
The high risk group has already been 

successful & follow-up of the patients 

continues to be important.  The inter-

mediate and low risk groups are still 

attracting new interest - welcome 

France who are soon to join.  

Trial Publications: Harrison et al. Hy-

droxyurea Compared with Anagrelide in 

High-Risk Essential Thrombocythaemia - 

NEJM 2005; 353; 33-45  

Associated Publications: Campbell et 

al. Definition of subtypes of ET and rela-

tion to PV based on JAK2 V617F muta-

tion status: a prospective study - The Lan-

cet 2005; 366; 1945-1953  

Post-script - Don’t 

forget if your site is 

inspected by the 

regulators and they 

look at PT1 to let 

the Sponsor know. 
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It seems hard to believe that this study 

was given its first regulatory and ethical 

approvals 10 years ago. In 1997 when 

Professor Tony Green and Professor 

Tom Pearson applied for a Doctors and 

Dentist Exemption (DDX), having over 

1000 patients enrolled was a long way 

off.  

However to date there have been 1099 

patients registered into the PT1 study 

and 162 centres entering patients; with 

centres in UK & NI, Republic of Ire-

land, New Zealand and Australia 

The study has had to weather the intro-

duction of the EU Directive, a change 

in Sponsor and a change in one of the 

chief investigators. Claire Harrison took 

over from  Tom Pearson in 2002.  

Patient recruitment for the high risk 

group went well with 809 patients re-

cruited. Recruitment for the intermedi-

ate and low risk groups has been slower 

but PT1 is already the largest prospec-

tive study of patients in these risk 

groups 

PT 1 Trial - The 10 Year Anniversary 

Special points of interest: 

• PT1 reaches a 10 year mile-

stone. 

• New trial coordinator for the 

study - Pat Collins  

• 1099 patients in 162 centres 

in 4 countries 

• Trial soon to open in France 

• Recruitment is still ongoing 

for Intermediate and Low 

risk groups 

• Sponsor inspected by 

MHRA 

The EU Directive - MHRA Inspect Sponsor 

The impact that the EU 

Directive has had on non-

commercial studies 

should not be under esti-

mated and we appreciate 

that this is generating 

more work.  

In addition to the extra 

paper work there is the 

legal requirement for 

competent authorities to 

perform inspections.  

In 2006 the Cambridge 

University Hospitals NHS 

Trust had their first in-

spection by the Medicines 

& Healthcare products 

Regulatory Agency 

(MHRA). Although PT1 

was not reviewed, an in-

spection of this kind will 

always have a knock on 

effect.  

So what are the items that 

the Sponsor want to 

change?  

Continues on page 2 
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inspections should one occur. 

Section 8 of ICH GCP contains 

a list of documents that sites 

should have. Some of these are 

‘not applicable’ but the best ac-

tion is to have a section marked 

as ‘N/A’ so it can be clearly 

seen that it does not apply 

rather than it has been forgot-

ten. For any investigators that 

With competent authorities do-

ing more inspections as the 

years go by, non-commercial 

studies are as likely to be in-

spected as commercial ones. It 

is therefore necessary to ensure 

your PT1 study documents are 

all present and correct. It is rec-

ommended that all sites have an 

Investigator site file ready for 

need help and 

advice on putting 

a site file together please do not 

hesitate to contact the study 

team. 

Investigator Site Files (ISFs) 

investigator and an authorised 

member of the Investigators 

Trust. 

Implementation of the PSAs 

have raised a few interesting 

issues:  

(i) For sites that have not com-

pleted a PSA since they are 

closed to accrual, but are sup-

plying patient follow up data, 

don’t forget to keep your local 

R&D department up to date as 

some Trusts think the study is 

complete and have archived the 

study. The study should not go 

into archive until Trusts are in-

formed by the Sponsor that it is 

closed. 

(ii) Take time to ensure that the 

PI named on the ethics ap-

proval still matches that on the 

PSA. This has been a long run-

ning study and PIs can change. 

Thank you to all the sites that 

have been 

busy getting 

their par-

ticipating 

site agree-

ments in. 

For those 

that have 

yet to be 

returned, these have to be 

signed by the site’s principal 

Participating site agreements (PSAs) 

• Ensuring the participating site 

agreements/contracts are in place 

• To make sure the investigator site 

files and trial master file include 

all the documents as specified by 

the GCP essential document list 

• To remove patient names from 

CRFs, samples and slides 

• To make sure the consent forms 

meet current standards 

• Improve study pharmacovigi-

lance guidelines for participating 

sites. 

How and when will these changes 

take place and how will they affect 

the sites? 

The aim is to keep the work of the 

sites to a minimum but all sites 

need to be aware that a new proto-

col amendment is currently being 

drafted. The basic study aims and 

procedures will not change but 

there will be revised AE reporting 

guidelines, extra drug information 

and patient confidentiality require-

ments. All sites will be informed 

when this is being submitted for 

approval.  

Additionally the CRF pages will 

need amending to remove patient 

names.  

Changes this fundamental will take 

time to organise but sites are re-

quested to keep checking the PT1 

website for information and to 

watch for 

updates by 

email and 

post. The 

study team 

will be 

happy to 

answer any 

questions. 

MHRA Inspect Sponsor (Continued from page 1) 

 

“PARTICIPATING 

SITE AGREE-

MENTS NEED TO 

BE APPROVED 

BY AUTHORISED 

R&D REPRESEN-

TATIVE” 

“Even for non-

commercial 

studies inves-

tigators should 

have GCP es-

sential docu-

ments” 
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still needed for long term assess-

ment. Please keep this data 

coming in. 

♦ Trial Administration 

At 10 years it is time to take 

stock and make sure the study is 

up to date. Each site might like 

to ask itself: 

∗ Does my site file contain all 

the essential documents? 

∗ Does the local pharmacy 

have up to date information 

in its pharmacy file? 

∗ Are the patient notes still 

clearly documenting the trial 

requirements? 

Similarly the Sponsor will keep 

the sites up to date with the pro-

gress of the new documents; 

review the study documents to 

ensure they are clear and easy to 

So with 10 years com-

pleted where does the 

study go from here? 

♦ Recruitment 

Enrolment of high risk 

patients went well with 

809 being randomised but with 

fewer patients eligible for the 

lower risk groups, and sites 

struggling with resources, re-

cruitment for the intermediate 

and low risk patient groups has 

been slower. The 10 year mile-

stone is a good time to re-kindle 

interest and re-examine the pa-

tients in your clinics to see if 

new patients have come through 

that could join the study.  

♦ Follow Up 

Collection of follow up and sur-

vival data of enrolled patients is 

follow; review  the Trial Master 

File. 

and last but not least …. 

A big ‘thank you’ to everyone 

that has been involved with the 

study over the last 10 years. It 

has been a tremendous effort 

with lots of work put in to make 

the study work. Let’s continue 

to work together to keep the 

trial producing worthwhile data 

and good patient care. 

 

PT1 - Going Forward 

Study Team Contact Details 

Questions and further information can be gained 

from the following sources. 

The study website that can be 

viewed on:  

This contains the latest copy of the protocol, pa-

tient information sheets / informed consent 

forms and other useful information.  

Enquiries regarding PT1 trial procedures 

should be directed to the Clinical Trials Coordi-

nator - Pat Collins on: 

patricia.collins@addenbrookes.nhs.uk or 

telephone +44 (0) 1223 348450 

Clinical enquiries can be directed to Professor 

Tony Green (Chief Investigator for UK and Co-

ordinating Investigator for the Sponsor) or Dr 

Claire Harrison (Co-Chief Investigator) by 

emailing either Tony on: arg1000@cam.ac.uk or 

Claire on: Claire.Harrison@gstt.nhs.uk Claire can 

also be reached on +44 (0)2071882739 

For country specific enquiries Pat will be able to 

put you in touch with your local coordinating in-

vestigator or local Sponsor. 

Questions regarding randomisation, CRFs, 

data or to request sample tubes, can be directed 

to the:  

Clinical Trial Service Unit & Epidemiological 
Studies Unit (CTSU). They can be reached on 
telephone number: +44 (0)1865 765615 

http://www.ctsu.ox.ac.uk/projects/leuk/pt1/ 


