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Figure S1: 26r docked into CDK2. The linker nitrogen has been modified to an amide which is 

unable to form a salt bridge to Asp86. However the basic amine of the solubility tag may form a 

salt bridge to Asp86 and the carbonyl of the amide may hydrogen bond to the backbone NH of 

Asp86. The isopropyl group clashes with the protein. 
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Figure S2: Structures of metathesis catalysts employed 

 

Grubbs 2nd generation catalyst (C46H65Cl2N2PRu): [1,3-Bis(2,4,6-trimethylphenyl)-2 

imidazolidinylidene]dichloro(phenylmethylene)(tricyclohexylphosphine)ruthenium: 
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Zhan-1B catalyst (RuCl2[C21H26N2][C12H17NO3S]): 1,3-Bis(2,4,6-trimethylphenyl)-4,5-

dihydroimidazol-2-ylidene[2-(i-propoxy)-5-(N,N-

dimethylaminosulfonyl)phenyl]methyleneruthenium (II) dichloride: 

http://www.zannanpharma.com/en/product.asp  
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Table S1. Pharmacokinetic parameters after single intravenous or oral administration of 27j to 

nude mice 

 IV PO 

Dose (mg/kg) 10 50 

Cmax (ng/ml)   2 

Tmax (h)   28 

Kel (h
-1

) 0.03 0.1 

T1/2 (h) 23 6.75 

CL (L/h/kg) 16.6   

CL/F (L/h/kg)   324 

Vdz (L/kg) 549   

Vdss (L/kg) 437   

Vz/F (L/kg)   3154 

MRT (h) 26.4 10.2 

AUC0-last  (ng.h/ml) 371 135 

AUC0-inf (ng.h/ml) 603 154 

Extrapolate area (%) 38.5 12.6 

R
2
 0.99 0.69 

F (%)  5.11 
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Figure S3: Plasma/time profile of 27j in mice 


