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CLL/SLL Is a Cancer of the 
Immune System 
• For many, CLL was a nagging background to an otherwise full 

life.
• Though CLL patients have long been known to be 

immunocompromised (IC), it was often ignored or simply 
handled by avoiding sick friends and relatives and perhaps 
careful handwashing.

• The COVID-19 pandemic changed everything for many as 
CLL’s inherent (IC) status became a constant and potentially 
life-threatening disability.



Risk of COVID-19 Infection After 
Vaccination

• The IC making up only 2.7% of the U.S. adult population.
• The rate of breakthrough cases among vaccinated people 

who are not IC was <1%.



CDC on Poor Outcomes in the IC
• Are more likely to get severely ill from COVID-19.
• Higher risk for:

• Prolonged SARS-CoV-2 infection and shedding
• Viral evolution (mutations) during infection and treatment in 

hospitalized patients
• Low antibody/neutralization titers to SARS-CoV-2 variants

• Are more likely to transmit SARS-CoV-2 to household contacts.
• CLL patients hospitalized with COVID-19 have had a historical 

high mortality rate of ∼30%, now closer to 10%.



Should the IC Undergo Antibody Testing 
Following COVID-19 Vaccination?

According to the CDC:
• Utility of serologic testing or cellular immune testing to assess 

immune response to COVID-19 vaccination has not been 
established.

• Exact correlation between antibody level and protection from 
COVID-19 remains unclear.

• Commercial antibody and cellular immune testing may not be 
consistent across laboratories.

• Serologic (antibody) testing or cellular immune testing outside of the 
context of research studies is not recommended at this time.



Passive Versus Active Immunity

• A strong active immune response involves a complicated set of 
hand-offs and passes between different cells in our immune 
system. We as CLL patients fumble the ball a lot. 

• In most cases it is better to teach someone to fish than to hand 
them cooked fish (or sushi). In our case, we may never 
successfully fish on our own and may end up going hungry.

• Fortunately, there is a good source of prepared fish (sushi) in 
the form of monoclonal antibodies (mAb).

• If we could get enough pre-made “neutralizing” antibodies 
against the COVID-19 spike (S) protein, then those antibodies 
would be expected to passively protect us.



When Do Monoclonal Antibodies 
Help?

Just About Any Time!
Currently Authorized and Available For:
1. Early in mild to moderate COVID-19 as an outpatient
2. Exposed to COVID-19 but have not yet tested positive

(this is called post-exposure prophylaxis)
Coming Real Soon:
• Pre-Exposure Prophylaxis (PrEP)
Experimental:
• In severe cases where the patient is not making their own antibodies



A Layered Approach Leads to Better 
COVID-19 Protection

Add a cheese wedge for:
• Monoclonal Antibodies
• Antivirals
• Better Therapies

The future is looking much safer!!

The “Swiss Cheese” analogy recognizes that NO SINGLE 
INTERVENTION is perfect at preventing the spread of COVID-19. But 
when multiple preventative measures are layered on top of the other, the 
chance of prevention becomes greater.
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Outline

• Background of immunodeficiency
• Proposed evaluation of immunodeficiency
• Therapeutic options for COVID-19



Risk of Infection

Twomey. Arch Int Med 1973; 132: 562.



Immune Components

Complement proteins Neutrophils & phagocytes

T cells Antibodies

Immune System



Proposed Immune Evaluation

Antibody 
Level

• IgG, IgM, IgA

Antibody 
Function

• Vaccine 
Responses

T Cell Counts

• Lymphocyte 
Subsets

Parikh. Cancer 2015; 121(17): 2883.



Current State
Infection

Pneumonia

Streptococcus pneumoniae

Vaccination

Infection #1 Cause of Morbidity & Mortality
Conley. Clin Immunol 1999; 93: 190.



Vaccination in CLL
Vaccines lead to antibody production

B cells make antibodies

CLL is a B cell cancer

B cells are dysfunctional in CLL

Patients with CLL have suboptimal 
antibody response

Sinisalo. Brit J of Heme 2001; 114: 107.



COVID-19 Vaccine in Blood Cancers

Tzarfati. Amer J of Heme 2021; 96(10): 1195.



COVID-19 Pfizer Vaccine in CLL

Herishanu. Blood 2021; 137(23): 3165. 



COVID-19 Pfizer Vaccine in CLL

Herishanu. Blood 2021; 137(23): 3165. 



COVID-19 mRNA Vaccine 3rd Dose

CDC ACIP Meeting July 22, 2021.



COVID-19 Treatment – Monoclonal 
Antibodies

Casirivimab w/ imdevimab (Regeneron), Bamlanivimab + etesevimab (Eli Lilly), Sotrovimab (GSK)



COVID-19 Treatment Outcomes

Quicker decrease 
in viral load 

Quicker resolution 
of symptoms

Decreased rate of 
hospitalization

No increased risk of 
side effects as 

compared to placebo



Eligible Patients



COVID-19 Prophylaxis



COVID-19 Prophylaxis – EUA Pending



Summary

• Individuals with CLL have immune dysfunction
• Infections are the #1 cause of complications in CLL
• Vaccines are recommended but response is often suboptimal
• COVID-19 pandemic poses increased risk to individuals with CLL, due to sub-

optimal vaccine responses
• Individuals with CLL should be aware of additional therapeutic options for 

management of COVID-19



Thank	You
shahzad.mustafa@rochesterregional.org

585-922-8350
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Complete Prior to COVID-19 Exposure



Known Exposure, Positive Result, 
and How to Quarantine



What Do I Do If I Do Get COVID-19?



Where to Find the COVID-19 Action Plan 
On CLL Society’s Website

34



Important Take Aways

• Complete the checklists ahead of time-BE 
PREPARED!

• Keep them in an easily accessible place, 
such as a folder

• Discuss your plan with others within the 
household

• If you have known exposure, symptoms, or 
a positive test result-pull out the plan and 
act fast! Time is of the essence.



Poll Questions



Audience Questions & 
Answers
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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

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

