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AML IN 2020: EVOLVING THERAPEUTICS THAT ARE CHANGING
THERAPY
DR. EUNICE WANG / ROSWELL PARK CANCER CENTRE
Development of novel therapies for AML continues at a breakneck pace, leading to even more effective approaches to treat
this highly challenging cancer
•

The incidence of AML is rising as the population ages and individuals live longer
•

•

•

5-year survival rate: 28.3% (Siegel, et al. CA Cancer J Clin. 2019)

This biologically heterogeneous disease is characterized by multiple mutations (FLT3, IDH1/2), surface antigens (CD33) and pathways
(BCL-2, hedgehog)
•

These characteristics have served as effective therapeutic targets for several new drugs

•

Research has shown that, in most patients, waiting for genomic results prior to initiating therapy does not lead to
detrimental effects in survival (Röllig et al ASH 2019; Blood online June 2020)

Recent Trial Data and Developments for older adults (majority of patients we see in practice):
•

Venetoclax- most important studies from the past year
•

VIALE A trial: venetoclax with azacitidine in treatment-naïve patients ineligible for intensive therapy (Di Nardo et al NEJM August
2020 https://www.nejm.org/doi/full/10.1056/NEJMoa2012971?query=featured_home)

•
•

VIALE C trial: LDAC +/- Venetoclax for previously untreated AML (Wei A et al Blood 2020)
•

•

Outcomes: Median OS was 14.7 mos in AZA+VEN vs. 9.6 mos in AZA+PBO (HR: 0.66, 95% CI: 0.52–0.85, p<0.001). CR+CRi
rates in AZA+VEN/AZA+PBO were 66%/28% (p< 0.001) respectively

Outcomes: median OS for venetoclax and LDAC was 7.2 months (95% CI, 5.6-10.1), as compared to 4.1 months (95% CI,
3.1-8.8) for patients treated with placebo and LDAC. The hazard ratio (HR) between the two treatments was 0.75 (95% CI,
0.52-1.07; p=0.11). While technically reported as a negative trial (as it did not reach its primary endpoint), the results are
clinically meaningful.

CC-486- oral formulation of azacitadine (Epigenetic modifying agent) showing promise as a new maintenance therapy for AML
(Wei A et al ASH 2019)

•

Midostaurin

•

Quizartinib

•

Lestaurtinib

•

Crenolanib

•

Sorafenib

•

Gilteritinib

TM

•

Minimal Residual Disease- future utility in identifying patients that may be candidates for additional therapy to further improve
response and/or more safely get through transplant. How/if this will be implemented in practice is still subject to validation.

Looking Forward:
•

Investigations underway for triplet combinations including Venetoclax, an HMA backbone (aza) plus:
•

Antibody-drug conjugates (SL401, IMGN632)

•

FLT3 inhibitors (quizartinib, giltertinib)

•

Pevonedistat

•

IDH inhibitors (ivosidenib)

•

………. And many more pending!

•

Immunotherapeutic approaches such as bispecific antibodies and CAR T cells directed against specific myeloid antigens are also
actively being explored.

•

Working towards a cure for AML will likely involve:
•

Comprehensive genomic testing

•

Improving induction therapy

•

Eradicating residual disease (maintenance)

How Canadian treatment standards are changing with the availability of novel agents is of interest to the CARE™
Hematology Faculty. Stay tuned for more education and CARE™ AML Guidance in in 2021.

Click here to access the slides presented by Dr. Eunice Wang
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REVIEWING MPNs IN 2020: A PRACTICAL AND THERAPEUTIC
APPROACH
DR. VIKAS GUPTA / PRINCESS MARGARET CANCER CENTRE
It is important to consider the benefits and limitations of ruxolitinib (Rux) therapy in myelofibrosis to understand the pattern of
Rux failures and implications. This section reviews these concepts and outlines exciting novel therapies on horizon.
•

Driver mutations identified in three genes: JAK2, MPL, CALR (Klampfl T, et al. N Engl J Med. 2013; 369(25):2379-2390)

•

Clinical developments of JAKi: benefits and limitations of Rux therapy
•

Rux became the standard of care based on the COMFORT-1 and COMFORT-2 trials (Verstovsek S, et al. N Engl J Med. 2012; Harrison
CN, et al. N Engl J Med. 2012)

•

•

Shortcomings of ruxolitinib:
•

Disease Progression (non curative)

•

No convincing effect on bone marrow fibrosis

•

Does not decrease risk of LT

•

Cytopenias (limit optimal dosing)

•

Significant rates of discontinuation

•

Limited anti-clonal activity

Understand the pattern of Rux failures and its implications in MF: Perspectives of the Canadian Myeloproliferative Neoplasm
Group (Vikas Gupta et al. JCO oncology Practice; July 2020)
•

Clinical and molecular factors predicting JAKi failure (PMH data: Spiegel et al. Blood Advances 2017):
•

Pre-JAKi transfusion dependence, ~2

•

High DIPSS score, ~3

•

ASXL1, EZH2, ~2

•

Clinical implications: Earlier consideration for HCT and/or consideration for upfront novel therapy trials

•

Figure 1. Clinical Trial Strategy for Rux Failure at PMH

Looking Forward:
•

Novel therapies on the horizon and future directions:
•

Momelotinib (MMB) versus Danazol (DAN) in Symptomatic, Anemic Subjects with Primary MF, PPV or PET who were Previously
Treated with JAK Inhibitor Therapy (MOMENTUM Trial)

•

Pacritinib Vs. Physician’s Choice for Primary MF, Post PV MF, or Post Essential Thrombocytopenia MF with Severe Thrombocytopenia
(PACIFICA Trial)

•

CPI-0610 for JAKi naïve patients- An exceptional response (MANIFEST 2 Trial)

Click here to access the slides presented by Dr. Vikas Gupta

NEW DEVELOPMENTS IN MDS DIAGNOSIS, PROGNOSIS,
AND THERAPY
DR. RENA BUCKSTEIN / ODETTE CANCER CENTRE
Recent research has led to exciting advances in classification and therapeutic approaches for low- and high-risk MDS. Major updates are reviewed below.
•

Classification: SF3B1-mutant MDS as a distinct disease subtype
•

Independent prognostic value on OS and AML and may predict response to specific agents (Malcovati L et al. Blood, 2020)
•

•

•

Proposed that SF3B1-mutant MDS should be added as distinct nosologic entity to the WHO

Possible New Therapeutic Approaches in Low-Risk MDS (Scalzulli E. et al. Blood Reviews 2020)
•

Luspatercept- a erythroid maturation agent that binds several TGF-β superfamily ligands to diminish Smad2/3 signaling and
enhance late-stage erythropoiesis (Fenaux P, et al. N Engl J Med. 2020)

•

ASTX727 (Cedazuridine/Decitabine)- fixed-dose combination of an HMA (decitabine) and a cytidine deaminase inhibitor
(cedazuridine) designed for oral administration (Savona MR, et al. Lancet Hematology 2019;6:PE194-E203.)

•

Other option for transfusion dependent, low-risk MDS on the horizon: Imetelstat- targets telomerase (Platzbecker U. et al. EHA 2020)

Possible New Therapeutic Approaches in High-Risk MDS- Combination Approached
•
•

Magrolimab (+ azacitidine)- anti-CD47 macrophage immune checkpoint inhibitor that promotes tumor cell elimination via
macrophage phagocytosis (Sallman. ASCO 2020. Abstr 7507)
APR-246 (+ azacitidine)- Restores transcriptional transactivation function of mutant TP53 (Maslah N et al. Haematologica 2020;
Cluzeau T. et al. EHA 2020; Sallman D et al. ASH 2019)

•

Other options for high-risk MDS include (Scalzulli E. et al. Blood Reviews 2020):
•

Guadecitabine (SGI-110)- Second Generation HMA, resistant to degradation by cytidine deaminase

•

Pevonedistat- Inhibitor of NEDD8-activating enzyme

•

Venetoclax- Inhibitor of BCL2

•

Ivosidenib- IDH1 inhibitor

•

Enasidenib- IDH2 inhibitor

•

APR-246- p53 protein re-activation

•

Rigosertib- Multikinase inhibitor, binds the RAS domain of different kinases

•

Nivolumab- Checkpoint inhibitors
•

•

In combination with: Ipilimumab, Durvalumab, MBG453

Flotetuzumab- CD123 X CD3 bispecific DART protein
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Looking Forward:
•

Health Canada NOC and submissions for provincial reimbursement for Luspatercept and ASTX727 are anticipated in 2021

•

Table 1. Local (Toronto) Clinical Trials (open in red)

Click here to access the slides presented by Dr. Rena Buckstein
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