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Haematology TeamHaematology Team

� 3 Clinical Research Nurses 
� Currently recruiting for 12 open trials and many 

patients on follow-up
� Different responsibilities within the team

� Lymphoma & non-malignant conditions 
� Myeloma
� Leukaemia 



What are Clinical Trials?What are Clinical Trials?

� Prospective, systematic research studies to 
determine the value and efficacy of new or 
unproven treatments or interventions in human 
beings.

� Research studies that involve people. Each study 
tries to answer scientific questions and find better 
ways to prevent, diagnose or treat cancer. 

(National Cancer Institute, USA)



Why do them?Why do them?

� Chemotherapy – What should be used?
� When?
� How?
� How effective is it?
� Any risks or side-effects?

� Clinical trials provide an evidence base for treatment 
decisions.

� Drugs need to have proven clinical effectiveness and cost 
effectiveness as a basis for licensing.



What is involved in our role?What is involved in our role?

� Preparation for new studies
� Protocol education
� Patient information, consent & screening
� Treatment and follow-up
� Professional Development



Preparation for new clinical trials Preparation for new clinical trials 

Liaison and education of staff in all clinical areas 
who may be involved.

� Wards
� Day Unit
� Outpatients
� Pharmacy
� Radiology
� Laboratory



Protocol educationProtocol education

� Can be very complex – simplify to help interpret.

� Hypothesis
� Background / rationale
� Objectives
� Design
� Selection Criteria
� Sample size
� Statistical consideration and data analysis



Protocol…Protocol…

� Treatment plan

� Dosage adjustments
� Drug info

� Toxicity management
� Criteria for measuring response

� Patient Information Sheet & Consent
� Trial initiation meeting



Patient information, consent & 
screening
Patient information, consent & 
screening

� Patient information sheet
� Interpretation
� Patient education
� Contact
� Consent
� Co-ordinate baseline investigations
� Registration
� Patient advocate



Treatment & follow-upTreatment & follow-up

� Co-ordinate treatment visits
� Samples
� Monitor side-effects
� Assess QoL
� Navigate the trial protocol
� Record all patient experiences
� Concomitant medication
� Adverse events
� Follow-up and maintain patient contact



Professional DevelopmentProfessional Development

� Education – Well supported in NICCTU 

� Many CRNs studying or completed courses

� Networking groups – NICaN, Specialist Nurses’
Action Group, Haematology Action Group

� Career opportunities



PAD Ireland 

How did we get here ??How did we get here ??



Phase 3 Trial – APEX: Assessment of Proteasome
Inhibition for Extending Remissions

• International, randomized, open-label study in relapsed 
or refractory MM (N = 669) comparing single agent 
Bortezomib to HD Dexamethasone.

• Endpoints
– Primary: TTP
– Secondary: survival, response rate (RR) and 

duration, time to skeletal events (TSE), grade � 3 
infection, safety

• Companion crossover study available to patients 
progressing on HD Dex

Richardson et al, NEJM 2005



APEX: Treatment Plan

273 treatment days 280 treatment days

8 cycles

1.3 mg/m 2 IV push
D 1, 8, 15, 22 q 5-wk cycle

4 cycles

3 cycles 5 cycles

40 mg PO 
D 1–4, 9–12, 17–20 q 5-wk cycle

40 mg PO 
D 1–4 q 4-wk cycle

Induction

Maintenance

Randomization

Bortezomib Dexamethasone

1.3 mg/m 2 IV push
D 1, 4, 8, 11 q 3-wk cycle



Time to Progression (N = 669)

Median TTP:  Bortezomib 6.2 mos
Dexamethasone 3.5 mos

78% improvement in median TTP with Bortezomib



Original PAD study
Dr. Jamie Cavanagh – St. Bartholomew’s, London

• PS-341 (Bortezomib)

• Adriamycin

• Dexamethasone



Response to Therapy

95%

14%

24%

14%

43%

Post-SCT 
(n = 21)

95%CR + PR

33%PR

33%VGPR

5%nCR

24%CR

PAD
(n = 21)

Response
*

29% 57%

Bortezomib + Doxorubicin + 
Dexamethasone (PAD)

100%

38%

8%

8%

46%

Post-SCT 
(n = 13)

89%

47%

26%

5%

11%

PAD
(n = 19)

16% 54%

Cohort 1 (1.3 mg/m 2) Cohort 2 (1.0 mg/m 2)

Popat et al. IMW 2005; abs 732
Popat et al. ASH 2005; abs 2554

* Modified EBMT criteria



PAD IrelandPAD IrelandPAD Ireland



Principal Investigator
Professor TCM Morris
Principal Investigator
Professor TCM Morris

� Phase II study to assess the safety, efficacy and 
tolerability of combination therapy with Velcade
(Bortezomib), Adriamycin and Dexamethasone as 
therapy for patients with relapsed or refractory 
Multiple Myeloma

� ICORG trial (All Ireland Co-operative Oncology Research 
Group) – Belfast lead site + 5 centres in Dublin, Galway, 
Limerick + St.James’s & St.Bartholomew’s.



PlanPlan

� 3 groups – all previously treated with VAD or 
VAD-like therapy

� Group 1: Relapsed after transplant (fully recruited)
� Group 2: Relapsed – no transplant
� Group 3: Refractory

- 23 pts in each group



Patient recruitment to datePatient recruitment to date

6948TOTAL

2318Group 3

237Group 2

2323Group 1

TargetCurrent



Case study – PAD Ireland
(Group 1 pt)

Case study – PAD Ireland
(Group 1 pt)

� 42 yr old man diagnosed in Australia in 1995 –
myeloma with bony involvement

� Radiotherapy required

� Treated in Australia with Melphalan and 
Prednisolone

� M-protein decreased significantly



continuedcontinued

� Came back to N.Ireland in 1996
� Professor Morris treated patient with VAD
� Autologous transplant – 1997
� Relapsed 8 yrs later – offered PAD Ireland trial
� Treated using PAD Ireland protocol
� 2nd transplant – 2006
� Will be 2 yrs post transplant in December
� Reviewed last week – keeping well



Conclusion after Group 1 
patients’ data collated 

PAD given at relapse is morePAD given at relapse is more

effective than VAD given as effective than VAD given as 

induction therapy.induction therapy.

Professor TCM MorrisProfessor TCM Morris



Case Study – PAD Ireland 
(Group 3 pt)

Case Study – PAD Ireland 
(Group 3 pt)

� 59 yr old man diagnosed in 2004 with Stage 1A 
myeloma

� Serum M-protein was 22g/L – completely 
asymptomatic

� January 2007 – developed intermittent back and 
rib pain

� M-protein 28g/L
� Commenced Z-dex therapy (Idarubicin & 

dexamethasone orally)



(continued)(continued)

� August 2007 – referred to Professor Morris for 
consideration of PAD Ireland trial

� Had completed 6 cycles of Z-dex treatment
� M-protein had only reached 25g/L
� Refractory to VAD-like therapy, so he was eligible 

to be entered into the trial
� Commenced treatment August 2007



TreatmentTreatment

� #1 – Uneventful

� #2 – G2 constipation
� #3 – G1 peripheral sensory neuropathy in toes

� #4 – G2 fatigue, G2 constipation, G2 pain in            
back and legs, G2 peripheral sensory neuropathy 
in feet and legs. Hospital admission with episode 
of septicaemia.



TreatmentTreatment

� Reviewed by Prof Morris pre #5
� QoL being affected by persistent peripheral 

sensory neuropathy and associated pain in his 
feet and legs. 

� Pre-study: M-protein 24g/L
� After 4 cycles: M-protein 5g/L

� Considering these factors, the decision was made 
to discontinue Bortezomib. Peripheral neuropathy 
can be reversed if stopped early enough.



Post trial treatment Post trial treatment 

PLAN
� To proceed to stem cell 

harvest, then autologous
transplant

� Mobilisation commenced 
soon after PAD 
discontinued

� Transplanted in April 2008

POST TRANSPLANT
� Making good recovery now

� Fatigue was a major issue 
but energy levels are 
improving

� Has regained a good 
quality of life since
transplant



Trial follow - upTrial follow - up

� Every 2 months for 1 year after treatment end date

EACH VISIT
� Reviewed by Clinical Research Nurse and 

Haematologist
� Physical examination
� Routine myeloma blood tests
� Recording / reporting of AEs and SAEs



Patients’ perspectives…Patients’ perspectives…

� I am very willing to take part if it helps other patients in the
future.

� Treatments offered to us today are only available because 
patients entered trials in the past, so I am glad to be able to 
do the same for others.

� I was delighted that I had an opportunity to be given a new 
drug. Obviously there were side-effects, but overall I am 
glad I took part in the trial.

� When the Z-dex didn’t work for me, I was so pleased to be 
offered the trial. I was very well prepared for what to expect 
from treatment and am happy that I participated in the trial.



Open Myeloma TrialsOpen Myeloma Trials

� MERIT

� PAD Ireland

� Genetic study of CLL and LPDs



Open Leukaemia TrialsOpen Leukaemia Trials

� UKALL XII

� AML 15

� AML 16

� SPIRIT



Open Lymphoma Trials
+ Non-malignant Trials
Open Lymphoma Trials
+ Non-malignant Trials

� Watch & Wait   
� PET                  

� SPD   
� PNH Registry        
� PT1



Future developmentsFuture developments

� ‘FIRST’ trial – previously untreated myeloma. Revlimid & 
Dexamethasone vs. combination of Melphalan, 
Prednisolone & Thalidomide.

� AML 17 – based on findings of AML 15. More tailored to 
the individual patient with many randomisations.

� Myeloma X – to determine the role of a 2nd transplant 
following PAD re-induction.

+
� More haematology trials open in the Cancer Units soon



For further informationFor further information

Tracey McGuigan
Clinical Research Nurse
N.I. Cancer Clinical Trials Unit
‘C’ Floor
Belfast City Hospital
Lisburn Road
Belfast
BT9 7AB

tracey.mcguigan@belfasttrust.hscni.net

Tel. 028 9026 3903 / bleep 0601


