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1. Radiolabeling reaction kinetics of C-DOTA-Trastuzumab conjugate with 2*°Bi

(SE-HPLC).

Sample 1

1 min (6.9%)

5 min (16.7 %)

ADCT A, Bi205(6 (BI 092009061-1301.D) ADCT A, Bi205(6 (BI 0920091062-1501 )
mAU § mAU
free ]
E0F 205/61y ;
Ri
09 0
600 ]
500
40 01
3004 ]
2004
104 0l
T T T T T T T T T T T T T T T
2 4 6 8 10 12 14 mi 2 4 6 8 10 12 14 mi
. .
10 min (25.5%) 20 min (34.7 %)
KOG A, 82051 (B1 092009063-1707.0) AOC1 A, 8056 (B 092009 064-19010)
mAU § mAU
e 0
4004
350
3504
e 300
2504 20
2004 200
150 150
100 100
% T T T T T T T 5 T T T T T T T
2 4 [ 8 10 12 14 min 2 4 [} 8 10 12 14 min
. .
30 min (49.5%) 60 min (56.9%)
ADCT A, B2056 (1 0920091065-2101.0) ADCT A, 52050 (B 092009066:2301.0)
mAU AU
160 3007
0| 51
1204 20
100 160
80 100
60- T T T T T T T T T T T T T T
2 4 [ 8 10 12 14 min 2 4 [} 8 10 12 14 min




Sample 2

1 min (7.9%)

'ADCT A, Bi20576 (B1092109001-0101.0)
mAU ]

500

40

3009

20

1009

S min (13.2%)

ADCT A, Bi205/6 (B10921091002:0301.0)

4509
4009
3509
3004
2509
2009
1504
1004

10 min (26.7 %)

ADC1 A, Bi203/6 (BI 0921091003-0501.0)
mAU
309
2509
204

1807

1004

30 min (40.9%)

ADCT A, Bi205/6 (B 0921091005-0901.0)

20 min (35.7%)

ADG? A, Bi205/6 (BI 0921091004-0701.D)
mAU

2507

200

1504

100

60 min (54.4%)

ADCT A, Bi205/6 (Bl 0921091006-1101.0)

mAU
207

204

1404




Sample 3
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2. Radiolabeling reaction kinetics of 3p-C-DEPA-Trastuzumab conjugate with ***°Bi (SE-

HPLC).
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3. Serum stability of 2051 %Bi-3p-C-DEPA-Trastuzumab conjugate (Size Exclusion-HPLC)
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Table 1. Biodistribution of **Bi-3p-C-DEPA-Trastuzumab conjugate and ****Bi-C-
DOTA-Trastuzumab conjugate in athymic mice bearing s.c. LS-174T tumors.

Ligand Tissue Time points (h)
2h 6h 24h

3p-C-DEPA Blood 18.77 + 244 1865 + 178 121 + 297
Tumor 9.63 + 272 1624 + 641 273 £ 979
Liver 6.64 t 224 970 + 123 773 + 0.56
Spleen  5.19 + 12 696 =+ 119 6.75 + 2.08
Kidney  6.60 + 0.78 777 £ 074 627 = 1.31
Lung 4.92 + 3.01 805 + 114 643 + 1.69
Heart 4.88 + 085 626 * 0.6 435 =+ 0.96
Femur 3.21 + 043 3.07 + 016 278 * 0.40

C-DOTA Blood 1838 + 182 1594 + 3.05 122 =+ 212
Tumor 1021 + 225 1127 + 249 258 + 9.29
Liver 4.84 + 0.81 719 + 151 8.02 = 1.28
Spleen  4.09 + 0.31 426 t 096 470 =+ 1.57
Kidney  5.17 + 044 526 + 0.88 552 + 0.89
Lung 7.83 + 1.07 664 + 105 6.08 =+ 0.57
Heart 5.34 + 0.29 494 + 023 412 + 0.92
Femur 2.56 + 045 200 + 035 249 + 0.14




