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Abstract

BACKGROUND

Chronic lymphocytic leukemia (CLL) and indolent non-Hodgkin lymphoma (iNHL) are B-cell malignancies
associated with neutropenia, anemia and thrombocytopenia.The etiology of impaired hematopoiesis is not
well understood, however the bone marrow leukemia/lymphoma cell infiltrates that often occur with these
diseases is thought to contribute. In studies evaluating the selective PI3Kd inhibitor idelalisib (IDL) in B-
cell malignancies, hematologic responses across all 3 lineages were observed in a majority of patients

(pts) with baseline (BL) cytopenias.

This post hoc analysis reports hemogram changes in pts with relapsed or refractory (R/R) CLL/INHL
treated with IDL in two pivotal studies and describes trends in hematologic parameters over time during

IDL treatment in pts with or without BL cytopenias.



METHODS

In phase 3 study 312-0116 (NCT01539512), frail pts with R/R CLL were randomized to receive a
combination of 8 doses of rituximab (R) with IDL 150 mg BID or placebo (P). In phase 2 study 101-09
(NCT01282424), pts with refractory iNHL received IDL 150 mg BID. In both studies, IDL was continued
until disease progression (PD) or unacceptable toxicity. Trial inclusion criteria allowed enroliment of pts

with BL cytopenias of any grade (CLL) or grade #3 (iNHL).

Hematologic profiles for pts in each study were categorized as normal or abnormal (any grade of
cytopenia) at BL. In the iNHL study, pts with PD at the first assessment were excluded from this analysis

to avoid confounding by underlying uncontrolled disease.
RESULTS

A total of 345 pts participated in the 2 trials. The overall response rates of IDL-treated patients in the CLL

and iNHL studies were 81% and 57%, respectively.

For pts with CLL on IDL+R (n=110), BL cytopenias (grade >1) included anemia (76%), thrombocytopenia
(62%), and neutropenia (34%). For pts with iNHL on IDL-mono (n=115), BL cytopenias included anemia

(50.4%), thrombocytopenia (64.3%), and neutropenia (75.7%). We present changes in hemoglobin (Hgb),
platelet (PLT), or neutrophil (ANC) counts over time (BL, peak, and time to peak) in pts with an abnormal

BL hemogram in Table 1.

Median hematologic lab values over time were unchanged in pts with normal hemograms at BL. Among
patients with BL cytopenia, anemia and thrombocytopenia improved over time in pts with CLL and iNHL
while on treatment with IDL. For pts with CLL, the magnitude of improvement was larger for pts in the IDL
+R arm compared to those in the P+R arm. For pts in the IDL+R arm, median peak values of Hgb and
PLT were observed within 6 months of IDL initiation. For pts with iNHL, median peak values for Hgb and

PLT were observed within 3 months. ANC remained stable over time in CLL, and increased in iNHL.

CONCLUSIONS



Idelalisib treatment was associated with improvement in Hgb and PLT counts in this population of pts with

R/R CLL or iNHL. In those pts with BL anemia or thrombocytopenia, peak improvement in Hgb or PLT

values occurred early in treatment (<3 months for iNHL and <6 months for CLL).

Table 1 Changes in Hemoglobin, Platelet, and Neutrophil Counts in Patients
with Baseline Cytopenias Who Were Treated with Idelalisib
3120116 101-09
CLL iINHL
IDLAR P+R IDL-mono
Parameter (n=110) (n=108) (*n=125)
Hemoglobin
Bl anemma
N 3 79 57
BL Hgb (g/L) medman (Q1, Q3) 103.0 (880, 1100 1020 (837.0. 110.0) 107 (97, 113)
Best change from Bl
N 02 ‘.'6 (3]

(g/L), medman (Q1, Q3)

1255 (1150, 137.0)

113.0 (995, 123.0)

128 (120, 137)

Best median % change (Q1, Q3)

35135 1.0

126 (40, 20.7)

198 (11.0, 30.1)

Tame 1o best change from BL
(months ), median (Q1, O3)

5623 82)

2300 37

28 (14, 46)

Platelets

BL thrombocviopenma
N

o8

o6

4l

BL PLT (x10'9%L), medsan (QI,
Q3)

665 (480, 10100

53.5 (260, 8|0)

95 (77, 111)

Best change from Bl, (x10°9L)

N

o

6]

4

(xX109L) medsan (Q1, Q3)

1450 (1B, 196.0)

96.0 (400, 14300

159 (119, 29

Best median % change (Q1, 0O3)

1189 (61.4 2195}

47.7 (185, 104.8)

635 (330, 131.7)

Tme 1o bestchange from BL
(months ), medan (Q1, Q3)

46 (23, 69)

1.8 (05, 37)

2510, 97

Neutrophils

Bl. neutropen:a

N

37

39

=

BL ANC (x10°9L), medman (Q1,
3

1009, 1.6)

1.1 (06, 16)

1.41 (095 1.63%)

Best change from Bl

N

36

35

=

(x10°9L), medsan (Q1, Q3)

3221, 4%

23(1.1, 3

363 (269, 5.80)

Best median % change (Q1, Q3)

1689 (97.8 305.6)

865 (200, 196.6)

2047 (771, 309

Tune to bestchange from BL
(months ), median (Q1, Q3)

21 (1.0, 38)

1.4(1.0, 28)

55(26, 97)

*pts with PD at 1" evaluation exchuded
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