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INTRODUCTION 

Select members of the CARE™ Faculty attended the 2018 ASCO (American 
Society for Clinical Oncology) meeting, held in Chicago, IL from June 1st-
5th and the annual EHA (European Hematology Association) meeting 
held in Stockholm Sweden, June 14th-17th. 

This report features updates from the 2018 ASCO and EHA Conferences 
augmented with CARE ™ Faculty Perspectives.  It also provides highlights 
from recent CARE™ programs including multiple Needs Assessments. 

This report focuses on hematological cancers and features coverage on 
multiple myeloma, Waldenström macroglobulinemia, non-Hodgkin’s 
lymphoma, mantle cell lymphoma, chronic lymphocytic leukemia and 
stem cell transplant/cell therapy.   

Content is drawn from the ASCO/EHA 2018 meetings and is written in the 
language in which it was presented. 

CARE™ FACULTY WHO HAVE CONTRIBUTED TO THIS REPORT

Dr. Kevin Song (BC Cancer Agency)

Dr. Peter Anglin (Southlake Regional Health Centre) 

Dr. John Kuruvilla (Princess Margaret Cancer Centre)

Dr. Dennis Kim (Princess Margaret Cancer Centre) 
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PERSPECTIVES - ASCO/EHA 2018

PLASMA CELL DYSCRASIAS 
MULTIPLE MYELOMA (MM)

The 2018 ASCO and EHA Conferences featured coverage on one 
of the most challenging and commonly diagnosed hematological 
malignancies - multiple myeloma. 

Major MM storylines from ASCO 2018 include:

•  Using genomics for risk stratification and the determination of  
    specific targets in MM treatment. 

•  Investigation of immunotherapy in MM and the potential risks  
    (immune related adverse events).

•  The challenge of bone disease in MM, including the optimal use of  
    bisphosphonates in MM treatment. 

•  Dosing considerations including once versus twice weekly  
  carfilzomib dosing, and intravenous versus sub cutaneous  
    administration of monoclonal antibodies. 

Major MM storylines from EHA 2018 include:

•  The use of daratumumab (CD 38 targeting) in combination  
   therapies, and treatment considerations for the lenalidomide  
    refractory. 

•  A focus on MRD in MM - its use in clinical trials and the role of bone  
    marrow versus blood MRD.  

•  Considerations for treatment in both the relapsed/refractory and  
    post-transplant settings. 

INTRODUCTION ORAL AND EDUCATION SESSIONS - ASCO 2018

ASCO 2018. PRACTICAL CONSIDERATIONS FOR 
ANTIBODIES IN MYELOMA 

Presenters:

Jacob Laubach, MD - Dana Farber Cancer Institute 

Joseph Mikhael, MD - Mayo Clinic 

Niels Van De Donk - VU University Medical Centre 

Faith Davies, MD, MRCP, MRCPATH, FRCPath - Myeloma Institute,  
University of Arkansas for Medical Sciences  

D R .  L A U B A C H  S U G G E S T S  T H A T  T H E 

F O L L O W I N G  M A b  C O M B I N A T I O N S 

S H O U L D  B E  U S E D  I N  F I R S T  R E L A P S E 

O V E R  N O N - M A b  B A S E D  T R E A T M E N T : 

•  D A R A T U M U M A B ( D A R A ) + L E N A L I D O M I D E  

  ( L E N )  A N D  D E X A M E T H A S O N E   ( D E X ) 

•  D A R A  +  B O R T E Z O M I B  ( B O R T )  A N D  D E X

•  E L O T U Z U M A B  ( E L O )  +  L E N  A N D  D E X

”

“

CARE™ Faculty summary review and commentary provided by: 

Dr. Kevin Song (British Columbia Cancer Agency)
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PERSPECTIVES - ASCO/EHA 2018

CARETM FACULTY SUMMARY:

An increase in monoclonal antibody (MAb) use and approvals in 
recent MM treatment made practical considerations for MAbs a 
topical discussion at the 2018 ASCO Conference.  The education 
session titled “Practical Considerations for Antibodies in Myeloma” 
featured presentations on the pros and cons of using MAb therapy 
at first relapse, while also providing updated recommendations for 
action in the event of MAb therapy failure, and considerations for 
the potential future of antibody therapy in myeloma. 

Dr. Jacob Laubach opened the session with a presentation 
recommending that all myeloma patients receive antibody therapy 
upon first relapse. Dr. Laubach suggests that the following MAb 
combinations should be used in first relapse over non-MAb based 
treatment: 

• daratumumab (dara) + lenalidomide (len) and  
   dexamethasone  (dex) 

•  dara + bortezomib (bort) and dex

•  elotuzumab (elo) + len and dex

Dr. Laubach supported the use of MAb-based combinations by 
referencing their unique mechanisms of action, established efficacy 
(through trials such as POLLUX, CASTOR and ELOQUENT-2), 
favorable side effect profile, efficacy in various MM sub-populations, 
and their ideal fit for sequencing myeloma therapy.  

The second presentation within the education session was given 
by Dr. Joseph Mikhael, who provided information against giving all 
myeloma patients MAbs upon first relapse.  Dr. Mikhael supported 
the use of non-MAb based therapy by highlighting the following: 

•  MM is not a simple disease and therefore its treatment cannot be  
    considered “linear” 

•  First relapse usually means lenalidomide resistance

•  Personalized medicine is here for myeloma 

•  Re-treatment is a proven and under-utilized strategy

•  Myeloma treatment must be considered in the long term

Niels Van De Donk presented updates on what to do when MAbs fail 
and how to help prevent their failure.  Van De Donk suggested that 
the combination of targeted therapies, immunotherapies and classic 
agents improves MAb performance and decreases the chances       
of failure. 

Dr. Faith Davies concluded the education session with select 
considerations for MAb treatment in the future, highlighting CD38, 
SLAMF7 and BCMA as potentially efficacious MAb targets and 
exploring naked antibodies, antibody drug conjugates, bispecific 
antibodies and CAR T-cells.     

M M  I S  N O T  A  S I M P L E  D I S E A S E  A N D  T H E R E F O R E  I T S 

T R E A T M E N T  C A N N O T  B E  C O N S I D E R E D  “ L I N E A R ” 

”

“

ASCO 2018. PRACTICAL CONSIDERATIONS FOR 
ANTIBODIES IN MYELOMA CONTINUED
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PERSPECTIVES - ASCO/EHA 2018

Presenters:

Elena Zamagni, MD, PhD - Bologna University School of Medicine

Ravi Vij, MD - Washington University School of Medicine in              
St. Louis

G. David Roodman, MD, PhD - Indiana University

CARETM FACULTY SUMMARY:

Technological and strategic improvements have made imaging an 
increasingly viable tool for patient/disease monitoring in myeloma, 
especially regarding the status of bone disease, a common 
myeloma-associated challenge.  

Dr. Elena Zamagni opened the education session on bone disease 
and imaging in myeloma with considerations for the role of skeletal 
survey (x-rays) in the future.  Dr. Zamagni suggests that the skeletal 
survey may no longer have a role to play in monitoring bone disease, 
instead being replaced by imaging techniques such as whole body 
low dose CT (WBLDCT), PET/CT, MRI or functional MRI for staging 
and progression post-treatment. 

Dr. Ravi Vij delivered a presentation on practical uses of imaging 
from MGUS to myeloma - acknowledging that WBLDCT is a 
preferred imaging modality of the European Myeloma Network 
(EMN) and European Society of Medical Oncology (ESMO) for initial 
assessment.  MRI is the gold standard for detection of bone marrow 
involvement, while PET-CT is the preferred imaging modality for 
assessing response to therapy.   

Dr. G. David Roodman presented information on the use of 
bisphosphonates and other agents in MM-related bone disease.  
Dr. Roodman’s presentation suggests the following: 

•  Patients with active, symptomatic MM with or without evidence  
   of lytic bone disease should receive bone-modifying agents     
    (BMAs)  

•  BMAs are not recommended for patients with solitary  
    plasmacytoma or Smoldering MM (SMM)

•  Suggested BMA treatment period is up to 2 years

•  Dosing should be adopted (reduced) for patients with responsive  
    or stable disease

ASCO 2018. PRECISION MEDICINE IN 
MYELOMA: ARE WE THERE YET?

Presenters:

Herve Avet-Loiseau, MD, PhD - University Hospital

Craig Cole, MD - University of Michigan School of Medicine 

Adam D. Cohen, MD - Abramson Cancer Center 

CARETM FACULTY SUMMARY:

There has been a shift in many disease categories towards therapies 
with precise mechanisms of action based on individual patient 
characteristics such as risk or genetic profile. Questions remain in 
regarding the role of precision medicine in the current and future 
treatment landscapes. 

An education session titled “Precision Medicine in Myeloma: Are 
we There Yet?” opened with Dr. Herve Avet-Loiseau discussing risk 
stratification and genomics.  Dr. Loiseau suggested that patient 
risk must be evaluated at the diagnosis of first relapse and that 
risk adapted therapy is the future of MM treatment.  Dr. Loiseau 
also emphasized that MRD adapted therapy will become standard 
(in MM) while highly targeted therapy is unlikely in the near future 
except for targeting the t(11:14) translocation.

Following a discussion on whether or not high-risk patients 
should be treated differently from Dr. Craig Cole, Dr. Adam Cohen 
presented information on cellular therapy in myeloma. Dr. Cohen 
acknowledged the existence of multiple cellular therapy options 
for consideration in myeloma, including marrow infiltrating 
lymphocytes (MILs), T-cell receptor modified T-cells (TCR T-cells), 
and chimeric antigen receptor T-cells (CAR T-cells). 

ASCO 2018. BONES IN MYELOMA: 
IMAGING AND THERAPY
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PERSPECTIVES - ASCO/EHA 2018

Presenters:

Maria-Victoria Mateos, PhD - Hematology, Hospital Clinico  
Universitario de Salamanca-IBSAL

Paul G. Richardson, MD - Jerome Lipper Multiple Myeloma Center,    
Department of Medical Oncology, Dana-Farber Cancer Institute,  
Harvard Medical School

Ajai Chari, MD - Tisch Cancer Institute, Mount Sinai School                 
of Medicine

Noopur S. Raje, MD (Discussant) - Massachusetts General  
Hospital Cancer Center

CARETM FACULTY SUMMARY:

Clinical trials are essential to the evolution (and improvement) of 
plasma cell dyscrasia treatment.  The oral abstract session titled 
“Hematological Malignancies – Plasma Cell Dyscrasias” provided 
updates on 3 major MM clinical trials: the ARROW study, the 
OPTIMISMM trial and the MMY1001 trial. 

Dr. Maria-Victoria Mateos presented results from the phase 3 
ARROW study which suggests that once weekly Kd (carfilzomib 
plus dexamethasone) at 20/70 mg/m2 significantly improves 
patient PFS and ORR versus twice weekly Kd dosing at 20/27mg/
m2. The once weekly regimen was also discovered to have a superior 
benefit-risk profile over twice weekly dosing.   

Dr. Paul G. Richardson presented updates from the phase 3 
OPTIMISMM Trial which suggests that pomalidomide (pom) added 
to low-dose bortezomib and dexamethasone (Vd) statistically 
improves PFS (with a manageable safety profile) compared to Vd 
alone in patients with RRMM who have been previously exposed 
to lenalidomide. 

The MMY1001 trial investigated the use of daratumumab in 
combination with carfilzomib and dexamethasone (D-Kd) for 
lenalidomide refractory patients with relapsed MM.  Updates from 
the MMY1001 trial presented by Dr. Ajai Chari suggest that the D-Kd 
regimen was well tolerated and demonstrated promising efficacy in 
a patient population which is often associated with poor outcomes 
- the lenalidomide refractory.  

ASCO 2018. HEMATOLOGIC MALIGNANCIES — 
PLASMA CELL DYSCRASIA

ASCO 2018. 8031. Daratumumab plus bortezomib-melphalan-
prednisone (VMP) in elderly (≥75 y) patients (Pts) with newly 
diagnosed multiple myeloma (NDMM) ineligible for transplantation 
(ALCYONE).

M. Cavo et al.

ASCO 2018. TPS8059. Pomalidomide and dexamethasone (pom-
dex) with or without daratumumab (DARA) in patients (pts) with 
relapsed or refractory multiple myeloma (RRMM): A multicenter, 
randomized, phase 3 study (APOLLO).

P. Sonneveld et al.

ASCO 2018. TPS8058. Randomized, open-label, non-inferiority, 
phase 3 study of subcutaneous (SC) versus intravenous (IV) 
daratumumab (DARA) administration in patients with relapsed or 
refractory multiple myeloma (RRMM): COLUMBA.

Z.S. Usmani et al. 

ASCO 2018. 8008. FDA analysis of pembrolizumab trials in multiple 
myeloma: Immune related adverse events (irAEs) and response.

A.C. Krauss et al. 

CARETM FACULTY PERSPECTIVE:

Daratumumab is a promising agent for multiple forms of MM.  
Results of the ALCYONE study suggest that daratumumab plus 
bortezomib-melphalan-prednisone (D-VMP) prolongs PFS and 
improves ORR and CR (compared to VMP alone) in patients with 
newly diagnosed MM who are transplant ineligible.  The D-VMP 
and VMP regimens were also found to have similar safety profiles.

Daratumumab investigations are slated to continue with the 
APOLLO study looking at daratumumab plus pomalidomide plus 
dexamethasone (dara-pom-dex) for RRMM, and the COLUMBA 
study examining intravenous (IV) versus sub-cutaneous (SC) 
daratumumab administration.  

Pembrolizumab is an immunotherapy which is being investigated 
for use in MM. The KEYNOTE 183 and 185 trial results suggest 
that the addition of pembrolizumab to either lenalidomide plus 
dexamethasone (len-dex) or pomalidomide plus dexamethasone 
(pom-dex) may not improve patient outcomes, and may in fact lead 
to higher rates of adverse events.  The utility of immunotherapy in 
MM patients who are unable to mount adequate immune responses 
merits further investigation.    

ADDITIONAL ABSTRACTS: ASCO 2018
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PERSPECTIVES - ASCO/EHA 2018

ORAL, EDUCATION AND SYMPOSIA SESSIONS - EHA 2018

Presenters:

Francesco Maura, MD - University of Milan

Irena Misiewicz-Krzeminska - Cancer Research Center-IBMCC 
(USAL-CSIC), Institute of Biomedical Research of Salamanca 
(IBSAL), National Medicines Institute

CARETM FACULTY SUMMARY: 

The session covered abstracts related to the biology of myeloma 
cells, and its evolution, how currently available treatments affect 
myeloma cells, and potential treatments of the future.  

• Dr. Maura presented research on copy number changes in  
  hyperdiploid multiple myeloma patients. Maura et al. studied 67   
    tumor samples in 30 patients collected over time and described    
  the pattern of chromosome acquisition of the hyperdiploid  
  karyotype (changes can occur both spontaneously and  
     after treatment).  Knowledge of how these changes are acquired  
    may guide in future treatment. 

•  Dr. Misiewicz-Krzeminska described protein expression     
  in CD138+ plasma cells. Bone marrow aspirates from  
   213 patient enrolled in a clinical trial were analyzed.  Proteins  
   and dexamethasone such as cereblon and aiolos were found to  
     discriminate prognosis.  High levels of cyclin D2 protein identified  
  high-risk myeloma patients. These proteins may serve as  
    biomarkers for prognosis.  

•  Dr. Adams described the ability of daratumumab to promote     
 T-cell responses and immune changes in patients    
 with asymptomatic smoldering myeloma (CENTARUS    
  trial). Changes were noted in NK cells as well as T-cell     
  profile changes including;  expansion of effector memory    
    T-cells and increased expression of activation markers.   

The final two abstracts examined preclinical data for potential 
drugs which may be of use in myeloma.  

•   Dr. Algarin described their experience using drugs targeting MCL1  
      (S63845) and BCL-3 (veletoclax) in combination in cell lines.  This  
    combination demonstrated potent activity and proved rational  
     for clinical development of this combination.  

•  Dr. Frerichs describes the preclinical activity of a BCMAxCD3  
    bispecific antibody (JNJ-957). JNJ-957 killed BCMA positive  
          myeloma cell lines including patient samples which were refractory  
    to lenalidomide, carfilzomib, pomalidomide and daratumumab.   
    This strengthens the preclinical rationale of an ongoing phase  
     1 study.  

Homer Adams III, Ph.D. – Principal Scientist at Janssen 
Pharmaceutical Companies of Johnson & Johnson

Esperanza M Algarín - Hospital Universitario de Salamanca (IBSAL), 
Centro de Investigación del Cáncer (IBMCC-CSIC-USAL)

Kristine Frerichs, MD - VU University Medical Center

EHA 2018. BIOLOGICAL INSIGHTS AND PRECLINICAL STUDIES IN MULTIPLE MYELOMA
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PERSPECTIVES - ASCO/EHA 2018

EHA 2018. JANSSEN - WHEN INNOVATION 
MEETS PATIENTS’ NEEDS IN MULTIPLE MYELOMA 
AND AMYLOIDOSIS

Presenters:

J San-Miguel, MD, Ph.D. - Clínica Universidad de Navarra

Meletions Dimopoulos, MD - National and Kapodistrian University 
of Athens

Yelak Biru - International Myeloma Foundation Board of Directors, 
Myeloma Patient and Advocate

Francesca Gay, MD, Ph.D. - Azienda Ospedaliero Università Città 
della Salute e della Scienza, Torino

Hermann Einsele, MD - Julius Maximilians University in Würzburg

Ashutosh Wechalekar, MB BS, MD, FRCP, FRCPath, DM - University 
College London, Royal Free London NHS Foundation Trust, National 
Amyloidosis Centre

CARETM FACULTY SUMMARY: 

In this symposia, presentations covered advancements in myeloma 
treatment incorporating immunotherapy, focusing on the anti-
CD38 MAb, daratumumab. The use of daratumumab in the 
relapsed/refractory setting and in combination with bortezomib 
and dexamethasone (CASTOR study) or lenalidomide and 
dexamethasone (POLLUX study), is well established.  More recently, 
the addition of daratumumamb in combination with bortezomib, 
melphalan and prednisone (Dara-VMP) has been found to be 
extremely effective (ALCYONE study).  The speakers discussed 
these studies, as well as other emerging immune therapies, many 
of which, including daratumumamb, are also being studied in 
amyloidosis (discussed by Dr. Wechalekar). In Canada, daratumumab 
is available but currently not funded. 

With the strength of the CASTOR and POLLUX data, it is possible 
that in the near future daratumuamb combinations will become 
funded for myeloma. In addition, a number of Canadian centers 
will be participating in an AL amyloidosis study which will include 
daratumumab.   

EHA 2018. ADVANCES IN FRONT-LINE 
TREATMENT OF NEWLY DIAGNOSED MULTIPLE 
MYELOMA

Presenters:

Paola Tacchetti, MD - Bologna University School of Medicine, 
Seràgnoli Institute of Hematology

Charlotte Pawlyn, FRCPath, MRCP, Ph.D., MBBChir - Institute of 
Cancer Research, Royal Marsden Hospital

J San-Miguel, MD, Ph.D. - Clínica Universidad de Navarra

P Sonneveld, MD, Ph.D. - Erasmus Medical Center

Francesca Gay, MD, Ph.D. - Azienda Ospedaliero Università Città 
della Salute e della Scienza, Torino

CARETM FACULTY SUMMARY: 

•  Dr. Tacchetti presented on the phase 3 GIMEMA-MMY-3006 study  
     comparing thalidomide-dexamethasone (TD) versus bortezomib- 
    thalidomide-dexamethasone (VTD) as induction therapy before,  
  and consolidation therapy after, double autologous stem cell  
    transplant for newly diagnosed myeloma.  With longer follow- up,  
      this study not only confirmed the improved PFS of the triplet, but also  
   demonstrated improved overall survival.  

•  D r. Pawlyn presented the Myeloma XI trial on behalf of the  
         MRC, looking  specifically at the outcomes of older patients receiving  
   ASCT. A highly selected number of patients between the ages  
     of 65-75 who received ASCT were compared to matched patients  
     who did not receive transplants.  Those who received transplants  
    had improved outcomes including PFS and PS.   

• Dr. San Miguel presented a subgroup analysis of the phase 3  
  ALCYONE study of daratumumab-bortezomib-melphalan- 
   prednisone (VMP) versus VMP treatment of newly diagnosed  
    transplant ineligible patients. This abstract focused specifically  
   on patient ≥ 75 years of age. It demonstrated that safety and  
    efficacy was consistent with the overall study population.  
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PERSPECTIVES - ASCO/EHA 2018

CARETM FACULTY SUMMARY: 

This symposia was chaired by Dr. Jesus San Miguel of the University 
of Navarra in Spain.  Dr. Gareth Morgan of the University of Arkansas 
for Medical Sciences set the basis for the other talks by discussing 
how understanding the biology of myeloma can help in the design 
of new strategies for unprecedented outcomes in myeloma. The 
heterogeneity of myeloma will lead to tailoring treatment to 
different subtypes. Treatment combinations (which he termed 
'synergistic cassettes' of treatment), may be used and switched 
as needed to overcome resistance. Doctor Morgan also reviewed 
immuno-oncology agents, including IMiDs, CAR T-cells, bispecific 
antibodies and antibody-drug conjugates. He discussed the need 
for new endpoints in trials as long follow-up is currently required 
to demonstrate survival benefit, and suggested response rate is 
an appropriate, clinically meaningful endpoint which would allow  
for more rapid development of treatments. His talk was followed 
by Dr. Weisel of Tubingen, Germany who presented a case-based 
approach for how first-line treatment impacts decisions made with 
further lines of therapy.  Dr. Richardson of the Dana-Farber Cancer 
Center followed up with discussion and strategies for patients with 
relapsed refractory myeloma, with an emphasis on pomalidomide 
based strategies.  Finally, Dr. San Miguel discussed immune therapies 
in myeloma (CAR T-cells, bispecific antibodies and antibody-drug 
conjugates).  This session provided a possible framework on how to 
approach myeloma therapy and determination of response to allow 
for the most effective utilization of available therapies. Insights were 
also given on combinations and treatments which may be available 
in the future.

•  Dr. Sonneveld presented data from the EMNO2/HOVON-95    
    trial, which was designed to compare autotransplant versus 4   
    cycles of bortezomib, melphalan and prednisone (VMP) after       
    induction. The presentation focused on the second    
    randomization where patients were randomized before  
    maintenance lenalidomide to consolidation with lenalidomide,  
    bortezomib and dexamethasone (RVD) versus no consolidation.   
    Patients in the RVD consolidation arm had significantly  
    improved PFS, which was retained in most subgroups except  
    the high-risk cytogenetics subgroup, but the authors concluded  
    that further follow-up was needed. 

•  Dr. Gay presented data where carfilzomib, lenalidomide  
    and dexamethasone (KRd) were compared to carfilzomib,  
    cyclophosphamide and dexamethasone (KCd) pre  
    autotransplant. This study revealed that carfilzomib based     
    treatment is well tolerated as induction therapy.  In addition,    
    KRd improved depth of remission and rate of MRD     
    negativity, including in patients with high-risk cytogenetic     
    abnormalities.   

These abstracts give additional insight into how patients with 
newly diagnosed myeloma should be treated. Although some of 
these studies are more practically relevant now, some of these 
results will have to be modified or can only give a glimpse into 
possible strategies as drug availability continues to be a major 
factor in determining treatment.    

EHA 2018. CELGENE - THE MODERN 
ARCHITECTURE OF MM TREATMENT: DESIGNING 
FOR UNPRECEDENTED OUTCOMES

Presenters:

J San-Miguel, MD, Ph.D. - Clínica Universidad de Navarra

G Morgan, MD, Ph.D. - UAMS Myeloma Institute

K Weisel, MD, Ph.D. - Universitätsklinikum Tübingen

P Richardson, MD - Dana-Farber Cancer Institute
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PERSPECTIVES - ASCO/EHA 2018

EHA 2018. PART 3: MRD DIAGNOSTICS IN 
MULTIPLE MYELOMA TRIALS

Presenters:

M Boccadoro, MD - University of Torino

N Puig, MD, Ph.D. - University Hospital of Salamanca

CARETM FACULTY SUMMARY: 

This session was chaired by Dr. Orfao from Spain and Dr. Hajek from 
the Czech Republic. Dr Boccadoro from Italy spoke about MRD 
diagnostics in multiple myeloma trials.  Dr. Puig gave the second 
talk titled “Is the bone marrow PRD sufficient in multiple myeloma?”.
This session focused on MRD, which is becoming more relevant in 
myeloma.  Various methods of assessing MRD including imaging 
with PET scans and MRI scans, flow cytometry of bone marrow 
samples and next-generation sequencing (NGS) are currently being 
studied.  These tests reveal that patients can achieve deeper and 
deeper remission with modern drugs and combinations.  What is 
not always apparent is if these tests are generally available outside 
of studies and specialized centers.  Also, it remains uncertain 
which, if any MRD testing modality is superior to the other or how 
the different modalities may complement each other. It is still 
unclear how MRD results should alter treatment as mature studies 
examining this question are not available.  MRD testing continues 
to be an exciting area which deserves close watching in the current 
MM treatment era.   

EHA 2018. MULTIPLE MYELOMA: DECISION 
MAKING AND TREATMENT CHOICES IN 
RELAPSED/REFRACTORY MULTIPLE MYELOMA

Presenters:

H Goldschmidt, MD - Universitätsklinikum Heidelberg

T Facon, MD - CHRU Lille

 MV Mateos, MD, Ph.D. - University Hospital of Salamanca

CARETM FACULTY SUMMARY: 

Dr. Goldschmidt from Germany began this session by describing 
current and further therapies for transplant eligible and non-
transplant eligible myeloma patients.  He discussed how to select 
treatment based on patient and myeloma characteristics. The role 
of Minimal Residual Disease (MRD) in multiple myeloma was also 
discussed. Subsequently, Dr. Facon from France subsequently 
discussed endpoints in relapsed myeloma and the use of MRD in 
this setting.  Finally Dr. Mateos from Spain presented the biological 
and clinical features and the management of patients with 
extramedullary disease. These presentations further emphasized the 
need for modern therapies to be individualized.  These treatments 
are leading to deeper responses, which make the measurements of 
MRD more relevant for in the modern era.  Extramedullary disease is 
becoming an increasingly common and important issue to recognize 
and manage as patients live longer and have different clones of 
myeloma at relapse presenting differently than the typical relapse.  

( M O D E R N  T H E R A P I E S )  A R E  L E A D I N G  T O  D E E P E R  R E S P O N S E S 

W H I C H  M A K E  T H E  M E A S U R E M E N T S  O F  M R D  M O R E  R E L E V A N T  

”

“
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EHA 2018. S109. UPDATED EFFICACY AND MRD DATA 
ACCORDING TO RISK-STATUS IN NEWLY DIAGNOSED MYELOMA 
PATIENTS TREATED WITH CARFILZOMIB PLUS LENALIDOMIDE 
OR CYCLOPHOSPHAMIDE: RESULTS FROM THE FORTE TRIAL

A. Gozzetti et al. 

EHA 2018. LB2606. ELOTUZUMAB PLUS POMALIDOMIDE/
DEXAMETHASONE (EPD) VS PD FOR TREATMENT OF RELAPSED/
REFRACTORY MULTIPLE MYELOMA (RRMM): RESULTS FROM THE 
PHASE 2, RANDOMIZED OPEN-LABEL ELOQUENT-3 STUDY

M.A. Dimopoulos et al.  

EHA 2018. PF579. DARATUMUMAB, CARFILZOMIB, AND 
DEXAMETHASONE (D-KD) IN LENALIDOMIDE-REFRACTORY 
PATIENTS WITH RELAPSED MULTIPLE MYELOMA (MM): 
SUBGROUP ANALYSIS OF MMY1001

A. Chari et al. 

EHA 2018. PF574. TIME TO FIRST ONSET OF TREATMENT-
EMERGENT ADVERSE EVENTS (TEAES) OF INTEREST: A POST-
HOC ANALYSIS FROM ASPIRE AND ENDEAVOR TRIALS

F. Suzan et al. 

EHA 2018. PS1447. COST PER MEDIAN MONTH OF PROGRESSION-
FREE SURVIVAL FOR DARATUMUMAB PLUS BORTEZOMIB AND 
DEXAMETHASONE COMPARED WITH CARFILZOMIB PLUS 
DEXAMETHASONE IN RELAPSED/REFRACTORY MULTIPLE 
MYELOMA

C.N. Graham et al. 

EHA 2018. PF568. PRE-TREATMENT CD38 EXPRESSION LEVELS 
IN MYELOMA CELLS AND CD38-POSITIVE REGULATORY T CELLS 
AFFECT THE RESPONSE OF RELAPSED/REFRACTORY MULTIPLE 
MYELOMA PATIENTS TO TREATMENT WITH DARATUMUMAB

A. Kitadate et al. 

EHA2018. PS1309. OVERALL SURVIVAL OF PATIENTS POST-
TRANSPLANT: STUDY RESULTS FROM TWO PHASE 3 TRIALS 
ASPIRE AND ENDEAVOR

D. Siegel et al. 

CARETM FACULTY PERSPECTIVES:

These abstracts present ongoing research examining the use of 
more modern drugs and combinations to treat multiple myeloma.  
Triplet combinations such as elotuzumab, pomalidomide and 
dexamethasone are found to result in superior PFS compared to 
pomalidomide and dexamethasone alone.  Deeper remissions are 
found with carfilzomib and lenalidomide compared to carfilzomib 
and cyclophosphamide.  Newer combinations such as carfilzomib 
and daratumumab are being tried and are described. In these trials 
follow-up data was also presented for established regimens such as 
the carfilzomib regimen from the ASPIRE and ENDEAVOR studies 
(including adverse events). Finally, cost analysis was presented 
comparing daratumumab, bortezomib and dexamethasone 
(CASTOR study) and carfilzomib with dexamethasone (ENDEAVOR 
study). These abstracts describe exciting advances being made with 
available modern drugs but present the dilemma of how to justify 
the increasing cost these drugs entail.    

ADDITIONAL ABSTRACTS: EHA 2018
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CARE™ faculty recently conducted a Needs Assessment aimed at understanding specialists’ position on managing multiple myeloma 
and identifying gaps in knowledge.  This CARE™ Needs Assessment was distributed in May of 2018 to hematologists across Canada, and 
was led by CARE™ Faculty member Dr. Peter Anglin (Southlake Regional Health Centre).  

What follows is responder feedback and data points from the CARE™ Needs Assessment.  

1. Please rank from most to least important how 
    you prioritize different elements of myeloma 
    risk stratification 

2. Do you routinely assign an R-ISS stage to your patients?

3. In transplant eligable patients what 2 factors most  
    influence your choice of initial therapy (pre-transplant  
    induction therapy)? 

Yes

No

17%

83%

87% FUNDING (ACCESS)

32% CYTOGENETIC RISK PROFILE

15% PATIENT CHOICE

64% CLINICAL EFFICACY- RR/PFS

0% FAMILIARITY WITH REGIMEN

4. If you were not limited by a regimen's indication (approval) or    
    availability, which of the therapies below would be your "ideal"    
    induction regimen for a transplant eligible patient at standard risk? 

43% RVd

24% DVd (DARATUMUMAB WITH BORTEZOMIB AND DEXAMETHASONE)

17% KRd

1
2

3

4

FISH CYTOGENETIC STUDIES

ISS STAGE (BETA-2 MICROGLOBULIN AND ALBUMIN)

PRESENCE OF EXTRA-MEDULLARY DISEASE

LDH

              MM NEEDS ASSESSMENT UPDATE

7% CyBorD

9% DRD (DARATUMUMAB WITH Rd)

TM

    Responders ranked options (1 = most important)
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5. In non-transplant eligible patients what 2 factors most    
     influence your choice of initial therapy? 

76% EFFICACY

65% SIDE EFFECT PROFILE

36% PATIENT PREFERENCE

15% ORAL OVER IV

5% FINITE VS CONTINUOUS THERAPY

0% RESOURCE UTILIZATION (CHEMO CHAIR USE)

6. In high risk patients how do you adapt your 
     initial therapy? 

65% I WILL MAKE EFFORTS TO USE AN IMID AND PROTEASOME  
INHIBITOR THAT I NORMALLY WOULD NOT DO

41%  I CONSIDER A CLINICAL TRIAL UP FRONT IN SUCH PATIENTS

7. After ASCT your approach to maintenance therapy includes:

95% LENALIDOMIDE IS MY PREFERRED THERAPY FOR STANDARD RISK PATIENTS

67% I PREFER A PROTEASOME INHIBITOR FOR "HIGH RISK" PATIENTS

59% IN HIGH RISK PATIENTS I WOULD OFFER IXAZOMIB (IF I CAN GET IT) AS AN OPTION OVER BORTEZOMIB FOR PATIENT CONVENIENCE

57% I WOULD NOT TREAT WITH IMID AND STERIOD ALONE IN NON-TRANS-
PLANT ELIGIBLE PATIENTS (I.E. RD)

17% I GIVE THE SAME REGIMEN TO ALL TE MYELOMA PATIENTS REGARDLESS OF 
RISK

0% I DO NOT OFFER MAINTENANCE THERAPY TO ALL MY PATIENTS

     Responders could select 2 options

    Responders could select all that apply
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8. While Rd is an option in relapsed myeloma, there is increasing clinical data associated with adding a 3rd agent to a regimen  
     such as carfilzomib, ixazomib, bortezomib and daratumumab (“triplet therapy”).

a)  How often would you select a triplet in patients who are in 1st    
     relapse (transplant eligible and non-transplant eligible patients)? 

b) What are the top 3 factors you weigh when considering  
    triplet therapy? 
    

Almost all patients

1/3

36%

44%

3%

17%

2/3Never

93% EFFICACY

85% SIDE EFFECT PROFILE

63% PATIENT PREFERENCE

31% ORAL OVER IV

5% FINITE VS CONTINUOUS THERAPY

3% RESOURCE UTILIZATION (CHEMO CHAIR USE)

c) What triplet regimen do you most commonly use (when using a triplet) in 1st relapse?

TOP ANSWERS:

1
2

3

KRd

VTd

IRd

Responders could select more than one option
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9. Which statement(s) represent your strategy for managing patients who relapse biochemically (do not have end organ   
     compromise) after ASCT and lenalidomide maintenance.  

61% I STOP LENALIDOMIDE AND CONSIDER OTHER COMBINATION REGIMENS

45% I FIND CHOICES FOR THERAPY FOR THIS GROUP CHALLENGING BASED ON DATA

41% I WILL OFTEN TRY A “TRIPLET” WHICH INCLUDES RD

23% I WILL FIRST TRY TO ESCALATE LENALIDOMIDE BUT THIS IS OFTEN NOT EFFECTIVE

10. Daratumumab access in Canada has been challenging. Please rank the following factors from 1 to 4 based on how they  
       have impacted/limited access for your patients.
       

1
2

3

4

Lack of public funding

Access to the chemo suite (resource constraints)

Lack of familiarity of the product

Patient choice

 Responders could rank all factors

      Responders could select all that apply
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CARETM FACULTY PERSPECTIVE: 

Waldenström macroglobulinemia is a rare disease that received 
coverage at both the ASCO and EHA conferences.  In a phase 3 
study conducted by Dimopoulos et al, the ibrutinib (BTK inhibitor) 
plus rituximab combination statistically improved PFS for all WM 
patients regardless of prognostic or genotypic factors versus 
rituximab therapy alone. The ibrutinib plus rituximab combination 
also had a manageable safety profile and could be considered as a 
standard therapeutic option for patients with WM.  

Ibrutinib continues to confirm its high levels of activity and the 
benefits of its long-term use in both early stage and RR WM while 
further investigation is taking place on the effect MYD88 and CXCR4 
mutational status have on ibrutinib efficacy. 

Though still in the clinical investigation phase, acalabrutinib is 
another BTK inhibitor with high activity and selectivity in WM 
treatment.  Most results in WM report that acalbrutinib produces 
durable response with limited activity, but further investigation of 
this kinase inhibitor is warranted.       

ASCO 2018. 8003. Randomized phase 3 trial of ibrutinib/rituximab 
vs placebo/rituximab in Waldenström's macroglobulinemia.

M.A. Dimopoulos et al. 

ASCO 2018. 7501. Acalabrutinib in patients (pts) with Waldenström 
macroglobulinemia (WM).

R. Owen et al. 

EHA 2018. PS1184. THE IMPACT OF CXCR4 MUTATION SUBTYPES 
IN THE RESPONSE AND PROGRESSION-FREE SURVIVAL OF 
PATIENTS WITH WALDENSTROM MACROGLOBULINEMIA 
TREATED WITH IBRUTINIB

J. Castillo et al.

EHA 2018. PS1185. IBRUTINIB SHOWS PROLONGED 
PROGRESSION-FREE SURVIVAL IN SYMPTOMATIC, PREVIOUSLY 
TREATED PATIENTS WITH MYD88 MUTATED WALDENSTROM'S 
MACROGLOBULINEMIA: LONG-TERM FOLLOW-UP OF PIVOTAL 
TRIAL 

S. Treon et al. 

EHA 2018. PS1191. IBRUTINIB MONOTHERAPY IN SYMPTOMATIC, 
TREATMENT-NAIVE PATIENTS WITH WALDENSTROMS 
MACROGLOBULINEMIA

S. Treon et al. 

PLASMA CELL DYSCRASIAS 
WALDENSTRÖM MACROGLOBULINEMIA (WM)

ABSTRACTS: ASCO AND EHA 2018
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PLASMA CELL DYSCRASIAS 
WALDENSTRÖM MACROGLOBULINEMIA (WM) NON-HODGKIN’S LYMPHOMA (NHL)

The ASCO and EHA Conferences featured coverage on one of the 
most commonly diagnosed types of hematological malignancies – 
non-Hodgkin’s lymphoma. 

Major storylines covered at ASCO 2018 included: 

• The evolution towards a less chemotherapy dependent (potentially  
  chemotherapy free) set of treatment strategies for managing NHLs. 

• Exploration of the role of maintenance therapy in NHLs, specifically  
   in previously untreated follicular lymphoma (FL). 

• The combination SYK and JAK inhibitor treatment strategy for  
    select NHLs.

• Considerations for treating NHLs in the future, including CD19  
    Targeting CAR T-cells. 

• Adoption of biosimilars in Europe for NHLs. 

• Management of mantle cell lymphoma (MCL) in 2018 and beyond. 

Major NHL storylines from EHA 2018 included:

• Exploration of the role of immunotherapy for aggressive B-NHLs.

• Prognostic factors and 1st line chemotherapy considerations at the  
   induction treatment stage.  

• Considerations for what role upcoming innovative therapies could  
  have in NHL treatment and how innovation can be used to fit  
   patient needs. 

INTRODUCTION ORAL AND EDUCATION SESSIONS - ASCO 2018

Presenters:

Nathan Hale Fowler, MD - The University of Texas MD Anderson  
Cancer Center

Roger Owen, MD  - St. James's University Hospital

William G. Wierda, MD, Ph - The University of Texas MD Anderson  
Cancer Center

Bruce D. Cheson, MD, FASCO - Georgetown University Hospital,  
Lombardi Comprehensive Cancer Center

ASCO 2018. BEYOND CHEMOTHERAPY: 
CHECKPOINT INHIBITION AND CELL-BASED 
THERAPY IN NON-HODGKIN LYMPHOMA

CARETM FACULTY SUMMARY: 

Continuing the theme of chemotherapy free treatment in NHL, 
the ASCO oral abstract session titled “Beyond Chemotherapy: 
Checkpoint Inhibition and Cell-Based Therapy in Non-Hodgkin 
Lymphoma” presented updates in the management of CLL and WM 
and a common NHL – follicular lymphoma (FL).  The session opened 
with a presentation from Dr. Nathan Hale Fowler on the RELEVANCE 
study investigating lenalidomide plus rituximab (R2) versus 
rituximab plus chemotherapy followed by rituximab maintenance 
in patients with previously untreated FL.  Unfortunately, Dr. Fowler 
and colleagues found that the R2 regimen was not superior in terms 
of  efficacy but had a  different safety profile.  The chemotherapy 
regimen was associated with higher grade 3/4 hematologic (50% 
versus 34%) and febrile neutropenia (6% versus 2%), but lower 
rates of grade 3/4 cutaneous events (1% versus 7%). While the 
effectiveness of the regimens appear similar, the trial was not 
designed to assess non-inferiority and the experimental arm would 
be expected to be significantly more expensive.

The oral abstract session closed with updates in WM from Dr. Roger 
Owen (see WM report section), updates in CLL (the CAPTIVATE trial) 
from Dr. William G. Wierda, and considerations for a chemotherapy 
future in lymphoid malignancies from Dr. Bruce D. Cheson. 

CARE™ Faculty summary review and commentary provided by: 
Dr. John Kuruvilla (Princess Margaret Cancer Centre)
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Dr. Wierda suggested that the results of the phase 2 CAPTIVATE trial validate the use of ibrutinib (BTKi) and venetoclax (BCL-2 targeting) 
combination therapy for CLL patients in the front-line setting.  82% of patients participating in the study achieved an MRD negative 
response after first-line treatment, with no cases of clinical tumor lysis syndrome (TLS) and AE profiles consistent with either single 
agent ibrutinib or venetoclax.    

Dr. Cheson finished the session by highlighting that there are increasing settings wherein chemo-free treatment regimens can replace 
chemo-containing regimens for hematological malignancies.  Dr. Cheson also acknowledges that single-agent non-chemotherapy drugs 
(though very active) are not sufficient for treating most hematological diseases. There is a need to identify biomarkers for response, 
resistance and toxicity to carefully develop rational combinations.   

THE ARRIVAL OF BIOSIMILARS 

Presenters:

R Donald Harvey, PharmD, BCOP, FCCP - Winship Cancer Institute

Nadia Harbeck - Brustzentrum der Universität München (LMU)

Alessandra Franceschetti, Associate Director - Ipsos Healthcare

Mark A. Socinski, MD - Florida Hospital Cancer Institute

Aleksei Manikhas, MD, PhD - City Clinical Oncology Dispensary

Michael A. Thompson, MD, PhD, FASCO - Aurora Advanced 
Healthcare

CARETM FACULTY SUMMARY: 

The introduction of biosimilars has affected the treatment of 
multiple diseases and represents a storyline that the CARE™ 
Faculty has been following for a number of years with a Canadian 
focus.  The ASCO 2018 clinical science symposium titled “The 
Arrival of Biosimilars” featured updates on biosimilars for various 
disease types (both solid tumor and hematological), however, 
the commentary which follows is focused on Dr. Franceschetti’s 
presentation on biosimilars in NHL (non-NHL related presentation 
content is not included).    

In 2017, the first biosimilars of rituximab were approved in Europe 
for the treatment of NHL, offering a unique opportunity to explore 
prescription patterns and the general uptake of a biosimilar agent 
in a European setting.  In the third presentation within the clinical 
science symposium, Dr. Alessandra Franceschetti delivered an 
analysis of real-world data from Ipsos’ Global Oncology Monitor 
regarding the prescription patterns of rituximab from 5 European 
countries (France, Germany, Italy, Spain and the UK). 

Dr. Franceschetti reports that of the 640 patients who were involved 
in the study, approximately 77% were treated with a regimen 
that included branded rituximab.  Prescription rates of rituximab 
biosimilars were highest in Germany and the UK (14% and 13% 
of prescriptions respectfully) and (for recently initiated patients) 
prescriptions of rituximab biosimilar increased in 2nd and 3rd lines 
of treatment.  Results of Dr. Franceschetti’s investigation suggest:

•  Rituximab biosimilars are being prescribed for NHLs in France,  
    Germany, Italy, Spain and the UK. 

•  Patients who are in better overall health, with indolent histology  
   and follicular lymphoma are more likely to be prescribed a  
    rituximab biosimilar over other NHL patient types. 

•  In the treatment of NHLs in the future, approved biosimilars  
    have a strong likelihood of adoption/prescription in the five    
    European countries involved in the study.  

ASCO 2018. BEYOND CHEMOTHERAPY: CHECKPOINT INHIBITION AND CELL-BASED THERAPY IN 
NON-HODGKIN LYMPHOMA CONTINUED
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ASCO 2018. 7511. The dual SYK/JAK inhibitor cerdulatinib demonstrates rapid tumor responses in a phase 2 study in patients with 
relapsed/refractory B- and T-cell non-Hodgkin lymphoma (NHL).

P.A. Hamlin et al. 

ADDITIONAL ABSTRACTS: ASCO 2018

Table 1: Response by Cohort (Disease Type) 

Response FL PTCL CTCL CLL/SLL
Other 

Indolent 
Lymphoma 

aNHL Total 

N 35 20 1 28 12 5 101

ORR
CR, (%) 
PR, (%) 
SD, (%) 
PD, (%) 

46% 
3 (9) 

13 (37) 
8 (23) 
5 (14) 

35% 
7 (35) 

0 
3 (15) 
9 (45) 

100% 
1 (100) 

0
0
0

61% 
2 (7) 

15 (54) 
2 (7) 
1 (4) 

42% 
0

5 (42) 
2 (17) 
4 (33) 

20% 
0

1 (20) 
1 (20) 
3 (60) 

47% 
13 (13) 

34 (34) 
16 (16) 

20 (20) 

NE/Safety 6 1 0 8 1 0 16

On drug (to be 
evaluated)

13
(4) 

11
(5) 

5 
(4) 

4
(0) 

1
(0) 

0
(0) 

34
(13) 

There is pre-clinical and clinical data to suggest that the combination of a spleen associated tyrosine kinase (SYK) inhibitor and a janus 
kinase (JAK) inhibitor, is efficacious for the treatment of NHLs.  Frequent, activating SYK/JAK mutations are observed in B-cell and T-cell 
NHLs - making SYK/JAK an enticing therapeutic target. SYK is also a key regulator of B-cell receptor (BCR) signaling.  Cerdulatinib is 
a selective and potent inhibitor of SYK, JAK1 and JAK3 which was investigated by Hamlin et al. for the treatment of B and T-cell NHL.  
Hamlin and colleagues report that cerdulatinib demonstrated good tolerability and efficacy in patients with heavily pre-treated RR B-cell 
or T-cell lymphoma.  

This study on cerdulatinib was phase 2, but later stage investigations (and a higher frequency of investigations) could help to build the 
data for this promising NHL therapy.   

CARETM FACULTY PERSPECTIVE: 

ASCO 2018. TPS7084. Clinical activity, safety and tolerability of ASN002, a dual JAK/SYK inhibitor, in patients with non-Hodgkin 
lymphoma (NHL), myeolfibrosis (MF), chronic lymphocytic leukemia (CLL) and solid tumors.

S.K. Barta et al. 

CARETM FACULTY PERSPECTIVE: 

The clinical trial being conducted by Dr. Barta and colleagues which analyses the novel SYK/JAK inhibitor known as ASN002, further 
supports the agent's potential for the future of NHL treatment. Preliminary results from the ASN002 study suggest that the novel agent 
was safe, efficacious and well-tolerated in patients with NHL. Detailed analysis is anticipated.
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ASCO 2018. 7505. Updated safety and long term clinical outcomes in TRANSCEND NHL 001, pivotal trial of lisocabtagene maraleucel 
(JCAR017) in R/R aggressive NHL.

J.S. Abramson et al. 

CARETM FACULTY PERSPECTIVE: 

Updates from the TRANSCEND NHL 001 trial suggests that lisocabtagene maraleucel (liso-cel), a CD19 directed 4-1BB CAR T-cell product 
showed durable responses in patients with heavily pre-treated RR diffuse large B-cell lymphoma (DLBCL).  In the TRANSCEND NHL 
001 study, the FULL patient group was designated as all of the DLBCL patients enrolled, while the CORE patient group was comprised 
exclusively of patients who met the inclusion criteria for the pivotal cohort, including patients with DLBCL not otherwise specialized (NOS) 
(de novo or transformed from FL), and high-grade lymphoma.  Results of the TRANSCEND study suggest that the ORR was 74% for FULL 
group and 80% for the CORE group, while CR rates were 52% and 55% respectfully. Neurotoxicity was observed in 19% of total patients.   

ASCO 2018. 3049. ET190L1-ARTEMIS T cell therapy to induce complete remission of relapsed and refractory (r/r) B-cell lymphoma with 
no cytokine release syndrome in the first-in-human clinical study.

Z.T. Ying et al. 

CARETM FACULTY PERSPECTIVE: 

Despite its efficacy, CAR T-cell therapy is often associated with cytokine release syndrome (CRS) which can be detrimental to patient 
outcomes.  The ARTEMIS™ platform is a novel T-cell therapy which could match the functional potency of CAR T-cells but with a lower 
threat of CRS.  The Artemis complex is a protein complex that is essential in V(D)J recombination (genetic re-combination which takes 
place at the early maturation of B and T-cells).  

Results of trials investigating the infusion of ET190L1-ARTEMIS™ T cells suggest that the therapy demonstrated a favorable safety profile 
with no observed cases of CRS or neurotoxicity.  

 

ASCO 2018. 7520. Phase I/II clinical trial of ibrutinib and buparlisib in relapsed/refractory diffuse large B-cell lymphoma, mantle cell 
lymphoma, and follicular lymphoma.

C.L. Batlevi et al. 

CARETM FACULTY PERSPECTIVE: 

There is evidence to suggest that inhibitors of the Burtons tyrosine kinase (BTK) and phosphoinositide 3-kinase (PI3K) synergize effectively 
in both vitro and in vivo models of B-cell NHL (Griner, et al. PNAS, 2014. Erdmann et al. Blood, 2017.).  Data from a phase 1/2 investigation 
of the ibrutinib (BTKi) and buparlisib (P3Ki) combination by Dr. Batlevi and colleagues indicates that the double kinase inhibition therapy 
demonstrates promising clinical activity and a reasonable safety profile - especially in the treatment of MCL.  Combination kinase inhibition 
holds potential to be an effective treatment strategy for MCL and other NHLs in the near future. 

ASCO 2018. e19557. Rituximab maintenance for mantle cell lymphoma: A meta-analysis.

T. Hilal et al. 

CARETM FACULTY PERSPECTIVE: 

The role of rituximab maintenance (RM) in MCL is unclear, and although there is data to suggest that RM can be efficacious, rituximab 
is not approved by the FDA or Health Canada for this MCL indication.  A meta-analysis of RM in MCL from 5 databases (PubMed, 
Embase, Scopus, Web of Science, and Cochrane) revealed that RM improves both PFS and OS in MCL patients who received introduction 
chemoimmunotherapy (CIT).  Analysis also suggests that RM is particularly beneficial after autologous SCT.  
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ORAL SESSION - EHA 2018

EHA 2018.  AGGRESSIVE B-NHL: 
IMMUNOTHERAPY

Presenters:

Peter Borchmann, MD - University Hospital of Cologne

Jeremy Abramson, MD - Massachusetts General Hospital

Olalekan O. Oluwole, MBBS, MPH - Vanderbilt-Ingram 
Cancer Center

Laurie H. Sehn, MD - BC Cancer Agency

Anas Younes, MD - Memorial Sloan Kettering Cancer Center

CARETM FACULTY SUMMARY: 

In this session, data was presented from the three large prospective 
studies evaluating anti-CD19 CAR-T cells in patients with relapsed/
refractory DLBCL. All three studies highlighted toxicity issues as 
mentioned in prior ASH and ASCO presentations. The median 
follow-up remains relatively short for the Juno study (6 month 
data) while the Novartis study reported 12 month follow-up and 
the Kite study, 15 months. Response rates appear promising with 
some durability likely at approximately 40-50%.

The data presented in the randomized phase 2 study comparing the 
addition of the anti-CD79b antibody-drug conjugate polatuzumab to 
bendamustine-rituximab (BR) versus BR alone showed a surprising 
improvement in both PFS and OS in patients with RR-DLBCL. The 
control BR population only had a median PFS of 2 months and 
OS of  4.7 months (highlighting the typically poor outcome and 
performance of BR in this population) while the experimental arm 
had a PFS of 6.7 months and OS of 11.8 months. Interestingly, there 
were no differences identified between the BR-polatuzumab arm 
and BR alone in patients with RR-FL.

Finally, Dr. Anas Younes reported interim results of a phase I/II 
study incorporating the anti-PDL1 antibody atezolizumab with 
R-CHOP for untreated patients with DLBCL. With early follow-up 
no worrisome safety signals were identified. Efficacy endpoints 
will require additional follow-up and ultimately randomized trials 
to demonstrate benefit. 

EHA 2018. S1545. RADIOTHERAPY TO BULKY AND 
EXTRALYMPHATIC DISEASE IN COMBINATION WITH 6XR-
CHOP-14 OR R-CHOP-21 IN YOUNG GOOD-PROGNOSIS DLBCL 
PATIENTS: RESULTS OF THE 2X2 RANDOMIZED UNFOLDER TRIAL 
OF THE DSHNHL/GLA

B. Metzner et al. 

CARETM FACULTY PERSPECTIVE: 

This trial was designed to determine the role of radiation therapy 
(RT) to bulky and extranodal sites of lymphoma and to compare 
the efficacy of R-CHOP14 or R-CHOP21 in young patients with 
DLBCL. A pre-planned interim analysis determined that there was 
a significantly better EFS in patients assigned to RT, leading to 
closure of the non-RT arms. EFS, PFS and OS were similar between 
the R-CHOP14 and R-CHOP21 chemotherapy arms. While EFS was 
inferior (due to PR defined as an event leading to more RT in the 
non-RT randomized patients), there was no difference in PFS and 
OS. It remains difficult to apply PET assessment of response, and 
optimize the use of radiation in this patient population.

ADDITIONAL ABSTRACTS - EHA 2018

EHA 2018. PF341. SALVAGE USE OF IBRUTINIB AFTER 
ALLOGENEIC HEMATOPOIETIC CELL TRANSPLANTATION 
FOR CHRONIC LYMPHOCYTIC LEUKEMIA OR MANTLE CELL 
LYMPHOMA : A STUDY ON BEHALF OF THE SFGM-TC AND THE 
EBMT

A. Boumendil et al. 

CARETM FACULTY PERSPECTIVE: 

This study on behalf of the Société Francophone de Greffe de Moelle 
et de Thérapie Cellulaire (SFGM-TC) and the European Society 
for Blood and Marrow Transplant (EBMT) indicates that ibrutinib 
salvage therapy following an allogenic hematopoietic stem cell 
transplant (allo-SCT) can be efficacious.  71% of enrolled patients 
responded to ibrutinib and two-year OS and PFS probabilities 
(from ibrutinib initiation) were 72% and 49% respectively.  Ibrutinib 
holds potential efficacy for both the primary treatment of MCL and 
salvage treatment following SCT. 
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CARETM FACULTY SUMMARY: 

Dr. Susan O’Brien opened with two questions:

•  Is still a role for chemoimmunotherapy? 

•  What could that role be? 

She suggested that patients with relapsed CLL should not receive 
chemoimmunotherapy, nor should patients with a 17p deletion. 

Dr. O’Brien highlighted the importance of FISH and IVGH mutation 
status in making treatment decisions, stating:

•  Patients with IGHV unmutated disease use ibrutinib.  

•  Patients with IGHV mutated disease- a portion of patients may  
    benefit from the FCR regimen (not the BR regimen).  

CHRONIC LYMPHOCYTIC LEUKEMIA (CLL)

The following section features content on chronic lymphocytic 
leukemia (CLL) with a focus on updates from ASCO 2018 - specifically 
the oral presentation titled “Approaches to Chronic Lymphocytic 
Leukemia Therapy in the Era of New Agents: The Conundrum of 
Many Options”. 

INTRODUCTION

EDUCATION SESSION - ASCO 2018

Presenters:

Susan Mary O'Brien, MD  - University of California, Irvine

Anthony R. Mato, MD  -  Memorial Sloan Kettering Cancer Center

Alessandra Ferrajoli, MD - The University of Texas MD Anderson  
Cancer Center

ASCO 2018. APPROACHES TO CHRONIC 
LYMPHOCYTIC LEUKEMIA THERAPY IN THE    
ERA OF NEW AGENTS: THE CONUNDRUM OF 
MANY OPTIONS

The final presentation in the education session was delivered by 
Dr. Alessandra Ferrajoli, who provided updates on treating CLL 
in the elderly. Dr. Ferrajoli suggested that treatment decisions 
have become simpler thanks to increased clinical trial data (in 
older populations). Multiple efficacious treatment options are 
available for this subset of the CLL population that utilize one of 
three mechanisms of action: CD20 targeting (e.g. rituximab), B-cell 
receptor (BCR) targeting (e.g. ibrutinib) or BCL2 inhibition (e.g. 
venetoclax).  Increasing the amount of clinical trials in the elderly 
will improve patient outcomes in CLL. Dr. Ferrajoli highlighted the 
potential use of gait speed as a simple, low cost prognostic tool for 
elderly patients with CLL.  

Dr. Anthony R. Mato, followed with a presentation on sequencing 
considerations. Dr. Mato pointed to the knowledge gaps in treating 
front line CLL, specifically acknowledging the following challenges: 

•  There is no direct comparison available for FCR/BR versus  
     obinutuzumab-chlorambucil (CHB) versus ibrutinib.

•  Chlorambucil does not contribute to sequencing knowledge  
      when used as a control arm - more consideration should be given  
     to clinically relevant controls in upcoming studies.  

•  Current literature does not answer the question of whether elderly,  
     unfit patients should receive BR, obinutuzumab-CHB, or ibrutinib.

•  There is limited information regarding treatment sequencing in  
      patients who have been treated with ibrutinib or antibody based  
     therapy in the front-line. 

Dr. Mato also provided front-line CLL treatment recommendations 
based on knowledge gaps and data updates. Dr. Mato’s 
front-line CLL treatment recommendations can be found on  
subsequent pages (see figure 1 and 2).  
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ASCO 2018 FRONT-LINE CLL TREATMENT RECOMMENDATIONS FROM DR. MATO

FCR (preferred), 
ibrutinib

BR, ibrutinib, 
obinutuzumab         
+ chlorambucil

Ibrutinib, 
(preffered), obinu       

+chb, BR, FCR

Several Options 

del17p, Ibrutinib                 
is SOC

TP53 
status

IGHV 

status 

and 

fitness

Newly diagnosed CLL patient requiring therapy                           
by the iwCLL criteria 

Intact TP53 (FISH and NGS)
High-risk defined as del17p and/or 

TP53 mutation

IGHV mutated fit, 
age <65 years, 
and GRF >70               

ml/min; CIRS <6

IbrutinibIGHV mutated 
fit, Unfit or high      

CIRS

IGHV         
unmutated 

See next page for RR-CLL Treatment Recommendations 
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ASCO 2018 RR CLL TREATMENT RECOMMENDATIONS FROM DR. MATO

Consider prior therapies 

Consider repeat 
prognostic               
evaluation

Consider reason for 
discontinuation 

RCTs are                 
lacking

Ibrutinib discontinuation

FCR (preferred), 

Ibrutinib

CLL relapse warranting therapy 

Due to intolerance Due to progression

Recheck FISH and TP53 mutation 

If CIT given first line -> Ibrutinib preferred 

OR Idelalisib-rutuximab if not ibrutinib 

candidate. 

Consider venetoclax if del17p acquired. 

If ibrutinib first line: 

• Reason for discontinuation was 

intolerance: Idelalisib + rituximab 

or venetoclax. Utility of CIT remains 

unstudied. 

• Reason for discontinuation was 

progression: Ventoclax (preferred), 

idelalisib + rituximab. Utility of CIT 

remains unstudied. 

Venetoclax (if given 

idelalisib + rituximab)

 Consideration of allo 

transplant if fit 

Consideration of allo 

transplant if fit 

Venetoclax (preferred), 

Idelalisib + rituximab, 

CIT (last option) 

Consideration of allo 

transplant if fit 

Consideration 

of venetoclax 

or    idelalisib +       

rituximab, CIT (last 

option) 

BR, ibrutinib, 

obinutuzumab        

+ chlorambucil

Ibrutinib, 

(preferred), obinu 

+chb, BR, FCR

Dr. Mato also provided updates in treating RR CLL.  Many patients treated with chemoimmunotherapy in the front-line setting will likely 
respond well to ibrutinib, idelalisib and venetoclax.  

Note: Ibrutinib discontinuation (in both front line and RR settings) impacts the selection of the next therapy.   

Dr. Mato closed his presentation by acknowledging that sequencing in CLL (especially in an era of novel agents and chemoimmunotherapy) 
is a challenge which can be addressed with observational studies and clinical trials with relevant controls.
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STEM CELL TRANSPLANT (SCT)  
AND CELL THERAPY 

The 2018 ASCO and EHA Conferences featured coverage on some of the most challenging, yet potentially efficacious treatment strategies 
for hematological malignancies – stem cell transplantation and other forms of cell therapy.  This section features content on the following: 

•  Select Oral and Education Sessions from ASCO 2018

•  Abstract Content from ASCO 2018

INTRODUCTION

ORAL AND EDUCATION SESSIONS - ASCO 2018

CARETM FACULTY SUMMARY: 

The complexity of HSCT and its high level of personalization (in 
selecting the correct donor and patient) have made HSCT an 
increasingly common choice among specialists during a shift to 
more precise/personalized oncological treatment.  

At the 2018 ASCO Conference there was a focus on investigating 
some of the challenges associated with SCT treatment, as opposed 
to a focus on data to prove the treatment’s potential efficacy.  

The clinical problems in oncology session on the proper patient, 
timing and donor for stem cell transplants opened with a 
presentation from Dr. Lori S. Muffly on how age and comorbidity 
can affect donor choice and patient outcomes. 

Dr. Muffly highlighted: 

•  There has been a steady increase in allogenic hematopoietic  
    stem cell transplant (allo-HSCT) recipients between 2000 and  
     today, (including large increases in allo-HSCT rates for patients  
    between the ages of 60-69, and those 70 years or older).  

•   Outcomes for all patients (but especially older patients) have       
           drastically improved, standing as a testament to stem cell therapy      
      improving patient outcomes for eligible patients.     

•   Center for International Blood and Marrow Transplant Research  
      (CIBMTR) data suggests that there is no survival advantage to  
       using a younger unrelated donor versus an older one, therefore  
     the rate at which older individuals are HSCT donors may also    
      increase.  

•  There is an increased threat of donor-delivered clonal  
     hematopoiesis of indeterminant potential (CHIP) which could  
      lead to ongoing cytopenias when using older donors.  

•  Transplant risk calculators include the hematopoietic cell  
     transplantation-specific comorbidity index (HCT-CI), the AML  
   composite model (AML patient focused), and the CIBMTR  
     disease risk index (DRI). 

•   The second presentation was delivered by Dr. Marcos De Lima  
      who addressed the challenge of performing a HSCT with a less  
      than perfectly matched donor. 

Presenters:

Lori S. Muffly, MD, MS  -  Stanford University Medical Center

ASCO 2018. CLINICAL CHALLENGES FOR STEM 
CELL TRANSPLANTS: SELECTING THE PROPER 
PATIENT, TIMING, AND DONOR

CARE™ Faculty summary review and commentary provided by: Dr. Dennis Kim (Princess Margaret Cancer Centre)

•  Abstract Content from EHA 2018

•  Select data from the CARE™ BMT Needs Assessment on Stem  
    Cell Transplant and Cell Therapy

Marcos J.G. De Lima, MD  -  Seidman Cancer Center, University  
Hospitals Cleveland Medical Center

Celalettin Ustun, MD - University of Minnesota
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Unrelated donor Cord blood Haploidentical

Donor - recipient 
HLA 

(HLAA, B, C, DRB1)
8 / 8 5 / 8 - 8 / 8 7 / 8 - 4 / 8 

Donor - recipient 
CMV

Matched (?) Negative Matched (?) 

Donor age Young better (<33 yo) Not an issue Young better 

Gender 
Not an issue (multiparity is 

detrimental)
Not an issue Male donor preferred 

Donor - recipient ABO 
Avoid major mismatch (con-

troversial) 
Avoid major mismatch Avoid major mismatch 

Donor specific anti-HLA anti-
bodies 

Important (likely in non 
ablative transplants) 

Important Important 

Donor size Important for BMT Not applicable Important for BMT

Kollman C, et al. Blood. 2015  Milano et al. N Engl J Med 2016  Barker et al. Biol Trabspl 20 Ciurea, et al. Transplantation 2009; 88: 1019  
Spellman, et al. Blood 2010; 115:2704

Dr. De Lima suggested that:

•  A threshold difference of 2.5 in HLA profile is reasonable. 

•  Transplanting specialists can be more liberal with their donor choice as long as the HLA profile is “relatively close” (within the  
    HLA threshold difference).  

Dr. De Lima also provided the following summary of desirable donor characteristics when choosing a donor for an SCT using cord blood 
(umbilical cord blood - autologous HSCT), a haploidentical donor (haplo-HSCT), or an unrelated donor (allogenic HSCT). 

Table 2: Donor Selection
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ORAL SESSION - EHA 2018

ASCO 2018.  BEYOND CHEMOTHERAPY: CHECKPOINT INHIBITION AND CELL-BASED THERAPY IN 
NON-HODGKIN LYMPHOMA

CARETM FACULTY SUMMARY: 

The education session titled “Beyond Chemotherapy: Checkpoint 
Inhibition and Cell-Based Therapy in Non-Hodgkin Lymphoma” 
opened with a presentation delivered by Dr. Catherine M. Bollard, 
who provided insight into the current and potential future of cell 
therapy. 

Dr. Bollard stated that:

•  The effectiveness of CD19 targeting CAR T-cells in RR B-cell NHLs  
    is obvious.

•  There is still an appreciable challenge to overcome in CD19  
    negative escape (a mechanism of relapse).   

•  There are other potentially efficacious CAR T-cell types for NHLs  
    in varying stages of development (CD5, CD20, CD30 etc.).

•  The field will head towards combinatorial targeting (to reduce  
   antigen negative escape) between different CAR T-cell types  
     or with other immune modulatory strategies, such as checkpoint  
    inhibitors, vaccines, multitumor antigens etc.

Continuing the presentations on cell therapy, Dr. Leo I. Gordon 
delivered practical considerations and new targets in lymphoma. 

Presenters:

Catherine Bollard, MD, MBChB - Children's National Medical Center

Leo I. Gordon, MD - Northwestern University Feinberg School of Medicine, Robert H. Lurie Comprehensive Cancer Center of  
Northwestern University

Loretta J. Nastoupil, MD - The University of Texas MD Anderson Cancer Center

Dr. Gordon opened with real world considerations for CAR T-cell 
therapy, highlighting the limitations due to cost.  He also discussed:

•  Associated toxicity challenges such as cytokine release syndrome  
   (CRS) which could be managed with steroids or the threat of  
    coagulopathy in patients with low fibrinogen levels (CRS related). 

•  Donor lymphocyte infusions (DLI) which are being studied in  
      lymphomas following an allogeneic stem cell transplant (alloSCT). 

•  Epstein-Barr virus (EBV) targeting T-cell therapy which targets  
     the LMP2A - a protein encoded by EBV that mimics the activated  
    B-cell receptor LMP1.  

Dr. Gordon finished his presentation by highlighting new potential 
targets for cell therapy in lymphoma (WT1, PRAME, survivin) and 
solid tumors.
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ASCO 2018. TPS3103. A phase 1 multicenter study evaluating KITE-
585, an autologous anti-BCMA CAR T-cell therapy, in patients with 
relapsed/refractory multiple myeloma

R.F. Cornell et al. 

CARETM FACULTY PERSPECTIVE: 

KITE-585 is an autologous, fully-human anti-B cell maturation  
antigen (BCMA) chimeric antigen receptor (CAR) T cell therapy.

Single infusion of KITE-585 had been evaluated in patients  
with relapsed/refractory multiple myeloma (defined as ≥ 3 prior  
lines of therapy including both a proteasome inhibitor [PI] and  
an immunomodulatory drug [IMiD]) or MM that is refractory to a  
regimen containing both a PI and an IMiD).

ASCO 2018. 7059. Effect of donor type in patients with AML or 
MDS undergoing reduced intensity hematopoietic cell transplant.

N. Rashid et al. 

CARETM FACULTY PERSPECTIVE: 

This single center study has compared transplant outcome  
in patients with AML or MDS undergoing reduced intensity  
conditioned (RIC) peripheral blood stem cell transplantation  
between haploidentical vs matched unrelated donor (MUD).

There is no significant difference in overall survival, progression  
free survival, relapse, or transplant-related mortality in haplo  
versus MUD. This indicates that haplo are a reasonable 
alternative to MUD in patients receiving RIC. Further 
study is warranted to reach a clearer conclusion if there is  
a significant difference in outcomes in favour of haplo-donor  
over MUD.

ASCO 2018. TPS3102. ZUMA-2: Phase 2 multicenter study 
evaluating efficacy of KTE-C19 in patients with relapsed/
refractory mantle cell lymphoma.

M. Wang et al.

CARETM FACULTY PERSPECTIVE: 

KTE-C19 is an autologous anti-CD19 chimeric antigen receptor  
(CAR) T cell therapy. 

KTE-C19 has been evaluated in pts with relapsed/refractory  
mantle cell lymphoma who have progressed on prior chemotherapy,  
an anti-CD20 antibody, and a BTK inhibitor such as ibrutinib  
and acalabrutinib. A single infusion of KTE-C19 cells at two different 
doses of 0.5 × 106 or 2 × 106 CAR T cells/kg was given in this study.

ADDITIONAL ABSTRACTS - ASCO 2018

ASCO 2018. 8007. bb2121 anti-BCMA CAR T-cell therapy in patients 
with relapsed/refractory multiple myeloma: Updated results from 
a multicenter phase I study.

N.S. Raje et al. 

CARETM FACULTY PERSPECTIVE: 

bb2121 is a second-generation chimeric antigen receptor (CAR) T  
cell therapy targeting B cell maturation antigen (BCMA) to redirect  
T cells to recognize and kill malignant myeloma cells. In this 
study, bb2121 was evaluated in patients with relapsed/refractory  
multiple myeloma who had received ≥ 3 prior lines of therapy  
(including a proteasome inhibitor and an immunomodulatory  
agent), or were double refractory, and had ≥ 50% BCMA expression  
on plasma cell. 21 pts received bb2121 with a median follow-up of 
35 weeks.

Overall response rate in the 18 evaluable pts was 94%; 10 of 18  
(56%) pts had CR or unconfirmed CR; 9 of 10 evaluable pts were  
MRD-negative. With a median follow-up of 40 weeks in ≥ 150 ×  
106 DE cohorts, median response duration and progression-free  
survival (PFS) had not been reached; PFS rates at 6 and 9 months  
were 81% and 71%, respectively.

bb2121 shows promising efficacy at dose levels ≥ 150 × 106 CAR  
T cells, with deep and durable ongoing responses and manageable  
cytokine release syndrome and neurotoxicity. These data support  
the potential of bb2121 anti-BCMA CAR T cell therapy as a new 
treatment paradigm for relapsed/refractory multiple myeloma.
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HaploHCT
(N 132) 

MSD 
(N 525)

MUD w A-C 
(N 403) 

MUD W/O A-C
(N 378)

Median age (range) 58 (20-75) 55 (19-73) 55 (19-75) 56 (23-73)

Male sex 86 323 259 218

KPS ≥ 90 96 325 249 216

HCT-CI ≥ 3 36 137 85 125

Median time from diagnosis 
to HCT, mos 

22 26 24 28

% with Prior autoHCT 42 55 59 61

Chemosensitive @ HCT (%) 108 (72) 398 (75) 312 (77) 304 (80)

Marrow graft  100 10 30 20

GVHD prophylaxis 

PT-Cy+CNI+MMF 132 - - -

CNI+other - 525 403 378

Median follow up, mos 49 48 49 39

CARETM FACULTY PERSPECTIVE: 

In the setting of allogeneic hematopoietic stem cell transplantation (HCT) in patients with diffuse large B-cell lymphoma (DLBCL),  
this study compared haploidentical donor (with PT-Cy based regimen) vs matched sibling (MSD) or unrelated donor (MUD).

There was no difference in overall survival (OS), progression free survival (PFS) or non-relapse mortality (NRM) among the  
4 groups: haploHCT, MSD, MUD with (w) ATG/campath (A-C) and MUD without (w/o) A-C. Compared to haploHCT, MSD (RR 3.1),     
MUD w A-C (RR 2.0) and MUD w/o A-C (RR 4.0) were associated with significantly higher risk of chronic GVHD (p < 0.001). Thus, the  
risk for chronic GVHD was significantly lower with haploHCT.

ASCO 2018. 7056. Post-transplant cyclophosphamide (PT-Cy) based haploidentical transplantation (haploHCT) versus matched sibling 
(MSD) or matched unrelated donor (MUD) reduced intensity conditioning (RIC) HCT for diffuse large b-cell lymphoma (DLBCL): A 
CIBMTR and EBMT analysis. 

N. Hamadani et al. 

Table 3: ASCO 2018, Abstract 7056, N. Hamadani et al. Results Summary
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ADDITIONAL ABSTRACTS - EHA 2018
EHA 2018. S149. FIRST-IN-HUMAN CLL1-CD33 COMPOUND CAR T CELLS AS A TWO-PRONGED APPROACH FOR THE TREATMENT OF 
REFRACTORY ACUTE MYELOID LEUKEMIA

F. Liu et al. 

CARETM FACULTY PERSPECTIVE: 

This is the first human compound CAR T-cell therapy in relapsed/refractory acute myeloid leukemia (AML) targeting two different  
AML antigens against CLL1 (which is expressed in leukemic stem cells) as well as CD33 (which is a myeloid marker expressed in the  
majority of AML patients). Mouse model experiments confirmed that the use of compound CAR T-cells against CLL1 and CD33 improves 
survival and promotes anti-leukemia activity.

The first in-human clinical trial of CLL1-CD33 CAR T cell therapy demonstrated the feasibility and safety of targeting both CLL1  
and CD33 to achieve complete response (CR). Our findings suggest further exploration of CLL1-CD33 cCAR T therapy as a stand-alone 
therapy or “bridge to transplant” for patients with aggressive, relapsing/refractory AML leukemia is warrented. Hamlin and colleagues 
report that cerdulatinib demonstrated good tolerability and efficacy in patients with heavily pre-treated RR B-cell or T-cell lymphoma.  

EHA 2018. S834. LONG-TERM OUTCOME OF A COHORT OF ELDERLY ACUTE MYELOID LEUKEMIA PATIENTS, NOT ELIGIBLE FOR 
ALLOGENEIC STEM CELL TRANSPLANTATION, INFUSED WITH ALLOREACTIVE NATURAL-KILLER CELLS AS CONSOLIDATION THERAPY

S. Parisi et al. 

CARETM FACULTY PERSPECTIVE: 

Adoptive immunotherapy with alloreactive natural killer (NK) cells was tested for consolidation therapy in elderly AML patients  
in CR1 who are not eligible for allogeneic stem cell transplantation. Eleven of 16 (69%) patients were considered as responders to NK 
cell immunotherapy. 

Compared to a historical control cohort, the relapse risk was significantly lower. The group that received NK cell therapy had  
8/16 patients (50%) experience relapse, while the historical control cohort had 14/15 patients (93%) relapse in the standard  
chemotherapy regimen without NK immunotherapy. There is a trend towards increasing of disease free survival in patients who 
received NK cell infusion therapy.

In conclusion, adoptively transferred alloreactive NK cells have the potential to induce prolonged control of AML in the non-transplant  
setting. Moreover, the composition of NK graft in terms of frequency of alloreactive NK cells is likely to influence the long-term clinical 
response. 
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EHA 2018. S125. THE ROLE OF MINIMAL RESIDUAL DISEASE AT THE TIME OF TRANSPLANTATION IN PATIENTS WITH AML IN CR2 
AFTER ALLOGENEIC STEM CELL TRANSPLANTATION. A STUDY OF THE ACUTE LEUKEMIA WORKING PARTY OF THE EBMT

S. Parisi et al. 

CARETM FACULTY PERSPECTIVE: 

Minimal residual disease (MRD) detection in AML is being highlighted during treatment, in particular prior to transplantation. However, 
limited data is available on the role MRD plays in the achievement of CR2 prior to transplantation (although data is broadly available  
for CR1).

EBMT had performed a multicenter retrospective study incorporating 1042 patients with AML in CR2 prior to HCT. MRD methods and 
definition were determined by the individual centers. 749 patients (72%) were MRD negative and 293 (28%) had positive MRD at the 
time of SCT. The 2-year relapse rate was 24% and 40% in the MRD (-) and MRD (+) groups, respectively (P<0.001). The 2-year LFS was 
57% and 46% (P=0.001). 

Achieving a negative MRD status after second-line treatment for relapsed AML is associated with lower relapse rates and improved  
LFS after SCT. In conclusion, MRD status pre-transplant for AML relapsing patients achieving CR2 should dictate therapeutic  
strategies in this patient population.

EHA 2018. S822. THE ROLE OF DONOR CLONAL HEMATOPOIESIS IN ALLOGENEIC HEMATOPOIETIC STEM CELL TRANSPLANTATION

A. Halik et al.

CARETM FACULTY PERSPECTIVES: 

Clonal hematopoiesis of indeterminate potential (CHIP) is an aging process of hematopoiesis, occurring in 20% of individual > 60 years 
of age without history of hematologic diseases. This study investigated the eligibility of a stem cell donor with CHIP.

Blood or marrow samples from 488 healthy HSCT donors aged ≥ 55 years (median 63y) were evaluated for the presence of CHIP. 15.8% 
of the donor were found to carry clonal mutations. Transplant failure, acute GvHD and CMV reactivation were not affected by donor 
CHIP status, but chronic GvHD occured significantly more often after HSCT with donor CHIP (54% vs. 39%; p=.018). With respect to OS, 
neither donor CHIP status nor any single gene mutation affected survival.

Allogeneic HSCT from a donor with CHIP appears safe and results in similar OS in the setting of elderly and related donors. However,  
further study in younger and unrelated donors is warranted to confirm these results. 
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1. To what extent do you agree with the following regarding 
transplant and cell therapy?

(1= strongly disagree, 3 = neutral, 5 = strongly agree)
1 2 3 4 5

a.) There is a role for transplant in combination with novel agents
     (i.e. drugs administered pre- and post-transplant)

0% 4% 7% 48% 41%

b.) Novel agent-based induction followed by upfront auto-STC should be     
      standard of care

10% 11% 36% 32% 11%

c.) Post-transplant maintenance with novel agents can improve
     patient outcomes

0% 0% 21% 43% 36%

d.) CAR T-cell therapies in combination with SCT can improve patient  
      outcomes

0% 4% 53% 32% 11%

CARE™ recently conducted a Needs Assessment aimed at understanding specialists’ positions on bone marrow transplant and identifying 
gaps in knowledge. This CARE™ Needs Assessment was distributed in May of 2018 to hematologists across Canada and was led by CARE™ 
Faculty Dr. Dennis Kim (Princess Margaret Cancer Centre).  

What follows is responder feedback and data points from the CARE™ Needs Assessment.  

STEM CELL TRANSPLANT AND CELL THERAPY

2. To what extent do you agree with the following statements regarding 
auto-SCT?

(1 = strongly disagree, 3 = neutral, 5 = strongly agree)
1 2 3 4 5

a.) Auto-SCT is a "therapy saving" strategy 0% 11% 39% 46% 4%

b.) Auto-SCT represents a treatment area which should integrate more    
     biologic therapies

0% 4% 21% 61% 14%

c.) Auto-SCT should be reserved as a last option for upfront drug
     therapy failure

21% 61% 11% 3% 4%

d.) New drugs are better than transplant 4% 28% 57% 11% 0%

e.) There are new ways to increase stem cell yield that are less invasive than  
     bone marrow harvesting

0% 0% 21% 33% 46%

f.) Mobilizing stem cells to the peripheral blood (PBSC mobilization) is
     important for transplant success

0% 0% 11% 52% 37%

TM

NEEDS ASSESSMENT UPDATE

 32



PERSPECTIVES - ASCO/EHA 2018

STEM CELL TRANSPLANT AND CELL THERAPY
NEEDS ASSESSMENT UPDATE

22% LESS

21% FAIRLY FAMILIAR – I HAVE NEVER REFERRED A PATIENT FOR A HAPLO-SCT BUT I KNOW THE RISKS ASSOCIATED IT

3.  Advancements in biological therapy and transplant make auto-SCT relevant for the future treatment of 
     hematologic malignancies.

4. How familiar are you with haplo-SCT? 

30% MORE

29% NOT FAMILIAR – I HAVE NEVER REFERRED A PATIENT FOR A HAPLO-SCT AND DO NOT KNOW THE RISKS ASSOCIATED WITH IT

48% EQUALLY

50% FAMILIAR – I HAD A CHANCE TO REFER ONE OF MYPATIENTS FOR A HAPLO-SCT AND KNOW THE RISKS ASSOCIATED WITH IT

     Responders could select one
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