SUPPLEMENTARY MATERIAL - Dosimetry of [*2Pb]VMTO01, a MC1R-targeted Alpha Therapeutic
Compound, and Effect of Free 2*®T1 on Tissue Absorbed Doses - Orcutt KD ef al

Supplemental Table S1. Organ/tissue activity concentrations (%ID/g) of [203Pb]VMTO01 in female CD-1 IGS naive

mice.
Time (hr)
Organ
0.5 1 2 4 6 24 55
Adrenals Mean 6.42 % 10" 346 x 10" 000x10° | 6.77 x 102 0.00 x 10° 0.00  10° 0.00 x 10°
SEM 136 x 10" 129 % 10" 0.00x10° | 2.98x 102 0.00 x 10° 0.00 x 10° 0.00 x 10°
Bladder wall Mean 588 x 10" 116 x10° | 4.92x10" 152 10" 133 x 102 000x10° | 3.05x107
SEM 2.87 % 10° 561x107 | 3.10x107 | 597 x102 784 %107 000x10° | 3.05x107
Blood (whol) Mean 118 x 10° 335x 107 | 2.14x10° | 424 %102 223%10° 000x10° | 3.61 x 102
SEM 251 x 10" 143 %100 | 959x10° | 2.69x107 223%10° 000x10° | 7.11x107
1 € . B s
X ~ X ~ - X B - - -
Bone Mean 717 % 10" 1.99x 10" | 3.14x102 | 2.00x10" 313 %107 591x10° | 296x10°
SEM 1.87 x 10" 514x107 | 219x10° | 6.58x 102 202 %107 396x10° | 2.96x10°
Bone Marrow Mean 6.85x 102 159 x 10" 000x10° | 9.94x 102 0.00 x 10° 0.00  10° 0.00 x 10°
SEM 6.85x 102 159 x 10" 000x10° | 9.94x 102 0.00 x 10° 0.00  10° 0.00 x 10°
Brain Mean 461 %107 1.68x102 | 000x10° | 4.08x107 252%10° 000x10° | 475x10°
SEM 543 %107 448x10° | 0.00x 10° 120 x 107 252%10° 000x10° | 475x10°
Cocumn Mean 2.66 % 10" 960 x 102 | 215x107 | 546x10" 1.77 % 10° 474 % 10" 118 x 10"
SEM 571 %107 206% 102 | 565x102 | 238x10" 542 % 10" 1.63x 10" | 5.85x 102
e Mean 478 x 10" 133 %100 | 4.04x10° | 629102 289 % 107 000x10° | 329x107
yes SEM 1.69 x 10°! 142102 | 221x10° 1.98 x 102 289 % 107 000x10° | 3.29x107
Gallbladder Mean 528 % 10" 1.06 x 10" 0.00  10° 127 % 10" 0.00 x 10° 000x10° | 2.69 x 102
SEM 276 x 10" 385x 102 | 000x10° | 6.58x 102 0.00 % 10° 000x10° | 2.69 x 102
Heart Mean 591 % 10" 1.67 % 10" 1.98x 102 | 3.31x 102 642 % 107 764%10° | 1.65%10°
SEM 122 % 10" 638 %102 | 203x10° | 575x10° 2.95% 107 463 x10° | 1.09x107
Kidneys Mean 6.24 % 10° 4.89 % 10° 428 % 10° 451 % 10° 4.65 % 10° 272 % 10° 1.09 x 10°
SEM 351 % 10" 250107 | 445100 | 6.62x10" 428 % 10" 454% 10" 121 x 10"
Large intestincs Mean 8.01 x 10" 460 % 10" 128x10" | 2.85x10" 330 % 10" 150x 10" | 428 x 102
SEM 155 % 10" 123 %100 | 426x102 | 982x102 140 x 10°! 587x107 | 1.69x 102
Large intestines Mean 326 % 107 327x102 | 747 %102 1.26 x 10° 3.03 % 10° 1.58 x 10° 178 x 10"
contents SEM 143 x 102 117 %102 | 401x102 | 7.62x10" 118 x 10° 713 % 10" 1.08 % 10°!
Liver Mean 6.88 x 10! 516 %107 | 333x10" | 496 10" 350 % 10" 240107 | 213x10"
SEM 753 %107 248102 | 2.08x102 | 622x 102 393 %107 242x10° | 327x102
Lungs Mean 139 x 10° 861 x 10" 1.06 x 10°! 113 x 10" 6.10 x 102 144102 | 128x10"
SEM 220% 10" 1.95x 10" 144102 | 228102 262%10° 757x10° | 8.00x 102
Muselo Mean 322 % 10" 1L12x10" | 406x10° | 5.07x102 594 % 107 0.00  10° 0.00 x 10°
SEM 522%10° 458 <102 | 4.06x10° | 2.15x 102 594 % 107 0.00  10° 0.00 x 10°
Ovarics Mean 527 % 10" 247107 | 2.84x102 | 539x 102 1.05 x 102 391102 | 249x 102
SEM 354 % 102 741x107 | 1.80x102 | 1.05x 102 652 % 107 196 x 102 | 779 % 107
Pancrens Mean 387 % 10" 128 x 10" 153 %102 | 530 102 6.59 x 107 410x10° | 1.60x 107
SEM 7.93 x 102 415102 | 747x10° 147 % 102 390 x 107 410x10° | 1.60x 107
Skin Mean 318 % 10° 560x107 | 346x107 | 322x10" 1.87 x 10" 512x107 | 2.04x10°
SEM 1.02 x 10° 151 x10" | 825x102 | 126x10" 522%10° 1.01 x 102 | 1.16 x 102
Small infostines Mean 550 % 10" 258107 | 455x10" 1.01 x 10" 290 % 10" 601 <102 | 228x10°
SEM 1.05 % 10" 673x107 | 785x107 | 859x10° 8.40 x 102 194102 | 1I8x 107
Small intestines Mean 1.94 x 10" 1.83 x 10" 2.52 % 10° 1.73 % 10" 2.10 % 10° 348 % 10" 174 x 10"
Contents SEM 2.49 x 102 125x102 | 8.66x10" | 438x102 871 x 107 196 x 107 | 3.68x 102
Sol Mean 443 % 10" 377 % 10" 121 %107 | 3.94x10" 8.03 x 102 621 <102 | 134x10"
pieen SEM 6.59 x 102 384x102 | 2.94x10°2 1.59 x 10! 1.91 x 107 1.94x102 | 5.75x102
Stomach Confents | Mean 133 x 10" 439102 | 206x10° | 3.86x 102 839 x 10 1.09x 107 | 3.72x 102
SEM 211% 107 214%10° | 591x10" 1.57 % 102 6.40 x 10" 846 x 107 | 134x 102
Stomach Wall Mean 7.04 % 10" 316 %107 | 557 x10" 144 % 10" 343 % 10" 1.08x 10" | 4.02x 102
SEM 142 % 10" 406% 102 | 191x10" | 2.07x 102 155 x 10" 358x10° | 682x10°
Thymus Mean 484 % 10" 138x10" | 216x102 | 627x102 1.81 x 107 000x10° | 9.73 x 107
SEM 942 % 107 576107 | 216x10° | 2.75x 102 1.81 x 107 000x10° | 9.73 x 107
Thyroid Mean 1.06 x 10° 429% 10" 0.00  10° 1.91 x 10" 0.00 % 10° 0.00  10° 380 % 102
SEM 2.14% 10" 1.87 % 10" 000x10° | 7.74 x 102 0.00 x 10° 000x10° | 3.80 x 102




Time (hr)

Organ
0.5 1 2 4 6 24 55
Uterus Mean 1.34 x 10° 3.32 x 10" 1.00 x 10! 1.12 x 10! 5.36 x 107 245 %107 1.53 x 107
SEM 2.50 x 10! 1.24 x 10! 2.28 x 107 2.87 x 107 6.06 x 107 2.12 x 107 4.52 x 107

Supplemental Table S2. Organ/tissue activity concentrations (%I1D/g) of [203Pb]VMTO01 in male CD-1 IGS naive mice.

Time (hr)

Organ 05 1 2 4 6 24 55
Adronal glands Mean 131 % 100 3.56 x 10° 178102 | 2.10 x 10" 1.04 x 107 0.00 x 10° 0.00 x 10°
SEM 749 x 10 312 % 10° 178 %102 | 1.74x 10" 7.66 x 102 0.00 x 10° 0.00 x 10°
Bladder wall Mean 2.64 % 10! 200x100 | 737x10" | 427x10° 351 x 10° 152x102 | 0.00 % 10°
SEM 1.01 x 10! 1.59 x 10" 518x107 | 3.09x10° 315 % 10° 6.10 x 10° | 0.00 x 10°
Blood whole Mean 137 x 100 335107 | 585x102 | 5.63 %107 421 % 107 0.00x10° | 928x 107
SEM 3.00 % 10 1.08x 107 | 1.05x102 | 236x10° 421 %107 0.00x10° | 928x 107

Remainder Body Mean 8.47 x 10" 568 % 10" - 170 x 10" 2.19 x 107 : -

SEM 1.05 x 10" 8.80 x 102 - 1.06 x 102 3.43 x 102 : -
Bone Mean 462 %107 1.64x 107 | 135x107 | 154x10" 476 < 107 644 x10° | 3.72x 102
SEM 1.02 % 10 716 %102 | 779x10° | 2.88 x 102 2.65x 10 419x10° | 3.72x107
Bone Marrow Mean 0.00 x 10° 0.00 x 10° 0.00 x 10° 1.54 % 102 525 % 10° 0.00 x 10° 0.00 x 10°
SEM 0.00 x 10° 0.00 x 10° 0.00 x 10° 1.54 x 102 525 x 10 0.00 x 10° 0.00 x 10°
Brain whole Mean 4.48 x 102 225%x102 | 236x10° | 1.88x102 118 x 102 0.00 x 10° 0.00 x 10°
SEM 1.06 x 102 684x10° | 934x10° | 541x10° 590 x 107 0.00 x 10° 0.00 x 10°
Cocum Mean 268 x 10 1L18x 107 | 151x107 | 233 x10° 170 x 10° 1.04 x 10" 1.12 % 10°
SEM 6.66 x 102 248x107 | 3.53x102 | 3.83x10" 3.90 x 10 291x102 | 532x10"
Eyes Mean 4.03 % 10" 155107 | 535x102 | 8.41x 102 426 x 102 0.00 x 10° 0.00 x 10°
SEM 724 %102 265%102 | 130x102 | 137x10° 412 %107 0.00 x 10° 0.00 x 10°
Gallbladder Mean 452 x 10" 268%102 | 000x10° | 4.79x102 352 x 102 0.00 x 10° 0.00 x 10°
SEM 261 x 10 268 %102 | 000x10° | 479x102 352 x 102 0.00 x 10° 0.00 x 10°
Heart Mean 6.78 x 10" 175107 | 4.09x102 | 2.04x 102 273 % 102 877x10° | 516107
SEM 128 x 10" 552x102 | 720x10° | 417x10° 151 x 102 440 < 10° | 2.60x 107
Kidneys Mean 830 x 10° 670 % 10° | 4.78 x 100 420 x 10° 336 x 10° 130x10° | 547 10"
SEM 1.90 x 107 478 %107 | 658x10" | 5.67x10" 498 x 107 276107 | 1.04x 10"
Large intostincs Mean 859 x 10" 670x 107 | 1.08x10" | 9.77x 10" 553 % 10" 457x102 | 470x10"
SEM 225% 10" 160 107 | 248x102 | 5.77x10" 1.06 x 10 869 % 10° | 243 %107
Large intestines Mean 3.16 x 102 836 %102 | 133x10" | 4.66x 10° 471 % 10° 191 x 107 | 2.03 % 10°
contents SEM 6.79 x 107 470102 | 2.83x102 1.81 x 10° 1.09 x 10° 7.10 x 102 1.09 x 10°
Liver Mean 6.36 x 10" 348 %107 | 2.19x107 | 2.68x 10" 2.06 x 107 175107 | 1.02x 10"
SEM 343 x 102 359102 | 4.09x10° | 276 x 102 2.26 x 102 326x102 | 2.61 x 102
Lungs Mean 2.15 % 10° 496107 | 142x107 | 1.65x10" 6.63 x 102 325x102 | 1.08 % 102
SEM 3.80 x 10" 124x 107 | 191x102 | 2.42x 102 1.00 x 102 101 <102 | 9.87x10°
Muselo Mean 336 x 10" 254%10" | 539x102 | 477x10° 411 % 102 0.00 x 10° 0.00 x 10°
SEM 6.03 x 102 576x 102 | 151x10° | 1.13 x 102 498 x 107 0.00 x 10° 0.00 x 10°
Pancreas Mean 497 x 10" L12x 107 | 3.02x102 | 427102 1.04 x 10! 311x10° | 0.00 % 10°
SEM 6.69 x 102 327x102 | 878x10° | 6.65% 107 725 % 102 1.65%10° | 0.00 % 10°
Skin Mean 1.12 % 10° 6.63%x10" | 631x10" | 1.94x10" 503 % 10" 252%x102 | 2.19x102
SEM 1.66 x 10" 169 <107 | 2.76x107 | 229x10° 1.54 x 10°! 791x10° | 9.02x10°
Small intestines Mean 6.43 x 10" 370x 107 | 3.46x100 | 431x10" 2.56 x 10! 278x107 | 274x10"
SEM 1.09 x 10" 348102 | 7.68x102 | 1.48x 10" 3.08 % 102 3.60%10° | 938 x 102
Small intestines Mean 4.45x 10" 6.83 x 10" 1.92 % 10° 216 % 10° 912 % 107 4.01 % 102 1.95 x 10°
Contents SEM 147 x 107 148 107 | 340x107 | 4.17x10" 287 x 107 801 x10° | 671x10"
Splecn Mean 632 x 10" 194x10" | 8.03x102 | 183x10" 137 x 10°" 747x 107 | 2.41x 102
SEM 369 x 102 232x107 | 2.16x102 | 3.14x 102 3.68 x 102 325x10° | 241 102
Stomach Confents Mean 6.54 % 10" 563x107 | 249x10° | 5.74x10" 3.05 % 10" 159% 102 | 427x 10"
SEM 2.85% 10" 155107 | 686x107 | 6.93x 102 3.86 x 102 220%10° | 2.60x 10"
Stomach Wall Mean 8.56 % 10" 442x107 | 856x10" | 3.04x10" 1.94 x 10°! 788102 | 135x10"
SEM 154 x 10" 6.77%x102 | 2.04x10" | 651x102 2.68 x 102 315x10° | 4.64 % 102
Testos Mean 412%107 341x10" | 151x107 | 1.06x 10" 757 % 102 151102 | 4.19x10°
SEM 6.47 % 102 162x10" | 7.81x102 | 7.30x10° 358 x 102 1L10x10° | 254x10°
Thymus Mean 823 x 107 136 <107 | 455x102 | 135x10" 1.90 x 102 0.00 x 10° 0.00 x 10°
SEM 132 10" 350x102 | 1.17x102 | 7.68x102 8.70 x 107 0.00 x 10° 0.00 x 10°




Time (hr)

Organ 0.5 1 2 4 6 24 55
Thvroid Mean 133 % 10° 147x 107 | 636x102 | 251x10" 251 % 107 000x10° | 582x102
Y SEM 4.63 %107 811x102 | 216x102 | 5.13x102 238 % 107 000x10° | 582x102




