMBER OF PREGNANCIES:

9 0000 PEOLOCPCEPIOIPINPIIEEOERIOCEOIENOIOGOEEOETSTES
G2 2P P0G PIOOEOLIOITIIERIOSIOGEOIEBIERNINIOSEPOETOSTS

0 806058800 C0 0002509000000 00 000000

CONTRACEPTION
ORAL Date commenced: . Date stopped:
IUD Date commenced: Date stopped:
LIGATION YES [ ] Date: NO [ ]
STERILE PARINER YES [ ] NO [ ]
NO PARTNER YES [ ] NO [ ]
COMMENTS:
NONE [ ] ) -

APPEARS THIS WAY
- ON ORIGI¥AL

INVESTIGATOR'S SIGNATURE:

00284
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PROTOCOL CH/86/486/06

RU 38.486

ABSOLUTE BIOAVAILABILITY STUDY IN WOMEN

SUBJECT'S NAME: _ _

PARTICIPATION IN ANOTHER DRUG TRIAL
NEVER [ ] DATE OF LAST TRIAL: 0 @ 5 00008 P 8O SO0 O DO NP IO T OSSOV ESEN SO ON SN

HISTORY OF ALLERGY
NONE [ ] IF YES, GIVE DETAILS: L B I Y IR B B B B N IR B B BN B A B B BN R BB NN N AN NN B BN Y R N I NN B R N )

ALLERGY TO DRUGS
NONE [ ] IF YES’ wHICH DRUGS: L B O B BE BN N BN BN S BN BN B R R B BE BN K B AR B BN B BN BE BE BN IR BN BN IR R ICRE B R B N 2

HISTORY OF DISEASE
NONE [ ] IF YES’ GIVE DETAILS: P8 000 00020000000 00PNV RIROEINITIOCEOIOIECECENIPOTIOITILS

SURGICAL HISTORY
NONE [ ] IF YES, GIVE DETAILS: 98206000000 0000000 0003800000000 00000s0nBentIOD

COMMENTS

NONE [ ]

APPEARS THIS WAY
ON ORIGINAL

INVESTIGATOR'S SIGNATURE:

00485

MIF 008432



87/592/CN 231

PROTOCOL CH/86/486/06

RU 38.486

ABSOLUTE BIOAVAILABILITY STUDY IN WOMEN

SUBJECT'S NAME: _

DATE:
PRE-TRIAL CLINICAL EXAMINATION

HEART RATE (SUPINE@)! = coeeecososssrscosscoononsosssscccscennsscansssacssssasasn
BLOOD PRESSURE (supine): SYSLOliC secevesssssscocsesosesssscacccccsaocsossssansasn
diastollcC eeeeeostoceresosccsvscascacsanrsscsncnsssscsrnes

NORMAL ABNORMAL NOT DONE COMMENT

HEAD AND NECK
EYES

EARS

NOSE
THROAT
LUNG

HEART
ABDOMEN
LIMBS
LYMPH NODES
SKIN
BREASTS

ECG

N Em N e e e e e e et e ey gy
— e e e bt ) et e et bt e At et
L T T o T o B T N I T e T e T e
Sl od bt et et et et bt s v Nt Mt s

APPEARS THIS WAY
COMMENTS : ON CRIGINAL

NONE [ ]

INVESTIGATOR'S SIGNATURE: f 0086
! ‘.

MIF 008433



PROTOCOL CH/86/486/06
87/592/CN

RU 38.486

ABSOLUTE BIOAVAILABILITY STUDY IN WOMEN

SUBJECT'S NAME: _

ESR
ERYTHROCYTES
LEUCOCYTES
NEUTROPHILS
EOSINOPHILS
BASOPHILS
LYMPROCYTES
MONOCYTES
PLATELETS
PROTHROMBIN
BLOOD UREA

BLOOD CREATININE
TOTAL BILIRUBIN

BLOOD GLUCOSE

BLOOD URIC ACID

BLOOD CALCIUM

BLOOD PHORPHORUS

TRIGLYCERIDES
CHOLESTEROL
SODIUM
POTASSIUM
CHLORIDE -
BICARBONATE

TOTAL PROTEINS

SGOT
SGPT

ALKALINE PHOSPHATASE

PROTEINURIA
GLYCOSURIA

MIF 008434

Units

es 000
e e e
LR RN
e s s s e
EEREE XX
se 0000
se s 0o
e 0o e
oo v e
v e
see s 0000
“ss s s e
sseso s
se v e
LRI A
P00 0 e
LI I I
ses0 000
LRCRC RIS
s 0s e e
LN N )
LICRC I I N )
se 0000
ess0 000
seces s
ss so e
ee s s e
LI I N

*s0 000

BEFORE FIRST
TREATMENT

Date:

seseos s 0000
se s 000000800
e cceoscssons
seces 0000000
*esseesessesse
ee e s e ev 20000
ss 00 esse e
s s 0000000
00-0:.:000.0
*esoeceoscescsrs
ss0 0000000
(R R R RN
Ces e 00000
st aessBOOE
so0 s s 00000
s 0060000 o
Seooovos s
LB B A B LI BB
S$00 0000000
s e ee0v0s e
ssevsencsrers
S0 0erensseose
ee v 000t
Ss000gvesore
escesvesss e
s e ss e
es e s cesssccsoe
essceeevosssse

AFTER LAST
TREATMENT

Date:

eeesevsrnse
sevsevssonesse
400 vos00 0

ee s 00s0s 00 e

teos s 000000 -

®seesesacsse
®e v ess 00
eoscsesnusee
ee s s s0000 00 e
...".......
288 cesscs s
oS8 0c0s000ss
e eess 00
®eesss e e
6ecsosvosees
s es0 0o
e e ss O Neee
o0 esves e
s 0evosessn
ses s 0o mr
e0 00800000
ss 0 ess00rs
Cs oo ssssees
s esssenssse

*se s ss0 00000

ssevs 00000

te e v 000000

"0OC
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PROTOCOL CH/86/486/06

RU 38.486

ABSOLUTE BIOAVAILABILITY STUDY IN WOMEN

SUBJECT'S NAME: _

FIRST DOSE OF RU 38 486

DATE OF ONSET OF MENSTRUATION: cecevscessccscsssonsncsceccns
COMPARED WITH THE SUBJECT'S NORMAL PERIOD:

DURATION LESS [ ] THE SAME [ ] MORE [ )
AMOUNT LESS [ ] THE SAME [ ] MORE [ ] %
PAIN YES [ ] NOo [ ] o o
N i e
IF YES LESS [ ] THE SAME [ ] MORE [ ] o=
= o
c» .
; p
— =
SECOND DOSE OF RU 38 486 5
=
DATE OF ONSET OF aNSTRUATION: ® 0 8 00 060200 B T OGO O OO NN ENEN e
COMPARED WITH THE SUBJECT'S NORMAL PERIOD:
DURATION LESS [ ] THE SAME [ ] MORE [ )
AMOUNT LESS [ ] THE SAME [ ] MORE [ )
PAIN YES [ ) NO [ ]
IF YES LESS [ ] THE SAME [ ] MORE [ ]
00,88

MIF 008435
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RU 38.486

ABSOLUTE BIOAVAILABILITY STUDY IN WOMEN

234

DATE:
POST-TRIAL CLINICAL EXAMINATION
HE“T RATE (supine): S5 0 0 0000 ¢ 9 000N OB AL eSS PSSO P PN E GOSN e L N
BLOOD PR.ESSURE (Supine): systolic Peecasssvesnneee sece s st ss 0 60000000 sscorer .
diastoliC sececcncccscnn s ceersesresesssrsrsrass s
NORMAL ABNORMAL NOT DONE COMMENT

HEAD AND NECK
EYES

EARS

NOSE

THROAT

LUNG

HEART
ABDOMEN

LIMBS

LYMPH NODES
SKIN

BREASTS
VAGINAL EXAM.
ECG

COMMENTS:

NONE [ ]

P e P rm Sy Pt e P P pmy g e P g

INVESTIGATOR'S SIGNATURE:

MIF 008436

—— ot bt e bt i et bt et s At et b et
PN e ey P s e e e e ey e ren ey
et et et s Ml e et et et bt et md i e
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ANNEX S
CERTIFICATE OF INSURANCE
APPEARS THIS WAY
ON ORIGINAL
00290
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NORMAL VALUES ~ LABORATORY NORMS

ESR M: 1-7 mm/hr F: 1-12 mm/hr
Erythrocytes M: 4.4 - 6.0 M/mm3 F: 3.8 = 5.6 M/mm3
Leucocytes - 4 - 11,000 /mm3
Differential count
Neutrophils 33 - 75%
Eosinophils 0 - 0.5%
Basophils . 0 - 0.2%
Lymphocytes 15 - 60%
Monocytes 0 - 09%
Platelets 150 - 350,000 /mm’
Prothrombin 70 - 100%
Urea 2.8 -~ 8.6 mmol/l
Creatinine M: S6 - 120 Pmol/l
F: 45 - 110 Fmol/l
Total bilirubin S - 17 pmol/1 v
Blood glucose 4,2 -~ 6,0 mmol/l
Urate 150 - 480 Pmol/l
Blood calcium 2.25 = 2.62 mmol/l
Blood phosphorus 0.8 - 1.4 mmol/1 ,
Triglycerides 0.4 = 2.1 mmol/l APPEARS THIS WAY
Cholesterol 3.3 - 7.3 mmol/l ON ORIG'NA[
Sodium 135 - 148 mmol/l
Potassium 3.1 - 4,7 gmol/l
Chloride 96 = 109 mmol/1l
Bicarbonate 23 - 30 mmol/l
Total proteins 62 - 79 g/l
SGOT 14 = 50 U/1
SGPT ’ - 11 - 60 U/L
Alk. phosphatase -30 - 125 U/1
Proteinuria neg.
Glycosuria neg.

00292
MIF 008438
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APPENDIX

Individual results
Protocol
Curriculum vitae of the investigator
Agreement and composition of the ethical committee
Informed consent
Quality assurance audit report

(clinical part of the study)

APPEARS THIS waY
ON ORIGINAL
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PROTOCOL CH/87/486/10
PHARMACOKINETICS IN WOMEN
AFTR ORAL ADMINISTRATION OF 600 mg (S0 PCi) OF 3H-RU 38 486

INVESTIGATOR v

Doctor —_—

Medical Clinic
Department of Medicine
Cantonal Hospital
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SWITZERLAND

ROUSSEL UCLAF CO-ORDINATOR
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liedical Direction

102,111 Route de Noisy

93 230 ROMAINVILLE tel. (1) 48.43.93.10
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1 <~ INTRODUCTION

MIF 008442

RU 38 486 (MIFEPRISTONE) is an original product synthesised by the
ROUSSEL UCLAF Research Department, which has been shown by hormone
receptor binding and animal pharmacology studies to be anti-

progesterone, antiglucocorticoid and weakly anti-androgenic without

having any agonist properties.

Animal pharmacokinetics

The pharmacokinetics of RU 38 486 have been studied in starved male or
female rats after intravenous or oral administration of a pharmaco-
logically active dose (5 mg.kg-l) in solution using a molecule
tritiated in positions 6 and 7.

Intravenous administration (5 mg.kg-l) showed that the product was -
rapidly eliminated (clearance 3 l.hr-l per kg of bodyweight). After
oral administration (5 mg.kg'l) absorption was early and rapid. It
was satisfactory (almost 3/4 of the dose) but the bioavailability was
reduced by a presystemic effect (407 of the ingested dose). Tissue
distribution of radicactivity 0.5 and 24 hours after oral adminis-
tration shows that elimination of the whole of the product and its
metabolites was rapid in all the localisations studied, except for the
erythrocytes. However, the concentration of the latter was weak, as

the combined erythrocytes 24 hours after treatment accounted for only

one thousandth of the ingested radioactivity. Excretion of radio-

activitjvih the urine and faeces after intravenous administration
(5 mg.kg'l) was rapid and complete within 4 days (99Z of the dose).
The principal route of elimination was faecal (972 of the total

excreted).

In the Cynomolgus monkey, the plasma kinetics of radiocactivity of
unchanged product éfter oral or intravenous administration of

3 mg.kg-L of product in solution showed slow and irregular

absorption, although it was satisfactory in quantitative terms (3/4 of
the administered dose). The bioavailability was reduced by a
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presystemic effect (15% of the ingested dose). The total clearance
was 1.5 1.hr™! per kg of bodyweight. The principal route of
elimination of radiocactivity after intravenous administration was
faecal (92% of the total elimination within 7 days). Urinary and
faecal elimination appeared practically complete after one week and
the total amount eliminated by these two routes was equivalent to 857

of the administered dose.

Human pharmacokinetics

The pharmacokinetics of tritiated RU 38 486 were studied in man after
intravenous administration of a tracer dose (280 ng. 25 PCi) and after
oral administration of a pharmacologically active dose (100 mg,

S0 PCi). In man, the principal route of elimination of total
radioactivity is faecal (90X of total elimination over 6 days),
irrespective of the route of administration. After 6 days, urinary
and faecal elimination is practically complete: 92% of the total
radioactivity administered orally is eliminated by these 2 routes
during this period.

A linearity study was performed in women at doses of 50 mg, 150 mg and
450 mg, administered orally. The peak plasma concentrations (Cmax)
observed were 1.2, 1.7 amd 2.0 mg.l.1 respectively and the areas

under the curve (AUC) 17.4, 28.8 and 63.6 mg.l-l.hr respectively.

The conclusion drawn from these results was that the kinetics of the
product were nonlinear. Furthermore, the calculated elimination t 1/2
varied with the dose (19.7, 21.0 and 38.9 hr).

A pilot absolute bioavailability study was performed in men at a dose

"of 40 mg.. The absolute bioavailability of RU 38 486 in solution

adminisfered-nrally was 70%.

For its indication as an "alternative to early termination of
pregnancy by aspiration” at a dosage of 600 mg (in a single oral
dose), it is therefore necessary to study the pharmacokinetics and the
metabolism of RU 38 486 at this dosage.

In view of the difficulties, and even the impossibility, of
quantifying urinary and faecal excretion of the product and its
metabolites by a "non-isotopic method,”" the pharmacokinetic study and
the determination of the structures of the metabolites of RU 38 486

will be performed with the tritium—~labelled product. ()();255‘;
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2 - AIM OF TRIAL

The aim of this trial is to study the pharmacokinetics and metaboiism

of 3H~RU 38 486 in healthy women of childbearing age.

3 - MATERIAL AND METHODS

3.1 TRIAL DESIGN

This is an open study in 4 subjects.

3.1.1 Inclusion criteria

i) Subjects aged from 20 to 40 years.
ii) Female subjects.

iii) Subjects of childbearing age with a regular cycle.

iv) Subjects whose weight does not deviate by more than 10%

from the ideal weight for their age and height.
Subjects must also have one of the following:

a) an IUD in situ for at least 6 months;
b) or tubal ligation;
q);or,a sterile partner;

d) or no partner during the study.

In the 10 days prior to the study, the subjects will undergo a
clinical, electrocardiographic and laboraiory examination, the
results of which will be noted in the case record form. The
results must be within normal limits, unless the investigator
decides that any abnormalities found are without clinical

significance.

00255
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3.1.2 Exclusion criteria:

1) A positive pregnancy test in the 24 hours prior to
administration of RU 38 486.
This test, involving an assay of BHCG (human chorionic
gonadotropin) in plasma or urine, will only be performed if
the subject has not had a tubal ligation.
i1) A history of allergy or hypersensitivity to drugs.
111) Regular use of drugs.
iv) Occasional use of drugs in the week prior to the trial.
v) A severe acute disease in the month prior to the trial.
vi) Gastro-intestinal, hepattc or renal disorders or any
condition known to Interfere with the absorption,
distribution and elimination of drugs.

vii) Smoking more than 10 cigarettes a day.

viii) Excessive consumption of alcohol.

3.2 PRODUCT -

3.2.1 Presentation

Active product: RU 38 486 tritium labelled in positions 6 and 7.
Tablets containing 200 mg of 38 486 with an
activity of 0.61 MBq (16.5 pCi).

00<36
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Structural formula:

Composition:

3.2.2 Dosage:

600 mg (= 3 x 200 mg tablets of RU 38 486 (1.85 MBq - 50 PCi) in

a single dose) orally.

3.2.3 Method of administration

The 3 tablets of RU 38 486 will be swallowed with 150 ml of
noncarbonated water, the subject being in the upright position

and remaining so for the next two minutes.

Conditions of administration:

The dose will be administered at the end of a cycle, between the
3rd -day before the expected date of menstruation and the second

day after the expected date.

During the 24 hours prior to administration, pregnancy will be
excluded by an assay of plasma or urinary £HCG in subjects

without a tubal Yigation.

In the event of a positive pregnancy, RU 38 486 will not be

administered and the subjects will be replaced.

00257

MIF 008446



87/601/CN 64

RU 38 486 will be administered in the morning at about 8.00 a.m.

Subjects will have fasted overnight (minimum ten hours).

Subjects may take a light meal 4 hours after administration of

RU 38 486.
Subjects may only drink water.

Eight hours after administration they may resume their usual

eating habits.
3.2.4. Concomitant treatments

No treatment may be taken during the study. If it is necessary
to administer a drug to a subject during the trial, the
physician in charge will decide on whether or not to prescribe
the drug and must enter the following information on the.case

record form:
a) the reason for treatment,
b) the name of the product and its presentation,

c¢) the dosage given,

d) the method and duration of administration.

APPEARS THIS WAY
ON ORIGINAL
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4 - SAMPLES

MIF 008448

4.1 BLOOD

Blood samples (5 ml) will be taken by venipuncture at the following
times (TO being the time of administration of the product): - 15 min,
15 min, 30 min, 45 min, 1 hr, 1.30 hr, 2 hr, 4 hr, 8 hr, 12 hr, 24 hr,
36 hr, 48 hr, 72 hr, 96 hr, 120 hr, 144 hr, 168 hr, 192 hr, 216 hr and
240 hr (total volume of blocod withdrawn: 105 ml).

The actual (observed) times of the samples will be noted in the case

record form.

The blood will be collected in dry heparinated tubes (lithium
heparinate) centrifuged at 4°C and the plasma collected in two dry-

tubes. The plasma will immed{ately be frozen and stored at - 20°C.

The tubes will be identified by labels bearing the following

information:

a) the study number
b) the date of sampling
¢) the subject’'s initials

d) the sampling time.

4,2 URINE

The subjects must empty their bladder during the 5 minutes before
administration (sample 0).

The urine will then be collected over the following periods:

0-12 hr, 12 - 24 hr, 24 - 48 hr, 48 - 72 hr, 72 - 96 hr,

96 - 120 hr, 120 =- 144 hr, 144 - 168 hr, 168 ~ 192 hr, 192 - 216 hr,
216 - 240 hr,
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Subjects must empty their bladder at the end of each collection

period.

In practice, the urine will be stored at 4°C during each collection
period, the subjects returning their specimens to the hospital at the
time of each blood sample. After measurement of the pH, all the urine
will be stored at - 20°C.

The samples will be identified by labels bearing the following

information:

a) the study number,

b) the date of sampling,

¢) the subject's initials,

d) the sampling time
beginning - end.

4.3 STOOLS

The stools will be collected every day until 24 hours after the end of
the urine samples (i.e. up to 264 hr).

In practice, the stools will be stored at 4°C, the subjects returning
their stools to the hospital at the time of each blood sample. The
stools will be stored at - 20°C until assay.

They will be identified by labels bearing the following information:
a) the study number,

b)-the date of collection

¢) the subject’s initials,

d) the collection time.

At the end of the trial all the specimens will be sent to ——

~___ ROUSSEL UCLAF, 102 - 11 Route de Noisy, 93 230 ROMAINVILLE in

an ice box containing dry ice.

00260
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5 = EXCLUSION FROM THE TRIAL

- A positive pregnancy test.

Subjects may withdraw from the study at any time.

The investigator may exclude a subject in the event of :
i) noncompliance with the protocol by the subject;

ii) the impossibility of obtaining specimens.

_ Subjects withdrawing from the study must be replaced.

6 = SUBJECT MONITORING

The subjects will be under the supervision of the investigator from

the time that the product is administered.

Any incident or any unusual symptom occuring during this period
will be noted on the case record form. The following details will be
recorded: date, type of incident, intensity, outcome (duration,

consequences).

"In the week after the end of the trial the subjects will undergo the
same clinical; electrocardiographic and laboratory examination as on

inclusion.

APPEARS THIS WAY

M ARAIAL
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7 - PLANNING

7.1 CONSENT AND AGREEMENTS

MIF 008451

The investigator and the co-ordinator undertake to perform this study in
compliance with the rules of the Declaration of Helsinki (revised at
Tokyo, 1975).

7.1.1 Ethical Council:

The investigator is free to submit this protocol to the Ethical Council
of his choice. In the event of an objection by this Council, due note

will be taken and the protocol amended accordingly.

7.1.2 Subjects' informed consent:

All subjects admitted to the trial will give their free and informed

consent.

Subjects will be informed of the nature of the trial, its aim and its
risks. They will be given a protocol which will be explained during a
preparatory meeting prior to the trial. They will be informed that they

may withdraw from the trial at any time.

The volunteers will give their written consent in the presence of a
witness. '

7.1.3 Confidentiality

All the results will be the property of Roussel Uclaf and may not be
published until they have been forwarded for discussion and comments to

the Roussel Uclaf Patents Department.

00<6%<
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7.2

7.3

7.4

7.5

7.1.4 Protocol amendments:

Any modification to the protocol must receive the written agreement of
the Roussel Uclaf co-ordinator. Any changes will be documented and

submitted to the Ethical Council.

DOCUMENTATION

FINANCING

The following documents will be supplied:

- Investigator's brochure
- Protocol

- Case record forms

Roussel Uclaf will settle all costs related to the study. A financial

protocol will be signed between Roussel Uclaf and the investigator.

TIMETABLE

The principal dates planned are as follows:

~ Beginning of study: May 1987

- End of study: ‘June 1987

FOLLOW-UP OF THE STUDY BY ROUSSEL UCLAF

All the case record forms will be completed and signed by the
investigator. Any missing or invalid data will be explained. This
study will be monitored regularly by a member of the Medical Direction
to ensure that the study is performed in accordance with the protocol

adopted and in compliance with the rules of Good Clinical Practice.

00<63
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7.6 DISCONTINUATION OF THE STUDY:

Roussel Uclaf reserves the right to discontinue the study at any time
for medical or administrative reasons. Expenses incurred will be
reimbursed.

7.7 INSURANCE

The investigator is insured for civil liability for study CH/87/486/10
(cf. Appendix V).

8 - RESULTS

r

The pharmacokinetic and statistical analysis will be done by Roussel Uciéf.
Any side-effects will be reported in detail.

The report will be produced jointly by the investigator and Roussel Uclaf.

- APPEARS THIS WAY
ON ORIGINAL
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9 - SIGNATURES

"We totally accept this protocol which gives all the information necessary

to perform this study.

We agree to perform this study".

NAME SIGNATURE DATE

- —— - e e s -

=, a3y
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2 - AIM OF STUDY

The aim of this study was to determine the plasma pharmacokinetics of
RU 38 486 administered at the clinically used dose (600 mg orally) to healthy
women of childbearing age.
3 - MATERIAL AND METHODS
3.1, Protocol

The protocol is given Iin full in Appendix VII.

The clinical trial was conducted in accordance with the Good Clinical

Practice procedures in force in the Roussel UCLAF Medical Direction.
J.1.1 Study design

This was an open study in healthy female volunteers, RU 38 486 being

administered in a single dose.

3.1.2 Subjects

Ten subjects were included in the study. These ten subjécts had
already participated in the absolute bioavailability study (Protocol
CH/86/486/06, report 87/592/CN) for which the inclusion and exclusion criteria
were as follows:

Inclusion criteria

i) Exclusively female subjects.
ii) Subjects aged from 20 to 40 years.
iii) Subjects of childbearing age with a regular cycle.
iv) Subjects whose weight did not deviate by nore than 105 from the
mean weight for ﬁheir age and height.
v) Subjects whose medical examination was norzal or considered as

such by the investigator.

00009
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This examination comprised:

a) a clinical examination,
b) a laboratory examination,

¢) an ECG.

In addition, the subjects had to have one of the following:
a) an 1UD in situ for at least 6 months,

b) or tubal ligation,

¢) or a sterile partner,

d) or no partner during the study.

Exclusion criteria .

i) Subjects using hormonal contraception.
ii) Subjects regularly taking medication.
iii) Subjects having taken part in a clinical trial in the 4 weeks prior to the
study.
iv) Subjects having received medication known to be potentially toxic in the 3
months prior to the study.
v) Subjects with a current or previous historv of gastro-intestinal, hepatic
or renal disease which might interfere with the absorption, distribution,
metabolism or excretion of drugs.

vi) Subjects drinkingxexcessive quantities of alcohol or smoking excessively.
The following subjects were also to be excluded:

Subjects with a positive pregnancy test in the 24 hours prior to

administration of RU 38 486,

00010
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3.1.3 Dosage form

The dosage form of RU 38 486 was a tablet with the following

composition:
RU 38 486 200 mg
Colloidal silica 3 ng
Maize starch 142 mg
Polyvidone excipient 12 mg
Microcristalline cellulose 30 g
Magnesium stearate 3 wmg
for a finished weight of —_—

Batch RG 21236-12

J.1.4 Treatment

Each subject received one treatment:

3 x 200 mg tablets, i.e. 600 mg of RU 38 486.

3.1.5 Conditions of administration

- Treatméﬁt=w;s administered at the end of a cycle between the third
day before the exbécted'date of menstruation and the second day following the
date of onset.

Before treatment the pregnancy test had to be confirmed as negative.

The dose was given in the morning at about 8 a.m., the subjects
having fasted overnight (about 10 hours of faéting). and a light meal was served
4 hr after administration.

The 3 tablets were swallowed with 150 ml of water.

The subjects were in the upright position and remained in this

position for 2 minutes.

00011
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3.1.6 Blood samples

Blood samples (3 ml) were taken by venipuncture and collected on dry

lithium heparinate:

a) approximately 0.25 hr before time O,

b) 0.25, 0.5, 0.75, 1, 1.5, 2, 4, 8, 12, 24, 36, 48, 60, 72, 84, 96, 108, 120,
132, 1464, 156, 168, 180, 192, 204, 216 and 228 hours after time Q.

Time O was taken as the time when the tablets were swallowed.
Each sample was immediately centrifuged cold, the plasma decanted,
distributed into two dry tubes and frozen at -20°C until assay.
3.2. Assay methods
3.2.1 Assay of & -acid glycoprotein (AAG) in the plasma

X,-acid glycoprotein was assayed in the 0, 24, 48, 96 and 144 hour
sanples by Five Fl of plasma were applied to each well

of an agarose gel plate containing anti- dl-acid glycoprotein monospecific

antiserum “—— batch no. 054329). Calibration was done with a

range of standard sera —— from ———— g.l’l. All the assays were
performed in duplicate on different plates with a diffusion time of 48 hr. The

standards were applied to each plate used.

3.2.2 Assay of RU 38 486 and RU 42 633 in plasma

Tﬁe assay nethod is given in full in Appendix I. RU 38 486 and one
of its metabolites, RU 42 633, resulting from the loss of a methyl on the

nitrogen, were assayed in all the sanmples.

0001%
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An internal standard, RU 39 813, was added to the plasma, and
RU 38 486, RU 42 633 and the internal standard were then extracted with ethvl
acetate. The organic extract was then subjected to .__—- chromatography
(HPLC) ona ———ouo 10 po column with a mixture of acetonitrile and water
supplemented with heptane sulphonic acid (PIC B7). The separated products were

detected and quantified at the column exit by U.V. densitometry at 304 nm.

A series of analyses was constituted of all the assays to be
performed for one subject. For each series two calibration curves were plotted,
one for RU 38 486, the other for RU 42 633, by spiking control plasma of
increasing, known quantities of each product, corresponding to concentrations

ranging from 0.025 to 1.5 mg.17l.

Control plasma, spiked with known quantities of RU 38 486 and
RU 42 633 and treated in exactly the same way as the samples, was included, one
after the range and two others after the 28 samples of one subject, giving ’
10 controls for each of the 3 concentrations chosen. The coefficients of

variation were as follows:

7.1% for 0.082 mg.1”}
2.5% for 0.816 mg.1”}
2.7% for 1.326 mg.1"}

RU 38 486:

RU 42 633: 6.8% for 0.083 mg.1 !
3.0% for. 0.832 mg.1”!
2.1% for 1.352 mg.17}

The threshold of quantification was set at — mg.l-l. Concen=

trations below — mg.l-1 were considered to be zern, and concentrations

equal o or greater than this were rounded off to the nearest 0.00l.
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3.3. Pharmacokinetic analysis

The following parameters were chosen for the pharmacokinetic

analysis:

3.3.1 Peak plasma concentration, Cmax, in mg.l-1

3.3.2 Time to peak plasma concentration, Tmax, in hr.

3.3.3 Area under the curve of the plasma concentrations, AUC, in mg.l-l.br.
Calculated by the trapezoidal rule:
AUC = 1/2 2 (e + cpq) x (tp =t )

3.3.4 Mean residence time, MRT, in hr
Calculated from the equation:

1/2 Zf(cn X typ +co g X tn-l) X (cn - tn_l)
MRT =

aucC
3.3.5 Elimination half-life, tl/2 in hr

During the terminal elimination phase, the plasma concentrations were
plotted semilogarithmically. A mono-exponential function was fitted to the
concentrations of this pﬁase from 120 hr onwards, or, if there were more than 6
measurable concentrations after 120 hr the function was fitted to the last 6
concentrations.

Fitting was done by iteration from an initial approximation taking as
the criterion the minimisation of the sum of the squares of the weighted
deviations between the observed concentrations and those calculated by the
function (norm). The initial approximations were obtained by linear regression

between the logarithm of the concentrations and the Zime.

MIF 008460
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Weighting was proportional to the observed concentration and the corresponding

tipe.

The programme was written by

The fitted function was of the form:

c = cle-xlt

¢ plasma concentration mg.l”
cl coefficient of the exponential term mg.l'1
Al apparent elimination rate constant hr'1

t time hr

The half-life was obtained from the equation:

1n2
t 1/2 = A

A

3.4. Statistical analysis
3J.4.1 Plasma concentrations of dl-acid glycoprotein

The plasma concentrations of Kl-acid glyvcoprotein were subjected
ts> a 2-way analysis of variance (subject factor and time factor) to check that
these concentrations‘rquined constant throughout the study.

The variance was broken down as follows:

Origin df
Time 4
Subject 9
Residual 36
Total 4@

00015
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The mean plasma concentrations of dl-acid givcoprotein measured at
times 0, 24, 48, 96 and 144 hr were calculated by subject. These means were

considered as individual values and used subsequently.
3.4.2 Comparison of the pharmacokinetic parameters between products

The pharmacokinetic parameters of RU 38 486 and RU 42 633 (Cmax,
Tmax, AUC, MRT and t 1/2) were compared with one another and subjected to a

2-way analysis of variance (product effect and subject effect).

The variance was therefore broken down as follows:

Origin df
Product 1
Subject 9
Residual 9 ] S
Total 19

3.4.3 Relationship between the pharmacokinetic parameters and the plasma

concentration of & -acid glycoprotein

The coefficients of correlation between :the concentration of‘Xl-
acid glycoprotein and the pharmacokinetic parameters »Z RU 38 486 and RU 42 633

were calculated for each treatment.

\(O.’TS , 2ach concentration of

When the correlation was significant (p )
£ zhe =2quation of the

O(I-acid glycoprotein was recalculated in t:=:rns o

regression line.

APPEARS THIS WAY
ON ORIGINAL
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APPENDIZIX 11

PROTOCOL
CASE RECORD FORM
METHOD OF ASSAY OF RU 38.486
LABORATORY DATA PARAMETYERS

APPEARS THIS WAY
ON ORIGINAL
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Protocol number: ZA/84/486/04

Title: STUDY OF TCLERARILITY CF SINGLE DOSES CF RU 486
IN HEALTHY MALE VOLINTEERS

Investigator: Prof. B.H.MEYER
Department of Pharmacology
UNIVERSITY OF CRANGE FREE STATE
Box 339
BLOFMECQNTEIN 9300
REPURLIC QP SOUTH AFRICA

ROUSSEL CILAF Medical Coordinators:

Direction Madicuie Rimisrmel Tlaf
35, Boulevard ey Invaiicos
75007 FARIS (Framwe)

Tel:

ROCSSEL OCIAF Country Medical Coordinator:

p
Roussel Fouse- Sth Street

MALBCRD Pxt 1 SANDTON - 2199
P.O.Box 39110 ERAMLEY 2018 TRANSVAAL

-

Tel:
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2. INTRODOCTICN
2.1. Product description

RU 486 is an anti-progestercne and anti-glucocorticoid steroid
synthesized by ROUSSEL UCLAF. It is an ll-beta substituted 15-
norsteroid.

Pharmacckinetics of tritiated RU 486 have been studied after I.V.
adninistraticn of a tracer dose (280 mg, 25 uCl) and after oral
adninistration of a pharmacological active d&cse (100 mg, 50 uCI).
In both cases the plasma kinetic curves correspond to an Cpen two-
mocdel. After I.V. administration, tl/2 dstribution =
1 hr, t1/2 elimination = 12 hrs; volumes of distributicn are very
low, Ve = 8 1 and Vd ss = 26 1. After oral administration, tl/2
distribution = 1 hr and tl/2 elimination = 24 hrs volumes of
distributicn are higher than previcusly, Vo, = 45 1 and Vd ss =
100 1. The maximm plasma concentration of RU 486, about 2% of the
administered dose per liter, is cbserved cne hour after intake of
the tablets, o

Urinary and fecal excretion reach camwpletion in 6 days and °% of
the adninistered radicactivity is urinary excreted whatever the
route of administration. RU 486 seems o he well absorbed (& max

= 1] h and same urinary excretion of radicactivity after I.V. ar oral
route), however the absolute bicavailability calculated £ram ALCs

is 30 to 50%. This arpears to be cue to a first past effect as the C
max of RU 42633, the N mcrnodemethyl metabolite of RU 486, is
cbserved 1-2 hrs after coral adninistraticn and 9 h after I.V.
adninistraticn. Moreover the ALCs of RU 42633 are higher after oral
adninistration than after I.V. adninistration.

Further information is available in the Investigator's Brochure.

2.2. Aim of the study

To study the tdlerability of the cdrug in healthy male subiecss in
&oses ranging fram 800 to 2.000 mg.

The trial will be performed at the J

L

0041%<
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3. STUDY CESCRIPTION
- Open study
- Incdepencant groups of 4 subiects for each Jdose
- Adninistration of increasing coses

- After administration of each dose, the occurence of unusual svrotams,
the results of blood pressure and pulse measurarents, Hematolooy,
Clinical Chemistry and urinalysis will be taken into acccunt when
deciding whether to proceed to the next higher dese. Should any
clinically significant effect(s) be noted, the next hicher dose will
nct be adninistrated and the tolerability study terminated
Borrone plasma levels will not serve as additicnal indication cf
whether to proceed with the next higher ccse.

- If an undesirable effect arpears which may be ccrnsidered by the
investigator as a chance occurrence, the same dose will be repeated
in 4 new subjects in a cross-over rancomized stucdy versus placebo. If
this effect is confirmmed but not considered severe encuch to stop
the study, a smaller increment than what was criginally planned may
be used for the next dose. This increment will be defined jeintly with
ROUSSEL UCLAF.

r

4. SELECTION QF STUDY POPULATICN
4.1. Inclusion criteria
Subjects must meet the following criteria:
a- Men between 18 and 45 years of age

b= Body weight not more than 10% above or below their ideal weights
for heights and ages

c- Normal findings in the thysical examinaticn

d- Normal labcratory values (unless the investigatcor consicers an
abnormality clinically unimportant)

e- Nommal ECG and vital signs

f- Normal chest x-ray

APPEARS THIS WAY
ON ORIGINAL
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4.2. Exclusion criteria

a- Regular use of medicaticn, abuse of alccholic beverages, or
participation in a trial with an investigaticnal drug 1n ke 4
weeks preceding the study

b~ Treatment within the previcus three menths with any drug aown
to have a well defined potential for toxicity %0 a ma-‘cr crgan
(e.g. chloramghenicel)

c= A clinically important illness during the 4 weeks precedirng the
study

d- History of hypersensitivity to any drug
e~ History or presence of gastrointestinal, liver or kicdney disease,
or other conditicns known to interfere with the absorption,
distribution, metabolism or excretion of drucs
4.3. Subject recruitment

Population fram which sample is drawn: Healthy male volunteers
recruited at the ————

4.4. Subject numbers
4.4.1. Nunber per treatment group: 4
4.4.2. total subject number: 16 subljects if all doses are well

tolerated

5. [ROG AIMINISTRATION
S.1. Crug &sage

S5.1.1. Test drug: RU 486 - Scored tablets of SO mg
Increasing sincle doses of 200, 1200, 1600 and 2000 mg will
be. adninistered to four new volunteers for each dose, cn a
weekly basis, provided that the last ccse has been
tolerated

5.1.2. Placebo tablets (see % 3)

5.1.3. Dosage schedule and route of adninistraticn
~ Each dose will be administered crally in cne single intake,

with SO0 ml of water over 5 minutes, at 7:30 A.M.,after an
overnight fasting period of at least twelve hours

00414
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5.2. Drug Supplies
5.2.1. Source

RU 486 verum and placebo tablets will be creparecd by the
Pharmaceutical Department, at Roussel Uclar

(V1]

.2.2. Packaging and labelling
Tablets will be packed in bottles of 2C0 tablets
ccrresponding to — Tablets of RU 426 VERUM and — Tablets
of RU 486 PLACERO

Evenrtual randamisation (see # 3) and indivicual packaging
will be performed at ____ _—8—

The bottles will carry the following informaticn:
- Nurber of tablets
- Procduct identificaticn
RU 486 SO mg tablets
RU 486 placsto tablets .
- Batch number
S5.3. Assigrement of study medicaticn
The investigator will be responsible for safe Xeeping of the study
drug. It will be stored according to the prescribed conditicns in
the Pharmacology Unit, separate from other medicaments.
5.4. Concurrent treatments
S5.4.1. Any treatment is forbidden during the study
5.4.2. Statemerrt 5.4.1. is not valid if the use of cdrucs beccmes
necessary to protect the health of the subject, because of
the occurrence of a pathological evernt whether this event
is cue to RU 486 or not
6. CRITERIA CF EVALUATION METEOLS
6.1. Clinical criteria
- Medical history and physical examination
- Weight

- Vital signs (supine and standing radial pulse rate, respiratcry
rate, temperature and supire and standing tlced pressure)

00415
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6.2. Labcratory examinations:

- Hematological status (hemoglobin, hematocrit, RBC, WBC and
differential count, platelet count) and hemostasis parameters
(fribrinogenemia, partial thromboplastin tine, specific assay of
factars X, VII, V, II, euglcbulins lysis time)

~ Clinical chemistry (gluccse, total protein, albumin, slcbulin,
A/G ratio, BUN, creatinine, total bilirubin, alkaline phosrhatase,
ASAT, ALAT, LIH, calcium, inorganic phosphorus, uric acid, scdium,
potassium, chloride, cholesterol, triglycerides, CPX)

- Urinalysis (colour, pH of freshly voided specimens, specific
gravity, protein, glucose, ketones, blood and micresccric
sediment)

6.3. Yormone examinations

- ACTH
- Cartisal
- Testostercne

measured at 7:30 A.M.
6.4. Other parameters

6.4.1.: Before and 2 hours, 24 hours, 48 hours and 8 cdays after drug
intake: electrocardiogram (standard 12-lead)

6.4.2.: Assay of RU 486 in plasma. 10 ml of blood will be taken 24
hours after drug intake. Frozen plasma will be kept in
~— ™  then forwarded to Foussel Uclaf for assay
of RU 486

6.5. Recording of side effects

Before cammncement of each phase of the study, each subject will
receive a. form into which all side effects should te entered hourly
up to 6 hours and thereafter 3-hourly up to 36 hours, after
medicaticn (except when asleep). As from 12 hours crwards, side
effect forms may be campleted at home by volunteers.

All adverse events occurring during the study must be reported in
the Case Repor: Forms. A sericus life threatening acdverse event

and/or death due to any cause ocCUrTing in a subject participating
in this study should be immediately reported to Roussel Uclaf

00416
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7. CCURSE OF THE STUDY

7.1.

7.2.

MIF 008470

Pretreatment observations and investigaticns

The subject will be screened within two weeks befcre crug
adninistration for their fitness to participate. This screening will
include:

- Qlinical examinaticns listed in ¢ 6.1. and recording of heicht
and weight

- Electrocardiogram (standard 12 lead)

~ Chest X-ray if not taken within the last 6 months

Cbservations and investigaticns just before and after desing

- Subjects will be under monitcring by the Pharmacclogy Unit for
36 hours. Subsequently, they will have to care for a mermning visit
at Day 3, 4, 6 and 8. Volunteers must be aware that any kind of
stress must be pruhibited before caming to the wit

- In each case the dose of RU 486 will be admninistered crally with
S00 ml water over 5 minutes at 7:30 A.M. o

~ The day of adninistration is called day 1

~ Before comencement of each phase of the study, each subject will
receive a form into which all side—effects shculé be entered
hourly up to 6 hours and thereafter 3-hourly up to 36 hours,
after medicaticn (except when asleep). As from 12 hours cnwards,
side—effect forms may be completed at hame by volunteers.

- Blood pressure, respiratory rate and pulse rate (see % 6.1.) will
be measurec befcre medication and 1/2 hourly up to 3 hours post
medication. Thereafter these parameters will be measured hcurly
up to 6 hours after medication and 12, 24, 48 and 72 hours after
medication

-~ Body temperature will be recorded before medication, 4 and 12
hours aftér medication, then caily in the morning throuchcut the
study -

~ Electrocardiogram will be recorcded before and two hours, 24 hours,
48 hours and 8 days after medication

- Laboratory examination as listed under 4 6.2. will be performed
just tefore and 6 hours, 24 hours and 7 cays after &ug
adninistraticn. If a labcratory parameter arpears to be abncrmal
cn the 7th-day examination, this parameter will bte checked weekly
until retwned to normal
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- ACTH, Cortisol and testostercne will be measured before cosing
and at day 2, 3, 4, 6 and 3 at 7:30 A.M. Heormcne assays will te
performed altogether in one set at the end of the stucdy

- All laboratory examinations including hommcne assays will be
performed in the

Blood sampling (10 ml) for assay of RU 486 will take place 24
hours after cdrug intake

9. PROTOOL DEVIATIONS AND AMENIMENTS

Protocol deviations and amendments, if any, will be dated and described
as an appendix to this protocol. See also # 3.

There will be no alteraticn of the protocol without the express written
approval of Roussel Uclaf.

10.SUBJECT DROPOUTS AND WITHIDRAWALS e

All reascns for drop-outs ancd withdrawals will be carefully noted in the
Case Repcrt Fomms.

These subjects will be replaced unless withérawal is due to an event
giving evidence of a major toxicity of the campound. Such an event would
lead to stop the study.

11.BIOMETRICS

MIF 008471

-ase Repcrt Forms will be checked as soon as completed for ccrrectness
and carpleteness by the investigator

Appropriate statistical analysis of the cata will be performed in the
Pharmacology Unit's Statistics Department

Incamplete cbservaticns of drop-cuts and withdrawals will be taken into
account for the analysis

A full report will be prepared at the Pharmacology Unit in —— ——
and then forwarded to Roussel Uclaf

APPEARS THIS WAY

AR ADIAIT AL
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12. PLANNING

12.1. Agreements and consents

MIF 008472

12.1.1. Ethical Comittee

In accordance to Goverrment reculations, the agrrcpriate
Ethical Camittee or Institutional Review Board must review
and approve this prototol

12.1.2. Infoarmed consent of subjects

All subjects will give their written informed consent prior
to camencement of the stucy. It will be macde clear to the
subjects that they have the right to discontinue their
participation at any time and without explaining the
reasons why.

12.1.3. Conficdentiality
All data is the property of Rcussael Uclaf and must not be
cammmnicated to third parties without the express written-
permission of Direction Médicale Roussel Uclaf.

12.1.4. Publication
The results of this study are not intended for publication

12.1.5. In performing this study, bcth the investicater and the
sponsor endorse, as a minimum, the stancards for conduct
of Clinical Research activities as set fcrth in the
Peclaration of Helsinki

. Time Table

12.2.1. Duration of study: Ca 3 months

12.2.2. Ta:get dates: Start: Q4 1984
Finish: Ql 1985
Report: After statistical analysis is
available

. Study monitoring by Roussel Uclaf

This study will be mnitored by Roussel Uclaf Clinical Research

personnel at ragular stages of its development by perscnal visits
and telephone camumicaticns
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12.4. Study termination

At the end of the study, the remaining unutilised tablets will be
forwarcded tack to Roussel Uclaf

12.5. Signature of Chief Investigator

Professor B.H. MEYVER

Date:

APPEARS THIS WAY
ON ORIGINAL
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CASE RECORD FORM

Study number: ZA/84/486/04

TOLERANCE OF RU 486

Trial conducted in Clinical Pharmacology Research Unit,

Department of Pharmacology, . —

APPEARS THIS WAY

ON ORIGINAL
Sub ject: Surname:
. Name:
" Initials:
Dose of RU 486 administered (mg) { J
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Study number: ZA/84/486/04 Page: 1

Subject Number: ( ]

PATIENT IDENTIFICATION:

Surname: Name:

Sex: Weight (kg):
Height (cm): Age (years):
Occupation:

CONSENT OBTAINED?
Yes [ ]

TOBACCO CONSUMPTION:

None | ] Cigarettes | 1 Cigars [ ) Pipe | ]
Quantity per day:

54V31dd¥

RETI P

ALCOHOL CONSUMPTION:

Ty N0

Lwie

None [ ] Beer [ ] Wine [ ] Hard liquor | ]
Quantity per day:

DRUG CONSUMPTION (REGULAR)
None | ]

Medication: 1.

Ceessstesscsese 2. cececccianccaan

Daily dose:»

s0 00 s s s 0000 s e sevseeccserecce

Date started:

e 9 s secccct e se s e s v e

Date completed:

e es s e esve s

DRUG CONSUMPTION (OCCASIONAL)
None [ ]
Medication: 1.

es se e s0 v e 20 es esstees e

Daily dose:

LR I N N I I A Y v v e srsss ey

Date started:

seveveseserene se s e ses e e ase

Date completed:

00422
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Page:

tudy number: ZA/84/486/04

Subject Number: ([

Surname of subject:

PARTICIPATION IN TRIAL WITH INVESTIGATIONAL DRUG:
Yes (| } No | ]
If yes, date of last trial:

drug involved:

HISTORY OF ALLERGY:

Yes [ ]
If yes, details: ........

No [ ]

HISTORY OF HYPERSENSITIVITY TO DRUGS:
} N [ )

-------

Yes |
If yes, details: ...

HISTORY OF DISEASE:
( ] No [ ]

400 20 P00 CLLIPL L EIN GOSN ENLEOIELOLSIOIEELEOIOERSIOEONOGDN

Yes
If yes, details:

HISTORY OF SURGERY:

Yes [ ]
If yes, details:

No [ ]

D R I R A I I R A A R R R RN EER]

COMMENTS:

INVESTIGATOR'S SIGNATURE:

MIF 008476

TYNIDING KO

AYEE S

on
on

S&Viddy

LRI

-
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Study number: ZA/B4/486/04 Page: 3

Subject Number: ( ]

Surname of subject:

Date of examination:

PHYSICAL EXAMINATION BEFORE TRIAL

Pulse rate (beats/minute) (supine): .......
Blood pressure (mmHg) (supine): sSystolic: .....cececccces

diastolic: .eeeeeceaee cess

Normal Abnormal Not done

Head + neck [ ] { ] { 1 teseesactasseraceatartansan
Eyes t 1 1 .t 7 ettt aeanaas . ,%
Ears t 1 ) L) e, 35
Nose QD TR G [ ) e 3
Throat O I A [ ) £
Lungs { ] (1 ( ] ’i-‘_:;
Heart (1 [ 1 (] _EL."
Breasts [ ] { ] ( ] P
Abdomen [ [ ] [ ] et reeetresesescevernuoes
Extremities { 1 { { ] Ceesessssisessescarsacnens
Lymph nodes ( 3 { ] [ ] teerensescsesesceracaansss
Skin L N O !
ECG { 1 [ { ]

ADDITIONAL COMMENTS:

INVESTIGATOR'S SIGNATURE:
MIF 008477

100424



study number: ZA/84/486/04

surname of subject:

CLINICAL EXAMINATION

Head + neck
Eyes

Ears

Nose
Throat
Lungs

Heart
Breasts
Abdomen
Extremities
Lymph npdes
Skin

ECG

- Weight (kg):

COMMENTS:

INVESTIGATOR'S SIGNATURE:

MIF 008478

6 Hours after

Sub ject Number:

(

24 Hours after

Before medication medication medication
norm. [ ] abn. { ] norm. { Jabn. [ ] norm. [ ] abn. [
norm. [ ] abn. { ) norm. { Jabn. { ] norm. [ ] abn. [
norm. [ ] abn. [ ] norm. [ Jabn. [ } norm. [ ) abn. [

~ norm. [ ] abn. [ ] norm. [ Jabn. [ ] norm. [ ] abn. [
norm. { Jabn. { ] norem. [ Jabn. { J norm. [ ] abn. {
norm. [ Jabn. [ ] noem. [ Jabn. { ] noem. [ ] abn. |
norm. [ ] abn. [ ] norm. [ ] abn. [ ] norm. [ ] abn. [
norm. { Jabn. [ ] norm. [ Jabn. [ ] noem. [ ] abn. |
norm. [ ) abn. [ ] norm. [ Jabn. [ ] norm. [ ] abn. [
norm. { ] abn. [ ] norm. [ ] abn. [ ] norm. [ ] abn. [
norm. [ labn. [ )] norm. [ J abn. [ ] norm. { ] abn. {
norm. { Jabn, [ ] norm. [ J abn. [ ] norm. [ ] abn. [
norm. [ ] abn. [ ] norm. [ J abn. [ ] norm. { ] abn. [

b -3
~
oo
x> ™
—
[aniiice ]
T )
o o1
= =
-
p
-

00425



wn
(@ 9]

Study number: ZA/84/486/04 Page: §

Subject Number: [ ]

Surname of subject:

HEMATOLOGY + URINALYSIS

Before 6 hours 24 hours
med. after med. after med.

L”.,"'
(0]
< @
o
e B 4
o
3 C
L 3]
[o V7 ]

Leucocytes
R.B.C.

Hemoglobin

Hematocrit
G.K.V.
G.K.H.
G.K.H.X.
Platelets

-

ONO
YYiddy

S

Sedimentation rate

Reticulocytes
Neutrophils
Ecsinophils

TYNI9IY
AVM SIH]

Basophils

Lymphocytes

Monocytes

Prothrombin time

Fibrinogen

Factor II

Factor Vv

Factor VII -
Factor X
Euglobulin lysis time

URINALYSIS:

pH ——

S.G.

Abnormalities _
. 00426
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Study number: ZA/84/486/04 Page: 6

Subject Number: [ ]

Surname of subject:

CLINICAL CHEMISTRY

Before 6 hours 24 hours 168 hours
med. after med. after med. after med.
Sodium
Potassium
Chloride
CO2
Urea
Creatinine
[l
Urate b~
(o]
Calcium e
Phosphates g;
X
Proteins r:
Albumin

Tot. Bilirubin
Conj. Bilirubin
ALP

G-GT

AST

ALT . ‘-
LD

Cholesterol _
Triglycerides

Glucose
CPK

MIF 008480
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tudy number: ZA/84/486/04

Page: 7

Surname of subject:

Before medication

24 hrs. after medication
48 hrs. after medication
72 hrs. after medication
120 hrs. after medication
168 hrs. after medication

ECG ABNORMALITIES

Before medication

2 hrs. after medication

24 hrs. after medication
48 hrs. after mgdiéa;ioh,
192 hrs. after medication

DESCRIPTION OF ABNORMALITIES:

INVESTIGATOR'S SIGNATURE:
MIF 008481

Subject Number:

ACTH CORTISOL TESTOSTERONE
(pg/me) {nmol/¢) (nmol/¢)
NORMAL ABNORMAL

(o BN s TN L Y e

Lo IR o T T e )

ot ld hd d As

(

ddy

-

HOIH0 KD

ST

1Y
i

Wi

AVM

00448



Study number: ZA/84/486/04

Page: 8

Surname of subject:

SIDE-EFFECTS

Hour after medication

hours after medication

hours after medication

hours after ﬁedication

hours after medication

1

2

3

4 hours after medication
5

6

9

hours after medication

12 hours after
15 hours after
18 hours after
21 hours after
24 hours after
27 hours after
30 hours after
33 hours after

' 36 hours after

COMMENTS:

INVESTIGATOR'S

MIF 008482

medication
medication
medication
medication
medication
medication
medication
medication

medit¢ation

SIGNATURE:

HHP"_‘H'—\F_‘D—!'-—‘Q-'-"—-\H'—\'—-"—\'-—Q

b T N T Y

¥ES

HHHHHHHHH""H"‘\P‘H!"—‘

el A T R e e T T S U S

Subject Number:

IF YES, DETAILS

(]

1)
—

-

~udvaddy

B Cuves o

AVN: S

TYRI91¥9 %
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Study number: ZA/84/486/04 Page: 9

Sub ject Number: | ]

Surname of subject:

Blood Pressure Respiration Pulse rate Tempera-
(mmHg ) rate/minute beats/min. ture (°C)
Before medication
30 min. after med.
1 hr. after med.
1% hr. after med.
2 hrs. after med. v
. T»
24 hrs. after med. 2
o3
3 hrs. after med. ;f K
S
E [y
4 hrs. after med. : o T
=
S hrs. after med. =
: =
-<

6 hrs. after med.

12 hrs, after med.

24 hrs. after med.

48 hrs. after med.

72 hrs. after med.

COMMENTS:

00430
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RADIOIMMUNOASSAY OF RD 486

Centre de Recherches Roussel-Uclaf
93230 Rowmainville, France

SUMMARY

A rspid and sensitive redioimmunocassay for RU 486 has been developed.
The etraightforvard ssssy procedure is described ia detail.

Ao sntigen was prepared by coupling bovine serum albumia wvith the
J-carboxywethyloxime of RU 486, and an anti RU 486 antiserum vas produced ia
rabbits. Its specificity for 50 inhibitioa of maximuam binding, is reported
in Table I.

Sensitivicy is about 10 pg/sssay tube, and 100 pg of RU 486 reduce .
saximm binding by half its value. Non specific binding, measured with -
excess unlabelled RU 486 (100 ng), represencs 4I of the added radiocactivity.

Using labelled RU 486, the recovery of radiocactivity after diechyl ether
extraction is 89.3 + 1.32 (o=9).

REAGENTS

A phosphate buffer cooctaining 0.12 gelatin was prepared by dissolving
9 g NaCl, 1 g sodium azide and 1 g gelatin in 1 licer of 0.lM phosphate
buffer, pH 6.9. It was etored at «& C.

The anti-R0 486~lcarboxymethyloxime—BSA antiserua was raised in New
Zealand rabbits ueing methods previously described by Raynaud et al.
(1974). It had been stable for several months ac 4 C vhen diluted 1/100 in
phosphate-gelatia buffer.

A stock solution of RU 486 at 0.1 mg/ml ethanol was stored at &'C. For
the standard curve, solutions of RU 486 were prepared justc before use by
dilution ia the phosphate-gelatin buffer supplemented with 0.025% Triton X
100. They contain, respectively, 0, 3.91, 7.81, 15.63, 32.25, 62.5, 125,
250, 500, 1000 end 2000 pg/0.1 al.

Triciated RU 486 (specific activity = 37 Ci/mmole), stored at 4°C in
ethanol,- vas diluced ac the time of use in the phosphate-gelatin-Triton X
100 buffer at a concentration of 25,000 cpm per al.

The charcosl suspension was composed of 250 mg charcoal ——— and 25
ag dextraa T70 <« for 100 ml of phosphacte buffer without gelatin.
Sciatillation fluid vas

99
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Table I - Percenctage of Cross~Reaction of Verious Ster(
with the Aoci-RU 486 Antiserum (in the RIA

RU 486 100
N~Didemechyl RD 486 84
N-Monodemethyl RU 486
Propargyl Alcohol RU 486
Progesteroos
Tescosterons

Cortisol
Desoxycorticosterone

17 #-Eetradiol

Zstrone

Escriol

Dexamethasouns

.

.
[oReleRNoll-Ne o N0,

AAAAAAAA
-8
OOOO0.0QOOO

ASSAY PROCEDURE

The standard curve rsnged from — ng/ml (Fig. 1
samples hed to be diluted 1/200 co 1/4000 vhen 100 ug of RU
adminiscered to humsas. Plasmas were diluted ia phosphate=;
supplemented vith 0.0252 Tritoa X 100. 0.1 ml of these dilL
of scandard solutions were added, in triplicate, to 0.4 =l
486 vas extracted vith 1.0 al diethyl ether from a freshly ¢
80 x 13 sm glass hemolysis tubes, using a .

After four minutes of agitation, the squeous phases vere
msethanol~dry ice bath. The ether phases wvere decanced ia 6
hemolysis tubes and evaporaced in s 40°C wvater bath. The re
taken up ia 0.2 ml of che tritisted RU 486 solution (5,000 «
and sllowed to scand 30 minuces at room temperature before 2
ul of antiserum (bacch 655) diluted: 1/100,000 in the phospha
gelacin buffer. After _an overaight iancubation ac 4°C, 0.75
dextran-coated charfoal suspension wvas added to each ctube.
minutes of incubation, the charcoal was pelleted at 3,000

Ve
Tots: rageattverty: 3100 com

00 Aecovery 993 %
MOR APICIKC Pengeng: 4 1 N
90 o Masmum gengeng 4 3 %
90 o
70 4
o0 4
Y
[ E
ni
20 -
0 4

o —
0 00 000 pg

Fig. 1. B&U 486 radioimmunocassay standard curve. RU 486 was
extracted, the final antiserum dilucion was 1/125,0
separation of the unbound was obtained by dexcran-co

100
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sioutes in a cooling centrifuge. Fi
. . . nally, supernatants were
polyethylene counting vials and mixed wvith 10 ml of ocin:nln:z::.ﬁ:::df::

tvo ainutes before they wers counted.
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Definition of normal laboratory range
{P.D.C.) and extended range

HEMATOLOGY

Erythrocytes
Hemoglogin
Hematocrit

Mean corpuacular
volume (MVYC)

Mean corpuscular
hemoglobin (MCH)

Mean corpuscular
hemoglobin con-

centration (MCHC)

Reticulocytes
E.S.R.
Leucocytes

Neutrophils

Eosinophils

Basophils

Lymphocytes

Monocytes

Platelets

MIF 008487
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Laboratory

predefined changes

Units
mill/com

g/d1l

fl

Pg

&t

mill/cam

mm lst hour

thous/cmm

thous/cam

“thous/cmm

thous/can

thous/cam

thous/cmm

thous/cmm

13.5

40

76

27

31

1.8

0.04

150

6.5

18.5

54

96

32

35

11

7.5

0.10

400

investigations :

(N«L.R.),

P.D.C.
decrease of 1 mill
decrease of 2 g

decrease of 5 %

increase of 10 mm
decregase of 2 thous

decresse or increa-
se of 2 thous

decregse or increa-
se of 0.25 thous

decrease or {ncrea-
se of 0.24 thous

decrease or {ncrees-
se of 1 thous

decrease or increa-
se of 0.4 thous

decrease of 100 thous

Extended range
3.85 - 7.15
11.65 - 20.35

Ja.6 - 59.a

0 -10
1.05 - 8.25

0 - 0.90

0 - 0.2
0.5 - 5

0 - 1.6

50 - 500
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Laboratory investigations
Definition of normel laborétory range (V.L.R.),
predefined changes (P.D.C.) and extended range
BIOCHEMISTRY
Units N.L.R. P.D.C. Extended reng:
Sodium mmol/l 136 - 1a7 increase or decrease -
of 8 mmol
Potassium mmol/1 3.7 - 5.1 incresse or decrease -
of Q.75 mmol
Chloride mmol/l 98 - 108 increase or decrease -
of 5 mmol
Carbone dioxide mmol/l 19 - 28 increase or decrease -
of 8 mmol
Ures mmol/1 2.5 - 6.7 increase of 2.9 mmol 0.82 -,8.37
Creatinine umol/1 60 - 110 increase of 40 umol 49 - 121
Urate mmol/1l 0.18 - 0.45 increase of 0.12 mmol -
Calcium mmol/1 2.20 - 2.60 incresase or decresse 1.9 - 2.9
of 0.5 mmol
Phosphate mamol/l 0.80 -« 1.a5 increase or decrease 0.66 - 1.59
of 0.43 mamol
Proteins g/1 65 - 80 increese or decrease 57 - 88
of 15 g
Albumin g/1 38 - 52 incresse or decrease 33 - 57
of 7.5 g
Total bilirubin - umol/1 4 - 21 incresse or decrease 0 - 31
of 8 umol
Conjugated Di- umel/1 l - a - -
lirubin
Cholesterol amol/1 39 =~ 645 increese or decresse 3.25 - 7.15
of 2 mmol
Glucose mmol/l 3.6 - 5.8 increase or decrease 2.7 - 7.2

of 1.5 mmol

00435
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_Laboratory investigations

Oefinition »f normal laboratory range /N.L.R.),
predefined changes (P.D.C.) and extended range

COAGULATION TESTS

Units N.L.R. P.0.C. Extended range
Prothrombine tine % 80 - 100 decrease or increase 70 - 110
of 20 %

Fibrinogen mg/1 150 - 400 - -
Factor I1I % 50 - 150 - -
Factor V 3 50 - 150 - -
Factor VII % 50 - 150 - -
Factor X % 50 - 150 - -
Euglobulin Sec. ; 60 - -
lysis tinme
URINALYSIS
PH - 4,6 - B - -
specific gravity - 1005 - 1030 - -
ENZYMOLOGY
Alkaline phospha- lu/l 25 - 100 increase of 100 U 0 - 125
tase

GT ) -1U/1 5 - 65 increase of 65 IU 0 - 70
A.S.A,.T. ‘ IU/I 5 -« a0 increase of 40 1y 0 - 30
A.L.A.T, _ tu/1 5 « 35 incresse of 35 [u 6 - 70
L.D.H. 1u/1 100 - 350 increase of 350 IV 65 - 385
C.P.K. tu/1 15 - 130 incresse of 130 IU 0 - 156

004356
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MIF 008490

INTRODUCTION

RU 38 486 (INN: mifepristone) in pharmacological tests in vitro
and in vivo has exhibited potent antiprogesterone and antiglucocorticoid
activities, together with a not inconsiderable anti-androgenic activity.

Its relative binding affinity is 5 times greater than that of
progesterone for the progestogen receptor and 3 times greater than that
of dexamethasone for the glucocorticoid receptor. 1Its affinity for the
androgen receptor is moderate, while at the same time it does not
exhibit any progestomimetic, glucocorticoid or androgenic agonist
activity.

Its toleraunce has been studied in healthy male and female
volunteers after single doses of up to 2000 mg. RU 38 486 was perfectly
tolerated. _

The variations in its plasma concentrations have been studied in
healthy female volunteers after single doses of 50, 150 and 450 mg.- !

Its activity is currently under study in women wishing to have

a termination of pregnancy, in single doses of up to 600 mg.

AIM OF STUDY

The aim of this study was to compare the biocavailability of
RU 38 486 administered in the form of tablets containing 50 mg with the

same formula but with a different raw material or manufacturing process.

MATERIAL AND METHOD

PROTOCOL
The complete protocol is given in Appendix V.

Study design

This was an open, randomised, crossover study in healthy male

volunteers with RU 38 486 administered in a single dose.

00380
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3.1.2 Subjects

Twelve subjects were included in the study.

Inclusion criteria

i)
i1)
i1ii)

iv)

The following subjects were included:

Exclusively male subjects.

Subjects aged from 18 to 40 years.

Subjects whose weight did not deviate by more than 10X from the
average weight for their age and height.

Subjects whose medical examination was normal or considered such by
the investigator. This examination comprised:

a) a clinical examination

b) laboratory investigations

c) an ECG. T

Exclusion criteria

D
11)

111)

iv)

v)

vi)

The following subjects were excluded:

Subjects taking a drug on a regular basis.

Subjects who had taken part in a clinical trial in the 4 weeks
prior to the study.

Subjects who had been treated with a drug known to be potentially
toxic in the 3 months prior to the study.

Subjects with a history of allergy or hypersensitivity to drugs.
Subjects having presented or presenting with a gastro—intestinal,
hepatic or renal disease which might interfere with the
absorption, distribution, metabolism or excretion of drugs.

Subjects who were heavy drinkers or smokers.

3.1.3 Dosage forms

RU 38 486 was administered in the form of tablets containing

50 mg of RU 38 486.

MIF 008491
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The formula of these tablets was as follows:

RU 38 486 50 mg
Polyvidone excipient -~
Lactose a—
Maize starch ——

Magnesium stearate

10

The difference between the tablets related to the source of the

active ingredient and the wetting process:

Reference RG 20 780-152
Batch of active ingredient used: batch 36

Wetting with purified water.

Reference RG 20 780-153
Batch of active ingredient used: batch 37

Wetting with purified water.

Reference RG 20 780-140-1
Batch of active ingredient used: batch 31

Wetting with purified water.

Reference RG 20 780-140-2
Batch of active ingredient used: batch 31
Wetting with 50% V/V ethanol.

non-micronised.

micronised.

micronised.

micronised.

The dissolution rate of these tablets was measured

37°C in 0.01 N hydrochloric acid by the method of the USP.

are given in Appendix I.

Treatments

Each subject received 4 treatments:

1 x 50 mg tablet referenced RG 20 780-152
B 1l x 50 mg tablet referenced RG 20 780-153
C 1l x 50 mg tablet referenced RG 20 780-140~1
D1 x 50 mg tablet referenced RG 20 780-140-2

in vitro at

The results

oocsv
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3.1.5 Conditions of administration

The treatments were allocated by a randomisation plan.

The interval between 2 treatments was 1l week.

Treatments were administered in the morning, after an overnight
fast of at least 10 h. The tablet was swallowed with 150 ml of water,
with the subject in the upright position and remaining standing for at
least 5 minutes.

The subjects also drank 200 ml of water in the 4 hours after

administration. A meal was served after 4 hours.

3.1.6 Blood samples

Blood samples were taken by venipuncture and collected on dry
lithium heparinate immediately after administration, and then 0.25, ,
0.50, 0.75, 1, 1.5, 2, 2.5, 3, 4, 8, 12, 24, 48 and 72 hours after
administration.

Each sample was centrifuged cold immediately, the plasma
decanted and distributed into 2 dry tubes and then frozen at =20°C until

assay.

3.2 ASSAY METHOD OF RU 38 486 AND RU 42 633 IN PLASMA

The complete assay method is given in Appendix II. RU 38 486
and one of its metabolites, RU 42 633, resulting from the loss of a
methyl on the nitrogen, were assayed in all the samples.

An internal standard, RU 39 813, was added to the plasma and
then RU 38 486, RU 42 633 and the internal standard were extracted with
ethyl acetate.
high

The organic extract was chromatographed bj J—

pressure liquid chromatography on a 10 y= column, with a

mixture of acetonitrile/water supplemented with heptane sulphonic acid
(Pic B7).

0088

MIF 008493



B7/466/CN 12

The separated products were detected and quantified at the
column exit by U.V. densitometry at 304 nm. A series of analyses was
constituted from all the assays to be performed for 2 treatments of a
single subject.

For each séries of analyses, 2 calibration curves were
established, 1 for RU 38 486, the other for RU 42 633, by spiking
control plasma with increasing known quantities of each product,
equivalent to concentrations ranging from 0.05 to 2 mg.l'l.

Control plasma, spiked with known quantities of RU 38 486 and
RU 42 633 and treated exactly like the samples, were included every 15
samples, i.e. 24 coantrols for each of the 3 concentrations chosen. The
coefficients of variation were as follows:

RU 38 486: 15% for 0.082 mg.l'l, 3.5% for 0.612 mg.l—l and 5% for
1.632 mg.17t.

RU 42 633: 147 for 0.086 mg.1”>, 5% for 0.648 and

1.728 mg.17L.

The threshold of quantification was set at — mg.l'l.
Concentrations of less than .—— mg.l"1 were considered to be zero and.
concentrations equal to or greater than 0.001 mg.l-l were rounded up

to the nearest 0.001.
3.3 PHARMACOKINETIC ANALYSIS

The following parameters were adopted for the pharmacokinetic

analysis of each product assayed:

3.3.1 Peak plasma concentration, C in ng.1°1

max’

3.3.2 Time to peak plasma concentration, T ia h

max’

3.3.3 Area under the curve of the plasma concentrations, AUC in ng.l-l.h

Calculated by the trapezoidal rule

AUC .Zl (Cn + Cn_l) X (tn - tn_l)
2 .

00389
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MATERIAL AND MLTHODS
PROTOCOL
The complete protocol is given in Appendix VI.
Study design
This was an open, randomised, cross-over study in a Latin square
design in healthy male volunteers with RU 38486 administered in a

single dose.

Subjects
Eight healthy subjects were included in the study.

Inclusion criteria: the following were eligible for inclusion:

i) Exclusively male subjects

ii) Subjects aged from 18 to 40 years A :

iii) Subjects whose weight did not deviate by mcre than 15% from the
average weight for the subject's age and height

iv) Subjects whose medical examiriation was normal or considered such
by the investigator. This examination involved a clinical
examination, laboratory investigations, an ECG and a chest X-
ray.

Exclusion criteria: the following were excluded:

i) Subjects who had suffered from an acute disease in the 3
months pricr to the study
ii) Subjects regularly taking medication or having received
medication in the 2 weeks prior to the study (3 months if this
involved medication known to be potentially toxic)
iii) subjects who had taken part in a clinical trial in the 3
months prior to the study
iv) Subjects with a history of allergy or hypersensitivity to drugs
v) Subjects with a current or previous history of gastro-intestinal,
hepatic or renal disease which might interfere with the
abscrption, distribution, metabolism or excretion of drugs
vi) Heavy drinkers or smokers.

—
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ASSAY METHOD OF RU 38486 AND RU 42633 IN PLASMA

The complete assay method is given in Appendix II. RU 38486 and
one of its metabolites, RU 42633, resulting fram the loss of a methyl
on the nitrogen, were assayed in all the plasma samples.

An intermal standard, RU 39813, was added to the plasma and
RU 38486, RU 42633 and the internal standard were then extracted with
ethyl acetate. The crganic extract was chroumtographed by reverse-
phase high pressure liquid chramatography on a 10 jm
column with a mixture of acetonitrile/water, supplemented with
heptane sulphonic acid (Pic B7).

The separated products were detected and quantified at the column
exit by UV densitometry at 304 nm.

A series of analyses was constituted from all the assays to be
performed for two treatments of a single subject. -

For each series of analyses, calibration standards were cbtained
for RU 38486 and RU 42633 by spiking control plasma with known,
increasing quantities of each campourd, equivalent to concentrations
ranging from " ee— mg.l‘l.

Control plasma, spiked with known quantities of RU 38486 and
RU 42633 and treated exactly like the samples, was included
arproximately every 10 samples, giving 18 controls for each of the 3
concentraticns chosen. The cosfficients of variation were as follows:
~ RU 38486: 9.4% for 0.080 mg.1”l, 6.3% for 0.318 mg.1"! amd

© " .8.4% for 1.696 mg.1"}. .
- RU 42633: 7.6% for 0.075 mg.1"1, 5.5% for 0.300 mg.1"! and
6.1% for 1.600 mg.17L.

The threshold of quantification was set at — mg. -1,
Concentrations below ~— mg.l‘l were considered to be zero, and
concentrations equal to ar greater than this were rounded up to the
nearest 0.001.

»®
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3.3 PHARMAOCKINETIC ANALYSIS

The following parameters were adopted for the pharnacokirietic
analysis for each product assayed:

3.3.1 Peak plasma concentration, Cmx, in ug.l'1
3.3.2 Time to peak plagma concentration, Tmax, in h

3.3.3 Area under the curve of the plasm concentrations, AUC, in
mg.1"l.h
Calculated by the trapezoidal rule.

3.3.4 Mean residence time, MRT, in h, calculated from:

172§ (epxty + cpy Xty g )x(ty=tny) o
MRT =

» =

3.3.5 Elimination half-life: t 1/2, in h

Semilogarithmic plot of plasma concentration against time showed
a straight line during the terminal elimination phase. A mono-
expanential function was fitted to the concentrations of this phase
from 48 hours until the last measured (96 hours) or measurable
concentration.

Fitting was done by computer by iteration from an initial
aporoximation, taking as the criterion the minimisation of the sum of
the squares of the weighted differences between the cbserved
concentrations and those calculated by the function. The initial
approximations were cbtained by linear regression of the logarithm of
the concentrations against time. Weighting was proportional to the

" cbserved concentration and the appropriate time.

I - ' ° R . . ) . ”7 ) | - 7{,
: '-»" e W :

- 00014-
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The programme was written by — _—"—— The fitted
function was of the form:

c=cle” ) it
C : plasma concentration mg-l'l
cl: coefficient of the exponential term mg.l'l
Xl: apparent elimination rate constant hl
t : time h

The half-life was cbtained from the equation:

th = n2
Al

3.4 STATISTICAL ANALYSIS

The mean and standard error ,of the mean were calculated for:
a) the subjects' physical characteristics (weight, height, age)
b) the plasma concentrations by time for each product assayed.

The pharmacckinetic parameters for each product were subjected to
a 3-way analysis of variance with calculation of the mean, variance
and standard error of the mean of the parameters for each factor.

The factors were the treatment effect, the subject effect and the
period effect.

The variance was therefore broken down as follows:

Origin as
Treatment 3
) Subject 7
Period 3
Residual 18
Total 31

00015
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Where the analysis of variance showed a significant treatment
effect, the means of the parameters for each treatment were compared
with one another by Tukey's t test using the residual variance of the
analysis of variance.

Westlake's confidence interval for the Cmax, AUC and MRT obtained
after treatments B, C and D (tablets) was calculated using the
residual variance of the analysis of variance and taking each tablet
in turn as the reference.

APPEARS THIS WAY
ON ORIGINAL

00016
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