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Table S1.  X-ray data collection and refinement statistics 

Protein Construct 

ML-IAP/XIAP chimera  

(MLXBIR3SG) 

cIAP1/XIAP chimera  

(cXBIR3CS) 

Resolution (Å) 50 – 1.71  

(1.75 – 1.71) 

31.36 – 1.79 

(1.83 – 1.79) 

Space Group P41212 P212121 

Unit cell (Å) a = 87.4, c = 73.5 a = 35.7, b = 37.4, c = 57.6 

Unique reflections 29,746 (2,145) 6,767 (369) 

Rsym
b 0.055 (0.346)  0.085 (0.467) 

<I/σ(I)> 32.9 (5.7) 13 (2.5) 

Redundancy 7.9 (8.0) 3.3 (3.3) 

Rcryst
c 0.154 0.177 

Rfree
d 0.162 0.230 

Bond RMSD (Å) 0.007 0.011 

Angle RMSD (°) 1.1 1.5 

a

 Numbers in parentheses are for the highest resolution shell.  b Rsym = I − I
hkl

∑ I

hkl

∑ .  

c Rcryst = F(obs) − F(calc)
hkl

∑ F(obs)
hkl

∑ .  d Rfree = Rcryst for a random 5% (MLXBIR3SG) or 10% (cXBIR3CS) of reflections.  

 



 

3

Table S2. Summary of clinical pharmacokinetics parameters for Compound 1 from Day 1 of 

Cycle 1 

Cohort Dose 
(mg/kg)  

Terminal 
Half-Life 

(hr) 

Cmax 
(µM) 

AUC∞ 
(µM⋅hr) 

CL 
(mL/min/kg) 

Vss 
(L/kg) 

1 0.049 N 2 2 2 2 2 

  Mean 3.8 0.18 0.13 20 1.0 

  CV% 40 6.5 10 21 12 

2 0.1 N 3 3 3 3 3 

  Mean 4.4 0.55 0.36 10.8 0.6 

  CV% 28 67 44 40 62 

3 0.2 N 4 4 4 4 4 

  Mean 4.2 1.1 0.84 10.7 0.7 

  CV% 11 24 25 35 51 

4 0.28 N 3 3 3 3 3 

  Mean 3.4 1.4 1.2 12.0 0.6 

  CV% 15 35 28 17 22 

5 0.39 N 5 5 5 5 5 

  Mean 4.0 1.6 1.4 12.2 0.8 

  CV% 12 33 37 36 34 

6 0.54 N 4 4 4 4 4 

  Mean 3.9 3.6 2.7 10.3 0.6 

  CV% 7 101 65 55 72 

7 0.76 N 11 11 11 11 11 

  Mean 4.1 3.3 2.8 11.6 0.7 

  CV% 10 27 23 22 40 

8 1.06 N 3 3 3 3 3 

  Mean 3.7 6.3 5.2 10.2 0.7 

  CV% 10 67 42 42 47 

9 1.48 N 1 1 1 1 1 

  Mean 3.9 7.0 6.8 11.3 0.8 

  CV% na na na na na 
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Figure S1. SK-MEL28 cells were treated with Gemcitabine (0.5 µM) and compound 1 (0.5 µM) 

for 20 h in the presence of the caspase inhibitor, zVAD (10 µM).  At that time the cells were 

lysed in NP40 lysis buffer, immunoprecipitated with the anti-Smac antibody, resolved on SDS-

PAGE, and immunoprecipitates (top panel) and total cell lysates (bottom two panels) were 

immuno-blotted with anti-ML-IAP and anti-Smac antibodies. 

 

 

 


