
 
 

• , . 
elhei= C 0 ) liB:l£.age; and 

R 4 is methyl or R' and R 1 together form C...6 alkylene; 

provided rb..a.t R 1 and R 2 are not both H; and 

i?f9~~ ~t_-~o&~l or hyrlroxy~ljC~~J ~. otbef th"'!P ·:~~~etllyl .. or 

ljy~~~~~! 

2. Compounds according to claim 1 selected from the following; 

1. 40-Q-Benzyl-rapamycin 

2. 40-0-( 4 • -Hydroxymethyl)bcnzyl-rapamycin 

3. 40-0-(4 .. -{l~-Dihyd..roxyethyl)]bcnzyl-rapamycin 

4. 40-0-Allyl-rapamycin 

5. 40-0-[3'-{2 .. 2-Dimetbyl-I,3-dioxolan-4(S)-yl)-prop-2'-en-1'-yl]-rapamycin 

6. (2.E. 4'S)-40-0-{4'.S-Dihydroxypent-2'-en-l '-yl)-rapamycin 

7. 40-0-(2-Hydroxy)ethoxycarbonylmethyl-rapam.ycin 

8. 40-0-(2-Hydroxy)cthyl-r.ipam.ycin 

9. 40-0-(3-Hydroxy)propyl-rapamycin 

l 0. 40-0-( 6-Hydroxy)hexyl-rapamycin 

11. 40-0-(2-(2-Hydroxy)ethoxy Jethyl-rapamycin 

12. 40-0-({3S)-2.2-Dimethyldioxolan-3-yl]mechyl-rapamycin 

13. 40-0-[(2S)-2.3-Dibydroxyproir 1-yl]-rapamycin 

14. 40-0-(2-Acetoxy)cthyl-rapamycin 

15. 40-0-(2-1'1cotinoy!oxy)etb.yl-rapamycin 

16. 40-0-[2-o;-Morpholino )acetox:· ]ethyl-r-pamycin 

17. 40-0-(2-N-Imidazolylacetoxy)ethyl-rapamycin 

18. 4-0-0-[2-(N-Methyl-Ny -pipcrazinyl)acewxy ]etbyl-rapamycin 

19. 39-0-Desmetbyl-39.40-0.0-ctbylene-rapamycin 

20. (26R)-26-Dihydro-10-0-(2-bydroxy)ethyl-rapamycin 

21. 28-0-Methyl-rapa!Dyci!l 

12. 40-0-(2-AIIJ.inoethyl)-rapamycin 
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40-8'2.-Acetaminoethy 1)-rapamycin 

24. 40-0-(2-Nicotinamidoethyl)-rapamycin .., 

25. 40-0-{2-(N-Methyl-i.midazo-2 • -ylca:rbcthoxamido )etbyl)-rapamyc:;in 

26. 40-0-{2-Elhoxycarbonylaminoethyl)-rapamycin 

27. 40-0-(2-Toly lsulfonamidocthyl)-rapamycin 

28. 40-0-[2-(4" ,5'-Dicarboethoxy-1 ·;i: ,3"-triazol-1 '-yl)-ethyl]-rapamycin 

3. Compounds according to claim 1 where X and Y are both 0, R2 is H. R.l is 

methyl. and R 1 is other thar. H. 

5. A pr~Cs.s _ f~{ ~g compounds according· to any ooe of claims 1 through 4 

comprising the steps of ee~ea ef' eate:i:aa:hle e;· (i) reacteg a rapamycin, 

deoxorapamycin, or dihydiorapamycin (optionally in 0-protected form) with an 

organic radical (R 1 ·oi ~::-~ ~~~ ~-~ · 1 •. optioiiany ·m prorecr~ f~) 
attached co a leaving group @ teeer s~!aflle eeicii:c: e6 ae\:la=al reaetieR eee~eieHS 

. sac~~!. 

(a) x is -~Q'.3~~9- ~E- -~ ~~f:i_on ~~ -~1a.Ce m the presen~ ~! a.n:. aC?~d; ~ 
(b) xis_ CF~~: and -~-~~n takt;~ pl~ee in die preseru:e· ~:ca t?a.Se; 

6. A compound according to any one of claims 1-5 for use as a pharmaceutical. 

A pharmaceutid composition comprising a compound according to any one of 

clai.cls !-3 tO~etber v.ith a pbarnw::eutically a.ccepubJe diluent or earner. 

8. t;sc of a compound according to claims 1-5 in the manufacture of a medicament 

for treating or preventing any of the following conditions: 

(i) autoimmune diseas~. 

(ii) allograft rejection. 
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.,---

~ -
i 

I 

' 

(iii) graft vs. host disease> 

(iv) asthma. 

(v) multidrug resistance, 

(vi) tumors or hypeiproliferari.ve disord~ or 

(vii) fungal infections. 

(viii) inflammation. 

• 

(ix) infection by pathogens having Mip or Mip-like faC!ors, or 

(x) overdose of ma.cropbilin-binding immunosuppzcssants. 

.. . 

9. Ye el fJFee!:t:les, fJf'Beesses. e::""lel 1:1T::i:J:ities sessta:Btially 8::9 ae&~eee eereir±. 

_t_ -· ·--· 

d 
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' ---. .. 
\ 

(Amended) CLAIMS 

y 

18 20 24 

wherein 

X is (H.H) or O; 

Y is (H.OH) or O; 

R 1 and R 2 are independently selected 

H, alkyl, tfiiea:llcyl. arylalkyl, h roxyalkyl, dihydroxyalkyl, 

hydroxyalkylarylalkyl; dihydroxy kylarylalkyl. alkoxyalkyl. acyloxyalkyl, 

aminoalkyl, alkylaminoalkyl, alko ycarbonylaminoalkyl, acylaminoalkyl, 

arylsulfonamidoalkyl, allyl, dihydr xyalkylallyl. dioxolanylallyl. and 
hydroxyalkoxyalkyl 

--~ 

"(I) 
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\. .. 

' ether ( 0 ) liaka:ge; and 

\ 
R 4 is methyl or R 4 and R 1 together form C 2-6 alkylene; 

provided that R 1 d R 2 are not both H; and 

p~qyi4~4 that alko yalkyl or :hydroX,y_~oxy3llcYI )s c:>ther than ·alkoxymethyl or 

hydrpxyalkoxyme 

/ 
2. Compounds according to claim 1 selected from the following: 

1. 

2. 

3. 

4. 

5. 

6. 

7. 

8. 

9. 

10. 

11. 

12. 

13. 

14. 

15. 

16. 

17. 

18. 

19. 

20. 

21. 

22. 

ymethyl)benzyl-rapamycin 

ydroxyethyl)]benzyl-rapamycin 

40-0-[3 • -(2,2-Dim thyl-1,3-dioxolan-4(S)-yl)-prop-2'-en-1 '-yl]-rapamycin 

(2'E, 4'S)-40-0-(4 5'-Dihydroxypent-2'-en-1 '-yl)-rapamycin 

40-0-(2-Hydrdx e carbonylmethyl-rapamycin 

40-0-[(3S)-2,2-Dimeth ldioxolan-3-yl]methyl-rapamycin 

40-0-[ (2S)-2,3-Dihydro yprop-1-yl ]-rapamycin 

40-0-(2-Acetox y)ethy l-r 

40-0-(2-N icotinoy loxy)et 

40-0-[2-(N-Morpholino )ac toxy ]ethy 1-rapamycin 

40-0-(2-N-lmidazoly lace to )ethy 1-rapamycin 

40-0-[2-(N-Methyl-N' -pipe inyl)acetoxy]ethyl-rapamycin 

39-0-Desmethy 1-39 ,40-0,0- thylene-rapamycin 

(26R)-26-Dihydro-40-0-(2-h roxy)ethyl-rapamycin 

28-0-Methyl-rapamycin 

40-0-(2-Aminoethy l)-rapamyc1 
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