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B-Cell Lymphoma (BCL)-2 is a Pro-Survival BH3 Peptide

Singh R, Letai A, Sarosiek K. Nat Rev Mol Cell Biol. 2019. doi:10.1038/s41580-018-0089-8
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BCL-2 Inhibition Permits Triggering of Apoptosis in Myeloblasts

Vogler, M., Braun, Y., Smith, V.M. et al. Sig Transduct Target Ther 2025. 
https://doi-org.proxy.library.emory.edu/10.1038/s41392-025-02176-0 
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Azacitidine plus Venetoclax Prolongs Survival in Acute Myeloid 
Leukemia

DiNardo CD, Jonas BA, Pullarkat V, et al. N Engl J Med. 2020. 
doi:10.1056/NEJMoa2012971
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doi:10.1182/hematology.2023000421
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Bone Marrow Blast Percentage Correlates with MDS Genetic 
Subgroup Classification

Huber S, Haferlach T, Hutter S, Hoermann G, Kern W, Haferlach C. 2025. 
doi:10.1038/s41375-024-02484-4
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MDS with Excess Blasts-2 is Reclassified as “MDS/AML” per the 
International Consensus Classification

Arber DA, Orazi A, Hasserjian RP, et al. Blood. 2022. 
Döhner H, Wei AH, Appelbaum FR et al. Blood 2022.
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Azacitidine plus Venetoclax Shows Promising Results in Phase 
1b Investigation

Garcia JS, Platzbecker U, Odenike O, et al. Blood. 2025. 
doi:10.1182/blood.2024025464
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VERONA: Similar Survival Seen with Treatment Using Azacitidine 
plus Venetoclax vs. Azacitidine plus Placebo in Higher-Risk MDS

aOverall survival was defined as the number of months from the date of the first dose of study drug to the date of death. The data were censored at the date the patient was last known to be alive on or before the cutoff date. 
bStratified by IPSS-R (intermediate, high, very high) and HSCT eligibility (eligible, ineligible) from IVRS/IWRS. OS, overall survival.

OSa Ven + Aza 

(N=256)

Pbo + Aza 

(N=253)

Median OS, months (95% CI)
22.18 

(17.28–27.27)

21.68 

(17.81–23.79)

HR (95% CI)
0.908 (0.733–1.126) 

Stratified log-rankb, P value=0.38

Ven+Aza

Pbo+Aza

Garcia-Manero et al. SOHO 2025. Slides Courtesy of Jacqueline Garcia, MD.
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Study Design of VERONA Trial

• Primary endpoint: Overall survival 

• Key secondary endpoints: mOR (CR + PR + mCR),b overall hematologic improvement, complete 
remission, red blood cell and platelet transfusion independence,c PROs, OR (CR + PR), and safety

Garcia-Manero et al. SOHO 2025. Slides Courtesy of Jacqueline Garcia, MD.
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Azacitdine + Venetoclax Resulted in Higher Overall Response 
than Azacitidine + Placebo

All P values are nominal. aCR+PR+mCR. bBased on investigator response assessment; erythroid + platelet + neutrophil responders. cPer the modified IWG 2006 criteria; based on patients having red blood cell or platelet 
transfusion within 8 weeks prior to or on first dose of study drug (red blood cell and/or platelet transfusion dependent at baseline). HI, hematological improvement.

Garcia-Manero et al. SOHO 2025. Slides Courtesy of Jacqueline Garcia, MD.
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Response Rate Higher in Patients with MDS with Increased 
Blasts

Garcia-Manero et al. SOHO 2025. Slides Courtesy of Jacqueline Garcia, MD.
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Response Rates Higher in Patients with Mutations in ASXL1, 
RUNX1, and TP53

Garcia-Manero et al. SOHO 2025. Slides Courtesy of Jacqueline Garcia, MD.
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Higher Baseline Bone Marrow Blast Percentage did not Trend 
with Increased Survival When Treated with Ven + Aza

Garcia-Manero et al. ASH 2025. Slides Courtesy of Jacqueline Garcia, MD.
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Adverse Events Leading to Treatment Discontinuation, Dose 
Reduction Differed Between Groups

Garcia-Manero et al. SOHO 2025. Slides Courtesy of Jacqueline Garcia, MD.

AEs, n (%) Ven + Aza (N=255) Pbo + Aza (N=246)

Serious AEs 167 (65.5) 135 (54.9)

AEs leading to 

Treatment discontinuation

Ven/Pbo

Aza

Dose interruption

Ven/Pbo

Aza

Dose reduction

Ven/Pbo

Aza

106 (41.6)

106 (41.6)

201 (78.8)

201 (78.8)

32 (12.5)

124 (48.6)

136 (55.3)

136 (55.3)

167 (67.9)

165 (67.1)

17 (6.9)

67 (27.2)

AEs leading to deatha

Disease progression

Septic shock

Sepsis

AML transformation 

Cardiac arrest

Multiple organ dysfunction 

syndrome

18 (7.1)

4 (1.6)

3 (1.2)

1 (0.4)

1 (0.4)

1 (0.4)

1 (0.4)

20 (8.1)

2 (0.8)

2 (0.8)

2 (0.8)

2 (0.8)

3 (1.2)

2 (0.8)

Deaths

Most common causeb

Disease progression

AEs

≤30 days after last dose

>30 days after last dose

167 (65.5)

100 (39.2)

27 (10.6)

19 (7.5)

147 (57.6)

169 (68.6)

100 (40.7)

28 (11.4)

21 (8.5)

147 (59.8)
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Patients More Frequently Went to HSCT after Ven + Aza 
Compared to Placebo + Aza

aIncludes all patients who reported poststudy HSCT, including those who received other treatments prior to transplant. bIncludes patients who received HSCT immediately after study treatment. cPercentage based on the number 
of patients who did not go directly to HSCT out of all patients who underwent HSCT.
SD, stable disease.

Garcia-Manero et al. ASH 2025. Slides Courtesy of Jacqueline Garcia, MD.

Ven + Aza 

(n=256)

Pbo + Aza 

(n=253)

HSCT

Overall HSCT, n (%)a

Median time to HSCT (range), months

HSCT without intervening therapy, n (%)b

Additional post-study treatment prior to HSCT n (%)c

Venetoclax

43 (16.8)

5.6 (2.9–18.1)

39 (15.2) 

4 (9.3)

0

33 (13.0)

6.7 (2.2–33.9)

23 (9.1)

10 (30.3)

5 (15.2)

Best response on study treatment prior to HSCT, n (%)

CR

mCR

SD

11 (25.6)

26 (60.5)

6 (14.0)

9 (27.3)

11 (33.3)

13 (39.4)

Subsequent therapy after study treatment

All post-study therapy, n (%)

Venetoclax

73 (28.5)

27 (10.5)

98 (38.7)

53 (20.9)
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Why was VERONA a Negative Study?

1. MDS Biology is  Inherentl y D if ferent  than AML

2. Inclusion  of Pat ients  without Excess  Blas ts

3. Dose Reduct ions of Azaci tidine Ba ckbone Limited  Treatment  Ef fec t

4. More Treatment Delays in  Venetoclax  Arm

5. TP53 -Mutant  MDS wa s Over represented

6. Study Design  Factors

7. To Be Determined

Is there a role for venetoclax now in HR-MDS?



2026 Debates and Didactics in Hematology and Oncology 

2024 European LeukemiaNet: Genetic Risk Classification for 
Adults with AML Receiving Less-Intensive Therapies

This classification does not apply to patients who have received prior treatment with an HMA.
∗Favorable risk applies specifically to patients treated with AZA + IVO, irrespective of the presence of activating signaling gene mutations.
†Identification of a DDX41 mutation at near-heterozygous frequency should prompt consideration of germ line DDX41 mutation.
‡For many cytogenetic and molecular abnormalities, single or as coaberrations, no data are currently available; they are tentatively 
categorized as favorable and intermediate-risk depending on the absence or presence of activating signaling gene mutations.

Döhner H, DiNardo CD, Appelbaum FR, et al. Blood. 2024. 
doi:10.1182/blood.2024025409
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Data Suggests that TP53-Mutant AML Does not Have Improved 
Survival with Venetoclax

Pollyea DA, Pratz KW, Wei AH, Pullarkat V et al. Clin Cancer 
Res 2022 doi: 10.1158/1078-0432.CCR-22-1183. 

Badar T, Nanaa 
A, Atallah E, 
Shallis R et al. 
Blood Cancer 
Journal 2024 
doi: 
10.1158/1078-
0432.CCR-22-
1183. 

Grob T, Al Hinai ASA, 
Sanders MA, et al. 
Blood. 2022. 
doi:10.1182/blood.20
21014472
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Complete Remission Rate Lower in Patients with HMA Failure 
MDS

Ball BJ, Famulare CA, Stein EM, et al. Blood Advances. 2020. 
doi:10.1182/bloodadvances.2020001482
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Factors to Weigh in Considering Venetoclax in Higher-Risk MDS

1. Clin ical Trial Avai lab il i ty

2. Baseline Blast  Percentage

3. Prior HMA Exposure

4. Transp lant Candidacy

5. TP53  Mutat ion,  A lle l ic S tatus

6. Cytogenet ic R isk

7. Signal ing Mutat ions

8. ASXL1  Mutat ion S tatus

Hochman MJ, DeZern AE. ASCO Daily News 2024.
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Other BCL-2 Inhibitors in Development for Hematologic 
Malignancies

Drug Name Company Diseases 

under Study

Unique Features Studies in Myeloid 

Neoplasms

Sonrotoclax / 

BGB11417

BeOne Medicines CLL/SLL

MCL

WM

Binds BCL-2 with higher 

affinity than VEN

Can inhibit G101V BCL-2 

variant

Phase 1b/2

BGB-11417-103 

(NCT04771130)

Lisfatoclax/ 

APG-2575

Ascentage 

Pharma Group

CLL/SLL

AML, MDS

Less DDIs and faster cellular 

uptake than VEN, some 

evidence of activity in VEN-

resistant MN

Phase 3 (Registrational)

“GLORA-4”

(NCT06641414)

Lacutoclax / 

LP-108

Newave 

Pharmaceuticals

CLL/SLL

AML, MDS, 

CMML

Comparable or more potent 

BCL-2 inhibition than VEN

Phase 1 

Monotherapy and combo

(NCT04139434)

TQB3909 Chia Tai Tianqing 

Pharmaceutical 

Group

AML, MF

NHL, MCL

Breast Cancer

Phase 1b/2

TQB3909-Ib/II-03 

(NCT07011186)

Adopted from Vogler, M., Braun, Y., Smith, V.M. et al. Sig Transduct Target Ther 
2025. https://doi-org.proxy.library.emory.edu/10.1038/s41392-025-02176-0 
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Parting Thoughts on Role of BCL-2i in HR-MDS

1. VERONA fai led to meet i ts  primar y endpoint  of improved overa ll surv ival for 
AZA/VEN versus  AZA in HR-MDS.

2. VERONA showed inc reased  ORR in patients wi th  increa sed b las ts  
(especiall y i f >10-15%) a nd  spec if ic mutat ions  (ASXL1 ,  RUNX1 ) .

3 . Pat ients  with TP53 -mutant  HR-MDS (especial ly  bialle lic  hits)  are least  
l i kel y  to  benefi t f rom VEN.

4. Pat ients  with increased  blasts are most  l i kel y to benef it  f rom venetoclax  in 
terms of  treatment response.

5. Pat ients  with HR-MDS who are not t ransp lant cand idates should be 
pr iori ti zed for cl in ical  tr ials.

6. Venetoclax  may be most reasonable in pat ients w ho need blast  clearance 
pr ior to  al logeneic stem cel l t ransplant .  

7 . In tegrat ing pa tient -  and d isea se-related  factors to make shared  dec isions  
wi th  pat ients  is c rit ical.  
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