
Table 13.3 (Continued) 
- 

a;?vpb 
mglcm2h x 103 

s ,v  
Derivative, log Pi , 
R = /vehicle Solubilitya ( 5  SD) cmlh 

&The solubnities are given in mg equivalents of 6-MP per ml of so- 
lution. 
bsteady-state fluxes, number of cells per run = 3.  
cSource: Fluxes of 6-MP from the vehicles from Ref. 21. 

biiities of the bis-derivatives in various solvents are given in Table 
S Y V  s ,  v 

3 along with their respective Ji and Pi from the same vehicles, 
and the comparable data for the mono-series are given in Table 4, 
Plots of the calculated 6i of the prodrugs versus their corresponding 

s,v 
log experimental Pi for the delivery of 6-MP by both series of 
prodrugs f m  water, isopropyl myristate (IPM) , and pmpylene gly- 
col (PG) are given in Figure 6. 

Xt is clear from Figure 6 that there is a fairly good correlation - 
s ,v 

between log experimental Pi and 61 for each series for the deliv- 
ery of 6-MP from each solvent. However, the form of the relatlon- 
ship depends on the vehicle. For the delivery of 6-MP from IPM, 
as the prodmxg becomes more lipophilic and more like the vehicle 

S t V  
(i.e., the value of 6i decreases), the log experimental Pi de- 
creases. Whereas for the delivery of 6-NIP by the prodrugs from 
water, as the prodrug becomes more lipophtlic and less like the ve- 

8,V 
hicle, the log experimentdl Pi increams. Conversely, there i s  

S,V 
not much change in the log experimental Pi values for the deliv- 
ery of 6-MP by the prodrugs from propylene glycol. This last re- 
sult may be because the 6i am not that different from that of 6v.  

The other article that has been published in this area describes 
the effect of the structure of N-Mannich base prodrugs of 5-FU and 
theophylline on their ability to deliver their respective parent drugs 

  




