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To be put on hospital headed paper

VICTOR: Phase lll, randomised, double blind, placebo-controlled study of rofecaxib
{VIOXX®} in colarectal cancer patients following potentially curative therapy.

PATIENT INFORMATION SHEET

Allhcugh you have completed surgery, and perhaps chematherapy or radictharapy successiully, there is still 2
possibility that there could be same cancer cells lefl. We would like Lo invils you |o take part in a study lo work
oul if @ new type of table, which has been used to freat artheilis, might cul down the chances of bowel eaneer
coming back,

This information sheel is designed fo halp you understand what the study is aboul. Ploase take tme lo read
the: fiolfewing information carefully. ‘You may lake this sheat away wilh you to read and diseuss with yaur
daclor, nurses, relalives and friends, if you wish, Il anyining i nol clear or if you would ke some more
informalion, please contact your doclar of nurss,

Taking part in this research s entirely voluntary.

What is the purpose of the study?

Sludies cartied oul in patients and animals have shown thal traditional Moa-Steraidal Antl Inflammatony Drugs
[NSAIDS) such as aspirin, can proted agains bowel cancer. These drugs have not been widely used becausa
ol heartbum, indigesticn and, rarely, bleeding from the slamach,

Recently & naw type of disg has been developed, which has less gasireintesiinal side effects than tradiional
NSAIDs. These dugs have been shown ko be more effective than tradilional NSAIDS in praventing bewel
fumaours in anamals, There is evidence from laboralory studies thal cne of these now drugs, VIO, s kil
bowel cmcer colls and slop tumour nodules growing.

In this study we aro irying to find owl if the new NSAID VIOXX® can cul down he chance of bowsl cancer
coming back. Wao are also interested in finding out how lang patients should continue io take the 1ablats, so 2
compaler will choose, at random, whwlher you will take the trealment for two years or five years,

Why have | been chosan?

You have been chosen because allhough you have eompleted surgery and perhaps ehematherapy or
radiotherapy succosstully, thera is st a possibiiity thal here could be seme eancer colls lefl. Other patients
with bowel cancer, elsewhers i e UK and other countries, will o invited to join the tral. We need Lo sty
OO0 palients like you,

Da | have to take part?

Participation in the trial is entiroly voluntary. Yeur slandard of care will not be alfected if you decide nol o
lake parl in this sludy,

s will b given lime to consider taking part in the study. I you decide to fake part you will be given this
information sheet to kesp and will be asked 1o sign a consent form. You are free i withdraw al any fma and
wilhoul giving a reasen. This will not in any way affect any future care you will recoive from your medical and
nursEing leam.

What will happen to me if | take part?

We ara inviling patients, like yoa, 1o jin a randemised tial. Randomisation means thal neither you ros your
docior picks the ireatment, but a computer will decide, so that the resulls of the trial ane 25 relfable a5
possible. Hall of the patients in the tral will receive YVICXK®, while the olher hall will receive a dummy fabist.
Because he lablats are identical in appearance, neithar you nor your dector will know H you are recelving the
active tablel (WVIOXX") or the dumemy lable! (placeba).
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I you agree 1o 1ake part in the trial, having read and uedersioad this informetion sheet and had any questions
angwared, you will be asked to sign a form to agree lo lake one tabled dally for 2 or 5 yaars. You will be given
a copy of Ihe consent form to kaapal:.ng with this information sheel We will telephone (he trhals odficg who wal
randomise wou bo one of the Towr available tresiment choices, This will determine which lablels you will
reosive. Eithar  A- VIOXXY tablets for 2 years

B- Placebo {ablels lor 2 yaars

C- VIOXX® tablels for S years

D- Placeho tablets for 5 years

You may be asked 1o have a heart tracing {ECG) prior to taking the first tablet, if you have not had one in the
lasl year, This will enatide us 1o collect basaline informalion abaul your hear ctivily o Dl we can moandor
your ganeral health,

& mermber al he tial leam al your hosgital will call you aller you hive starled laking the lablals to make sure
that you are happy 1o confinue, You may be asked to visil the culpaliant clinic or telephoned by your shudy
nurse al 3 monlhs, & months, 1 year, 18 months, 2 years alter randomisation and annually thereafter
acsoading to local praclice, Yaur doctors will then see you regularly lo manilor your progeress, according 1o
thair usual practice

What do | have to do?

‘Whila 1aking the sludy medicalion you should nol lake any non-stescidal anli-inflammalony drugs e.g. aspirin
andd ibuprelen, unless advised by your doctor. We will give you a smadl card Lhat dedails the drags which you
should avoid- please show this o your pharmacisl il you ane unsura.

1§ wou hawe hasd any previcas heart trouble (a heart altack or severe angina) of a sbroke your doclor may have
prescribed aspirin 1o prevent any further problems, It is important to keep taking these tablets, as the VICTOR
Lrial madication is not a substitute. If your hear condition gels any worse, please consull your own doclor.

You will neod to use an adequate farm of esntraception to onsure that you do not become pregnant
during the study.

You will be askad o lake the irial tabdels regulardy, Thera should be no other resiriclions 1o your lifestyle.

What is the drug that is being tested?

The drug thal is baing lested is 2 tablel called VIDXXK that is taken by moulh. So far VIOXK® has boen used
to treal patlients with arthritis at a dosa of 25 mg daily,

‘You will be given a card to say thal you are Laking part in a ciinical tial. The card will advise you, your doctor
and your pharmacist whal medication you should avoid whilst taking part in this study. Please cary the card
wilh you at all limes and show it to your doetor e pharmaecist if you require any ireatment during the study.

What are the alternatives for treatment?

There is no clinically proven and acceptod allemative to the Irealment being assessad in this trial. if you de
net wish to take part then you would conlinue under the care of your doclor wilhcarl having the treatment being
assessed hene,

What are the possible side effects of taking part?

Sevaral thousand patients have been irealed with VIOXX® around the world and it is considared o be saler
Ihan mary existing similar painkillers. Howaver the following side elfects have been descrbed, afecling loss
Ihan 10% al reated palients:

= Tummy pain = Indigestion and heartburm
+ Dirziness +  Mousea and diamhoea
= Fluid relention leading to anide swelling = Mild haadache
= Incroase in blood prossune = ltching
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The following side effects have been seen less aflen, alfecting lass than 1% of patients:

»  Swollen tummy and wind = Weight gain

= Conslipation and acid indigestion *  Muscle cramps

s Vorniting = Difficulty getling to sleep
*  Mouth ulcer * Depression

+  Tiredness (somelimes caused by anaemia) = Difficulty in brealhing

= Chist piin = Sk rash

« Ringing in the ears = Dificulty concentraling

= Feeling drowsy
* Change in blood lesls that may mean that te kigneys and livor are nol working &s well as usua,

Thera is a very amall rigk that taking VIOXX® for long periods of time can cause peplic ulcers and bleading
fresm the stomach {belweoen 1 in fen thousand and 1 in & thousand),

I you experience parsistont dizziness or drowsiness (Le. for mare than 1 week) whilst taking the trial
medication you should avoid driving or operaling machinery and infarm your doclor.

If you are Leking warfarin o stop your blood clotting, you will nead 1o be closely monitared by your doctor to
make sure that your dose ks commact. If you expesance gy other sympioms you should report tharm o your
doshor.

What are the potential disadvantages and risks of taking part?

Because the study dreg may be harmful to an unborn child, as a woman you must agree to use an
adequate form of birth control during this study e.g. oral contraceptive pill, dlaphragm, condem. If
you are pregnant you may not enter Inte this study. If you were to become pregnant you must notify
your study doctor immediately.

Thera is a possibiity that aking part in this study may affect any private medical insuranee that you may have.
Ifyou are al all worred akxad this, please conlact your insurance comgany,

What are the possible benefits of taking part?

The purpose of the trial is W fnd out il 1aking VIO tablels reduces the chance of the bowal cancer coming
back. Thore are no guaraniees that thes will be e case, The information we gat from this study may help us
fo treal palienis wilh bowel cancer bolier in the fuiure,

What if now infermation becomes available’?

Sometimes during Ihe course of a research project, new information becomes available aboul he drug that is
being sbedied. W this happens, your research doctor will bell you about it and discuss whether you want 1o
conlinue in the study, Il you decide to wilhdraw your doclor will make amangements [or your care 1o continee,
Hyou decide to conlinue in the shedy you may be asked bo sign an updaled consent farm.

On feceiving now information your doclor may consider it fo be in your best intaresls o withdraw you from the
sludy. Your doctor will explain the reasons and arrange Tor your care to continus.

‘What happens when the research study staps?
Winen your brealment comes lo an end after 2 or 5 years, your own doctons will see you regularly for Tollow up
in thieir outpatient clinics, according to thelr usual routine,

What if something goos wrong?

You will receive the best medical care available during and afler the trial, but because these are still relalively
now Ireatments, unexpected Side effecs may oocur. In the unlikely evenl of an injuery arising frem Laking part
in thas frial, you will e provided wilh the necessary care.
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Compensation for any injury cawsed by taking part In this siudy will be in accordanco wilh the guldelines of the
Associalion of he Balish Phasmaceulical Industoy (ABPI). Broadly speaking the ABPI guidalines recommand
thal ‘the sponsor, witheu! legal carmitment, should compensate you wilhout you heving 1o preva that it is &l
fauil. This applies in coses where it is likely thal such injury results frem giving any new drug or any ather
pracedire carmiad out in accordance with the pratoesl for the study, ‘The sponsor’ will not corpensale you
where such injury resulls fram any precedurs camicd out which is not in accordance with the protocol for the
sludy, ¥ous righl o law o claim compensalion far infery where vou ean prave nealigance is not affecied,
Copies of lhese guidelines are evailable on request,

I you are hanmed dee to somecne’s negligence, then you may have grounds for lagal action but you may
have to pay for ik Regardless of this, il you wish Lo complain aboul any aspact of the way you have boon
approached or realed dusing the course of this sludy, the normal Mallonal Health Service complainls
procedure mechanisms may be available ko you. Your doctor will give you further information If nacessary,

Will my taking part in this study be kept confidantial?
Information collected about you during the lial will be kepd 21 the VICTOR Trial Offlce, whésh i paet of the
University of Oxfesd. This mformalion is striclly conflidential,

Unless required by lov, only your doctor {irvastigater), the VICTOR Trial Qffice (Universily of Oxford} stalf
{spongor), Merck & Co. Inc. {gnsg mamslaciurer) ased worldwido govermment regulatory agencies will hive
acoess to confidentlal data, which Idonlifios you by nama. This |5 so thal we can check hal the study is baing
carried out cormectly, Any informalion 1hat leavas the hospilal wil have yeur name and address removed so
that you cannot be recognised from it

Yeur GP and any clhor doctors who may treal you, but whe are not inveived in the study, will be nalified {hat
wou are taking part In the study.

What will happen to the results of the research study?

Fesults of the frial will be published in medical journals, but the contidentiality of all pationts will ba maintsined,
You will nol bk idenlified in any raparts or publications resulting freem the sludy. If you would like 1o ehtain a
copy of the published resulls, pleaso ask you daclor.

Bload and tissuo samplos

The: VICTOR trial gives us an epporiunity 1o perfarm 10515 on 1he cancer that was removed at the Bme of
swrgery and 1o lake an addilicant blood samplo [maxkimum 50 ml of blood, equal 1o aboul 3 tblespooans) thal
may give us exira informalion on why some peopla ase more sensillve to side effocls of drug Ireatmant for
cancer, and even why some paople devaelop cancer In the firs] place, You may refuse pemmission if pou dan't
wani those extra samples o be laken,

Tissue:

Seianlilic advances mean il we are constanily nding new lests that we can apply to the caneer lissue Ihat
was remaoved 21 Iho time of surgery. Thase tests, might tell us which cercers are mooe likely fo respond to
Cneg Ireatment, or whal causes some cancers to spread of grow v quickly than othors. 18 is nat possible o
giver & complole list of the lesls we will perform beciese a5 our scienlisls discover more abaut cancer, we will
be able to try new lesls, This is bocawse we can slore the cancer tissue for many years as use only liny
fragmenis for Ihe lab tests. 1 is Bxely thal soma of the eancer tissue will bie used for research with drug
companies in lhe search for new treatments, which could lead 1o commarcial gain for the company. When you
consent ko let us use your tissuo for research, we would like to make It clear Ihat you would nel be onlilled 1o
any financial gain,

Blaod:

W would like to tako an exira blood sample, which we will use 1o make O, OMA is the chemical thal
miakes up genes, the factoss that we Inherit fom our panenls that determine cuwr cheracteristics (height, hair
colour, appearance ¢ie.), There is growing evidenca that we can alse inheri an Increased chance of
developing cedain diseasas, including cancer.  Scientists who are experts in genotics would like to parform
fests on the DA collected dram your blood ~ Ihese could give us Bformation on which genes might cause
cancar, or increase Ihe ehanee of side elfecls from dregs.  Genetic science Is changing rapidly and, like Ihe
tissue tesls, we would lke pormissicn to use new lasis, when thay agpear in the future,
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We wil slore the lissue and blood in @ cenlea laboratory using & code, nol your neme, o ldentify the sampla,
We sol up a small commiltes of scienlisis and doclors to make sure hat the tissue and Diocd (DRA) will caly
be mada available o researchers working to tho highes elhical slandards, In the bal we will be monitoring
your trezlmenl and progress, and we can use the code lo link the lissue'blood samples Lo the information that
wiz collect during the Irial. Howeyer, we will keep you anonymous and the researchars working with your
tissueblocd will revar know your name,

Whe is erganising and funding the research?
Thi sludy is baing organtsed and fundad by the VICTOR Trial Office (Unbeersity of Ouford), with an
aeducalional granl provided by Mesck & Co.

Who has reviewed the study?

The study has baen reviewed by tha Cancer Research Campaign Clinical Trials Commilles (now Canser
Rasaarch UK), he Wesl Midlands Mult-cenire Research Elhics Commitlee and your Local Research Ethics
Commilioe,

What if | have more questions or haven't understood something?
Plaase leel iree o ask any furher questions of the doclors and nurses looking afier you before deciding 1o
take part in the trial or at any ime dering the study.

Consumers for Elhics in Research (CERES) publish & laflel enlitied 'Medical Ressarch and You'. This leafist
gives more information about medical research and looks al some questions you may wanl o ask. A copy
may be oblained from CERES, PO Box 1365, London M1 DBW.

Thank you for reading this information sheet.

Your local cantact is: Tel:
Independent contact is:! Tol:
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