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Conclusion

• Fixed-duration therapy with copanlisib and rituximab 
can achieve complete responses (CR)
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Hypothesis

• Frontline therapy for follicular lymphoma (FL) is not 
based on molecular biology. 

• BCR signaling via the PI3K pathway is a major survival 
mechanism and can be targeted with copanlisib. 

• PI3K-inhibition shows activity in nearly all patients with 
untreated FL including high-risk patients by FL24Cx 

• Fixed-duration copanlisib and rituximab shows good 
tolerability and achieves durable, MRD-negative 
remissions in patients with untreated FL 

Methods

• Copanlisib 60mg weekly for the first 3 weeks of each 
cycle followed by 1-week break 

• Rituximab 375mg/m2 weekly for the first 4 weeks of 
Cycle 1 of induction, then on Day 1 of each cycle 

• Circulating tumor DNA (ctDNA) was analyzed using 
targeted, panel-based, deep sequencing
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Introduction

Primary: CR rate

Secondary: Assess tumor response to 1 cycle of 
copanlisib monotherapy (copanlisib window)
Duration of complete response (DOCR)
Progression-free survival (PFS)
Complete molecular remission (CMR) rate
Safety including autoimmune toxicity and infections

Exploratory: To identify mutational or gene expression 
signature that predicts clinical response
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Characteristics N = 33
Median Age (range) 55 (24-80)
Preexisting Conditions of Interest

Prediabetes 10 (30)
Diabetes 2 (6)
Hypertension 11 (33)

FLIPI Score 
0 or 1 2 (6)
2 11 (33)
3 to 5 20 (61)

FL24Cx risk category (N=24)
Good 20 (67)
Poor 10 (33)

Stage
1-2 1 (3)
3 or 4 32 (97)
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Median change

Patient disposition

Phase 2 

Response to 1 cycle of copanlisib monotherapy

  Discontinuation before 6 cycles  (N=8)
       Toxicity of study treatment      (N=2)
  Autoimmune hepatitis          (N=1)

  Rituximab infusion-reaction                 (N=1)
  Withdrawal of consent        (N=1)
        Manufacturer withdrawal of copanlisib   (N=5)

  
Patients who completed ≥6 cycles

(N=25) 

Untreated FL 
(N=33)

Response rate
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ctDNA  (copies/mL)

Complete response 

No complete response 

Baseline End of treatment

Detectable ctDNA 

Complete response (n/N)   13/13        4/14

No complete response (n/N)        10/10            5/8

Quantitative ctDNA response after induction
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PFS by FL24Cx gene-predictor PFS by FL20 gene-predictor
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P=0.55
P=0.0008

2-year   74.1% (95% CI, 39-91)

2-year   60% (95% CI, 39-91)

N=24 N=22

CMR rate 
59%

No ≥G3 hypertension or hyperglycemia

Adverse events in >10% patients including all Grade ≥3


