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(57) ABSTRACT 

This invention provide pegylated hydroxyesters of rapamy~ 
cin which are useful in inducing immunosuppression and in 
the treatment of transplantation rejection, autoimmune 
diseases, solid tumors, fungal infections, and vascular dis­
ease. 

18 Claims, No Drawings 
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wherein 

R1 and R2 are each, independently, hydrogen or --CO 
(CR'R'MCR'R6)dCR'R8 R9

; 

5 

10 

15 

20 
R7 is hydrogen, alkyl of 1-6 carbon atoms, alkenyl of 2-7 

carbon atoms, alkynyl of 2-7 carbon atoms, 
---{CR'R'),OR'°, -CF,, -F, or -C02R"; 

R8 and R9 are each, independently, hydrogen, alkyl of 1-6 
carbon atoms, alkenyl of2-7 carbon atoms, alkynyl of 
2-7 carbon atoms, ---(CR3R4)_f)R10

, -CF3 , -F, or 
-C02R11

; 

R 10 is hydrogen or -COCH2-S-CH2CH2-(0-
CH2-CH:i),,-OCH3; 

R11 is hydrogen, alkyl of 1-6 carbon atoms, alkcnyl of 
2-7 carbon atoms, alkynyl of 2-7 carbon atoms, or 
phcnylalkyl of 7-10 carbon atoms; 
b=0-6; 
d=0-6; 
f=0-6; 
0=5--450; 

with the proviso that R1 and R2 are both not hydrogen and 
further provided that either R 1 or R2 contains at least one 

20 ---(CR3R'1)1OR10 group in which R10 is -COCH2......._.s­
Cil2Cil2---(0-Cll2-Cil2),,-0CI-I3, or a pharmaceuti~ 
cally acceptable salt thereof, and a pharmaceutical carrier. 

17. A compound which is rapamycin 42-cster with 

R3 and R'1 are each, independently, hydrogen, alkyl of 1-6 
carbon atoms, alkenyl of2-7 carbon atoms, alkynyl of 25 

2-7 carbon atoms, trifluoromethyl, or -F; 

3-h y droxy-2-(2- iodo-ace toxym e thy 1)-2-me thy 1-propioni c 
acid. 

18. A compound which is rapamycin 42-ester with 3-(2-
Iodo-ace toxy )-2-( 2-iodo- ace to xy me thy 1 )-2-me thy 1-
propionic acid, 

R5 and R6 are each, independently, hydrogen, alkyl of 1-6 
carbon atoms, alkenyl of 2--7 carbon atoms, alkynyl of 
2-7 carbon atoms, -(CR3R4)pR10

, -CF3 , -F, or 
--C02R11; * * * * * 
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