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A. ITLC and HPLC chromatograms for radiolabeling kinetics studies 
 
1. Radiolabeling of Ligand-Trastuzumab Conjugate with 90Y 
 
i) 3p-C-NETA-trastuzumab 
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ii) 3p-C-DEPA-trastuzumab 
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Sample 2 
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iii) C-DTPA-trastuzumab 
 
Sample 1 
 
                 1min                                           5min                                        10min  
                  98.3%                                       98.4%                                      97.8% 

0.0 50.0 100.0 150.0 200.0 mm

0.0

20.0

40.0

60.0

80.0

100.0

120.0

140.0

160.0

Counts

0.0 50.0 100.0 150.0 200.0 mm

0.0

20.0

40.0

60.0

80.0

100.0

120.0

140.0

160.0

180.0

200.0

220.0

240.0

Counts

0.0 50.0 100.0 150.0 200.0 mm

0.0

20.0

40.0

60.0

80.0

100.0

120.0

140.0

160.0

180.0

200.0

220.0

240.0
Counts

 
                  89.5%                                       89.4%                                      90.0% 

min2 4 6 8 10 12 14

mAU

100

200

300

400

500

600

700

800

 ADC1 A, Bi205/6 (Y90 110509\041-3701.D)

   min2 4 6 8 10 12 14

mAU

100

200

300

400

500

600

700

800

900

 ADC1 A, Bi205/6 (Y90 110509\042-3901.D)

   min2 4 6 8 10 12 14

mAU

100

200

300

400

500

600

700

800

 ADC1 A, Bi205/6 (Y90 110509\043-4101.D)

 
 
 
                 20min                                        30min                                      60min  
                  98.4%                                       98.9%                                      98.9% 

0.0 50.0 100.0 150.0 200.0 mm

0.0

20.0

40.0

60.0

80.0

100.0

120.0

140.0

160.0

180.0

200.0

Counts

0.0 50.0 100.0 150.0 200.0 mm

0.0

20.0

40.0

60.0

80.0

100.0

120.0

140.0

160.0

180.0

Counts

0.0 50.0 100.0 150.0 200.0 mm

0.0

20.0

40.0

60.0

80.0

100.0

120.0

140.0

160.0

180.0

200.0

220.0

240.0

Counts

 
                  89.5%                                       90.0%                                      89.5% 

min2 4 6 8 10 12 14

mAU

100

200

300

400

500

600

700

800

 ADC1 A, Bi205/6 (Y90 110509\044-4301.D)

   min2 4 6 8 10 12 14

mAU

200

400

600

800

 ADC1 A, Bi205/6 (Y90 110509\045-4501.D)

   min2 4 6 8 10 12 14

mAU

100

200

300

400

500

600

700

800

 ADC1 A, Bi205/6 (Y90 110509\046-4701.D)

 
 
 
 
 
 
 
 



 9

Sample 2 
 
                 1min                                           5min                                        10min  
                  98.8%                                       99.5%                                      99.3% 

0.0 50.0 100.0 150.0 200.0 mm

0.0

20.0

40.0

60.0

80.0

100.0

120.0

140.0

160.0

180.0

200.0

220.0

Counts

0.0 50.0 100.0 150.0 200.0 mm

0.0

20.0

40.0

60.0

80.0

100.0

120.0

140.0

160.0

180.0

200.0

220.0

Counts

0.0 50.0 100.0 150.0 200.0 mm

0.0

20.0

40.0

60.0

80.0

100.0

120.0

140.0

160.0

180.0

200.0

220.0

240.0

260.0

280.0

Counts

 
                  91.4%                                       91.3%                                      89.9% 

min2 4 6 8 10 12 14

mAU

100

200

300

400

500

600

700

800

 ADC1 A, Bi205/6 (Y90 110509\091-3801.D)

   min2 4 6 8 10 12 14

mAU

100

200

300

400

500

600

700

800

 ADC1 A, Bi205/6 (Y90 110509\092-4001.D)

   min2 4 6 8 10 12 14

mAU

100

200

300

400

500

600

700

 ADC1 A, Bi205/6 (Y90 110509\093-4201.D)

 
 
                 20min                                        30min                                      60min  
                  99.2%                                       99.3%                                      99.7% 

0.0 50.0 100.0 150.0 200.0 mm

0.0

20.0

40.0

60.0

80.0

100.0

120.0

140.0

160.0

180.0

200.0

220.0

240.0

260.0

280.0

Counts

0.0 50.0 100.0 150.0 200.0 mm

0.0

20.0

40.0

60.0

80.0

100.0

120.0

140.0

160.0

180.0

200.0

220.0

Counts

0.0 50.0 100.0 150.0 200.0 mm

0.0

20.0

40.0

60.0

80.0

100.0

120.0

140.0

160.0

180.0

200.0

220.0

240.0

260.0

Counts

 
                  90.0%                                       90.9%                                      90.4% 

min2 4 6 8 10 12 14

mAU

100

200

300

400

500

600

700

800

 ADC1 A, Bi205/6 (Y90 110509\094-4401.D)

   min2 4 6 8 10 12 14

mAU

100

200

300

400

500

600

700

800

 ADC1 A, Bi205/6 (Y90 110509\095-4601.D)

   min2 4 6 8 10 12 14

mAU

200

400

600

800

 ADC1 A, Bi205/6 (Y90 110509\096-4801.D)

 
 
 
 
 
 
 
 
 
 
 
 



 10

Sample 3 
 
                 1min                                           5min                                        10min  
                  98.1%                                       98.1%                                      98.7% 

0.0 50.0 100.0 150.0 200.0 mm

0.0

20.0

40.0

60.0

80.0

100.0

120.0

140.0

160.0

180.0

200.0

220.0

240.0

260.0
Counts

0.0 50.0 100.0 150.0 200.0 mm

0.0

20.0

40.0

60.0

80.0

100.0

120.0

140.0

160.0

180.0

200.0

220.0

240.0

Counts

0.0 50.0 100.0 150.0 200.0 mm

0.0

20.0

40.0

60.0

80.0

100.0

120.0

140.0

160.0

180.0

200.0

220.0

Counts

 
                  89.3%                                       88.9%                                      88.6% 
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iv) C-DOTA-trastuzumab 
 
Sample 1 
 
                 1min                                           5min                                        10min  
                  28.3%                                       51.7%                                      66.9% 
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min2 4 6 8 10 12 14

mAU

0

250

500

750

1000

1250

1500

1750

 ADC1 A, Y90 (Y90 110910\001-0101.D)

   min2 4 6 8 10 12 14

mAU

0

200

400

600

800

1000

1200

1400

1600

1800

 ADC1 A, Y90 (Y90 110910\002-0201.D)

   min2 4 6 8 10 12 14

mAU

0

200

400

600

800

1000

1200

1400

1600

 ADC1 A, Y90 (Y90 110910\003-0301.D)

 
 
                 20min                                        30min                                      60min  
                  77.8%                                       78.9%                                      79.1% 
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Sample 2 
 
                 1min                                           5min                                        10min  
                  26.8%                                       45.3%                                      59.9% 
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                  27.1%                                       42.2%                                      55.3% 
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                 20min                                        30min                                      60min  
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Sample 3 
 
                 1min                                           5min                                        10min  
                  14.3%                                       32.1%                                      42.7% 
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                  16.5%                                       30.6%                                      30.6% 
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                 20min                                        30min                                      60min  
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                  42.9%                                       48.9%                                      50.9% 
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2. Radiolabeling of ligand-Trastuzumab conjugate with 177Lu 
 
i) 3p-C-NETA-trastuzumab 
 
Sample 1 
 
                 1min                                           5min                                        10min  
                  99.3%                                       99.9%                                      99.8% 
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                  97.8%                                       98.6%                                      99.1% 
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                  98.4%                                       97.9%                                      97.9% 
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Unbound 
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Sample 2 
 

1 min     5 min    10 min  
99.3%     99.9%    99.7% 
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Sample 3 
 

1 min     5 min    10 min  
99.0%     99.8%    99.9% 
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ii) 3p-C-DEPA-Trastuzumab 
 
Sample 1 

 
1 min     5 min    10 min  
37.5%     70.2%    84.1% 
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Sample 2 
 

1 min     5 min    10 min  
36.30%    69.6%    85.5% 
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Sample 3 
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iii) C-DTPA-Trastuzumab 
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Sample 2 
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Sample 3 
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iv) C-DOTA-trastuzumab 
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B. HPLC chromatograms for serum stability measurements 
 
1. 90Y-radiolabled ligand-trastuzumab conjugates 
 
i) 90Y-3p-C-NETA-Trastuzumab  
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mAU

60

80

100

120

140

 ADC1 A, Y90 (Y90 061411 SERUM\042-0201.D)

   min2 4 6 8 10 12 14

mAU

60

80

100

120

 ADC1 A, Y90 (Y90 061411 SERUM\043-0301.D)

 
 
 
134 hr  
                Sample 1                                    Sample 2                                   Sample 3 

min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

 ADC1 A, Y90 (Y90 061511 SERUM\001-0101.D)

   min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

130

 ADC1 A, Y90 (Y90 061511 SERUM\002-0201.D)

   min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

 ADC1 A, Y90 (Y90 061511 SERUM\003-0301.D)

 
 
 
160 hr  
               Sample 1                                   Sample 2                                    Sample 3 

min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

 ADC1 A, Y90 (Y90 061611 SERUM 1\051-0101.D)

   min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

 ADC1 A, Y90 (Y90 061611 SERUM 1\052-0201.D)

   min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

 ADC1 A, Y90 (Y90 061611 SERUM 1\053-0301.D)

 
 
 
 



 28

 
 
182 hr  
                Sample 1                                 Sample 2                                      Sample 3 

min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

 ADC1 A, Y90 (Y90 061711 SERUM\001-0201.D)

   min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

 ADC1 A, Y90 (Y90 061711 SERUM\002-0301.D)

   min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

 ADC1 A, Y90 (Y90 061711 SERUM\003-0401.D)

 
 
 
208 hr  
               Sample 1                                   Sample 2                                  Sample 3  

min2 4 6 8 10 12 14

mAU

50

60

70

80

90

 ADC1 A, Y90 (Y90 061811 SERUM\041-0101.D)

   min2 4 6 8 10 12 14

mAU

50

60

70

80

90

 ADC1 A, Y90 (Y90 061811 SERUM\042-0201.D)

   min2 4 6 8 10 12 14

mAU

50

60

70

80

90

 ADC1 A, Y90 (Y90 061811 SERUM\043-0301.D)

 
 
 
234 hr  
                Sample 1                                   Sample 2                                  Sample 3  

min2 4 6 8 10 12 14

mAU

45

50

55

60

65

70

75

80

 ADC1 A, Y90 (Y90 061911 SERUM\071-0201.D)

   min2 4 6 8 10 12 14

mAU

45

50

55

60

65

70

75

80

85

 ADC1 A, Y90 (Y90 061911 SERUM\072-0301.D)

   min2 4 6 8 10 12 14

mAU

45

50

55

60

65

70

75

80

 ADC1 A, Y90 (Y90 061911 SERUM\073-0401.D)

 
 
 
253 hr  
                 Sample 1                                  Sample 2                                    Sample 3  

min2 4 6 8 10 12 14

mAU

45

50

55

60

65

70

75

80

 ADC1 A, Y90 (Y90 062011 SERUM\001-0201.D)

   min2 4 6 8 10 12 14

mAU

45

50

55

60

65

70

75

80

 ADC1 A, Y90 (Y90 062011 SERUM\002-0301.D)

   min2 4 6 8 10 12 14

mAU

45

50

55

60

65

70

75

 ADC1 A, Y90 (Y90 062011 SERUM\003-0401.D)
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277 hr  
                Sample 1                                   Sample 2                                   Sample 3 

min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

 ADC1 A, Y90 (Y90 062111 SERUM\031-0201.D)

   min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

 ADC1 A, Y90 (Y90 062111 SERUM\032-0301.D)

   min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

 ADC1 A, Y90 (Y90 062111 SERUM\033-0401.D)

 
 
 
302 hr  
                 Sample 1                                    Sample 2                                  Sample 3  

min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

 ADC1 A, Y90 (Y90 062211 SERUM\061-0101.D)

   min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

130

 ADC1 A, Y90 (Y90 062211 SERUM\062-0201.D)

   min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

 ADC1 A, Y90 (Y90 062211 SERUM\063-0301.D)

 
 
 
327 hr  
                 Sample 1                                  Sample 2                                    Sample 3  

min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

 ADC1 A, Y90 (Y90 062311 SERUM\001-0201.D)

   min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

130

 ADC1 A, Y90 (Y90 062311 SERUM\002-0301.D)

   min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

 ADC1 A, Y90 (Y90 062311 SERUM\003-0401.D)

 
 
349 hr  
                Sample 1                                 Sample 2                                   Sample 3  

min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

 ADC1 A, Y90 (Y90 062411 SERUM\041-0201.D)

 min2 4 6 8 10 12 14

mAU

60

80

100

120

 ADC1 A, Y90 (Y90 062411 SERUM\042-0301.D)

 min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

 ADC1 A, Y90 (Y90 062411 SERUM\043-0401.D)
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ii) 90Y-3p-C-DEPA-Trastuzumab 

 
0hr    24hr    48hr  
93%    77.2%    68.1% 

min2 4 6 8 10 12 14

mAU

200

400

600

800

 ADC1 A, Bi205/6 (Y90 110609 SERUM\025-0501.D)

 min2 4 6 8 10 12 14

mAU

100

200

300

400

500

 ADC1 A, Bi205/6 (Y90 110709 SERUM-1\065-0501.D)

 min2 4 6 8 10 12 14

mAU

50

100

150

200

250

300

350

 ADC1 A, Bi205/6 (Y90 110809 SERUM\075-0501.D)

 
 

92hr     116hr    140hr  
57%    52.9%    49.8% 

min2 4 6 8 10 12 14

mAU

50

100

150

200

250

300

350

 ADC1 A, Bi205/6 (Y90 111009 SERUM\095-0901.D)

  min2 4 6 8 10 12 14

mAU

50

100

150

200

250

300

350

 ADC1 A, Bi205/6 (Y90 111109 SERUM\045-0901.D)

 min2 4 6 8 10 12 14

mAU

50

100

150

200

250

300

 ADC1 A, Bi205/6 (Y90 111209 SERUM\055-0501.D)

 
 

164hr    184 hr 
46.0%    42.7% 

min2 4 6 8 10 12 14

mAU

50

100

150

200

250

300

 ADC1 A, Bi205/6 (Y90 111309 SERUM\065-0501.D)

  min2 4 6 8 10 12 14

mAU

50

100

150

200

250

 ADC1 A, Bi205/6 (Y90 111409 SERUM\075-0501.D)

 
 

90Y bound 
to serum 
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iii) 90Y-C-DOTA-Trastuzumab 

 
0 hr  
               Sample 1                                   Sample 2                                 Sample 3  

min2 4 6 8 10 12 14

mAU

60

80

100

120

 ADC1 A, Y90 (Y90 061111 SERUM 1\001-0101.D)

 min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Y90 (Y90 061111 SERUM 1\002-0201.D)

 min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

130

 ADC1 A, Y90 (Y90 061111 SERUM 1\003-0301.D)

 
 
 
27 hr  
                Sample 1                                  Sample 2                                    Sample 3  

min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Y90 (Y90 061211 SERUM\057-0901.D)

  min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Y90 (Y90 061211 SERUM\058-1001.D)

  min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Y90 (Y90 061211 SERUM\059-1101.D)

 
 
 
47 hr  
                Sample 1                                    Sample 2                                  Sample 3 

min0 2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Y90 (Y90 061311 SERUM\011-1201.D)

  min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Y90 (Y90 061311 SERUM\012-1301.D)

   min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Y90 (Y90 061311 SERUM\013-1401.D)

 
 
72 hr  
                Sample 1                                      Sample 2                                  Sample 3 

min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Y90 (Y90 061411 SERUM\047-0901.D)

   min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Y90 (Y90 061411 SERUM\048-1001.D)

   min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Y90 (Y90 061411 SERUM\049-1101.D)

 

90Y bound 
to serum 
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91 hr  
                Sample 1                                   Sample 2                                    Sample 3  

min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Y90 (Y90 061511 SERUM\011-0901.D)

   min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Y90 (Y90 061511 SERUM\012-1001.D)

   min0 2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Y90 (Y90 061511 SERUM\013-1101.D)

 
 
 
118 hr  
                Sample 1                                   Sample 2                                   Sample 3  

min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

130

 ADC1 A, Y90 (Y90 061611 SERUM 1\061-0901.D)

   min2 4 6 8 10 12 14

mAU

60

80

100

120

 ADC1 A, Y90 (Y90 061611 SERUM 1\062-1001.D)

  min2 4 6 8 10 12 14

mAU

60

80

100

120

 ADC1 A, Y90 (Y90 061611 SERUM 1\063-1101.D)

 
 
 
140 hr  
                Sample 1                                   Sample 2                                   Sample 3  

min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

130

 ADC1 A, Y90 (Y90 061711 SERUM\011-1001.D)

  min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

 ADC1 A, Y90 (Y90 061711 SERUM\012-1101.D)

 min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

130

 ADC1 A, Y90 (Y90 061711 SERUM\013-1201.D)

 
 
 
165 hr 
                Sample 1                                   Sample 2                                    Sample 3  

min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

 ADC1 A, Y90 (Y90 061811 SERUM\051-0901.D)

  min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

 ADC1 A, Y90 (Y90 061811 SERUM\052-1001.D)

 min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

 ADC1 A, Y90 (Y90 061811 SERUM\053-1101.D)

 
 



 33

 
 
191 hr  
                Sample 1                                 Sample 2                                    Sample 3  

min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

 ADC1 A, Y90 (Y90 061911 SERUM\081-1001.D)

  min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

 ADC1 A, Y90 (Y90 061911 SERUM\082-1101.D)

  min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

 ADC1 A, Y90 (Y90 061911 SERUM\083-1201.D)

 
 
 
211 hr  
               Sample 1                                  Sample 2                                     Sample 3 

min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

130

 ADC1 A, Y90 (Y90 062011 SERUM 2\011-0101.D)

  min2 4 6 8 10 12 14

mAU

60

80

100

120

 ADC1 A, Y90 (Y90 062011 SERUM 2\012-0201.D)

  min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

130

 ADC1 A, Y90 (Y90 062011 SERUM 2\013-0301.D)

 
 
 
234 hr  
                Sample 1                                   Sample 2                                   Sample 3  

min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Y90 (Y90 062111 SERUM\041-1001.D)

   min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Y90 (Y90 062111 SERUM\042-1101.D)

   min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Y90 (Y90 062111 SERUM\043-1201.D)

 
 
 
259 hr  
                Sample 1                                 Sample 2                                      Sample 3   

min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Y90 (Y90 062211 SERUM\071-0901.D)

   min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Y90 (Y90 062211 SERUM\072-1001.D)

   min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Y90 (Y90 062211 SERUM\073-1101.D)
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285 hr  
                Sample 1                                  Sample 2                                      Sample 3  

min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

180

 ADC1 A, Y90 (Y90 062311 SERUM\011-1101.D)

   min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

180

 ADC1 A, Y90 (Y90 062311 SERUM\012-1201.D)

   min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

180

 ADC1 A, Y90 (Y90 062311 SERUM\013-1301.D)

 
 
 
306 hr  
               Sample 1                                   Sample 2                                     Sample 3 

min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Y90 (Y90 062411 SERUM\051-1001.D)

   min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Y90 (Y90 062411 SERUM\052-1101.D)

   min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Y90 (Y90 062411 SERUM\053-1201.D)

 
 
 
329 hr  
                Sample 1                                 Sample 2                                      Sample 3  

min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Y90 (Y90 062511 SERUM\004-0601.D)

   min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Y90 (Y90 062511 SERUM\005-0701.D)

   min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Y90 (Y90 062511 SERUM\006-0801.D)

 
 
 
362 hr  
               Sample 1                                    Sample 2                                    Sample 3  

min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Y90 (Y90 062611 SERUM\021-0201.D)

   min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Y90 (Y90 062611 SERUM\022-0301.D)

   min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Y90 (Y90 062611 SERUM\023-0401.D)
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2. 177Lu-radiolabeled ligand-trastuzumab conjugates 

 
i) 177Lu-3p-C-NETA-trastuzumab  
 

 
0 hr  

Sample 1    sample 2    sample 3 

min2.5 5 7.5 10 12.5 15 17.5

mAU

100

200

300

400

500

 ADC1 A, Lu177 (LU177 SERUM 072910\051-0101.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

50

100

150

200

250

300

350

400

450

 ADC1 A, Lu177 (LU177 SERUM 072910\052-0201.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

100

200

300

400

500

 ADC1 A, Lu177 (LU177 SERUM 072910\053-0301.D)

 
 
 
20 hr 

Sample 1    sample 2    sample 3 

min2.5 5 7.5 10 12.5 15 17.5

mAU

50

100

150

200

250

 ADC1 A, Lu177 (LU177 SERUM 073010-1\001-0501.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

50

100

150

200

250

 ADC1 A, Lu177 (LU177 SERUM 073010-1\002-0601.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

50

100

150

200

250

300

 ADC1 A, Lu177 (LU177 SERUM 073010-1\003-0701.D)

 
 
 
46 hr 

Sample 1   Sample 2    Sample 3 

min2.5 5 7.5 10 12.5 15 17.5

mAU

50

100

150

200

250

 ADC1 A, Lu177 (LU177 SERUM 073110-1\041-0701.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

50

100

150

200

250

 ADC1 A, Lu177 (LU177 SERUM 073110-1\042-0801.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

50

100

150

200

250

 ADC1 A, Lu177 (LU177 SERUM 073110-1\043-0901.D)

 
 
 
 
 
 
 
 
 

177Lu bound 
to serum 
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66 hr 

Sample 1    sample 2    sample 3 

min2.5 5 7.5 10 12.5 15 17.5

mAU

50

100

150

200

250

300

 ADC1 A, Lu177 (LU177 080110 SERUM\071-0601.D)

  min2.5 5 7.5 10 12.5 15 17.5

mAU

50

100

150

200

250

 ADC1 A, Lu177 (LU177 080110 SERUM\072-0701.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

50

100

150

200

250

 ADC1 A, Lu177 (LU177 080110 SERUM\073-0801.D)

 
 
 
92 hr  

Sample 1    sample 2    sample 3 

min2.5 5 7.5 10 12.5 15 17.5

mAU

50

100

150

200

250

 ADC1 A, Lu177 (LU177 080210 SERUM\013-1501.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

50

100

150

200

250

 ADC1 A, Lu177 (LU177 080210 SERUM\014-1601.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

50

100

150

200

250

 ADC1 A, Lu177 (LU177 080210 SERUM\015-1701.D)

 
 
 
105 hr  

Sample 1    sample 2    sample 3 

min2.5 5 7.5 10 12.5 15 17.5

mAU

50

100

150

200

250

300

 ADC1 A, Lu177 (LU177 080310 SERUM\TEST000854.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

50

100

150

200

250

 ADC1 A, Lu177 (LU177 080310 SERUM\TEST000855.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

50

100

150

200

250

 ADC1 A, Lu177 (LU177 080310 SERUM\TEST000856.D)

 
 
 
127 hr  

Sample 1     Sample 2    Sample 3 

min2.5 5 7.5 10 12.5 15 17.5

mAU

50

100

150

200

250

 ADC1 A, Lu177 (LU177 080410 SERUM\TEST000881.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

50

75

100

125

150

175

200

225

250

 ADC1 A, Lu177 (LU177 080410 SERUM\TEST000882.D)

  min2.5 5 7.5 10 12.5 15 17.5

mAU

50

100

150

200

250

 ADC1 A, Lu177 (LU177 080410 SERUM\TEST000883.D)
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151 hr 

Sample 1    sample 2    sample 3 
 

min2.5 5 7.5 10 12.5 15 17.5

mAU

50

75

100

125

150

175

200

225

 ADC1 A, Lu177 (LU177 080510 SERUM\011-0101.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

50

75

100

125

150

175

200

225

 ADC1 A, Lu177 (LU177 080510 SERUM\012-0201.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

50

75

100

125

150

175

200

225

 ADC1 A, Lu177 (LU177 080510 SERUM\013-0301.D)

 
 
 
174 hr 

Sample 1    sample 2    sample 3 

min2.5 5 7.5 10 12.5 15 17.5

mAU

50

75

100

125

150

175

200

225

 ADC1 A, Lu177 (LU177 080610 SERUM\041-0601.D)

  min2.5 5 7.5 10 12.5 15 17.5

mAU

50

75

100

125

150

175

200

225

 ADC1 A, Lu177 (LU177 080610 SERUM\042-0701.D)

  min2.5 5 7.5 10 12.5 15 17.5

mAU

50

75

100

125

150

175

200

225

250

 ADC1 A, Lu177 (LU177 080610 SERUM\043-0801.D)

 
 
 
198 hr  

Sample 1    sample 2    sample 3 

min2.5 5 7.5 10 12.5 15 17.5

mAU

40

60

80

100

120

140

160

180

200

 ADC1 A, Lu177 (LU177 080710 SERUM\001-0101.D)

  min2.5 5 7.5 10 12.5 15 17.5

mAU

40

60

80

100

120

140

160

180

 ADC1 A, Lu177 (LU177 080710 SERUM\002-0201.D)

  min2.5 5 7.5 10 12.5 15 17.5

mAU

40

60

80

100

120

140

160

180

200

220

 ADC1 A, Lu177 (LU177 080710 SERUM\003-0301.D)

 
 
 
225 hr 

Sample 1    sample 2    sample 3 

min2.5 5 7.5 10 12.5 15 17.5

mAU

60

80

100

120

140

 ADC1 A, Lu177 (LU177 080810 SERUM\051-0101.D)

 min0 2.5 5 7.5 10 12.5 15 17.5

mAU

40

60

80

100

120

140

160

 ADC1 A, Lu177 (LU177 080810 SERUM\052-0201.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

40

60

80

100

120

140

160

180

 ADC1 A, Lu177 (LU177 080810 SERUM\053-0301.D)
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252 hr 

Sample 1    sample 2    sample 3 

min2.5 5 7.5 10 12.5 15 17.5

mAU

45

50

55

60

65

 ADC1 A, Lu177 (LU177 080910 WASH\TEST000919.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

45

47.5

50

52.5

55

57.5

60

62.5

65

 ADC1 A, Lu177 (LU177 080910 SERUM\001-0101.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

45

50

55

60

65

70

 ADC1 A, Lu177 (LU177 080910 SERUM\002-0201.D)

 
 
 
273 hr 

Sample 1     sample 2    Sample 3 

min2.5 5 7.5 10 12.5 15 17.5

mAU

45

50

55

60

65

70

75

 ADC1 A, Lu177 (LU177 081010 SERUM\031-0201.D)

  min2.5 5 7.5 10 12.5 15 17.5

mAU

45

50

55

60

65

70

 ADC1 A, Lu177 (LU177 081010 SERUM\032-0301.D)

  min2.5 5 7.5 10 12.5 15 17.5

mAU

45

50

55

60

65

70

75

 ADC1 A, Lu177 (LU177 081010 SERUM\033-0401.D)

 
 
 
299 hr 

Sample 1    sample 2    sample 3 

min2.5 5 7.5 10 12.5 15 17.5

mAU

50

60

70

80

90

 ADC1 A, Lu177 (LU177 081110 SERUM\061-0101.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

45

50

55

60

65

70

75

80

85

 ADC1 A, Lu177 (LU177 081110 SERUM\062-0201.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

50

60

70

80

90

 ADC1 A, Lu177 (LU177 081110 SERUM\063-0301.D)

 
 
 
322 hr 

Sample 1    sample 2    sample 3 

min2.5 5 7.5 10 12.5 15 17.5

mAU

50

60

70

80

90

100

 ADC1 A, Lu177 (LU177 081210 SERUM\001-0101.D)

  min2.5 5 7.5 10 12.5 15 17.5

mAU

50

60

70

80

90

 ADC1 A, Lu177 (LU177 081210 SERUM\002-0201.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

50

60

70

80

90

100

 ADC1 A, Lu177 (LU177 081210 SERUM\003-0301.D)
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344 hr 

Sample 1     Sample 2    Sample 3 

min2.5 5 7.5 10 12.5 15 17.5

mAU

40

60

80

100

120

140

160

 ADC1 A, Lu177 (LU177 081310 WASH-1\051-0201.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

40

60

80

100

120

140

160

 ADC1 A, Lu177 (LU177 081310 SERUM\052-0101.D)

 min2.5 5 7.5 10 12.5 15 17.5

mAU

40

60

80

100

120

140

160

180

 ADC1 A, Lu177 (LU177 081310 SERUM\053-0201.D)
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ii) 177Lu-3p-C-DEPA-trastuzumab 
 
0 hr  
               Sample 1                                    Sample 2                               Sample 3  
                 99.1%                                          98.7%                                    98.7% 

min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

180

 ADC1 A, Lu177 (LU177 061111 SERUM 2\031-0101.D)

  min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

180

 ADC1 A, Lu177 (LU177 061111 SERUM 2\032-0201.D)

  min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

180

 ADC1 A, Lu177 (LU177 061111 SERUM 2\033-0301.D)

 
 
 
22 hr  
               Sample 1                                     Sample 2                                  Sample 3  
                 69.3%                                         68.9%                                       68.3% 

min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Lu177 (LU177 061211 SERUM\085-1901.D)

  min2 4 6 8 10 12 14

mAU

60

80

100

120

 ADC1 A, Lu177 (LU177 061211 SERUM\086-2001.D)

   min2 4 6 8 10 12 14

mAU

60

80

100

120

 ADC1 A, Lu177 (LU177 061211 SERUM\087-2101.D)

 
 
 
43 hr  
              Sample 1                                      Sample 2                                  Sample 3 
                56.9%                                           56.9%                                       55.8% 

min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

 ADC1 A, Lu177 (LU177 061311 SERUM\034-1701.D)

  min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

 ADC1 A, Lu177 (LU177 061311 SERUM\035-1801.D)

   min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

 ADC1 A, Lu177 (LU177 061311 SERUM\036-1901.D)

 
 

177Lu bound to 
serum 
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iii) 177Lu-C-DOTA-Trastuzumab 
  
 
0 hr  
               Sample 1                                   Sample 2                                  Sample 3  

min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Lu177 (LU177 060311 SERUM 3\067-1101.D)

 min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Lu177 (LU177 060311 SERUM 3\068-1201.D)

 min2 4 6 8 10 12 14

mAU

50

100

150

200

250

300

 ADC1 A, Lu177 (LU177 060411\036-1301.D)

 
 
 
22 hr (samples 1 and 2), 20 hr (sample 3) 
               Sample 1                                    Sample 2                                    Sample 3  

min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Lu177 (LU177 060411 SERUM 2\079-1801.D)

   min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Lu177 (LU177 060411 SERUM 2\080-1901.D)

   min2 4 6 8 10 12 14

mAU

50

100

150

200

250

 ADC1 A, Lu177 (LU177 060511 SERUM 1\007-0901.D)

 
 
 
44 hr  
               Sample 1                                  Sample 2                                    Sample 3  

min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Lu177 (LU177 060511 SERUM 2\024-1401.D)

   min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Lu177 (LU177 060511 SERUM 2\025-1501.D)

   min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

180

200

 ADC1 A, Lu177 (LU177 060611 SERUM 1\037-0901.D)

 
 
 
68 hr  
               Sample 1                                    Sample 2                                  Sample 3  

min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Lu177 (LU177 060611 SERUM 2\054-1401.D)

   min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Lu177 (LU177 060611 SERUM 2\055-1501.D)

   min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

180

 ADC1 A, Lu177 (LU177 060711 SERUM 1\067-0901.D)

 
 
 

177Lu bound 
to serum 
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92 hr (samples 1 and 2) and  93 hr (sample 3) 
                Sample 1                                   Sample 2                                   Sample 3 

min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Lu177 (LU177 060711 SERUM 2\084-1401.D)

 min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Lu177 (LU177 060711 SERUM 2\085-1501.D)

 min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

180

200

 ADC1 A, Lu177 (LU177 060811 SERUM 1-1\007-0801.D)

 
 
 
131 hr (samples 1 and 2) and 117 hr (sample 3) 
               Sample 1                                  Sample 2                                    Sample 3  

min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Lu177 (LU177 060911 SERUM 1\074-1301.D)

 min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

130

 ADC1 A, Lu177 (LU177 060911 SERUM 1\075-1401.D)

 min2 4 6 8 10 12 14

mAU

50

75

100

125

150

175

200

225

 ADC1 A, Lu177 (LU177 060911 SERUM 2\007-0901.D)

 
 
 
143 hr (samples 1 and 2) and 147 hr (sample 3)  
                Sample1                                   Sample 2                                      Sample 3  

min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

130

 ADC1 A, Lu177 (LU177 060911 SERUM 3\044-1401.D)

 min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

 ADC1 A, Lu177 (LU177 060911 SERUM 3\045-1501.D)

 min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

180

200

 ADC1 A, Lu177 (LU177 061011 SERUM 1\017-0901.D)

 
 
 
171 hr (samples 1 and 2) and 175 hr (sample 3) 
                Sample 1                                   Sample 2                                   Sample 3  

min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

180

 ADC1 A, Lu177 (LU177 061111 SERUM 2-1\044-0201.D)

  min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Lu177 (LU177 061111 SERUM 2-1\045-0301.D)

  min2 4 6 8 10 12 14

mAU

50

75

100

125

150

175

200

225

 ADC1 A, Lu177 (LU177 061111 SERUM 2-1\046-0401.D)
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193 hr (samples 1 and 2) and 197 hr (sample 3)  
               Sample 1                                  Sample 2                                     Sample 3 

min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Lu177 (LU177 061211 SERUM\081-1401.D)

  min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Lu177 (LU177 061211 SERUM\082-1501.D)

   min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

180

200

 ADC1 A, Lu177 (LU177 061211 SERUM\083-1601.D)

 
 
 
214 hr (samples 1 and 2) and 218 hr (sample 3)  
                Sample 1                                  Sample 2                                    Sample 3  

min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Lu177 (LU177 061311 SERUM\031-1301.D)

  min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Lu177 (LU177 061311 SERUM\032-1401.D)

 min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

180

 ADC1 A, Lu177 (LU177 061311 SERUM\033-1501.D)

 
 
 
237 hr (samples 1 and 2) and 241 hr (sample 3)  
                 Sample 1                                Sample 2                                   Sample 3  

min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Lu177 (LU177 061411 SERUM\074-1501.D)

   min2 4 6 8 10 12 14

mAU

60

80

100

120

 ADC1 A, Lu177 (LU177 061411 SERUM\075-1601.D)

   min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

160

 ADC1 A, Lu177 (LU177 061411 SERUM\076-1701.D)

 
 
 
261 hr (samples 1 and 2) and 265 hr (sample 3) 
               Sample 1                                  Sample 2                                     Sample 3  

min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

 ADC1 A, Lu177 (LU177 061511 SERUM\034-1301.D)

   min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

 ADC1 A, Lu177 (LU177 061511 SERUM\035-1401.D)

   min2 4 6 8 10 12 14

mAU

40

60

80

100

120

140

 ADC1 A, Lu177 (LU177 061511 SERUM\036-1501.D)
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285 hr (samples 1 and 2) and 289 hr (sample 3) 
                Sample 1                                  Sample 2                                    Sample 3 

min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

120

 ADC1 A, Lu177 (LU177 061611 SERUM\084-1401.D)

  min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

 ADC1 A, Lu177 (LU177 061611 SERUM\085-1501.D)

 min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Lu177 (LU177 061611 SERUM\086-1601.D)

 
 
 
322 hr (samples 1 and 2) and 326 hr (sample 3) 
                 Sample 1                                 Sample 2                                     Sample 3  

min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

110

 ADC1 A, Lu177 (LU177 061811 SERUM 1\001-0201.D)

  min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

 ADC1 A, Lu177 (LU177 061811 SERUM 1\002-0301.D)

 min2 4 6 8 10 12 14

mAU

60

80

100

120

140

 ADC1 A, Lu177 (LU177 061811 SERUM 1\003-0401.D)

 
 
 
355 hr (samples 1 and 2) and 359 hr (sample 3) 
                Sample 1                                   Sample 2                                  Sample 3  

min2 4 6 8 10 12 14

mAU

50

60

70

80

90

100

 ADC1 A, Lu177 (LU177 061911 SERUM\011-0701.D)

   min2 4 6 8 10 12 14

mAU

45

50

55

60

65

70

75

80

85

 ADC1 A, Lu177 (LU177 061911 SERUM\012-0801.D)

   min2 4 6 8 10 12 14

mAU

60

80

100

120

 ADC1 A, Lu177 (LU177 061911 SERUM\013-0901.D)
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C. In vivo biodistribution of 177Lu-3p-C-NETA-trastuzumab conjugate in ZR-75-1-bearing 
mice (% ID/g, n = 3, intravenous injection)  
 
 

Tissue 24 h     72 h     120 h     

blood 14.57  10.63 12.09  1.12 1.58  1.30 

liver 9.35  6.85 5.09  0.69 2.20  0.06 

kidney 3.50  2.93 2.30  0.69 1.09  0.12 

bone 5.24  6.66 0.85  0.17 0.31  0.28 

tumor 6.26  3.57 10.55  7.93 10.10  0.45 
 


