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CONCLUSION
The negative prognostic 
impact of MYC-R in DLBCL 
is largely observed in 
patients with MYC double 
hit/triple-hit disease in 
which MYC is translocated to 
an IG partner, and this effect 
is restricted to the first 2 
years after diagnosis. Our 
results suggest that 
diagnostic strategies should 
be adopted to identify this 
high-risk cohort, and risk-
adjusted therapeutic 
approaches should be 
refined further.
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Alliance 051701: Randomized Phase II/III Study 
of DA-EPOCH-R ± Venetoclax in Patients With 
Previously Untreated Double-Hit Lymphoma

This program is supported by educational grants from AbbVie; AstraZeneca; Daiichi Sankyo, Inc.; GlaxoSmithKline; 
Incyte Corporation; Jazz Pharmaceuticals; Merck Sharp & Dohme Corp.; and Novartis Pharmaceuticals Corporation. 
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of the 2021 ASH Annual Meeting, December 11-14, 2021
Atlanta, Georgia
*CCO is an independent medical education company that provides state-of-the-art medical information to 
healthcare professionals through conference coverage and other educational programs.

Provided by Clinical Care Options, LLC
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Alliance 051701: DHL Cohort Study Design
• Randomized, open-label phase II/III trial in cohort of patients with DHL (data cutoff: July 8, 2021) 

– DA-EPOCH-R + venetoclax safety signal led to early closure, data release on December 2, 2020

Abramson. ASH 2021. Abstr 523. NCT03984448.

Adults with DHL,* 
ECOG PS ≤2; 

adequate organ function; 
no known CNS involvement; 

no uncontrolled HIV, HBV, HCV; 
receipt of steroids, radiation, or single 
cycle of CT prior to enrolment allowed

(N = 73†)

Stratified by IPI, prior cycle of DA-EPOCH-R, and DHL subtype

DA-EPOCH-R + 
Venetoclax 600 mg/day on 

Days 4-8 of cycle 1; Days 1-5 of cycles 2-6
(n = 37)

DA-EPOCH-R 
(n = 36)

Six 21-day cycles

Continue until PD, 
unacceptable toxicity or 
completion of 6 cycles

Follow-up for 10 yr or 
until death

 Primary endpoint: PFS (phase II)

 Secondary endpoints: OS, safety, response rate

*High grade B-cell lymphoma with rearrangements of MYC and BCL2 and/or BCL6; MYC/BCL6-positive DHL requires BCL2 expression.
†Planned N = 106.
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Alliance 051701: Baseline Characteristics

Slide credit: clinicaloptions.comAbramson. ASH 2021. Abstr 523.

Characteristic DA-EPOCH-R + Venetoclax (n = 36) DA-EPOCH-R (n = 30)
Median age, yr (range) 65 (41-80) 66 (37-79)
Female, n (%) 17 (47) 13 (43)
White, n (%) 33 (97) 26 (93)
Prior chemotherapy cycle, n (%) 20 (56) 18 (60)
Ann Arbor stage, n (%)
 I/II
 III/IV

5 (14)
31 (86)

4 (13)
26 (87)

Elevated LDH, n (%) 22 (61) 16 (53)
IPI, n (%)
 Low/low intermediate
 High intermediate/high

13 (36)
23 (64)

11 (37)
19 (63)

FISH abnormality, n (%)
 MYC/BCL2
 MYC/BCL6
 MYC/BCL2/BCL6

22 (63)
4 (12)
9 (26)

20 (67)
0

10 (33)

http://www.clinicaloptions.com/
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Alliance 051701: Treatment Administered
Parameter DA-EPOCH-R + Venetoclax (n = 35) DA-EPOCH-R (n = 30)

Completed treatment, n (%) 17 (49) 21 (70)

Median number of cycles, n (IQR) 6 (3-6) 6 (5-6)

Dose reduction for any agent/venetoclax, n (%) 21 (60)/12 (34) 19 (63)

Dose omission for any agent/venetoclax, n (%) 10 (29)/9 (26) 3 (10)

Dose delay for any agent/venetoclax, n (%) 5 (14)/3 (9) 5 (17)

DA-EPOCH-R dose escalation, n (%) 8 (22) 21 (70)

DA-EPOCH-R dose reduction by 1 level, n (%) 13 (36) 5 (17)

DA-EPOCH-R dose reduction by 2 levels, n (%) 5 (14) 2 (7)

Abramson. ASH 2021. Abstr 523.
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Alliance 051701: Safety 

• Grade 5 AEs on or ≤30 days after treatment: 3.3% (1/30) with DA-EPOCH-R* vs 
17.1% (6/35) with DA-EPOCH-R plus venetoclax†

Abramson. ASH 2021. Abstr 523. Reproduced with permission.

DA-EPOCH-R (n = 30) DA-EPOCH-R + Venetoclax (n = 35)

*n = 1 each, dyspnea, sepsis. †n = 5, sepsis; n = 2, cardiac arrest; n = 1 each, lung infection, hypoxia, COVID-19.

Neutrophil Count Decreased

Anemia

Platelet Count Decreased

White Blood Cell Decreased

Lymphocyte Count Decreased

Febrile Neutropenia

Sepsis

Hypokalemia

Hypertension

Thromboembolic Event

Hypocalcemia 

77%
53%
53%
50%
50%

37%
13%
13%
10%
10%
10% 9%
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23%

40%
49%

63%

63%
60%
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DA-EPOCH-R
DA-EPOCH-R + VEN
Stratified log-rank P = .48

Alliance 051701: Efficacy Outcomes

Abramson. ASH 2021. Abstr 523. Reproduced with permission.

PFS OS DoR

PF
S 

(%
)

O
S 

(%
)

Mo From Study Enrollment Mo From Study Enrollment Mo From Study Enrollment

DA-EPOCH-R
DA-EPOCH-R +  VEN
Stratified log-rank P = .13

DA-EPOCH-R
DA-EPOCH-R + VEN
Stratified log-rank P = .004

6-Mo DoR, % 
(95% CI)

71 (48-85)
55 (29-74)

Median OS, Mo (95% 
CI)

NE (NE-NE)
8.5 (5.2-NE)

Median PFS, Mo 
(95% CI)

NE (6.1-NE)
6.7 (4.5-NE)

Median F/u,
Mo
7.4

+ Censor + Censor + Censor

Median F/u, 
Mo
9.2

Median F/u, 
Mo
6.3

Patients at Risk, n Patients at Risk, n Patients at Risk, n
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36                   24                 11                   6                    3                    0   
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Alliance 051701: Conclusions

Abramson. ASH 2021. Abstr 523.

• In Alliance 051701, the addition of venetoclax to DA-EPOCH-R 
was associated with excess treatment-related toxicity and 
mortality, triggering early closure of the DHL cohort

• However, investigators concluded that DA-EPOCH-R performed 
well as a control arm with limited follow-up
– Furthermore, study demonstrated feasibility of conducting prospective 

cooperative group trials in setting of DHL 

• Dual expressing lymphoma cohort receiving R-CHOP ±
venetoclax of Alliance 051701 has completed phase II accrual
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HOVON-152 Phase II Trial
Jonge et al. ASH 2021 Abstract #1414

HGBCL with MYC and/or BCL6 
rearrangements treated ith DA-EPOCH-R 
induction and Nivolumab consolidation
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HOVON152 - Background 

• Prognosis is poor in DH/TH lymphoma with R-CHOP
• OS improvement is not proven with DA-EPOCH-R
• Tumors overexpressing MYC may be susceptible for immune

checkpoint inhibitors (CI)
• Rationale for CI after reaching CMR to improve tumor immune

surveillance for MRD

Jonge et al. ASH 2021 Abstract #1414
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HOVON152 - Objectives & Design
• Improve of 12-months 

DFS with nivolumab

consolidation from 70% 

to 85% in patients with

CMR

• Evaluate CMR rates, OS 

and Safety

• Explore biomarkers of 

response

Jonge et al. ASH 2021 Abstract #1414
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HOVON152 - Results & Conclusion
• 61% of patients achieve

CMR with DA-EPOCH-R
– Toxicity mainly due to

neurotoxicity
– 1 death due to sepsis (3%)

Jonge et al. ASH 2021 Abstract #1414

• Ct-DNA based MRD 
negativity at midterm and
higher T cell percentages
after 1 cycle of R-CHOP.

• Nivolumab consolidation is 
safe

• Only one patient went off
protocol due to colitis
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Baseline characteristics



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal



Veri Sınıflandırma Tipi: Kurum İçi / Internal

%95

32.5%
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Özet
1. Pola-R-CHP ‘nin ilk seçenek tedavide yer alması için maliyet analizi önemli 

bir parametre
2. Double-Hit Lenfoma: hala IPI, FISH analiz sonucu elde edilinceye  kadar 

önemli bir parametre. IPI düşük hastada R-CHOP, yüksek hastada DA-
EPOCH ile tedaviye başlanmalı ve nihai sonuca göre tedavi modifiye
edilmelidir. DH in FISH ile sınırlı olmadığı, DH signature ün önemi…

3. CNS proflaksisinde yüksek doz MTX konusu prospektif çalışmalarla 
desteklenmedikçe standart yaklaşım değişmemeli.

4. CAR-T cell e ulaşma giderek daha zorunlu hale gelmekte.CAR-T  ye erken 
evrede tedavi gereksinimi artmakta. Primer refrakter/ erken nüks hastada 
CAR-T standart tedavi seçeneğidir. Kurtarma rejimine yanıtsız hastalarda da 
CAR-T düşünülmeli. CAR-T teknolojisine daha kolay ulaşılmalı.

5. Remisyonda DBBHL da CT ile hastalık takibi yeniden gündeme gelmiş 
durumda

6. cf-DNA  non-invaziv hastalık tanı, prognoz ve takibinde giderek yer alacaktır.  
Alt-yapıda molekuler genetik ile ortak çalışma önem kazanmakta.



Burhan Ferhanoğlu.

VKV Amerikan Hastanesi

8 Ocak 2022

ASH 2021 sonrası
Diffuse Büyük B Hücreli Lenfoma

güncellemesi
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