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Supplementary Material


Supplementary Table S1.
 Prior treatment for chronic lymphocytic leukemia in patients with relapsed or refractory disease (n=94).
	
	N=94

	No. of prior treatment lines
	

	Median (range)
	2 (1–6)

	Category, n (%)
	

	1
	44 (46.8)

	2
	22 (23.4)

	≥3
	23 (24.5)

	Unknown
	5 (5.3)

	Most recent CLL treatment, n (%)
	

	Fludarabine
	22 (23.4)

	Cyclophosphamide
	13 (13.8)

	Bendamustine + rituximab
	10 (10.6)

	Rituximab
	9 (9.6)

	Fludarabine + cyclophosphamide + rituximab
	8 (8.5)

	Bendamustine
	5 (5.3)

	Fludarabine + rituximab
	5 (5.3)

	Ofatumumab
	4 (4.3)

	R-CHOP
	3 (3.2)

	Fludarabine + cyclophosphamide
	2 (2.1)

	Cyclophosphamide + corticosteroid
	2 (2.1)

	Cyclophosphamide + corticosteroid + procarbazine
	2 (2.1)

	Cyclophosphamide + corticosteroid + pirarubicin + vincristine
	1 (1.1)

	Cyclophosphamide + corticosteroid + procarbazine + etoposide
	1 (1.1)

	Cyclophosphamide + corticosteroid + vincristine
	1 (1.1)

	Rituximab + cyclophosphamide + corticosteroid
	1 (1.1)

	Rituximab + cyclophosphamide + corticosteroid + etoposide + procarbazine
	1 (1.1)

	Rituximab + cyclophosphamide + vincristine + prednisone
	1 (1.1)

	Venetoclax
	1 (1.1)

	Yttrium ibritumomab tiuxetan
	1 (1.1)

	Unknown
	1 (1.1)


CLL, chronic lymphocytic leukemia; R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine, and prednisone.
Supplementary Table S2.
 Baseline laboratory values in the safety analysis set.
	Laboratory values, median (range)
	Total population
n=237a
	1L CLL
n=142
	RR CLL
n=94

	IgA, mg/dL
	74.0
(7.0–3769.0)
	79.6
(11.0–3769.0)
	70.0
(7.0–998.0)

	IgG, mg/dL
	830.5
(34.0–5,912.6)
	946.0
(265.0–5,912.6)
	626.0
(34.0–2,141.0)

	IgM, mg/dL
	29.0
(2.0–2,279.2)
	39.0
(8.0–1,569.0)
	26.0
(2.0–2,279.2)

	WBC count, /μL
	18,700
(1,239–384,800)
	20,200
(1,239–384,800)
	16,310
(1,870–286,000)

	Neutrophil count, /μL
	2,918.7
(0.0–22,072.0)
	3,068.5
(0.0–22,072.0)
	2,573.0
(0.0–13,040.0)


aIncludes one patient with unknown CLL/SLL status, who met exclusion criteria immediately after registration and had no data collected thereafter.
1L, first-line; CLL, chronic lymphocytic leukemia; IgA/G/M, immunoglobulin A/G/M; RR, relapsed or refractory; WBC, white blood cell.
Supplementary Table S3.
 Summary of subsequent treatment after ibrutinib in the per-protocol set.
	
	1L CLL
n=141
	RR CLL
n=93

	Post-ibrutinib treatment, n (%)
	
	

	Yes
	31 (22.0)
	31 (33.3)

	No
	109 (77.3)
	62 (66.7)

	Unknown
	1 (0.7)
	0

	Regimen, n (%)
	n=31
	n=31

	Venetoclax ± rituximab
	12 (38.7)
	14 (45.2)

	Acalabrutinib
	10 (32.3)
	2 (6.5)

	R-CHOP
	2 (6.5)
	3 (9.7)

	Bendamustine + rituximab
	2 (6.5)
	1 (3.2)

	Corticosteroid
	2 (6.5)
	1 (3.2)

	Doxorubicin + bleomycin + vinblastine + dacarbazine
	1 (3.2)
	0

	Etoposide
	1 (3.2)
	0

	Rituximab
	1 (3.2)
	0

	Cyclophosphamide
	0
	4 (12.9)

	Fludarabine
	0
	2 (6.5)

	Bendamustine
	0
	1 (3.2)

	Cyclophosphamide + corticosteroid
	0
	1 (3.2)

	Hydroxycarbamide
	0
	1 (3.2)

	Ofatumumab
	0
	1 (3.2)


1L, first-line; CLL, chronic lymphocytic leukemia; R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine, and prednisone; RR, relapsed or refractory.

Supplementary Figure S1.
 Study design.
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1L, first-line; CLL, chronic lymphocytic leukemia; RR, relapsed or refractory; SLL, small lymphocytic lymphoma.

Supplementary Figure S2.
 Kaplan–Meier curves of time to next treatment in patients with chronic lymphocytic leukemia receiving ibrutinib as (a) first-line therapy and (b) for relapsed or refractory disease in the per-protocol set.
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