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Figure S1. Mice body scores for time points of 3 hours, days 1, 3, 7, 14, and 30 post-treatments. There were no
variations in the mice’s body scores for all the above collections (n=3/cohort/post-treatment day).




Table S1.

mean and standard deviation (SD), n = 3)

Hepatic and Renal Function Panels in male mice at different times post-treatment (data presented as

Male
Time point Key Parameters No iSRB iSRB_Anti-
Treatment CD40
Mean | SD | Mean | SD | Mean | SD
Alkaline Phosphatase (9.60 - 218.85 U/L) | 43.67 | 7.09 | 4233 |7.02 |52.00 | 6.00
Calcium (8.28 - 12.27 mg/dL) 7.80 0.46 |7.53 1.63 |9.17 0.49
Cholesterol (52.62 - 167.47 mg/dL) 100.33 | 7.57 | 113.00 | 7.00 | 96.67 | 2.52
Glucose (106.74 - 353.74 mg/dL) 243.00 | 31.10 | 308.00 | 42.30 | 269.00 | 45.71
Triglycerides (11.26 - 254.54 mg/dL) 107.00 | 13.00 | 87.33 | 18.01 | 91.00 | 7.94
Phosphorus (3.61 - 13.19mg/dL) 10.70 | 210 | 1297 |3.32 |9.13 3.11
Albumin (1.92 - 4.11 g/dL) 3.20 0.44 | 3.03 021 |270 0.00
Day 1 Globulin (0.92-3.64 g/dL) 2.07 0.40 | 2.50 036 | 197 0.06
Sodium (124.81 - 160.31 mmol/L) 148.17 | 1.85 | 149.43 | 1.75 | 136.83 | 18.22
Potassium (2.17 - 8.18 mmol/L) 5.68 0.14 | 5.83 0.24 | 548 0.16
Chloride (99.96 - 121.75 mmol/L) 118.50 | 1.73 | 119.80 | 3.27 | 118.33 | 4.01
Bicarbonate (5.86 - 30.19 mEq/L) 1950 | 298 |22.87 |1.69 |13.93 | 127
ALB/GLOB ratio 1.61 0.51 | 1.23 020 | 1.37 0.04
BUNY/Creatinine ratio 84.69 | 3394|7033 |23.32 8023 |27.84
Na/K ratio 26.08 | 032 |2565 |132 |2497 |3.30
Total Protein (4.48 - 6.32 g/dL) 5.27 0.32 | 5.53 042 | 4.67 0.06
Alkaline Phosphatase (9.60 - 218.85 U/L) | 57.33 | 10.41 | 51.33 | 4.93 | 54.00 | 7.21
Calcium (8.28 - 12.27 mg/dL) 9.90 030 |10.13 |0.17 | 9.60 0.26
Cholesterol (52.62 - 167.47 mg/dL) 93.33 |8.02 |76.00 |4.58 | 7567 |9.02
Glucose (106.74 - 353.74 mg/dL) 294.00 | 28.83 | 297.67 | 24.79 | 319.00 | 42.51
Triglycerides (11.26 - 254.54 mg/dL) 102.33 | 10.26 | 77.00 | 5.69 | 85.00 | 9.54
Phosphorus (3.61 - 13.19mg/dL) 8.70 0.50 |9.77 040 |9.90 0.26
Albumin (1.92 - 4.11 g/dL) 2.73 012 | 273 017 |293 0.06
Day 14 Globulin (0.92-3.64 g/dL) 1.80 026 |227 0.10 |2.20 0.20
Sodium (124.81 - 160.31 mmol/L) 151.37 | 3.51 | 149.50 | 0.85 | 152.40 | 4.49
Potassium (2.17 - 8.18 mmol/L) 5.10 0.32 | 494 0.14 | 5.10 0.13
Chloride (99.96 - 121.75 mmol/L) 118.17 | 2.48 | 116.00 | 2.17 | 118.57 | 1.10
Bicarbonate (5.86 - 30.19 mEq/L) 12.33 | 1.90 | 1030 | 0.30 | 14.93 | 0.40
ALB/GLOB ratio 1.94 0.28 | 1.50 011 | 1.34 0.15
BUNY/Creatinine ratio 68.72 | 6.34 | 100.32 | 10.48 | 80.14 | 4.47
Na/K ratio 30.73 | 136 |3024 |0.84 |2990 |0.27
Total Protein (4.48 - 6.32 g/dL) 4.53 0.25 | 5.00 017 |5.13 0.15
Alkaline Phosphatase (9.60 - 218.85 U/L) 61.00 | 15.39 | 68.33 | 0.58 | 65.67 | 4.04
Day 30 Calcium (8.28 - 12.27 mg/dL) 8.10 1.42 | 9.60 0.10 | 8.37 1.00
Cholesterol (52.62 - 167.47 mg/dL) 98.33 | 4.16 | 102.00 | 7.55 | 107.33 | 5.03
Glucose (106.74 - 353.74 mg/dL) 270.33 | 15.95 | 307.33 | 14.01 | 287.67 | 15.01




Triglycerides (11.26 - 254.54 mg/dL) 129.00 | 14.18 | 137.67 | 8.50 | 146.00 | 9.54
Phosphorus (3.61 - 13.19mg/dL) 7.73 1.18 | 7.13 0.38 | 853 0.95
Albumin (1.92 - 4.11 g/dL) 3.03 025 |2.97 0.06 | 3.30 0.10
Globulin (0.92-3.64 g/dL) 2.13 0.32 | 2.20 0.10 | 2.33 0.15
Sodium (124.81 - 160.31 mmol/L) 150.40 | 4.30 | 146.60 | 1.97 | 145.90 | 2.10
Potassium (2.17 - 8.18 mmol/L) 5.21 0.27 | 5.03 043 | 4.89 0.22
Chloride (99.96 - 121.75 mmol/L) 119.20 | 445 | 119.40 | 3.60 | 117.67 | 3.01
Bicarbonate (5.86 - 30.19 mEq/L) 21.83 | 293 |21.17 | 178 |24.57 | 191
ALB/GLOB ratio 1.43 0.10 | 1.35 0.04 1.42 0.07
BUN/Creatinine ratio 112.42 | 27.73 | 116.14 | 20.27 | 103.22 | 20.00
Na/K ratio 28.88 | 1.04 |29.27 |226 |29.86 |1.28
Total Protein (4.48 - 6.32 g/dL) 5.17 0.57 | 5.03 0.15 | 5.63 0.22
Alkaline Phosphatase (9.60 - 218.85 U/L) 44.00 | 755 |3500 |265 |54.00 |7.94
Calcium (8.28 - 12.27 mg/dL) 8.07 021 |7.27 0.15 | 8.67 0.45
Cholesterol (52.62 - 167.47 mg/dL) 111.67 | 13.65 | 90.67 | 11.24 | 113.33 | 4.16
Glucose (106.74 - 353.74 mg/dL) 301.33 | 17.62 | 255.67 | 30.37 | 363.00 | 32.42
Triglycerides (11.26 - 254.54 mg/dL) 136.00 | 8.19 | 123.33 | 11.37 | 134.33 | 8.50
Phosphorus (3.61 - 13.19mg/dL) 9.97 0.25 | 10.57 | 0.81 |8.73 0.25
Albumin (1.92 - 4.11 g/dL) 3.30 0.17 | 3.33 0.06 |3.33 0.21
Globulin (0.92-3.64 g/dL) 2.60 0.10 | 2.80 0.10 | 2.63 0.45
Day 90 Sodium (124.81 - 160.31 mmol/L) 149.03 | 2.06 | 147.47 | 3.16 | 149.43 | 1.80
Potassium (2.17 - 8.18 mmol/L) 5.17 0.27 | 4.92 0.19 | 5.22 0.22
Chloride (99.96 - 121.75 mmol/L) 120.00 | 2.75 | 117.50 | 0.75 | 118.90 | 3.12
Bicarbonate (5.86 - 30.19 mEq/L) 8.50 0.10 | 7.53 025 | 10.17 | 0.38
ALB/GLOB ratio 1.27 0.11 | 1.19 0.06 | 1.30 0.30
BUN/Creatinine ratio 113.70 | 8.39 | 107.88 | 6.43 | 131.61 | 23.50
Na/K ratio 28.87 | 122 |30.01 |1.43 |28.64 |0.90
Total Protein (4.48 - 6.32 g/dL) 5.90 0.10 | 6.13 0.06 | 5.97 0.25

Table S1. Male mice Hepatic and Renal function parameters following cardiocentesis blood sampling corresponding

to days 1, 14, 30, and 90 post-treatment with the annotated reference range for each parameter noted in the table.




Table S2.

Hepatic and Renal Function Panels in female mice at different times post-treatment (data presented as
mean and standard deviation (SD), n = 3)
Time point Key Parameters Female
No iSRB iSRB_Anti-
Treatment CD40
Mean | SD | Mean | SD | Mean | SD
Day 1 Alkaline Phosphatase (9.60 - 218.85 U/L) 83.67 | 17.62 | 73.33 | 9.07 | 65.00 | 3.61
Calcium (8.28 - 12.27 mg/dL) 7.67 1.69 | 8.30 142 | 6.77 1.76
Cholesterol (52.62 - 167.47 mg/dL) 9433 | 493 | 8833 |10.21 | 75.33 | 14.22
Glucose (106.74 - 353.74 mg/dL) 274.67 | 49.22 | 276.67 | 10.69 | 230.00 | 43.35
Triglycerides (11.26 - 254.54 mg/dL) 97.00 |37.27 | 85.67 |23.71|89.00 |7.94
Phosphorus (3.61 - 13.19mg/dL) 10.97 | 1.00 | 947 155 | 11.40 | 1.04
Albumin (1.92 - 4.11 g/dL) 2.93 0.06 |3.03 0.06 |2.70 0.35
Globulin (0.92-3.64 g/dL) 2.50 0.36 | 1.77 0.21 | 233 0.40
Sodium (124.81 - 160.31 mmol/L) 152.07 | 2.24 | 148.90 | 3.49 | 149.23 | 1.58
Potassium (2.17 - 8.18 mmol/L) 5.76 024 | 578 0.13 | 5.87 0.16
Chloride (99.96 - 121.75 mmol/L) 11840 | 0.75 | 118.73 | 291 | 119.23 | 0.75
Bicarbonate (5.86 - 30.19 mEq/L) 1530 | 150 | 1530 |4.01 |1813 |2.87
ALB/GLOB ratio 1.19 017 | 1.73 0.20 | 1.20 0.34
BUN/Creatinine ratio 78.07 | 13.06 | 112.23 | 36.89 | 112.23 | 11.82
Na/K ratio 26.44 | 0.83 | 2576 |0.56 |2576 |0.54
Total Protein (4.48 - 6.32 g/dL) 5.43 0.35 | 4.80 0.20 | 5.03 0.25
Day 14 Alkaline Phosphatase (9.60 - 218.85 U/L) 115.33 | 8.50 | 118.67 | 493 | 110.67 | 16.26
Calcium (8.28 - 12.27 mg/dL) 9.33 0.35 | 9.60 0.17 |9.87 0.31
Cholesterol (52.62 - 167.47 mg/dL) 70.67 | 3.06 |76.00 | 458 |75.67 |4.51
Glucose (106.74 - 353.74 mg/dL) 310.67 | 28.54 | 211.33 | 24.79 | 223.67 | 31.21
Triglycerides (11.26 - 254.54 mg/dL) 59.33 | 9.07 | 7533 |5.69 |8033 |9.07
Phosphorus (3.61 - 13.19mg/dL) 9.47 0.15 | 10.13 | 0.40 | 8.23 0.15
Albumin (1.92 - 4.11 g/dL) 3.03 0.15 | 3.00 0.17 | 3.13 0.15
Globulin (0.92-3.64 g/dL) 1.57 0.30 | 2.00 0.10 | 2.00 0.30
Sodium (124.81 - 160.31 mmol/L) 151.20 | 3.09 | 152.33 | 0.85 | 151.17 | 3.09
Potassium (2.17 - 8.18 mmol/L) 4.93 0.08 | 5.04 0.14 |5.15 0.08
Chloride (99.96 - 121.75 mmol/L) 118.17 | 2.27 | 116.00 | 2.17 | 116.93 | 2.27
Bicarbonate (5.86 - 30.19 mEq/L) 1233 | 120 | 1030 |030 |11.93 |1.20
ALB/GLOB ratio 1.94 0.32 | 1.50 0.11 | 1.60 0.32
BUN/Creatinine ratio 68.72 | 417 |100.32 | 10.48 | 82.50 | 4.17
Na/K ratio 3073 | 1.01 |30.24 |0.84 |29.36 |1.01
Total Protein (4.48 - 6.32 g/dL) 4.60 0.20 | 5.00 020 |5.13 0.15
Day 30 Alkaline Phosphatase (9.60 - 218.85 U/L) 9533 |513 |91.33 |9.71 |95.00 | 2291
Calcium (8.28 - 12.27 mg/dL) 8.23 093 | 713 0.70 | 8.17 0.93




Cholesterol (52.62 - 167.47 mg/dL) 9133 | 777 |7833 | 15.89 | 82.67 | 751
Glucose (106.74 - 353.74 mg/dL) 278.33 | 31.09 | 258.00 | 46.70 | 268.00 | 10.15
Triglycerides (11.26 - 254.54 mg/dL) 138.33 | 21.39 | 131.33 | 12.66 | 105.33 | 15.14
Phosphorus (3.61 - 13.19mg/dL) 7.17 021 |7.10 0.35 | 6.47 0.90
Albumin (1.92 - 4.11 g/dL) 3.20 0.10 | 2.90 0.61 | 297 0.06
Globulin (0.92-3.64 g/dL) 2.23 0.15 | 2.40 036 |1.93 0.12
Sodium (124.81 - 160.31 mmol/L) 152.07 | 3.10 | 139.87 | 19.57 | 153.03 | 2.11
Potassium (2.17 - 8.18 mmol/L) 4.99 0.12 | 5.46 0.15 | 5.54 0.24
Chloride (99.96 - 121.75 mmol/L) 118.17 | 2.31 | 120.27 | 2.32 | 119.70 | 2.91
Bicarbonate (5.86 - 30.19 mEq/L) 1947 | 136 | 2473 | 240 |2270 |3.24
ALB/GLOB ratio 1.44 0.05 |1.25 040 | 1.54 0.12
BUN/Creatinine ratio 65.12 | 18.05 | 52.69 | 0.23 | 69.61 | 23.84
Na/K ratio 3047 | 126 |2557 |3.06 |27.66 |0.83
Total Protein (4.48 - 6.32 g/dL) 5.43 0.25 |5.30 0.30 | 4.90 0.24
Day 90 Alkaline Phosphatase (9.60 - 218.85 U/L) 59.67 | 252 |59.00 |8.89 |34.00 |346
Calcium (8.28 - 12.27 mg/dL) 7.60 0.17 | 7.80 0.26 |7.07 0.25
Cholesterol (52.62 - 167.47 mg/dL) 87.67 |5.69 |86.00 |7.55 |89.33 |5.86
Glucose (106.74 - 353.74 mg/dL) 330.33 | 27.30 | 318.67 | 17.04 | 288.67 | 16.86
Triglycerides (11.26 - 254.54 mg/dL) 106.67 | 8.02 | 9533 |7.02 | 103.67 | 6.43
Phosphorus (3.61 - 13.19mg/dL) 10.27 | 0.21 | 7.50 0.17 |9.20 0.10
Albumin (1.92 - 4.11 g/dL) 3.33 0.15 | 3.27 0.15 | 247 0.12
Globulin (0.92-3.64 g/dL) 2.30 0.17 | 2.40 0.10 | 3.07 0.15
Sodium (124.81 - 160.31 mmol/L) 152.83 | 1.25 | 151.77 | 3.46 | 149.30 | 1.18
Potassium (2.17 - 8.18 mmol/L) 5.14 0.25 |5.19 0.11 | 493 0.32
Chloride (99.96 - 121.75 mmol/L) 120.80 | 1.71 | 11893 | 2.60 | 118.20 | 3.42
Bicarbonate (5.86 - 30.19 mEq/L) 8.23 032 | 9.63 029 |6.77 0.38
ALB/GLOB ratio 1.46 0.18 | 1.36 0.10 | 0.81 0.08
BUN/Creatinine ratio 100.35 | 15.25 | 107.95 | 6.97 | 53.66 | 12.97
Na/K ratio 29.77 | 122 |29.23 | 048 |30.38 |2.23
Total Protein (4.48 - 6.32 g/dL) 5.63 0.06 | 5.67 0.15 | 5.53 0.32

Table S2. Following the Cardiocentesis blood sampling method, female mice have Hepatic and Renal function

parameters corresponding to days 1, 14, 30, and 90 post-treatment with the annotated reference range for each

parameter as noted in the table.




Table S3. Hematology analysis from mice (males vs. females) at different time points post-treatment (data
presented as mean + SD, n = 3)

Time Key Male Female
point | parameter(s)
iSRB_Ab- iSRB No iSRB_Ab- iSRB No
CD40 treatment CD40 treatment
WBC (3.20 - 5.75+0.64 - - 432+042 -
12.70 K/uL)
RBC (7.00 - 8.98 +0.28 - - 9.90+0.13 -
10.10 M/uL)
HGB (11.80 - 13.65 + 0.21 - - 14,95 + -
14.90 g/dL) 0.49
MCH (13.80 - 15.20 £ 0.28 - - 1510 + -
18.40 pg) 0.28
MCHC (31.00- | 31.60 £ 0.57 - - 3215+ -
34.70 g/dL) 1.48
MCV (42.20 - 48.00 £ 0.00 - - 46.95 + -
59.201L) 1.34
3hrs | MPV 6.50 £ 0.57 - - 10.30 + -
5.09
CH 14.00 £ 0.28 - - 13.65 + -
0.07
CHCM 29.20 £ 0.57 - - 29.15 % -
1.06
HDW 1.72 £0.04 - - 1.62 £ 0.10 -
PLT (766.0 - 856.60 + - - 625.50 £ -
1657.0 K/uL) 225.57 770.04
LYMPH COUNT | 4.21+0.45 - - 3.48 +0.31 -
(3.80-8.90
KiuL)
LYMPH % 74.05 £ - - 80.55 £ -
16.05 0.64
NEUT COUNT 0.76 £0.28 - - 0.56 +0.08 -
(0.50 - 2.00
KluL)
NEUT % 13.00 + 3.39 - - 12.85 -
0.64
MONO COUNT | 0.05+0.01 - - 0.05+0.02 -
(0.00-0.30
K/uL)
MONO % 0.85+0.07 - - 1.05+0.35 -
EOS COUNT 0.09 +£0.02 - - 0.11+£0.04 -
(0.00-0.40
KiuL)
EOS % 1.50£0.28 - - 250+0.99 -




BASO COUNT | 0.03 001 - 0.02%0.01 i
(0.00-0.10
K/uL)
BASO % 0.50 % 0.14 i 040=0.14 i
LUCCOUNT | 062072 - 012+ 0,04 -
LUC % 1010 = i 270+ 0.85 i
12.02
RDW % (11.70 | 13.65+ 1.63 i 12102 -
~15.10) 0.14
HCT % (36.70— | 43.15+ 1.34 - 4650 -
46.80) 0.71
RETICS % 3.90 £ 0.52 - 330+ 0.37 i
WBC 320— | 4722015 | 772 | 279321 | 3612249 | 467 | 426000
12.70 KiuL) 4.99 0.10
RBC (7.00 - 868015 | 927+ | 465%654 | 621468 | 865+ | 851000
10.10 MiuL) 0.86 0.28
HGB (11.80— | 13132021 | 1403% | 835898 | 953739 | 1360+ | 1330=
14.90 g/dL) 119 0.42 0.00
MCH (1380~ | 1513015 | 1517+ | 2202000 | 1467« | 15.75% | 15.60+00
18.40 pg) 021 145 0.07
MCHC (31.00— | 3130036 | 3147+ | 440£000 | 2050+ | 3250% | 3250+
34.70 g/dL) 0.78 3.24 0.28 0.00
MCV (4220— | 4837031 | 4817+ | 4750+ | 49.77= | 4850% | 4800+
59.20 L) 0.81 170 0.60 0.28 0.00
NPV 7372040 | 1007 | 1165+ | 8732171 | 1120% | 1180+
358 5.02 453 0.00
CH 1390044 | 1367+ | 1365+ 1437+ | 1415+ | 1410%
0.06 0.07 0.25 0.07 0.00
CHCM 3130£036 | 3147+ } 2050+ | 3250% | 3250%
0.78 324 0.28 0.00
Dav 1 | HOW 1682008 | 160+ | 286185 | 164008 | 167+ | 171000
y 0.08 0.01
PLT (766.0 - 138200+ | 82300+ | 40050+ | 53067+ | 52750% | 451.00%
1657.0 KiuL) 289.34 544 51 560.74 43531 | 42073 0.00
LYMPH COUNT | 3702042 | 685+ | 237264 | 3022211 | 395+ | 261000
(3.80 - 8.90 4.49 0.30
KluL)
LYMPH % 7867+£965 | 8830+ | 89.80+ 8433+ | 8455+ | 6110z
0.92 8.49 3.95 474 0.00
NEUT COUNT | 0.76£039 | 058+ | 021028 | 0344023 | 045+ | 083000
(0.50 - 2.00 0.25 0.13
K/uL)
NEUT % 16132810 | 840+ | 465445 | 933+143 | 955+ | 1950+
217 3.04 0.00




MONO COUNT 0.037 £ 0.037 + 0.025 + 0.020 + 0.025 + 0.040 £

(0.00-0.30 0.006 0.040 0.035 0.020 0.007 0.00

K/uL)

MONO % 0.73+0.21 040+ 045+064 | 063+£025 | 055+ | 0.90+0.00
0.20 0.07

EOS COUNT 0.10 £ 0.01 011+ 0.08+0.10 | 0.10+£0.07 | 0.09+ | 0.60+0.00

(0.00-0.40 0.09 0.03

K/uL)

EOS % 2.23+0.21 1.30 £ 270+042 | 263+060 | 190+ | 4.20+0.00
0.30 0.57

BASO COUNT 0.003 £ 0013+ 0.005 £ 0.007 £ 0.010 £ 0.110

(0.00-0.10 0.006 0.015 0.007 0.006 0.00 0.00

K/uL)

BASO % 0.07 £0.06 0.20 + 020+£0.00 | 0.17+£0.15 | 025+ | 270+0.00
0.10 0.07

LUC COUNT 0.10 £0.08 013+ 011+0.15 | 0.12+010 | 015+ | 0.07+0.00
0.12 0.06

LUC % 2.20 +1.56 147 £ 210+£297 | 293+£1.79 | 320+ | 1.70+0.00
0.84 1.27

RDW % (11.70 | 1347 +£1.02 | 1227+ 13.95+ 12.87 + 12.35+ 13.30 +

-15.10) 0.15 2.90 0.40 0.07 0.00

HCT % (36.70 - | 41.97+047 | 4463+ 22.60 = 30.70 £ 4195+ 40.90 +

46.80) 4.36 31.82 2313 1.63 0.00

RETICS % 3.33+0.20 3.76 + 353+020 | 441+£085 | 338+ | 4.14+0.00
0.29 0.09

WBC (3.20 - 5.21+£6.13 3.36 + 643+284 | 217+

12.70 K/uL) 4.31 2.55

RBC (7.00 - 549+6.10 | 480+5.6 7.84+002 | 089+

10.10 M/uL) 0.11

HGB (11.80 - 8.60 + 8.91 7.30 + 1275+ 2.30 +

Day 4 | 14.90g/dL) 8.34 0.21 1.27

MCH (13.80 - 1745+3.18 | 16.60 = 16.25 + 2710 £

18.40 pg) 2.26 0.21 17.25

MCHC (31.00- | 37.37+856 | 3575+ 33.20 56.75 +

34.70 g/dL) 5.44 1.84 35.14

MCV (42.20 - 4640+226 | 4650+ 49.00 £ 4735+

59.20 fL) 0.85 2.12 1.20

MPV 13.85+7.99 | 2760+ 10.30 £ 25.80 +
12.59 2.97 0.85

CH 1340+0.14 | 1345+ 14.35 + 14.00 +
0.07 0.35 0.14

CHCM 2890+1.13 | 29.05+ 29.30 £ 29.65
0.35 0.42 1.06

HDW 1.89+£0.45 212+ 167006 | 199+
0.61 0.26

PLT (766.0 - 563.30 £ 120.50 + 425.50 + 24.00 £

1657.0 K/uL) 733.27 150.61 137.89 9.90




LYMPH COUNT | 440+507 | 290+ 525+2.16 | 194+
(3.80 - 8.90 3.68 2.31
K/uL)
LYMPH % 88.40+6.79 | 90.75+ 8225+ | 8870+
6.86 2.76 1.70
NEUT COUNT | 0.28+037 | 0147 055+0.32 | 0.06+
(0.50 - 2.00 0.24 0.05
K/uL)
NEUT % 395+233 | 310+ 815+134 | 450+
3.11 3.39
MONO COUNT | 0.07+0.08 | 0.04= 007+004 | 001+
(0.00-0.30 0.05 0.01
K/uL)
MONO % 140+014 | 100 095+0.07 | 050+
0.14 0.14
EOS COUNT 012+013 | 010+ 025+0.11 | 003+
(0.00 - 0.40 0.13 0.03
KluL)
EOS % 195+035 | 240+ 380+000 | 1.75+
0.85 0.64
BASO COUNT | 0.01+0.01 | 0.04= 0.02+001 | 004+
(0.00-0.10 0.05 0.06
K/uL)
BASO % 010+£0.14 | 075+ 025+007 | 115+
0.49 1.20
LUC COUNT 034+047 | 012+ 032+021 | 0.09+
0.16 0.11
LUC % 410+4.10 | 200+ 465+134 | 340+
2.26 1.27
RDW % (11.70 | 1245+0.78 | 1250+ 1285+ | 1315+
-15.10) 0.85 0.64 0.07
HCT % (36.70- | 26.20+ 2250 + 38.40 + 420 +
46.80) 29.56 26.73 1.56 0.42
RETICS % 370+034 | 321+ 391+060 | 372+
0.10 0.04
WBC (3.20 - 8.83+3.83 | 865+ 339+066 | 507+
12.70 K/uL) 2.04 2.44
RBC (7.00 - 9.42+068 | 948+ 869+033 | 885+
10.10 M/uL) 0.30 0.08
HGB (11.80— | 14.33+0.87 | 14.03+ 1317+ | 1357+
Day 7 | 14.90 g/dL) 0.32 0.06 0.12
MCH (13.80- | 15.23+0.23 | 14.83+ 1520+ | 1530+
18.40 pg) 0.15 0.53 0.10
MCHC (31.00- | 31.93+0.65 | 30.83 3107+ | 3167+
34.70 g/dL) 0.25 142 0.32
MCV (4220 | 47.67+0.38 | 48.07+ 4887+ | 4833+
59.20 L) 0.55 1.05 0.55
MPV 757+025 | 7.00+ 787+081 | 727+
0.20 0.40




CH 13.80£0.10 | 1383+ 14.07 £ 1413 £
0.06 0.21 0.15
CHCM 29.00+0.10 | 28.83 % 28.87 = 29.27 +
0.23 0.91 0.35
HDW 1.61 £ 0.02 1.63 + 1.65 +0.01 1.61+
0.03 0.07
PLT (766.0 — 820.33 = 691.67 + 364.33+ | 61833+
1657.0 K/uL) 159.8 226.09 183.92 270.48
LYMPH COUNT | 7.47+3.20 7.60 £ 278+055 | 423+
(3.80-8.90 1.90 2.00
K/uL)
LYMPH % 8477057 | 87.73% 8217 + 83.50 =
1.96 5.52 0.62
NEUT COUNT 0.69 £0.27 0.54 £ 031+£0.04 | 045+
(0.50 -2.00 0.16 0.22
KluL)
NEUT % 7.90 £ 0.61 6.37 £ 9.27 £0.81 8.97 +
1.32 0.50
MONO COUNT | 0.09 +0.04 0.10 £ 0.02 +0.01 0.03 £
(0.00-0.30 0.03 0.01
K/uL)
MONO % 1.07 £0.21 110 = 067+0.06 | 067+
0.00 0.21
EOS COUNT 0.31£0.13 022+ 021+023 | 015
(0.00-0.40 0.03 0.08
KluL)
EOS % 3.50 £ 0.46 263+ 6.07+6.18 | 3.00+
0.76 0.36
BASO COUNT | 0.023+0.02 | 0.02+ 0.017 + 0.017 +
(0.00-0.10 0.01 0.01 0.02
KiuL)
BASO % 0.23£0.12 020 £ 050+010 | 027+
0.10 0.21
LUC COUNT 0.24+£0.18 017 £ 005+0.04 | 019z
0.02 0.12
LUC % 257+0.72 203 £ 1.37£0.76 | 3.63%
0.31 0.51
RDW % (11.70 | 12.00+£0.10 | 12.50 + 1273 £ 12.50 £
-15.10) 0.87 0.12 0.44
HCT % (36.70— | 4490+ 3.20 | 45.57 = 4247 + 4273 +
46.80) 1.42 1.95 0.75
RETICS % 3.37 £0.08 3.88 £ 3.72+055 | 337
0.75 0.25
WBC (3.20 - 8.43£2.90 7.90 £ 6.83+£189 | 224+128 | 388+ | 483+146
12.70 K/uL) 2.41 1.42
RBC (7.00 - 7.92 £249 9.14 938+0.16 | 711+£050 | 892+ | 7.81+1.33
10.10 MiuL) 0.33 0.26




Day
14

HGB (11.80 - 943+7.08 | 1323+ 1413 £ 11.07 £ 1413 + 1237+

14.90 g/dL) 1.25 0.68 0.71 0.25 2.05

MCH (13.80 - 1047 £6.90 | 1443+ 15.07 £ 15.60 + 15.83 + 15.83 +

18.40 pg) 0.91 0.55 0.26 0.23 0.15

MCHC (31.00 - 20.80 = 28.50 + 20.77 + 30.10 30.30 + 20.73 +

34.70 g/dL) 13.95 1.99 1.24 0.26 0.78 0.70

MCV (42.20 - 5150250 | 50.70 = 50.57 £ 51.73 52.33 = 53.37 £

59.20 fL) 0.78 0.25 0.45 0.55 0.67

MPV 7.43+0.29 733+ 7.37 £0.55 13.73 £ 753+ | 817+0.35
0.32 4.46 0.49

CH 13.53+0.21 | 1357+ 13.70 £ 1417 + 14.20 + 14.20 +
0.15 0.10 0.15 0.17 0.20

CHCM 26.37+0.84 | 2687+ 2717 2743 + 2717 = 26.67 =
0.15 0.21 0.06 0.50 0.67

HDW 1.78 £ 0.34 1.60 + 1.56+0.07 | 1.55+£0.03 | 155+ | 1.56+0.03
0.05 0.09

PLT (766.0 — 1008.00+ | 998.33+ | 1177.00 97.33 726.33+ | 458.00+

1657.0 K/uL) 348.18 154.86 663.45 63.80 314.31 230.75

LYMPH COUNT | 521+1.28 6.16 £ 571£200 | 199+£113 | 337+ | 3.71+1.88

(3.80-8.90 2.26 1.21

K/uL)

LYMPH % 64.80 = 77.60 £ 82.73 £ 89.00 + 86.90 + 72.87 £

15.11 10.05 7.46 0.62 1.49 20.76

NEUT COUNT | 2.38+1.92 114 £ 043+0.05 | 013+0.10 | 025+ | 0.38+0.09

(0.50-2.00 0.94 0.08

KluL)

NEUT % 2510+ 1487+ | 6.77£223 | 550+1.14 | 657+ | 850+3.65

16.54 10.20 0.31

MONO COUNT | 0.09 +0.04 0.09 £ 0.05+0.02 | 0.01+0.01 | 003+ | 0.04+0.02

(0.00-0.30 0.03 0.02

KiuL)

MONO % 1.00 £0.10 117+ 067+012 | 040020 | 077+ | 0.80+0.20
0.40 0.31

EOS COUNT 0.51+0.33 031+ 040+042 | 0.04+£001 | 011+ | 045%0.61

(0.00-0.40 0.12 0.04

KluL)

EOS % 6.50 £ 3.64 3.80 £ 6.70£741 | 1.77£0.72 | 290+ 13.20 £
0.46 0.35 19.84

BASO COUNT | 0.01+0.00 001+ 0.01+£0.00 | 0.01+0.01 | 001+ | 0.05+0.06

(0.00-0.10 0.01 0.01

KiuL)

BASO % 0.10 £0.00 0.13 % 0.13+£0.06 | 023+£0.12 | 013+ | 0.93+0.92
0.06 0.06

LUC COUNT 0.22+£0.23 019+ 023+0.19 | 0.07+£0.04 | 012+ | 0.20+0.18
0.08 0.08

LUC % 243 +1.99 247 £ 300£1.73 | 323£153 | 270+ | 3.73+2.70
0.68 1.28

RDW % (11.70 | 15.17+3.38 | 1348+ 13.00 £ 1240 £ 12.60 + 1270 £

-15.10) 0.81 0.69 0.70 0.26 0.26




HCT % (36.70— | 4043+ | 4633+ | 4743z 3677+ | 4673+ | 4170+

46.80) 11.15 1.36 0.57 263 1.82 7.2

RETICS % 445£166 | 350+ | 3362012 | 3.22+126 | 416+ | 3.97+0.38
0.12 0.59

WBC (320— | 7.99+215 | 691+ | 354+308 | 3724328 | 321+ | 524+362

12.70 KluL) 0.54 4.56

RBC (7.00 - 937+032 | 851+ | 583+505 | 609+4.84 | 319+ | 817122

10.10 MiuL) 0.14 4.70

HGB (11.80— | 13.93+025 | 1320+ | 893+7.74 | 927+742 | 610+ | 1293+

14.90 g/dL) 0.56 7.08 2.08

MCH (13.80- | 14.90+026 | 1553 | 1023z 1493+ | 4530+ | 1580z

18.40 pg) 0.64 8.86 0.64 49.97 0.62

MCHC (31.00— | 31.87+0.76 | 3243% | 2137z 3200+ | 9617+ | 3283z

34.70 g/dL) 133 18.52 0.10 108.20 133

MCV (4220— | 46.73+045| 4783 | 3193z 4667+ | 4813+ | 4820+

59.20 1L) 0.21 27.66 1.83 2.24 0.17

MPV 750£010 | 800+ | 477+414 | 1300& | 1517+ | 1113+
0.62 7.97 4.50 5.54

CH 1350+ 020 | 1367+ | 923800 | 1393+ | 1427+ | 1407+
0.15 0.06 0.31 0.12

CHCM 2887032 | 2867+ | 1923+ 2090+ | 2963+ | 2923+
0.40 16.66 1.18 0.72 0.35

HDW 1642005 | 167+ | 107092 | 1752022 | 184+ | 1.63+0.04
0.04 0.17

PLT (766.0 113267+ | 100033+ | 77067+ | 336.00+ | 12200+ | 61933+

1657.0 K/uL) 117.78 202.40 669.85 277.35 18014 | 510.89

Day " 'YMPHCOUNT | 684+192 | 585+ | 3.01+262 | 315280 | 243% | 456+3.13
30 | (380-890 0.49 3.32

KluL)

LYMPH % 8540+ 156 | 8470+ | 56.70+ 8500+ | 8550+ | 87.97+
2.12 49.12 0.70 10.46 243

NEUT COUNT | 046+013 | 048+ | 030+027 | 031£028 | 020% | 0.30+0.23

(0.50 - 2.00 0.10 0.31

KluL)

NEUT % 573+075 | 703 | 563£500 | 7.17£206 | 460% | 5172091
153 3.64

MONO COUNT | 0.11£0.04 | 008+ | 0.04+0.04 | 005£0.05 | 003+ | 0.04+0.03

(0.00 - 0.30 0.01 0.04

KiuL)

MONO % 1332035 | 120+ | 083%0.72 | 243206 | 087% | 0.87+0.06
0.20 0.15

EOSCOUNT | 031£008 | 029+ | 041£010 | 043+0.11 | 010+ | 0.18+0.18

(0.00 - 0.40 0.05 0.14

K/uL)

EOS % 397100 | 417+ | 213187 | 397076 | 260+ | 3.20+270
0.47 0.50




BASO COUNT | 0.02 +0.01 0.02+ 0.01+£0.01 | 0.01+0.01 001+ | 0.02+0.02

(0.00-0.10 0.01 0.02

K/uL)

BASO % 0.27 £0.12 017 £ 0.10+£0.10 | 0.13+£0.12 | 037+ | 0.33+0.15
0.12 0.21

LUC COUNT 0.25 +0.06 019+ 0.07+0.06 | 0.06+0.06 | 043+ | 0.13+0.14
0.05 0.73

LUC % 3.33+£1.08 273+ 123+1.07 | 1.23£125 | 6.07+ | 243+1.10
0.76 7.83

RDW % (11.70 | 1243031 | 1330+ | 820%7.10 12.67 = 13.13 1217 £

-15.10) 0.75 0.60 0.12 0.12

HCT % (36.70— | 43.77+£1.70 | 40.70 2793+ 2893+ 16.03 = 39.37 +

46.80) 0.56 24.20 23.15 23.98 5.71

RETICS % 3.63+0.35 3.99+ 230+£200 | 315+1.14 | 389+ | 340+0.39
0.37 1.42

WBC (3.20 - 1.24 +0.00 561+ 579+0.00 | 048+£0.00 | 176+ | 0.67+0.00

12.70 K/uL) 0.00 1.95

RBC (7.00 - 1.00 £ 0.00 743 + 8.02+0.00 | 0.50+£0.00 | 424+ | 0.82+0.00

10.10 M/uL) 0.00 4.66

HGB (11.80 - 140+0.00 | 1220+ 12.50 £ 080+0.00 | 6.65+ | 1.30+0.00

14.90 g/dL) 0.00 0.00 7.85

MCH (13.80 - 14.00+0.00 | 16.50 = 15.60 + 16.10 + 14.20 + 16.40 £

18.40 pg) 0.00 0.00 0.00 2.83 0.00

MCHC (31.00- | 30.50 £0.00 | 34.50 + 3320+ 35.00 + 30.75 £ 35.50 +

34.70 g/dL) 0.00 0.00 0.00 6.15 0.00

MCV (42.20 - 64.10£0.00 | 47.70% 47.00 = 46.10 = 46.10 £ 46.30 +

59.20 fL) 0.00 0.00 0.00 0.00 0.00

MPV 2720+0.00 | 21.90+ 2170+ 2920 + 28.55 + 30.30 +
0.00 0.00 0.00 247 0.00

CH 13.80+0.00 | 14.20+ 13.60 + 13.70 £ 14.00 + 14.00 £

Day 0.00 0.00 0.00 0.14 0.00
90 CHCM 30.00+£0.00 | 29.80 + 2890+ 29.80 + 30.35+ 30.30 +

0.00 0.00 0.00 0.21 0.00

HDW 1.81£0.00 1.73 £ 1.61+0.00 | 1.75£0.00 | 1.90+ | 220+0.00
0.00 0.11

PLT (766.0 - 7.00+0.00 | 94.00 79.00 £ 5,00+0.00 | 35.00+ 26.00 +

1657.0 K/uL) 0.00 0.00 32.53 0.00

LYMPH COUNT | 1.15+0.00 507 + 526+0.00 | 043+£0.00 | 160+ | 0.59+0.00

(3.80-8.90 0.00 1.75

Klul)

LYMPH % 9290+0.00 | 9040 90.80 + 89.90 + 92.05 88.90 +
0.00 0.00 0.00 247 0.00

NEUT COUNT 0.03£0.00 022+ 0.27+£0.00 | 0.01+£0.00 | 007+ | 0.03+0.00

(0.50-2.00 0.00 0.08

K/uL)

NEUT % 2.40+0.00 4.00 + 460+0.00 | 3.00£0.00 | 255+ | 4.80+0.00
0.00 1.63




MONO COUNT | 0.01+0.00 0.03+ 0.05+0.00 | 0.00£0.00 | 001+ | 0.01+0.00

(0.00-0.30 0.00 0.00

K/uL)

MONO % 0.40 £0.00 0.60 £ 0.90+£0.00 | 0.70£0.00 | 090+ | 1.40+0.00
0.00 0.71

EOS COUNT 0.01+0.00 0.08 + 0.09+0.00 | 0.01£0.00 | 002+ | 0.01+0.00

(0.00-0.40 0.00 0.01

K/uL)

EOS % 0.60 £0.00 1.30 £ 1.50+£0.00 | 1.40+£0.00 | 155+ | 2.10+0.00
0.00 0.78

BASO COUNT | 0.00+0.00 0.06 + 0.03+0.00 | 0.00£0.00 | 001+ | 0.00+0.00

(0.00-0.10 0.00 0.01

K/uL)

BASO % 0.20 £0.00 1.00 £ 040+0.00 | 0.00£0.00 | 040+ | 0.20+0.00
0.00 0.57

LUC COUNT 0.04 £0.00 0.15% 0.10+£0.00 | 0.02+£0.00 | 0.07% | 0.02+0.00
0.00 0.08

LUC % 3.50 £0.00 270+ 1.70+0.00 | 510+£0.00 | 260+ | 2.60+0.00
0.00 1.70

RDW % (11.70 | 13.10+£0.00 | 13.30 1240 + 12.30 + 1310 + 13.30 +

-15.10) 0.00 0.00 0.00 0.28 0.00

HCT % (36.70- | 460+0.00 | 35.50 + 37.70 £ 230+£0.00 | 1950+ | 3.80+0.00

46.80) 0.00 0.00 21.50

RETICS % 3.45+0.00 4.00 + 3.27+000 | 3.23+0.00 | 288+ | 4.54+0.00
0.00 0.28

Table S3. Hematology analysis from male and female mice at different days of treatment (data plotted as mean, n =
3). Complete blood cell count parameters displayed with reference range to facilitate the assessment of different
treatment groups compared to the untreated healthy mice.



Table S4. Histological findings on selected organs from non-tumor bearing mice (n =1 - 6) ten weeks post-

treatment.
Cohorts Organs Organ Histology
Normal With lesions (type & degree)
Heart 6 out of 6 None
Kidney 6 out of 6 None
Lung 6 out of 6 None
Liver 5 out of 6 1 out of 6 (hepatocellular lipodosis,
midzonal: 2MF)

Control Urinary bladder 6 out of 6 None
Adprenal gland S5outof5 None
Mesenteric lymph 3outof3 None
node
Pancreas 4 out of 4 None
Heart 5outof 5 None
Kidney 3outof5 2 out of 5 (Nephroblastoma,

hydronephrosis: 3U; perivascular
lymphocytic infiltrates: 1IMF)
Lung 5out of 5 None
Liver 3outof5 2 out of 5 (Perivascular lymphocytic
infiltrates: 3D; microabscesses: 3MF)
Anti-CD40
Urinary bladder 5outof 5 None
Adrenal gland 4 outof 5 1 out of 5 (Adrenal cortex, zona
fasciculata lipidosis: 2D)

Mesenteric lymph 4 out of 4 None
node
Pancreas 1outofl None
Heart 6 out of 6 None




Kidney 6 out of 6 None

Lung 6 out of 6 None
Liver 4 out of 6 2 out of 6 (Perivascular lymphocytic
iSRB infiltrates: 2D; microabscesses: 1MF)

Urinary bladder 6 out of 6 None
Adrenal gland 5outof 5 None
Mesenteric lymph 3outof3 None
node
Pancreas 3outof3 None

Heart 6 out of 6 None

5outof 6 1 out of 6 (Renal cortex infarction: 2F)
Kidney
Lung 5 out of 6 1 out of 6 (Perivascular lymphocytic
aggregates: 2MF)
Liver 6 out of 6 None
iSRB-Anti-CD40

Urinary bladder 6 outof 6 None
Adrenal gland 6 outof 6 None
Mesenteric lymph 3outof3 None
node
Pancreas loutofl None

Table S4. Histopathology reports ten weeks post-treatment for the collected organs such as heart, lung, liver, Urinary
bladder, adrenal gland, mesenteric lymph node, pancreas, spleen, and two kidneys. Organs were collected right after
blood collection from cardiac puncture, needle passing from the abdomen puncturing through the liver. Lesions can
be any damages incurred by the organ, such as Hemorrhage intra-alveolar (likely iatrogenic, due to the method of
euthanasia) or Hepatocellular swelling, with intracytoplasmic microvesicular lipidosis. Most mice tissues incurred no
lesions except the liver across all cohorts. The common lesions found in the liver include 1) Micro granulomas,
characterized by small nodular accumulations (up to 30 cells) of lymphocytes, histiocytes, a few neutrophils, and
entrapped degenerating hepatocytes; 2) Microabscesses, characterized by small nodular accumulations of
neutrophils, lymphocytes, and histiocytes (up to 30 cells) with entrapped degenerating hepatocytes; 3)
Extramedullary hematopoiesis - clonal colonies of myeloid precursors; 4) Hepatocytes, individual cell necrosis
(dropout). Scoring Definitions: (0 = No finding; 1 = Minimal; 2 = Mild; 3 = Moderate; 4 = Marked; 5 = Severe; N =
Normal; M = Missing; B = Bilateral; MF = Multifocal; F = Focal; D = Diffuse; U = Unilateral; B = Bilateral)




Table S5. Histological findings on selected organs from non-tumor bearing mice at different time points

post-treatment (n = 3/group/time point).

Time points| Cohorts Female Mice_ _ ——— LESic_mS F_Ol_md -
Heart Lung Spleen Kidneys Liver Ratio of tissues showing No finding | Lesions scores
No Treatment [3outof 3|2 outof 3| 3outof 3 3outof 3 |2outof 3 13 OUT OF 15 1MF / 2MF
Day 1 iISRB 3outof 3|1 outof 3| 3outof3 3outof 3 |2outof 3 12 OUT OF 15 1MF / 2MF
iSRB_Ab-CD40|3 out of 3|3 outof 3| 3outof 3 3outof3 [1outof3 13 OUT OF 15 1MF
Day 4 iISRB 2outof 2|1 outof 2| 2 outof 2 2outof 2 |1 outof 2 8 OUT OF 10 2MF / 3MF
ay iSRB Ab-CD40(2 out of 2|1 out of 2| 2 out of 2 2outof 2 |1 outof2 8 OUT OF 10 2F | 2MF
Day 7 : iISRB 3outof 3[3outof 3| 3outof 3 3outof 3 |3outof3 15 OUT OF 15 N
iSRB_Ab-CD40|3 out of 3|2 out of 3| 3 outof 3 3outof 3 [Ooutof3 11 OUT OF 15 1MF / 2MF
No Treatment |3 outof 3|2 outof 3| 2 out of 3 3outof 3 |0outof3 10 OUT OF 15 1MF / 2D
Day 14 iISRB 3outof 3|2 outof 3| 3outof3 | 3outof3 |1outof3 12 OUT OF 15 1F / IMF
iSRB_Ab-CD40|3 outof 3|1 outof 2| 3 outof 3 3outof 3 [Ooutof3 10 OUT OF 14 M/ 1IMF / 2MF
No Treatment |3 outof 3|1 outof 3| 3 outof 3 3outof 3 |1outof3 11 OUT OF 15 1MF / 2MF
Day 30 iISRB 3outof 3|1outof3] 3outof3 | 3outof3 |2outof3 12 OUT OF 15 1MF / 2MF
iSRB_Ab-CD40|3 out of 3|3 out of 3| 3 outof 3 3outof3 [Ooutof 3 12 OUT OF 15 2MF
No Treatment |3 outof 3|2 outof 3| 3 outof 3 Ooutof 3 |2outof3 10 OUT OF 15 1MF
Day 90 iSRB 3outof3|2outof3| 3outof3 | 3outof3 |1outof3 12 OUT OF 15 3D/ 1MF
iSRB Ab-CD40(3 out of 3|2 out of 3| 3 out of 3 3outof 3 | 0outof 3 11 OUT OF 15 1IMF
Time points| Cohorts Male Mice . . _ Lesipns Eognd '
Heart Lung Spleen Kidneys Liver Ratio of tissues showing No finding | Lesions scores
No Treatment | 3outof 3 | 2 outof 3 | 3outof 3 | 3 outof 3 |0 outof 3 11 OUT OF 15 1MF / 2MF
Day 1 iISRB 3outof 3 | 2outof 3| 3outof 3 | 3outof 3 |3outof3 14 OUT OF 15 2MF
iSRB Ab-CD40| 3outof 3 | 3outof 3| 3outof 3 | 3outof 3 |2 outof 3 14 OUT OF 15 1MF
Dav 4 iISRB 2outof2 | 2outof2| 2outof 2 | 2 outof 2 |1 outof 2 9 OUT OF 10 2F
ay iSRB Ab-CD40| 2 outof 2 | 2 outof 2 | 2 outof 2 | 1 out of 2 |1 out of 2 8 OUT OF 10 2MF / 3U
Dav 7 iISRB 3outof 3 | 3outof 3| 3outof3 | 3outof 3 |2outof3 14 OUT OF 15 2MF
ay iSRB _Ab-CD40]| 3outof3 | 2outof 3| 3outof 3 | 2 outof 3 |2 out of 3 12 OUT OF 15 2MF / 3MF
No Treatment | 3outof 3 | 3outof 3| 3outof3 | 3outof 3 |1outof3 13 OUT OF 15 1D/ IMF
Day 14 iSRB 3outof 3 [2outof 3| 3outof 3 | 3outof 3 [3outof3 14 OUT OF 15 2F
iSRB Ab-CD40| 3outof 3 | 2outof 3| 3outof 3 | 3outof 3 |1 outof 3 12 OUT OF 15 2F / IMF / 2MF
No Treatment | 3outof 3 | 3outof 3 | 3outof 3 | 3outof 3 |2outof 3 14 OUT OF 15 2MF
Day 30 iSRB 3outof 3 [3outof 3| 3outof3 | 3outof3 |1outof3 13 OUT OF 15 2MF
iSRB Ab-CD40| 3outof 3 | 2 outof 3| 3outof 3 | 3 outof 3 |2 outof 3 13 OUT OF 15 2MF
No Treatment | 3outof 3 | 3outof 3 | 2 outof 3 | 2 outof 3 |0 out of 3 10 OUT OF 15 2D/ 1F | IMF
Day 90 iSRB 3outof 3 [2outof 3| 3outof3 | 2outof 3 |1outof 3 11 OUT OF 15 1F / IMF / 2MF
iSRB Ab-CD40]| 3outof 3 | 3outof 3| 3outof 3 | 3outof 3 |1 outof 3 13 OUT OF 15 2D/ 1F

Table S5. Histopathology report days 1, 4, 7, 14, 30, and 90 post-treatment for the collected organs such as heart, lung,
liver, spleen, and two kidneys showing mild adverse effects. Common mild lesions found in these tissues include 1)
Pulmonary Granulomas, characterized by inflammatory nodules replacing pre-existing parenchyma and containing a

dense collection (up to 30 cells total) of macrophages, neutrophils and occasional multinucleate giant cells; 2)

Periportal lymphocytic & histiocytic infiltrates; 3) Microabscesses, characterized by small nodular accumulations of

neutrophils, lymphocytes, and histiocytes. Most mice tissues incurred no lesions except the liver across all cohorts.

Scoring Definitions: (0 = No finding; 1= Minimal; 2 = Mild; 3 = Moderate; 4 = Marked; 5 = Severe; N = Normal; M =
Missing; B = Bilateral; MF = Multifocal; F = Focal; D = Diffuse; U = Unilateral; B = Bilateral)




Table S6. Histopathology report for Female Mice following vena cava blood sampling.

LIVER

Microabscesses: Mixed aggregates of
inflammatory cells consisting primarily of
neutrophils and fewer macrophages

and/or lymphocytes, with one or more swollen
and degenerating hepatocyes incorporated into
the inflammatory focus.

2MF

2MF

Microgranulomas: Mixed aggregates of
inflammatory cells consisting up to 100 mixed
lymphocytes, macrophages, random
neutrophils, and a small number of incorporated
hepatocytes that are often swollen and or
degenerate.

2MF

Lymphocytic aggregates: Aggregates of
purely lymphocytes, up to 75 cells, located in
perivascular and parenchymal locations
throughout the liver.

3MF

KIDNEY: RIGHT

KIDNEY: LEFT

LIVER

Lymphocytic aggregates: Liver portal and
periportal connective tissue mildly expanded by
infiltrates of low to

Moderate number of lymphocytes. These cells
often surround bile ducts. Additionally, small
aggregates of pure lymphocytes are randomly
distributed throughout the hepatic

parenchyma.

2MF

Microgranulomas: Mixed aggregates of
inflammatory cells consisting up to 50 cells of
lymphocytes, macrophages, random
neutrophils, and a small number of incorporated
hepatocytes randomly distributed throughout
the hepatic parenchyma.

2MF

2MF

Microgranulomas: Mixed aggregates of
inflammatory cells consisting up to 100 cells of
lymphocytes, macrophages, a few admixed
neutrophils, individual entrapped hepatocytes,
and cellular debris.

2MF

KIDNEY: RIGHT

N

N

N

N

KIDNEY: LEFT

N

N

N

N

Table S6. Pathology report corresponding to day seven post-treatment from harvested liver and kidney tissues from
female mice (n = 5). Scoring Definitions: (0 = No finding; 1 = Minimal; 2 = Mild; 3 = Moderate; 4 = Marked; 5 = Severe;
N = Normal; M = Missing; B = Bilateral; MF = Multifocal; F = Focal; D = Diffuse; U = Unilateral; B = Bilateral)



