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CLL/Small lymphocytic lymphoma(SLL)

Epidemiology
Rare in East Asia

Most common adult leukemia in Western countries
Incidence (United States): 6.75/10000Q 3.65/100000
Male: female =1.7: 1

Median age at diagnosis: 70 yeald

Younger and elderly patients: phenotypically
Indistinguishable, but having a signficant impact on
selection of therapy



Peripheral blood smear
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Diagnosis of CLL

Clonal B cell (leukemic cells) accumulation In
PB, BM and lymphold tissues.
Typical iImmunophenotype

slg CD20 CD5 CD23 CD10  €D103 Cyclin D1

Chronic lymphocytic leukemia Dim Dim + + - -
Lymphoplasmacytic lymphoma Mod + -/ + +/— — —

Mantle cell lymphoma Mod + + — (partial - - +
Marginal zone: Nodal/MALT lymphoma + + — —/ + - -

Splenic marginal zone lymphoma + + —/ + — + — —/ +

Follicular lymphoma + + — —/ + +/— -

Hairy cell leukemia + + — — — +



Classification

Lymphadenopathy/extranodal

Diagnosis  B-cell count involvement

CLL =5,000 +—
SLL <5,000 +
MBL <5,000 —

CLL = chronic lymphocytic leukemia; SLL = small lymphocytic
lymphoma; MBL = monoclonal B-cell lymphocytosis.



CLL clinical staging systems

Binet classification

Stage  Definition Patients (%)
A <3 lymphoid areas 60
B >3 lymphoid areas 30
C Hemoglobin <10 g/dL 10

or platelets
<100 x 10°/dL

Rai classification Median overall

Risk group Stage Definition Patients (%)  survival,y
Low 0 Lymphocytosis only 30 =10
Intermediate I Lymphadenopathy 25 5-7

11 Hepato- or splenomegaly 25

+ lymphadenopathy

High 11 Hemoglobin <11 g/dL 10 1-3

VI Platelets <100 x 10*/dL 10

Kokhaei et al. Ann Oncol. 2005;16(S2):iH1133



Prognostic information for CLL

Immunoglobulin Heavy-Chain Variable (IGHV) Region Gene Mutation and Surrogates by Flow Cytometry

Outcome Association
Favorable Unfavorable
DNA sequencingP®
IGHV >2% mutation <2% mutation
Flow Cytometry
CD38 <30% >30%
Zap 70 <20% >20%

Interphase Cytogenetics (FISH)®

Unfavorable Neutral Favorable

del(11q) Normal del(13q) (as a
del(17p) +12 sole abnormality)




15! —line Treatment

U70y or younger with comorbidities<70y or older without significant
Obinutuzumak{O)+chlorambucil comorbidities

Rituximab(R)€hlorambucil FCR
BendamustinéB)+£ R FR
Cyclophosphamide(C), Pentostatin(P)+CR
prednisolone +/R B+LR

R O-+chlorambucil
Fludarabing(F)+£ rituximab

Cladribine

Chlorambucil
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GA101 induces high ADCC and
cell death

Mechanisms of action of GA101 (a type Il antibody) versus type |
antibodies (e.g., rituximab, 2H7)

c,ﬂ 1. Increased direct cell death
cp20 4  (typell epitope, elbow-hinge

modification)

Complement z ? ;
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3. Lower CDC activity 2. Increased ADCC
unlike rituximab (type | epitope) via increased affinity to the

due to recognition of type Il epitope "ADCC receptor’ Fc-yRIIIA
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ADCC

Move CDZ20 into lipid
rafts
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Induced cell death

++

++

++

++

++

++



15! —line Treatment

U70y oryoungerwith comorbidities

O +chlorambucil Alemtuzumab +R

R +chlorambucil FCR
B+/R FR
C,prednisolone +/R HDMP + R
ReducedFCR O +R

R

Chlorambucil

<70yor olderwithout significant
comorbidities

FCR

B+/R

PCR
O+chlorambucil



Long response
Retreat as in firstine therapy until short response
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