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X-ray structure of compound 3a
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Schematic representation of the proposed binding mode for compounds 3m and 3n in the

p53 binding domain of MDM2.
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NMR Spectra
Compound 3a
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Compound 3b
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Compound 3¢
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Compound 3d
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Compound 3e
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Compound 3f

wsz—6-12-1

ppppppppppppppppppppppppppppppppppppppppppppp

““‘“*‘\%%%W\\L{%mﬁé‘wyl I\\W// N SN

_=1.274
—1.250

MUUJU JJJJ LJL_JJJL

9.0 8.5 BO 5.5 50 4.5 40 3.5 25 1.5 10 pprn

N rr rrﬁ 131 4 |.s.{ l;s.l

wsz-6=l2-1
s s o
g ot
a e BRUKER

——178.35
—162.93
—— 160,48

7.0

76.7
—_—65.27
—51.33
——48.26
—42.18
— 33.80

é":f

T I I I I I T T T T T I ] | I I I I

T T
200 190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 ppm

S9



Compound 3g
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Compound 3h
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Compound 3i
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Compound 3j
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Compound 3k
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Compound 31
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Compound 3m
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Compound 3n
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Compound 30
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Compound 3p
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Compound 3q
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Compound 3r
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Compound 3s
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Compound 4a
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Compound 3aa
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Compound 3ab
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Compound 3ac
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HPLC Profile for compound 3a

VWD1 A, Wavelength=254 nm (W SZ\W SZ-4-25-6-3.D)
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5 10 15 20 25 30 35 mi
Peak RetTime Type Width Arca Height Area
# [min] [min] [mAUT*=] [mAT] %

—mm= | |==== | ======= e e | === |
1 7.587 BB 0.3086 982.31836 48.22985 64.9527
2 21.334 BB 1.0357 530.04230  7.55330 35.0473

VWD1 A, Wavelength=254 nm (W SZ\W 5Z-4-25-DCM.D)
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5 w0 15 P s i
Peak RetTime Tvpe Width Area Height Area
$ [min] [min] [mAlT*=] [mAT] %

L b [oresen [ mensenen | e [ et | e |
1 7.555 wv  0.3097 1813.04980 BB.62662 44.5640
2 21.250 BB 1.1015 2255.37158 31.41987 55.4360
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VWD1 A, Wavelength=254 nm (WSZWSZ-4-25-R5-1.D)
mAl o
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Peak RetTime Type Width Area Height Area
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——————————— | === | m===mmm | === mmm e s | mmm e |
1 T.456 BV 0.2908 1.160592e4 605.19686 50.0317
2 20.715 BB 1.0537 1.155845e4 170.B86116 49.96E3
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