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Chronic Lymphocytic
Disease State Research Leukemia (CLL)

De"vering Peer-Generated Chronic lymphocytic leukemia (CLL) is a chronic

lymphoproliferative disorder (lymphoid neoplasm).

|n5ight5 to Guide POPUIation It is characterized by a progressive accumulation of
Health Management functionally incompetent B lymphocytes, which are

usually monoclonal in origin.

In the US it is estimated to

have 20,000 new cases of
CLL and 4,000+ deaths'

CLL is the most common Average age at diagnosis
type of leukemia in adults’ is around 70°
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BTKis in CLL PROFESSION ORGANIZATION
79% 12% 23% 38%
PHARMACIST MEDICAL DOCTOR HEALTH PLAN HOSPITAL OR IDS
2% 8% 10% 29%
RN/NP OTHER PBM OTHER, ACO, SPP,
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BEST PRACTICES
The choice of CLL therapy is based on patient and tumor
characteristics and goals of therapy
@® Asymptomatic early-stage CLL? O

Tumor characteristics:

Regardless of risk factors, the standard cytogenetics and l“.noleciuilar genetics
of care is observation (“watch and for mutation identification
wait”) rather than immediate treatment

Patient characteristics:
fit or unfit status

Duration of treatment:
continuous vs. fixed duration

Goals of ameliorating symptoms,
improving progression-free and overall
survival and reversing cytopenias

Current Recommended Treatments in CLL O

Mechanism of action BTK inhibitor BCL-2 inhibitor Antl—CDZO.monocIonaI
antibody
Drug Ibrutinib Acalabrutinib = Zanubrutinib Venetoclax Obinutuzumab = Rituximab
O
\/

Treatment toxicities are an essential consideration
in the selection and switching of BTK inhibitors

O Oncology Specialists Recommend Various First-Line CLL Treatments

Continuous 1st Continuous 2nd
generation BTKi generation BTKi
monotherapy \ / monotherapy
Chemotherapy +

anti-CD20 mADb

BTKi +
anti-CD20

Venetoclax-based
mADb

combination,
fixed-duration

©59%
start with a BTKi
based regimen

O Suggested Treatment Algorithm in Patients
Intolerant of 1st Generation BTK Inhibitor

1st generation Manage Side
BTKi intolerance? Effects

Switch to another

2nd generation

>| covalent BTK -> .
inhibitor BTKI
O
-, Abandon e Clinical trial
Covalent -> e participation
BTK inhibitor Rituximab-based

combinations
* Venetoclax

1st generation BTKi: ibrutinib; 2nd generation BTKis: acalabrutinib, zanubrutinib

Evaluate the ROI of combination therapy in select CLL patient populations

Toxicity, cytopenias, and infections O Important Factors to Consider when
Calculating the Total Cost of Care for CLL

Duration of treatment

+/- fewer treatment options later

Fixed duration of treatment

Medical costs

Indirect costs

Patient out-of-pocket expenses
Laboratory costs
Genetic/biomarker test costs

Medication(s) cost

Increase drug costs up front Survival benefit

Increase efficacy
Hospitalization and emergency care

+/- better long-term QolL

Patient assistance programs
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Treatment adherence and impact on QoL are key factors when
developing coverage policies

High medication adherence is needed to achieve optimal outcomes in CLL

O Factors influencing adherence to oral therapies for CLL:*
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Health System Factors | ¢u Treatment Factors Patient Factors A
Health insurance type E@ Medication burden I Older age, geography
O
Focus pathway development on frontline therapy, which is the
highest percent of CLL patients
O Suggested CLL/SLL Treatment Pathways®> O
First Line Third Line
Create coverage policies and
pathways after careful review BTKi +/- CD20 Venetoclax +
of scientific literature, practice (continuous) b20 Unmet Need
guidelines, emerging evidence, (time-limited)
and consultation with clinical
experts Venetoclax + .
CD20 BTKI Unmet Need

(time-limited) (continuous)

BTKi +Venetoclax

(time-limited) Unmet Need

Minimal residual disease (MRD) testing is reserved for clinical trials and
currently does not have a role in the routine care of patients with CLL

23%

of oncology payer experts
report using MRD to guide
when to stop CLL treatments

Evidence suggests that
undetectable MRD in
the peripheral blood is
an important predictor
of treatment efficacy

The top challenges for payers are related to costs,
followed by the patient complexity
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Top 3 Payer Challenges Complexity of CLL patients
are Cost Related .
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