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"P NMR K I N E T I C  S T U D I E S  OF ALKYLATION CHEMISTRY OF 
N , N ' - B I S  (2-(3ILOROETHYL) PHOSPHORDIAMIDIC ACID AND ITS  
CONGENERS 

R.W.KINAS and W. J . S T E C  
Department of Bioorganic  Chemistry,  Cent re  of Molecu- 
l a r  and Macromolecular S tud ied ,  Polish Academy of 
Sc iences  

I f o s f m i d e  ( I ) ,  l i k e  i somer i c  cyc lophosphmide ,  be longs  t o  

t h e  most e Z f e c t i v e  a n t i c a n c e r  d rugs  c u r r e n t l y  i n  c l i n i c a l l y  

t h e r a p e u t i c  u se .  It has  been demonst ra ted  t h a t  I r e q u i r e  

metabol ic  a c t i v a t i o n  t o  e x e r t  i t s  c y t o t o x i c  a c t i v i t y .  
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New congeners  111, I V  and V of a key metabolite of I ,  

N,Nr-bis(2-chloroethyl)phosphorodianidic acid I1 , have 

been syn thes i zed  and 31P NIIR spec t roscopy  w a s  used  t o  

s tudy  t h e i r  a l k y l a t i n g  a b i l i t i e s .  The h a l f - l i v e s  of 111, 

I V  and V under t h e  s t a n d a r d  set  of r e a c t i o n  c o n d i t i o n s  

(111 T r i s - H C 1  b u f f e r ,  p H  7 . 4 ,  37OC)  were c o n s i d e r a b l y  

s h o r t e r  t han  t h a t  of 11. 

[400]/870 

D
o
w
n
l
o
a
d
e
d
 
A
t
:
 
1
7
:
4
4
 
2
9
 
J
a
n
u
a
r
y
 
2
0
1
1


