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Supplemental Data


Supplemental Table 1. Patients with measurable pharmacokinetic samples by study and dose received.

	
	
	
	Pharmacokinetic samples

	Study
	Dose group (mg/kg)
	Patients
	Above LOQ
	Below LOQ
	Total

	GEN501
	0.1
	4
	8
	44
	52

	
	0.5
	3
	23
	55
	78

	
	1
	6
	52
	59
	111

	
	2
	3
	36
	19
	55

	
	4
	3
	56
	10
	66

	
	8
	33
	289
	28
	317

	
	16
	45
	646
	13
	659

	
	24
	3
	63
	4
	67

	GEN501 totals
	All doses
	100
	1173
	232
	1405

	
	
	
	
	
	

	MMY2002
	8
	18
	166
	41
	207

	
	16
	105
	1233
	22
	1255

	MMY2002 totals
	All doses
	123
	1399
	63
	1462

	
	
	
	
	
	

	Both studies
	
	123
	2572
	295
	2867





Supplemental Table 2. Baseline disease and patient characteristics of patients with measurable pharmacokinetic concentrations. 

	
	Study MMY2002
N=123
n (%)
	Study GEN501
N=100
n (%)
	Combined
N=223
n (%)

	Age (yrs)
	
	
	

		N
	123
	100
	223

		Median
	64
	61
	63

		Range
	(31, 84)
	(38, 76)
	(31, 84)

	Weight (kg)
	
	
	

		N
	123
	100
	223

		Median
	76
	80.5
	78.6

		Range
	(38.4, 160.2)
	(43, 141.8)
	(38.4, 160.2)

	Albumin (g/L)
	
	
	

		N
	123
	100
	223

		Median
	34
	39.5
	37

		Range
	(15, 47)
	(20, 51)
	(15, 51)

	Sex
	
	
	

		Men
	64 (52)
	68 (68)
	132 (59)

		Women
	59 (48)
	32 (32)
	91 (41)

	Race
	
	
	

		White, not Hispanic or Latino
	94 (76)
	74 (74)
	168 (75)

		Black, of African Heritage or African-American
	15 (12)
	2 (2)
	17 (8)

		White, Hispanic or Latino
	6 (5)
	1 (1)
	7 (3)

		Asian
	4 (3)
	0
	4 (2)

		Other
	4 (3)
	1 (1)
	5 (2)

		Missing
	0
	22 (22)
	22 (10)

	Creatinine clearance category
	
	
	

		≥90 mL/min
	31 (25)
	40 (40)
	17 (32)

		≥60 - ≤89 mL/min
	40 (33)
	38 (38)
	78 (35)

		≥30 - ≤59 mL/min
	47 (37)
	21 (21)
	68 (30)

		≥15 - ≤29 mL/min
	4 (3)
	1 (1)
	5 (2)

		<15 mL/min
	1 (1)
	0
	1 (<1)

	Hepatic dysfunction
	
	
	

		Normal
	100 (81)
	88 (88)
	188 (84)

		Mild dysfunction
	22 (18)
	12 (12)
	34 (15)

		Missing
	1 (1)
	0
	1 (<1)

	Baseline ECOG score
	
	
	

		0
	36 (29)
	30 (30)
	66 (30)

		1
	77 (63)
	66 (66)
	143 (64)

		2
	10 (8)
	4 (4)
	14 (6)

	Lines of prior therapy
	
	
	

		≤3 Lines
	24 (20)
	23 (23)
	47 (21)

		>3 Lines
	99 (82)
	77 (77)
	176 (80)

	Type of melanoma at baseline by immunofixation
	
	
	

		IgG
	60 (49)
	49 (49)
	109 (49)

		Non-IgG
	63 (51)
	51 (51)
	114 (51)

	Refractory status
	
	
	

		None
	0
	23 (23)
	23 (10)

		PI only
	0
	8 (8)
	8 (4)

		IMiD only
	0
	12 (14)
	14 (6)

		Both PI and IMiD
	123 (100)
	57 (55)
	180 (80)

	ECOG, Eastern Cooperative Oncology Group; IMiD, immunomodulatory drug; PI, proteasome inhibitor.
Note: Data are presented as percentages (number of subjects with the observation).

	Statistics were calculated before the imputation of missing values. Five patients were excluded because they did not have measurable concentrations of daratumumab: 1 patient from SIRIUS who received only one dose of 16 mg/kg daratumumab and 4 patients from GEN501 who received ≤0.1 mg/kg daratumumab






Supplemental Figure 1. Study designs of the GEN501 and SIRIUS studies (a) GEN501 was a phase 1/2, open-label study consisting of 2 parts, a dose-escalation phase (Part 1) and a dose-expansion phase (Part 2). In GEN501 Part 1, sequential cohorts were administered daratumumab at doses from 0.005 mg/kg to 24 mg/kg. In GEN501 Part 2, patients received 8-mg/kg or 16 mg/kg. (b) In SIRIUS, patients were randomized to receive 8-mg/kg or 16-mg/kg doses of daratumumab; 16 mg/kg was established as the recommended dose and was administered to the expansion cohort. DARA, daratumumab; QW, once weekly; Q4W, every 4 weeks; Q2W, every 2 weeks. 
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GENS501

Dose-escalation

Part1

005-24 mg/kg*
Firstinfusion was followed
by a 3-week washout period;

then doses were QW for up
to 7 full infusions

(

32)

Dose-expansion

Part 2 v
Cohorts: A, B, Ct

8 ma/kq
QW for 8 weeks, Q2W
for 16 weeks, and Q4W
until disease
progression or toxicity

(n =30)

v

Cohorts: D, E

16 ma/kg
First infusion was
followed by a 3-week
washout period; then
QW for 7 weeks, Q2W
for 14 weeks, and Q4W
until disease

progression or toxicity

(n =42)

SIRIUS

Randomization

16 ma/kg
QW for 8 weeks,
Q2W for 16 weeks,
and Q4W until
disease progression
or toxicity
(n=18) (n =16)

8 ma’kq
Q4W until disease
progression or

toxicity

Response evaluated

Additional

90 patients
enrolled at
DARA 16 mg/kg

Part2

16 ma/kg
Dosing administered as in
Part 1

=106)

*All patients in Part1 received a predose 1 day prior to the firsttwo full infusions.
tCohorts A and Breceived 1 predoseinfusion 1 day prior to the first full infusion.




