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Table 1.Cell Surface Binding, and Internalization Deteredrwith LNCaP Cells

Compound Cililns dl:rr]fgce Lysaéte

code [%IA/10° cells] [%IA/10° cells]
11 24.87 £8.72 2.73+0.11
12 13.56 + 0.84 7.00 + 2,51
13 25.48 £20.19 4,92 £1.32
14 22.68 £2.14 13.11+£1.97
15 34.65 + 13.60 7.65+1.26
16 6.58 + 2.26 2.22 +1.01
17 14.81 +8.67 17.51 + 3.99
18 21.39 +£16.57 9.19+3.31
19 7.73 +3.89 0.93+£0.05
20 1.18 £ 0.02 0.21 +0.06
21 2.40 £ 0.62 2.37+1.86
22 17.21 + 6.52 7.26 +2.76
23 12.42 + 11.55 3.12+1.62
24 n.d. n.d
o5 5.92 +3.76 1.63+0.02
26 5.10 +£6.20 1.50+0.25
27 0.30 £ 0.29 0.05 £ 0.05
28 4.84 +6.06 2.78+211

N.b. The values for the most promising compoundauth set, including the overall lead
candidate17 (also known as PSMA-617), are highlighted in batefaype? Data are
expressed as means = SD (n = 3). n.d. = not deteth#i4 demonstrated instability and

degradation at higher temperatures and was thtisenéestedn vitro norin vivo.
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NMR spectra acquired and notes

Spectra referenced to 2.50 ppm (proton) and 39082 (warbon). When the peaks are broad,
the exact chemical shift is uncertain, or the clwamshift was taken from 2D spectra, the
number of decimal places is reduced accordinglyatian: br, broad; d, doublet; ho, higher

order; m, multiplet; ol, overlapped; t, triplet; quartet; s, singlet; v, very.
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Compoundll

4, 400 MHz, 303 K

13 R.14" . 12" "
C + DEPT, 400 MHz, 303 K 1377117 9 H 7" 0
o}
R = glutamate-urea-lysine binding motif and R' = DOTA chelator
No decomposition observed.
The compound was deemed to be fully consistent igthssigned structure by NMR in terms
of proton count, carbon count, and carbon multifidis. Partial or tentative assignments

based on analogy t®, 14, 17, and19 and/or by the use of incremental shift calculation

'H NMR (303 K): 8.900 (br t)uz = 5.8 Hz, H-1"), 8.392 (tJ> = 5.6 Hz, H-1'), 7.798 (2H,
AA' part of AA'MM' systemJam + Jam = 8.3 Hz, H-5"), 7.734 (tl42> = 5.6 Hz, H-8"), 7.356
(2H, MM' part of AA'MM' systemJam + Jaw = 8.3 Hz, H-4"), 6.334 (10 = 8.3 Hz, H-9),

6.298 (d,Jue = 8.2 Hz, H-7"), 4.376 (2H, dy1- = 5.4 Hz, H-2"), 4.089 (tdlyg = Jn112= 8.3,

Jrp = 5.3 Hz, H-10'), 4.030 (tdh7 = Jusar = 8.1,Jpsy = 5.3 Hz, H-6"), 3.97 (2H, v br s, H-2
or H-10), 3.92 (2H, v br s, H-2 or H-10), H-12 aegaped with HO signal, 3.29 (8H, ol m,
H-4 and H-5 or H-7 and H-8), 3.224 (2Ht, Jy-1 = Ju-3 = 6.6 Hz, H-2'), 3.11 (8H, v br s, H-
4 and H-5 or H-7 and H-8), 2.988 (2Ht, Ju-s* = Jn-10- = 6.5 Hz, H-9"), 2.26 (ho m, H-12a),
2.21 (ho m, H-12b"), 2.039 (2H1, Jy-12- = 7.4 Hz, H-13"), 1.91 (ho m, H-11a"), 1.71 (ol h

m, H-11b"), 1.62 (ol ho m, H-5a"), 1.56-1.45 (55, 041-1.32 (2H, m), 1.31-1.21 (4H, m).

13C NMR (303 K): 174.59 (C-15"), 174.21 (C-14'), 1§B(C-13"), 172.13 (C-14"), 171.53 (br,
C-13), 169.27 (v br, C-11), 166.33 (v br, C-1), B§5(C-7"), 157.43 (C-8"), 141.56 (C-3"),
133.53 (C-6"), 127.37 (C-5"), 127.27 (C-4"),&4(br, C-2 or C-10), 54.04 (br, C-2 or C-10),

53.05 (v br, C-12), 52.37 (C-6"), 51.77 (C-10),80(v br, C-4 or C-5 or C-7 or C-8), 50.49
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(v br, C-4 or C-5 or C-7 or C-8), 48.84 (v br, @AC-5 or C-7 or C-8; 48.84 and 48.64 are
C-4 and C-5 or C-7 and C-8), 48.64 (v br, C-4 ds 6r C-7 or C-8; 48.84 and 48.64 are C-4
and C-5 or C-7 and C-8), 42.15 (C-2"), 39.20 (C-28.38 (C-9"), 35.46 (C-13"), 31.84 (C-
5", 29.98 (C-12"), 28.99 (C-12"), 28.88 (C-37,58 (C-11"), 26.26 (C-10" or C-11"), 25.25

(C-10" or C-11"), 22.69 (C-4').

'H NMR Spectra

—{MB T in DMSO at 303 K, proton
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| MB1 in DMSO af 303 K, proton

| MB1 in DMSO af 303 K, proton

| MB1 in DMSO af 303 K, proton




13C NMR Spectra
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Compoundl2 o nl
R
4, 400 MHz, 303 K 4

13C + DEPT, 400 MHz, 303 K
R 70

R = glutamate-urea-lysine binding motif and R' = DOTA chelator

'H, 400 MHz, 343 K

DEPT, 400 MHz, 343 K

HSQC, COSY, 400 MHz, 343 K

'H and'H with water suppression, HSQC, COSY, HMBC, 600 MB3 K
No decomposition observed.

The macrocyclic ring assignments could not be &fkevith certitude due to dynamic effects
causing severe line broadening precluding corgglatin the HMBC spectra. All other signals
could be fully assigned and the spectra were otiserfully consistent with the proposed

structure.
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'"H NMR (303 K, 600 MHz): 8.872 (br fl2- = 5.8 Hz, H-1"), 8.413 (t}y2 = 5.6 Hz, H-1Y),
7.795 (2H, AA' part of AA'MM' systemam + Jawr = 8.3 Hz, H-5"), 7.351 (2H, MM' part of
AA'MM' system,Jam + Jam = 8.3 Hz, H-4"), 6.337 (dlh10' = 8.3 Hz, H-9'), 6.316 (dlne =
8.2 Hz, H-7"), 4.371 (2H, dy1» = 5.6 Hz, H-2"), 4.088 (tdlhg' = Jn11a'= 8.3,In110 = 5.3 Hz,
H-10", 4.047 (td 47 = Jusa = 8.1,Iusy = 5.3 Hz, H-6"), 3.87 (2H, v br s, H-2 or H-10)88
(2H, v br s, H-2 or H-10), 3.63 (4H, v br s, H-12)23 (4H, ol m, H-4 or H-5 or H-7 or H-8),
3.22 (2H, ol m, H-2", 3.21 (4H, ol m, H-4 or H-bld-7 or H-8), 3.08 (8H, v br s, H-4 and H-
5 or H-7 and H-8), 2.25 (ho m, H-12a"), 2.22 (hoH¥l2b"), 1.91 (ho m, H-11a"), 1.70 (ol ho
m, H-11b"), 1.67 (ol ho m, H-5a"), 1.54 (ol ho m5hbf), 1.51 (2H, ol ho m, H-3"), 1.32 (2H, ol

ho m, H-4").

3C NMR (303 K): 174.61 (C-15'), 174.22 (C-14"), 1838(C-13"), 171.47 (br, C-13), 169.77
(v br, C-11), 166.68 (v br, C-1), 166.01 (C-7"57144 (C-8'), 141.68 (C-3"), 133.49 (C-6"),
127.38 (C-5"), 127.24 (C-4"), 54.92 (br, C-2 6@, 54.13 (br, C-2 or C-10), 53.32 (v br, C-
12), 52.41 (C-6"), 51.77 (C-10'), 50.68 (v br, ©f4C-5 or C-7 or C-8), 50.50 (v br, C-4 or C-
5 or C-7 or C-8), 49.04 (v br, observed as two aligat 343 K, C-4 and C-5 or C-7 and C-8),
42.11 (C-2"), 39.16 (C-2'), 31.89 (C-5'), 29.981(F), 28.89 (C-3"), 27.60 (C-11'), 22.78 (C-

4).

'H NMR Spectra
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R = glutamate-urea-lysine binding motif and R' = DOTA chelator

3C + DEPT, 400 MHz, 363 K
No decomposition observed.

The compound was deemed to be fully consistent iathssigned structure by NMR in terms
of proton count, carbon count, and carbon multifdis. Partial or tentative assignments

based on analogy tt®, 14, 17, and19 and/or by the use of incremental shift calculation

'H NMR (303 K): 9.056 (tJue = 6.0 Hz, H-8"), 8.910 (br 8u2- = 5.7 Hz, H-1"), 8.391 (2

= 5.6 Hz, H-1'), 7.865 (2H, AA' part of AAMM' sy&n, Jam + Jaw = 8.3 Hz, H-5" or H-12"),
7.778 (2H, AA' part of AA'MM' systemlay + Jawr = 8.3 Hz, H-5" or H-12"), 7.387 (2H, MM®
part of AAMM' system,Jay + Jam = 8.8 Hz, H-4" or H-11"), 7.365 (2H, MM' part of

AA'MM' system,Jam + Jam = 8.6 Hz, H-4" or H-11"), 6.331 (w10 = 8.3 Hz, H-9'), 6.304
S20



(d, Jue = 8.4 Hz, H-7"), 4.508 (2H, dyg- = 5.7 Hz, H-9"), 4.389 (2H, dy1- = 5.3 Hz, H-2"),
4.087 (td,Jny = In11a= 8.2,Ju11p = 5.3 Hz, H-10"), 4.047 (tdy7 = Jnsa = 7.9,dusy = 5.4 Hz,
H-6"), 3.96 (2H, v br s, H-2 or H-10), 3.91 (2Hbw s, H-2 or H-10), H-12 overlapped with
H,O signal, 3.28 (8H, ol m, H-4 and H-5 or H-7 anBH-3.221 (2H[Ot, Jy.1 = Ju3 = 6.7
Hz, H-2"), 3.11 (8H, v br s, H-4 and H-5 or H-7 afB), 2.26 (ho m, H-12a"), 2.21 (ho m, H-
12b"), 1.91 (ho m, H-11a"), 1.71 (ol ho m, H-11&'66 (ol ho m, H-5a"), 1.55 (ol ho m, H-

5b"), 1.50 (2H, ol ho m, H-3"), 1.32 (2H, ol hoIf4").

3C NMR (303 K): 174.59 (C-15'), 174.22 (C-14"), 18B8(C-13"), 171.52 (br, C-13, 170.67 at
363 K), 169.35 (v br, C-11, 170.09 at 363 K), 1@6(8 br, C-1, 167.17 at 363 K), 166.19 (C-
7" or C-14"), 166.08 (C-7" or C-14"), 157.42§Y; 142.85 (C-3" or C-10"), 141.96 (C-3" or
C-10"), 133.27 (C-6" or C-13"), 133.07 (C-6"®13"), 127.51 (C-4" or C-5" or C-11" or C-
12"), 127.38 (C-4" or C-5" or C-11" or C-121p7.27 (C-4" or C-5" or C-11" or C-12"),
127.02 (C-4" or C-5" or C-11" or C-12"), 54@4, C-2 or C-10), 54.04 (br, C-2 or C-10),
53.08 (v br, C-12), 52.40 (C-6'), 51.76 (C-10"),@D(v br, C-4 or C-5 or C-7 or C-8), 50.48
(v br, C-4 or C-5 or C-7 or C-8), 48.87 (v br, @4C-5 or C-7 or C-8; 48.87 and 48.68 are C-
4 and C-5 or C-7 and C-8), 48.68 (v br, C-4 or Gr8C-7 or C-8; 48.87 and 48.68 are C-4
and C-5 or C-7 and C-8), 42.48 (C-9"), 42.15 (§;-29.13 (C-2"), 31.88 (C-5'), 29.98 (C-12),

28.90 (C-3'), 27.59 (C-11'), 22.75 (C-4").

'H NMR Spectra
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Compoundl4
'H, 400 MHz, 303 K
¥C + DEPT, 400 MHz, 303 K

4, 400 MHz, 363 K

13C + DEPT, 400 MHz, 363 K

'H and'H with water suppression, 600 MHz, 303 Kk-g ealysine binding motif and R~ DOTA chelator

HSQC, COSY, HMBC, 600 MHz, 303 K

No decomposition observed.

The macrocyclic ring assignments could not be &ffitevith certitude due to dynamic effects
causing severe line broadening precluding corgglatin the HMBC spectra. All other signals
could be fully assigned and the spectra were otiserfully consistent with the proposed

structure.
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'H NMR (303 K, 600 MHz): 9.079 (}o- = 6.0 Hz, H-8"), 9.049 (t1e = 6.1 Hz, H-15"),
8.925 (br tJyor = 5.7 Hz, H-1"), 8.394 (tl42 = 5.6 Hz, H-1'), 7.870 (2H, AA' part of AA'MM'
systemJam + Jam = 8.3 Hz, H-5"), 7.848 (2H, AA' part of AA'MM' st{em,Jam + Jam = 8.3
Hz, H-12"), 7.771 (2H, AA' part of AA'MM' systerdaum + Jam = 8.3 Hz, H-19"), 7.398 (2H,
MM' part of AA'MM' systemJam + Jaw = 8.4 Hz, H-11"), 7.392 (2H, MM' part of AA'MM'
systemJam + Jaw = 8.3 Hz, H-4"), 7.359 (2H, MM' part of AA'MM' stem,Jam + Jam = 8.4
Hz, H-18"), 6.333 (dJn10 = 8.3 Hz, H-9'), 6.304 (dlue' = 8.2 Hz, H-7"), 4.521 (2H, dug- =
5.9 Hz, H-9"), 4.503 (2H, d15 = 5.9 Hz, H-16"), 4.391 (2H, d,;1- = 5.6 Hz, H-2"), 4.085
(td, Jno = 11 = 8.3,dh11p = 5.3 Hz, H-10"), 4.046 (tdy7 = Jnsa = 8.0,Jusp = 5.3 Hz, H-6"),
3.98 (2H, v br s, H-2 or H-10), 3.93 (2H, v br s2tor H-10), 3.63 (4H, v br s, H-12), 3.29
(4H, ol v br s, H-4 or H-5 or H-7 or H-8), 3.28 (4Hl v br s, H-4 or H-5 or H-7 or H-8),
3.217 (2H, ho m, H-2"), 3.11 (8H, v br s, H-4 anéd ldr H-7 and H-8), 2.25 (ho m, H-12a"),
2.22 (ho m, H-12b"), 1.91 (ho m, H-11a"), 1.70Kolm, H-11b"), 1.67 (ol ho m, H-5a"), 1.54

(ol ho m, H-5b"), 1.50 (2H, ol ho m, H-3"), 1.3H(2l ho m, H-4").

3C NMR (303 K): 174.59 (C-15'), 174.22 (C-14'), 188(C-13'), 171.52 (br, C-13, 170.67 at
363 K), 169.28 (v br, C-11, 170.07 at 363 KJ)66.3 (v br, C-1, 167.16 at 363 K), 166.27 (C-
14"), 166.20 (C-7"), 166.09 (C-21"), 157.42 (L;-843.23 (C-10"), 142.88 (C-17"), 141.95
(C-3"), 133.26 (C-20"), 133.06 (C-6"), 132.831%"), 127.51 (C-5"), 127.40 (C-12" or C-4"),
127.39 (C-12" or C-4"), 127.26 (C-19"), 127.€511"), 126.98 (C-18"), 54.82 (br, C-2 or C-
10), 54.02 (br, C-2 or C-10), 53.03 (v br, C-12,4® (C-6"), 51.76 (C-10"), 50.62 (v br, C-4
or C-5 or C-7 or C-8), 50.47 (v br, C-4 or C-5 ci7@r C-8), 48.83 (v br, C-4 or C-5 or C-7
or C-8; 48.83 and 48.61 are C-4 and C-5 or C-7Gu&], 48.61 (v br, C-4 or C-5 or C-7 or C-
8; 48.83 and 48.61 are C-4 and C-5 or C-7 and @BX9 (C-9"), 42.46 (C-16"), 42.15 (C-

2", 39.13 (C-2"), 31.87 (C-5'), 29.98 (C-12'),HB(C-3"), 27.59 (C-11'), 22.74 (C-4').
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'H NMR Spectra
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—|MB4 in DMSO af 303 K, proton
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Compoundl5 B

4, 400 MHz, 363 K

3C + DEPT, 400 MHz, 363 K

Approximately 10% decomposition observed.

R = glutamate-urea-lysine binding motif and R' = DOTA chelator

The compound was deemed to be fully consistent igthssigned structure by NMR in terms
of proton count, carbon count, and carbon multifidis. Partial or tentative assignments

based on analogy t®, 14, 17, and19 and/or by the use of incremental shift calculations

'H NMR (363 K): 8.77-8.70 (3H, ol t, H-8", H-15nd H-22"), 8.535 (t}u+ = 5.7 Hz, H-1"),
8.066 (t,Ju> = 5.5 Hz, H-1'), 7.87—7.81 (6H, ol m, H-5" &/or12" &/or H-19", &/or H-26"),
7.767 (2H, AA' part of AA'MM' systemJaym + Jam = 8.3 Hz, H-5" or H-12" or H-19" or H-
26"), 7.43-7.35 (8H, ol m, H-4", H-11", H-18hd H-25"), 6.27-6.14 (2H, ol, H-7' and H-9"),
4.56-4.50 (6H, ol, H-9", H-16", and H-23"), £3@H, d,Ju1* = 5.7 Hz, H-2"), 4.18-4.07
(2H, ol, H-6" and H-10"), 3.68 (2H, v br m, H-2t#¢10), 3.63 (2H, v br s, H-2 or H-10), H-12
overlapped with KO signal, 3.11 (2H, m, H-2"), 3.07-2.99 (16H, olhh4, H-5, H-7, and H-
8), 2.28 (ho m, H-12a"), 2.24 (ho m, H-12b"), 1(86 m, H-11a"), 1.78 (ol ho m, H-11b"), 1.72

(ol ho m, H-5a"), 1.59 (ol ho m, H-5b"), 1.55 (2Hho m, H-3"), 1.37 (2H, ol ho m, H-4").

3C NMR (363 K): 173.78 (C-15'), 173.39 (C-14"), 17/B(C-13'), 170.68 (C-13), 170.38 (br,
C-11), 167.45 (br, C-1), 166.08 @, C-7" &/or C-14" &/or C-21", &/or C-28"), 5608 (C-7"

or C-14" or C-21" or C-28"), 165.90 (C-7" on&"* or C-21" or C-28"), 157.06 (C-8'), 142.70
(C-3" or C-10" or C-17" or C-24"), 142.69 (Ce3'C-10" or C-17" or C-24"), 142.32 (C-3" or
C-10" or C-17" or C-24"), 141.73 (C-3" or C*10'C-17" or C-24"), 133.22 (C-6" or C-13" or

C-20" or C-27"), 132.96 (C-6" or C-13" or C*2ff C-27"), 132.77X 2, C-6" &lor C-13"
S40



&/or C-20", &/or C-27"), 127.02 (C-4" or C-5¢ €-11" or C-12" or C-18" or C-19" or C-25"
or C-26"), 126.91 (C-4" or C-5" or C-11" or €*lor C-18" or C-19" or C-25" or C-26"),
126.90 (C-4" or C-5" or C-11" or C-12" or C-18'C-19" or C-25" or C-26"), 126.84 (C-4" or
C-5" or C-11" or C-12" or C-18" or C-19" 0r26* or C-26"), 126.77x(2, C-4" &lor C-5"
&lor C-11" &Jor C-12" &/or C-18" &/or C-19", &t C-25", &/or C-26"), 126.73 (C-4" or C-
5" or C-11" or C-12" or C-18" or C-19" or C*2% C-26"), 126.62 (C-4" or C-5" or C-11" or
C-12" or C-18" or C-19" or C-25" or C-26"), 85 (br, C-2 or C-10), 54.19 (br, C-2 or C-10),
54.09 (C-12), 52.24 (C-6"), 51.68 (C-10"), 51.084(Gr C-5 or C-7 or C-8), 50.63 (C-4 or C-5
or C-7 or C-8), 50.10 (C-4 or C-5 or C-7 or C-8;Hband 49.81 are C-4 and C-5 or C-7 and
C-8), 49.81 (v br, C-4 or C-5 or C-7 or C-8; 504drtl 49.81 are C-4 and C-5 or C-7 and C-8),
42.29 & 3, C-2" &/or C-9" &/or C-16", &/or C-23"), 482 (C-2" or C-9" or C-16" or C-23"),

38.82 (C-2"), 31.63 (C-5"), 29.74 (C-12'), 28.493%; 27.40 (C-11'), 22.34 (C-4').

'H NMR Spectra
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MB10 in DMSO at 363 K, profon

MB10 in DMSO at 363 K, profon

13C NMR Spectra
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MB 10 in DMSO af 363 K, carbon
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Compoundl6

4, 400 MHz, 363 K

13C + DEPT, 400 MHz, 363 K

R = glutamate-urea-lysine binding motif and R' = DOTA chelator
Approximately 16% decomposition observed.

The compound was deemed to be fully consistent iathssigned structure by NMR in terms
of proton count, carbon count, and carbon multifdis. Partial or tentative assignments

based on analogy t®114, 17, and19 and/or by the use of incremental shift calculation

'H NMR (363 K): 8.281 (dJy2r = 8.4 Hz, H-1"), 7.827 (tly> = 5.5 Hz, H-1"), 7.622 (2H, ho
m, H-6"), 7.555 (2H, AA' part of AA'MM' systerday + Jaw = 8.3 Hz, H-2" or H-3"), 7.446
(2H, ho m, H-7"), 7.36—7.31 (1H, ol ho m, H-87)323 (2H, MM' part of AA'MM" system,
Jam +Jam = 8.3 Hz, H-2" or H-3"), 6.28-6.15 (2H, v brmo, H-7' and H-9"), 4.652 (tdy;-
= Juz' = 8.7,du3 = 5.3 Hz, H-2"), 4.159 (v br §,[17.3 Hz, H-10"), 4.105 (v br § (.7 Hz, H-
6", 3.725 (dg, Juzp = —15.6 Hz, H-2a), 3.665 (2H, s, H-10), 3.634(MH2a = —15.7 Hz, H-

2b), 3.558 (4H, s, H-12), 3.17—2.84 (20H, ol m, H#5, H-7, H-8, H-2', and H-3"), 2.29 (ho

S45



m, H-12a"), 2.25 (ho m, H-12b"), 1.97 (ho m, H-L1&'79 (ol ho m, H-11b"), 1.68 (ol ho m,

H-5a"), 1.55 (ol ho m, H-5b"), 1.43 (2H, ol ho m3H,, 1.34 (2H, ol ho m, H-4").

%C NMR (363 K): 173.67 (C-15'), 173.27 (C-14"), 198(C-13'), 170.71 (C-13), 170.14 (br,
C-11), 169.75 (C-1), 166.27 (br, C-4"), 156.938§-139.62 (C-5"), 137.97 (C-4"), 136.44
(C-1"), 129.33 (C-2" or C-7™), 128.35 (C-B¥' C-7"), 126.70 (C-8"), 125.99 (C-3" or C-
6"), 125.85 (C-3" or C-6""), 54.54 (br, C-2®10), 54.00 (C-2 or C-10), 53.93 (C-12), 53.48
(br, C-2"), 52.10 (C-6"), 51.59 (C-10"), 50.844@r C-5 or C-7 or C-8), 50.73 (C-4 or C-5 or
C-7 or C-8), 49.69 (br, C-4 or C-5 or C-7 or C-8;8P and 49.32 are C-4 and C-5 or C-7 and
C-8), 49.32 (br, C-4 or C-5 or C-7 or C-8; 49.69 &9.32 are C-4 and C-5 or C-7 and C-8),
38.23 (C-2"), 37.42 (C-3"), 31.54 (C-5"), 29.651Z), 28.24 (C-3"), 27.37 (C-11"), 22.23 (C-

&),

'H NMR Spectra
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MB16 in DMSO at 363 K, proton
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MB16 in DMSO at 363 K, carbon
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W
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CompoundL?
'H, 400 MHz, 303 K
¥C + DEPT, 400 MHz, 303 K
'H and*H with water suppression, .

600 MHz, 303 K

HSQC, COSY, HMBC, 600 MHz, 303 K

te-urea-lysine binding motif and R' = DOTA chelator
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No decomposition observed.

The macrocyclic ring assignments could not be &fevith certitude due to dynamic effects
causing severe line broadening precluding coraiatin the HMBC spectra. All other signals
could be fully assigned and the spectra were otisenfully consistent with the proposed

structure.

H NMR (303 K, 600 MHz): 8.409 (br flo» = 6.0 Hz, H-1"), 7.955 (4> = 5.6 Hz, H-1),
7.908 (d,Jue" = 8.5 Hz, H-8"), 7.843¢, Jue = 7.7 Hz, H-5"), 7.787 (dlys~ = 8.2 Hz, H-
4"), 7.777 [, Ju7 = 8.1 Hz, H-8"), 7.678 (br s, H-1"), 7.463 (Mo H-7""), 7.437 (ho m, H-
6"), 7.390 (ddJus~ = 8.5,Ju1~ = 1.5 Hz, H-3"), 6.336 (dl1o = 8.3 Hz, H-9'), 6.296 (dl4e

= 8.2 Hz, H-7"), 4.523 (tdlng" = Jn10p" = 8.9,Jn10a" = 5.3 Hz, H-9"), 4.094 (tdlho = Jn112=
8.3, Ju1wy = 5.3 Hz, H-10"), 4.009 (tdy7 = Jusa = 8.1,Jusp = 5.2 Hz, H-6"), 4.01 (2H, v br s,
H-2 or H-10), 3.86 (2H, v br s, H-2 or H-10), 3.88H, v br s, H-12), 3.31 (4H, v br s, H-4 or
H-5 or H-7 or H-8), 3.27 (4H, v br s, H-4 or H-5 7 or H-8), 3.102 (ddJx100 = —14.0,
Jhor = 5.1 Hz, H-10a"), 3.07 (4H, v br s, H-4 or H#5H7 or H-8; 3.07 and 3.06 are H-4 and
H-5 or H-7 and H-8), 3.06 (4H, v br s, H-4 or H6H-7 or H-8; 3.07 and 3.06 are H-4 and
H-5 or H-7 and H-8), 3.04 (ol m, H-2a’), 2.97 (ol Kt2b'), 2.93 (ol m, H-10b"), 2.92 (2H, ol
m, H-2"), 2.26 (ho m, H-12a’), 2.22 (ho m, H-12B:D70 (ho m buft, Jusaax= Jsbax= 12.0
Hz, H-6"), 1.914 (ho m, H-11a'), 1.71 (ol ho m1kk"), 1.69 (ol m, H-4aeq", attached to C-
4a"), 1.66 (ol m, H-5a", attached to C-5b"),21(6l m, H-4beq", attached to C-4b"), 1.59 (ol
ho m, H-5a"), 1.49 (ol m, H-5b", attached to C}5&:45 (ol ho m, H-5b"), 1.32 (2H, ol ho m,
H-3", 1.28 (ol m, H-3"), 1.22 (2H, ol ho m, H;41)22 (ol m, H-5c", attached to C-5b"), 1.061
(ho m, H-5d", attached to C-5a"), 0.83 (ol m, ¢éd', attached to C-4a"), 0.81 (ol m, H-

4dax", attached to C-4b").
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3C NMR (303 K): 175.03 (C-7"), 174.59 (C-15'), 17@(C-14"), 173.80 (C-13'), 171.76 (br,
C-13), 171.11 (C-11"), 168.93 (v br, C-11), 165(83r, C-1), 157.41 (C-8"), 135.76 (C-2"),
132.95 (C-8a™), 131.84 (C-4a"), 127.95 (C;3137.52 (C-5"), 127.48 (C-1"), 127.37 (C-
4"), 127.33 (C-8"), 125.99 (C-7"), 125.42GC), 54.92 (br, C-2 or C-10), 54.11 (br, C-2 or
C-10), 53.75 (C-9"), 52.80 (v br, C-12), 52.36{;-51.76 (C-10"), 50.84 (v br, C-4 or C-5 or
C-7 or C-8), 50.69 (v br, C-4 or C-5 or C-7 or C-88.56 (v br, C-4 or C-5 or C-7 or C-8;

48.56 and 48.31 are C-4 and C-5 or C-7 and C-88148/ br, C-4 or C-5 or C-7 or C-8;

48.56 and 48.31 are C-4 and C-5 or C-7 and C-80%ébr, C-2"), 43.66 (C-6"), 38.43 (C-2"),
38.22 (br, C-10"), 36.77 (C-3"), 31.74 (C-5),20(C-12"), 29.60 (br, C-4a"), 29.46 (br, C-
4b"), 28.73 (C-3"), 28.70 (br, C-5a", adjacenCtdb"), 28.33 (br, C-5b", adjacent to C-4a"),

27.59 (C-11"), 22.61 (C-4).

'H NMR Spectra

11

MB17 in DMSC at 303 K, profon with waler suporession
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Compoundl8

4, 400 MHz, 303 K

13C + DEPT, 400 MHz, 303 K

No decomposition observed. o

R = glutamate-urea-lysine binding motif and R' = DOTA chelator

The compound was deemed to be fully consistent igthAssigned structure by NMR in terms
of proton count, carbon count, and carbon multifidis. Partial or tentative assignments

based on analogy tt®, 14, 17, and19 and/or by the use of incremental shift calculations
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'H NMR (303 K): 8.386 (br tJipr = 5.6 Hz, H-1"), 7.941 (thy» = 5.7 Hz, H-1'), 7.880 (d,
Jner = 8.6 Hz, H-8"), 7.846 (ho m, H-5"), 7.790( Ju7~ = 8.7 Hz, H-8"), 7.781 (ho m, H-

4™), 7.680 (br s, H-1"), 7.46 (ho m, H-7")4Z (ho m, H-6"), 7.392 (ddus = 8.5, Jur~

1.7 Hz, H-3"), 6.326 (dJ410 = 8.3 Hz, H-9'), 6.284 (dl4e = 8.2 Hz, H-7"), 4.534 (tdlng-
Jniob' = 8.9,Jn10a = 5.2 Hz, H-9"), 4.104 (tdlhg' = Jn11a = 8.3,Im11p = 5.2 Hz, H-10'), 4.017
(td, In7 = Jnsa = 8.0,Jpsy = 5.4 Hz, H-6"), 4.02 (2H, v br s, H-2 or H-10)83 (2H, v br s, H-

2 or H-10), 3.55 (4H, v br s, H-12), 3.32 (4H, vdhrH-4 or H-5 or H-7 or H-8), 3.27 (4H, v
br s, H-4 or H-5 or H-7 or H-8), 3.107 (d#l10p= —13.9,J49" = 5.0 Hz, H-10a"), 3.11-2.89
(13H, v br s and ol m, H-4, H-5, H-7, H-8, H-2a52H', H-10b", and H-2"), 2.27 (ho m, H-
12a"), 2.22 (ho m, H-12b"), 2.074 (ho m BytJysaax = Jusbax:= 11.9 Hz, H-6"), 1.923 (ho m,
H-11a"), 1.77-1.55 (5H, ol m, H-11b'x2H-4eq", H-5a", and H-5a’), 1.54-1.41 (2H, olHmR,
5b" and H-5b"), 1.39-1.16 (6H, ol m, H-3', H-B*4', and H-5c"), 1.068 (ho m, H-5d"), 0.90—

0.76 (2H, ol m,  H-4ax").

1%C NMR (303 K): 174.77 (C-7"), 174.49 (C-15'), 1T4(C-14"), 173.67 (C-13'), 171.71 (br,
C-13), 170.95 (C-11"), 168.80 (v br, C-11), 165(4®r, C-1), 157.26 (C-8'), 135.73 (C-2"),
132.86 (C-8a™), 131.74 (C-4a™), 127.88 (C;31737.42 (C-5" or C-1" or C-4" or C-8"),
127.38 (C-5" or C-1" or C-4™ or C-8"), 124.(x 2, C-5" or C-1" or C-4™ or C-8"), 125.87
(C-7"), 125.30 (C-6"), 54.82 (br, C-2 or C-18%.01 (br, C-2 or C-10), 53.61 (C-9"), 52.67
(v br, C-12), 52.25 (C-6"), 51.66 (C-10"), 50.75bfy C-4 or C-5 or C-7 or C-8), 50.60 (v br,
C-4 or C-5 or C-7 or C-8), 48.42 (v br, C-4 or @5C-7 or C-8; 48.42 and 48.13 are C-4 and
C-5 or C-7 and C-8), 48.13 (v br, C-4 or C-5 or ©¥1C-8; 48.42 and 48.13 are C-4 and C-5
or C-7 and C-8), 45.02 (br, C-2"), 43.55 (C-69,39 (C-2"), 38.19 (br, C-10"), 36.70 (C-3"),
31.72 (C-5'), 29.88 (C-12"), 29.54 (br, C-4a"),3®(br, C-4b"), 28.68 (C-3'), 28.61 (br, C-

5a", adjacent to C-4b"), 28.26 (br, C-5b", agljado C-4a"), 27.52 (C-11'), 22.55 (C-4).
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'H NMR Spectra
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MB17.0 in DMSO at 303 K, carbon
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Compoundl9

4, 400 MHz, 303 K

13C + DEPT+ UDEFT, 400 MHz, 303 K

HSQC, COSY, HMBC, 400 MHz, 303 K

R = glutamate-urea-lysine binding motif and R' = DOTA chelator

No decomposition observed.

The macrocyclic ring assignments could not be &ffitevith certitude due to dynamic effects
causing severe line broadening precluding coraiatin the HMBC spectra. All other signals
could be fully assigned and the spectra were oftisenfully consistent with the proposed

structure.

'H NMR (303 K): 8.310 (v br s, H-1"), 8.211 (br &~ = 8.4 Hz, H-8"), 7.918 (br dye =
8.5 Hz, H-8"), 7.892 (dd}e~ = 8.5,Ju7~ = 1.5 Hz, H-5"), 7.873 (br flyz = 5.8 Hz, H-1),
7.764 (ddJug- = 7.9,Juz = 1.3 Hz, H-4"), 7.548 (dddyg- = 8.3,Jne~ = 6.8,Jus~ = 1.6 Hz,
H-7"), 7.504 (dddJus~ = 8.0,Ju7~ = 6.8,Jne~ = 1.2 Hz, H-6™), 7.370 (dds = 7.7, iz~ =

7.0 Hz, H-3"), 7.345 (ddlys~ = 7.2, Jua~ = 1.7 Hz, H-2"), 6.3186 (dly1o = 8.2 Hz, H-9"),
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6.284 (d,Jue = 8.3 Hz, H-7'), 4.555 (tdlug* = Jn1op" = 8.4,Jn10a"= 5.9 Hz, H-9"), 4.098 (td,
Jho = Jn11a = 8.3,Jm11y = 5.2 Hz, H-10"), 4.012 (tdy7 = Jpsa = 8.1, Jusy = 5.2 Hz, H-6"),
3.85 (2H, v br s, H-2 or H-10), 3.77 (2H, v br s2tbr H-10), 3.57 (4H, v br s, H-12), 3.439
(dd, Jn10pm = —13.5,Jn9" = 5.5 Hz, H-10a"), 3.19 (4H, v br s, H-4 or H45H7 or H-8), 3.186
(dd, Jn10a= —13.8,Jng" = 8.6 Hz, H-10b"), 3.16 (4H, v br s, H-4 or H5H-7 or H-8), 3.02
(8H, v br s, H-4 and H-5 or H-7 and H-8), 3.01rfwl H-2a"), 2.94 (ol m, H-2b"), 2.93 (2H, ol
m, H-2"), 2.26 (ho m, H-12a"), 2.22 (ho m, H-12B79 (ho m bull, Jusaax'= Jnspax'= 11.8
Hz, H-6"), 1.917 (ho m, H-11a'), 1.70 (ol ho m1kk"), 1.69 (ol m, H-4aeq", attached to C-
4b"), 1.66 (ol m, H-5a", attached to C-5b"),61(6] m, H-4beq", attached to C-4a"), 1.60 (ol
ho m, H-5a"), 1.51 (ol m, H-5b", attached to C}5&:47 (ol ho m, H-5b"), 1.29 (2H, ol ho m,
H-3", 1.29 (ol m, H-3"), 1.22 (ol m, H-5c¢", atteed to C-5b"), 1.19 (2H, ol ho m, H-4"), 1.072
(ho m, H-5d", attached to C-5a"), 0.84 (ol m, ¢4d', attached to C-4b"), 0.82 (ol m, H-

4dax", attached to C-4a").

%C NMR (303 K): 175.01 (C-7"), 174.57 (C-15'), 178(C-14"), 173.74 (C-13'), 171.64 (br,
C-13), 170.90 (C-11"), 169.84 (v br, C-11), 166(t4r, C-1), 157.34 (C-8'), 133.83 (C-1"),
133.37 (C-4a"™), 131.73 (C-8a™), 128.52 (C;5127.47 (C-2"), 126.98 (C-4"), 126.01 (C-
7"), 125.52 (C-6"), 125.20 (C-3"), 123.91§C), 54.97 (br, C-2 or C-10), 54.21 (br, C-2 or
C-10), 53.27 (v br, C-12), 53.25 (C-9"), 52.33@%-51.71 (C-10"), 50.94 (v br, C-4 or C-5 or
C-7 or C-8), 50.67 (v br, C-4 or C-5 or C-7 or C£3.84 (v br, C-4 and C-5 or C-7 and C-8),
44.95 (br, C-2"), 43.60 (C-6"), 38.45 (C-2'), &6.(C-3"), 35.24 (br, C-10"), 31.75 (C-5",
29.93 (C-12"), 29.61 (br, C-4a"), 29.45 (br, C)4128.66 (C-3'), 28.70 (br, C-5a", adjacent to

C-4b"), 28.28 (br, C-5b", adjacent to C-4a")5Z7(C-11"), 22.60 (C-4).

'H NMR Spectra
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Compound20

4, 400 MHz, 303 K

13C, 400 MHz, 303 K

NO decompOS|t|0n Observed R = glutamate-urea-lysine binding motif and R' = DOTA chelator

The compound was deemed to be fully consistent igthssigned structure by NMR in terms
of proton count, carbon count, and carbon multifidis. Partial or tentative assignments

based on analogy 2, 14, 17, and19 and/or by the use of incremental shift calculations

'H NMR (303 K): 8.820 (v br djue = 7.7 Hz, H-8"), 8.171 (br 8- = 5.7 Hz, H-1"), 7.88—
7.80 (3H, ol ho m, H-5", H-8", and H-4"), Z07(br s, H-1"), 7.598 (4> = 5.6 Hz, H-1'),
7.51-7.42 (3H, ol ho m, H-7", H-6", and H-38)327 (dJu0 = 8.3 Hz, H-9'), 6.296 (dlye

= 8.2 Hz, H-7"), 4.722 (tdlug = Jn1ob* = 8.8,Jn10a = 5.8 Hz, H-9"), 4.097 (tdlne = Jnr1a =
8.3, Ju11y = 5.3 Hz, H-10"), 4.038 (tdn7 = Jusa = 8.0,Jusp = 5.3 Hz, H-6'), 3.97 (2H, v br s,
H-2 or H-10), 3.94 (2H, v br s, H-2 or H-10), , R;H-4, H-5, H-7, and H-8 overlapped with
H20, 3.188 (ddJuiop = —13.4J49" = 5.4 Hz, H-10a"), 3.07-2.89 and 2.85-2.77 (18Hr s
and ol m, H-4, H-5, H-7, H-8, H-2a', H-2b', H-10bhd H-2"), 2.26 (ho m, H-12a’), 2.22 (ho
m, H-12b"), 1.98-1.87 (2H, ho m, H-6" and H-11&y,7-1.13 (12H, ol m, H-11b', 2 H-
4eq", 4x H-5", 2x H-5', H-3', H-3", and H-4"), 0.85-0.71 (2H, ol thx H-4ax").N.b. For

convenience, the numbering used for the linkesgeal7.

13C NMR (303 K): 174.84 (C-7"), 174.49 (C-15'), 109.(C-14"), 173.67 (C-13"), 171.73 (br,
C-13), 169.98 (C-11"), 168.75 (v br, C-11), 164(9br, C-1), 157.27 (C-8'), 135.10 (C-2"),
132.82 (C-8a"), 131.77 (C-4a™), 127.83 (CeB'C-5" or C-1" or C-4" or C-8"), 127.68-(C
3" or C-5" or C-1" or C-4" or C-8"), 188.(C-3" or C-5" or C-1" or C-4" or C-8")
127.46 (C-3" or C-5" or C-1" or C-4" or €)8127.38 (C-3" or C-5" or C-1" or C-4t'C-
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8"), 126.04 (C-7"), 125.52 (C-6"), 54.62 (@2 or C-10), 54.24 (br, C-2 or C-10), 53.96 (C-
9", 52.66 (v br, C-12), 52.26 (C-6"), 51.65 (C}160.59 (v br, C-4 or C-5 or C-7 or C-8),
50.23 (v br, C-4 or C-5 or C-7 or C-8), 48.24 (y B¢4, C-5, C-7, and C-8), 44.88 (C-2"),
43.97 (C-6"), 38.11 (br, C-10"), 36.76 (C-3"1.8 (C-5", 29.88 (C-12'), 29.58 @, br, 2x
C-4"), 28.83 (br, C-3' or ¥ C-5"), 28.66 % 2, C-3' and X C-5" or 2x C-5"), 27.53 (C-11"),
22.55 (C-4'), C-2' ol with solvenN.b. For convenience, the numbering used for the lidker

asper 17.

'H NMR Spectra
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MB35 in DMS0 at 303 K, carbon
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Compound?1

4, 400 MHz, 303 K

13C + DEPT, 400 MHz, 303 K

6m

No decomposition observed. o )
R = glutamate-urea-lysine binding motif and R' = DOTA chelator

The compound was deemed to be fully consistent igthssigned structure by NMR in terms
of proton count, carbon count, and carbon multifidis. Partial or tentative assignments

based on analogy 2, 14, 17, and19 and/or by the use of incremental shift calculaion

'H NMR (303 K): 8.781 (br dJy = 7.0 Hz, H-1"), 8.214 (t}4» = 5.6 Hz, H-1'), 7.88—7.80

(3H, ol m, H-5", H-8", and H-4"), 7.703 (brk$-1"), 7.51-7.42 (3H, ol m, H-7", H-6", and

H-3"'), 6.338 (d,]H1()' = 8.2 HZ, H-g'), 6.300 (leS' = 8.3 HZ, H-7'), 4.676 (tCﬂHl" = \]H3b"

g.O,JH3a": 52 HZ, H-2"), 4.103 (td],Hg' = JHlla': 8.2,JH11b': 52 HZ, H-].O'), 4.030 (td]HT
Jhsa = 8.1,Jpsp = 5.4 Hz, H-6'), 3.91 (2H, v br s, H-2 or H-10;21H-10, H-12, H-4, H-5,

H-7, and H-8 all overlapped, 3.195 (ddgp~ = —13.5,J42 = 5.0 Hz, H-3a"), 3.14-2.86 (11H,
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v br s and ol m, H-4, H-5, H-7, H-8, H-2a', H-2&hd H-3b"), 2.26 (ho m, H-12a"), 2.22 (ho
m, H-12b"), 1.924 (ho m, H-11a’), 1.77-1.68 (hoHvl1b'), 1.67-1.56 (ho m, H-5a’), 1.53—

1.42 (ho m, H-5b"), 1.40-1.31 (2H, ol m, H-3'),&3.20 (2H, ol m, H-4").

¥C NMR (303 K): 174.51 (C-15'), 174.10 (C-14"), 168(C-13"), 171.67 (br, C-13), 169.95
(C-4"), 169.11 (v br, C-11), 165.16 (v br, C-157128 (C-8'), 135.20 (C-2"), 132.80 (C-8a™),
131.76 (C-4a™), 127.84 (C-1" or C-3" or C&"C-5" or C-8"), 127.68 (C-1" or C-3" ©f
4" or C-5" or C-8"), 127.55 (C-1" or C-8¥'C-4" or C-5" or C-8"), 127.46 (C-1"©¢3"

or C-4" or C-5" or C-8"), 127.37 (C-1" 0of3C or C-4™ or C-5" or C-8"), 126.04 (Cy7"
125.52 (C-6"), 54.57 (br, C-2 or C-10), 54.17 ®2"), 53.98 (br, C-2 or C-10), 52.81 (v br,
C-12), 52.25 (C-6"), 51.66 (C-10), 50.58 (v br4@f C-5 or C-7 or C-8), 50.24 (v br, C-4 or
C-5 or C-7 or C-8), 48.36 (v br, C-4 and C-5 or @& C-8), 38.74 (C-3"), 38.52 (C-2),

31.77 (C-5"), 29.88 (C-12), 28.64 (C-3"), 27.541(C), 22.65 (C-4').

'H NMR Spectra
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Compound?22

4, 400 MHz, 303 K

13C + DEPT, 400 MHz, 303 K

No decomposition observed. R=gl Iysine binding motif and R' = DOTA chelator
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The compound was deemed to be fully consistent igthssigned structure by NMR in terms
of proton count, carbon count, and carbon multipdis. Partial or tentative assignments

based on analogy 2, 14, 17, and19 and/or by the use of incremental shift calculations

'H NMR (303 K): 8.896 (br tJo+ = 6.9 Hz, H-1"), 8.529 (dlse* = 8.4 Hz, H-8"), 8.119 (t,
Jnz = 5.6 Hz, H-1"), 7.86—7.75 (6H, ol m, H-5", H;84-4", H-1", and H-5"), 7.504 (ho m,
H-3"), 7.45 (ho m, H-7"), 7.43 (ho m, H-67)327 (2H, MM' part of AA'MM' systemlay +
Jamr = 8.3 Hz, H-4"), 6.336 (10 = 8.3 Hz, H-9'), 6.303 (dlye = 8.3 Hz, H-7"), 4.773 (ddd,
Jh1op = 9.8, Jus" = 8.6,Jn10a" = 4.8 Hz, H-9"), 4.358 (2H, dy1- = 5.5 Hz, H-2"), 4.105 (td,
Jno = Jn11a = 8.3, n1wy = 5.3 Hz, H-10"), 4.036 (tdly7 = Jpsa = 8.1, usy = 5.3 Hz, H-6"),
3.93 and 3.88 (4H, 2 x v br s, H-2 and H-10), 343, v br s, H-12), 3.245 (br ddyi0p~ =
-13.5,J49 = 4.6 Hz, H-10a"), 3.154 (br ddl;10a~= —13.6,J49- = 10.0 Hz, H-10b"), 3.32-2.97
(18H, v br s and ol m, H-4, H-5, H-7, H-8, and Hl-2.26 (ho m, H-12a’), 2.22 (ho m, H-
12b", 1.922 (ho m, H-11a"), 1.75-1.68 (ho m, HY1b68-1.57 (ho m, H-5a"), 1.54-1.44 (ho

m, H-5b"), 1.42—1.32 (2H, ol m, H-3"), 1.32-1.2H(2| m, H-4").

¥C NMR (303 K): 174.52 (C-15'), 174.13 (C-14"), 168(C-13"), 171.47 (br, C-13), 171.01
(C-11"), 169.43 (v br, C-11), 166.29 (v br, C-1$5.85 (C-7"), 157.31 (C-8'), 141.81 (C-3"),
136.09 (C-2), 132.93 (C-6"), 132.81 (C-84al'31.76 (C-4a™), 127.86 (C-1" or C-3" or C-4"
or C-5" or C-8"), 127.54 (C-5"), 127.44 (C-4 C-3" or C-4" or C-5" or C-8"), 127.40D-

1" or C-3" or C-4™ or C-5" or C-8"), 138. (C-1™ or C-3" or C-4" or C-5" or C-8")

127.27 (C-1" or C-3" or C-4"™ or C-5" or C)8127.08 (C-4"), 125.94 (C-7"), 125.35 (C-
6"), 54.89 (br, C-9"), 54.73 (br, C-2 or C-188.97 (br, C-2 or C-10), 53.06 (v br, C-12),
52.29 (C-6'), 51.69 (C-10"), 50.57 (v br, C-4 ob6®@+ C-7 or C-8), 50.42 (v br, C-4 or C-5 or
C-7 or C-8), 48.80 (v br, C-4 and C-5 or C-7 an8)C42.01 (C-2"), 38.52 (C-2"), 37.76 (C-

10"), 31.74 (C-5'), 29.90 (C-12"), 28.74 (C-37,5% (C-11'), 22.61 (C-4).
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ME24 I DMSO at 303 K, proton with more solvent
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524 1 DNISO at 303 K, proton with more solvent
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MB24 n DMISO at 303 K, proton with more solvent
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Compound23

4, 400 MHz, 303 K

13C + DEPT, 400 MHz, 303 K

COSY 400 MHz, 303 K o

R = glutamate-urea-lysine binding motif and R' = DOTA chelator

No decomposition observed.
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The compound was deemed to be fully consistent igthssigned structure by NMR in terms
of proton count, carbon count, and carbon multipdis. Partial or tentative assignments

based on analogy 2, 14, 17, and19 and/or by the use of incremental shift calculations

'H NMR (303 K): 8.326 (br tJi» = 5.8 Hz, H-1"), 8.021 (dlne- = 8.5 Hz, H-8"), 7.972 (t,
Juz = 5.7 Hz, H-1"), 7.845 (ho m, H-5"), 7.792 (hoMh8™), 7.797 (dJus~ = 8.8 Hz, H-4™),
7.693 (br s, H-1"), 7.46 (ho m, H-7"), 7.44 ¢hoH-6"), 7.401 (ddJuz~ = 8.5,J41~ = 1.7 Hz,
H-3"), 6.341 (dJnio = 8.2 Hz, H-9'), 6.294 (dlne = 8.3 Hz, H-7'), 4.555 (tdJn100" = 8.9,
Jhoa = 5.3 Hz, H-9"), 4.102 (tdlne = Jn11a = 8.3,Jh11y = 5.3 Hz, H-10'), 4.016 (tdlyy =
Jhsa = 8.1,Jsp = 5.3 Hz, H-6"), 3.98 (2H, v br s, H-2 or H-10)8B8 (2H, v br s, H-2 or H-
10), 3.57 (4H, v br s, H-12), 3.28 (8H, v br s, l#4H-5 or H-7 or H-8), 3.111 (br ddyi0p~=
-13.8,Jue" = 5.3 Hz, H-10a"), 2.915 (br dd10a~= —13.6,Jn9- = 9.4 Hz, H-10b"), 3.10-2.91
(12H, ol m, H-4 or H-5 or H-7 or H-8, H-2' and H}22.26 (ho m, H-12a'), 2.22 (ho m, H-
12b"), 2.030 (tJus' = 7.4 Hz, H-6"), 1.921 (ho m, H-11a'"), 1.76-1(B6 m, H-11b"), 1.64—
1.54 (ho m, H-5a’), 1.51-1.41 (ho m, H-5b"), 1.39%18H, ol m, H-3', H-4', H-3", and H-5"),

1.11-1.01 (2H, ol m, H-4").

%C NMR (303 K): 174.53 (C-15"), 174.14 (C-14"), I7B(C-13"), 172.01 (C-7"), 171.68 (br,
C-13), 170.98 (C-11"), 169.15 (v br, C-11), 165(4%r, C-1), 157.33 (C-8'), 135.72 (C-2"),
132.92 (C-8a™), 131.79 (C-4a™), 127.83 (Cet'C-3" or C-4" or C-5" or C-8"), 127.45-(C
1" or C-3" or C-4™ or C-5" or C-8"), 123.(C-1" or C-3" or C-4" or C-5" or C-8")
127.35 (C-1" or C-3" or C-4™ or C-5" or C38127.31 (C-1" or C-3" or C-4" or C-bt'C-
8"), 125.93 (C-7"), 125.36 (C-6"), 54.84 (®f2 or C-10), 54.06 (br, C-2 or C-10), 53.93 (C-
9", 52.91 (v br, C-12), 52.30 (C-6"), 51.70 (C}160.74 (v br, C-4 or C-5 or C-7 or C-8),
50.60 (v br, C-4 or C-5 or C-7 or C-8), 48.57 (y®¢4 or C-5 or C-7 or C-8; 48.57 and 48.42
are C-4 and C-5 or C-7 and C-8), 48.42 (v br, G-€& or C-7 or C-8; 48.57 and 48.42 are

C-4 and C-5 or C-7 and C-8), 38.69 (C-2"), 38.3®2(§ 38.25 (C-10"), 35.10 (C-6"), 31.71
S96



(C-5, 29.92 (C-12'), 28.70 (C-3"), 28.48 (C-82Y,55 (C-11'), 25.91 (C-3" or C-4"), 24.83
(C-3" or C-4"), 22.57 (C-4).

'H NMR Spectra
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13C NMR Spectra

S99



[rell

0.30
I

0.25
|

0.20
I

- 0.00

0.15
I

040
I

0.05
|

MB25 in DMS0 at 303 K, carbon

T T
200 150

T
100

T [MB25 In DMSO at 305 K, carbon

i WMWWMM«WWWMWﬂW

S100

o)




mmmmmm

lllll

COSY

S101



ik

["1e8]

10

MB25 in DMS0 at 303 K, COSY g
E
L] b
@
o
® L
- u - -
=
J nﬂ& =
L] f-]
Lo
= =
@t g
¥
- Lo
-
.
\ ; ,
8 6 1 F2 [ppm]
o
A . YW
WB25 1 OIS0 31 509 K, COBY Bl
= L2
s Q (=4
= 2 G
< sl
J 0‘ |
- @ o i
=) E
&5
P = e

S102

[T 1



A

[m}

A
Y YWY NS ey MJ \\M’“"”L

ME25 1 OISO 2t 303 K, COSY.

=l

Fi (ppm]

8522

35 3 F2(pom]

e w e e
. = prae—
o
VS m VG A 303 K, R E %
H
% 2
;
k4
°
H
&
&
: L
°
§
< 2
3
3 & '
: gz
8
g
S

15 F21pom

S103



Compound24 o

4, 400 MHz, 363 K

3C + DEPT, 400 MHz, 363 K

Approximately 17% decomposition observed.

R = glutamate-urea-lysine binding motif and R' = DOTA chelator

The compound was deemed to be fully consistent igthssigned structure by NMR in terms
of proton count, carbon count, and carbon multifidis. Partial or tentative assignments

based on analogy 2, 14, 17, and19 and/or by the use of incremental shift calculations

'H NMR (363 K): 8.203 (tJuz = 5.9 Hz, H-1" or H-12" or H-1"), 8.064 ;> = 5.6 Hz, H-1"
or H-12" or H-1), 8.034 (J4> = 5.8 Hz, H-1" or H-12" or H-1"), 7.84 (ho m,31), 7.80-
7.74 (2H, ol m, H-4" and H-8"), 7.710 (2H, Apart of AA'MM' systemJam + Jam = 8.5
Hz, H-16"),017.69 (br m, H-1"), 7.616 (dle- = 8.3 Hz, H-8"), 7.46 (ho m, H-7"), 7.45 (ho
m, H-6"), 7.386 (ddJus~ = 8.4, Ju1~ = 1.8 Hz, H-3"™), 7.234 (2H, MM' part of AA'MM'
systemJam + Jam = 8.6 Hz, H-15"), 6.30-6.15 (2H, v br ol m, Harid H-9"), 4.678 (td]us-

= Jniob' = 8.4,Jn10a= 5.6 Hz, H-9"), 4.329 (2H, dy12-= 5.9 Hz, H-13"), 4.153 (v bri,(6.5
Hz, H-10"), 4.120 (v br t] (6.4 Hz, H-6"), 3.765 (2H, s, H-2 or H-10), 3.70%(3, H-2 or H-
10), 3.605 (4H, s, H-12), 3.30-3.00 (20H, ol m, H#45, H-7, H-8, H-2', and H-10"), 2.969
(2H, t, Iz = Ju1- = 6.2 Hz, H-2"), 2.29 (ho m, H-12a"), 2.25 (hoHA12b'), 2.103 (ttJnsaax-

= Jusbax' = 12.0,Jnsaeq = Jnsbeq' = 3.3 Hz, H-6"), 1.964 (ho m, H-11a"), 1.83-1(S#) and
1.43-1.22 (4H) (H-11b', H-4aeq", H-4beq", H-5a+'5', H-3', H-3", and H-4"), 1.172 (ho m,

H-5d"), 0.95-0.81 (2H, ol m, H-4cax" and H-4dax"

13C NMR (363 K): 174.48 (C-7"), 173.68 (C-15"), 128.(C-14"), 172.97 (C-13"), 170.82 (C-
11), 170.73 (C-13), 169.86 (br, C-1), 166.29 (b41C or C-18"), 165.66 (br, C-11" or C-18"),

156.94 (C-8), 141.72 (C-14"), 135.19 (C-2")313} (C-17"), 132.64 (C-8a™), 131.51 (C-
S104



4a™), 127.35 (C-3"), 126.96 (C-5"), 126.941(C), 126.88 (C-4"), 126.83 (C-8"), 126.6% (C
15" or C-16"), 126.38 (C-15" or C-16"), 125(8%7"), 124.83 (C-6"), 54.96 (br, C-2 or C-
10), 54.03 (C-2 or C-10), 53.72 (C-12), 53.46 (®9"), 52.16 (C-6'), 51.59 (C-10'), 51.13
(C-4 or C-5 or C-7 or C-8), 50.68 (C-4 or C-5 oi7@r C-8), 49.55 (br, C-4 or C-5 or C-7 or
C-8; 49.55 and 49.17 are C-4 and C-5 or C-7 and,@%17 (br, C-4 or C-5 or C-7 or C-8;
49.55 and 49.17 are C-4 and C-5 or C-7 and C-8R6MLC-2"), 43.44 (C-6"), 41.67 (C-13"),
38.74 (C-2Y), 37.51 (br, C-10"), 36.44 (C-3"),58(C-5'), 29.67 (C-12'), 29.24 (C-4a"), 29.15
(C-4b™), 28.45 (C-5a", adjacent to C-4b"), 28(€53"), 27.98 (C-5b", adjacent to C-4a"),

27.36 (C-11"), 22.29 (C-4).

'H NMR Spectra

MB20 in DMSC af 363 K, profon
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MB201in DMSO at 363 K, proton
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13C NMR Spectra
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R = glutamate-urea-lysine binding motif and R' = DOTA chelator
Approximately 12% decomposition observed.

The compound was deemed to be fully consistent igthssigned structure by NMR in terms
of proton count, carbon count, and carbon multipdis. Partial or tentative assignments

based on analogy t®, 14, 17, and19 and/or by the use of incremental shift calculation

'H NMR (363 K): 8.037 (tJu2 = 5.5 Hz, H-1" or H-1'), 7.306 (@12 = 5.5 Hz, H-1" or H-1'),
6.27-6.13 (2H, v br ol m, H-7' and H-9'), 4.14¢u, J (5.7 Hz, H-10'"), 4.086 (v br §, (6.4
Hz, H-6", 3.739 (2H, s, H-2 or H-10), 3.704 (2HHs2 or H-10), 3.608 (4H, s, H-12), 3.22—
2.96 (20H, ol m, H-4, H-5, H-7, H-8, H-2', and H~102.28 (ho m, H-12a"), 2.25 (ho m, H-

12b'), 2.029 (ho m bult, Jusaax = Jusbax= 12.1 Hz, H-6"), 1.962 (ho m, H-11a’), 1.83-1.71
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(5H), 1.67 (1H, ho m), 1.539 (1H, ho m), and 1.4261(7H) (H-11b', H-4aeq", H-4beq", H-

5", H-5', H-3', H-3", and H-4'), 0.919 (2H, ol A4cax" and H-4axd").

¥C NMR (363 K): 174.43 (C-7"), 173.67 (C-15"), 17B.(C-14"), 172.96 (C-13'), 170.73 (C-
13), 169.93 (br, C-11), 166.36 (br, C-1), 156.928(; 55.00 (br, C-2 or C-10), 54.04 (C-2 or
C-10), 53.76 (C-12), 52.12 (C-6"), 51.59 (C-101),15 (C-4 or C-5 or C-7 or C-8), 50.69 (C-4
or C-5 or C-7 or C-8), 49.61 (br, C-4 or C-5 or @7C-8; 49.61 and 49.19 are C-4 and C-5
or C-7 and C-8), 49.19 (br, C-4 or C-5 or C-7 08,219.61 and 49.19 are C-4 and C-5 or C-7
and C-8), 44.61 (C-2"), 43.75 (C-6"), 37.88 (§-26.55 (C-3"), 31.56 (C-5'), 29.66 (C-12,
29.32 (2x C-4"), 28.46 (C-5a"), 28.35 (C-3' or C-5b"),3B(C-3' or C-5b"), 27.35 (C-11),

22.16 (C-4).

'H NMR Spectra

MBZ22 in DMSC af 363 K, profon
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MB22in DMSO at 363 K, profon
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13C NMR Spectra

%‘ —{MB22 in DMSO af 363 K, carbon
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—{MB221in DMSO at 363 K, carbon

3 M WWMWL'M ‘ WMWWWWNWMWUVW
1;5“ 1;0““16‘5‘“‘1(‘50“‘[ppn‘l]

Compound26 . Y& R
3 Hln
o 6
'H, 600 MHz, 303 K g
L ENH
10"
13C + DEPT, 600 MHz, 303 K n
12|l
13"
No decomposition observed. R1470
R=gl ea-lysine binding motif and R' = DOTA chelator

The compound was deemed to be fully consistent iathssigned structure by NMR in terms
of proton count, carbon count, and carbon multifdis. Partial or tentative assignments

based on analogy t®, 14, 17, and19 and/or by the use of incremental shift calculations

'H NMR (303 K): 8.413 (br tJyz = 6.1 Hz, H-1"), 7.634 (thz/e- = 5.9 Hz, H-1' or H-8"),
7.630 (t,Jpz2ve" = 5.5 Hz, H-1' or H-8"), 6.315 (dy10 = 8.3 Hz, H-9'), 6.282 (dl4e' = 8.3 Hz,
H-7"), 4.090 (tdJne = Jn11a = 8.3,Jm11p = 5.2 Hz, H-10"), 4.027 (td7 = Insa = 8.0, sy =
5.2 Hz, H-6'), 4.03 (v br s, H-2a or H-10a), 3.8 s, H-2b or H-10b), H-2b, H-10b, H-12,
and H-4 or H-5 or H-7 or H-8 overlapped with® 3.12-3.03 (5H, ol m, H-2' or H-2" or H-
9" or H-4 or H-5 or H-7 or H-8), 3.01-2.94 (4H,2Hor H-2" or H-9"), 2.857 (th1vs" =
Jnzvior = 6.2 Hz, H-2" or H-9"), 2.25 (ho m, H-12a")22.(ho m, H-12b'), 2.037 (tt,

JHsaax12aax= JHsbax12bax= 12.0,JH5aeq"/12aeq= JHsbeq/12beq= 3.2 Hz, H-6" or H-13"), 1.984 (tt,
S112



JHsaax12aax= JHsbax"/12bax"= 12-21\]H5aeq"/12aeq': JHsbeq/12beq= 3.0 Hz, H-6" or H-13"), 1.914
(ho m, H-11a"), 1.76-1.65 (9H), 1.65-1.59 (1H, hp 153-1.46 (1H), and 1.40-1.21 (10H)
(H-11b', H-11aeq", H-11beq", H-4aeq", H-4bét}12", H-5', H-5", H-3', H-10", H-3", and H-

4", 0.92-0.79 (4H, ol m, H-11cax", H-11dax", eb&", and H-4dax").

¥C NMR (303 K): 175.15 (C-7" or C-14"), 175.09 {Cor C-14"), 174.55 (C-15'), 174.16
(C-14", 173.77 (C-13"), 171.76 (br, C-13), 168(Bf C-11), 165.46 (br, C-1), 157.36 (C-8),
54.94 (br, C-2 or C-10), 54.07 (br, C-2 or C-1®,68 (v br, C-12), 52.33 (C-6'), 51.72 (C-
10", 50.81 (v br, C-4 or C-5 or C-7 or C-8), 50(6%r, C-4 or C-5 or C-7 or C-8), 48.48 (br,
C-4 or C-5 or C-7 or C-8; 48.48 and 48.14 are vd @-5 or C-7 and C-8), 48.14 (br, C-4 or
C-5 or C-7 or C-8; 48.48 and 48.14 are C-4 and@-6&-7 and C-8), 45.14 (C-2" or C-9"),
44.55 (C-2" or C-9"), 44.17 (C-6" or C-13"), @41 (C-6" or C-13"), 38.19 (C-2"), 37.16 (C-3"
or C-10"), 36.87 (C-3" or C-10"), 31.83 (C-29.94 (C-12"), 29.71 (2 %, C-4a" or C-4b" or C-
11a" or C-11b"), 29.61 (2 x, C-4a" or C-4b'Cet1a" or C-11b"), 28.86 (C-3'), 28.85 (2 %, C-
5a" or C-5b" or C-12a" or C-12b"), 28.83 (2x5a" or C-5b" or C-12a" or C-12b"), 27.57

(C-11"), 22.58 (C-4).

'H NMR Spectra
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Compound27

4, 400 MHz, 303 K

5"
3C + DEPT, 400 MHz, 303 K Lo "9“"“\9{'« .
YO H
o. 13
No decomposition observed. o

R1"0

R = glutamate-urea-lysine binding motif and R' = DOTA chelator

The compound was deemed to be fully consistent iathssigned structure by NMR in terms
of proton count, carbon count, and carbon multifdis. Partial or tentative assignments

based on analogy 2, 14, 17, and19 and/or by the use of incremental shift calculations

H NMR (303 K): 8.433 (br tJo- = 5.8 Hz, H-1"), 7.65-7.58 (3H, ol m, H-1', H-8hd H-
15"), 6.317 (dJn1o = 8.3 Hz, H-9'), 6.282 (dlve = 8.3 Hz, H-7"), 4.094 (tdny = Jn11a= 8.3,
Jh1ir = 5.2 Hz, H-10"), 4.032 (tdy7 = Jusa = 8.0,d4sp = 5.2 Hz, H-6"), 4.04 (v br s, H-2a or
H-10a), 3.89 (v br s, H-2b or H-10b), H-2b, H-10H12, and H-4 or H-5 or H-7 or H-8

overlapped with KO, 3.13-3.03 (7H, ol m, H-2' or H-2" or H-9" ofli8" or H-4 or H-5 or H-
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7 or H-8), 3.01-2.94 (4H, H-2' or H-2" or H-9"id¥16"), 3.01—2.94 (4H, H-2' or H-2" or H-
9" or H-16"), 2.26 (ho m, H-12a"), 2.25 (ho m1PB"), 2.09-1.87 (4H, H-6", H-13", H-20",
and H-11a), 1.78-1.58 (14H), 1.55-1.45 (1H, hoany 1.42-1.21 (13H) (H-11b', H-11aeq",
H-11beq", H-18aeq", H-18beq", H-4aeq", H-4bety12", H-19", H-5', H-5", H-3', H-17", H-
10", H-3", and H-4'), 0.94-0.77 (4H, ol m, H-18taH-18dax", H-11lcax", H-1ldax", H-

4cax", and H-4dax").

3C NMR (303 K): 174.97 (C-7" or C-14" or C-211)4.92 (C-7" or C-14" or C-21"), 174.87
(C-7" or C-14" or C-21"), 174.46 (C-15"), 174(@314"), 173.65 (C-13"), 171.72 (br, C-13),
168.84 (br, C-11), 165.46 (br, C-1), 157.24 (C-89,85 (br, C-2 or C-10), 54.00 (br, C-2 or
C-10), 52.64 (v br, C-12), 52.24 (C-6'), 51.63 (@)150.76 (v br, C-4 or C-5 or C-7 or C-8),

50.60 (v br, C-4 or C-5 or C-7 or C-8), 48.39 (©+4 or C-5 or C-7 or C-8; 48.39 and 48.10
are C-4 and C-5 or C-7 and C-8), 48.10 (br, C-€& or C-7 or C-8; 48.39 and 48.10 are C-
4 and C-5 or C-7 and C-8), 45.04 (C-2" or C-9Cel6"), 44.45 (2 %, C-2" or C-9" or C-16"),

44.08 (2 %, C-6" or C-13" or C-20"), 43.94 (Ce8'C-13" or C-20"), 38.10 (C-2), 37.12 (C-3"
or C-10" or C-17"), 37.10 (C-3" or C-10" or T}, 36.81 (C-3" or C-10" or C-17"), 31.78 (C-
5", 29.87 (C-12'), 29.65 (4 x, C-4a" or C-4b'Getla" or C-11b" or C-18a" or C-18b"), 29.56
(2 x, C-4a" or C-4b" or C-11a" or C-11b" or &1 or C-18b"), 28.89 (2 x, C-5a" or C-5b" or
C-12a" or C-12b" or C-19a" or C-19b"), 28.813(}; 28.77 (4 x, C-5a" or C-5b" or C-12a" or

C-12b" or C-19a" or C-19b"), 27.52 (C-11'), 42(6-4").

'H NMR Spectra
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MB32Z in DMZ0 at 303 K, proton
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MB32 in DMS0 at 303 K, carbon
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Compound28 42

5" NT"
o % H
'H, 600 MHz, 303 K ol
°NH
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UDEFT + DEPT, 600 MHz, 303 K n
12"
13"

No decomposition observed. R14™0

R = glutamate-urea-lysine binding motif and R' = DOTA chelator
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The compound was deemed to be fully consistent iathssigned structure by NMR in terms
of proton count, carbon count, and carbon multifdis. Partial or tentative assignments

based on analogy 2, 14, 17, and19 and/or by the use of incremental shift calculation

'H NMR (303 K): 8.858 (br s, H-1"), 8.379 (i> = 5.8 Hz, H-1'), 7.808 (2H, AA' part of
AA'MM' system,Jam + Jam = 8.4 Hz, H-5"), 7.649 (tle- = 5.7 Hz, H-8"), 7.354 (2H, MM’
part of AA'MM' systemJam + Jam = 8.4 Hz, H-4"), 6.313 (d10 = 8.3 Hz, H-9'), 6.280 (d,
Jue = 8.3 Hz, H-7"), 4.376 (2H, dy;- = 5.8 Hz, H-2"), 4.089 (tdlng = Jn11a = 8.3,n11p =
5.2 Hz, H-10"), 4.027 (tdlu7 = Jnsa = 8.1,Jnsp = 5.3 Hz, H-6'), 3.85 (2H, v br s, H-2 or H-
10), 3.63 (2H, v br s, H-2 or H-10), H-12 and H+4B5 or H-7 or H-8 overlapped with,B,
3.12-3.04 (9H, ol m, H-2' or H-9" or H-4 or H-5d¢7 or H-8), 3.02-2.94 (2H, H-2' or H-
9", 2.92-2.85 (1H, v br m, H-2' or H-9"), 2.2to(m, H-12a’), 2.25 (ho m, H-12b"), 2.016 (tt,
Jh12aax'= JH1zbax' = 12.0,In12aeq"= Jni2peq = 3.3 Hz, H-13"), 1.913 (ho m, H-11a"), 1.79-1.67
(5H), 1.66-1.59 (1H, ho m), 1.53-1.45 (2H), and031421 (6H) (H-11b', H-1laeq", H-
1lbeq", H-12", H-5', H-3', H-10", and H-4"), D59[t, Ju11ameq= JH12a-dax' = Jnio" = 12.8 Hz,
H-11cax" or H-11dax"), 0.9091t, Jn11ameq= JH12adax' = Jn1or = 12.8 Hz, H-11lcax" or H-

11dax").

¥C NMR (303 K): 175.00 (C-14"), 174.51 (C-15'), 1I/3(C-14"), 173.72 (C-13"), 171.47 (br,
C-13), C-11 and C-1 not observed, 166.01 (C-75).30 (C-8"), 141.61 (C-3"), 133.48 (C-
6"), 127.35 (C-5"), 127.14 (C-4"), 54.88 (br2@r C-10), 54.05 (br, C-2 or C-10), 53.25 (v
br, C-12), 52.28 (C-6'), 51.68 (C-10"), 50.67 (v®+4 or C-5 or C-7 or C-8), 50.49 (v br, C-4
or C-5 or C-7 or C-8), 49.01 (v br, C-4 and C-Z0s7 and C-8), 45.40 (C-9"), 44.14 (C-13"),
42.02 (C-2"), 38.16 (C-2'), 37.13 (C-10"), 31(&25"), 29.90 (C-12' or C-11a" or C-11b"),
29.86 (2 x, C-12' or C-11a" or C-11b"), 28.853(@r C-12a" or C-12b"), 28.84 (2 x, C-3' or

C-12a" or C-12b"), 27.55 (C-11"), 22.55 (C-4).
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'H NMR Spectra

MB33 in DMS0 at 303 K, proton, thi probe
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Figure 1. Whole-body coronal slices (0.8 mm) derived fraPET imaging of an athymic
BALB/c nu/nu mouse with LNCaP tumor (right truni§cans were evaluated for 20, 40, 60
and 120 min post-injection with 0.5 nmol%86a-labeled.1, 12, 13, 14, 15and16.

@®

120 min p.i. B 120 min p.i.

Q

120 min p.i. 20 min p.i. 40 min p.i. 60 min p.i.

@ @ 0;0
()

120 min p.i. 20 min p.i. 40 min p.i. 60 min p.i. 120 min p.i.

Figure 2. Whole-body coronal slices (0.8 mm) derived froRET imaging of an athymic BALB/c nu/nu mouse
with LNCaP tumor (right trunk). Scans were evalddiar 20, 40, 60 and 120 min post-injection witb @mol

of ®®Ga-labeled. 7, 18, 19, 20.

o P 3 ()

120 min p.i. : 4 120 min p.i.

[/ Y

®
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Figure 3. Whole-body coronal slices (0.8 mm) derived froRET imaging of an athymic BALB/c nu/nu mouse

with LNCaP tumor (right trunk). Scans were evalddiar 20, 40, 60 and 120 min post-injection witb @mol

of ®®Ga-labeled®1, 22 and23.

¢

20 min p.i. 40 min p.i. 60 min p.i.

(]
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120 min p.i.
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Figure 4. Whole-body coronal slices (0.8 mm) derived froRET imaging of an athymic BALB/c nu/nu mouse

with LNCaP tumor (right trunk). Scans were evalddiar 20, 40, 60 and 120 min post-injection witb @mol

of ®Ga-labeled5, 26, 27 and28.
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Figure 5. Time-activity curves for tumor and background and Kidneys up to 1 h post
injection of 0.5 nmol of®Ga-labeledl1, 12, 13, 14, 15and 16. Data are expressed as mean

standardized uptake valgg@UV).
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Figure 6. Time-activity curves for tumor and background &mdkidneys up to 1 h post injection of 0.5 nmol of

®¥Ga-labeledl7, 18, 19, 20. Data are expressed as mean standardized uptale(8JV).
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Figure 7. Time-activity curves for tumor and background émdkidneys up to 1 h post
injection of 0.5 nmol of®Ga-labele®1, 22and23. Data are expressed as mean standardized
uptake value (SUV).
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Figure 8. Time-activity curves for tumor and background éodrelevant kidneys up to 1 h post injection & 0.

nmol of ®®Ga-labele®5, 26, 27 and28. Data are expressed as mean standardized uptiaiee(8JV).
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