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- HAEMATOLOGY ASSOCIATION OF IRELAND

OCTOBER 2023

Dear Colleagues

Welcome to Galway!

It is hard to believe that it has been 4 years since we were last here. This year, we have packed
programmes at all the sessions.

As always, | would like to extend a very warm welcome to everyone for making the effort to
attend in-person, in particular, to all of you who have submitted abstracts to this year’s
conference. This year we received a total of 143 abstract submissions, which is our highest
number ever so thank you for helping the HAI grow in strength year on year.

A very special thanks to all our guest speakers who have travelled from near and far to be here
with us. We are most grateful to each and every speaker for taking the time out of their very
busy schedules to share their knowledge with us.

Once again, it gives me great pleasure to announce that Novartis have agreed to continue their
sponsorship of the Novartis Career Development & Nursing Professional Development Awards
in the amount of €10,000 and €3000 respectively. Details of how to apply for these awards
will be announced at the conference. This award will provide funding for further education,
research or the acquisition of a technique or skill which would be of benefit to medical
education. Our sincere thanks go to Novartis for sponsoring this Educational Grant.

Lastly, as my term of President of the HAlI comes to an end, | would like to extend a warm
welcome to our President-Elect, Prof. Paul Browne. | would like to wish him the very best of
luck in this role. | hope he enjoys it as much as | have.

| would like to thank the HAI Committee for all their support and hard work throughout my
term as President. In particular, | would like to acknowledge the work of Dr Su Maung, who is
stepping down as our Secretary/Treasurer and also Dr Kathryn Clarke who, as usual, have put
together a superb programme for this year’s meeting. | would also like to extend my sincere
thanks to everyone who has assisted in the review of abstracts as without this support, we
would not be able to run the meetings as successfully as we do.

Finally, on behalf of the HAl Committee | hope you enjoy the meeting!

Dr Feargal McNicholl, President



ANNUAL MEETING PROGRAMME

Friday 13th October 2023, Galway Bay Hotel
(CPD Accredited — 6 CPD Credits 13.10.23)

08.00-08.45 Tea/Coffee/Scones/Meet the Sponsors
(All sponsors who support this meeting through the sponsorship of exhibition space alone have no
input into the Agenda, speaker selection or content of this meeting)

08.45-09.00 Opening of the Annual HAI Meeting — Dr Feargal McNicholl, President

SESSION 1 — Oral Presentations 6 x 10 minute Presentations
Chairpersons: Dr Feargal McNicholl and Dr Su Maung

09.00-09.10

IDENTIFICATION OF POTENTIAL THERAPEUTIC TARGETS TO REVERT NATURAL KILLER CELL
EXHAUSTION IN MULTIPLE MYELOMA THROUGH SINGLE-CELL RNA-SEQ ANALYSIS

Jacopo Umberto Verga'?, M O'Dwyer?, E Szegezdi?

!Centre for Research Training in Genomics Data Science, School of Biological, University of
Galway, Galway, 2Apoptosis Research Centre, School of Biological and Chemical Sciences,
University of Galway, Galway, 3School of Medicine, Haematology Department, University
of Galway, Galway

09.10-09.20

SODIUM-GLUCOSE CO-TRANSPORTER-2 (SGLT2) INHIBITOR INDUCED APPARENT
ERYTHROCYTOSIS.

Stuart Macleod?, SG Grennan?, KP Perera?, SGaffey!, M Kelly?, K Drumm?, J Archutick™?, A
Hussain?, | Ul Hag?, G Crotty?

'Haematology, MRHT, Tullamore, 2Medicine, UL, Limerick

09.20-09.30

ENHANCING THE CYTOTOXICITY OF NATURAL KILLER CELLS ON NON-HODGKIN’S
LYMPHOMA USING SMAC MIMETIC BIRINAPANT

Soumyadipta Kundu®?, E Szegezdi!, M O'Dwyer?

'Apoptosis Research Centre, University of Galway, Galway, 2, ONK Therapeutics Ltd.,
Galway, Ireland

09.30-19.40

A SMALL MOLECULE DRUG THAT SELECTIVELY IMPAIRS INFLAMMATION-INDUCED
ANTIFIBRINOLYTIC ACTIVITY TO RESTORE PLASMIN GENERATION

Paula Austra Klavina'2, AM Rehill*, S) Humphreys3, F Nally?, CS Whyte3, NJ Mutch3, AM
Curtis?, RIS Preston*

Yrish Centre for Vascular Biology, School of Pharmacy and Biomolecular Sciences, RCSI,
Dublin, 2Curtis Clock Laboratory, School of Pharmacy and Biomolecular Sciences, RCSI,
Dublin, 2Aberdeen Cardiovascular and Diabetes Centre, Institute of Medical Sciences,
School of Medicine, Medical Sciences and Nutrition, University of Aberdeen, Aberdeen

09.40-09.50

UNRAVELLING THE MOLECULAR EFFECTS OF A NOVEL LEUKAEMIA-RELATED GENE
FUSION

Emma Grady?, T Dias*?, P McCarthy¥?3, S Biswas'?, A Trinquand?, D Betts3, A Malone?, J
Bond%?3

1School of Medicine, University College Dublin, Belfield, Dublin 4, 2UCD Systems Biology
Ireland, University College Dublin, Dublin, 3Children's Health Ireland, Crumlin, Dublin

09.50-10.00

THE PROGNOSTIC VALUE OF DETERMINING MYC TRANSLOCATION PARTNER GENES IN
DLBCL. RE-EVALUATING THE SIGNIFICANCE OF NON-IMMUNOGLOBULIN PARTNER
GENES.

Seosamh McCauley?, O Sheehy!, M Catherwood?

!Department of Haematology, Belfast City Hospital, Belfast , UK

10.00-10.35

STATE OF THE ART LECTURE: Introduced by: Dr Kathryn Clarke

Dr Nick Gleadall, University of Cambridge
“Genomics and Machine Learning in Transfusion Medicine”

10.35-11.05

TEA/COFFEE/POSTERS AND MEET THE SPONSORS
(All sponsors have supported this meeting through the sponsorship of exhibition space alone and
have had no input into the Agenda, speaker selection or content of this meeting)
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SESSION 2 - State of the Art Lectures followed by AGM
Chairpersons: Dr Conal McConville and Dr Amjad Hyatt

11.05-11.40

STATE OF THE ART LECTURE: Introduced by: Dr Barry Kevane

Prof. James O’Donnell, Consultant Haematologist, St James’s Hospital, Dublin
Roles for VWF beyond blood clotting

11.40-12.15

STATE OF THE ART LECTURE: Introduced by: Dr Amjad Hyatt

Prof. Tim lllidge, The University of Manchester
Early and Intermediate Stage Hodgkin Lymphoma

12.15-12.50

STATE OF THE ART LECTURE - Introduced by: Prof. Paul Browne

Prof. Gordon Cook, Professor of Haematology

Clinical Director (Haematology), Clinical Trials Research Unit, Leeds Cancer Centre,
St James's University Hospital, Leeds

Treatment Fitness: frailty adapted treatment approaches

12.50-13.15

AGM - All Welcome!

13.15-14.15

Lunch

SESSION 3: 6 x10 M

inute Presentations and State of the Art Lecture

Chairpersons: Dr Claire Andrews and Dr Larry Bacon

14.15-14.25

Targeted Inhibition of Phosphodiesterase (PDE) 4 in Endothelial Cells as a Novel Therapy
for Von Willebrand disease

Dearbhla Doherty 2, E Karampini !, C Byrne?, | Schoen !, R Preston?, JM O'Sullivan?, M
Lavin¥2, JS O'Donnell* 2

Yrish Centre for Vascular Biology, School of PBS, Royal College of Surgeons in Ireland
(RCSI), Dublin, 2National Coagulation Centre, St James's Hospital, Dublin, Ireland

14.25-14.35

EVOLUTION OF CELLULAR THERAPIES FOR MANTLE CELL LYMPHOMA:

A LYMPHOMA NETWORK SERIES OF PATIENTS TREATED AT THE NATIONAL ALLOGENEIC
STEM CELL AND CAR-T CENTRE (NASCCT) AT ST JAMES’ HOSPITAL

James Nolan?, Orla Gildea?, James Dillon3, Katie Liston?, Janet Tan%, Edward Jones®, Cormac Jennings®,
Stuart Macleod?, Anne Fortune?, Helen Enright®, Johnny McHugh?®, Derville O’Shea*, Su Maung?, Kanthi
Perera’, Brian Bird?, Ezzat Elhassadi®, Brian Hennessy®, Senthil Kumar®, John Quinn®, Hilary O’Leary®, Ruth
Clifford®, Ronan Desmond?, Mary Cahill*, Eoghan Molloy*, Greg Lee?, Paul Browne?, Larry Bacon?, Richie
Flavin'®, Fiona Quinn'?, Elisabeth Vandenberghe?! (Please refer to abstract for full author institution listing)

14.35-14.45

Use of DA-R-EPOCH for high grade B-cell ymphoma from 2014 to 2023 at Mater
Misericordiae University Hospital

Conor Hughes?, M Aly?, B Dillon?, I Loftus?, O Gildea?, C Fox!, E O' Rourke?, S Maung®2, M
Fay'?, A Fortune®?

'Haematology Department, Mater Misericordiae University Hospital, Dublin, Ireland
2School of Medicine, University College Dublin, Dublin

14.45-14.55

Discovery of distinct signal transduction interactions leading to thrombo-inflammatory
versus cytoprotective protease-activated receptor 1 signalling

David Noone'?, A Tashakor'?, E Soule'?, O Willis-Fox*?, H Fleming’?, AM Rehill*?, G
Leon®?, RJS Preston®?3

Yrish Centre for Vascular Biology, RCSI University of Medicine and Health Sciences, Dublin,
2School of Pharmacy and Biomolecular Sciences, RCSI University of Medicine and Health
Sciences, Dublin, 3National Children's Research Centre, Our Lady's Children's Hospital
Crumlin, Dublin
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14.55-15.05 APPLICATION OF THE ONLINE ACUTE MYELOID LEUKAEMIA CLASSIFICATION AND RISK
STRATIFICATION CALCULATOR IN A REAL-WORLD COHORT OF AML PATIENTS FROM
NORTHERN IRELAND

Kathryn Clarke', M Maguire?, N Cunningham?, D Finnegan?, C Arnold!, MF McMullin®, M
Catherwood?

'Haematology Department, Belfast Health and Social Care Trust, Belfast, Northern Ireland
ZNorthern Ireland Centre for Stratified Medicine, School of Biomedical Sciences, University
of Ulster, Derry, Northern Ireland, 3Centre for Medical Education, Queen's University
Belfast, Belfast, Northern Ireland

15.05-15.15 A CYTOGENETIC AND MINIMAL RESIDUAL DISEASE RISK ADAPTED STRATEGY IN THE
MANAGEMENT OF ADULT ACUTE LYMPHOBLASTIC LEUKAEMIA: A SINGLE CENTRE 10
YEAR EXPERIENCE.

Conor Browne?, S Toolan?, | Hughes?, A Polion?, M Brennan?, G Lee?!, D Waldron?, M
Regan?, L Brennan?, C Waldron?, CM Flynn?, E Conneally?, PJ Hayden?, R Henderson?, E
Vandenberghe?, CL Bacon' 'Department of Haematology, St James' Hospital , Dublin

15.15-15.55 STATE OF THE ART LECTURE - Introduced by: Dr Feargal McNicholl

Dr Kostas Stamatopoulos, Director of the Institute of Applied Biosciences at CERTH, the
Centre for Research and Technology Hellas, Thessaloniki, Greece
Realizing precision treatment of chronic lymphocytic leukemia

15.55-16.20 TEA/COFFEE/POSTERS AND MEET THE SPONSORS
(All sponsors who support this meeting through the sponsorship of exhibition space alone
have no input into the Agenda, speaker selection or content of this meeting)

PRESIDENT’S SYMPOSIUM - followed by the Liam O’Connell Lecture
Chairpersons: Dr Feargal McNicholl and Dr Su Maung

16.20-16.35 ANALYSIS OF THE PLATELET PROTEOME REVEALS INSIGHTS INTO THE PRO-
INFLAMMATORY AND PRO-THROMBOTIC STATE ASSOCIATED WITH THE PHILADELPHIA
CHROMOSOME-NEGATIVE MYELOPROLIFERATIVE NEOPLASMS

Sarah Kelliher?3, A Krishnan®5, A Falanga®7, A Fortune®?2, S Maung®2, M Fay®?2, C Andrews?8, L
Smyth? 8, K Fadalla®8, L Weiss®°, K Bennett°, S Macleod?, R Power?, E Conneally'**?, MF McMullin*3, F Ni
Ainle'23, P Maguire3°, B Kevanel23 (Please refer to abstract for full author institution listing)

16.35-16.50 AEBP2 IS A NOVEL GENETIC DEPENDENCY IN

EZH2 MUTANT B-CELL NON-HODGKIN LYMPHOMA

James Nolan®?3, D Angelov'2, D Nimmo?, M Mucha?, G Brien’, CW Chen*, E Vandenberghe?3, E
Conway?, AP Bracken?

!Cancer Chromatin Biology Laboratory, Smurfit Institute of Genetics, Trinity College Dublin, Dublin
2, ZTrinity St James' Cancer Institute, St James' Hospital, Dublin 8, Ireland

3Department of Haematology, St James' Hospital, Dublin 8, Ireland

“Department of Systems Biology, City of Hope Comprehensive Cancer Centre, Duarte, California

16.50-17.05 Child and Young Adolescent TLX3 rearranged T Acute Lymphoblastic Leukaemia (TLX3r T-
ALL): A National cohort analysis

Amélie Trinquand?, DR Betts?, S Rooney?, L Storey?, S Augustinel, S McLoughlin®, S Jacob?,
P McCarthy?, N Barrett?, V Broderick?, P Evans?, J Bond?, A Malone?, A O'Marcaigh?, OP
Smith?

National Children's Cancer Service, Children's Health Ireland at Crumlin, Dublin,
’Department of Clinical Genetics , Children's Health Ireland at Crumlin, Dublin
3Haematology Laboratory, Children's Health Ireland at Crumlin, Dublin
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17.05-17.20 Inhibition of HUWE1 Results in Sensitivity to Bortezomib and an Impaired Replicative
Stress Response in Multiple Myeloma

Jonathan J Morgan?, BG Kennedy?, R Williams?, KI Mills, L) Crawford *

The Patrick G Johnston Centre for Cancer Research , Queen's University Belfast, Belfast ,
Northern Ireland

17.20-18.20 LIAM O’CONNELL LECTURE - Introduced by: Dr Catherine Flynn

Dr Richard Dillon, Kings College London
“What Have Molecular Biologists Ever Done for Us?”

18.30-19.45 OFFICIAL POSTER VIEWING AND ADJUDICATION

Time: 18.30-19.45

Poster Board Presentations
(Poster Board Presentation Walkabout and Adjudication)

CPD Accredited — 6 CPD Credits
(13 October 2023)
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SATURDAY 14™ OCTOBER 2023
CPD Accredited — 4 CPD Credits (14.10.23)

09.30-09.40 ‘ Opening of Day 2 — Dr Feargal McNicholl, President

SESSION 5: Chairpersons: Dr Aaron Niblock and Dr Sorcha Ni Loingsigh
Clinical Vignettes & Oral Presentations Session

09.40-10.10 Clinical Vignettes Presentations — 6 x 5 Minute Presentations

09.40-09.45 ISOLATED UTERINE CERVIX PLASMACYTOMA TREATMENT CONUNDRUM
K Samuel?, W.R Huddleston?, S Rajendran?, Aaron Niblock3
'Haematology department, Antrim Area Hospital, Northern Ireland
2pathology department, Antrim Area Hospital, Northern Ireland

3School of Medicine, Ulster University, Northern Ireland

09.45-09.50 A CASE OF COPPER DEFICIENCY ASSOCIATED CYTOPENIAS AND MYELOPATHY
Jack Fitzgerald?, J Tan?, SY Chai?, S Ni Loingsigh’?

'Haematology department, Galway University Hospital, Galway

2Haematology, Mayo University Hospital, Mayo

09.50-09.55 BING—NEEL SYNDROME WITH CHRONIC LYMPHOCYTIC LEUKAEMIA: A CASE OF
COMPOSITE LYMPHOMA

Karolina Chmielowiec?, A Abladey?, K Clarke?, M Catherwood?, M Moore?, D Donaldson *
!Department of Clinical Haematology, Belfast City Hospital, Belfast, Northern Ireland
2Regional Molecular Diagnostics Service, Belfast City Hospital, Belfast, Northern Ireland
3Histopathology Department, Royal Victoria Hospital, Belfast, Northern Ireland

09.55-10.00 Rosai-Dorfman-Destombes Disease: A Rare Diagnosis in a Child with Massive Cervical
Adenopathy.

John Harford?, L Feeley?, D Mullane3, J Pears?, R Leahy®, C Ryan?

'Department of Paediatric Haematology, Mercy University Hospital, Cork, 2Department of
Histopathology, Cork University Hospital, 3Department of Paediatric Medicine, Cork University
Hospital, Cork, “Department of Paediatric Oncology, Children's Health Ireland, Crumlin, Dublin,
>Department of Paediatric Immunology, Children's Health Ireland, Crumlin, Dublin

10.00-10.05 Paediatric Non-Hodgkin’s Lymphoma presenting in the oral cavity: a brief review of the
literature and case series.

Alanna Allen, K FitzGerald, Y MacAuley, A Cant, D Murray, A Beattie, A Malone, O Smith, L
Storey, A O'Marcaigh, N Barrett, P McCarthy, P Evans, V Broderick

!Department of Haematology, CHI, Dublin, 2Department of Dentistry , CHI, Dublin

10.05-10.10 A rare case of polycythaemia vera driven by the JAK2 R564L mutation
ALi Al-Baghdadi?, A Nee!
'Haemtology, University hospital Limerick , Limerick

10.10-10.50 5 x 10 Minute Oral Presentations

10.10-10.20 VIRUS-INDUCED ENDOTHELIAL CELL 'MEMORY' ENHANCES PRO-INFLAMMATORY AND
PRO-THROMBOTIC ACTIVITY TO SUBSEQUENT STIMULATION

Zhongmin Wang'3, AM Rehill2, G Leon¥?, P Deng'?, RJS Preston?

Yrish Centre for Vascular Biology, Royal College of Surgeons in Ireland, Dublin, 2National
Children's Research Centre, Our Lady's Children's Hospital Crumlin, Dublin, 3Center for
Drug Metabolism and Pharmacokinetics, Soochow University, Suzhou, China

10.20-10.30 THE RELATIONSHIP BETWEEN LOW VON WILLEBRAND FACTOR, TYPE 1 VON
WILLEBRAND DISEASE AND AGEING - NOVEL INSIGHTS FROM THE LOVIC AND WIN
COHORT STUDIES

F Atig¥? R Blok?, CB van Kwawegen?, Dearbhla Doherty?!, M Lavin® 3, JG van der Bom*, NM
0'Connell?, J de Meris®, K Ryan3, SEM Schols®, M Byrne?, FCJI Heubel-Moenen’, KPM van
Galen®, RIS Preston?, CJ Fijnvandraat®, RI Baker'®!!, K Meijer®?, P James?3, J Di Paola'4, HCJ
Eikenboom?® (Please refer to abstract for full author institution listing)
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10.30-10.40

EXPLORING THE METABOLIC PROFILING OF MULTIPLE MYELOMA: IMPLICATIONS FOR
TARGETED THERAPIES

Ludovica Di Martino?, SG GILMORE?, YW WANG?, SG GLAVEY?, TNC NI CHONGHAILE?
1. Department of Physiology and Medical Physics, Royal College of Surgeons in Ireland,
Dublin, 22. Department of Haematology, Beaumont Hospital, Dublin

10.40-10.50

EXTRACELLULAR VESICLE-MEDIATED MOLECULAR MECHANISMS IN THE PROGRESSION
OF MULTIPLE MYELOMA.

Chloe Wylie!, D Malinova?, L Crawford?

patrick G Johnston Centre for Cancer Research, Queen's University Belfast, Belfast,
Northern Ireland, *Wellcome Wolfson Institute for Experimental Medicine, Queen's
University Belfast, Belfast, Northern Ireland

10.50-11.00

CLINICAL FEATURES AND OUTCOMES OF ADULTS DIAGNOSED WITH HAEMOPHAGOCYTIC
LYMPHOHISTIOCYTOSIS (HLH) OVER A FIVE YEAR PERIOD FROM 2018 — 2023 IN A
TERTIARY REFERRAL HOSPITAL : A SINGLE CENTRE STUDY

Cormac Jennings?, K Fadalla'?, K Murphy'?, C Andrews*?, M Coyne®?, DG Connaghan?, J
Fitzgerald?, M Power?, N Swan??3, E Feeney*>, E Molloy*®, R Hughes*’, O Solymus?®2, C
Collins®>%, ) Wade?, L Smyth'?2

!Department of Haematology, St Vincents University Hospital, Dublin, 2School of Medicine,
University College Dublin, Dublin, 3Histopathology Department, St Vincents University Hospital,
Dublin, “Department of Radiology, St Vincents University Hospital, Dublin, *Infectious Disease
Department, St Vincents University Hospital, Dublin, ®Department of Rheumatology, St Vincents
University Hospital, Dublin, ‘Department of Dermatology, St Vincents University Hospital, Dublin,
8Department of Anaesthetics, St Vincents University Hospital, Dublin

11.00-11.20

TEA/COFFEE AND MEET THE SPONSORS
(All sponsors who support this meeting through the sponsorship of exhibition space alone have no
input into the Agenda, speaker selection or content of this meeting)

SESSION 6: Chairper
Guest Speaker Lectu

sons: Dr Feargal McNicholl and Prof. Paul Browne
res

11.20-12.00

Guest Speaker Lecture — Introduced by: Dr Feargal McNicholl

Creating and maintaining excellence in Haematology: lessons from elite sport
Prof. Eamon O’Shea, Professor in the School of Business & Economics and was Inaugural
Director of the Irish Centre for Social Gerontology (ICSG) at the University of Galway

12.00-12.20

Guest Speaker Lecture — Introduced by: Dr Conal McConville

Prof. Andrea Piccin, NIBTS, Belfast
UK PATHOGEN INACTIVATION AND REDUCTION TECHNOLOGY. SHOULD WE STAY OR
SHOULD WE GO ... (FOR IT)?

12.20-12.55

STATE OF THE ART LECTURE: Introduced by: Dr Larry Bacon

Dr Carmel Waldron, Consultant Haematologist, St James’s Hospital
THE EPIDEMIOLOGY OF CLL IN IRELAND AND THE VALUE OF ESTABLISHING A
PROGNOSTIC BIOMARKER PANEL AT DIAGNOSIS

12.55-13.05

Close of Conference and Awarding of Educational Awards

13.05

Lunch
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Saturday 14" October 2023

Joint EHA/HAI Education Symposium
(Recognised SpR Session)

14:00-14:05 Opening by Dr Su Maung (HAI)
14:05-14:15 Dr James Nolan (HAI)
HAEMATOLOGY TRAINING IN IRELAND- OVERVIEW AND PERSONAL EXPERIENCE
14:15-14:25 Dr Mandy Lauw (President of YoungEHA)
WHAT IS YoungEHA?
14:25-14:35 Dr Nuno Borges (Young EHA committee member)
YoungEHA MEMBERSHIP- EXPERIENCE AND FUTURE DIRECTIONS
14:35-14:45 SHORT Q&A SESSION
14:45-15:05 IRISH EXPERIENCE

Dr Daniel Angelov
Dr Sarah Kelliher
Dr Greame Greenfield

15:05-15:35 PANEL DISCUSSION: SUPPORTING YOUNG TRAINEES IN RESEARCH AND CAREER
PROGRESSION
Panellists: Dr Mandy Lauw, Dr Nuno Borges, Dr Barry Kevane, Dr Nina Orfali

15:35 Close of session by chair

CPD Accredited — 4 CPD Credits
(14 October 2023)
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HAI NURSES & AHPs ANNUAL MEETING PROGRAMME

FRIDAY 13 OCTOBER, 2023
08.00-09.30 ‘ REGISTRATION AND MEET THE SPONSORS/DISPLAY POSTERS
CHAIRS: Fidelma Hackett and Lorna Storey
TIME TOPIC SPEAKER
09.30-09.40 Welcome and Introduction Fidelma Hackett, Chairperson, HAI
Nursing/AHP Group
09.40-10.40 Lymphoma in Adolescents and Young Adults Dr Eoghan Molloy, Consultant
Haematologist and AYA Cancer
Lead, Cork University Hospital
And
Patient Perspective Shauna Reilly
10.40-11.10 Tea/Coffee/Meet the Sponsors/Posters
11.10-12.10 Scientific Emerging Therapies for Myeloma Elaine Vickers, Science
Communicated Ltd
12.10-12.40 Evolving Therapies for Myeloma and Nursing Teresa Meenaghan, ANP
Considerations & Deirbhle Cox CNS Haem, NUIG,
Galway
12.40-14.00 Lunch

CHAIRS: Louise Gribben and Ann-Marie Murphy-Cruse
Oral Presentations — 4 x 15 Minute presentations

14.00-14.15 AUDIT ON THE SCREENING AND MANAGEMENT OF LATE Kerrie Sweeney, Haematology
AND LONG-TERM CONSEQUENCES OF MYELOMA AND ITS | Department, Antrim Area
TREATMENT Hospital, N. Ireland

14.15-14.30 WHAT IS THE IMPACT OF A MINDFULNESS-BASED Marie Roche, Denis Burkitt Ward,
INTERVENTION ON DEPRESSION AND BIOPSYCHOSOCIAL RCSI, Dublin
VARIABLES AMONG HAEMATOPOIETIC STEM CELL
TRANSPLANT PATIENTS DURING HOSPITALISATION

14.30-14.45 LYMPHOMA FOLLOW-UP IN THE MID-WEST: A 10 YEAR Fidelma Hackett, ANP, Limerick
RETROSPECTIVE REVIEW TO GUIDE PRACTICE University Hospital

14.45-15.00 EMPOWERING CARE: ADVANCED NURSE PRACTITIONER Ger Walpole, ANP, Sligo University
LED ORAL ANTI-CANCER MEDICATION (OAMS) CLINICS Hospital
LEADING THE WAY IN EXPANSION OF CANCER CARE

15.00-15.20 Short Tea/Coffee/Meet the Sponsors

CHAIRS: Niamh O’Sullivan and Caroline McCaughey

15.20-16.05 Meet the Expert — Case Studies on:
Patient Identification Error Joanne Stewart, Ward Sister,
Belfast Trust
Transfusion Associated Circulatory Overload Louise Gribben, Haematology
Advanced Nurse Practitioner,
Southern Trust
Transfusion Reaction Prof. Andrea Piccin, Consultant
Haematologist, NIBTS, Belfast
16.05-16.35 'Stepping into Research: Where to Start' Prof. Emer Guinan,

Associate Professor in Cancer
Rehabilitation and Survivorship,
Trinity College Dublin
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FRIDAY 13 OCTOBER, 2023
TIME TOPIC SPEAKER
17.20-18.20 LIAM O’CONNELL LECTURE - Introduced by: Dr Catherine | In Main Conference Room
Flynn
Dr Richard Dillon, Kings College London
“What Have Molecular Biologists Ever Done for Us?”
18.30-20.00 | Poster viewing followed by Conference Dinner
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HAI NURSES & AHPs ANNUAL MEETING PROGRAMME
SATURDAY 14t October 2023

CHAIRS: Ruth Thompson and Aoife McCormack

TIME TOPIC SPEAKER

10.00-11.00 Recognising and Responding to Compassion Jayne Ellis, Managing Director, EF Training
Fatigue

11.00-11.30 Acute Haematology Oncology Nurse Service MarieClare McEvoy, Beaumont Hospital,

Dublin

11.30-11.40 Educational Funding Update Marie Roche

11.40-11.50 Educational Funding Update Lily Brewin

11.50-12.00 Educational Funding Update Carmel Ann Galligan

12.00-12.10 Educational Funding Update Deirdre Cleary

12.10-12.25 Highlights from the main conference

12.25-12.45 Close of Conference and Awarding of Prizes

12.45-14.00 Lunch




Professor Gordon Cook, MB ChB, PhD, FRCP (Glas), FRCPath

| am a graduate of the University of Glasgow School of Medicine & received
my higher professional training in haematology in the West of Scotland.
After completion of my PhD, | was appointed as a Consultant
Haematologist in the West of Scotland before moving to take up the post
of Director of Stem Cell Transplantation at Leeds Teaching Hospitals in
2002. In 2013 | was appointed as Professor of Haematology, University of
Leeds where | lead the myeloma clinical and translational research
programme with a primary interest in tumour immunology and
immunotherapy.

| was the founder & first Chair of the UK Myeloma Research Alliance. | am
the past-chair of the UK Myeloma Society and established the College of Myeloma (UK) which elected its
first fellows in 2019. | have represented the interests of both myeloma clinicians and patients in National
Institute of Clinical care & Excellence reviews and technology appraisals. | am the NHS England Advanced
Cellular Therapies Lead for myeloma and am a current committee member of the NHS England
Chemotherapy CRG. | have been appointed as the NCRI Haemato-oncologist Clinical Studies Group in
2022. | have developed and delivered an extensive national clinical research portfolio. Currently, | am
Chief Investigator for NCRI Myeloma X (completed), UKMRA Myeloma XlI (in follow-up), UKMRA Myeloma
XIV (in recruitment), UKMRA Myeloma XVIII iFIT (at funding) MUKeight (completed) and MUKeleven
(completed). My collaboration with industry includes my position as the UK Chief investigator for 6
industry international phase Ill and Illb studies. | hold the posts of Clinical Director of National Institute of
Health Research (Leeds) Medtech & In Vitro Diagnostics Cooperative and Clinical Director (Haematology),
Clinical Trials Research Unit, University of Leeds.

Dr Richard Dillon

Clinical Senior Lecturer in Cancer Genetics, King’s College London and
Consultant Haematologist, Guy’s and St Thomas’ NHS Foundation Trust

Dr Richard Dillon is a Consultant Haematologist at Guy’s Hospital and a Clinical
Senior Lecturer in Cancer Genetics in the Department of Medical & Molecular
Genetics at King’s College London. Dr Dillon’s work is focussed on acute myeloid
leukaemia, in particular the development of molecular diagnostics and
molecularly targeted therapies. Dr Dillon contributes extensively to clinical
trials in AML: he leads on molecular MRD for the UK NCRI AML trials and is
currently the chief investigator of the VICTOR and BlinAML studies, which are
investigating an MRD guided approach to therapy.

Jayne Ellis Founder and CEO

Jayne has worked in healthcare for over 30 years as a nurse and an educator.
She is a published autho r and regularly speaks at conferences and events on
the subject of Compassion Fatigue all over the UK.

EF training is the only UK training organisation that provides quality,
evidence-based training that pro-actively addresses the impact of
Compassion Fatigue on individuals and organisations. Having experienced
compassion fatigue herself Jayne is acutely aware of the emotional impact
that working in any caring role has. She is committed to raising awareness
about Compassion Fatigue and is campaigning for emotional health and
safety to be seen as having equal status to physical health and safety in every
' - industry across the UK.
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Dr Nick Gleadall is an Assistant Professor at the University of Cambridge,
from which he was awarded his PhD in 2020. He holds honorary
| appointments with Cambridge University Hospitals, University College
London Hospitals and NHS Blood and Transplant. He is the Chief Analyst of
the Blood transfusion Genomics Consortium. Nick’s current research is
focused on genomics and Al in transfusion medicine, in particular the
application of high-throughput genotyping or sequencing technologies and
the exploitation of large datasets to improve the matching for blood groups
between patients and donors. He is a key member of a team applying
machine learning to complete blood count results with the aim to discover
signatures of pathogen infection for use in population surveillance. Earlier
in his career he pioneered new sequencing based tests for infectious disease
detection and he developed the bioinformatical infrastructure for the first diagnostic whole exome
sequencing platform for rare diseases in the NHS.

Associate Professor Emer Guinan is an Associate Professor and Principal
Investigator in Cancer Rehabilitation and Survivorship at the School of
Medicine Trinity College Dublin. A CORU registered physiotherapist, Dr
Guinan has over 12 years of experience as a researcher in cancer
rehabilitation and survivorship. Her work has delivered 70 peer reviewed
publications and she has received >€3 million in external grant funding.
She has fulfilled multiple research roles over her career including trial
project manager (PREPARE & ReStOre trials), protocol development group
for an international multi-site randomised controlled trial (INTERVAL-
GAP4 trial), trial management group committee (ExPeCT, ReStOre &
PreHIIT trials), co-Principal Investigator (PreHIIT trial) and Principal
Investigator (PERCS).

Professor Tim lllidge BSc MB BS PhD FRCP FRCR FRCPath FMedSci
Professor of Targeted Therapy and Oncology (University of Manchester)
and honorary consultant clinical oncologist (Christie NHS Foundation
Trust)

Dr lllidge completed his undergraduate degrees with a BSc in Biochemistry
(London) and medicine (MB BS) at Guy’s Hospital, Royal College of
Physicians (1993) and trained in oncology in Southampton gaining Fellow
of Royal College of Radiologists in 1997. In worked as CRUK Senior Clinical
Research Fellow at University of Southampton 1998-2004 and was
appointed Professor of Targeted Therapy and Oncology at University of
Manchester in 2004. His clinical research is focused on lymphoma and has
led to a number of practice changing clinical trials in B and T cell
lymphomas as well as Hodgkin Lymphoma. His awards have included cancer researcher of the year by
University of Manchester in 2012, researcher of the year for the Faculty of Medical and Life sciences in
2013, the Royal College of Radiologists gold medal in 2018, Skeggs medal in 2019, a Senior National
Institute of Health Research (NIHR) investigator award in 2019 and 2023. He was elected as Fellow of the
Academy of Medical Sciences in 2022.
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Marie Claire McEvoy, Beaumont Hospital

* | work as a Clinical Nurse Specialist within the Haematology service in
8l Beaumont Hospital, Dublin. | have been based in Oncology/Haematology
since 2011 in both inpatient and outpatient settings. My current role is
oversight of the Telephone Triage service which is provided to Haematology
patients who may have disease/treatment related immunosuppression or
who are receiving Systemic Anti-Cancer Treatment. Since commencing this
role in 2020 | have established a formalised pathway for the telephone
triage of the haematology patient cohort. The UKONS telephone triage tool
to grade symptoms/side effects and direct care of patients who are unwell
at home has been introduced in conjunction with this. The triage tool is an
excellent risk assessment tool for Haematology/Oncology patients and
allows the user to give the most appropriate advice to a vulnerable patient
group. The tool is used by myself, and the nursing staff in the Haematology inpatient and outpatient
wards for patients who contact our service unwell at home . Advice is then given to patients on how to
proceed including directing them to their GP or local ED. The service is available 24/7 365 days a year.

Teresa Meenaghan is a Registered Advanced Nurse Practitioner in
Haematology at GUH for the past 12 years. She holds a qualification for
medicinal prescribing as well as ionising radiation. She has a keen interest in
myeloma, acute leukaemia, ITP as well as CLL. She has experience in working
in many different fields in haematology including autologous and allogeneic
transplant, liaison nurse and palliative care. She is involved in education and
actively takes part in tutoring at undergraduate and post graduate level at
NUI Galway. She has a many publications based on her areas of interest and
presents at local and national levels. She enjoys walking, spending time with
family and has recently taken up golf in preparation for retirement!!

Dr Eoghan Molloy, MB BCh BAO, LRCP & SI, MRCPI, FRCPath

Dr Molloy is a Consultant Haematologist Cork University Hospital. Dr Molloy
received his undergraduate medical education at the Royal College of
Surgeons in Dublin. He then completed Basic Specialist Training at
Beaumont Hospital and following this commenced Higher Specialist
Training in Haematology. After completion of HST, he moved to the US for
fellowship training at the National Institutes of Health (NIH), Bethesda,
Maryland. At the NIH, he received subspecialty training in Cellular Therapy,
including Haematopoietic Stem Cell Transplantation, Gene Therapy and
CAR-T Cell Therapy. He also worked at the Johns Hopkins Hospital,
Baltimore MD, and Children’s National Hospital, Washington, DC, where he
received further training in Transfusion Medicine, Apheresis and Patient
Blood Management.

Dr Molloy participates in clinical trials and research as a member of Cancer Trials Ireland, Blood Cancer
Network Ireland and the UCC Cancer Trials Group. His research interests include novel targeted drug
therapy for refractory B-Cell malignancies. Dr Molloy’s main clinical practice is in malignant Haematology.
He has specific expertise in the management of lymphoma, myeloma and acute lymphoblastic leukaemia.
In 2022, CUH was designated as an Adolescent and Young Adult (AYA) Cancer Centre, and Dr Molloy serves
as the first appointed Clinical Lead for AYA Cancer in Cork. Dr Molloy’s laboratory practice includes
Transfusion Medicine and Immuno-Haematology at CUH. He also provides for Laboratory Consultation in
Maternity and Neonatal Transfusion for Cork University Maternity Hospital.
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Professor James O’Donnell received his medical degree from Trinity College
Dublin and subsequently a PhD from Imperial College London. He
completed haematology training in the Hammersmith and Royal Free
Hospitals in London. He is a Fellow of both the Royal College of Physicians
of Ireland, and the Royal College of Pathologists (UK). Prof O’Donnell is
currently Professor of Vascular Biology in the Royal College of Surgeons in
Ireland; Director of the Irish Centre for Vascular Biology; and a Consultant
Haematologist in the National Coagulation Centre in Dublin. Over the past
20 years, the Haemostasis Research laboratory led by Prof. O'Donnell has
focussed on clinical bleeding and thrombosis disorders. He has published
more than 200 publications in high impact journals (h-index = 44 with > 7,000 citations) and received >
€12M in peer-reviewed grant funding awards, including awards from the Science Foundation Ireland, the
Wellcome Trust and the NIH. In 2022, he was elected a Member of the Royal Irish Academy.

Prof. Eamon O’Shea is a Professor of Economics in the School of Business
& Economics at the University of Galway. He was founder and inaugural
Director of the Irish Centre for Social Gerontology (ICSG). He is
currently Director of the Centre for Economic and Social
Research on Dementia at University of Galway. He holds an M.A. from
University College Dublin, an M.Sc. from the University of York and a Ph.D
from the University of Leicester. He has published close to 200 scientific
papers in refereed journals, including publications in top-ranked journals
such as the Journal of Health Economics, Social Science and Medicine, Age
and Ageing, British Medical Journal and the International Journal of
Geriatric Psychiatry. Professor O’Shea has authored/co-authored 15 books
and monographs, mainly in the field of ageing, dementia and social policy.
His work has been influential in setting the agenda for the reform of services and policies for people with
dementia in Ireland. He was Chair of the National Economic and Social Forum Expert Group on Care of
the Elderly in 2005/06 and co-authored the influential Creating Excellence in Dementia Care report in
2012. He was awarded a five-year Health Research Board (HRB) Research Leader grant in dementia in
2015 and is currently part of a Marie Sklodowska-Curie doctoral network (HOMEDEM), exploring home
care for people with dementia in Europe.

Professor Andrea Piccin is a Consultant Haematologist with experience in
Transfusion Medicine, Paediatric Haematology, Adult Haematology. He has
previously worked in Italy, Austria, the Republic of Ireland. He is currently
working at Northern Ireland Blood Transfusion Service (NIBTS) in Belfast. In
1996 he received his Medical Degree at Padua University, in Italy. In 2002 he
obtained his Higher Specialist Degree in Haematology at Verona University,
in Italy. In 2009 he completed a PhD degree at Trinity College Dublin on “New
Insights in Sickle Cell Anemia Pathophysiology”. In 2018 he became
Associate Professor with the Medical University of Innsbruck in Austria and
completed a second PhD thesis on “Endothelial damage in
Myeloproliferative Diseases”.

Relevant activities include:
- aMDthesis on “Tandem Transplant for Multiple Myeloma” a second MD degree on Gene Therapy
in Pediatric onco-haematology,
- aninternational study on “Autologus Recovery in Aplastic Anaemia”; studies on Sickle Cell Disease,
Microparticles detection, Regenerative Medicine and Transfusion Medicine
- He s the author of > 100 peer reviewed publications.
- He has given oral presentations at > 60 international meetings.
For his scientific contribution he has been awarded with the honor of Sir/Cavaliere of the Italian Republic.
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Dr Kostas Stamatopoulos is Director of the Institute of Applied Biosciences at
CERTH, the Centre for Research and Technology Hellas, in Thessaloniki,
Greece. He is also Scientific Collaborator of the Molecular Diagnostics lab of
the G. Papanicolaou Hospital in Thessaloniki Greece, under a memorandum
of understanding. Following his graduation as a medical doctor in 1990 and
clinical haematology experience gained in the Athens University School of
Medicine, Dr Stamatopoulos obtained a PhD in Immunoglobulin genes in B-
cell malignancies in 1997.

He has been involved in CLL and lymphoma research since 1994 and is a
founding member of the IMGT CLL-DB initiative
(Http://Www.Imgt.Org/CLLDBInterface) and the IG CLL group
(Http://Www.lgcll.Org), operating under the auspices of ERIC (European
Research Initiative on CLL). He has published extensively about the
immunobiology of CLL and other lymphomas in several peer-reviewed journals. His current research
interests focus on the role of microenvironmental interactions in human lymphomas and the study of
antigen receptor gene repertoires in health and disease.

Elaine Vickers has worked as a cancer educator and writer for twenty years.
Since setting up her company, Science Communicated Ltd
(sciencecommunicated.co.uk), Elaine has developed a wide range of study
days and teaching materials that explain cancer biology and the science
behind targeted cancer treatments and immunotherapies.

Each year, Elaine teaches hundreds of cancer nurses, doctors, and allied
cancer professionals in hospitals and research centres throughout the UK.
Her book, “A Beginner’s Guide to Targeted Cancer Treatments” was highly
commended by the British Medical Association Medical Book Awards in
2019. She is currently working on a second edition, due out in 2024. Elaine
| delivers a regular programme of study days for the Royal Marsden Hospital
in London and speaks at numerous cancer conferences in the UK and
Europe. Elaine has a degree in Medical Science from the University of
Birmingham and a PhD in Molecular Biology from the University of Manchester. Her goal is to unravel the
complexities of cancer biology and new cancer treatments and to make these topics interesting and
accessible to non-scientists.

Dr Carmel Waldron was appointed as a Consultant Haematologist in St. James's hospital in 2022 following
the completion of a lymphoma fellowship in Princess Margaret Cancer Care Centre in Toronto. Her special
interests are focused on chronic lymphoproliferative disorders and CLL and she has recently co-authored
several peer-reviewed articles on CLL. She has an interest in clinical trials and is currently the Pl and Cl on
a number of trials.

18


http://www.imgt.org/
http://www.igcll.org/
https://sciencecommunicated.co.uk/beginners-guide-to-targeted-cancer-treatments-book/

09.00-09.10 — Friday 13 October

Malignant Haematology and Transplantation
IDENTIFICATION OF POTENTIAL THERAPEUTIC TARGETS TO REVERT NATURAL KILLER CELL EXHAUSTION IN
MULTIPLE MYELOMA THROUGH SINGLE-CELL RNA-SEQ ANALYSIS
JU Verga'?, M O'Dwyer?, E Szegezdi'?
!Centre for Research Training in Genomics Data Science, School of Biological, University of Galway
2Apoptosis Research Centre, School of Biological and Chemical Sciences, University of Galway
3School of Medicine, Haematology Department, University of Galway

Introduction: Multiple myeloma (MM) is a blood cancer caused by the accumulation of plasma cells in the bone
marrow. Disease progression is associated with immune suppression. Natural Killer (NK) cells, part of the innate
immune system, play a pivotal role in anti-tumor surveillance. We aimed to understand whether and how the
NK cells may be impacted by MM and how NK cell dysfunction in MM can be reverted.

Methods: scRNA-Seq datasets were integrated using Seurat(1) and scVI(2). SingleR(3) and a reference
dataset(4) were used to identify the different cell types. To classify NK cells as active, tissue-resident (rNK), or
exhausted (eNK), we developed an algorithm (ScoreMarkers(5)) that scores the cell state based on a gene
expression signature(6). The classification has been validated using scGSEA(7) and gene sets from MSigDB.
Then NK cells were characterized through Differential gene expression (DGE) with Seurat (method ="LR”,
FDR<0.05), gene ontology (GO) enrichment analysis with ClusterProfiler(8) and GOSemSim(9). Active ligand-
receptor pairs have been identified with LIANA(10,11) and active Transcription Factors (TF) in NK cells with
pyScenic(12). An immune checkpoint (IC) signaling cascade network has been built with NicheNet(13) using
ligands from LIANA and target genes from pyScenic as inputs. Genes in the identified IC cascades were ranked
by integrating PageRank, Betweenness centrality, Percolation, and Ricci Curvature.

Results: Because the NK cell population is heterogeneous, we used single-cell level analyses. We have
integrated 6 scRNA-Seq studies containing samples that encompass all stages of MM disease progression. The
dataset contains 14,103 and 7,596 NK cells in MM and healthy samples respectively, which were dichotomized
into rNK and eNK cells. The proportion of eNK cells increased in all the disease stages (p.value<0.01). eNK cells
in MM up-regulated several IC receptors, genes associated with the development of malignancies, and altered
tumor immune microenvironment. Only a minority of DEG, enriched Biological Processes and TF were shared
by eNK cells in MM and healthy samples. This suggests disease-specific pathways driving NK cell exhaustion in
MM. Cell-cell interactions suggest the tumor microenvironment actively supports immune exhaustion by
activating several IC Receptors. With the network analysis, we established and ranked the IC signaling cascade
genes. The expression patterns of the highest-ranking genes exhibited a significant correlation with exhaustion
scores determined by ScoreMarkers. These top-ranking genes encompass a diverse range of functional
categories, including nuclear receptors, TFs, and phosphatases and many of them play pivotal roles in
regulating NK activity, while others have yet to be implicated in this context. We are currently in the process
of planning in vitro experiments to validate the identified genes and potentially uncover new functional roles,
providing substantial evidence for our findings.

Conclusions: Our investigation has identified distinctive myeloma-specific pathways driving the exhaustion of
NK cells, already at the earliest phases of the disease, indicating a pivotal role in disease progression. By
accurately delineating the signaling cascades orchestrating immune exhaustion, we have pinpointed potential
therapeutic targets. These targets are anticipated for experimental evaluation, to design NK cells resistant to

the debilitating influences of the tumor microenvironment.

1. Hao Y, Hao S, Andersen-Nissen E, Mauck WM, Zheng S, Butler A, et al. Integrated analysis of multimodal single-cell data. Cell. 2021
Jun;184(13):3573-3587.e29. 2. Lopez R, Regier J, Cole MB, Jordan M, Yosef N. Deep generative modeling for single-cell transcriptomics. Nat
Methods. 2018 Dec;15(12):1053-8. 3. Aran D, Looney AP, Liu L, WU E, Fong V, Hsu A, et al. Reference-based analysis of lung single-cell sequencing
reveals a transitional profibrotic macrophage. Nat Immunol. 2019 Feb;20(2):163-72. 4. Triana S, Vonficht D, Jopp-Saile L, Raffel S, Lutz R, Leonce
D, et al. Single-cell proteo-genomic reference maps of the hematopoietic system enable the purification and massive profiling of precisely defined
cell states. Nat Immunol. 2021 Dec;22(12):1577-89. 5. VergalU/ScoreMarkers: Function to score the expression of positive and negative markers
in single cell RNA seq data [Internet]. 2022 [cited 2022 Nov 30]. Available from: https://github.com/VergaJU/ScoreMarkers 6. Foroutan M,
Molania R, Pfefferle A, Behrenbruch C, Scheer S, Kallies A, et al. The Ratio of Exhausted to Resident Infiltrating Lymphocytes Is Prognostic for
Colorectal Cancer Patient Outcome. Cancer Immunol Res. 2021 Oct 1;9(10):1125-40. 7. Franchini M, Pellecchia S, Viscido G, Gambardella G.
Single-cell gene set enrichment analysis and transfer learning for functional annotation of scRNA-seq data. NAR Genomics Bioinforma. 2023 Jan
10;5(1):lgad024. 8. Wu T, Hu E, Xu S, Chen M, Guo P, Dai Z, et al. clusterProfiler 4.0: A universal enrichment tool for interpreting omics data. The
Innovation. 2021 Aug;2(3):100141. 9. Yu G, Li F, Qin Y, Bo X, Wu Y, Wang S. GOSemSim: an R package for measuring semantic similarity among
GO terms and gene products. Bioinformatics. 2010 Apr 1;26(7):976—-8. 10. Dimitrov D, Turei D, Garrido-Rodriguez M, Burmedi PL, Nagai JS, Boys
C, et al. Comparison of methods and resources for cell-cell communication inference from single-cell RNA-Seq data. Nat Commun. 2022 Jun
9;13(1):3224. 11. Turei D, Valdeolivas A, Gul L, Palacio-Escat N, Klein M, Ivanova O, et al. Integrated intra- and intercellular signaling knowledge
for multicellular omics analysis. Mol Syst Biol. 2021 Mar;17(3):e9923. 12. Aibar S, Gonzalez-Blas CB, Moerman T, Huynh-Thu VA, Imrichova H,
Hulselmans G, et al. SCENIC: Single-cell regulatory network inference and clustering. Nat Methods. 2017 Nov;14(11):1083-6. 13. Browaeys R,

Saelens W, Saeys Y. NicheNet: modeling intercellular communication by linking ligands to target genes. Nat Methods. 2020 Feb;17(2):159-62.
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Sodium-Glucose Co-Transporter-2 (SGLT2) Inhibitor Induced Apparent Erythrocytosis.

SM Macleod?, SG GRENNAN?, KP PERERA?, SG GAFFEY?!, MK KELLY?, KD DRUMM?, JA ARCHUTICK*?, AH
HUSSAINY, IH UL HAQ?!, GMC CROTTY!

'Haematology, MRHT, Tullamore, Ireland

Medicine, UL, Limerick, Ireland

Introduction/Background

Referrals for investigation and management advice in patients with Erythrocytosis are common in the
Haematology Outpatient clinic. These referrals are often directly concerned with the possibility of a
diagnosis of Polycythaemia Vera (PV). Guidelines have been published regarding the diagnostic approach
to PV and the comprehensive investigation of a patient with Erythrocytosis. These guidelines include the
2018 British Society of Haematology guideline?. This specific guideline includes a proposed investigation
algorithm. The first step in this, following the confirmation of a persistent Erythrocytosis, includes
performing a history, exam and initial investigations including serum Erythropoietin (EPO). The guideline
outlines the importance of considering secondary causes of erythrocytosis, including drug induced for
example with exogenous EPO, diuretics, or androgen preparations. There have been several reports in the
literature of SGLT2 inhibitors also being linked to erythrocytosis?. The mechanism of action underlying the
erythrocytosis includes increased EPO production via hypoxia-induced activation of HIF2a, modulation of
iron metabolism through hepcidin, and haemoconcentration®. We wanted to investigate the prevalence
of this in our practise.

Materials and methods

In this study we gathered retrospective data for a 12-month period, from June 2022, in our Regional
Hospital. We identified all patients who had serum EPO tested, then included any patients who had this
done to investigate an erythrocytosis. We checked if JAK2 mutational analysis was performed, and
searched for the medication lists of these patients to correlate if any had been on a SGLT2 inhibitor at the
time of referral and investigation.

Results

We identified 65 patients investigated for an erythrocytosis with an EPO level. A drug list was available in
52, of these, 5 patients (9.6%) were taking an SGLT2 inhibitor, with 3 also taking diuretics. All patients
taking SGLT2 inhibitors with erythrocytosis had a negative JAK2. There were 9 patients (17.3%) on
diuretics. All 65 patients had a JAK2 mutational analysis with some also tested for CALR and MPL mutations
as part of a ‘Myeloproliferative Neoplasm (MPN) panel’. Out of these p5 patients, 4 (6.2%) had positive
JAK2 mutations and a confirmed diagnosis of PV. One patient with erythrocytosis, who had a ‘MPN panel’
sent, had a MPL codon 515 mutation detected.

Conclusions

Itis standard clinical practice to perform a comprehensive history and examination on any patient referred
to your care. This can sometimes be made difficult, especially when confirming a comprehensive
medication history for patients with polypharmacy. However, we identified that almost 1 in 10 patients
referred with erythrocytosis (of those whose medication list was available), were on a SGLT2 inhibitors
and 17% on some form of diuretic. SGLT2 inhibitors are a medication not currently referred to in the
guidelines. This class of medication is becoming more widely used and as should be recognised as a
potential cause of apparent erythrocytosis.

References. 1. McMullin, M.F., Harrison, C.N., Ali, S., Cargo, C., Chen, F., Ewing, J., Garg, M., Godfrey, A., S, S.K,,
McLornan, D.P., Nangalia, J., Sekhar, M., Wadelin, F. and Mead, A.J. (2018). A guideline for the diagnosis and
management of polycythaemia vera. A British Society for Haematology Guideline. British Journal of Haematology,
184(2), pp.176—191. doi:https://doi.org/10.1111/bjh.15648. 2. Chin-Yee, Benjamin, et al. “Erythrocytosis Induced
by Sodium-Glucose Cotransporter-2 Inhibitors.” Canadian Medical Association Journal, vol. 192, no. 42, 19 Oct.
2020, pp. E1271-E1271, https://doi.org/10.1503/cmaj.76686. Accessed 6 July 2022. 3. Gangat, Naseema, et al.
“JAK2 Wild-Type Erythrocytosis Associated with Sodium-Glucose Cotransporter 2 Inhibitor Therapy.” Blood, vol.
138, no. 26, 30 Dec. 2021, pp. 2886—2889, https://doi.org/10.1182/blood.2021013996. Accessed 11 Apr. 2023.
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ENHANCING THE CYTOTOXICITY OF NATURAL KILLER CELLS ON NON-HODGKIN’S LYMPHOMA USING
SMAC MIMETIC BIRINAPANT

S Kundu®?, E Szegezdi!, M O'Dwyer*?

1Apoptosis Research Centre, University of Galway, Galway, Ireland

2, ONK Therapeutics Ltd., Galway, Ireland

Introduction: Diffuse Large B-cell Lymphoma (DLBCL) is one of the most aggressive forms of non-Hodgkin’s
lymphoma (NHL) caused by the uncontrolled proliferation of B cells. Although autologous CAR-T cell
therapies have been approved for DLBCL[1], NK cells offer a potential allogeneic therapeutic option.
Cancer cells acquire different mechanisms to evade recognition by the immune system. Recent studies
have shown that inhibition of inhibitor of apoptosis proteins (IAPs) with Second Mitochondria-derived
Activator of Caspase (SMAC) mimetic drugs can overcome this mechanism of immune evasion [2—4]in
different settings of haematological malignancies, e.g., acute/chronic myeloid leukaemia (AML/CML) [5],
acute myeloblastic leukaemia, B-ALL [6], etc. However, our understanding in the NHL landscape with
SMAC mimetics is very limited. Hence this project investigated whether the SMAC mimetic drug,
birinapant, that inhibits cellular IAP1/2 can sensitize NHL cells towards NK-mediated killing and identify
the underlying molecular mechanism(s).

Objectives: Our first objective was to optimise the concentration of birinapant that can inhibit Cellular
Inhibitor of Apoptosis Proteins (clAPs) on NHL cell lines without affecting their viability. Next, we tested
the effect of that concentration of birinapant on NK cell viability. Finally we tested the cytotoxicity of the
NK cells with NHL cells in presence of birinapant, and further studied the molecular mechanism(s) of
birinapant mediated NK sensitisation of NHL.

Methods: NHL cell lines- RIVA, RAJIl, OCI-LY1, OCI-LY7, OCI-LY10 were treated with birinapant to inhibit
clAP1/2. clAP inhibition and cell viability after treatment was determined with Western blotting
monitoring clAP1-degradation and fluorescent viability staining (Zombie-NIR) using flow cytometry. NK
cells were isolated from peripheral blood of healthy donors and expanded on a lymphoblastoid cell layer
using NK MACS medium and 500 IU/ml IL-2. NK-mediated cytotoxicity was assessed in NHL cell-NK cell co-
cultures and flow cytometry was used to measure the NK-mediated target cell lysis.

Results: Pre-treatment of NHL cells with a low, non-toxic dose of birinapant for 4 h led to full degradation
of clAP1 in NHL cell lines, and a longer, 24 h treatment led to a strong sensitisation of NHL cells towards
NK-mediated cytotoxicity. The same dose of birinapant had no significant effect on clAP expression or
viability in NK cells.

Conclusions: Short duration of SMAC-mimetic birinapant treatment led to rapid clAP degradation in NHL
cells, but longer exposure was required to enhance NK-mediated cytotoxicity, indicating that downstream
target(s) of clAPs, rather than clAPs themselves drive NK-resistance in NHL. The mediator(s) behind the
enhanced NK-cytotoxicity is currently being investigated.

1. Cappell KM, Kochenderfer JN: Long-term outcomes following CAR T cell therapy: what we know so far. Nat Rev
Clin Oncol 2023, 20:359-371. 2. Chen Z, Chen J, Liu H, Dong W, Huang X, Yang D, Hou J, Zhang X: The SMAC
Mimetic APG-1387 Sensitizes Immune-Mediated Cell Apoptosis in Hepatocellular Carcinoma. Front Pharmacol
2018, 9. 3. Allensworth JL, Sauer SJ, Lyerly HK, Morse MA, Devi GR: Smac mimetic Birinapant induces apoptosis and
enhances TRAIL potency in inflammatory breast cancer cells in an IAP-dependent and TNF-a-independent
mechanism. Breast Cancer Res Treat 2013, 137:359-371. 4. Benetatos CA, Mitsuuchi Y, Burns JM, Neiman EM,
Condon SM, Yu G, Seipel ME, Kapoor GS, LaPorte MG, Rippin SR, et al.: Birinapant (TL32711), a Bivalent SMAC
Mimetic, Targets TRAF2-Associated clAPs, Abrogates TNF-Induced NF-kB Activation, and Is Active in Patient-
Derived Xenograft Models. Mol Cancer Ther 2014, 13:867—-879. 5. Boddu P, Carter BZ, Verstovsek S, Pemmaraju N:
SMAC mimetics as potential cancer therapeutics in myeloid malignancies. Br J Haematol 2019, 185:219-231. 6.
Dufva O, Koski J, Maliniemi P, lanevski A, Klievink J, Leitner J, P6l6énen P, Hohtari H, Saeed K, Hannunen T, et al.:
Integrated drug profiling and CRISPR screening identify essential pathways for CAR T-cell cytotoxicity. Blood 2020,
135:597-6009.



09.30-09.40 - Friday 13 October
Haemostasis and Thrombosis

A SMALL MOLECULE DRUG THAT SELECTIVELY IMPAIRS INFLAMMATION-INDUCED ANTIFIBRINOLYTIC
ACTIVITY TO RESTORE PLASMIN GENERATION
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Introduction/Background: Coagulopathy is a common and life-threatening complication of sepsis,
characterised by the up-regulation of pro-coagulant and anti-fibrinolytic proteins in immune and
endothelial cells, leading to aberrant clot formation and dissolution. Therapeutic inhibition of
immunothrombosis is challenging due to the complex network of interactions between pro-inflammatory,
procoagulant, and fibrinolytic pathways. In this study, we sought to evaluate the properties of a small
molecule (SR9009) that was identified via screening to possess anti-immunothrombotic activity.

Materials/Methods: Bone marrow-derived macrophages (BMDMs) were obtained from mouse legs by
flushing bone marrow and differentiating bone marrow cells for 7 days in the presence of cell-conditioned
media containing macrophage colony-stimulating factor. BMDMs and both immortalised and primary
endothelial cells (EA.hy926 and human umbilical vein endothelial cells, respectively) were stimulated with
SR9009 alone, or pre-treated with SR9009 followed by pro-inflammatory activation with
lipopolysaccharide (LPS). Fibrinolysis assays, including plasma clot lysis and cell-based plasmin generation
assays, were performed. In addition, tissue factor-mediated thrombin generation was assessed in the
presence of SR9009. RT-gPCR was used to analyse gene expression in SR9009-treated cells.

Results: At baseline, the presence of SR9009-treated endothelial cells reduced peak thrombin generated
in plasma thrombin generation assays. From a fibrinolysis perspective, SR9009 did not affect plasmin
generation or clot lysis in plasma in the presence or absence of endothelial cells or mouse macrophages.
However, in inflammatory conditions, SR9009 potently inhibited LPS-induced expression of anti-
fibrinolytic proteins plasminogen activator inhibitors 1 and 2 (PAI-1 and PAI-2) in macrophages on a gene
level. Consequently, LPS-induced suppression of macrophage fibrinolytic activity, a classical phenomenon
of infection-related coagulopathy, was effectively restored by SR9009 in a plasmin generation assay.
Notably, the pro-fibrinolytic activity of SR9009 did not impact normal immunoregulatory activity, as LPS-
induced inflammatory cytokine IL-6 and TNFa expression were not impacted by SR9009 exposure.

Conclusions: These data suggest SR9009 selectively restores fibrinolysis via inhibition of inflammation-
induced anti-fibrinolytic protein generation from activated immune cells. These therapeutic properties
may have potential application in restoring normal plasmin generation in individuals with dysregulated
fibrinolytic activity caused by acute infection.
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UNRAVELLING THE MOLECULAR EFFECTS OF A NOVEL LEUKAEMIA-RELATED GENE FUSION
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B-cell acute lymphoblastic leukaemia (B-ALL) is the most common childhood malignancy. It is
characterised by the uncontrolled proliferation of immature B-lymphoid cells in the bone marrow and
blood. While patient outcomes are generally good, with > 90% survival, current treatment regimens
require identification of known genetic abnormalities to contribute to appropriate risk stratification .
Transcription factor 3 (TCF3) fusions have been shown to be hallmarks of B-ALL development with their
partner gene highly influencing prognosis. The most well characterised are currently TCF3::PBX1 and
TCF3::HLF1, associated with both standard and poor risk disease respectively. Therefore, identifying new
partners of TCF3 fusions and understanding their effects is essential to improve B-ALL risk stratification in
the future.

An 11-year old female presented to the National Children’s Cancer Service at Children’s Health Ireland at
Crumlin with a high white cell count (30.1 x 109/L) with circulating blasts seen on her blood film. Flow
cytometry confirmed the diagnosis of Pre-B ALL.

Following standard protocol, bone marrow samples were acquired for both diagnostics and to identify
prognostic genetic alterations. Fluorescence in situ hybridization was performed using, amongst others, a
TCF3 probe, but no known re-arrangements were identified.

In the absence of any other risk factor, except for her age (>10 years), the patient commenced treatment
as per UKALL 2019 Interim Guidelines Regimen B Induction.

Single nucleotide polymorphism arrays were later performed on the bone marrow sample, where a
breakpoint in both the TCF3 and PIK3R1 gene was identified, suggesting the identification of a novel
fusion.

Here we describe the novel TCF3::PIK3R1 fusion identified in the paediatric B-ALL patient and its
downstream effects. Molecular and cytogenetic studies revealed the presence of the transcript in the
cells, allowing us to design an expression vector containing the fusion sequence.

We used this vector to lentivirally transduce a cell line (HEK293) to express the TCF3::PIK3R1 fusion,
allowing us to analyse its effects on signalling pathways and function. Using Western blots, a decrease in
the AKT signalling pathway was noted, in line with altered PIK3R1 activity. We also saw increases in anti-
apoptotic molecules, such as BCL2. Cell cycle analysis showed very little change between control cells and
fusion containing cells.

Our findings, together with the clinical outcome of the patient to date, suggest that TCF3::PIK3R1 does
not lead to an aggressive form of B-ALL.
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THE PROGNOSTIC VALUE OF DETERMINING MYC TRANSLOCATION PARTNER GENES IN DLBCL. RE-
EVALUATING THE SIGNIFICANCE OF NON-IMMUNOGLOBULIN PARTNER GENES.
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Introduction

Diffuse large B-cell ymphomas (DLBCL) with MYC translocations are associated with inferior survival. MYC
translocation with an immunoglobulin partner gene promotes MYC protein upregulation and
oncogenesis. Studies suggest the negative impact of a MYC translocation is determined by an
immunoglobulin partner gene (MYC-Ig), as opposed to a non-immunoglobulin partner gene (MYC-non-
Ig)t.

The aim of this project was to assess the prognostic value of determining the partner gene (Ig or Non-Ig)
in DLBCL with MYC translocations in our centre.

Methods

A retrospective review of all patients with DLBCL were identified from 2012 to 2018 inclusively. Clinical
data was collected from patient charts. MYC-translocations by FISH were performed by HMDS Leeds
(Haematological Malignancy Diagnostic Service) using IGH/MYC fusion probes.

Data including IPI-scores, treatments, and results of BCL2/BCL6 rearrangements were collected.
Outcomes including time to relapse, overall survival, and cause of death (if occurred) were recorded.

Results

249 patients with DLBCL were identified. 193 (78%) had biopsies with FISH assays. Cause of death was not
determined in five cases. Final cohort 188 patients.

MYC translocation identified in 30 patients (16% [30/188]). 19 (63% [19/30]) had a MYC immunoglobulin
partner (MYC-Ig); Five were MYC-non-Ig (17% [5/30]); and six had MYC translocations but unidentified
partner genes (MYC-U). 158 patients were MYC negative.

In total, 28 cases (15% [188 patients]) relapsed within 24 months. Presence of a MYC translocation had a
27% (8/30) risk of relapse within 24 months. MYC negative cases had an 13% relapse rate (20/158)
(Relative Risk [RR] 2.1). MYC-Non-Ig had a higher relapse rate (60% [3/5]) compared with MYC-Ig (21%
[4/19]) (RR 2.86). 17% MYC-U relapsed within 24 months (1/6), comparable with MYC-Ig. Five cases (2.7%
[5/188 patients)] relapsed beyond 24 months, all were MYC negative.

MYC translocation had 100% mortality post-relapse within 1-9 months (8 cases). MYC negative cases had
a marginal survival advantage post-relapse with 75% mortality (2-17 months [15/20]).

MYC translocation had a significant mortality risk of 57% [17/30] within 24 months, all due to DLBCL per
death certificate. MYC negative cases had a lower mortality risk (31% [49/158]) (RR 1.8), fewer of which
were due to DLBCL (79%). MYC-Non-Ig had a higher mortality (80%) within 24 months, compared to 53%
of MYC-Ig (RR 1.5). MYC-U had 50% mortality, comparable with MYC-Ig.

All MYC-Non-Ig cases were treated with R-CHOP. 89% MYC-Ig cases were treated with R-CHOP. Three
were escalated to CODOX-M-IVAC per FISH results, none of which relapsed.

Conclusion

Presence of a MYC translocation correlates with a higher rate of relapse and inferior OS compared to MYC
negative cases. The majority were MYC-lg (19/30). We speculate remaining MYC-U cases had
immunoglobulin partners given their comparable relapse and mortality rates. Though total numbers of
MYC-non-Ig cases were small (5/30), MYC-non-Ig was associated with inferior outcomes, as opposed to
MYC-Ig, contrary to current evidence®. The adverse impact of a non-immunoglobulin partner may reflect
the majority being double hit (DH) lymphomas (80%) with concurrent BCL2-rearrangements, compared
to 26% MYC-Ig being DH cases, together with higher IPl-scores and older ages. Presence of MYC-non-Ig,
particularly with DH, may impact survival and need to revise prognostic discussions and treatment
escalation.

1. Rosenwald A, Bens S, Advani R, et al. Prognostic Significance of MYC rearrangement and translocation
partner in diffuse large B-cell lymphoma: A study by the Lunenburg Lymphoma Biomarker Consortium. J Clin
Oncol. 2019; 37(35): 3359-3368. DOI https://doi.org/10.1200/JC0.19.00743
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Background: Desmopressin (DDAVP) is widely used in the treatment of von Willebrand Disease (VWD). DDAVP
activates V2 receptors on endothelial cells (EC), stimulating cAMP generation and VWF release. However,
DDAVP has significant limitations, including lack of oral formulation and sub-optimal responses in some
patients.

Aims: Identify EMA-approved drugs that can trigger cAMP-dependent VWF secretion from EC to repurpose as
novel haemostatic therapeutic agents.

Methods: Candidate drug classes were identified by mechanistic screening of EMA-approved databases and
rationalized for translational relevance. For each class, prototypical drugs were tested for capacity to induce
acute VWF release from macrovascular (HUVEC) and microvascular (HMVEC-L) EC (VWF antigen[Ag],
propeptide[pp] and collagen binding[CB], relative to negative control[NC]). VWF string formation on EC under
flow conditions was determined using fluorescent anti-VWF antibodies and confocal microscopy. Platelet
aggregation was assessed by light transmission aggregometry (LTA).

Results and Discussion: Preliminary in vitro screening determined a lead candidate drug class: PDE-4 inhibitors.
Previous studies have shown that cAMP-hydrolyzing PDE isoforms 2, 3 and 4 are expressed in EC and that non-
selective PDE inhibition (PDE-1) with IBMX can elevate cAMP sufficiently to induce VWF release. Consistently,
we observed that treatment of EC with IBMX significantly enhanced VWF secretion (median fold increase
VWF:Ag 1.49,p<0.0001). However, PDE isoforms 2 and 3 are also present in platelets, where increased cAMP
inhibits platelet aggregation. We confirmed that IBMX significantly attenuated TRAP-6-induced platelet
aggregation, limiting the therapeutic relevance of non-selective PDE-I as VWF-raising agents.

We next evaluated the capacity of isoform-selective PDE-I to induce VWF release. Inhibition of PDE-2 and PDE-
3 had no significant effect (p>0.999). In contrast, selective PDE-4 inhibition with Roflumilast (ROF) caused a
dose-dependent increase in VWF:Ag secretion from HUVEC (1.51-fold,p<0.0001) and HMVEC-L (1.75-
fold,p=0.007). Consistently, ROF treatment resulted in a proportionate increase in VWFpp secretion (1.74-
fold,p=0.0002). Notably, these effects were also seen at therapeutically relevant nanomolar concentrations of
ROF.

Following treatment with ROF, increased VWF:Ag was accompanied by a parallel rise in VWF:CB in the
supernatant (1.50-fold,p=0.0061), confirming the secretion of haemostatically active VWF multimers. Under
flow conditions, ROF triggered VWF string formation from HUVEC with strings visualized in most fields of view
(80% ROF, 0% NC,p=0.0003). Critically, ROF had no inhibitory effect on platelet aggregation, consistent with
lack of PDE-4 isoform activity in platelets.

ROF combined with histamine (HIS) or thrombin (THR) had synergistic effects on VWF release, suggesting ROF
could prime EC to physiological agonists at times of haemostatic challenge (3.4-fold HIS vs 5.17-fold
HIS+ROF,p<0.0001; 3.7-fold THR vs 4.3-fold THR+ROF,p=0.0060). Finally, ROF exhibited synergistic activity with
the cAMP-raising agent Isoprenaline compared to ROF alone (1.77 vs 1.40-fold,p=0.0040), suggesting
combination therapy as a novel therapeutic approach.

Conclusion: Drug repurposing allows for rapid and cost-effective translation into clinical practice. Our novel
findings identify PDE-4 as a critical regulator of VWF secretion. We demonstrate that ROF, an EMA-approved
PDE-4 inhibitor, stimulates VWF release without deleterious effects on platelet aggregation. Our data highlight
the therapeutic potential of PDE-4 inhibitors, either alone or in combination with DDAVP, in the treatment of
VWD.

1. Connell NT, Flood VH, Brignardello-Petersen R, Abdul-Kadir R, Arapshian A, Couper S, et al. ASH ISTH NHF WFH 2021 guidelines
on the management of von Willebrand disease. Blood Adv. 2021;5(1):301-25. 2. Kaufmann JE, Oksche A, Wollheim CB, Gunther
G, Rosenthal W, Vischer UM. Vasopressin-induced von Willebrand factor secretion from endothelial cells involves V2 receptors
and cAMP. J Clin Invest. 2000;106(1):107-16. 3. Hough C, Notley C, Mo A, Videl B, Lillicrap D. Heterogeneity and reciprocity of
FVIII and VWF expression, and the response to shear stress in cultured human endothelial cells. J Thromb Haemost.
2022;20(11):2507-18. 4. Burkhart JM, Vaudel M, Gambaryan S, Radau S, Walter U, Martens L, et al. The first comprehensive and
quantitative analysis of human platelet protein composition allows the comparative analysis of structural and functional
pathways. Blood. 2012;120(15):e73-82. 5. van Hooren KW, van Agtmaal EL, Fernandez-Borja M, van Mourik JA, Voorberg J,
Bierings R. The Epac-Rap1 signaling pathway controls cAMP-mediated exocytosis of Weibel-Palade bodies in endothelial cells. J
Biol Chem. 2012;287(29):24713-20.
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