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I Need Therapy, How Did I Get Here?

• Diagnosed and already need treatment
• Rare, but possible
• You may not have any symptoms

• Watch and Wait, Active Surveillance, Active Monitoring…
• Educate
• Support system (family, friends, a support group)
• Health care maintenance
• Meet with a CLL expert for a second opinion



When is it Time to Start Therapy?
• Progressive bone marrow failure with worsening anemia (hemoglobin < 

10) and/or platelet count <100,000
• Massive or progressive splenomegaly or lymphadenopathy
• Progressive lymphocytosis with an increase of >50% over a two-month 

period or lymphocyte doubling time of < 6 months
• Symptomatic or functional extranodal involvement (i.e. skin, kidney, 

lung)
• Symptoms: significant fatigue limiting activity, night sweats (>1 month 

without infection), weight loss (>10% body weight in past 6 months), 
fevers for at least 2 weeks without infection

• Autoimmune Hemolytic Anemia (AIHA where the body attacks its own 
red cells) and/or Immune Thrombocytopenic Purpura (ITP where the 
body attacks its own platelets) that is poorly responsive to steroids or 
other standard therapy



Considerations Prior to Treatment 

AIHA = autoimmune hemolytic anemia; GI = gastrointestinal; ITP = immune thrombocytopenic purpura.



Factors To Consider When Choosing 
a New Therapy

• Age
• Specific disease markers – if not done at diagnosis, should be done 

prior to treatment
• FISH, IGHV mutation status

• Performance status
• Comorbidities
• Your goals
• Your lifestyle
• Your support system



Current Treatment Options
• Targeted Therapies

• BTK inhibitors 
• BCL2 inhibitors
• PI3K inhibitors

• Monoclonal Antibodies
• Rituximab 
• Obinutuzumab

• Chemotherapy or 
Chemoimmunotherapy 

• Fludarabine, Cyclophosphamide, 
Rituximab (FCR)

• Bendamustine + Rituximab (BR)

• CAR-T cell Therapy

• Stem cell/Bone marrow 
transplant

• Clinical Trials



Targeted Therapy - What Does That 
Mean?
• Cancer treatments that target a particular area, protein, 

receptor, pathway in CLL cells

• They do not target healthy cells, limiting side effects

• But what do they do?
• Block or turn off chemical signals that tell the cancer cell to grow 

and divide
• Change proteins within the cancer cells so the cells die
• Stop making new blood vessels to feed the cancer cells
• Trigger your immune system to kill the cancer cells
• Carry toxins to the cancer cells to kill them, but not normal cells



Bruton’s Tyrosine Kinase (BTK) Inhibitors 
 
• Inhibit BTK by interfering with signaling, preventing growth/survival
• Continuous therapy taken every day
• Can be given alone or in combination with a monoclonal antibody
• Less office visits, less monitoring
• Fast improvement in lymph node size and liver/spleen size
• Work well in those with high-risk genomic features (ie del 17p)

• Examples of covalent BTKIs
• Ibrutinib (Imbruvica) – 1st generation
• Acalabrutinib (Calquence) – 2nd generation
• Zanubrutinib (Brukinsa) – 2nd generation

• Examples of noncovalent BTKis
• Pirtobrutinib (Jaypirca)*
• Nemtabrutinib*

*Not yet approved in CLL, in clinical trials



Side Effects of BTK Inhibitors
              Common Side Effects         Other Important Side Effects

Arthralgia

Infection

DiarrheaHypertension

Bleeding

Atrial fibrillation

BTK Inhibitors

Dermatologic changes

Fatigue

Ventricular arrhythmia

Cytopenias

Lipsky A, Lamanna N. Hematology Am Soc Hematol Educ Program. 2020;1:336-345

Zanubrutinib – neutropenia; Acalabrutinib - 
headaches



BCL-2 Inhibitors

• Venetoclax (Venclexta)
• Inhibits BCL-2, which normally protects cancer cells from dying
• Time-limited therapy

• In combo with Obinutuzumab in upfront therapy (total of 12 months)
• In combo with Rituximab in relapsed setting (total of 24 months)

• Drug ramp up over 5 weeks with close monitoring
• Risk of tumor lysis syndrome, low blood counts, GI symptoms, infections
• More daunting schedule early on
• Possibility of uMRD (undetectable measurable residual disase)
• Possibility of retreatment if relapse >/= 24-36 months from initial therapy



PI3K Inhibitors  
• Idelalisib (Zydelig)

• FDA approved in relapsed CLL in combination with Rituximab
• Oral medication
• High risk of infection (48%), hepatotoxicity (16%), diarrhea or 

colitis (20%), pneumonitis (4%), intestinal perforation

• Duvelisib (Copiktra)
• FDA approved in relapsed or refractory CLL after at least two 

prior therapies
• Oral medication
• High risk of infection (31%), diarrhea or colitis (18%), 

cutaneous reactions (5%), pneumonitis (5%)



Monoclonal Antibodies
• Type of immunotherapy, but also a targeted therapy
• Man-made versions of immune system proteins (antibodies) 
• Attach to a specific target.  In CLL, this protein is CD20 which is 

found on the surface of B-lymphocytes.
• Help your immune system react to and destroy the cancer cells
• Given via an infusion or under the skin (subcutaneous)
• Can be used alone or in combination with other drugs
• Common side effects:  Infusion reactions, fevers, chills, low blood 

counts, infections
• Impair antibody response to vaccines
• Commonly used in CLL: Rituximab (Rituxin) and Obinutuzumab 

(Gazyva)



Combinations

• Targeted therapy + monoclonal antibody
• Common
• Continuous + time limited therapy

• 2 novel agents – BTKi + Venetoclax (doublets)
• Time-limited
• Approved in Europe, not in the US
• Not commonly given outside of a clinical trial

• 2 novel agents + monoclonal antibody (triplet)
• Available in clinical trials, some combinations have not 

shown benefit over doublet therapy



Traditional Chemoimmunotherapy in CLL
• Given via intravenous infusion in cycles
• Target all quickly dividing cells, not just cancer cells
• Side effects are your cancer treatment stereotypes – 

nausea/vomiting, hair loss, low blood counts, fatigue, infections, 
loss of appetite, etc.

• Less to no role in CLL these days, and not recommended for 
those with del 17p or TP53 aberration or those with unmutated 
IGHV (must check first before starting therapy)

• BR
• Bendamustine & Rituximab

• FCR
• Fludarabine, Cyclophosphamide, Rituximab



Bone Marrow Transplant in CLL
• IV infusion of blood forming stem cells collected from 

bone marrow, peripheral blood, or umbilical cord blood 
with the goal of cure

• Allogeneic meaning donated by another person
• Involves rigorous testing, finding a compatible donor, 

conditioning chemotherapy, hospital stay and close 
monitoring

• Lots of possible side effects (infection, low blood 
counts, bleeding, graft v. host disease) and even death

• Considered in relapsed/refractory disease, especially 
those running out of options or Richter’s Syndrome 
(when CLL transforms into an aggressive lymphoma)



Chimeric Antigen Receptor (CAR) T-Cell 
Therapy

• Immunotherapy that uses cells instead of drugs to fight 
CLL

• Patients’ own T-lymphocytes are harvested, trained to 
attack the CLL, grown, and then re-infused

• Risk of cytokine release syndrome (CRS), neurotoxicity
• Not currently approved in CLL, clinical trial only



Clinical Trials 

• Access to the newest and most advanced treatments, 
before they are widely available.

• Important drugs currently being used in trials
• BTK degraders – degrade BTK instead of just inhibiting it

• Overcomes some mutations that develop on BTK inhibitors
• BITES (bispecifics)

• work by attaching to two different antigens on separate cells—1 on the 
CLL cell and 1 on a T-lymphocyte, leading to destruction of the CLL

• NEW TARGETS and COMBINATIONS



Conclusion 
• Be an advocate for yourself when it comes to treatment
• Consider a 2nd opinion if you feel unsure or need more information
• Very little – no role for chemoimmunotherapy in CLL these days
• Novel agents are the mainstay of therapy
• Most patients will see more than one therapy in their lives
• Rely on your care team when you have questions/concerns – they 

are there to help!

Thank you!
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Thank You for Attending!
Please take a moment to complete our post-event 

survey, your feedback is important to us

If you’re question was not answered, please feel free to 
email asktheexpert@cllsociety.org 

Join us on Thursday, November 16th for our next event, 
“Ask Me Anything” a Facebook Live event featuring Dr. 

Sameer Parikh

CLL Society is invested in your long life. Please invest in 
the long life of the CLL Society by supporting our work

cllsociety.org/donate-to-cll-society/

mailto:asktheexpert@cllsociety.org

