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Figure S1. (A) %4Cu labeling conditions for NOTA-RGD-bombesin (BBN) and DOTA-RGD-
BBN. Five nmol of NOTA-RGD-BBN or DOTA-RGD-BBN was labeled with 37 MBq (1 mCi)
of **Cu at room temperature or at 42 °C for 15 min, 30 min, 1 h, and 2 h. The labeling yields
were then detected by radio-HPLC. (B) Inhibition of '*I-¢(RGDyK) binding to integrin a,f3 on
U87MG cells by ¢(RGDyK) (RGD), DOTA-RGD-BBN, and NOTA-RGD-BBN (n = 3, mean +
SD). (C) Inhibition of 125I-[Tyr“]-BBN binding to GRPR on PC-3 cells by Aca-BBN (7-14)
(BBN), DOTA-RGD-BBN, and NOTA-RGD-BBN (n = 3, mean + SD). (D) Cell uptake
comparison of %4Cu-NOTA-RGD-BBN and *Cu-DOTA-RGD-BBN on PC-3 tumor cells. Data
are expressed as percent added dose (%AD) (means = SD, n= 3). (E) Cell activity-retention of
%4Cu-NOTA-RGD-BBN, “*Cu-NOTA-RGD, and **Cu-NOTA-BBN in the efflux study. Data

were expressed as percent added dose (%AD) (means + SD, n= 3).
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Figure S2. (A-D) Comparison between the quantified uptake of “*Cu-NOTA-RGD, **Cu-NOTA-
BBN, *“Cu-NOTA-RGD-BBN, or *Cu-NOTA-RGD + *Cu-NOTA-BBN in blood (A), PC-3
tumor (B), kidneys (C), and liver (D) (n = 4/group, mean + SD). (E-H) Comparison of tumor to
blood, liver, and kidney ratio of 64Cu—NOTA—RGD, 64Cu—NOTA—BBN, 64Cu—NOTA—RGD—BBN,
and **Cu-NOTA-RGD + **Cu-NOTA-BBN at 30 min (E), 1 h (F), 4 h (G), and 20 h (H) after

injection of ~5.5 MBq (150 pCi) tracer in PC-3 tumor-bearing mice (n = 4/group, mean + SD).

THE JOURNAL OF NUCLEAR MEDICINE * Vol. 50 ¢ No. 7 « July 2009 Liu et al.



Blood PC-3 tumor Kidney
2.01 4 . 8
o & %Cy-DOTA-RGD-BBN
15] -5 %Cy-DOTA-RGD-BBN s —e— 64c|_NOTA-RGD-BBN =&~ %Cu-DOTA-RGD-BBN
- —e—54Cy-NOTA-RGD-BBN —e—%4Cy-NOTA-RGD-BBN
2 2 2
Q 1.0 g 2 Y —3 3 4
K3 K3 8
0.5 4 1 —f 2 =3
—
0.0 Y T T T o4 T T T T o+ T T T T
0 5 10 15 20 0 5 10 15 20 0 5 10 15 20
Time (h) Time (h) Time (h)
Liver T/NT 30min TINT 1h
5 64 51 °1 [1%4Cu-NOTA-RGD-BBN
o o, J-DOTARGD BEN L™ cu-NOTA-RGD-8BN [ | 64Cu-DOTA- RGD-BEN
4 —#—>*Cu-NOTA-RGD-BBN o 41 B %“Cy-DOTA-RGD-BBN . 44 u- -RGD-
o =
= 31 T 34
S 14
= o g 2
z? Z 2
s =
14 14
0 T T T T 0
0 5 10 15 20 Blood Liver Kidney Blood Liver Kidney
Time (h)
TINT 4 h T/NT 20 h
5 64, 57
[ %cu-NOTA-RGD-BBN [J%4cu-NOTA-RGD-BBN
44 Il %“Cu-DOTA-RGD-BBN 44 Il ®‘Cu-DOTA-RGD-BBN
° 3
T 34 = 34
o g
£ o E 21
Z
= =
) | |‘h_
- - 0
Blood Liver Kidney Blood Liver Kidney

Figure S3. (A-D) Comparison between the quantified uptake of **Cu-NOTA-RGD-BBN and
%Cu-DOTA-RGD-BBN in the blood (A), PC-3 tumor (B), kidneys (C), and liver (D) (n =
4/group, mean + SD). (E-H) Comparison of tumor to blood, liver, and kidney ratio of **Cu-
NOTA-RGD-BBN and **Cu-DOTA-RGD-BBN at 30 min (E), 1 h (F), 4 h (G), and 20 h (H)

after injection of ~5.5 MBq (150 uCi) tracer in PC-3 tumor-bearing mice (n = 4/group, mean +

SD).
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