
	Timepoint
	Number of patients that reached the endpoint on study
	Number of patients with available immunoglobulin results

	Screening
	180
	175 (97.2%)

	C6
	167
	159 (95.2%)

	C12
	155
	140 (90.3%)

	C18
	137
	122 (89.1%)

	C24
	115
	106 (92.2%)

	C30
	101
	92 (91.1%)

	C36
	66
	64 (97.0%)



Supplementary Table 1. The proportion of patients treated in the ATLAS trial at different timepoints who were evaluable for this analysis.


	Timepoint
	Number of patients with available immunoglobulin results
	Number of patients with available 
B-cell diversity data

	
	KRd36
	KRd8-R
	R
	KRd36
	KRd8-R
	R

	Screening
	89
	-
	86
	48
	-
	44

	C6
	81
	-
	78
	53
	-
	44

	C12
	36
	37
	67
	23
	22
	41

	C18
	28
	36
	58
	24
	17
	33

	C24
	28
	31
	47
	20
	12
	27

	C30
	25
	24
	43
	-
	-
	-

	C36
	19
	18
	27
	15
	5
	13



Supplementary Table 2. The numbers of patients evaluable at different timepoints for immunoglobulin recovery and B-cell diversity.


	ID
	Treatment cycle
	Total unique B-cell sequences
	Immunoparesis
	Arm
	Grade
	AE
	Etiology

	01-005
	17
	N/A
	Full
	KRd
	3
	Upper respiratory tract infection
	Influenza

	01-012
	6
	121759
	Full
	KRd
	3
	Upper respiratory tract infection
	Unknown

	01-014
	12
	21993
	Full
	KRd
	3
	Upper respiratory infection
	Unknown

	01-021
	4
	N/A
	Full
	KRd
	3
	Upper respiratory tract infection
	Unknown

	01-043
	7
	19468
	Partial
	KRd
	3
	Lower respiratory tract infection
	Unknown

	01-048
	4
	N/A
	Full
	KRd
	3
	Skin infection
	Unknown

	05-004
	5
	N/A
	Recovered
	KRd
	4
	Lower respiratory tract infection
	Unknown

	05-014
	2
	1294931
	Partial
	KRd
	3
	Lower respiratory tract infection
	Unknown

	016
	33
	N/A
	Full
	KRd
	3
	Lower respiratory tract infection
	Unknown

	020
	3
	45243
	Partial
	KRd
	3
	Lower respiratory tract infection
	Unknown

	01-017
	6
	105396
	Partial
	KRd to R
	3
	Lower respiratory tract infection
	Unknown

	05-007
	6
	N/A
	Full
	KRd to R
	3
	Lower respiratory tract infection
	Unknown

	014
	25
	94477
	Partial
	KRd to R
	3
	Upper respiratory tract infection
	Influenza

	01-011
	18
	79156
	Full
	R
	3
	Upper respiratory tract infection
	Unknown

	01-022
	3
	54760
	Partial
	R
	3
	Upper respiratory infection
	Unknown

	01-036
	19
	N/A
	Partial
	R
	3
	Upper respiratory infection
	Unknown

	02-007
	12
	N/A
	N/A
	R
	3
	Lower respiratory tract infection
	Unknown

	07-005
	23
	113319
	Partial
	R
	3
	Urinary tract infection
	Unknown

	009
	18
	313863
	Partial
	R
	3
	Tooth infection
	Unknown



Supplementary Table 3. Detailed description of grade 3+ infections in the analyzed population.
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Supplementary Figure 1. Rates of suppression of different polyclonal isotypes.
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Supplementary Figure 2. Rates of polyclonal immunoglobulin recovery at different timepoints for the whole study population.
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Supplementary Figure 3. Landmark (after C12) progression-free survival (PFS) and overall survival (OS) rates comparison in subgroups of patients with complete, partial or without any recovery of uninvolved polyclonal immunoglobulin assessed in patients from the R arm (E-H) and combined for patients on single agent lenalidomide at the time of assessment – from the R arm and those who de-escalated the therapy from KRd to R after C8 (A-D).


image3.tiff
.

.

-

.

-~

.
.
e
)

S

I
B | | | | |
. e . . . e
. .
. . . . - . .
. . B i . .
D
g | L1 | 1. U L | | L |
‘_5 .
.
E 11 B 11
.
.
.
.
.
.
.
-
. -
B .
B ——
.
I
. | | | | |
. s e . . e
. e
. - - . . . .
. . . . B .
. ' :
.
‘_5 .
.
E L. 1 11 Ll L1 1 |
.
.
.
I
.
.
.
. -~
.
§1 ==
.
I
B | | | | |
. e e . . .
. .
. . . . . 1 .
. . . i . .
D
.
t_u . _ 1 U | L]
.
. .\‘-111441_‘
.
m P 1. 11 1 1Ll | |
.
.
N
.
§ -~
§1 .
.
I
B | | | | |
B e e . e .
I .
. . . . . . .
. . . B i .

B N — N '
g .
.
.
.
.
B
- -
. =
.
B ) ) ) ) )
N . e e e .
R .
. . . . . . .
- . . N i N
[)) I
g .
.
.
.
.
B
N -~
. =
I
B ) ) ) ) )
N . e e e .
I e
. - - - . . .
e s . . . N
. I - I ] ] ] ]
g .
.
.
.
.
B
- -~
. . S
D
B ) ) ) ) )
N . e e e .
. .
. . . . - . .
N N N N i N
H) 100 I LUl 1 L 1 1 Ll ]
g .
.
.
.
.
B
- -~
. N
D
B ) ) ) ) )
N . e e e .
N .
. . . . . . .
e e e e . N





image1.emf



Screening C6 C12 C18 C24 C30 C36
0



20



40



60



80



100



70.9%



54.1%



39.8%



29.4% 27.0% 26.9% 25.0%%
 o



f p
at



ie
nt



s



Uninvolved IgA suppressed



Screening C6 C12 C18 C24 C30 C36
0



20



40



60



80



100



38.8%



59.1%



40.5%



23.5% 24.1% 21.7% 23.1%



%
 o



f p
at



ie
nt



s
Uninvolved IgG suppressed



Screening C6 C12 C18 C24 C30 C36
0



20



40



60



80



100



64.9%



87.1% 89.8% 87.4% 87.5%
83.5% 84.4%



%
 o



f p
at



ie
nt



s



Uninvolved IgM suppressed



Screening C6 C12 C18 C24 C30 C36
0



20



40



60



80



100



73.7% 73.5%
75.0% 75.0%



50.0%



71.4%



62.5%



68.1%



34.3%



22.8%



14.0%



18.6%



10.8% 12.0%



34.4%



17.9% 18.2%



10.0%



6.7%



%
 o



f p
at



ie
nt



s



Uninvolved IgA suppressed
KRd36



R



KRd8-
R



Screening C6 C12 C18 C24 C30 C36
0



20



40



60



80



100



30.4%



86.4%
83.3%



66.7%



50.0% 50.0% 50.0%
46.2%



31.8%



18.8%
21.4%



18.2%



0.0% 0.0%



46.7%



7.1%



16.7%



25.0%



20.0%



%
 o



f p
at



ie
nt



s



Uninvolved IgG suppressed KRd36



R



KRd8-
R



Screening C6 C12 C18 C24 C30 C36
0



20



40



60



80



100



60.2%



87.5%



96.4%



89.3%
88.0%



89.5%



69.9%



86.7%



82.8%
80.4%



82.6% 81.4% 81.5%



94.6%



91.4%
93.3%



82.6% 83.3%



%
 o



f p
at



ie
nt



s



Uninvolved IgM suppressed KRd36



R



KRd8-
R










ScreeningC6 C12 C18 C24 C30 C36

0

20

40

60

80

100

70.9%

54.1%

39.8%

29.4%

27.0% 26.9%

25.0%

%

 

o

f

 

p

a

t

i

e

n

t

s

Uninvolved IgA suppressed

ScreeningC6 C12 C18 C24 C30 C36

0

20

40

60

80

100

38.8%

59.1%

40.5%

23.5%

24.1%

21.7%

23.1%

%

 

o

f

 

p

a

t

i

e

n

t

s

Uninvolved IgG suppressed

ScreeningC6 C12 C18 C24 C30 C36

0

20

40

60

80

100

64.9%

87.1%

89.8%

87.4%

87.5%

83.5%

84.4%

%

 

o

f

 

p

a

t

i

e

n

t

s

Uninvolved IgM suppressed

Screening C6 C12 C18 C24 C30 C36

0

20

40

60

80

100

73.7% 73.5%

75.0% 75.0%

50.0%

71.4%

62.5%

68.1%

34.3%

22.8%

14.0%

18.6%

10.8%

12.0%

34.4%

17.9%

18.2%

10.0%

6.7%

%

 

o

f

 

p

a

t

i

e

n

t

s

Uninvolved IgA suppressed

KRd36

R

KRd8-

R

Screening C6 C12 C18 C24 C30 C36

0

20

40

60

80

100

30.4%

86.4%

83.3%

66.7%

50.0% 50.0% 50.0%

46.2%

31.8%

18.8%

21.4%

18.2%

0.0% 0.0%

46.7%

7.1%

16.7%

25.0%

20.0%

%

 

o

f

 

p

a

t

i

e

n

t

s

Uninvolved IgG suppressed

KRd36

R

KRd8-

R

Screening C6 C12 C18 C24 C30 C36

0

20

40

60

80

100

60.2%

87.5%

96.4%

89.3%

88.0%

89.5%

69.9%

86.7%

82.8%

80.4%

82.6%

81.4% 81.5%

94.6%

91.4%

93.3%

82.6%

83.3%

%

 

o

f

 

p

a

t

i

e

n

t

s

Uninvolved IgM suppressed

KRd36

R

KRd8-

R


image2.emf



C6 C12 C18 C24 C30 C36
0



20



40



60



80



100
%



 o
f p



at
ie



nt
s



Complete recovery



Partial recovery



47.2%



61.4%



64.8%
69.8% 67.4%



57.8%



6.3% 5.7% 9.4% 12.0% 15.6%10.7%










C6 C12 C18 C24 C30 C36

0

20

40

60

80

100

%

 

o

f

 

p

a

t

i

e

n

t

s

Complete recovery

Partial recovery

47.2%

61.4%

64.8%

69.8% 67.4%

57.8%

6.3% 5.7% 9.4%

12.0% 15.6%

10.7%


