Supplementary Table 1: previous lines of therapy for each patient (FCR: Fludarabine-cyclophosphamide-rituximab; R CVP:

rituximab plus cyclophosphamide, vincristine, and prednisone)
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41 unmutat Del13q14.3;
#1 | 66 M c 37210 "5 199 neg neg deli10223 FCR
R
2 | 76 F B 73200 8 neg neg nmutat del13q14.3;del 176 ) seamBUCH | Imbruvica
0 ed (15%) L
B3 |81 ™ c 15908 neg neg zgm“tat SF3B1 neg LEUKERAN Fludarabine R CVP
#4 | 59 M B 32500 12 neg neg  mutated del13 NO PREVIOUS TREATMENT
#5 | 74 W™ B 27900 32 18 neg neg  mutated del 13q NO PREVIOUS TREATMENT
#6 | 71 F G 50000 12 2.15 neg neg  mutated del 13q14.3 NO PREVIOUS TREATMENT
39 unmutat i i Imbruvic
#07 83 M B 25000 7 2.69 neg neg ed NOTCH1 tris 12 CHLORAMBUCI | Bendamustin a
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34 unmutat
#8 | 81 F G 80600 neg neg del11922.3 NO PREVIOUS TREATMENT
#9 | 86 W™ c 20900 22 neg neg :L‘m“tat neg R LEUKERAN |Imbruvica
#10 64 M B 49200 22 neg neg mutated neg NO PREVIOUS TREATMENT
m1 | 78 F B 14008 1; neg neg zgm”tat delll LEUKERAN |
10240 16 o ., unmutat TP53, . .
#12 74 M B 0 2 19% 6% ed SF3B1 del 17p; del 11q FCR |ImbruV|ca
20 del 13g14.3;
#13 81 F B 47200 6 neg neg mutated  SF3B1 del11922.3 NO PREVIOUS TREATMENT
#14 78 M A 79230 4; neg neg mutated neg NO PREVIOUS TREATMENT
#15 | 61 M B 77240 13 221 neg neg  mutated del13 NO PREVIOUS TREATMENT
#16 | 77 F B 40940 12 2.72 neg neg  mutated del13 NO PREVIOUS TREATMENT
#17 86 M B 40400 1; neg neg mutated del 13g14.3 CHLORAMBUCIL
#18 66 F B 25400 11 1.7 neg neg mutated del13 NO PREVIOUS TREATMENT
#19 | 78 F B 76200 32 25 neg neg  mutated neg NO PREVIOUS TREATMENT
22 unmutat R Imbruvic
#20 | 83 F B 16300 0.2 076 neg P53 del 1314.3 CHLORAMBUCI i
5 ed L Chlorambucil a
#21 | 58 ™ B 41600 42 16 neg neg :L‘m“tat NOTCH1  del 13q14.3 (7%) NO PREVIOUS TREATMENT
#22 | 85 F 78000 22 028 nv zgm”tat NOTCH1  del13 IBRUTINIB
62 unmutat  TP53, e, CHLORAMBUCI imbruvic
#23 80 F 92300 0 0,07 nv ed SF3B1 dell17;tris12;del13 L gazyvaro a
#24 | 52 ™ 15300 zg <7% <7% mutated SF3B1 neg NO PREVIOUS TREATMENT
#25 73 M 26800 12 neg neg zgmutat neg IBRUTINIB
#26 | 85 M 50000 12 5% nv  mutated TP53 del17:del13 IBRUTINIB
HIG
H
#27 | 79 F c 15100 zg 2.82 neg neg zzm“tat tris 12 NO PREVIOUS TREATMENT
#28 84 F B 4600 4? neg neg mutated  SF3B1 neg R CHLORAMBUCIL
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#29 86 M B 30000 1 6% neg mutated nv CHLORAMBUCI | Imbruvica
L
430 | 86 F c 32200 21 1,9 56% neg :Zm“tat tris 12 LEUKERAN
#31 | 51 M A 15400 22 2.19 neg neg  mutated del 1314.3 NO PREVIOUS TREATMENT
#32 | 79 ™ B 3880 2? 2.0 neg  pos nd FCR Imbruvica Zf"emd
#33 84 M C 21100 4; 3.12 neg neg mutated neg IMBRUVICA
21 unmutat i
#34 75 M B 14810 2 neg neg ed tris 12 BENDAMUSTIN | Imbruvica
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Supplementary Table 2. Mitochondrial parameters obtained from mito stress test (fig.1a) for each CLL low and CLL high

patient. Results are expressed in pmolesO2/min

BASAL RESPIRATION ~ MAXIMAL RESPIRATION  ATP PRODUCTION  SPARE RESPIRATORY CAPACITY  SPCAS % COUPLING EFFICIENCY
PTN. mean mean mean Sb mean Sb mean Sb mean Sb
LOW
#1 7.59 1.73 18.47 1.02 9.25 0.68 10.88 0.77 249 039 1.24 0.17
#2 14.59 2.72 28.12 7.67 16.15 2.53 13.52 4.97 1.90 0.19 111 0.05
#3 6.59 1.78 7.32 0.92 7.33 1.19 0.73 2.39 1.19 0.48 1.14 0.15
#4 5.60 1.42 10.83 1.40 4.90 1.90 4.90 1.90 1.98 0.31 0.89 0.35
#5 20.53 10.94 15.89 2.48 15.61 5.15 -4.63 9.84 1.02 071 0.88 0.33
#6 21.26 4.73 22.50 3.53 15.73 1.87 1.24 1.39 1.07  0.09 0.78 0.28
#7 19.25 1.96 61.57 3.84 24.31 2.39 42.31 1.88 321 0.12 1.26 0.06
#8 2.04 0.79 6.53 0.53 3.32 0.78 4.49 0.52 3.60 1.56 1.72 0.38
#9 28.87 1.39 66.32 11.03 28.31 1.10 37.46 10.06 229 030 0.98 0.04
#10 17.48 2.34 17.63 6.60 15.98 5.65 0.14 4.45 0.99 0.25 0.90 0.25
#11 13.00 5.73 7.37 2.87 12.02 5.23 -5.63 4.15 0.61 0.25 0.94 0.12
#12 14.18 1.77 24.15 2.47 9.71 0.60 9.96 0.77 1.71  0.05 0.69 0.11
#13 14.25 131 15.30 0.51 11.26 1.63 1.05 1.62 1.08 0.12 0.79 0.04
#14 18.95 3.88 22.00 7.96 15.47 1.05 3.06 4.79 1.14 0.21 0.83 0.12
#15 434 1.23 10.76 0.72 5.08 2.07 6.42 0.51 2.57 0.49 1.28 0.75
#18 12.18 0.87 12.22 2.74 12,51 1.44 0.03 2.05 1.00 0.17 1.02 0.06
#19 8.85 0.83 9.22 0.56 7.93 0.81 0.37 0.80 1.05 0.09 0.90 0.02
#20 19.58 1.46 91.75 3.21 26.20 0.86 72.18 1.95 470  0.20 1.34 0.05
#21 20.61 0.13 81.62 8.38 21.20 1.99 61.01 8.51 396 0.43 1.03 0.10
#22 8.38 1.53 4.67 2.07 7.06 1.27 -3.71 2.21 0.56 0.27 0.84 0.05
#23 16.36 4.40 20.89 6.98 7.13 5.00 4.52 3.86 1.28 0.24 0.47 0.35
#24 8.96 0.85 15.75 5.89 5.85 5.01 6.78 5.05 1.73 047 0.69 0.60
25 22.75 2.72 23.20 5.05 22.76 0.81 0.46 2.45 1.01 0.10 1.01 0.12
#26 20.55 2.70 34.47 2.96 20.55 0.93 13.92 1.30 1.69 0.12 1.01 0.14
HIGH
#27 35.43 1.68 178.22 3.49 33.89 1.74 142.78 4.63 5.04 0.30 0.96 0.01
#28 36.80 4.22 162.81 33.99 34.28 4.05 126.01 29.80 439 045 0.93 0.00
#29 35.77 2.85 164.86 2.59 30.34 1.60 129.09 4.64 463 0.40 0.85 0.04
#30 42.45 1.39 158.25 45.73 46.69 1.49 115.81 47.10 375 119 1.10 0.07
#31 40.01 11.77 233.76 60.97 45.36 6.54 193.75 50.54 592 0.67 1.18 0.26
#32 33.21 12.37 97.44 70.64 32.92 12.76 64.23 59.00 270 1.04 0.99 0.03
#33 41.81 4.74 248.94 10.24 47.00 1.82 207.13 7.44 599 0.51 1.13 0.09
#34 41.01 1.27 173.08 26.20 43.66 1.25 132.08 25.72 422 0.61 1.07 0.04
#35 44,53 6.89 111.02 37.70 44.03 6.02 66.48 35.60 2,50 0.85 0.61 0.56
B NORM
#B1 3.42 1.77 7.97 1.68 4.76 1.57 4.55 0.24 259 081 1.53 0.57
#B2 19.49 4.06 34.03 5.93 17.74 3.07 14.54 2.57 1.76  0.13 0.92 0.07
#B3 3.46 4.32 13.13 1.71 6.63 1.04 9.67 2.65 -1.71 7.69 -1.61 4.81
#B4 26.93 3.49 64.31 20.95 25.36 3.24 37.38 18.26 236 0.59 0.94 0.05




#B5 ‘ 21.27 0.26 35.23 4.88 20.33 1.34 13.96 4.83 1.66 0.23 0.96 0.06

B6 ‘ 24.24 5.61 49.40 13.65 25.21 5.95 25.15 8.68 2.03 0.20 1.04 0.11



