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Cell line pLYN" pSYK” pBTK" (pSYK+,pBTK+ )
LY7 Untreated 2.20+0.72 259+0.75 0.11+0.02 1.80+£0.52
Crosslinked 66.0+16.8 66.0£283 12.4+8.6 48.9+22.0
t-test 0.02 0.06 0.13 0.07
U2932 Untreated 0.72+0.65 0.46+0.09 2.13+3.00 1.00 £0.90
Crosslinked 57.5+11.0 65.2+56 28.1+11.4 53.3+6.4
t-test 0.01 0.003 0.05 0.004
DHL4 Untreated 45.6+21.8 3.76+1.77 0.51+0.62 219+1.24
Crosslinked 76.9+14.0 75.1+13.8 46.1+8.5 65.8+12.1
t-test 0.12 0.01 0.01 0.01
DHL6 Untreated 36.0+28.0 3.76+1.77 2.26+1.42 3.28+0.88
Crosslinked 78.4+6.6 43.4+16.0 16.5+8.0 34.8+13.4
t-test 0.11 0.05 0.09 0.05
HBL-1 Untreated 21.3+235 7.50+3.10 1.85+1.93 569+1.71
Crosslinked 90.5+2.0 80.0+15.5 51.3%32.7 70.8+£20.3
t-test 0.04 0.01 0.12 0.03
LY3 Untreated 25.9+19.8 0.77+0.70 0.41+0.34
Crosslinked 63.0+11.6 7.74+4.92 1.49%2.09
t-test 0.06 0.13 0.46
Pfeiffer Untreated 13.0+t79 4.15+3.37 13.1+5.0
Crosslinked 43.0+24.6 16.2+13.7 27.6+43
t-test 0.16 0.26 0.02
Toledo Untreated 0.42+0.29 0.28+0.34 0.13+0.12
Crosslinked 0.40+0.38 0.33+0.44 0.15%0.14
t-test 0.94 0.88 0.88
Karpas 422 Untreated 1.51+1.77 0.13+0.17 0.12+0.16
Crosslinked 14.8+14.5 1.17+1.70 0.62+1.00
t-test 0.25 0.40 0.47
LY4 Untreated 1.55+0.89 1.73+1.02 1.07+1.05
Crosslinked 1.30+0.44 1.09+0.62 1.13+1.59
t-test 0.69 0.42 0.96
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Table S2: DLBCL cell line classification

DLBCL cell line Molecular Profiling
CC COO

LY7 BCR* GCBS
U2932 NRT ABCS
Group | | DHL4 BCR* GCB**
DHL6 BCR* GCBS
HBL-1 NRfT ABCS

LY3 BCR* ABCS
Pfeiffer | OxPhos*  NRf
Group Il | Toledo | OxPhos* NRT
K422 OxPhos* GCBtf
LY4 OxPhos*  NRt

*Polo et al.(56)
TNot reported
*¥Chen et al. (22)
SNgo et al. (57)
**Dauvis et al. (21)
Tt1Brown et al. (58).
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Table S3: Clinical Features of DLBCL cases’

# Age | Sex | History Location CD10 | BCL6 | MUM1 Hans MIB (%) | EBV
1 66 M | h/o DLBCL Left flank, muscle + ND ND GCB NE NE
2 49 M | no h/o NHL Neck mass, left + + - GCB >95 -
3 59 F | noh/o NHL Cervical LN, right - - + Non-GCB NE NE
4 75 F | noh/o NHL Supraclavicular LN, right + + - GCB 95 NE
5 70 F no h/o NHL Mesenteric mass - + - GCB 90-95 NE
6 69 F | noh/o NHL Scapula lesion, right - + - GCB 80-90 NE
7 53 F | noh/o NHL Inguinal LN, right - + + Non-GCB 30 -
8 75 M | noh/o NHL Supraclavicular LN, right - + + Non-GCB | 50-60 NE
9 33 M | no h/o NHL Axillary LN, left - + - GCB NE NE
10 63 F no h/o NHL Frontal skull tumor + + - GCB 90 NE
11 33 M | no h/o NHL Axillary mass, left + + ND GCB >90 -
12 76 F no h/o NHL Cervical LN, right - - + Non-GCB 70 NE
13 33 F | h/o NHL Soft tissue, nasal pharynx - + - GCB 90 NE
14 67 F h/o low grade | Hilar mass, left - + - GCB >95 NE
lymphoma
15 67 F no h/o NHL Cervical LN, right - + - GCB >95 NE
16 65 F no h/o NHL Splenic mass - + + Non-GCB 60-70 NE
17 62 M | no h/o NHL Neck mass, left - - + Non-GCB | 60-70 NE
18 46 M | noh/o NHL Cervical LN, left + + - GCB 90 NE
19 76 M | h/oNHLin Small bowel + + - GCB 30-40 NE
small bowel
20 80 M | no h/o NHL Supraclavicular LN, left - - + Non-GCB | 85-90 NE
21 78 F no h/o NHL Supraclavicular LN, left - + + Non-GCB NE -
22 65 M | no h/o NHL Stomach - + + Non-GCB >95 NE
23 69 F | noh/o NHL Soft tissue, right cheek + + - GCB 80 -
24 46 M | noh/o NHL Suprathyroid LN, right - + + Non-GCB 60 -
25 65 F no h/o NHL Cervical LN, right - + + Non-GCB 80 -
26 68 M | no h/o NHL Chest wall mass, right + + ND GCB 60 NE
27 72 M | no h/o NHL Inguinal LN, left - - + Non-GCB 90 NE
28 38 M | noh/o NHL Cervical LN, left - + + Non-GCB 50% +
29 64 F | noh/o NHL Retroperitoneal mass + + ND GCB 60 NE
30 45 F no h/o NHL Inguinal LN, left - - + Non-GCB | 40-50 NE
31 76 M | no h/o NHL Mediastinal mass - - + Non-GCB >90 NE
32 80 F | noh/o NHL Splenic mass - + + Non-GCB 90 NE
33 72 M | no h/o NHL Cervical LN, left + + - GCB 80 NE
34 71 F | noh/o NHL Omental nodule + + ND GCB 80 NE
35 78 F no h/o NHL Tonsil, left - + + Non-GCB 70 NE
36 48 F | noh/o NHL Cervical LN, left - + - Non-GCB NE -
37 78 M | no h/o NHL Inguinal LN, left + + - GCB >95 -
38 77 F no h/o NHL Inguinal LN, right + + + GCB NE NE
39 66 F no h/o NHL Cervical LN, right - + - GCB 80-90 NE
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40 32 M | no h/o NHL Mediastinal mass + + + GCB 70-80 NE
41 75 F no h/o NHL Axillary LN, left - + + Non-GCB | 80-90 NE
42 53 M | no h/o NHL Cervical LN, left - - + Non-GCB | 50-60 NE
43 87 F | noh/o NHL Thyroid mass, right - + + Non-GCB NE NE
44 60 M | no h/o NHL Submandibular mass, left + + + GCB NE NE
45 84 M | no h/o NHL C7 vertebral mass - - + Non-GCB NE NE
46 27 M | noh/o NHL Cervical LN, left - + - GCB >95 NE
47 83 M | no h/o NHL Splenic mass + + - GCB 70-80 NE
48 69 M | no h/o NHL Perisplenic mass + + - GCB NE NE
49 49 F | noh/o NHL Inguinal LN, right + + - GCB 50 NE
50 81 F | noh/o NHL Sacral tumor - - + Non-GCB 80 NE
51 57 F | noh/o NHL Thyroid mass + + + GCB 80 NE
52 73 F no h/o NHL Inguinal LN, left - + + Non-GCB | 80-90 NE
53 62 M | no h/o NHL Splenic mass + - - GCB 70-80 NE
54 70 F | h/o NHL Left upper quadrant + + + GCB >90 NE
55 39 F | noh/o NHL Brain + + + GCB 90 -

56 73 M | no h/o NHL Testes - + + Non-GCB 50 NE
57 55 M | h/o NHL Inguinal LN, right + + - GCB 35 NE
58 65 F | h/o NHL Scapular LN + + - GCB 90 NE
59 69 F | h/o NHL Inguinal LN, right + + - GCB NE NE
60 75 | M | h/ofollicular Inguinal LN, right + + - GCB 55 -

lymphoma

"Abbreviations: (+) positive, (-) negative, (ND) Not determined, (NE) not examined
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Table S4: BCR phosphomarkers and FOXOL1 levels in DLBCL TMA

Case # CD20" pLYN® pSYK" pBTK" D(pSYK',pBTK") | FOXOl,:  FOXOl., Feytytot Fea Feo
cD20" cD20" cD20" CD20" CD20" CD20" (0-2) (0-3)

59 95.4+2.6 62+29 97.1+20 92.2+238 94.7+2.3 98.8+1.8 944+06 955+1.4 2 2
15 93.0+47 |852+83 91.4+6.2 811+3.4 86.6%3.2 95.7+0.8 93.4+31 97.6+25 2 2
37 945+19 |775+27 89.3+3.1 68 + 18 80.1+7.5 35+13 6.8+23 24.4+19.4 0 1
11 96.6+23 |93.2+46 713+156 89.3+2.4 79.8+8.6 92.6+1.7 854+58 92.1+4.6 2 2
13 89.8+4.0 |740+44 880+13 645+23 76.9+0.9 95.0+1.2 95.8+0.3 100.0+0.0 2 3

3 74+11 | 462+83 73.0+13.4 79.4+4.6 76.0+4.9 86.2+4.6 70+ 18 81+17 2 2
25 85.4+75 | 74.0+9.3 69 +17 77+14 7316 78.2+55 344+44 440%5.0 1 2
51 83.2+42 |281+99 64 +15 64 + 10 63.945.0 36.5+2.2 10.8%3.7 30+12 0o 2

8 95.6+22 |71.1+7.7 76.1+7.0 38+11 60.3+8.6 95.2+0.0 60 + 40 63 + 42 2 1
30 71+14 | 67.8+83 486+04 72.6%6.7 59.9+2.9 94.7+35 873%68 92.1+4.0 2 2
34 82.5+29 | 66.5+5.0 61+14 42 +15 52+14 12.3+59 2.7+22 18 +13 0 1
33 59+ 12 27+15 58+13  39.4+4.7 49.0+9.1 40 +22 18+14 41+12 1 2

7 76.1+10 | 50.3+8.8 37418 50.0+0.3 45+13 831429 56.1+88 67.4+84 2 2
21 69.4+6.9 | 64.5+3.0 43+ 14 46 +10 44+12 76.8+5.6 47+11 60.3+9.5 2 1

6 76+14 | 38.6+5.8 43 +22 45 +11 44417 427+45 122+23 284+3.1 0o 2
41 91.7+45 67 +12 30+38 51+17 40428 73.6+9.6 11+11 14 +12 0 1
38 88.9+4.3 26+14 34+34 49 +20 36423 92.2+33 54 +19 58+ 19 0 2
35 79.0+9.7 47 +18 38+27 28+18 33423 87.4+6.2 805%+99 91.9%5.0 2 2
60 90.9+4.0 38+11 10.1+6.1 57.2+7.3 32.3+3.3 92.1+2.4 927+47 993+13 2 3
52 72.7+8.8 36+19  14.2+9.2 47 + 14 30411 78.1+2.3 43 +16 55+ 19 2 2
14 93.0+£3.6 65+ 17 40+19 10.6%5.8 26.1+8.1 99.3+0.6 99.3+06 99.8+0.4 2 2
28 83+18 [58.8+12.0 0.8+0.8 62.6+423 30.0+2.5 464+14 3.8%29 8.1+6.1 0 1
46 29.7+7.8 |25.2+43 26+11  22.0+6.0 24.448.6 59.4+6.6 16.6+7.9 27+11 0 1
42 73+13 | 625+7.9 24+11 18+12 21+11 49.7+32 51%48 9.8+8.8 0 ©

4 85.2+53 |33.9+48 26.1+7.8 9.7+8.6 18.445.6 784+28 611+54 77.8+4.2 2 2
24 86.5+5.1 62 + 10 11+11  27.7+9.3 19.0+8.4 84.4+6.0 29+12 34+12 0 1
43 92.7+25 80+11 14.6+6.2 26+ 10 17.443.5 60.1+7.5 9.5%8.7 15+ 12 0 1
17 86.3+7.5 | 84.6+5.3 18405 13.4+08 7.320.1 92.7+5.4 86+11 923+6.1 2 2
19 90.0+3.5 | 68.0+5.7 32425 11.7+47 7.2+¢1.9 93.1+£06 79.3+6.1 852+6.4 1 2

5 943+2.9 66 + 13 33+35 16 + 15 9.2+8.6 62+15 19.9+65 32.0%56 1 2
44 88.8+4.4 |529+59 1.8+1.5 3.1+31 2.4+2.2 89.3+25 66.6+6.1 746+6.1 1 2
39 78.7+75 42+21 58+26 10.2+6.9 7.9+2.9 72+10 58+14 80.1+9.5 2 2
10 [773+10.0 [36.6+21.7 1.8+2.0 20.8+13.2 10.8+7.2 55+20  16.+11 27+10 0 1
20 87.5+42 |295+28 0.6 +0.9 09+1.1 0.7+1.0 76.5+3.2 30.9+9.2 40 + 10 0 1
23 97.0+0.8 |27.3+6.2 11.0+6.9 0.5+0.0 6.03.6 68 +22 72+19  99.7+0.5 2 3
45  [38.7+156 24 +15 54+57 17.3+3.6 9.443.0 54+16 289%59 55.3%7.2 0 o0
31 [725+11.0 |21.9+438 46+35 17+13 10.444.8 88.6+0.8 82.6+50 93.2+6.5 1 1
49 945+25 |215+3.7 0.6 +0.9 5.1%5.2 2.7+2.9 68.3+8.6 209+1.4 326+7.1 1 1
18 92.2+33 |20.1+50 1.0+0.3 0.3+0.1 0.7+0.2 19.8+54 1.2+0.6 55+1.9 0 ©0
12 309+7.5 |18.2+0.1 0.7+0.4 33%57 0.4+0.2 57.3+80 5.5+2.7 9.4+34 0 0
27 849+88 | 17.7+5.2 1.8+1.2 23+17 11.548.6 88.7+2.3 42+11 47 +11 0 1
56  [50.5+27.1 | 16.2+7.7 2019 7.1+4.0 4.442.7 88.9+1.5 39412 44 + 14 0 1
50 92.0+4.9 13408 83.7+33 43.4+147 64.7+8.0 65+15 29.1+6.8 450%7.7 0 1
58 83.2+8.1 3.5%5.0 64 + 19 62 +13 6316 99.6+0.1 98.0+03 98.5%0.2 2 2

1 26.3+10.2 17+12 36.4+47 19+11 28.1+7.8 99.5+0.5 945+75 949+7.0 2 2
54 86.4%5.7 11.0+2.8 4.6+3.6 33+18 18+10 71.845.0 19+11 25+14 0 1
32 87.35.5 1.0£0.1 3.1+3.3 20.9+8.2 11.545.6 17.1+0.7 2.0+2.2 11412 0 0
29 47+24 11.6+4.4 9.3+13.0 10.349.1 10+11 95.246.3  98.4+0.5 99.6+0.6 2 2
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cont.
Case # CD20" pLYN® pSYK* pBTK" D(pSYK',pBTK") | FOXOl,;  FOXOl., Feytjtot Fea Feo
cD20" cD20" cD20" CD20" CD20" CD20" (0-2) (0-3)
26 93.4+27 |13247.8 13.0%£34 10.7+15.0 7.9%3.1 33+£#19 12.7+#59 397274 | 0 1
57 94.1+5.4 15413 0.9%0.8 75454 4.043.0 81+13 172496  22.8+11 0 1
9 92.2+3.9 15409 1.5+1.0 6.5%8.7 3.8+4.6 42+15 22%0.6 54+08 |0 1
47 95.8+2.7 1.2+06 26%0.7 1.9+05 2.240.1 82+10 19+14 22+16 | 0 1
16 70+11 4.1+2.4 30422 0.8+0.7 2.0+1.4 78.8+10 203+3.2 258+43 0 1
40 839+7.4 | 103+4.0 1.6+2.3 27+23 2.142.2 419+22 48+26 11356 | 0 1
55 71.6+7.8 13422 0.8+0.2 3.1+1.3 1.9+0.6 70+11 16 +23 20£27 | 0 O
48 73+11 6.9+55 120+75 16.5+6.8 1.3+0.8 79.6+36 204+64 255+74 | 0 1
36 37+21 6.3+4.4 0.5+0.6 21%22 1.3+1.4 90.6 + 8.5 5523 60£20 | 2 2
22 82.9+9.0 1.4+0.3 0.2%0.1 1.7+1.2 0.90.5 82.0+50 225%6.7 272%7.0 | 0 O
53 77£12 5.0%3.8 0.2%0.2 1.7+1.0 0.90.5 93+7.9 0.2%0.2 39#39 [0 0
2 74.4+7.2 11+12 1.0+£1.4 0.4+0.4 0.740.9 56.5+4.5 10+ 12 17+19 | 0 1
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Cell line FOXO1y,:  FOXO1..* F PAKT " AF ApAKTyp+

LY7 Untreated 88.2+1.8 759+57 86179 47.114.0
Crosslinked 87.0+9.5 82.1+13 94.0+48 620+t7.4 7.9+3.6 14979
t-test 0.22 0.05

U2932 Untreated 679+43 17.6+2.0 30.0+33 10.7%3.7
Crosslinked 80.3+9.1 55.8+ 19 69+ 17 57.0+2.3 425+18 46314
t-test 0.04 0.0002

DHL4 Untreated 91.1+5.5 84.0+8.5 92.2+6.8 51.6+4.1
Crosslinked 92.1+2.1 879+1.3 95.5+2.1 66.0 £ 6.8 3.3+4.7 14.4+8.5
t-test 0.49 0.05

DHL6 Untreated 83.1+18 77.6+19 93.4+93 46.1+29
Crosslinked 82.8+16 854+15 103.6*7.1 715+7.6 10.2+2.6 25.5+8.5
t-test 0.21 0.02

HBL-1 Untreated 68.7 £ 20 17.2+86 24.0+6.2 143+1.3
Crosslinked 88.8+9.0 749118 83.6+11 73.0+12 59.5+75 58.7%11
t-test 0.003 0.01

LY3 Untreated 85.1+12 55.8+2.1 66.7 + 12 28.7+4.7
Crosslinked  71.1 + 30 53.7+18 77.6+84 422+5.38 10.9+5.7 13.6+11
t-test 0.28 0.04

Pfeiffer Untreated 67.6 £33 58.2+35 80.5+21 26.9+1.7
Crosslinked  57.3 £35 53.7+19 98.7+17 37.7+45 182+85 10.8+3.3
t-test 0.32 0.04

Toledo Untreated 89.4+33 81.7+7.7 913%66 53.8+2.8
Crosslinked 88.2+83  75.7+18 85.1+12 51.8+8.3 -6.2£7.5 -3.6+5.6
t-test 0.48 0.54

Karpas 422 Untreated 79.1+21 66.3+21 83.0+54 29.8+1.2
Crosslinked  79.6 £ 15 68.5+ 18 86.2+14 354 +11 3.2%15 5.6+12
t-test 0.74 0.48

LY4 Untreated 88.7+34 885+50 99.7+2.0 60.1+6.8
Crosslinked 86.0+3.6 86.0+2.5 100.1+3.7 71.216.4 0419 11.1+4.9
t-test 0.87 0.11
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