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infected and tumor cells, and require HLA class I expression on these 
cells to guide their attack. However, HLA cell surface expression on these 
cells is frequently switched off, and this has negative effects on immune 
surveillance. Three major mechanisms may account for undetectable or 
low HLA class I expression in tumor cellsbeta 2m mutation, TPA defi- 
ciency, and low factor binding activity specific for the regulatory elements 
of these genes. Here we describe another molecular mechanism which 
accounts for the complete absence of HLA class I molecule expression 
in a tumor line (MSRSmel) derived from a melanoma patient. Hyperme- 
thytatton of the MSRB-mel DNA, specifically of HlA-A and -B genes, was 
identified. This abnormality resulted in loss of HLA class I heavy chain 
transcription. Treatment of MSR3-mel cells with the demethylating agent 
5’-aza-2’-deoxycytidine (DAC) allowed HLA-A and -B transcription, restoring 
cell surface expression of HLA class I antigens and tumor cell recognition 
by MAGE-specific CTLs. The MSR9mel line was obtained from a metasta- 
sic lesion of a nonresponding patient undergoing MAGE3.A1 T cell-based 
peptide immunotherapy. tt is tempting to speculate that the hypermethyla- 
tion-induced lack of HLA class I expression is the cause of the impaired 
response to vaccination. The present study showed that DNA hypermethy- 
lation could also be a repressor mechanism responsible for the total loss 
of HtA class I expression in human melanomas, providing a new route of 
escape from Immune recognition. 

The results of this study, and the observation that expression of some 
tumor antigens, is induced by demethyiation mechanisms, suggest modu- 
lation of DNA methylation as a possible intervention for cancer treatment. 
However, the high toxicity of the available agents make their use in dintcal 
setting difficult, therefore safe and effective strategies for the therapeutic 
alteration of DNA methytation are clearly needed. 
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The organisation for the performance of clinical trials at the 
department of oncology, Uppsaia universtty hospital, 
Sweden 

K. P. Nygren. Akademiska Sjukhusat, Dept of Onco/og~ 
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Cancer treatment is dearly in need of further development since current 
theraples provide unsatisfactory results. Clinical trials are a key step in such 
development and have to be performed efficiently and in correspondence 
with quality criteria, mainly those of Good Clinical Practice (GCP). This 
abstract describes the organisation for the performance of dlnical trials ‘at 
our department. 

The Research and Development Unit (RDU) at the department of oncol- 
ogy, Uppsala university hospital, Uppsala, Sweden, was started approxi- 
mately 1 year ago and presently enclose 2 part time physicians (1 oncologist, 
1 dinical pharmacologist), 1 part time secretary, 1 full time quality assurance 
and 7 full time research nurses. 

The main purpose of the RDU is to facilitate the clinical research process. 
Since in Sweden only approximately 10% of all cancer patients participate 
in prospective clinical trials, an important aim is to stimulate the starting and 
performance of more clinical trials. Since there is also a need to improve 
the quality of the dinical trials, notably the ‘academic trials” (AT), lacking 
support from the pharmaceutical industry, the RDU has implemented its 
own Standard Operating Procedures (SOPS) based on GCP, coveting all 
important steps for the planning and performance of cancer trials.: One 
important aspect also covered Is the outlining of responsibilities for the 
investigator,and the research nurse within the &nical t&l process. 

Within the department, the RDU is organ&xl under a Research and 
Development Council (RDC), wlth representatives for the department head, 
phy$icians in charge of the major tumour groups and the ROU. The :RDC 
assess and approve all clinical trial protocols and their ethical issues and 
financial agreements prior to start of a new trial. Well started, the IRDU 
showld provide full support to the investigator in the performance of the 
trial. The need for support has naturally been found most pronounced in 
investigator initiated trials (IIT) and AT. 

Through continuous education, both within the RDU and in the depart- 
ment, in GCP theory and practice and critical medical issues related to the 
performance of clinical trials, the RDU tries to improve its professional and 
comprehensive su~oort and information to oattents oarticioatlno in clinical 
trials. The RDU is presently running approx/matety 40 clint&l &Is, half of 
which being IIT or AT, covering the major tumour groups and with emphasis 
on medical treatment. 
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Introduction: Multiple Myeloma (MM) is a plasma cell malignancy in which 
high dose chemotherapy followed by autologous stem cell transplanta.tion 
(SCT) induces a higher response rate and longer overall survtval than 
conventional therapy. Allogeneic transplantation may be curative, but has a 
limited application because high toxicity and high transplant related mortal- 
ity. Non-myeloablative regimens are less toxic, allow a rapid and sustained 
engraftment, maintaining the graft versus myeloma effect that may be 
enhanced by donor lymphocytes infusion. 

Methods: Between November 1996 and December 2000, 7 patients 
(pts) with MM (6 progressive disease after autologous SCT, 1 refractory 
disease and low performance status), 5 male, 2 female, median age: 51 
years (31-57) underwent a non-myeloabtattve allogeneic SCT with pe- 
ripheral blood progenitors from HlA identical sibling. Conditioning regimen 
was fludarabine (30 mg/rrQ/dx4), busuifan (4 mg/kgIdX?) and antithymocyte 
globulin (10 mg/kg/dx4). Cyclosportn was used for GVHD prophylaxis (from 
day -1 until day +30. then tapered). In order to access the applicability and 
toxidcity of this regimen in our heavily pretreated pts. we analysed some 
parameters related with activities of daily living like nourishment, hygienics, 
communication, occupation and leisure. Alllpts weretransplanted in a room 
with filtered air, positive pressure and reverse barrier. 

Resuk All pts engrafted (fulvmixed chimensm by STR-PCR) with a 
median neutrophil count > 0.5 x @IL of 11 days (3-36) and platelet count 
t 20 x 108/kg of 11 days (l-36). Median transfusional support was 4 packed 
red cells units and 1 platelet transfusion. Medii discharge wason day 
+24 (18-97). Regimen-related toxicity was acceptable with ‘no pts havihg 
mucositfs grade >3 or hepatic venoocclustve disease. All pts remained 
autonomous concerning activities of daily living during admission perlod. 
Two pts died (1 from progressive disease 1 year post-allograft and 1 from 
infection but in complete remission, 6 months after transplant), three ptsare 
in complete remission and twopts are in partial sustained remisslon. All pts 
have a Kamofsky perfonance status 2 90%. 

Concluslon: response rate was high tn this group of~rafractory and heav- 
ily pm-treated pts; minimal procedure-related tox’m, allowed satisfactory 
activities of daily living during hospttalisatfon; the significant improvement 
in disease status led to a rapid integration in family and social life. 
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Purpose: Variations in clinical practice, knowledge levels and sktlls have 
been reported by nurses administertng cytotoxic drugs (RCN, 1996, Grundy, 
1998). For many nurses their knowledge and skills development have been 
the result of informal experiential learning as part of their job. This situation 
is unacceptable both professionally and legally and it is crucial that nurses 
have the appropriate education to undertake cytotoxic drug administration. 
A core curriculum for cytotoxic drug administration has therefore been de- 
veloped to address the need for a consistent approach to education in 
Scotland and provide a framework for future wurse development. 

Methods: The project was commissioned by The National Board for 
Nursing, Midwifery and Health Visiting for Scotland. Development work was 
undertaken by a rnulttdlsclplinary group with representation from the tive 
cancer centres. The core cunfculum has been based on the RCN. dinical 
guidelines for cytotoxic chemotherapy administration. Consideration has 
been given to nurses’ dllenng levels of invotvement with cytotoxic drugs 
and their different educational needs. The framework has been designed to 
facilitate the development of courses and content, learning outcomes and 
clinical competencies have been identified. The wre curriculum is currently 
being circulated as a consultation document. 

Conduslon: This paper outlines a national initiatlve to improve the quality 
and consistency of practice through education. 


