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Signs and symptoms of CLL



Signs and symptoms of CLL

• Most patients with CLL do not present with any symptoms at diagnosis. 
• When present, B symptoms and symptoms specific to CLL may include:1,2

Fatigue

Enlarged lymph nodesLow red blood cell 
and platelet counts 
with lymphocytosis

Abdominal pain 
or discomfort 
due to enlarged 
spleen or liver

Shortness of breath

Infections of the skin, 
lungs, kidneys, or 

other sites

Fever*

Night sweats*

Weight loss*

*Characteristic B symptoms.
These are systemic symptoms 
related to B-cell malignancies3 



Progression of CLL



Progression of CLL

The clinical manifestations of CLL typically intensify with disease progression.2

The clinical course also becomes more aggressive.4

CLL

Progression

Mutations Richter transformation

1

CLL is typically 
asymptomatic and indolent 

at diagnosis and in the 
early stages.2,4

2

The accumulation of mutations promotes the 
progression of CLL. As the disease progresses, 

symptoms arise and the clinical course 
becomes more aggressive.2,4

3

CLL can progress to an aggressive form called refractory CLL, which is 
resistant to treatment. Refractory CLL is defined by non-response to 

treatment, or relapse or progression within 6 months.5 Patients typically have 
short survival times (9–12 months) and are more prone to infections.2,4 

4

CLL can also progress into an aggressive 
lymphoma through a process called 

Richter transformation.4

Refractory disease

Adapted from Fabbri et al. 2016 



Richter transformation



Definition of Richter transformation

Richter transformation involves the progression of CLL to an aggressive form of lymphoma4

Diffuse large B-cell lymphoma (DLBCL) Hodgkin lymphoma

DLBCL is the most common4. It is a type 
of non-Hodgkin lymphoma characterised
by a rapidly growing tumour. This can 
spread diffusely to the lymph nodes, 
spleen, liver, or bone marrow6

CLL can also transform into Hodgkin 
lymphoma. This is characterised by the 

presence of a large, abnormal lymphocyte 
called the Reed-Sternberg cell4,6

Incidence of Richter transformation7

2% 10%to



Mechanism of Richter transformation

Richter transformation is the result of an accumulation of mutations that dysregulate:4

The TP53 tumour suppressor gene is involved in 50-60% of cases, and the 
activation of aberrations of NOTCH1 and MYC pathways in about 30% of cases.8

Tumour suppressors Cell proliferation Cell cycle control



Symptoms of Richter transformation

Richter transformation is characterised by rapidly progressive lymph node disease 
and the following B symptoms:2

Fever

Night sweats

Weight loss

Watch this video 
from Dr Toby Eyre on the 
management of Richter 
transformation

https://www.haematologyhorizon.co.uk/medical-education/resources/good-practice-in-diagnosis-and-management-of-richters-transformation.html


Summary



Summary

• Most people with CLL do not present with any symptoms at
diagnosis

• When present, symptoms may include:
• lymphocytosis
• shortness of breath
• fatigue
• low red blood cell and platelet counts
• enlarged lymph nodes, spleen or liver
• infections of the skin, lungs, kidneys or other sites
• B symptoms such as fever, night sweats, and weight loss

Signs and symptoms

• The clinical manifestations of CLL typically intensify
• The clinical course becomes more aggressive
• CLL can progress to diffuse large B-cell lymphoma (DLBCL) or

Hodgkin lymphoma through a process called Richter transformation
Progression of CLL

• Richter transformation is characterised by rapidly progressive
lymph node disease and certain B symptoms

• Richter transformation is the result of an accumulation of mutations
that dysregulate tumour suppressors, cell proliferation and cell 
cycle control

Richter transformation



Knowledge check



1. True or false: Patients with CLL typically present with symptoms of fatigue, low blood cell counts, 
and enlarged lymph nodes at diagnosis.

A. True

B. False

Knowledge check: questions

2. Fill in the blanks: The clinical manifestations of CLL typically ________ with disease progression. 
The clinical course becomes ________ aggressive as CLL progresses. 

A. decrease, less

B. decrease, more

C. increase, less

D. increase, more

3. Fill in the blanks: Richter transformation involves the progression of ________ to an aggressive 
form of  ________. 

A. AML, CLL 

B. CLL, AML

C. CLL, lymphoma

D. Lymphoma, CLL

4. Richter transformation arises from the accumulation of mutations that dysregulate which of the 
following cellular processes?

A. Cell cycle control, necrosis, and tumour suppressors 

B. Cell proliferation, differentiation, and apoptosis

C. Oncogenes, tumour suppressors, and cell survival

D. Tumour suppressors, cell proliferation, and cell cycle control



Knowledge check: answers

1. B: False Most patients with CLL do not present with any symptoms at diagnosis.

2. D: The clinical manifestations of CLL typically increase with disease progression. The 
clinical course becomes more aggressive as CLL progresses.

3. C: Richter transformation involves the progression of CLL to an aggressive form of 
lymphoma.

4. D: Richter transformation arises from the accumulation of mutations that dysregulate
tumour suppressors, cell proliferation, and cell cycle control.
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