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Trial Update 
Since our last newsletter, there have been many changes to the PT1 Trial. The data management 

duties have moved from the Clinical Trial Service Unit in Oxford to the Cambridge Cancer Trials 

Centre in Cambridge. We have a new data manager, Sarah Gingell, to help the PT1 coordinator 

(Cathy MacLean)  with both the increased administration work, and also the new data management 

duties being transferred over. 

A new amendment to the trial protocol regarding this move has now been approved by the MREC 

and MHRA. The current protocol version is now version 4.0, dated 10 November 2009.  The protocol 

as well as the patient information sheet and two consent forms have been updated. All local sites 

should have been sent copies of the new amended documents. If you have not yet received these, 

please contact Cathy MacLean. 

Please note that all sites must consult their local R&D Department for advice on whether they 

need to re-consent all of their PT1 patients. Any new signed consent form should be filed in the 

patient’s medical notes, with a copy sent to the CCTC (contact details on next page). 

 

Special points of interest: 

• Data management duties move to Cambridge 

• New amendment to the protocol—now v 4.0 

• 1275 patients recruited 

• Recruitment is still ongoing for Intermediate and Low risk groups 

• Blood samples: follow-up samples + on patients who transform 

• The pregnancy data will now be collected online 

Transformation Samples 

We would like to collect blood samples 

on any patients who may be transform-

ing to another disorder (polycythaemia 

vera and myelofibrosis in particular). If 

you have any patients on the trial who may be 

transforming, or who has already transformed, 

please get in contact with us. We will send out 

some blood tubes and a form to capture further 

clinical information on the patient. We are very 

grateful for these samples as they assist us in learn-

ing more about the natural progression of ET. 
  

Follow-up Samples 
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We would like to thank all sites who have been 

sending in the follow-up blood and buccal 

samples for their PT1 patients. We have re-

ceived samples on over 250 patients to date. 

Please ensure that you send in a copy of the signed 

sample consent form and label the blood tubes cor-

rectly to avoid any problems in the lab. And we would 

be very grateful if you could send in the buccal swab 

return slip when sending these in as well. The blood 

samples and buccal swabs go to two different labora-

tories, so need separate accompanying information. 
  



 

 
 

Recruitment Update: There are now 1275 patients in total in four 

countries recruited onto the trial. This number includes the 809 re-

cruited to the High Risk group (now closed). Recruitment is still ongo-

ing 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 requirement of the current clinical trials laws in the UK. Please con-

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

you do not already have one in place. 
 

 

National pregnancy survey: A study to track the outcome of pregnancies in 

women affected by blood disorders, including myeloproliferative disorders 

(MPDs) or abnormally high haemoglobin or platelet counts. This study is in 

collaboration with the UK Obstetric Surveillance System (UKOSS http://

www.npeu.ox.ac.uk/ukoss). Please contact Claire.Harrison@gstt.nhs.uk or 

Susan.Robinson@gstt.nhs.uk for further information 
 
 

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 in making this trial a success.  

 

Other Matters 

  Trial Team Contact Details and Information 

As of  June 2010, both the administrative and data management aspects of the trial will be 
managed by the trial team in Cambridge. The contact details of the team members are listed 
below. 
 

Cathy MacLean (PT1 Trial Coordinator) can be contacted by email on 
cathy.maclean@addenbrookes.nhs.uk or by telephone on +44 (0)1223 348450. 
 

Sarah Gingell (PT1 Data Manager) can be contacted by email on sarah.gingell@addenbrookes.nhs.uk or 
by telephone on +44 (0)1223 348452. 
 

For trial information: 
 

1) The PT1 website contains general information on the trial and most of the current documents are avail-
able to download. The website can be accessed at: http://www.haem.cam.ac.uk/pages/pt1/ 
 

2) For general information regarding administrative or data queries not found on the PT1 website, please 
contact Cathy MacLean.   
 

Clinical enquiries can be directed to:          

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

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

 

Quick Reminder: 
Actions for Local Sites 

 
1. All sites must obtain 
local R&D approval for 
the current version of the 
protocol (version 4.0, 
dated Nov 2009). 

 
2. Participating Site 
Agreements (PSA’s)  
must be in place for all 
sites, whether still ac-
tively recruiting or just 
following up patients 
who were previously en-
rolled.  
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Recent Publications  

Previously we have used BM samples 
from the trial to evaluate the application 
of the WHO diagnostic criteria. More 
recently we have assessed reticulin accu-
mulation and its prognostic significance  

Having previously shown that scoring of reticulin 
grade has a relatively high interobserver reliability we have 
now evaluated this as a prognostic marker. In this paper re-
ticulin grade positively correlated with white blood cell (P = 
.05 and platelet counts (P = .0001) at diagnosis. Elevated 
reticulin levels at presentation predicted higher rates of arte-
rial thrombosis (P = .01), major haemorrhage (P = .05), and 
myelofibrotic transformation (P = .0007) ALL independently 
of known risk factors. There was also a difference according 
to treatment allocation that higher reticulin levels at diagnosis 
were associated with greater subsequent falls in haemoglobin 
levels in those treated with anagrelide (P < .0001), but not in 
those receiving hydroxyurea (P = .9). Moreover, serial tre-
phine specimens in patients randomly assigned to anagrelide 
showed significantly greater increases in reticulin grade com-
pared with those allocated to hydroxyurea (P = .0003), and 
four patients who developed increased bone marrow reticulin 
on anagrelide showed regression of fibrosis when switched 
to hydroxyurea. These data suggest that patients receiving 
anagrelide therapy should undergo surveillance bone marrow 
biopsy every 2 to 3 years and that those who show substan-
tially increasing reticulin levels are at risk of myelofibrotic 
transformation and may benefit from changing therapy be-
fore adverse clinical features develop. These data also suggest 
for the first time that reticulin grade at diagnosis represents 
an independent prognostic marker in ET. 

Campbell PJ, Bareford D, Erber WN, Wilkins BS, Wright P, Buck 
G, Wheatley K, Harrison CN, Green AR. Reticulin accumulation in 
essential thrombocythemia: prognostic significance and relationship 
to therapy. J Clin Oncol. 2009 Jun 20; 27(18): 2991-2999. 

MPD News Section 

Blood samples sent in for the study enabled us 

to evaluate the impact of recently described 

polymorphisms or SNPs upon risks of devel-

oping MPNs:  

The 46/1 JAK2 haplotype has been shown to predis-

pose to V617F-positive myeloproliferative neoplasms, 

but the underlying mechanism is obscure. Here we were 

able to analyse essential thrombocythemia patients en-

tered into the PT-1 studies and, as expected, found that 

46/1 was overrepresented in V617F-positive cases (n = 

404) versus controls (n = 1492, P = 3.9 x 10(-11)). The 

46/1 haplotype was also overrepresented in cases with-

out V617F (n = 347, P = .009), with an excess seen for 

both MPL exon 10 mutated and V617F, MPL exon 10 

nonmutated cases. Analysis of further MPL-positive, 

V617F-negative cases confirmed an excess of 46/1 (n = 

176, P = .002), but no association between MPL muta-

tions and MPL haplotype was seen. An excess of 46/1 

was also seen in JAK2 exon 12 mutated cases (n = 69, 

P = .002), and these mutations preferentially arose on 

the 46/1 chromosome (P = .029). No association be-

tween 46/1 and clinical or laboratory features was seen 

in the PT-1 cohort either with or without V617F.  

These results for the JAK2 V617F and exon 12 muta-

tions are compatible with 46/1 promoting either 

"hypermutability" or "fertile ground". However the ex-

cess in MPL-mutated cases argues against the former.  

Jones AV, Campbell PJ, Beer PA, Schnittger S, Vannucchi 

AM, Zoi K, Percy MJ, McMullin MF, Scott LM, Tapper W, 

Silver RT, Oscier D, Harrison CN, Grallert H, Kisialiou A, 

Strike P, Chase AJ, Green AR and Cross NCP. 
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