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In this month’s Leukemia Insights newsletter, written by Abhishek Maiti, M.D., and Farhad
Ravandi, M.D., and sponsored in part by the Charif Souki Cancer Research Fund, we discuss some
of these novel oral regimens for acute myeloid leukemia (AML) being investigated at MD
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The median age of patients with acute myeloid leukemia
(AML) is 68 years, and the median life expectancy is three
to ten months with best supportive care and standard
therapies such as low-dose cytarabine or hypomethylating
agents. In addition, chemotherapy-based regimens in older
patients can have substantial toxicities and high risks of
mortality within the first month of therapy. Consequently,
lower-intensity regimens with better toxicity profiles are
attractive options for such patients. Recently, the VIALE-A
trial showed that treatment with the combination of
azacitidine and venetoclax resulted in an improvement of
overall survival to nearly 15 months compared with
azacitidine alone in patients older than 75 years or those
with comorbidities precluding standard therapy.

Current standard therapies involve intravenous or
subcutaneous chemotherapy treatments that necessitate
frequent travel to infusion centers and/or physicians’
offices. For older or frail patients, this can be challenging
from physical, logistical and financial standpoints and can
cause substantial distress in addition to the anxiety and
emotional burden of the disease itself. Hence, researchers
have long focused on developing oral therapies for AML,
and recent advances have led to the development of novel
regimens that make it feasible for patients to receive
treatment at home. In this issue, we discuss some of these
novel oral regimens for AML being investigated at MD
Anderson.
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NEWLY DIAGNOSED AML

Venetoclax and oral decitabine with
cedazuridine

At MD Anderson, we have two single-arm
studies evaluating the combination of
venetoclax and the oral formulation of
decitabine that is combined with cedazuridine.
Oral decitabine is approved by the Food and
Drug Administration (FDA) for the treatment of
myelodysplastic syndrome and is being
evaluated in multiple clinical trials in AML.
One of these studies is available for patients
with newly diagnosed AML who are unfit or
ineligible for intensive induction
chemotherapy, either due to age (75 years or
older), or comorbidities (heart failure or
coronary artery disease; lung disease
including COPD or asthma; chronic kidney
disease; or liver disease) (NCT04657081).
Another study is available for patients older
than 60 years who are ineligible for intensive
chemotherapy, patients who progress to AML
after therapy for MDS with hypomethylating
agents, or patients older than 18 years with
relapsed/refractory AML (NCT04746235).

Triplet therapy with oral decitabine,
venetoclax, IDH inhibitor (enasidenib or
ivosidenib)

This is a Phase I/II study for patients with
newly diagnosed or R/R AML with IDH1/2
mutations. Patients with R/R AML are eligible
if older than 18 years, and newly diagnosed
patients are eligible if older than 60 and unfit
for intensive chemotherapy. Patients must
have a mutation in IDH1 or IDH2
(NCT04774393).

RELAPSED OR REFRACTORYAML

Outcomes after failure of frontline therapy in
AML are dismal, with median overall survival
of six to eighteen weeks. The best treatment
of such patients is on novel clinical trials.

ASTX660 with or without oral decitabine

This is a Phase I study of ASTX660 (a novel
oral drug that acts as a dual antagonist of
inhibitors of apoptosis proteins [IAPs]) as
single agent or in combination with oral
decitabine. Eligible patients include adults
with primary refractory disease or relapse
after intensive therapy, lower intensity therapy,
or stem cell transplantation. All patients will
receive one or both of these oral medications
(NCT04155580).

Population Age (yrs) Eligibility requirement Regimen
Newly diagnosed
AML

> 75

Venetoclax with oral decitabine (INQOVI)
>18 With comorbidities precluding 

intensive therapy
Newly diagnosed >60
Secondary AML >18 With or without prior HMA for 

MDS
Newly diagnosed
AML

>60
IDH1 or IDH2 mutation

Venetoclax, oral decitabine and ivosidenib or 
enasidenibR/R AML >18

R/R AML >18 Venetoclax with oral decitabine
R/R AML >18 ASTX660 with oral decitabine
Newly diagnosed >75 FLT3 mutated Venetoclax, gilteritinib, oral decitabine

>18 With comorbidities 
R/R AML >18

FLT3 mutated Quizartinib venetoclax
Gilteritinib venetoclax
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Oral doublet combinations for FLT3-
mutated R/R AML

For patients with relapsed/refractory AML
harboring a FLT3-mutation we have two trials
with oral doublet therapy. One ongoing Phase
I trial combining venetoclax and and the FLT3
inhibitor gilteritinib (NCT03625505) has shown
high efficacy in R/R FLT3-mutated AML, with
composite complete remission rates of 84%
(Daver et al. 2020 ASH annual meeting).
Another is a Phase Ib/II trial combining

venetoclax with the FLT3 inhibitor quizartinib
(NCT03735875).

UPCOMING CLINICAL TRIALS

Venetoclax with gilteritinib and oral
decitabine

This will be a single-arm study for patients with
newly diagnosed or R/R FLT3-mutated AML.
Patients with both type I and type II FLT3
mutations will be eligible.

Leukemia Insights Newsletter

Our Leukemia Insights e-newsletter is now available online. Started in 2007 by Hagop Kantarjian, M.D., Leukemia
Insights focuses on our various therapy options at MD Anderson Cancer Center. Click here to visit our new website.

Emil J Freireich Hematology Grand Rounds

The MD Anderson Cancer Center Emil J Freireich Hematology Grand Rounds now has a virtual format. This series
highlights the incredible research taking place at MD Anderson Cancer Center while showcasing leaders from our
research community, in an effort to remain engaged and inspired during the COVID-19 pandemic. Hosted by
the Department of Leukemia in collaboration with the Department of Lymphoma/Myeloma, and Department of Stem
Cell Transplantation and Cellular Therapy, we aim to strengthen the connections between the scientific and medical
community at MD Anderson Cancer Center, our colleagues, patients and friends from around the world. Click here to
visit our new website.
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Clinical Faculty

Kantarjian, Hagop Department Chair (713) 792-7026

Garcia-Manero, Guillermo Deputy Chair, Chief, Section of Translational (713) 745-3428
Research, Chief, Section of Myelodysplastic Syndromes 
(MDS), and Director, Leukemia Clinical Fellowship Program

Wierda, William Deputy Chair, Chief, Section of Chronic Lymphocytic (713) 745-0428
Leukemia (CLL), and Leukemia Center Medical Director

Andreeff, Michael Chief, Section of Molecular Hematology and Therapy, (713) 792-7261
Center Medical Director, Bone Marrow Aspiration Clinic

Borthakur, Gautam Chief, Section of Developmental Therapeutics (713) 563-1586

Daver, Naval Director, Leukemia Research Alliance Program (713) 794-4392

DiNardo, Courtney D. Co-Leader, Section of Acute Myeloid Leukemia (AML), (734) 358-1053
Co-Leader, Section of Developmental Therapeutics
Leader, Hereditary Hematologic Malignancy Clinic 

Ferrajoli, Alessandra Leukemia Center Associate Medical Director (713) 792-2063 

Issa, Ghayas “Gus" Co-Leader, Section of Chronic Myeloid Leukemia (CML) (713) 745-8432

Jabbour, Elias Chief, Section of Acute Lymphoblastic Leukemia (ALL) (713) 792-4764

Jain, Nitin Director, Cellular Therapy Program (713) 745-6080

Kadia, Tapan Co-Leader, Section of Acute Myeloid Leukemia (AML), (713) 563-3534 
Co-Leader, Section of Developmental Therapeutics, 
Co-Leader, Leukemia Clinical Fellowship Program

Montalban Bravo, Guillermo Director, Chronic Myelomonocytic Leukemia (CMML) (713) 792-4956
Program

Pemmaraju, Naveen Director, Blastic Plasmacytoid Dendritic Cell Neoplasm (713) 794-3604
(BPDCN) Program

Ravandi, Farhad Chief, Section of Acute Myeloid Leukemia (AML) (281) 216-7806

Sasaki, Koji Co-Leader, Section of Chronic Myeloid Leukemia (CML) (713) 745-2882

Verstovsek, Srdan Chief, Section of Myeloproliferative Neoplasms (MPNs), (713) 745-3429
Director, Clinical Research Center for MPNs

Completing these studies in a timely manner will allow us to move quickly on positive leads. We appreciate 
referrals and will make every effort, once a patient is enrolled on a study, to continue as much of the care as 
possible through the referring oncologist. We also will keep you apprised of the patient's progress. View our 
faculty roster. 
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Clinical Faculty

Alvarado, Yesid (713) 794-4364 
Bose, Prithviraj (713) 792-7747
Burger, Jan (713) 563-1487
Chien, Kelly (713) 745-7584
Estrov, Zeev (713) 794-1675
Kornblau, Steven (713) 794-1568
Maiti, Abhishek (346) 725-0901
Masarova, Lucia (832) 750-4211
Montalban Bravo, Guillermo (713) 794-3604
Ohanian, Maro (713) 792-0091
Pemmaraju, Naveen (713) 792-4956
Short, Nicholas (713) 563-4485
Takahashi, Koichi (713) 745-4613
Thompson, Philip (713) 792-7430
Yilmaz, Musa (713) 745-9945

Research Faculty

Battula, Venkata (713) 563-2227
Bhalla, Kapil N. (713) 563-8619
Burks, Jared K. (713) 792-7640
Carter, Bing Z. (713) 794-4014
Chang, Kyung Hee (713) 792-4694
Colla, Simona (713) 794-5223
Fiskus, Warren (713) 563-5901
Freireich, Emil (713) 792-2660 
Gandhi, Varsha V. (713) 792-2989
Han, Lina (713) 792-7640
Ishizawa, Jo (713) 792-7640
Keating, Michael (713) 745-2376
Piya, Sujan (713) 792-7305
Plunkett, William (713) 792-3335
Post, Sean (713) 794-1458
Pourebrahimabadi, Rasoul (713) 792-7305
Rytting, Michael E. (713) 792-4855
Ruvolo, Peter (713) 745-9211
Wei, Yue (713) 792-9854
Yang, Hui (713) 792-2558
Zhang, Weiguo (713) 794-4085
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