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Figure. 1 Structure of PD 404182 (1), and the Potent
anti-HIV Derivatives (2- 4).
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Scheme 1. Synthesis of PD 404182 Derivatives.
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Scheme 2. Synthesis of PD 404182 Derivatives.
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Table 1. Anti-HIV Activity of PD 404182 Derivatives
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7 H CH=CH 040
8 PhCH=CH H 0.25
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Table 2. Anti-HIV Activity of PD 404182 Derivatives.
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18 H OH H H 2.62
19 OMe H H H 0.41
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Table 3. Anti-HIV Activity of PD 404182 Derivatives. Table 4. Anti-HIV Activity of PD 404182 Derivatives.
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Figure 1. Structures of PD 404182-based probes and
competitive compound.
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Scheme 1. Protocols for the preparation of cell lysate
reacted with probes.

Incubation of cells (10°) with probes (37 °C, 1h)
UV irradiation (rt, 1 min)
Centrifugation (1500 rpm, 4 °C, 5 min)

PBS wash and Centrifugation (1500 rpm, 4 °C, 5 min)
Lysis (4 °C, 30 min)

Centrifugation (13500 rpm, 4 °C, 15 min)

Collection of supernatant
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Scheme 2. Protocols for pull-down experiment and
western blotting (Sav-HRP).

Incubate of cell lysate with streptavidin beads (4 °C, 1 h)
Wash with RIPA Buffer(x 3)

Boiling in sample buffer (35 °C, 1 min)

SDS-PAGE (100 V, 2 h)

'

Blotting (10 V, 1.5 h)
Blocking (rt, 1 h)
Reaction with Streptavidin-HRP (4 °C, o/n)
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Figure 2. Western blotting of probe reacted cell lysate.
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Figure 3. Western blotting of probe-reacted cell lysate.
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Figure 1. Structures of FC131 and FC122.
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Scheme 1. Synthesis of Alkene Isostere-containing
FC131 Derivatives.
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Table 1. Biological Activity of FCI31 and the
Derivatives.

Peptide Sequence ICso
(uM)
FC131 cyclo(-D-Tyr-Arg-Arg-Nal-Gly-) 0.084

7 cyclo(-D-Tyr-y[(£)-CH=CH]-Arg-Arg-Nal-Gly-) 0.33

8 cyclo(-D-Tyr-y[(£)-CMe=CH]-Arg-Arg-Nal-Gly-) 0.50

9 cyclo(-D-Tyr-y[(£)-CMe=CMe]-Arg-Arg-Nal-Gly-) 2.5

10 cyclo(-D-Tyr-y[(£)-CMe=CMe]-D-Arg-Arg-Nal-Gly-) 0.10

11 cyclo(-D-Tyr-y[CH,-CH,]-Arg-Arg-Nal-Gly-) >10

FC162 cyclo(-D-Tyr-MeArg-Arg-Nal-Gly-) 0.29
FC122 cyclo(-D-Tyr-D-MeArg-Arg-Nal-Gly-) 0.063
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Figure 1. Superimposed low-energy structures of FC131 (gray) and the isostere-containing derivatives: (a) 7 (blue),
(b) 8 (green), (c) 9 (yellow), (d) 10-A (orange), and (e) 10-B (pink).




Figure 2. Binding modes of FC131 derivatives: (a) FC131, (b) 7, and (c) 8.

Figure 3. Binding modes of FC131 derivatives: (a)
FC162 and (b) 9.

7= (Figure 1), ZD5H, a7 F A=V
g2 10-A O EEEET FC131 & L <HEL
LTW#E—F, 10-B O EEEEIX
D-Tyr'-D-MeArg® VX7 F REMLIZHOWT
FC131 & T8> Tz,

CXCR4 & D#EEHA DR - NMR T2
FvBesnzREF TOary 7 r A—3
b, EERE S CXCRY O X BRAE SR
BERToOEREL LI, BTFET VS
IZ X B FCI131 & 2 DOFEROFEERANDOME
reit-o7,

F4°. FCI131 TIE, Arig? D77 =V ) %
73 CXCR4 @ Asp97 3 £ (N Asp187 & FHAAE
FALTEY., Arg® DT 2 RAKENFKEKE
ML T Glu288 LAKFREXRY NU—7 %
LT 5 Z &R s vz (Figure 2a),
£/, Arg® O T =T/ FlX, CXCR4 O
His113, Thrl117, 8 LW Aspl71 L HHANEH
LTHEY . Nal' OB /LR =)L FE T Tyr255 8B
XY Glu288 DR & FERAKEITT HKE
EEEFEMR LTV, 26D FCI131 OF
S BRAIEA ST AMEAEERIL. BLTIC
R A VA= EBL_TFR 710 1B
WTHIE L TERD b,

CXCR4 fEAED _@H7 NV 8L Y
AR —EL_RTFRITOaA 7 A—v3a
X FCI31 L IZIERIETH Y, HIHDKE
EeERy hT—7 bR s T e (Fig-

Asp187 ¢

i

Figure 4. Binding modes of FCI131 derivatives: (a)
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