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. Inveresk Research

TRANENT EH3] INE SCOTLAND
TELEPHONE: +44 (0) 1875 614545

INDEPENDENT INVERESK RESEARCH ETHICS COMMITTEE -
CONSTITUTION

The constitution of the Independent Inveresk Research Ethics Committee is as
follows:

1. The Inveresk Research Ethics Committee is an ad hoc committee of
independent advisors comprising a panel of consultant physicians and
surgeons, general practitioners, lay persons (including ministers of religion)
and nurses. Their function is to advise Inveresk Research on the ethical
acceptability of clinical research.

2. A quorate Committee comprises a minimum of 5 members which must
include medical practitioners and at least one lay member. Both sexes must
be represented.

3. The normal composition of a Committee is 4 medical practitioners (to include
2 general practitioners and 2 consuitants or equivalent), a lay member and a

nurse.

4. A panel of nominated members who are willing to act as Chairmen is used.
The Chaiman is selected prior to each meeting and must be medically
qualified.

5. The Committee meets at an appropriate venue to consider protocols.
However, written comments from members can be used, exceptionally, for
discussion purposes and for determining whether the meeting is quorate.

6. The Committee may invite specialist advisors to assist in determining the
ethical suitability of a particular protocol, if required.

7. The Regulatory Affairs Department of Inveresk Research provides
administrative assistance in the organisation of the Committee.

FAX: +44 (0) 1075 614588

E-MAIL: inveresk_research@egsgroup.com

DIVERESE RELAARCH INTIANATIONAL LIFITES
e

TRANENT 1413 Ued
REGISTINED W SCOTLAND NUKSEA #1715

Date: 29 April 1997 |
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“ Inveresk Research

TRANENT EH)3 INE SCOTLAND
TELEPHONE: +44 (0) 1875 414543

INDEPENDENT INVERESK RESEARCH ETHICS COMMITTEE

The “Inveresk Research Ethics Committee” is completely independent of “inveresk
Research” and no member of the Committee is employed by the company. The
Committee comprises of a panel of consultant physicians/surgeons, general
practitioners, lay persons (including ministers of religion) and nurses. There are
currently 36 members on the panel. There are 12 consultants (11 mals, 1 female), 1
GPs (7 male, 4 female), 6 nurses (all female), 7 lay members (5 female, 2 male). The
Committee adheres to the guidefines set down in the “Note for Guidance on Good
Clinical Practice” (CPMP/ICH/135/95). Inveresk Research retains all relevant records
(ie written procedures, memberships lists, lists of occupations/affiliations of members,
submitted documents, minutes of meetings and correspondence), and would present

them to the appropriate regulatory authorities on request.

SECRETARY:__Sncecn  « mgles DATE: 29-10-%8

FAX: +44 (0) 1375 414335
l & E-MAIL: inveresk_ressarch@ugigroup.com
\\ ]

mmmmnm
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“ Inveresk Research

TRANENT EH1I 2NE SCOTLAND
TELEPHONE: +44 (0) 1875 $14343

ETHICS COMMITTEE MEETING
Tuesday 11 August 1998

"A randomised, double blind, ascending single oral dose study with malathion to
determine the no effect level on plasma and RBC cholinesterase activity” (Draft 1 -

22 July 1998)

Jellinek. Schwartz & Connolly Inc (Cheminova), 1525 Wilson Boulevard, Suite 600,
Arlington, VA 22209, USA

Inveresk Project No: 961578

ICR Prcject No: 013177

Pregent:

Dr T M Chaimers MB ChB FRCP (Ed) (Consultant, Chair)
Dr G Smart FRCCOG FRCSE (Consuitant)

Dr L McSwan MB Ch8 D(Obst)RCOG (GP)

Dr J L Reeks MB ChB D(Obst)RCOG (GP)

Mrs A Campbell BSc (Hons) DIP (Nurse)

Mrs E Watson (Lay) -

In n ce:

Ms S L Foster BSc (Hons) MSc (Secretary)

_--—.I _9 % PAX; 44 0) 1475 s1asss
B o TS e e

ANGETENES 0 SOUTLAND IER 9T
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. Inveresk Research

TRANENT EH)3 INE SCOTLAND
TELEPHONE: v44 (0) 1075 §1434$

ETHICS COMMITTEE MEETING
11 August 1998

“A randomised, double biind, ascending single oral dose study with malathicn to
cetermine the no effect level on piasma and RBC cholinesterase activity” (Draft 1 - 22
July 1998)

Jellinek, Schwartz & Connoily Inc {Cheminova), 1525 Wilson Boulevard, Suite 600,
Arlington, VA 22209, USA

IR! Project No: 961578

ICR Project No: 013177

The Ethics Committee met on 11 August 1998 and approval has been granted
previced that the points raised are addressed, or incorporated into a final protocol.

Secretary:___Sioccen & Festes Date: __2%-9-98-
Sharon L Foster

Chairman: J"‘/’z_‘*ﬂw Date: 30.49. 97

Dr T M Chalmers

l—a g PAX: *44 () 1675 614555
: E-MALL: inveresh_resesrchsgugrovp.com
Ny VMR SEANG WTRNATIONAL TS

APGHITIRID SFRCE ELINNITENE SEMAST CINTIE THANGHT G5 W8
~EE. ARETTIMED 04 SNETLANS MUMSER 1T

®
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ICR Study No: 013177 (Dratt 1 - 22 July 1998)
GENERAL
The Chairman gave a brief review of the study. -
ccuments review e Ethi mmi Meeting were:

Voluntesr information/informed Consent
Letter/Questionnaire to the Volunteer's GP
Clinical Protocol

Toxicology Review on Malathicn

neral Com

o The Ethics Committee did not like the eading’ design of this protocol. The study
design is therefore being revised to incorporate a single cohart protocol style and

wiil be resubmitted in the near future.
» The Committee were worried about the three fold jump in dose from 1.5 to 5.0
mg.kg’. An explanaticn of why thess doses were chosen would be useful.

uestions asked linical Investi r

« Should the volunteers see the Toxicology Summary?
The committea feit that the toxicology summary did not need to te shown to
volunteers as fong as the Ethics Committee are reviewing it.

» Are there any objections to the toxicology summary being submitted as a

separate document?
There are no objections to the toxicology summary being submitted as a separate

cocument.

« Should the voluntesrs ba given the results of long tarm, high exposure
studies of compounds such as maiathion in animals, even though they ars
not entirely ralevant to a singie dose study in humans? .

Yes.

VOLUNTEER INFORMATION

General
Smokers are excludad from this stucy (see Exclusicn Criteria, page 17 of 67 in the
prctocol). Inciude a sentence which informs the volunteers that they must be non-

smokers.
The medical risks of withdrawing from the study early should be given in the
volunteer information (see page 18 ot 67, para 2, line 1).

Specific
Page 45 of €7, para §. line 1; Ingert, "Your GP will be informed of your inclusion in
this stucy”.

Page 45 of 87, parg 7, line 2; deiete the word “a" and insert an "s" after “blood
sample”.

PROTOCOL

Page 14 of 67, para 5 the Committee feit that any significant changes in inhibition
from baseline of red cell cholinesterase should not result in dose escalation. Ifa
limit has to be set, please explain the rationale behind that level.

TOXICOLOGY REVIEW

Page 65 of 67, para 2, line 1; No details are given of how the malathion impurities

Independent Inveresk Research Ethics Committes

Page 294 of 882



ICR 013177

ICR Study No: 013177 (Draft 1 - 22 July 1998)

were extracted from the early material. How is it known that these contaminants and
break down products exaggerated malathion toxicity? More details are required.
Page 66 of 67. para 7, fing 2; the committee would like more dstails of the repeat
oral dose study, including the number of volunteers that took part.

CONCLUSION

In conclusion, the protocol is being revised to incorporate a single cohort style of
study. The points raised above should be addressed or incorporated into the

revised protocol.

Secretary:___Stieun. L Fosier Date: _/-%-9%.
Sharon L Foster

!
Chairman: dJ -;.&“"“‘ Date: 73 3 78
Dr T M Chalmers

independant inveresk Ressarch Ethics Committee
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“ Inveresk Research

TRANENT £M33 INE SCOTLAND
TELEPHONE: +44 (0) 1875 614545

ETHICS COMMITTEE MEETING
11 August 1998

“A randomisad, double blind, ascending single oral dose study with malathion to
datermine the no effect level on plasma and RBC cholinesterase activity” (Draft 2 - 21

August 1998)

Jellinek, Schwartz & Connolly Inc (Cheminova), 1525 Wilson Boulevard, Suite €00,
Arlington, VA 22209, USA

IRI Project No: 961578

ICR Project Ne: 013177

The Ethics Commitiee met on 11 August 1998 and approval has been granted
provided that the points raised are addressed, or incorporated into a final protocol.

Secretary:_ S coron o fhsies Date: _1a-10-9%
Sharon L Foster
Chairman: J ~_,/9“__*“"* Date: /3- /0. 94.

Dr T M Chaimers

FAX: +44(0) 1073 414553
EMARL: ’

@
e
B
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. Inveresk Research

TRANENT EM3) INE SCOTLAND
TELEPHONE: *44 (0) 1875 414348

Addendum to Ethics Commities Minutes

Meeting of 11 August 1998

“4 randomised double blind, ascending single cral dose study with malathion to
determine the no effect level on plasma and ABC chclinesterase activity” (Final - 19

Cctober 1998)"

Jellinek, Schwartz & Connolly Inc. (Cheminova), 1525 Wilson Boulevard, Suite 600,
Arlington, VA 22209, USA

Inveresk Project No: 961578

ICR Project No: 013177 -

The final protcccl for the study detailed above has now been issued by ICR. This also
addresses changes requested by the Ethics Committee. '

The Chairman reviewed the attached documentation and gave it his approval.

Secretary: __Shesron & Foskes Date: 1%-10-18
Sharon L Foster .
Chairman: d - _’9—"'"“" Date: 29.10-98-

Dr T M Chaimers

& PAX: +4d (€) I187S 614385
@ @ SMAIL inveresk_ressarch@sgegrovpoam
l l TR B3 pl

Page 297 of 882



ICR 013177

. Inveresk Research

TRANENT EHIJ INE SCOTLAND
TELEPHONE: +44 (8) 1875 614348

Addendum to Ethics Committee Minutes
Meeting of 11 August 1998

“A randomised, double blind, ascending single oral dose study with malathion to
determine the no effact laval on plasma and RBC cholinesterase activity® (Amendment .

1 - 3 November 1998)"

Jetlinek, Schwartz & Connolly, Inc (Cheminova), 1525 Wilson Boulevard, Suite 600,
Arlington, VA 22209, USA

Inveresk Prcject No: 961578

ICR Project No: 013177

Amendment 1 for the study detailed above has now been issued by ICR.

The Chairman reviewed the attached documentation and gave it his approval.

Secretary: Secvin & Fosve Date: __3 1ul4as.
. Sharon L Foster

.

Chairman: —-—— Date:
Or T M Chalmers

L.u.9%8

r@ % FAX: 244 (9) 1875 614555
: S-MAN: laverssk_rusonrch@tgegroup.com
@é : oot SvaneT oot MEOMARD: SSTRS TMANENT S0 Bvd
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. Inveresk Research

TRANENT EMH33 INE SCOTLAND
TELEPHONE: +44 [0) 1873 414545

Addendum to Ethics Committee Minutes
Meeting of 11 August 1998

“A randomised, double blind, ascending single oral dose study with malathion to
determine the no effect level on plasma and RBC cholinesterase aclivity* (Amendment

2 - 20 January 1999)"

Jellinek, Schwartz & Connolly (Cheminova), 1525 Wilson Boulevard, Suite 600,

Arlington, VA 22209, USA
Inveresk Project No: 961578
ICR Project No: 013177

Amendment 2 of the study detailed above has now been issued by ICR.

The Chairman reviewad the attached documentation and gave it his approval.

Secretary: _Swovua & foster Date: &%-1-%9

Sharon L Foster .

J-‘/&"‘L"‘" Date: _&3- 1 99.

Chairman: ER ALy
Dr T M Chaimers

B & zemme—
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MEMORANDUM

Date: 28 May 1999
To: Janet Dickson, Diane Gillies, AJR
c.c.: Central Files - Jellinek, Schwartz & Connolly (Cheminova), 1525

Wilson Boulevard, Suite 600, Arlington, VA 22209, USA
Inveresk Project No: 961578 - Ethics Committee File (original)
ICR Project No: 013177

From: Mary Pupkis

Subject: “A randomised, double blind, ascending single oral dose
study with malathion to determine the no effect level on
plasma and RBC cholinesterase activity” (Amendment 3 - 29
March 1999)

Amendment 3 for the study detailed above will not be sent to the Ethics Committee
Chairman. This is because the changes do not affect the safety of the volunteers.
Please accept my apologies for the administrative celay in responding to this
Amendment. '

Kind regards

o

Mary Pupkis
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MEMORANDUM

Date: 20 September 1999
To: Diane Gillies, Steve Freestone
c.C.: Central Files: Jellinek, Schwartz 7 Connolly Incorporated, 1525

Wilson Boulevard, Suite 600, Arlington, VA 22209, USA
ICR Project No: 013177 - Ethics Committee Files (Original)

From: Susan Wilkie

Subject: “A Randomised Double-Blind Ascending Single Oral Dose
Study with malathion to Determine the No Effect Level on
Plasma and RBC Cholinesterase Activity” Amendment 4 - 06

September.1999

Amendment 4 of the study detailed above has no affect on the volunteers’ as the
clinical phase is complete. No review or approval is required from the Ethics Committee

Chairman.
Kind regards

v e
Susan Wilkie

Page 301 of 882



ICR 013177

YIVIYYRryveveT Susan Wilkie To: Diane Gillies/OA41/Riccarton/GB/Inveresk@Inveresk, Steve
PN 17)12/99 12:33 Freestone/Executive/GB/Inveresk@Inveresk, Nichola
4‘ A : Erskine/OA 14/Tranent/GB/Inveresk@lnveresk
NJ
AbAMAAMAAMA,

cc:
Subject: Cheminova Study Number 013177 Amendment 5§

Amendment 5 for the Cheminova Study 013177 has not been sent to the Ethics Committee
Chairman for his approval as this amendment contains only administrative changes.

Kind regards

Susan Wilkie
Secretary to the Ethics Committee

Tel: +44 (0) 1875 618 196
e-mail: susan.wilkie@inveresk.com
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ICR 013177 - FINAL - 19 OCTOBER 1898

APPENDIX A

Volunteer Gonsent Fo

This agreement is between the volunteer and inveresk Clinical
Research Limited (hereinafter referred to as ICR), and provides for the volunteer to take
part in experiments, trial and/or tests of a chemical compound or compounds.

FOR ALL STUDIES

1) 1, the undersigned voluntarily agree to take part
in
Protocol No: 013177
Descriptive Study Title: A randomised double blind ascending single

oral dose study with malathion to determine the
no effect level on plasma and RBC
cholinesterase activity.

| understand that the investigation will involve
the administration of

Name(s) of compounds: Malathion
being the compound under test.

2) { have been given a full explanation by Dr

of the nature, purpose and likely
duration of the study and what | will be
expected to do and | have been advised about
any discomfort and possible ill-effects on my
health or well-being which he/she believes may
resuit. The information document given to me
is attached (Appendix A pages 49 of 69 to 52 of

69.
3) | have been given the opportunity to question
. Dr on aspects of the study and

have understood the advice and information
given as a result.

4) i agree to Dr Freestone contacting my general
practitioner {and teaching or university authority
if appropriate] to make known my participation
in the study and | authorise my general
practitioner to report details of my reievant
medical or drug history, in confidences.

48 of 69

Page 303 of 882



ICR 013177

ICR 013177 - FINAL - 19 OCTOBER 1998

PPEN

S

6)

7

8)

9)
0

| agree to comply with any instruction given
during the study and to cooperate faithfully with
Dr Freestone and to tell him immediately if |
suffer from any deterioration of any kind in my
health or well-being or any unexpected or
unusual symptoms however they may have
arisen.

| agree that | will not seek to rastrict the use to
which the resuits of the study may be put snd, in
particular, | accept that they may be disclosed to
reguiatory authorities for compounds in the UK
and elsewhere.

| understand that | am free to withdraw from the
study at any time without needing to justify my
decision.

The supervising doctor confirms that subject to
overriding requirement of law necessitating the
disclosure of documents relating to the study,
the volunteer will not be referred to by name in
any document concerning the study disclosed to
any person not under the direct control of the
supervising doctor;

ICR confirms that:

| shall receive in consideration for completing the
study, the sum of £450 from the supervising
doctor and that | shall receive the sum in full if it
is necessary for me to withdraw from the study
for medical reasons associated with participation
in it. If | withdraw from the study for medical
reasons not associated with the study a payment
will be made to me proportional to the length of
the period of participation, but if | withdraw for
any other reason, the payment to be made, if
any, shall be at the discretion of the supervising
doctor;

46 of 69
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(i)

(iii)

(v)

w)

ti

in the event of my suffering any bodlly injury
caused directly by my participation in the study,
compensation will be paid to me by the company
without having 1o prove that the injury arcse
through negligence or that the study compound
was defective as set forth in the Association of
the British Pharmaceutical Industry "Guidelines
for medical experiments in non-patient human
volunteers”.

The amount of such compensation shall be
caiculated by reference to the amount of
damages commonly awarded for similar injuries
by an English court if liability is admitted,
providing that such compensation may be
reduced 1o the extent that |, by reason of
contributory fault through my actions or my
failure to act, am partly responsible for the injury.

Any dispute or agreement as to the application
of clause 9 (i) shall be referred to an arbitratorto
be agreed between myseif and the company, or
in the absence of agreement, to be appointed by
the President of the Royal College of Physicians
of London with power in the arbitrator to consult
a barrister of 10 years standing in respect of any
issue of faw including the amount of damages to
be awarded as payment of compensation;

The agreement shall be construed in accordance
with English law and subject to clause 9 (i), (iii)
and (iv) above the English courts shall have sole
jurisdiction over any dispute which may arise out
of it.

47 of 69
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APPENDIXA (Continued)

Signed by the volunteer :

Dated :

Signed for on behalf
of the company by
its duly authorised
representative:

Dated :

| confirmthat|

have explained the
nature, purpose and
possible hazards of
the above trialto :

Signed :

Dated :

| confirm that | have witnessed the above explanation:

Signed:

Witness Signature

Dated :

(NB-it may be appropriate for the supervising doctor to fulfil the obligations of the
duly authorised representativefor the company.

Since signing the consent, the volunteer information sheet has been changed. | confirm
that | have read the revised information (dated _/ / ) and still consent to participation in
the study.

Signed :

Dated .

48 of 69
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APPENDIX A (Continusd)
Volunteer Inf

A RANDOMISED DOUBLE BLIND ASCENDING SINGLE ORAL DOSE STUDY
WITH MALATHION TO DETERMINE THE NO EFFECT LEVEL ON PLASMA AND
RBC CHOLINESTERASE ACTIVITY. .

Introgyction
You are invited to take part in a study involving a pesticide called malathion proposed

for use In controlling non-beneficial worms and insects which eat the piant jesves or
fruit in a variety of fruit and vegetable crops, sugarbeets, cotton and omaments! plants.

Very smalt amounts of residue may exist at harvest on trested crops. To ensure the
safety of these residues for human consumption, many studies have been performed
in animals and one hurnan study has already been conducted. These studies showed
no side effects other than reducing the amount of an enzyme protein (cholinesterase)
which breaks down a chemical substance (acetyicholine) in the body responsible for
the transmission of nervous impulses. Large increases of acetylcholine in the nervous
system can cause increased salivation, sweating, reduced blood pressure, nauses.
vomiting and stomach cramps.

Although the mechanism of action of cholinesterase inhibitors is well understood.
species differences do exist. This study is being conducted to reduce the uncartainties
of species differences in determining a leve! of human exposure that causes minimal
reduction of biood cholinesterase levels. A significant reduction of cholinesterase in
the nervous system is required before any clinical effects are observed. The results of
this study will further confirm that the use of malathion does not pose an unreasonable
risk to either workers or consumers.

Aim

The aim of the study is to determine the highest dose at which no significant reduction
of blood chofinesterase occurs.

Dese

The doses to be given are 0.5, 1.5, 5.0, 10.0 and 15.0 mg.kg™ body weight and
placebo (inactive compound). A maximum of 48 of you will be tested in 7 groups. In
the first group, one subject will receive placebo and three subjects the lowest dose of
active compound (0.5 mg.kg ). In the second group, one subject will receive placebo
and three subjects will receive 1.5mg.kg *'. In the third group three subjects will
receive placebo and seven subjects will receive 5.0 mg.kg™. In the fourth group, one
subject will recsive placebo and three subjects will receive 10.0 mg.kg™. in the fifth
group two subjects will receive placebo, four subjects will recsive 10.0 mg.kg™ and
tivee subjects will recsive 15.0 mg.kg™. in the sixth group thres subjects will receive
placebo and four subjects will receive 15.0 mg.kg”. When the maximum dose that
causes no significant inhibition of blood cholinesterase in men has been identified, this
goso v;ill )bc given to a group of 10 women (7 to receive active compound and
placebo). :

Aliocation 0 receive active compound or placebo (inactive compound) will be
randomised. The compound or placsbo will be administered as capsules by mouth.

49 of 69
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PPENDIX A i
Yolunteer information

Side Effects
White it is not anticipated that at the low doses to be used, any effects other than a
reduced level of blood cholinesterase will occur, information from clinical effects
caused by similar compounds at much higher dose levels suggests the following
effects are possible:

Intial symptoms are headache and nausea, followed by a feeling of chest tightness
snd coughing. At dose levels much higher than those being used in this study other
possible symptoms include vomiting, diarrhoes, abdominal pain, blumed vision,
weakness, sweating, constricted pupils, excess saliva production, siow pulse, and
involuntary muscie twitching. It is highly unlikely that any of these effects will occur.

In some animal studies (but not all) it has besn shown thst lifetime exposure to
1600 mg/kg daily of malathion (/e more than 100 times the maximum dose in this study
every day for a lifetime) in sensitive species caused an increased incidence of lver
cancer. The dose level and duration of treatment bears no relationship to the single
low doses to which volunteers wiil be expossd in this study.

Erocedure

You will attend ICR for screening within 21 days of the start of the study. At screening,
8 complete medical history will be taken and you will have 8 compiete physical
examination, recordings of your pulse and blood pressure obtained, an ECG recorded
(tracing of your heart's electrical activity) and blood samples taken for various safety
fests. Samples of blood will aiso be taken to test for hepatitis B, hepatitis C and HIV,
the virus that can cause AIDS. Urine will also be tested including a test for drugs of -
abuse.

Your GP will be informed of your participation and asked to confirm your medical
history. If there are any objections expressed by your GP you will be excluded from
the study.

Once you have successfully passed the screening examination, including acceptable
blood and urine test results, your co-opcrau‘on with the following will be requiced:

1. Upto atotal of 48 of you will ba studied.

2. If you smoke you must be able to abstain from smoking from 2h predose to 8h
postdose.

3. Y:_:u will require 1o attend the clinic for 4 outpstient visits on 9, 7, 5 and 2 days
prior to dosing when a whan a blood sample will be taken.

4. You will then be reskient in the clinic on one occasion for 3 nights and will then
retum for 3 further outpatient visits 3, 8 and 13 days sfter dosing.

S.  You will be admitted 1o the clinic betwsen 10am and mid-day on the moming
preceding the day of dosing. A brie! examination including vital signs will be
pqdormcd, and a blood sampie tsken for measurement of chofinesterass. A
unne pregnancy test wilt be undsrtaken on female subjects. You will take no
food or drink from 2300h.

S0 of €9
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10.

1.

12.

13.

14.

PPENDIX in
Volunteer information

On the day of dosing, you will be given breakfast and 5 min after completion you
will receive either the active compound or placebo with 150 mi of water in the
sitting position. You will then be required to remain sested or recumbent until 8h
after dosing. You will be aliowed water, fruit juice or decaffeinated drinks from
approximately 3h after dosing. A light lunch will be provided approximately 4h
after dosing. Normal activilies excluding strenucus exercise will bs aliowed from

approximately 4h after dosing.

Before dosing, 8 cannuls (plastic tube insenied by 8 needie into a vein) will be
inserted into your amm in order to allow samples of your blood to be obtained st
regular intervals throughout the day of dosing. A needle and syringe can be
used repeatedly to obtain blood samples if preferred. Repsated biood tests and
cannulae can cause soreness and bruising of the arms or even, rarely, blockage
of a vein, but those problems usually clear up within a few days 1o a few weeks.

Blood pressure, heart rate and a tracing of your heart's electrical activity will be
recorded at intervals before and after dosing.

You will also be monitored for the presence or absence of the clinical signs listed
in the introduction. A continuous recording of your hesrt's electrical activity will
be displayed on a bedside monitor from 30mins before dosing to 4h after dosing.

You will be discharged 48h after dosing. Before discharge, a physical
examination will be performed and biood samples will be taken for safety
assessments.

You will return to the clinic in the moming 3, 6 and 13 days after dosing when a
blood sample will be taken and to ensure continued well-baing and for
completion of any outstanding enquiry/adverse events.

" Approximately 235 mi of blood will be taken during the study (compared with

480mi which is a standard blood donation).

You should avoid medication (including over-the-counter products) for § days
before the start of the study. ]

You will not be allowed to take alcohol or other drnugs on each resident study day
or untii after the last blocd sampie has been taken. It is recommended that you
should refrain from slcohol as far as possible until the follow-up visit on Day 14.

if anything abnormal occurs, judged by the supervising clinician, or if laboratory
investigations change, you may be withdrawn from the study. In addition, you may
withdraw at any time without needing to justify your decision. (You are strongly advised
not to leave the clinical unit within 24h after dosing as this may invoive risk to your
health). if you decide to withdraw before completion of the study a medical
examination including blood pressure and heart rate, blood sampling, urine sampling
and an ECG will be performed.

You should inform the supervising physician of any symptoms. After the study is over,
you will be given a telephone number to call if you have any questions or worries.
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it is essential that you should adhere to all of these requirements. The supervising
physician will be pleased to supply any further information at any time.

All information will be traated in a confidential manner but snonymised cata will be

seen by authorised persons involived in the study and possibly by compound regulating
authorities.

Supervising Phvaicians

Dr J Dickson and Dr S Fresstone
inveresk Clinical Ressarch
Riccarton

Edinburgh
EH14 4AP Tel: (0131) 451 5080
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This agreement is betwean the volunteer and Inveresk Clinical
Research Limited (hereinafter referred to as ICR), and provides for the volunteer to take
part in experiments, trial and/or tests of a chemical compeund or compounds.

FOR ALL STUDIES

1 |, the undersigned voluntarily agree to take part
in
Protocol No: 013177
Descriptive Study Title: A randomised double blind ascending single

oral dose study with maiathion to determine the
no effect level on plasma and RBC
cholinesterase activity

I understand that the investigaticn will involve
the admunistration cf

Name(s) of compounds: Malathion .
being the compound unaer test.

2) | have been given a fuil expianation by Or

of the nature. purpose and likely
duration of the study and what | will be
expected to do and | have been advised about
any discomfort and possible ili-effects on my
health or well-being which he/she believes may
resuit. The information document given tc me
is attached (Appendix A pages 50 of 70 to 53 of

70.
3) | have been given the opportunity to question
Dr on aspects of the study and

have understood the advice and information
given as a result.

4) | agree to Dr Freestone contacting my general
practitioner [and teaching or university authority
if apprognate] to make known my participation
n the study ana ! authonse my general
practitioner to repcnt cetails cf my relevant
medical cr drug history. in confidence.
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S)

6)

8)

9)

0]

| agree to comply with any instruction given
during the study and to cooperate faithfully with
Dr Fraestone and to tell him immediately if |
suffer from any deterioration of any kind in my
health or well-being or any unexpected of
unusual symptoms however they may have
ansen.

| agree that ! will not seek fo restrict the use to
which the results of the study may be put and, in
particuiar, | accept that they may be disclosed to
reguiatery authorities for compounds in the UK
and sisewnere.

1 uncerstand that | am free to withdraw from the
stugy at any time without needing to justify my
decision.

The supervising doctor confirms that subject to
ovemding requirement of law necessitating the
disclosure of documents relating to the study,
the votunteer wiil not be raferred to by name in
any document canceming the study disclosed to
any person not under the direct control of the
supervising doctor;

ICR confirms that:

{ shall receive in consiaeration for ccmpleting the
study, the sum of £450 from the supervising
doctor and that | shall receive the sum in full if it
is necessary for me ta withdraw from the study
for medical reasons associated with participation
in it. If | withdraw from the study for medical
reasons not associated with the study a payment
will be made to me proportional to the length of
the periad of participation, but if | withdraw for
ary other reason, the payment 10 be made. if
any, shail be at the ciscretion of the supervising
doctor.
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(i)

(@

{b)

{c)

(d)

In the event of my suffenng any todily inury
caused direcly Sy my saricipation in the study,
| may elect to proceed in accordance with the
following optional procedure.

Compensation will be paid to me by ICR
without my having to prove that the injury
arose through negligence or that the study
compound was defective as set forth in the
Association of the British Pharmaceutical
Industry “Guideiines for medical experiments
in non-patient human volunteers”.

The amount of suct comeensation snall be
caiculatec Sv refsrence w0 the amcunt of
samages ccmmenly awardec ‘or similar :njures
oy an Englisn ccur: f liaoiity 1s acmitted.
providing that such  ompensatcn may Se
requcec to e extent :hat I, by reascn of
contncutory  fawt througn my acuons or my
failure 10 act. am carly ~esconsitle for the injury.

Any ziscute Sr agreement as (0 the acciication
of ciause S(ii) 1a) and (b) may at my option te
referrag 0 3n arziraicr 0 e agreed Seween
myself and ICR. crin the absence cf agreement,
0 ne apoointea Sy :he President of the Royal
College of Physicians of Londen with sower in
the amitrater 0 consult a barnster =f 0 years
stancing in respec: cf ary issue cf ‘aw inclucing
‘he amount ¢f Zamages 0 te awardea as
payment of ccmpensaucn;

The agreement shall Se construed in accorcance
with English 'aw ang sucject to clause 3(ii) (a),
{b) and (c) accve :he Engusn ccurs snail nave
sole juriscicicn cver any disoute wnich may
anse cut of it.
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Signed by the volumeer : e

Cated :

Signed for on behalf
of ICR by its duly
authorised
representative :

Catea: .

| cznfirm that |

have explained the

nature, purpose and

rossible hazards of

theabovetrialto: = st

Signed: e

Dated: e s e ssasssesnes

| confirm that | have witnessed the above explanation

Signed :

Witness Signature

Cated :

(NB-it may be appropriate for the supervising doctor to fulfil the obligations of the
duly authorised representative for iICR,

Since sigming the consent, the volunteer information sheet has been changed. | confirm
:hat | have read the revised information (dated _/_/ ) and still consent to participation in
“he study.

Signed :

Dated :
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A RANDOMISED DOUBLE BLIND ASCENDING SINGLE ORAL DOSE STUDY
WITH MALATHION TO DETERMINE THE NO EFFECT LEVEL ON PLASMA AND
RBC CHOLINESTERASE ACTIVITY.

Intreguction

Malathion is an organophosphorus (OP) insecticide, one of a family of
cholinesterase inhibitor compounds that includes many widely used
insecticides. These pesticides have essentially no effects on mammals at
sufficiently low levels. At higher levels they reduce the amount of an enzyme
(cholinesterase) that breaks down a chemical substance (acetylcholine) in the
body that is responsible for the transmission of nerve impuises, with the effect
increasing as the dose increases. At yet higher levels, sufficient to reduce
considerably the levels of acetyicholine in the nervous system, mild to serious
physical effects can result (see the paragraph entitled Side Effects, below). of
all the OP insecticides, malathion has been shown to be among the lowest in
acute toxicity (toxicity from a single dose) in animals and humans.

Very small amounts of residues of malathion may exist at harvest on treated croos.

To determine whether these residues pose any risk to food consumers, many
toxicity studies in animails, and one human study, have already been conducted.

The animal studies showed that single doses at levels wel! above those that will
be involved in this study produced no reduction in cholinesterase levels and no
toxic effects.

Although the mechamsm by which OPs act to inhioit cholinesterase is well
uncerstood. differences in behaviour of compounds from species to species do
exist. This stugy 1s being conducted to requce the uncentainties of species differences
‘n determining a level of human exposure that causes measured reduction of blood
snchinesterase levels. Prior testing has shown that a relatively large reduction of
blood cholinesterase is required before any resuiting clinical effects are
observed. The resuits cf this study are expected to be useful in showing that the
use of malathion on crops does not pose healith risks to food consumers, and
also may be useful in evaluating whether workers who use malathion are
thereby at risk.

Aim

The aim of the study 1s to determine the highest dose at which no significant reguction
cf Bloag cheiinesterase ccours.

2ecse

The ccses 9 te gven are G5, 15, 5.0 10.0 ana 150 mgkg"' bedy weignt and
clacego 'inactve comgouncl. A maximum cf 48 of you will be tested in 7 grouos. In
‘me first grous. one suciect will recewve slaceco and three supjects the lowest cose of
acuve camgeuna (0.5 mg.kg ~'). In the second groud, one sucjec: will recewve piacebo
ara three suciec's wil receive 1.5mg.kg . In the thirg greuo ‘hree supjects will
raceive Dlaceoo and seven supjects will receive 5.0 mg.kg. In the fourth group. one
supject wiil receive placebo and three subjects wiil receive 10.0 mg.kg'. in the fifth
sroun 'wo subjects wiil receive placebo. four subjects will receive 10.0 mg.kg" and
threa subjects will receive 15.0 mg.kg'. In the sixth grous three subjects wiil receive
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Page 315 of 882



ICR 013177

ICR 013177 - AMENDMENT 1 - 3 NOVEMBER 1998

APPENDIX A (Continued)
Volunteer information

placebo and four subjects will receive 15.0 mg.kg'. When the maximum qose that
causes no significant inhibition of biood cholinesterase in men has been identified, this
dose will be given to a group cf 10 women (7 to recewve active compcund and

3 placebo).

Allccation to receive active compeund or placebo (inactive compound) will be
rardomisec. The compound cr placebo will be administerec as caosules by mouth.

Side SHects

In view of the low doses of malathion to be used in this study and the results of
earlier studies, it is not anticipated that any of the subjects of the study will
experience any adverse effects other than a reduced level of blood
cholinesterase. However, human studies with other more potent
organophosphorus compounds suggest that the following effects can result
from sufficiantly high doses. inttial symptoms typically are headache and nausea.
‘ollowed by a feeling of cnest tighmess and coughing. At dose levels much higher than
those being useq in this study other possible symptoms inciude vomiting, diarrhoea.
accominal pain. blurred vision, weakness. sweating, constricted pupils. excessive
saliva preparation, siow pulse. and involuntary muscle twitching or spasm. A few
reported cases of coma or death from ingestion of large quantities of malathion
have been reported. However, the doses that cause these effects are very much
higher than the ones to be used in this study. !n some animal studies (but not
ail) it has been shown that lifetime exposure to 1600 mg/kg daily of maiathion
(/e more than 100 times the maximum dose in this study every day for a lifetime)
in sensitive species caused an increased incidence of liver cancer. The dose
fevel and duration of treatment bears no relationship to the single fow doses to
which volunteers will be exposed in this study.

Procedure

‘Ycu will attend ICR for screening within 21 days of the start of the study. At screening,
a complete medical history will de taken and you will have a compiete physical
examination, recordings of your culse and blocd cressure obtained, an ECG recorded
itracing of your heart's electricai activity) and blood sampies taken for varous safety
‘ests. Sampies of blood will aiso bs taken to test for hepatitis B. hepattis C ang HIV,
the virus that can cause AIDS. Unne will also be tested including a test for drugs of
aouse.

Yzur GP will be informed of ycur participation and asked o confirm your medical
mstory. If there are any ovjections expressed by your GP you will be excluded from
ke stucy

Zrnce you have successfuily cassea the screering examination. inciuding accectable
Siccg anc unne test results. your s-oceration with the followmng will be recuired:

Jg e a totar of 8 of you wil be stugied.

“

if you smoke yeu must ce abie to apstain ‘rem smoking from Zh oreccse o 8h
postcose.
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Yeu wiil require to attend the clinic far 4 outpatient visits on 8, 7, 5 and 2 cays
pnor to dosing when a when a blood sample will be taken,

You will then be resigent in the clinic on one occasion for 3 nights and will then
return for 3 further outpatient visits 3, 6 and 13 days after dosing.

Ycu wiil be admitted to the clinic between 10am and mid-day on the morning
prececing the day of dosing. A bref examination including vital signs will te
performed. and 3 blood sample taken for measurement of choiinesterase. A
urine sregnancy test will be undenaken on female subjects. You will take no
fced cr dnnk from 2300h.

On the day of dosing. you wiil be given breakfast and § min after completion you
will recaive either the active ccmpound or placebo with 150 mi of water in the
siting pesition. You will then be required tc remain seated or recumbent until 8h
after dosing. You will be allowed water, fruit juice or cecaffeinated dninks from
approximately 3h after dosing. A light lunch will be provided approximately 4h
after cesing. Normal actvities exciuding strenuous exercise will be allowed from
approximately 4h after dosing.

Befcre cosing, a cannula (plastc tute insered by a needle into a vein) will be
insertea into your arm in order 1o aliow samples of your biood to be obtaineg at
reguiar intervals throughout the day of dosing. A needle and syringe can te
used receatedly to obtain tiood sampies if preferred. Repeated blocd tests and
carnulae can cause screness and bruising of the arms cr even, rarely, blockage
of a vein. but those probiems usually clear up within a few days to a few weeks.

Blood pressure, heart rate and a tracing cf your heart's electrical activity will be
recorded at intervais before and after dosing.

Yeu will alsc be monitored for the presence or absence of the clinical signs listed
in the introduction. A contnuous recording of your heart’s electrical activity will
be displayed on a bedside montor from 30mins before dosing to 4h after dosing.

You wmil be discharged 48h after dosing. Before discharge. a physical
examination will be performed and blood samples wil be taken for safety
assessments,

Yeou will return to the clinic in the moming 3. 5 and 13 days after dosing when a
bloocd sample will be taken and to ensure continued well-being and for
cmoletion of any outstancing enguiry/adverse events.

Aocreximately 235 mi of tlood will be taken dunng the study (compared with
480m which is a standarc blccd conaucn).

Yau snzuld avoid megication (including over-the-counter preducts: for 5 days
tefcre the starnt cf the stucy.

*Y=u will not ke allowea to take alcohol or sther drugs on each resident stucy day
or untl after the last tlood samgle nas been taken. !t :s recommended that you
snould refrain from aicchoi as far as possible until the follow-up vistt on Cay 14.
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if anytning abnormal occurs, judged by the supervising clinician, or if laboratory
investigations change, you may be withdrawn from the study. In addition, you may
withdraw at any time without needing to justify your decision. (You are strongly advised
not to leave the dinical unit within 24h after dosing as this may involve risk to your
heaith). If you decide to withdraw before completion of the study a medical
examination inclucing bicod pressure and heart rate, blocd sampling, urine sampling
and an ECG will be performed.

You should inform the supervising physician cf any symptoms. After the study is over,
you will be given a telephane number to call if you have any questions or worries,

It is essential that you should achere to all of these requirements. The supervising
ghysician will be pleased to supply any further information at any time.

Ail information will be treated in a confidential manner but anonymised data will be
seen by authorised persons involved in the study and possibly by compound regulating
authorities.

Supervising Physicians

Dr J Dickson and Or S Freestone
Inveresk Clinical Research

Riccarnon

Edinburgh

EH14 4AP Tel: (0131) 451 5080
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This agreement is between the volunteer and Inveresk Clinical
Research Limited (hereinafter referrad o as ICR}, and provides for the volunteer to take
part in experiments, trial and/or tests of a chemical compound or compounds.

FOR ALL STUDIES
1) I, the undersigned voluntarily agree to take part

in

Protocol No: 013177

Descriptive Study Title: A randomised double blind ascending single
cral dese study with maiathion to determine the
no effect level on plasma and REBC
cholinesterase activity.
| understand that the investigation will involve
the administration of

Name(s) of compounds: . Maiathion

being the compaund under test.

2) | have been given a full explanaton by Or
of the nature, purpose and likely duration of the
study and what | will be expected to do and |
have been advised about any discomfort and
possible ill-effects on my heaith or well-being
which he/she believes may resuit. The
information document given to me is attached
(Appendix A pages 50 of 70 to 53 of 70.

3) | have been given the opportunity to question
 Dr on aspects of the study and

have understood the advice and information

given as a resuit.

4) | agree to Dr Freestone contacting my general
practitioner {and teaching or university authority
if appropriate] to make known my participation
in the study and ! authorise my general
practitioner to report cetals of my relevant
maecicai or crug histery. in confidence.
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5)

6)

n

8)

9)

0]

X A (Conti

| agree to comply with any instruction given
during the study and to cooperate faithfully with
Or Freestone and to tell him immediately if |
suffer from any deterioraticn of any kind in my
heaith or weli-bsing or any unexpected or
unusual symptoms however they may have
ansen.

1 agree that | will not seek to restrict the use to
which the resuits of the study may be put and, in
particular, | accept that they may be disclosed to
regulatory authorities for compounds in the UK
and elsewhere.

| understand that | am iree to withdraw from the
stugy at any time without needing ‘o justify my
decision.

The supervising doctor confirms that subject to
ovemiding requirement of [aw necessitating the
disclosure of documents relating to the stuay, the
volunteer wiill not be referrec to by name in any
document ccnceming the study disciosed to any
person not under the direct control of the
supervising dector;

ICR confims that:

I shail receive in consideration for completing the
study. the sum of £450 from the supervising
doctor and that | shall receive the sum in full if it
is necessary for me to withdraw from the study
for medical reasons associated with participation
in . If | wtharaw from the study for medical
reasons not associated with the study a payment
will be mace to me proportional to the length of
the pencd of participation, but if 1 withdraw for
any other reason, the payment to be made. if
any, shall be at the discretion of the supervising
doctor;
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@

(b)

C]

(@)

I (% ed

In the event of my suffering any bedily injury
caused directly by my participation in the study,
Imay elect to proceed in accordance with the
foilowing optional procedure.

Compensation will be paid to me by ICR without
my having to prove that the injury arose through
negiigence or that the study compound was
defective as set forth in the Associaticn of the
British Pharmaceutical industry “Guidelines for
medical expenments in non-patient human
volunteers”.

The amount of such compensation shall be
caiculated by reference to the amcunt of
damages commonly awarced for similar injuries
by an English court if liability is admitted,
providing that such compensation may be
reduced to the extent that I, by reason of
contributery fault through my actions or my failure
to act, am partly responsitle for the injury.

Any cispute or agreement as to the agplication of
clause 9(ii) (a) and (b) may at my option be
referred to an arbitrator t0 be agreed between
myseif and ICR. or in the absence of agreement,
to be appointed by the President of the Royal
College of Physicians of London with power in
the arbitrator to consuit a bamister of 10 years
standing in respect of any issue of law including
the amount cf damages to be awarded as
payment of compensation;

The agreement shall be construed in accordance
with English law and subject to clause S(ii) (a),
(b) and (c) above the English courts shall have
sole junsdiction over any disputs which may arise
outof it.
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Signed by the volunteer :

Dated :

Signed for on behalf
of ICR by its duly
authorised
representative :

Dated :

| confirm that |

have explained the

nature, purpose and

cessible hazards of

the abovetalte: L.

Signea :

Cated :

| confirm that | have witnessed the above explanation :

Signed :

Witness Signsture

Dated :

(NB-it may be appropriate for the supervising doctor to fulfil the obligations of the
duly authorised representative for the company.

Since signing the consent, the volunteer information sheet has been changed. | confirm
that | have read the revised information (dated _/_/ ) and still consent to participation in the
study.

Signed :

Dated :
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A RANDOMISED DOUBLE BLIND ASCENDING SINGLE ORAL DOSE STUDY
WITH MALATHION TO DETERMINE THE NO EFFECT LEVEL ON PLASMA AND

RBC CHOLINESTERASE ACTIVITY,
intreduction

Malathion is an organophosphorus (OP) insecticide. one of a family of cholinesterase
innibitor compounds that includes many widely used insecticides. These pesticides
have essennally no effects on mammals at sufficiently icw levels. At higher levels they
reduce the amount of an enzyme (choiinesterase) that breaks down a chemical
substance (acetyicholine) in the body that is responsible for the transmission of nerve
imoulses. with the effect increasing as the dose increases. At yet higher levels.
sufficient to recuce considerably the levels of acetyicholine in the nervous system, mild
10 senious physical effects can result (see the paragraph entitled Side Effects, beiow).
Of all the OP insecticides, malathion has been shown (o be among the iowest in acute
texicity (toxicity from a single dose) in animals and humans.

Very small amounts of residues of malathion may exist at harvest on treated crops. To
detsrmire wnether these residues pose any risk to food consumers, many toxicity
stugies in amimais. and one human study, have aireaay been conducted. The animal
studies showega that single doses at levels well above these that will be invoived in this
stucy produced ro reduction in cholinesterase levels and no toxic effects.

Althougr the mechanism by which OPs act {0 inhibit chalinesterase is well understood.
aifferenceas in tenaviour cf compounas from species to species co exist. This study is
being cenducted to reduce the uncenainties of species differences in determining a
‘evel of human exposure that causes measurec reduction of blood cholinesterase
‘evels. Prior testing has shown that a relatively large reduction of blood cholinesterase
'S required tefore any resulting clinical effects are observed. The results of this stugy
are expected to be usefui in snowing that the use of malathion on crops does not pose
nealth risks to focd consumers, and also may be useful in evaivating whether workers
who use malathion are therepy at risk.

Am

The aim cf the study is to determine the highest dose at which no significant reduction
of blood cholinesterase occurs.

Lgese

The doses that have been given are 0.5. 1.5, 5.0. 10.0 and 15.0 mg.kg"' boay weight
and placebo (inaciive compound). There has been no significant inhibition of blood
cholinesterase in men. A group of women will receive the same dose as the last group
<f men (15.0mg.kg”"). This will be given o 10 women (7 to receive active campound
ana 3 placebo).

Ailccaticn 0 receive active compcunc cr placebo (iraclive zompound) will be
randomisea The comgound cr placeto will te administered as cacsules by mouth.
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ide E

In view of the low doses of malathion to be used in this study and the results of earlier
studies. it is not anticipated that any of the subjects of the study will experience any
adverse effects other than a reduced level of biood cholinesterase. However, human
studies with other more potent organophosphorus compounds suggest that the
following effects can resuit from sufficiently high doses. initiai symptoms typically are
neacacne and nausea. followed by a feeiing of chest tigntness and coughing. At dose
‘evels much higher than those being used in this study other possible symptoms
include vomiting, diarrhcea, abdominal pamn, blurred vision, weakness, sweating,
constricted pupils, excessive saliva preparation, siow puise, and involuntary muscle
twitching or spasm. A few reported cases of coma or death from ingestion of large
quantities of malathion have been reported. However, the doses that cause these
aifects are very much higher than the ones to be used in this study. In some animal
studies (but nct all) it has been shown that lifetime exposure to 1600 mgrkg daily of
malathicn (ie more than 100 times the maximum dose in this study every day for a
lifetime) in sensitive species caused an increased incidence of liver cancer. The dose
level and duration of treatment bears no relationship to the single low doses to which
voiunteers will be exposed in this study.

Procedur

Yeu will attend ICR for screening within 21 days of the start of the study. At screening,
a complete medicai history will be taken and you wil have a complete physical
2xamination. recordings of your pulse and blocd pressure ootained, an ECG recorded
ftracing of your heart's electrical aciivity) and blood samples taken for various safety
tests. Samples of blood will also be taken to test for hepatitis 8, hepatitis C and HIV,
the virus that can cause AIDS. Urine will also be tested including a test for drugs of
abuse.

Your GP will be informed of your paricipation and asked o confim your medical
misicry. If there are any objections expressed by your GP you will be excluded from the
tudy.

Once you have successfully passed the screening examination, including acceptable
blood and unne test results, your co-operation with the following will be required:

1. Up to a total of 48 of you will be studieq.

2. If you smoke you must be abie 1o abstain from smoking from 2h predose to §h
postdose.

3. You will require to attend the ctinic for 4 outpatient vists on 9, 7, 5 and 2 days
fnor to dosing when a when a blood sample will be :aken.

4 You will then pe resicent in the clinic on one occasion for 3 nights and will then
return for 3 further outpatient visits 3. § ana 13 cays after dosing.
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You will be admitted to the clinic between 10am ana mid-day on the moming
preceding the day of dosing. A brief examination including wital signs will te
performed, and a blood sample taken for measurement of cholinesterase. A
urine pregnancy test will be undertaken on female subjects. You will take no
foed cr drink from 2300h.

On the day of dosing, you will be given breakfast and 5 min after compietion you
will receive either the active compound or placebo with 150 mi of water in the
sitting pesition. You will then be required to remain seated or recumbent until 8h
after dosing. You will be allowed water, fruit juice or decaffeinated drinks from
aooroximately 3h after dosing. A light lunch will be provided approximately 4h
aiter dosing. Normal aciivities excluding strenuous exercise will be allowed from
approximately 4h after dosing.

Before cosing. a cannula (plastic tube inserted by a needle into a vein) will be
inserted into your arm in oraer to allow samples of your blocd to be obtained at
regular intervals througnout the day cf dosing. A needle and syninge can be used
repeateqly to obtain biood samples if preferred. Repeated blood iests and
cannuiae can cause soreness and truising of the arms or even, rarely, blockage
of a vein. but those preblems usuaily clear up within 3 few days to a few weeks.

Blood pressure. heart rate and a tracing of your heart's glectrical activity will be
recorded at intervals before and after dosing.

You will also te monitored for the presence or apsence of the clinical signs listed
n the introduction. A continuous reccrding of your heart's electrical activity will
be displayed cn a bedside moniter from 3Cmins defore dosing to 4h after dosing.

You wil be discharged 48h after dosing. Before discharge, a physical
examination will be performed and blood samples will be taken for safety
assessments.

You will return to the clinic in the moming 3, 6 and 13 days after dosing when a
blood sample will be taken and to ensure continued well-being and for
completion of anv outstanding enquiry/adverse events.

Approximately 235 mi of blood will be taken during the study (compared with
480mi which is a standard blood donation).

You should avoid medication (inciuding ‘over-the-counter products) for S days
before the start of the study.

You will not be allowed to take alcohcl or other drugs on each resident study day
or until after the last blood sample has been taken. it is recommended that you
should refrain from alcchot as far as possible untit the foilow-up visit on Day 14.

If anytung apbncrmal occurs. judged by the supervising clinician, or if laboratory
investgations change, you may be withdrawn from the study. In addition. you may
withcraw 3t any ime without reeaing to justify your cec:sicn. (You are strengly advised
not !o !eave the chnical umit within 24h after dosing as this may involve risk 9 your
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APPENDIX A (Continusd)
Volunteer information

health). If you decide to withdraw before completion of the study a medical examination
including blood pressure and heart rate, blood sampling, unne sampling and an ECG
will be performed.

You should inform the supervising physician of any symptoms. After the study is over,
you will be given a teiephone number to cail if you have any questions or worries.

it is essential that you should aghere ta all of these requirements. The supervising
physician will be pleased to supply any further information at any time.

Alt information will be treated in a confidential manner but anonymised data will be
seen by authorised persons involved in the study and possibly by compound regulating
authorities.

ervising Physicians
Dr J Dickson and Or S Freestone
inveresk Clinical Research
Riccarton

Edinburgh
EH14 4AP Tel: (0131) 451 5080

150of 15
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APPENDIX C

List of investigators and other significant
personnel involved in study (CVs included)
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PERSONNEL INVOLVED IN PROJECT 013177

Study Director

Clinical Investigators

Project Physician

Project CRA

Pharmacist

Clinical Pathology

Statistics and Data Management

Principal Investigator (Bioanalytical)

Quality Assurance

Dr S Freestone MD FRCPEdin

Dr W S Nimmo BSc MD FRCP FRCA FANZCA
FFPM

Dr S Freestone MD FRCPEdin

Dr N Watson BSc MBChB MRCGP MFPM

Dr S Mair MBChB DCCPSA

Dr J Dickson MBChB

Dr G Dennis MB BCh BAO MRCGP MICGP

Dr J Dickson MBChB

K Whalley RSCN
D Gillies RGN RM

D Lyall BSc MSc MRPharm$S

P Hudson FIBMS MBA

D Chalmers MSc CStat

D L Scott HND GRSC

E J Elliott BSc SRN
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STEPHEN FREESTONE
MEDICAL DIRECTOR
EDUCATION
Graduated MB ChB (with Honours) from Sheffield University (1975).
Awarded MRCP (UK) (1978).
Awarded MD (1991).
Awarded FRCPEdin (1998).
POST GRADUATE! ( P NT.

1976-79: General Medical Training Rotation -~ Royal Hospital, Royal Infirmary and
Royal Hallamshire Hospitals, Sheffield.

1979-82; Research Fellow, Depariment of Therapeutics, Sheffield.

1983-95: Lecturer in Clinical Pharmacology and Medicine, University of
Edinburgh.

1995-96: Co-director of Clinical Research Centre and Honorary Consultant
Physician, Western General Hospital, Edinburgh.

1986-present: Inveresk Research (see below).

\ETIES/ | ARDS

Member of British Pharmacological Society.

Member of the British Hypertension Society.

Member of the Medical Research Society.

Member of the Executive Committee of the Assoaciation of independent Clinical
Research Contractors.

PERTI RCH INTERESTS

Dr Freestone has more than 20 years experience in Clinical Pharmacology and
General (Internal) Medicine. As a hospital physician he was responsible for treating
patients with a wide range of medica! conditions. He has been involved with well over
150 research projects and has been Study Director/Principal Investigator on more than
75 studies. These have included patients with hypertension, disbetes, renal
impairment and epilepsy in addition to healthy volunteers. Dr Freestone joined
Inveresk Research in 1996 as Medical Director.

His research interests inciude the clinical pharmacology of cardiovascular drugs, the
treatment of hypertension, the effect of drugs on the kidney and sdverse drug
reactions.

PUBLICATIONS
See attached list.

(CVs_OA41/1098)
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STEPHEN FREESTONE — SELECTED PUBLICATIONS

Dr Freestone has written or been a co-author of more than 50 papers and 70
presentations to Learned Societies. The following are selected papers:

10.

11

12

Ramsay. L E, Silas, J H, and Freestone, S, 1980. Diuretic treatment of resistant
hypertension. British Medical Journal, 284, pp. 1101-1103,

Silas, J H, Phillips. F C, Freestone, S, Tucker, G T, and Ramsay, L E, 1981. A
clinical and pharmacokinetic evaluation of tolmesoxide in hypertensive patients.
European Journal of Clinical Pharmacology, 19, pp. 113-118.

Freestone, S, Jackson, P R, and Ramsay, L E, 1981. Life-threatening ventricular
arrhythmia. Practitioner, 225, pp. 541-542.

Ramsay. L E, Freestone, S, and Silas, J H, 1982. Drug-related acute medical
admissions. Human Toxicology, 1, pp. 379-386.

Freestone, S, Silas. J H, and Ramsay, L E, 1982. Sample size for short-term
trials of antihypertensive drugs, Brilish Journal of Clinical Pharmacology, 14,
pp. 265-268.

Freestone, S, and Ramsay, L E, 1982. Effect of coffee and cigarette smoking on
the blood pressure of untreated and diuretic-treated hypertensive patients.
American Journal of Medicine, 73, pp 348-353

Silas, J H, Ramsay. L E, and Freestone, S, 1982. Hydralazine once daily in
hypertension. British Medical Journal, 284, pp. 1602-1604.

Lennard. M S, Silas. J H, Freestone, S, and Trevethick, J, 1982. Defective
metabolism of metoprolol in poor hydroxylators of debrisoquine. Bnitish Journal
of Clinical Pharmacology, 14, pp. 301-303.

Lennard, M S, Silas. J H, Freestone, S, Ramsay, L E, Tucker, G T, and
Woods, H F, 1982. Oxidation phenotype - a major determinant of metoprolo!
metabolism and response. New England Journal of Medicine, 307, pp 1558-
1560.

Ramsay, L E, and Freestone, S, 1983. The management of resistant
hypertension: a systematic approach, Practical Cardiology, 8, pp 70-83.

Lennard, M S, Jackson, P R, Freestone, S, Tucker, G T, Ramsay, L E, and
Woods, H F, 1984. The relationship between debrisoquine oxidation phenotype
and pharmacokinetics and pharmacodynamics of propranolol, British Journal of
Clinical Pharmacology, 17, pp 679-685.

Silas, J H, Freestone, S, Lennard, M S, and Ramsay, L E, 1985. Comparison of
two slow-release formulations of metoprolol with conventional metoprolol and

atenolol in hypertensive patients. British Joumnal of Clinical Pharmacology, 20,
pp 387-391.

(CVs_0OA41/1098)
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13.

14.

15.

16.

17.

18.

19.

20.

21.

22,

23.

24.

STEPHEN FREESTONE - SELECTED PUBLICATIONS

Freestone, S, Thomas, H M, Bhamra, R K, and Dyson, E H, 1986. Severe
atenolol poisoning: treatment with prenalterol. Human Toxicology., §, pp 343-345.

Freestone, S, 1987. Drug interactions with warfarin. Edinburgh Medicine, 43,
pp. 16-17.

Jeffrey, R F, MacDonald, T M, Rutter, M K, Freestone, S, Brown, J,

Samson, R R, and Lee, M R, 1987. The effect of intravenous frusemide on urine
dopamine in normal volunteers: studies with indomethacin and carbidopa.
Clinical Science, 73, pp. 151-157.

Capewell, S, Freestone, S, Critchley, J A J H, Pottage. A, and Prescott, L F,
1988. Reduced felodipine bioavailability in patients taking anticonvulsants.
Lancet, 2, pp 480-482.

Freestone, S, MacDonald, T M, Jefferey, R F, Brown, J, and Lee, MR, 1988.
The renal effects of atrial natriuretic peptide in man are not atienuated by (+)-
sulpiride. British Journal of Clinical Pharmacology, 27, pp 13-18.

Freestone, S, Jeffrey, R F, Bonner, C V, and Lee, MR, 1990. The effect of
lithium on the renal actions of atrial natriuretic peptide in normat man. Clinica!
Science, 18, pp 371-375.

Prescott, L F, Freestone, S, and McAuslane, J AN, 1991. Reassessment of the
single intravenous injection method with inufin for measurement of the glomerular
filtration rate in man. Clinical Science, 80, pp 167-176.

Freestone, S, McAusiane, J AN, and Prescott, L F, 1991. Effect of tenoxicam on
renal function and the disposition of inulin and p-aminohippurate in healthy
volunteers and patients with chronic renal failure. British Journal of Clinical
Pharmacology, 32, pp 495-500.

MacDonald, T M, Sharp, K, Fowler, G, Lyons, D, Freestone, S, Lovell, H G,
Webster, J, and Petrie, J C, 1891. Caffeine restriction: effect on mild
hypertension. Bnitish Medical Journal, 303, pp 1235-1238.

Eadington, D W, Freestone, S, Waugh C J, Swainson, C P, and Lee, MR, 1992,
Lithium pretreatment affects renal and systemic responses to angiotensin Il
infusion in normal man. Clinical Science, 82, pp. 543-549.

Prescott, L F, Freestone, S, and McAuslane, J A N, 1893. The concentration-
dependent disposition of intravenous p-aminohippurate in subjects with normal
and impaired renal function. British Journal of Clinical Pharmacology, 38,

pp 20-29.

Freestone, S, Li Kam Wa, TC, and Lee, M R, 1993. Further studies on gludopa
in man: the effect of the monoamine oxidase inhibitor selegiline. in: Soares-da-

Silva P, ed Advances in the Biosciences, Vol. 88, Cardiovascular and Renal
Actions of Dopamine. Oxford: Pergamon Press, pp. 195-201.
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25.

26.

27.

28.

STEPHEN FREESTONE - SELECTED PUBLICATIONS

Li Kam Wa, T C, Freestone, S, Samson, R R, Johnslon, NR, andLee, MR,
19983. A comparison of the renal and neuroendocrine effects of two

5§ -hyuroxytryptamine renal prodrugs in normal man. Clinical Science, 85,
pp. 607-614,

Li Kam Wa, T C. Freestone, S, Samson, R R, Johnston, NR and Lee, MR,
1994. The antinatriuretic action of y-L-glutamyl-5-hydroxy-L-tryptophan is
dependent on its decarboxylation to 5-hydroxytryptamine in normal man. British
Journal of Clinical Pharmacology, 38, pp 265-269.

Freestone, S, Yeo. WW, and Ramsay, L E, 1995. Effect of coffee and cigarette
smoking on the blood pressure of patients with accelerated (malignant)
hypertension. Joumal of Human Hypertension, 9, pp 89-81.

Li Kam Wa, T C, Freestone, S, Samson R R, Johnston, NR, and Lee, MR,

1998, Renal metabolism and effects of the giutamy| derivatives of L-dopa and
5-hydroxtryptophan in man. Clinical Science, 91, pp. 177-185,

(CVs_OA41/1098)
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WALTER S NIMMO
CHIEF EXECUTIVE OFFICER
EDUCATION

Graduated from Edinburgh University, Faculty of Medicine and several Royal Colleges
in the UK and abroad. BSc (Med.Sci) Edinburgh 1968, MBChB Edinburgh 1971,
MRCP UK 1975, FFARCS (now FRCA) England 1977, MD Edinburgh 1882, FRCP
Edinburgh 1984, FRCP Glasgow 1984, FFARACS (now FANZCA) Australia 1989,
FFPM 1993,

- A N 1AL APPOINTMENTS

1971-73: Various posts in Medicine, Surgery and Anaesthesia in the Royal
Infirmary, Edinburgh.,

1973-76: Research Feliow/Lecturer in Clinical Pharmacology, University of
Edinburgh.

1976-79: Lecturer in Anaesthesia, University of Edinburgh

1978-84: Senior Lecturer in Anaesthesia, University of Glasgow.

1964.88: Professor of Anaesthesia, University of Sheffield.

1988-86: Medica! Director/CEO, Inveresk Clinical Research Limited.

1996-present: CEO, Inveresk Research

TIES/ } Wi Ml H

Member of British Pharmacological Society, Anaesthetic Research Society,
International Anaesthesia Research Society.

Past Chairman of Education and Research Committee, Association of Anaesthetists of
Great Britain and lreland.

Past Member of the Safety, Efficacy and Adverse Reactions Committee (SEAR) and
the Adverse Reactions Group of SEAR (sub-committees of the CSM).

Examiner in Physiology and Pharmacology for several Royal Colieges in the UK.
Member of Editorial Board Br. J. Clin Pharmacol.

Member of PMIB of Medical Research Council,

Member of Council, Royal College of Physicians of Edinburgh

RTI T T
Gastric emptying and drug absorption
Pharmacokinetics
Analgesia
CNS drugs

Rate Controlled Drug Therapy

Editor of 11 textbooks and more than 100 papers.

1CVs__Exec.0299)
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NORMA WATSON
MEDICAL ADVISER
EDUCATION

Awarded BSc¢ (MedSci) from Edinburgh University (19786).

Graduated with MBChB from Edinburgh University (1979).

Awarded MRCGP from London College of General Practitioners (1983).

Awarded MFPM from Joint Colleges of Physicians, (Edinburgh, Glasgow, London)
(1995).

POST-GRADUATE/N L

1979-80: Medical and surgical house jobs at Eastern General Hospital,
Edinburgh.
1980-82: Senior House Officer Posts:
Surgical Paediatrics - Royal Hospital for Sick Children, Edinburgh.
Obstetrics and Gynaecology - Royal Infirmary, Edinburgh.
Neonatal Paediatrics - Simpson Memorial Maternity Pavilion, Edinburgh.
Medical Paediatrics - Royal Hospital for Sick Children, Edinburgh
1982-85:; General Practitioner, Newport-on-Tay.
1987-90: Part-time General Practitioner, Crewe Medical Group, Edinburgh.
1989-present: Inveresk Research (see below).

EXPERTISE/ RCH INT; S

Dr Watson has been Study Director on over 150 Phase |, |t and Ill studies. She has
considerable experience of new chemical entitites and various routes of drug delivery
including transdermal and electrotransport.

Her particular interests include abnormalities in volunteers presenting for screening - in

particular liver function tests and the importance of information obtained from General
Practitioners in the screening of potential volunteers.

(CV5_OA41/0897)
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STUART J MAIR

CLINICAL RESEARCH PHYSICIAN

EDUCATION

Graduated with MBChB from University of Aberdeen (1890).

Awarded DRCOG from The Royal College of Obstetricians and Gynaecologists (1994).
(Diploma in clinical pharmacology awarded by The Society of Apothecaries of London)
1999 DCPSA

OST- DUATE/INDUSTRIAL APPOIN NTS

1990-91: JHO General Surgery/Urology, Aberdeen Royal Infirmary.

1991-91: JHO General Medicine, Woodend Hospital, Aberdeesn.

1991-92: SHO General Medicine, Aberdeen Royal Infirmary.

1992-92: SHO A & E, Dr Grays Hospital, Elgin, Moray.

1992-93; EIEE GPVTS

1962-93; SHO A & E, Victoria Hospital, Kirkcaldy.

1983-93: SHO OBS and Gynae, Forth Park Hospital, Kirkcaldy.

1993-94: SHO Psychiatry, Stratheden Hospital, Cupar, Fife.

1994-94: SHO Ophthalmology, Queen Margaret Hospital, Dunfermline.

1994-94: SHO ENT, Victoria Hospital, Kirkcaldy.

1994-95: General Practice Trainee with Dr R Robertson and Partners, The Health
Centre, Kirkcaldy.

1995-96: SHO 2nd On Call/infectious Diseases/Respiratory Medicine,
Victoria Hospital, Kirkcakly.

1986-present: Inveresk Research (see below).

PERTISE/RESEARCI

Dr Mair's responsibilities include supervising all aspects of Phase | clinical trials
(safety, tolerability and pharmacokinetics in healthy volunteers) involving both licensed
and unlicensed products delivered by oral, intravenous, inhalation and transdermal
routes. Specific roles in individual studies include protoco! design, supervising the
clinical phase and writing reports.

(CVs_OA41A0439)
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JANET E A DICKSON
CLINICAL RESEARCH PHYSICIAN

EDUCATION
Graduated with MBChB from University of Aberdeen (1877).

POST TE/N Ri P

1977-78: Pre-registration - Medicine, Middissborough General Hospita!

1978 Pre-registration - Surgery, Woodend Hospital, Aberdeen

1878-79: SHO - Psychiatry and Mental Handicap, Royal Edinburgh and Gogarburn Hospitals
1979: SHO - Geriatrics, Royal Victoria Hospital, Edinburgh

1979-80: SHO - ENT, City Hospital, Edinburgh

1980: SHO - Obstetrics and Gynaecology, Eastern General Hospital, Edinburgh
1980-81: GP trainee, Sighthill Health Centre, Edinburgh

1981: Generat Practice and Hospital Locums

1981-82; SHO - Accident and Emergency, Western General Hospital, Edinburgh
1982: SHO - Paediatrics, Stirling Roya! Infirmary and Falkirk Infirmary

1982-83: General Practice and Hospital Locums

1983-84: SHO - Anaesthetics, Western Genera! Hospital, Edinburgh

1984-85: SHO - Anaesthetics, Royal infirmary, Edinburgh

19885-86: Locum Registrar - Anaesthetics, Royal Infirmary, Edinburgh

1987-96: Sessional Medical Officer, Scottish National Biood Transfusion Service,
Edinburgh

1994-85: GP Trainee (part-time), Craiglockhart Surgery and Bruntsfield Health
Centre

1996-present: Inveresk Research (see below).

EXPERTISE/RESEARCH INTERESTS

Dr Dickson joined Inveresk Research in 1996 and since then has worked on all
aspects of Phase | clinical trials.

(CVs_OA61/1097)
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GERALDINE DENNIS

CLINICAL RESEARCH PHYSICIAN

EDUCATION

Graduated with MB B Ch BAO (Hons) from University College, Dublin, ireland (1988).
Awarded Diploma in Obstetrics and Gynaecology (D.Obs) from Royat College of
Physicians in Ireland (1991). .

Completed vocational training with the Dublin Regional Training Scheme for General
Practitioners (1992).

Awarded Membership of the Irish College and Royal Colleges of General Practitioners
-MICGP and MRCGP (1992).

Awarded the Certificate of Family Planning from the frish Family Planning Association
(1993).

POST-GRADUATE/! P

1968-89: Pre-registration House Office in St Vincent's Hospital, Dublin (General
Medicine and General Surgery).

1989-90: House Officer in Mater Misericordial Hospital, Dublin (accident and
emergency medicine and general medicine).

1990-91: House Officer in Temple Street and Coombe Hospitals, Dublin
(Paediatrics and Obstetrics/Gynaecology).

1991.92: Trainee General Practitioner in Clane, Co Kildare, ireland.

1992-93; Assistant General Practitioner in Clane, Co Kildare, Ireland.

1993-present: inveresk Research (see below).

SOCIETIES/ICOMMITTEES

Member of the Irish Coliege of General Practitioners.
Member of the Royal Collage of General Practitioners.

PERTIS| R! R
Dr Dennis joined Inveresk Research in 1993 and since then has worked on Phase |

and li clinical trials involving a wide range of compounds. She has been project
manager on many studies and since 1996 has been study director on several studies.

(CVs_044120997)
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KAY WHALLEY

CLINICAL RESEARCH ASSOCIATE

EDUCATION

Registered General Nurse, South Lothian College of Nursing & Midwifery, Edinburgh,

(1984-1887).
ENS, Care of the critically ill patient, St Thomas Hospital, London, (1988-1980).
Registered Sick Childrens Nurse, Guys Hospital, London, (1991-1992).

POST-GRADUATE/INDUSTRIA POL NT.

1987-88: Staff Nurse, Surgica! Ward, Edinburgh Royal Infirmary.
1988-89: Staff Nurse, Coronary Care Unit, Edinburgh Royal infirmary.

1989: Staff Nurse, Acute Admissions Ward, St Thomas Hospital, London.
1990-91- Staff Nurse, Intensive Care, St Thomas Hospital, London.
1891: Staff Nurse, Intensive Care, Kings College Hospital, London.

1993-94: Staff Nurse, Intensive Care, Western General Hospital, Edinburgh.
1994-present: Inveresk Research (see below).

EXPERTISE/RESEARCH INTERESTS

Ms Whalley joined Inveresk as a clinical research nurse in 1994. In January 1998 she
was appointed Clinical Research Associate Phase |.

Her duties include client liaison to ensure an accurate reflection of the sponsor's needs
and requirements when writing protocols.

She has a very active role to play in ensuring efficient and effective communication
between the Clients and Study Team.

Her duties as project manager and study co-ordinator include management of Phase |
studies from initial sponsor contact through data monitoring quality assurance case
report form writing to report writing.

She has become increasingly involved in professional development of colleagues in
the areas of ECG, medilog holter monitors, Hewlett Packard bedside monitors and
other equipment, by giving presentations and providing written information; also co-
ordinating other personnel to give presentations in their areas of expertise.

Ms Whalley has skills for venepuncture, basic laboratory techniques and currently
acquiring skills in venous cannuiation.

(CV's_OA41/0198;
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DIANE GILLIES
CLINICAL RESEARCH ASSOCIATE

EDUCATION

Registerad General Nurse, North Lothian College of Nursing and Midwifery (1887-80).
Registered Midwife, North Lothian College of Nursing and Midwifery (1992-83).
Ongoing — BSc Combined Health Studies

OST. / N NTS
1981-92: Staff Nurse, Surgical High Dependency, Western General Hospital,
Edinburgh.
1993-95: Midwife - rotational post, Ryadh Armed Forced Hospital, Saudia
Arabia.
1996: Nurse, Midwife for BNA, Edinburgh.

1996-1998: Clinical Research Nurse, inveresk Research
1999-present:  Clinical Research Associate, Inveresk Research
| / AR

Member of the Royal College of Midwives.

R RESEA |

Ms Gillies joined Inveresk as a Clinical Research Nurse in 1996. In January 1999 she
was appointed Clinical Research Associate Phase |.

Her duties include client liaison to ensure an accurate reflection of the sponsor's needs
and requirements when writing protocols.

She has a very active role to play in ensuring efficient and effective communication
between the clients and study team.

Her duties as project manager and study coordinator include management of Phase |
studies from initial sponsor contact through data monitoring, quality assurance, case
report form writing to report writing.

{CVs_OA41/0189)
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DAVID LYALL

PHARMACIST
EDUCATION
Graduated with BSc (Hons) in Pharmacy from Robert Gordon's Institute of Technology,
Aberdeen (1879).
Awarded MSc in Pharmaceutical Analysis by Strathclyds University (1982).
POST-GRADUATE/INDUSTRIAL APPOINTMENTS
1979-80: Pre-registration Pharmacist, Grampian Heaith Board, Aberdeen.
1980-83: Pharmacist, Lothian Health Board, Edinburgh.
1983-85. Radiopharmacist, Grampian Health Board, Aberdeen.
1985-88: Quality Assurance Pharmacist, Royal Infirmary of Edinburgh.
1988-90: Laboratory Manager/Quality Assurance, Bioseparation Associates

Limited, Livingston.

1990-93: Pharmacist Manager in Community Pharmacy for The Red Band

Chemical Company Limited and McWhinnie (Scotland) Ltd.
1993-present:  Inveresk Research (see below).

SOCIETIES/COMMITTEES
Member of the Royal Pharmaceutical Society of Great Britain.

PERT H INTEREST

Mr Lyall duties include the application of the quality system of Good Manufacturing
Practice, Good Laboratory Practice and Good Clinical Practice to the clinical and
preclinical dispensary operations, particularly in the areas of radiopharmaceutical dose
preparation, aseptic assembly of parenterals and their sterilisation, formulation
development, process validation and control documentation.

(CV3_OA41/0599)
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PAUL HUDSON
HEAD, DEPARTMENT OF BIOCHEMICAL PHARMACOLOGY

DUCATION

Fellow of the Institute of Biomedical Sciences, Caledonian University, Glasgow
Master of Business Administration, Edinburgh University

INDU PPOINTM

1971-77. Department of Laboratory Medicine, Ruchill Hospital, Glasgow:
experience in haematology, clinical chemistry, bacteriology and
histopathology.

1977-80: Syntex Research Centre, Edinburgh: Responsible for haematology

and clinical chemistry in laboratory species. Promoted to the position
of regulatory affairs/quality assurance officer. Worked on the UK
submission for Nicardipine and regulatory clearance for European
clinical trials.

1980-81: Haematology Department, Falkirk Royal Infirmary: Senior Scientific
Officer in large haematology and serology laboratory. Responsible for
staff supervision and a range of routine and investigative techniques.

1981-present.  Inveresk Research (see below).

SOCIETIES

Member of the International Society for Thrombosis and Haemostasis
Member of the Animal Clinical Chemistry Association
Member of the Animal Haematology Association

EXPERTISE/RESEARCH INTERESTS

Since joining Inveresk in 1881 Paul Hudson has had responsibility for Clinical
Pathology which provides a service for preclinical and clinical research. Following
integration of Clinical Pathology with the Biochemical Pharmacology Group he has
acted as Functional Manager and latterly Operational Area Manager. He has been
Study Director on & number of investigative studies mainly in the field of thrombosis
and atherosclerosis. He has prepared several publications.

Mr Hudson has a senior supervisory role in assuring that high standards are
maintained in his Area, particularly in terms of QC and GLP. He has obtained

extensive experience over a number of years in the broad field of biomedical science.
He is aiso responsible for business development in his Department.

(CVa_OAGLD898)
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DAVID CHALMERS
HEAD OF STATISTICS AND DATA MANAGEMENT

EDUCATION

Graduated with a BS¢ in Mathematics specialising in Statislics, from Strathclyde

University (1981). .
Graduated with MSc in Medical Statistics from London School of Hygiene and Tropical

Medicine (1982).

P UATEN P T.

1982-87: Hoechst UK Limited as Mﬁdiul Statistician involved in the design and
analysis of Phase -l clinical trials. in 1985 promoted to Senior
Statistician.

1987-89; Glaxo Pharmaceuticals Limited as Senior Statistician involved in the

design and analysis of Phase Hi-IV clinical trials. In 1988 promoted to
Principal Statistician, responsible for the quality of all statistical
analyses performed within the Statistics and Data Management
Department. Also responsible for providing specialist computer
support within the department.

1989-present:  Inveresk Research (see below)

IETI

Member of Royal Statistical Society (Chartered Statistician)
Associate member of PSI (Statisticians in Pharmaceutical industry)
Member of Drug Information Association

EXPERTISE/RESEARCH INTERESTS

Mr Chalmers joined Inveresk as Company Statistician and in 1996 was promoted to
Head of Statistics and Data Management (Operational Area Manager). The department
is now responsible for the management, pharmacokinetics, statistical analysis and
reporting of data from both clinical and non-clinical studies.

Mr Chalmers now has a mainly managerial role and is responsible for assuring that all
procedures and output from the department satisfy the relevant regulatory guidelines
including both GLP and GCP. He Is also responsible for assuring effective
communication between the various disciplines within the department (eg data
management and clinical statistics), He has obtained extensive experience over a
number of years in many aspects of drug development including design and analysis of
Phase |-l studies, clinical data management, medical writing and regulatory issues.
©On a number of occasions he has represented Sponsors at regulalory meetings in both
Surope and the US. He is aiso responsible for business development within his
epartment, :

(CVs_0A12/1208)
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- PURR > SRR |
l\v/‘ INVEresK Kesearcn

DAVID LAW SCOTT

STUDY DIRECTOR
DEPARTMENT OF BIOANALYTICAL CHEMISTRY

EDUCATION

HND, Chemistry, Napier Polytechnic, Edinburgh (1989).

GRSC Part |, Napler Polytechnic, Edinburgh (1990).

Individual Open University courses: Biology (2nd Level), Animal Physiology,
Biochemistry and Cell Biology (3rd Level).

POST GRADUATE/INDUSTRIAL APPOINTMENTS

1988: Chemist, Navigation Systems Department, Ferranti Defence Systems
Limited, Edinburgh.

1989-90: Research Assistant, Blending and Bottling Section, Pentlands Scotch
Whisky Research Limited, Edinburgh.

1990-present: inveresk Research (see below).

RTISE/RES H INTEREST.

Mr Scott has considerable expertise in Modern Instrumental Analytical Techniques,
particularly HPLC, GC, CE and UV/VIS Spectroscopy; and in Immunoassays,
particularly RIA and ELISA.

Mr Scott was initially an Analyst, then Project Leader in the Department of Product
Chemistry.

In 1884 he joined the Department of Bioanalytical Chemistry as a Project Leader. In
his current position, Mr Scott is involved in the development, validation and routine use
of Analytical Methodology; particularly HPLC, ELISA and RIA; associated with
pharmaceuticals and their metabolites, in body fluids and tissue samples. Mr Scott is
involved in the area of toxicology and clinical support as a Study Director.

{CVs_OA070%598)
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@@ Inveresk Research

ELIZABETH J ELLIOTT

FUNCTIONAL MANAGER (CLINICAL)
QUALITY ASSURANCE UNIT

EDUCATION

Graduated with BSc (Hons) in Classical and Religious Studies from University College
of Wales, Aberystwyth (1877).

State Registered Nurse (1981).

Gained Orthopaedic Nursing Certificate (1984).

Gained Diploma in Clinical Science from the Welsh School of Pharmacy (1985).

POST GRADUATE/INDUSTRIAL APPOINTMENTS

1978-81: Student/Staff Nurse, Royal Masonic Hospital, London.

1981-83: Staff Nurse, Hopital de District, Moutier, Switzerland.

1983-84: Staff Nurse, Princess Margaret Rose Orthopaedic Hospital,
Edinburgh.

1984-85: Staff Nurse, Addenbrooke’s Hospital, Cambridge

1985-87: Staff Nurse, Princess Margaret Rose Orthopaedic Hospital,
Edinburgh

1987-88: Senior Staff Nurse, Aberdsen Royal Infirmary.

1988-92: CRA/Senior CRA/Regulatory Compliance Auditor, ClinTrials
Research (formerly Clinical Research International).

1885-96: Senior CRA, Inveresk Clinical Research.

1996-present:  Inveresk Research (see below).

SOCIETIESICOMMITTEES

Member of ACRPI.
Member of BARQA and MENSA.

EXPERTISE/RESEARCH INTERESTS

Miss Elliott has considerable nursing experience, with special expertise in
orthopaedics. She has extensive expsrience in clinical research, including monitoring,
project management and auditing, mainly in Phase {l-V research to GCP standards in
the UK, Europe and the USA.

Miss Elliott is currently employed as Functional Manager, Quality Assurance (Clinical)
assisting the QA Manager to lead a team of Quality Assurance specialists responsible
for providing a GCP inspection and audit service for clinical studies conducted by
Inveresk Research and Inveresk Clinical Research. She Is responsible for the conduct
of study and procedurs inspections and the audit of draft and final reports; as well as
having managerial responsibilities within the team.

(CVs_DA140399)
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QUALITY ASSURANCE STATEMENT

Research Quality Assurance Unit. The dates of inspection are given below.

Date of QA Inspection Phase Date of Report to Management/SD
5 November 1998 Dosing and Protocol Compliance 5 November 1998
13 November 1998 CRF Data Review 13 November 1998
2 June 1999 Plasma Analysis 4 June 1999

This report has been audited by Inveresk Research Quality Assurance Personnel according
to the appropriate Standard Operating Procedure and is considered to describe the methods
and procedures used in the study. The reported results accurately reflect the original data of

the study.

Signed: *géfo_,.__j? Date: g HMas SO

uallty Assurance)
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Randomisation Code Prepared by IRI Statistics Department

Project No, : 013177
Sponsor : Cheminova
Session 1

Date Prepared: 15-10-1998
Centre: ICR

Patient Treatment

1 0.5 mg/kg Malathion
2 0.5 mg/kg Malathion
3 Placebo

4 0.5 mg/kg Malathion

S dsywisation 9
g. Catrirs Iy
- 1S Ocf 54

thecked by
Modon e
isatag
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Randomisation Code Prepared by IRI Statistics Department
Project No. : 013177

Sponsor : Cheminova

Session 2

Date Prepared: 15-10-1998

Centre: ICR

Patient Treatment

5 1.5 mg/kg Malathion
6 1.5 mg/kg Malathion
? Placebo

8 1.5 mg/kg Malathion

Lo devin sahan %

7 LA 6Lk /“CWVI7

(S0t 1%

C \necird D
Mo wn Thom

\tﬂjcﬁ‘&s
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Randomisation Code Prepared by IRI Statistics Department
Project No. : 013177

Sponsor : Cheminova

Session 3

Date Prepared: 15-10-1998

Centre: ICR

Patient Treatment
9 5.0 mg/kg Malathion
10 5.0 mg/kg Malathion
11 5.0 mc/kg Malathion
12 5.0 mg/kg Malathion
13 Placebo
14 5.0 mg/kg Malathion
15 Placebo
16 Placezc
17 5.0 mc/kg Malathion
18 5.0 mc/kg Malathion

K g dovizafion
7 oA
{f>C7c,/ ¥
Checked ‘O

MW
1SCex A2

Page 353 of 882



ICR 013177

Randomisation Code Preparez by IRI Statistics Department
Project No. : 013177

Sponsor : Cheminova

Session 4

Date Prepared: 15-10-199¢

Centre: ICR

Patient Treatment

19 10.0 mg/kg “:z.athion
20 10.0 mg/kg “z_athion
21 Placebo

22 10.0 mg/kc “zlathion

R atdd sisahen %
T lutvovea (lar72y
1S Ock 4%

Checkad P

WW
'S0k A%
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Randomisation Code Prepared by IRI Statistics Department
Project No. : 013177 .
Sponsor : Cheminova

Session 5

Date Prepared: 15-10-1398

Centre: ICR

Patient Treatment

23 10.0 mg/kg Malathion
24 Placebo

25 Placebo

26 15.0 mg/kz Malathion
27 10.0 mg/kg Malathion
28 10.0 mg/kg Malathion
29 15.0 mg/kg Malathion
30 10.0 mg/xg Malathion
31 15.0 mg/kc Malathion

£ pdinvizafion éy
g &,'/V"o’)'r/ﬂ /W

15 Ock 95
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Randomisation Code Prepared by IRI Statistics Department
Project No. : 013177
Sponsor : Cheminova

Session 6
Date Prepared: 15-10-1998

Centre: ICR

Patient Treatment

32 Placebo

33 15.0 mg/kg Malathion
34 15.0 mg/kg Malathion
35 Placebo

36 Placebo

37 15.0 mg/kg Malathion
38 15.0 mg/kg Malathion

/&poa;fawﬂﬁo’” 5
7 4‘./14'0}7/4 /ul«m7
|5 0ck 1%

C\~:c¢ed o

\wck aR
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Randomisation Code Prepared by IRI Statistics Department
Project No, : 013177

Sponsor : Cheminova

Session 7

Date Prepared: 15-10-1998

Centre: ICR

Patient Treatment

39 NOEL Malathion
40 NOEL Malathion
41 Placebo

42 NQOEL Malathion
43 NOEL Malathion
44 NOEL Malathion
45 Placebo

46 NOEL Malathion
47 Placebo

48 NOEL Malathion

Rrodprsaheut @
7 Cpterona /‘fwﬁfy‘

(SCF 18

Cwecked ‘oW
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»

(© CHEMINOVA E= FaEs-

Late: .
BATCE ANALYTICAL CSRTIFICATE

AATICLEZ IDENTIFICATION
Astrela Name: Fyfanon Technical Reg. Dept. Code :

Manufacturer: Chaminova Agro A/S satch No. : $0913-01

Origin of Productien: Cemmercaal E : rilet plant D ? Laboratary D :

PRYSICAL PROPERTIES

Techrical | K ;: 2zeparation of ;Analytical ¢ Liquid[X
2zsduss l l technical Product Standasd

pecormended Storage ccnditions

Azbient texgerature in the dark Expizy Date:

In Pel2igAraTOr ..seeevccncoenn X The article is stable at least _ M __ year from date

In deep Zrea2er .....eiccvnneene of analysis/last date of reanalysis wnen stored at
secommended conditions.

Selid ;Colour:
amberz

Addisianal Comments:

ACTIVE INGREDIEXNT IDENTIFICATION

;
|

i Commen Name/IS0-Name : Malachion CAS-Nama: Butanedioic acig, .
{ (dinethoxyphosphinothloyl)
{CAS No T 121-78-3 ' thio)-, disthyl ester
Struetural Formala:
Epp1zical Femmula : C1oH190¢PS; e
Mclecular Weight : 330.4 %o, // ¢m, OTCR.CK,

eno” \s-cnYo-c:,m,

mE].- wm; usm Other Metrods:

Idenzified by means of:

~[

ANALITICAL DATA

Caztified Durity/Conteant of a.i.: 95.8&k w/w
Analytical Mechod: VAM 301-01.
Analytical Report (incl. amendments): TEM 010-01

:Date of analysis/

Ssanaly;sais (yymadd) $521004 960916 570911 980808
-Zor article stared at = Chaminova Cheminova Cheainova Chaminova

Agro. Regist. {Agrs. Regist. |Agro. Regist. [Agro. Regiast.
K storage, DK starage, DX

Uadd b ve€,

GLR-COMPLIANCY

e ideneification and detoasmts.en of pu.ruy/eunune of active ingredient were perforsed at
Chanizova Agro A/S d in wvith TIFRA Good Laboratory Practice Standards,
40 CTR hn uo Aud :lu OLZCD Principles of Good Laboratory Practices. All rav data,

18, test articles, reference samples, and report are zetained
in the G!.? um‘ns of C.Slunc\n Agza A/S, Demsark.

snce: Seplimder 101177 stmavare; _Fia_Ve Sorrimee,

"Elsa V. Serensen
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@ CHEMINOVA EFE-" g

BATCH ANALYTICAL CERTIFICATE

ARTICLE IDENTIFICATION
Article Name: Fyfanon Technical

Reg. Dept. Code:

Batch No.: 50913-01

Laboratory’ D :

Cheminova Agro A/S

pilot plant L__l 3

Manufacturer:

Origin of Production: Conmexcial m;

PHYSICAL PROPERTIES

;Coleour:
Arber

i Analytical
Standard

Technical H
Product

Preparation of
technical Product

O

Expiry Date:
The article is stable at least _ & year from date

of analysis/last date of reanalysis when stored at
recammended conditions.

D: Liquid D; Solid

Recommended Storage Conditions

Anbient temperature in the dark
In refrigerator .........ceee.s X
In deep freezer ........co0000-

Additional Comments:

ACTIVE INGCREDIEN?T IDENTIFICATION

Common Name/ISO-Name: Malathion CAS-Name: Butanedioic acid,
( (dimethoxyphosphinothioyl)
CAS No.: 121-75-5 thio)-, diethyl ester
Structural Formula:
Empirical Formula: Cq0¥K1906PS2
) — [ - o
Molecular Weight: 330.4 CH=O »° cH, CTCRCH,
~
cuo” S—CH_ O-CHCH,

Identified by means of:

mE(:I.- mr_x:l; wm: usm Other Methods:

ANALYTICAL DATA

Certified Purity/Content of a.i.: 95.4% w/w
Analytical Method: VAM 001-01.
Analytical Report (incl. amendments): TEM 010-01

Date of analysis/

sednalysis (yymmdd) 951004 980908 990628

-for article stored at - Cheminova Cheninova Inveresk,
Agro. Reg. |[Agro. Reg. Scotland
storage, DK | storage, DK

GLP-COMPLIANCE

Cheminova Agro A/S and

Date: /‘n-méor /

(771
—

The identification and dotcmimtion of purit.y/content of active ingredient were performed at

d in with FITRA Good Laboratory Practice Standards,
40 CFR Part 160 and the OECD Principles of Good Laboratory Practices. All raw data,
documentation, records, protocols, test articles, reference samples, and report are retainel :in
the GLP archives of Cheminova Agro A/S, Denmark.

Signature: %-\ )/ fp—;/vrwb(-..‘

~ Elsa V. Serensen
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@ Cheminove Agro A'S Phone 989098 90
4 P.O.Box 9 Fax 209891
CHEMINOVA &~ =t
Denmark A8 reg.no, 177122
BATCH ANALYTICAL CERTIFICATE
TEST/REFERENCE ARTICLE
Addendum
Article Name: Fyfanon Technical
Batch No.: 50913-01
ANALYTICAL DATA
Impurities: Reference, Analytical Report: TEM 010-01
CAS No. CAS name/other name; Date of
{Cheminovs name) % by weight Analytical analysis
method (yymadd)
Fhoaphorothioic acid,
152-18~-1 0,0,0- trimethyl ester:; 0.19 VAM 006-01 980909
{MeOOOPS-triester)
Phosphorodithioic acid,
2953-29-9 0,0,8- trimethyl ester; 0.9 VAM 006-01 9809095
{Ma0OSPS~txiester)
2-Butenediolic acid (E)-,
623-91-6 diethyl ester: (FE} 0.59 VAM 006-01 951005
Sucecinic acid, ethoxy-,
17596-10-0 |diethyl ester; (ME4EtOH) 0.14 VAM 006-01 951005
Butanedioic acid.
97996-25-9 |mercaptomethyl, diethyl 0.32 VAM 006-01 951005
ester; (ME+CR4SH)
Thiodiphosphoric scid,
5930-73-4 tetzamethyl ester; 0.12 VAM 006-01 951005
(MP 11/2)
Butanedioic acid,
71133-15-8 | ( (ethoxymethoxyphospino- 0.14 VAM 006-01 951005
thioyl)thio)~-, diethyl
ester; (EM-Fyfanon)
Succinic acid, 2,2'-thicdi-
21761-80-8 |, tetraethyl ester; 0.082 VAM 006-01 951005
(M 1£id)
Succinic acid, mercaptodi
3344-12-5 ethyl ester, S-ester with 0.24 VAM 005-02 990630
0,S-dimethyl phosporo-
dithicate; (Isomalathion)
Butanedioic acid,
1634-78-2 { {dimethoxyphosphinyl) < 0.02 VAM 008-01 990629
thio]l-, diethyl ester;
{Malaoxon)
But oic acid,
33779-98-5 | ( (dimethoxyphosphinothioyl)
thioc)=, 4-ethyl l-methyl
ester
and 0.15 VAM 008-01 $50927
Butanedioic acid,
- ( (dimethoxyphosphinothioyl)
thio)~, l-ethyl 4-methyl
ester; (Mixed ester)
7732-18-5 {water 0.937 VAM 022-01 950922
GLP-CONPLIANCE - -
The Ldanuncauon and determination of the impurities were performed at Cheminova
Agro and d n d with FIFRA Good Laboratory Practice Standards, 40
cn Part 160 and the otcn Principles of Good Laboratory Practices. All raw data,
ation 1s, test articles, reference samples, and report are
retained in the GLP -zchsvcs of Cheminova Agro, Denmark.
Date: ”mﬁl&f / /727 Signature: %ﬁ KJM
Elsa V. Serensen
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Dosing details - Individual values
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Table G2

Dosing details: Actual dose received (mg)/bodyweight

Individual values: All subjects

Subject No. Dose Group Qg‘c"':rt E:?;g) Bodyweight
1 0.5 37.59 78.4
2 0.5 26.51 54.0
3 Placebo 37.96 75.2
4 0.5 35.89 74.0
5 1.5 126.23 80.5
6 1.5 131.69 852
7 Placebo 120.79 79.1
8 1.5 112.07 77.6
9 5.0 329.08 69.0
10 5.0 447.85 93.2
11 5.0 339.92 708
12 5.0 358.60 72.9
13 Placebo 416.58 84.4
14 5.0 321.05 67.2
15 Placebo 325.37 67.3
16 Placebo 408.86 84.3
917 5.0 365.77 70.3
18 5.0 368.78 75.7
19 10.0 733.05 73.4
20 10.0 726.72 72.0
21 Placebo 574.63 58.0
22 10.0 654.04 64.7
23 10.0 821.20 80.6
24 Placebo 1026.96 69.4
25 Placebo 1064.35 70.3
26 15.0 1060.85 72.9

927 10.0 927.01 92.9
28 10.0 731.74 74.0
29 15.0 914.47 60.8
30 10.0 541.09 53.9
31 15.0 948.51 61.6
32 Placebo 886,76 586
33 15.0 925 48 61.6
34 15.0 1095.82 73.0
35 Placebo 962,34 65.0
36 Placebo 1114.89 74.4
37 15.0 1084.62 711
38 15.0 926.67 62.1
39 15.0 1148.93 77.3
40 15.0 829.76 54.8
41 Placebo 1169.96 80.1
42 15.0 1040.43 70.1
43 15.0 1082.56 71.4
44 15.0 953.29 61.7
45 Placebo 954,08 63.5
46 15.0 1024.61 66.9
47 Placebo 884.20 60.7

948 15.0 1064.30 71.6
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APPENDIX H

Demographic data: Summary tables and individual data listings
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Table H1

Table H2.1.1

Table H2.1.2

Table H2.2.1

Table H2.2.2

Table H2.3.1
Table H2.3.2

Table H2.4.1

Table H2.4.2

Table H2.4.3

Table H2.4.4

Table H2.4.5

Table H2.5

Table H2.6
Table H2.7

Demographic details: Summary statistics: All dosed subjects
Demographic details: Individual values: All subjects |
Demographic details: Smoking and alcohol consumption:
Individual values: All subjects

Medications taken one month prior to screening: Individual
values: All subjects who received medications

Medication changes since screening: Individual values: All
subjects with medication changes

Medical history at screening: Individual values: All subjects
Medical history at screening: Details of abnormalities: All
subjects with abnormalities

Physical examination: General appearance and respiratory
system: Individual values: All subjects

Physical examination: Cardiovascular system: Individual
values: All subjects

Physical examination: Gastrointestinal system: Individual
values: All subjects

Physical examination: Central nervous system: Individual
values: All subjects

Physical examination: Details of abnormalities: All subjects
with abnormalities

Inclusion/exclusion details: Individual values: All subjects who

violate criteria
Laboratory sample collection: Individual values: All subjects
Admission assessment: Individual values: All subjects
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Table H2.8
Table H3

Final page

INDEX (continued

Pregnancy test: Individual values: All female subjects
Meals: Individual values: All subjects
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Table 1.1

Table 11.2

Table 11.3

Table 11.4

Table 11.5

Table 11.6

Table 12

Final page

3

Vital signs: Supine systolic blood pressure (mmHg): Summary
statistics, change from baseline and shift values: All dosed |
subjects

Vital signs: Supine diastolic blood pressure (mmHg): Summary
statistics, change from baseline and shift values: All dosed
subjects

Vital signs: Supine pulse (b.p.m.): Summary statistics, change
from baseline and shift values: All dosed subjects

Vital signs: Erect heart rate (b.p.m.):. Summary statistics,
change from baseline and shift values: All dose subjects

Vital signs: Temperature (°C): Summary statistics and change
from baseline: All dosed subjects

Vital signs: Respiratory rate (breaths per minute): Summary
statistics and change from baseline: All subjects

Vital signs: Individual values: All subjects
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APPENDIX J

Electrocardiographs: Summary tables and individual data listings
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Table J1.1

Table J1.2

Table J1.3

Table J1.4

Table J1.5

Table J2.1

Table J2.2

Table J3

Final page

ECG: Ventricular rate (b.p.m.): Summary statistics and change
from baseline line: All dosed subjects |
ECG: PR interval (s): Summary statistics and change from
baseline: All dosed subjects

ECG: QRS interval (s): Summary statistics and change form
baseline: All dosed subjects

ECG: QT interval (s): Summary statistics and change from
baseline: All dosed subjects

ECG: QTc interval (s): Summary statistics and change from
baseline: All dosed subjects

ECG: Individual values: All subjects

ECG comments: Individual values: All subjects with comments
Continuous ECG monitoring: Individual values: All subjects
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ICR 013177

APPENDIX K

Haematology (including normal ranges):
Summary tables and individual data listings
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Methods, abbreviations and units in laboratory investigations

Table K1.1
Table K1.2

Table K1.3

Table K1.4

Table K1.5

Table K1.6

Table K1.7

Table K1.8

Table K1.9

Table K1.10

Table K1.11

Table K1.12

Table K1.13

Table K1.14

Table K2.1

Final page

Haematology
Haematology
subjects

Haematology:
Haematology:
Haematology:
Haematology:

subjects

Haematology:

subjects

Haematology:

subjects

Haematology:

subjects

Haematology:

subjects

Haematology:

subjects

Haematology:

subjects

Haematology:

subjects

Haematology:

subjects

Haematology:

Hb (g/dl): Summary statistic: All dosed subjécts
RBC (x10'%/l): Summary statistic: All dosed

Het (1): Summary statistic: All dosed subjects
MCH (pg): Summary statistic: All dosed subjects
MCV (fl): Summary statistic: All dosed subjects
MCHC (g/dl): Summary statistic: All dosed
WBC (x10%/l): Summary statistic: All dosed
Neut (x10°/): Summary statistic: All dosed
Lymp (x10°°/l): Summary statistic: All dosed
Mono (x10°%/l): Summary statistic: All dosed
Eos (x10%/1): Summary statistic: All dosed
Baso (x10°/1): Summary statistic: All dosed
LUC (x10°%/): Summary statistic: All dosed

Plat (x10°/1): Summary statistic: All dosed

Individual values: All subjects
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APPENDIX K (continued)

Methods, Abbreviations and Units Used in Laboratory Investigations

Haematology

Parameter

Haemoglobin: (Hb)

Total Red Blood
Cell Count:
(RBC)

Haematocrit: (Hct)

White Blood Cell
Count: (WBC)

Absolute Values

Mean Cell
Haemoglobin:
(MCH)

Mean Cell Volume:
(MCV)

Mean Cell
Haemoglobin
Concentration:
(MCHC)

Method

Technicon H1 Analyser,
Bayer UK Limited

Technicon H1 Analyser,
Bayer UK Limited
Technicon H1 Analyser,

Bayer UK Limited

Technicon H1 Analyser,
Bayer UK Limited

Technicon H1 Analyser,
Bayer UK Limited

Technicon H1 Analyser,
Bayer UK Limited

Technicon H1 Analyser,
Bayer UK Limited

Page 541 of 882

Normal Range

12.8-16.3¢
10.8-15.3¢2

4.17-5.55¢7

3.60-5.06¢2
0.382-0.478¢
0.321-0.457¢

3.62-10.49¢
3.84-10.82¢

27.4-32.37
27.5-32.2¢

81.4-96.35
82.0-97.8¢

31.9-35.65
31.6-34.92

Units

g.di’

x 101"

x 10°.1"

Pg

g.dr
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APPENDIX K (continued)

Haematology (continued)

Parameter Method Normal Range nits

Differential White Cell

Count

Neutrophils: Technicon H1 Analyser 1.58-7.47¢ x 10°.I"
(Neut) Bayer UK Limited 1.86-7.43%2

Lymphocytes: Technicon H1 Analyser 1.01-3.03¢ x 10°."
(Lymp) Bayer UK Limited 1.09-3.162

Monocytes: Technicon H1 Analyser 0.18-0.75¢ x 10°.1"
(Mono) Bayer UK Limited 0.16-0.672

Eosinophils: " Technicon H1 Analyser 0.04-0475 x 10°.17
(Eos) Bayer UK Limited 0.03-0.48¢

Basophils: Technicon H1 Analyser 0.02-0.09¢" x 10°.1"
(Baso) Bayer UK Limited 0.02-0.112

Large Unclassified Technicon H1 Analyser 0.07-0.32¢" x 10°.1"
Celis: (LUC) Bayer UK Limited 0.09-0.36¢

Platelets: Technicon H1 Analyser 128-331¢" x 10°.1
(Plat) Bayer UK Limited 108-362¢
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