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Trial Update  

The past year has seen many changes to the PT1 Trial. Cathy MacLean is the new trial co-ordinator, 

based in Cambridge. She can be contacted for any administrative or general queries regarding the trial 

(see section below for her contact details).  

A new amendment to  the trial protocol has been approved by the MREC and MHRA. The current 

protocol version is now version 2.0, dated 8 January 2008.  The protocol has been updated to conform 

to the EU Directive 2004 and to remove information on the High Risk arm. The patient information 

sheet and two consent forms have also been updated. All local sites should have been sent copies of 

the new amended documents. If you have not yet received these, please get in contact with Cathy 

MacLean. 

Please note that all patients must be re-consented on the new amended consent forms to comply 

with the current regulations. The original signed consent form should be filed in the patient’s medical 

notes, with a copy sent to the CTSU (contact details below). 

 

Special points of interest: 

• New Co-ordinator—Cathy MacLean 

• New amendment to the protocol—now v 2.0 

• The Trial has now opened in France 

• 1156 patients recruited 

• Recruitment is still ongoing for Intermediate and Low risk groups 

• Participating Site Agreements needed for all sites  

Laboratory Samples - Where to Send 

Please ensure that all blood and bone marrow samples have been labelled correctly and  

are being sent to the correct laboratory. 
  

*1 peripheral blood film + 9 unstained slides of the trephine biopsy should be sent 

along with the Peripheral Blood and Bone Marrow Report form (sent out at randomisation) 

to: 

Dr Jon van der Walt (PT1 Trial), Dept of Histopathology, St Thomas’s Hospital, Lambeth Palace Road, 

London, SE1 7EH.  
 

*10mls of blood for DNA analysis should be sent (in the three tubes sent out at randomisation) to: Sample 

Reception, CRUK Dept of Oncology, Strangeways Research Laboratory, Worts Causeway, Cambridge, CB1 

8RN. 
 

*3mls of bone marrow aspirate in cytogenetic medium or preservative-free heparin for future research 

into the molecular and genetic pathogenesis of the MPD’s should be sent to: 

Dr Anthony Bench, Dept of Haematology, Box 234 Addenbrookes Hospital, Hills Road, Cambridge, CB2 

0QQ. 
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Welcome to France: We would like to welcome to the PT1 

Team the 17 new sites in France that have recently opened to 

recruitment. 
 

 

Recruitment Update: There are now 1162 patients in total in 

four countries recruited onto the trial. This number includes the 

809 recruited to the High Risk group (now closed). Recruitment 

is still ongoing for the Intermediate and Low Risk groups. 
 

Participating Site Agreements: It is mandatory for all sites taking part in 

the trial to have a participating site agreement (PSA) in place. These are 

legal documents signed by the sponsor and the local trust and are a re-

quirement of the current clinical trials laws in the UK. Please contact 

Cathy MacLean (details below) in order to get one set up for your site if 

you do not already have one in place. 
 

 

Material Transfer Agreements: These are legal agreements for the send-

ing of human samples between sites. They are not necessary for the PT1 

Trial if a PSA has already been put in place at your site. 
 

 

Thank you! We would like to take this opportunity to thank everyone 

who has been involved with the trial and has helped us to enrol patients 

and collect data over the years. We appreciate all your efforts and hard 

work in making this trial a success.  

 

Other Matters 

Trial Team Contact Details 

We would be pleased to help you with any queries regarding the trial. The contact details of 
the relevant team members are listed below. The trial website that can be viewed on:  
 

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

 

Administrative queries regarding PT1 trial procedures should be directed to the Clinical Trial          
Coordinator - Cathy MacLean on: cathy.maclean@addenbrookes.nhs.uk or by telephone on +44 
(0)1223 348450.  
 

Queries regarding randomisation, CRF’s, data, or to request additional sample tubes should be 
directed to the: Clinical Trial Service Unit & Epidemiological Studies Unit (CTSU). They can be 
reached by email on randomisation@ctsu.ox.ac.uk or by telephone on +44 (0)1865 765615. 

 

Clinical enquiries can be directed to:          

Professor Tony Green (Chief Investigator) on: arg1000@cam.ac.uk. 

Dr Claire Harrison (Co-Chief Investigator) on Claire.Harrison@gstt.nhs.uk or by telephone on           
+44 (0)207 188 2739. 

 

For country specific enquiries Cathy will be able to put you in touch with your local coordinating investi-
gator or local Sponsor. 

 
 

Quick Reminder: 
Actions for Local Clinics 

 
1. All sites must obtain lo-
cal R&D approval for the 
new version of the protocol 
(version 2.0, January 2008). 

 
2. Participating Site Agree-
ments (PSA’s) must be in 
place for all sites, whether 
still actively recruiting or 
just following up patients 
who were previously en-
rolled.  

 
3. All patients (even those 
just being followed up) 
must be re-consented on 
the new amended consent 
forms. The original must be 
filed in the patient’s notes 
and a copy sent to the 
CTSU (address below). 
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Previous Publications from PT1 

Campbell PJ, etal  Mutation of JAK2 in the mye-
loproliferative disorders: timing, clonality studies, 
cytogenetic associations, and role in leukemic trans-
formation. Blood. 2006 Nov 15;108(10):3548-55. 
Campbell PJ, etal. Definition of subtypes of essential 
thrombocythaemia and relation to polycythaemia 
vera based on JAK2 V617F mutation status: a pro-
spective study. Lancet. 2005 Dec 3;366(9501):1945-
53. 
Harrison CN, etal .Hydroxyurea compared with 

anagrelide in high-risk essential thrombocythemia. 

N Engl J Med. 2005 Jul 7;353(1):33-45. 
 

Recent Publications  

We are very grateful for all the data you continue to 

send us and for the samples (bone marrow and 

blood). Two recent publications from the study 

group show how we are able to use these samples 

and the clinical data to make important contribu-

tions to our knowledge about ET. These are sum-

marized below: 

Bone Marrow Samples have facilitated a robust 
evaluation of the WHO criteria for diagnosis of ET 
and Myelofibrosis especially pre-fibrostic myelofi-
brosis: 

The role of histopathology in the diagnosis of ET is con-
troversial and has assumed importance in new WHO di-
agnostic criteria. We reported results from 3 independent 
experts who reviewed trephine biopsy specimens from 
370 patients with ET in the PT-1 studies. Our results 
show substantial interobserver variability, particularly for 
overall diagnosis and individual cellular characteristics 
such as megakaryocyte morphology. Reticulin grade was 
the dominant independent predictor of WHO diagnostic 
category. Importantly no differences could be discerned 
between patients labeled as having "prefibrotic myelofi-
brosis" or "true ET" in clinical and laboratory features at 
presentation, JAK2 status, survival, thrombosis, major 
hemorrhage, or myelofibrotic transformation. The results 
show that histologic criteria described in the WHO classi-
fication are difficult to apply reproducibly and question 
the validity of distinguishing true ET from prefibrotic 
myelofibrosis on the basis of subjective morphologic cri-
teria.  

Bone marrow pathology in essential thrombocythe-
mia: interobserver reliability and utility for identify-
ing disease subtypes. Wilkins BS,  Erber WN, Bare-
ford D, Buck, G, Wheatley K, East CL, Paul B, Har-
rison CN, Green AR, Campbell PJ. Blood. 2008 Jan 
1;111(1):60-70 

 

MPD News Section 

Blood samples sent in for the study enabled us to 

evaluate the impact of recently described muta-

tions in the MPL gene upon the disease pheno-

type:  

Activating mutations of MPL exon 10 have been de-

scribed in a minority of patients with idiopathic mye-

lofibrosis or essential thrombocythemia. Here we geno-

typed 776 samples from patients with ET entered into 

the PT-1 studies. MPL mutations were identified in 

8.5% of JAK2 V617F(-) patients and a single V617F(+) 

patient. Patients carrying the W515K allele had a signifi-

cantly higher allele burden than did those with the 

W515L allele, suggesting a functional difference be-

tween the 2 variants. Compared with V617F(+) ET 

patients, those with MPL mutations displayed lower 

hemoglobin and higher platelet levels at diagnosis, 

higher serum erythropoietin levels, endogenous mega-

karyocytic but not erythroid colony growth, and re-

duced bone marrow erythroid and overall cellularity. 

Compared with V617F(-) patients, those with MPL mu-

tations were older with reduced bone marrow cellularity 

but could not be identified as a discrete clinicopa-

thologic subgroup. MPL mutations lacked prognostic 

significance with respect to thrombosis, major hemor-

rhage, myelofibrotic transformation or survival. 

MPL mutations in myeloproliferative disorders: 

analysis of the PT-1 cohort. Beer PA,  Campbell PJ, 

Scott LM, Bench AJ, Erber WN, Bareford D, Wil-

kins BS, Reilly JT, Hasselbalch HC, Bowman R, 

Wheatley K, Buck, G, Harrison CN, Green AR. 

Blood. 2008 Jul 1;112(1):141-9 


