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Clinical Trial Results – Layperson Summary 

 A study to find the most suitable dose of venetoclax to use with 
rituximab or obinutuzumab plus chemotherapy, and to evaluate 

these combinations in patients with a type of blood cancer 
called ‘diffuse large B-cell lymphoma’ or DLBCL  

(the CAVALLI study) 
 
See page 10 at the end of the summary for the full title of the study. 
 

About this summary 
This is a summary of the results of a clinical trial (called a ‘study’ 
in this document). It is written for: 
• Members of the public   
• People who took part in the study 

 

Contents of the 
summary 

1. General 
information about 
this study 

2. Who took part in 
this study? 

3. What happened 
during the study? 

4. What were the 
results of the 
study? 

5. What were the 
side effects? 

6. How has this study 
helped research? 

7. Are there plans for 
other studies? 

8. Where can I find 
more information? 

This study started in November 2013 and finished in June 2019. 
The summary was written after the study had ended and is 
based on information known at the time of writing (July 2020).  
 
Additional information may be available now. 
 
No single study can tell us everything about the risks and 
benefits of a medicine. Several studies may be needed to help us 
learn the important information we need to understand the risks 
and benefits of a medicine.  
 
The results of this study may be different from other studies of 
the same medicines. This means that you should not make 
decisions based only on this summary. Always speak to your 
health care provider before making any decisions about your 
care or treatment. 
 
 
Thank you to the people who took part in this study 
The people who took part have helped researchers to answer important questions about 
diffuse large B-cell lymphoma and the study medicines. 
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Key information about this study 
• This study was done to help researchers 

find a new way of treating blood cancer 
• People in this study had a type of blood 

cancer called ‘diffuse large B-cell 
lymphoma’. They were divided into two 
groups:  

§ 1) One group received a drug called 
venetoclax with a drug called 
obinutuzumab and chemotherapy 

§ 2) The other group received  
venetoclax with a drug called 
rituximab and chemotherapy 

§  
• The study enrolled 267 people from 

10 countries. A total of 264 out of the 267 
enrolled received treatment 

• The venetoclax with obinutuzumab and 
chemotherapy group was closed early 
because people did not benefit from this  
treatment   

o People who joined the study after this 
group was closed were automatically 
enrolled into the group receiving 
rituximab with venetoclax and 
chemotherapy 

• The main finding was that the safety of 
venetoclax with rituximab plus 
chemotherapy was very similar to that seen 
in previous studies of rituximab plus 
chemotherapy. There were no new safety 
concerns 

• A number of people in the study 
experienced serious side effects. A side 
effect is considered ‘serious’ if it is life-
threatening, needs hospital care, or causes 
lasting problems 
o 56.0% of people (130 out of 232 

people) taking venetoclax with 
rituximab plus chemotherapy had 
serious side effects 

o 68.8% of people (22 out of 32) taking 
venetoclax with obinutuzumab plus 
chemotherapy had serious side effects  

• By the end of treatment with venetoclax 
and rituximab plus chemotherapy, 68.2% of 
people (144 out of 211) had no detectable 
cancer. Other studies of patients treated 
with rituximab plus chemotherapy (without 
venetoclax) have shown similar results1 
 

 
1. General information about this study 
 
Why was this study done? 

It develops when B cells (a type of white blood cell known as a lymphocyte that helps 
fight infections) grow abnormally. It is called ‘diffuse large’ B cell lymphoma because 
when a sample is examined under a microscope, the abnormal B cells spread out (or 
‘diffuse’) instead of grouping together. They are also bigger than healthy cells. 

When abnormal B cells build up in the lymph nodes (pea-sized glands found throughout 
the body) or other body organs, they form a lump known as a lymphoma. 

DLBCL is the most common type of lymphoma and is currently treated with a 
combination of chemotherapy and a drug called rituximab. Although this treatment is 
effective and cures around 60% of patients,1 40% of patients do not respond to treatment, 
or relapse.1  

This study was done to see if adding a drug called venetoclax to current treatments could 
increase the number of patients who can be cured of DLBCL. Diffuse large B-cell 
lymphoma, also called DLBCL, is a type of blood cancer.  
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.  
What are the medicines in this study? 

Venetoclax (ven-et-oh-klaks’) is a medicine used as part of the treatment for a type of 
leukaemia called chronic lymphocytic leukaemia or CLL. It is not currently used to treat 
people with DLBCL, but studies have shown that it may help current treatments to work 
better. 
• Venetoclax causes cancer cells to die by stopping the signal that tells B cells to grow. 

This signal is a protein called BCL-2, which builds up in patients with CLL and is 
already an approved treatment for these patients. Studies have shown that the BCL-2 
protein also builds up in patients with DLBCL, so scientists are investigating if it can 
help these patients as well. 

 
Rituximab (re-tux-e-mab) is a medicine that is currently used to treat people with 
DLBCL, and other types of blood cancers.   
• Rituximab causes cancer cells to die by helping your immune system to reduce the 

number of B cells.  
 
Obinutuzumab (oh-bin-uh-too-zoo-mab) is a medicine currently used as part of the 
treatment for a type of lymphoma called follicular lymphoma, or FL, and CLL. It is not 
currently used to treat people with DLBCL. 
• Obinutuzumab causes cancer cells to die by helping your immune system to 

recognise and reduce the number of B cells. 
 
Chemotherapy is a common treatment used to kill cancer cells. The type of 
chemotherapy given in this study was a combination of four different medicines.  
• These medicines were cyclophosphamide, doxorubicin, vincristine, and 

prednisone. Researchers and doctors sometimes refer to this combination as ‘CHOP’. 
 
What did researchers want to find out? 

• Researchers did this study to understand the most suitable dose of venetoclax to use 
in patients with DLBCL, and to evaluate the safety and effectiveness of adding 
venetoclax to rituximab plus chemotherapy and venetoclax to obinutuzumab plus 
chemotherapy (see section 4 “What were the results of the study?”). 

 
The main questions that researchers wanted to answer were: 
1. How safe are the combinations of drugs for the people in the study? 
2. What is the effect of these combinations of drugs on reducing people’s tumour size? 
 
Other questions that researchers wanted to answer included:  
3. How do the combinations of drugs behave in the human body? 
 
What kind of study was this?  
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This study was a ‘Phase 1b and Phase 2’ study.  

• The first part of the study (Phase 1b), was designed to find the most suitable dose 
of venetoclax to give to patients with DLBCL.  

• The second part of the study (Phase 2) assessed the safety and effectiveness of 
venetoclax in combination with obinutuzumab or rituximab plus chemotherapy on 
a large number of patients. 

 

 

 

 
When the study first opened, the treatment groups were decided by chance using a computer. This 
selection process is known as ‘randomisation’. While the study was running, analysis showed that 
patients who were in the obinutuzumab group had no benefit from the treatment, so this group was 
closed early. Any patients who joined the study after this point were not randomised but 
automatically put into the group receiving rituximab.  
 
This was an ‘open label’ study. This means that the people participating in the study, as 
well as their study doctors, knew which treatment they were taking. 
 
When and where did the study take place? 

The study started in November 2013 and finished in June 2019. This summary was written 
after the study had ended.  
 
The study took place at 52 study locations across 10 countries. The following map shows 
the countries where this study took place.  
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• Australia 
• Austria 
• Canada 
• Czech Republic 
• France 
• Hungary 
• Italy 
• Netherlands 
• Spain 
• USA 

 
2. Who took part in this study? 
In this study, 267 people with DLBCL were enrolled. Three of these people did not meet 
all the criteria to be included, so only 264 received the medicines used in this study. 
People who took part in the study were aged 18 or above.  

 

 
 

People could take part in the study if they had not previously received treatment for their 
DLBCL.  
 
3. What happened during the study? 
The diagram below shows what happened during this study: 

45% 

121 of the 267 people 
who took part  
were women 

146 of the 267 people 
who took part  

were men 

55% 

Average age: 61 years old 
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There were two parts to this study, Phase 1b and Phase 2. Phase 1b was done in a small 
number of patients to find the most suitable dose of venetoclax to use with obinutuzumab 
and chemotherapy or with rituximab and chemotherapy. Once the dose was decided, 
more people joined the study in Phase 2. 

This was an ‘open label’ study. This means that the people participating in the study, as 
well as their study doctors, knew which treatment they were taking. 

At the start of the study, people were divided randomly into two treatment groups 
(selected by a computer). The treatment groups were:   
 
• Venetoclax with obinutuzumab and chemotherapy 

• In Phase 1b:  
o Venetoclax was given as a tablet daily by mouth. 

§ The dose of venetoclax varied from 200 mg to 800 mg to find the most 
suitable dose to use in Phase 2. 

o Obinutuzumab was given through a drip as an infusion into the vein on Day 
1, Day 8 and Day 14 for the first round of treatment, and on Day 1 for the 
following rounds (up to a total of 8 rounds of treatment over 24 weeks).   

o Chemotherapy was given every 3 weeks for 6 rounds of treatment (a total of 
18 weeks). 

• In Phase 2:  
o The most suitable dose of venetoclax found in Phase 1b was given as a 

tablet by mouth on Day 4–10 of the first round of treatment, and on Day 1–10 
for the following rounds of treatment.  

o Obinutuzumab was given through a drip as an infusion into the vein on Day 
1, Day 8 and Day 14 for the first round of treatment, and on Day 1 for the 
following rounds (up to a total of 8 rounds of treatment over 24 weeks). 

o Chemotherapy was given every 3 weeks for 6 rounds of treatment (a total of 
18 weeks). 

 
• Venetoclax with rituximab and chemotherapy  

• In Phase 1b:  
o Venetoclax was given as a tablet daily by mouth. 
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§ The dose of venetoclax varied from 200 mg to 800 mg to find the most 
suitable dose to use in Phase 2. 

o Rituximab was given through a drip as an infusion into the vein on Day 1 of 
each round of treatment for a total of 8 rounds of treatment over 24 weeks. 

o Chemotherapy was given every 3 weeks for 6 rounds of treatment (a total of 
18 weeks). 

• In Phase 2: 
o The most suitable dose of venetoclax found in Phase 1b was given as a 

tablet by mouth on Day 4–10 of the first round of treatment, and on Day 1–10 
for the following rounds of treatment.  

o Rituximab was given through a drip as an infusion into the vein on Day 1 of 
each round of treatment for a total of 8 rounds of treatment over 24 weeks. 

o Chemotherapy was given every 3 weeks for 6 rounds of treatment (a total of 
18 weeks). 

 
While the study was running, analysis showed that patients who were in the venetoclax 
with obinutuzumab and chemotherapy group had no benefit from the treatment, so 
this group was closed early. Any patients who joined the study after this point were 
automatically put into the group receiving rituximab. 
 
4. What were the results of the study?  
 
Question 1: How safe are the combinations of drugs for the people in the 
study? 

Researchers looked at the safety of venetoclax with rituximab plus chemotherapy and 
found that this combination of drugs was as safe as anticipated based on previous 
studies. There were no new safety concerns. More information on the side effects can be 
found in section 5. 

 

 

 
Question 2: What is the effect of these combinations of drugs on reducing 
people’s tumour size? 

Another piece of information that researchers collected was whether people’s cancer 
could still be detected on particular scans (a positron emission tomography [or PET] scan, 
and/or a computed tomography [or CT] scan) after finishing treatment.  
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In patients who were treated with venetoclax, rituximab and chemotherapy, 68.2% of 
patients’ cancer (144 out of 211) was not detected on scans by the end of treatment. 
Other studies of patients treated with rituximab plus chemotherapy (without venetoclax) 
have shown similar results.1 

 
Question 3: How do the combinations of drugs behave in the human body? 

Researchers also analysed blood samples to learn how the human body processed the 
different combinations of drugs. 
 
They found that in both groups (venetoclax with rituximab or obinutuzumab in 
combination with chemotherapy), the new combinations had no impact on how the 
medicines were processed in the body and all behaved as expected, based on experience 
from previous studies.  
 
This section only shows the key results from the study. You can find information about all 
other results on the websites at the end of this summary (see section 8). 
 
5. What were the side effects? 
Side effects (also known as ‘adverse reactions’) are unwanted medical problems (such as 
a headache) that happen during the study. 
• They are described in this summary because the study doctor believes the side effects 

were related to the treatments in the study. 
• Not all of the people in this study had all of the side effects. 
 
Serious and common side effects are listed in the following sections. 
 
Serious side effects 

All drugs can have side effects and the patients in this study were closely monitored to 
check how they coped with the treatments given.  

Many of the common serious side effects in this study were related to the patient’s 
immune system. This is because several of the treatments given in this study work by 
targeting B cells, a type of white blood cell that makes up an important part of the 
immune system. Although the treatments are effective at killing the cancerous B cells, a 
large reduction in B cells can also make patients more prone to infections, which in some 
cases can be serious.  

A side effect is considered ‘serious’ if it is life-threatening, needs hospital care, or causes 
lasting problems. 
 

68.2%  
of people’s cancer was not detected on 

scans by the end of treatment 

(venetoclax with rituximab plus chemotherapy group) 
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Overall, 130/232 (56.0%) of people taking venetoclax with rituximab plus chemotherapy 
had a serious side effect, compared with 22/32 (68.8%) of people taking venetoclax with 
obinutuzumab plus chemotherapy.  
 
The most common serious side effects are shown in the following table: 
 
Serious side effects 
reported in this 
study 

People taking  
venetoclax with 
rituximab plus 
chemotherapy 

(232 people total) 

People taking  
venetoclax with 

obinutuzumab plus 
chemotherapy 
(32 people total) 

Fever with low white 
blood cell count 

27.2% 
(63 out of 232) 

12.5% 
(4 out of 32) 

Reduced white blood 
cell count 

8.2% 
(19 out of 232) 

6.3% 
(2 out of 32) 

 

 
Three people in the study died due to side effects related to one of the study medicines. 
These were:  
• 3 out of 232 people (1.3%) in the venetoclax with rituximab plus chemotherapy group. 

o 2 patients died of acute myeloid leukaemia (AML). 
o 1 patient died of a blood infection called pseudomonal sepsis. 

 
During the study, some people stopped taking their medicine because of side effects: 
• In the venetoclax with rituximab plus chemotherapy group, 55 out of 232 people 

(23.7%) stopped taking their medicine. 
• In the venetoclax with obinutuzumab plus chemotherapy group, 14 out of 32 people 

(43.8%) stopped taking their medicine. 
 
Most common side effects 

Overall, 228 out of 232 (98.3%) of people taking venetoclax with rituximab plus 
chemotherapy had a side effect that was not considered serious, compared with 32 out of 
32 (100%) of people taking venetoclax with obinutuzumab plus chemotherapy.  
 
The most common side effects are shown in the following table – these are the six most 
common side effects across both treatment groups that were considered to be related to 
venetoclax.  
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Most common side 
effects reported in 
this study 

People taking  
venetoclax with rituximab 

plus chemotherapy 
(232 people total) 

People taking  
venetoclax with obinutuzumab 

plus chemotherapy 
(32 people total) 

Reduced white blood 
cell count 

59.9% 
(139 out of 232) 

62.5% 
(21 out of 32) 

Nausea 38.4% 
(89 out of 232) 

40.6% 
(13 out of 32) 

Fatigue 28.4% 
(66 out of 232) 

31.3% 
(10 out of 32) 

Diarrhoea 28.0% 
(65 out of 232) 

34.4% 
(11 out of 32) 

Fever with reduced 
white blood cell count 

26.7% 
(62 out of 232) 

21.9% 
(7 out of 32) 

Anaemia (low iron 
levels) 

26.3% 
(61 out of 232) 

28.1% 
(9 out of 32) 

Low blood platelets 21.6% 
(50 out of 232) 

40.6% 
(13 out of 32) 

 

 

 
Other side effects 

You can find information about other side effects (not shown in the sections above) on 
the websites listed at the end of this summary – see section 8. 
 
6. How has this study helped research? 
The information presented here is from a single study of 267 people with DLBCL. These 
results helped researchers learn more about blood cancer and venetoclax when given in 
combination with rituximab or obinutuzumab plus chemotherapy. 
 
The researchers found that venetoclax, rituximab and chemotherapy was about as 
effective a combination as the current standard combination with rituximab plus 
chemotherapy for treating patients with DLBCL. No new side effects were found.  
 
No single study can tell us everything about the risks and benefits of a medicine. It takes 
lots of people in many studies to find out everything we need to know. The results from 
this study may be different from other studies with the same medicine.  
• This means that you should not make decisions based on this one summary – always 

speak to your doctor before making any decisions about your treatment. 
 
7. Are there plans for other studies? 
 

More studies are planned to look at the safety of venetoclax in combination with another 
treatment called polatuzumab and R-CHP. 
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8. Where can I find more information? 
You can find more information about this study on the websites listed below: 
• https://clinicaltrials.gov/ct2/show/results/NCT02055820 
• https://www.clinicaltrialsregister.eu/ctr-search/trial/2013-003749-40/results 
• https://forpatients.roche.com/en/trials/cancer/non-hodgkins-lymphoma/a-study-

evaluating-the-safety--efficacy-and-pharmacokin-79640.html 
 
If you would like to find out more about the results of this study, the full title of the 
relevant scientific paper is: ‘Venetoclax plus R- or G-CHOP in non-Hodgkin lymphoma: 
results from the CAVALLI phase 1b trial’. The authors of the scientific paper are: AD 
Zelenetz, G Salles, KD Mason and others. The paper is published in the journal ‘Blood’, 
volume number 133, on pages 1964–1976.  
 
Who can I contact if I have questions about this study? 

If you have any further questions after reading this summary: 
• Visit the ForPatients platform and fill out the contact form – 

https://forpatients.roche.com/en/trials/cancer/non-hodgkins-lymphoma/a-study-
evaluating-the-safety--efficacy-and-pharmacokin-79640.html 

• Contact a representative at your local Roche office. 
 
If you took part in this study and have any questions about the results: 
• Speak with the study doctor or staff at the study hospital or clinic. 
 
If you have questions about your own treatment: 
• Speak to the doctor in charge of your treatment. 
 
Who organised and paid for this study? 

This study was organised and paid for by F. Hoffmann-La Roche Ltd who have their 
headquarters in Basel, Switzerland. 
 

At the time of writing this summary, no more studies looking at obinutuzumab for DLBCL 
are planned. 



 
1. Vitolo et al. JCO 2017;35(31):3529–3537. 
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Full title of the study and other identifying information 

The full title of this study is: ‘A Phase Ib/II, Open-Label Study Evaluating the Safety and 
Pharmacokinetics of GDC-0199 (ABT-199) in Combination With Rituximab (R) or 
Obinutuzumab (G) Plus Cyclophosphamide, Doxorubicin, Vincristine, and Prednisone 
(CHOP) in Patients With B-Cell Non-Hodgkin's Lymphoma (NHL) and DLBCL’. 
 

The study is also known as CAVALLI. 

 
• The protocol number for this study is: GO27878. 
• The ClinicalTrials.gov identifier for this study is: NCT02055820. 
• The EudraCT number for this study is: 2013-003749-40. 

 


