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Mitigating Potential Bias
• Guideline based discussion on treatments that are 

approved by Health Canada will be discussed



Learning Objectives
1. Referral Process and overview of CLL and similar 

lympho-proliferative disorders
2. Risk stratification and Treatment decisions
3. Where we can use your help: drug induced 

toxicities and their management



Referral to Hematology
• Approach to the elevated 

Lymphocyte count

• Often asymptomatic but 
could have short and long 
term sequela





Please Order FLOW CYTOMETRY

• https://sharedhealthmb.ca/wpfd_file/flow-cytometry-
requisition/
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Epidemiology
• ~2600 new patients diagnosed in Canada each year (population based) 

– 100 new cases in Manitoba every year, many live with it

• Average age at diagnosis is 72 years

• More common in men (1.3 to 1)

• No known cause

• Chronic cancer which is actively observed

• Incurable cancer but highly treatable despite advanced age and comorbidities



Indications for treatment
• Progressive cancer symptoms
• Recurrent Infections 
• A Hemoglobin <110, or Platelet count < 100
• Bulky lymphadenopathy
• Auto immune complication associated with the disease

– Hemolysis
– Immune mediated Thrombocytopenia
– Pure red cell aplasia



Then- Treatment was chemotherapy based

• Could the patient tolerate chemo?
• Can their bodies process the metabolites?



NOW- Treatment decisions and what we 
consider
• Age is irrelevant to access treatment, but prognostic

• Fitness/overall health status is also less important due to 
paradigm shift in available treatments

• Molecular testing



IGVH Mutation status
• A Patient may have A mutated (low risk) or unmutated 

(IGVH) ( high risk)

• The unmutated IGVH CLL represents a less mature CLL 
cell
– more aggressive trajectory likely needing treatment 

repeatedly

• A mutated CLL cell represents a more mature CLL cell
– Less aggressive disease course
– Delayed treatment course
– Often Durable remissions

https://comicvine.gamespot.com/

unmutatedmutated

They are both Jedis



Hello Dolly, I mean FISH
Florescent in Situ Hybridization Looking for chromosomal breaks

Nature volume 534, pages604–608(2016), Disney’s Finding Nemo

Identify chromosomal breaks that define
High Risk Disease based on loss of tumour

suppressor genes 
P53*, also look at gene level sequences

ATM



Why does this matter?

Risk Category CLL-IPI 
Risk Score 5 yr OS 10 yr OS Hazard Ratio

(95% CI)

Low 0-1 93.2% 79% -

Intermediate 2-3 79.3 39.2 3.5 (2.5-4.8)

High 4-6 63.3 21.9 1.9 (1.5-2.3)

Very High 7-10 23.3 3.5 3.6 (2.6-4.8)

CLL-IPI : 
International 
Prognostic 
Index
• del17p/TP53 status 

(4), IGHV status (2), 
ß2M (2), Stage (1), 
Age (1)

• Chemotherapy 
based outcomes



Bye Bye Chemotherapy ?
Low risk

• <65 – Fludarabine 
Cyclophosphamide or BTKi

• >65- Chlorambucil Obinutuzumab
– BTKi
– BCL2 inhibitor

High Risk 

• BTKi
• BCL2 inhibitors



BTKi- Ibrutinib, acalabrutinib, 
Zanzibrutinib…
• Phase 3 clinical trials have demonstrated long term efficacy in 

disease control and progression free survival benefits especially in 
high-risk patients in the relapsed and frontline setting

• In young (<65)  and fit patients there is also an overall survival 
advantage

• Most are designed as Continuous therapies

Sharman JP,  Banerji V et al. ASH 2019 
Meeting: Abstract 31, Lancet 2020

Shanafelt TD, et al. ASH 2019 Meeting: 
Abstract 33, NEJIM 2019



What is the price we pay?
Toxicities in patients

• Skin rashes
• Infections
• Cardiovascular
• Musculoskeletal

Toxicities to the health system

• Longer duration of treatment
• Longer sequela of toxicity 

management
• Increased cost of treatment

– $10,000/per month 





Banerji V et al Current Oncology 2020





BCL-2 Inhibitors- Venetoclax
• High risk of tumour lysis

• Lots of initial blood monitoring

• Easily tolerated

• Overall survival advantage over chemotherapy in the front and second-line setting

• Being combined with Anti CD 20 antibodies to deliver time limited treatment options or 
as a single continuous agent where appropriate

Fischer K, et al. N Engl J Med 2019; DOI: 
10.1056/NEJMoa1815281.



Barriers to Practice Change
• Geography

• Transportation

• Language

– Most exacerbated by COVID 19
– Working with CCMB to have all treatments accessible



Take home message(s)
• If your stable patient has developed a new cardiac toxicity ( a fib, or 

hypertension), rash, bleeding withing the first 3-6 months on 
therapy with Ibrutinib, acalabrutinib, please let us know. This may 
be drug induced.

• So many options for people that are accessible and equitable.

• Many drugs being used in other lymphomas and elderly AML and 
MDS



Thank you

vbanerji@cancercare.mb.ca


