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CLAIMS

CLAMS]
Want beclaimedis

1. A compound of the structure

whcrein R and R' ass each, independietly, ~&-(CH,R?  or hydrogen;
an mﬁo\\uﬁm\w o¥ ?aw 3 ‘.:'96\\‘\&\*0\{-

R2 is a heterocyclic radical of 5-12 e%bon—atoms having at least one N, O, or S, which
A may be optionally mono-, di-, or tri- substituted with a group selected from
alkyl of 1-6 carbon atoms, arylalkyl in which the alkyl portion contains 1-6
carbon atoms, alkoxy of 1-6 carbon atoms, cyano, halo, hydroxy, nitro,
carbalkoxy of 2-7 carbon atoms, trifluoromethyl, trifluoromethoxy, amino,
dialkylamino of 1-6 carbon atoms per alkyl group, dialkylaminoalkyl of 3-12
carbon atoms, hydroxyalkyl of 1-6 carbon atoms, alkoxyalkyl of 2-12 carbon

atoms, alkylthio of 1-6 carbon atoms, -SO3H -PO3H, and -CO2H; tire
n=0-6: Fhe ~(o(cn,)p~ mddy ro Q% bew\cs%o a catlyon 0\\*0\0/\@38 R2.

o

with the proviso that R and R! are both not hydrogen, or a pharmaceutically acccptablc
salt thereof.

2. The compound of claim 1 wherein Rl is hydrogen or a pharmaceutically
acceptable salt thereof.
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3. The compound of claim 2 wherein Rl is hydrogen and n = 0 or a

pharmaceutically acceptable salt thereof.

4, The compound of claim 3 wherein R? is pyridinyl, pyrazinyl, triazinyl,
pyrimidinyl, pyridazinyl, imidazolyl, pyrazolyl, quinolinyl, tetrahydroquinolinyl, or
isoquinolinyl, or a pharmaceutically acceptablc salt thereof.

k&,&"“""w‘“x

S. The compound of claim 1 which ;rapamycm 42-ester with 2-methylnicotinic
acid.op.a phasmaeeutically-acceptahle salt thereof.
Lemm .:Phe-eempetmd-of-clmm—l-whiehzmrapamycm 42-ester with nicotinic acid-er-a

carboxylxc acid or-a-pharmaceutica
~t{——TFhe-compound 0f Chaimrt-whieh-is rapamycin 42-ester with 1-methyl-1,2,3,4-

tetrahydroquinoline-6-carboxylic acid;or a pharmaceutically acceptable salt thereof.
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wherein R and R! are each, indepeddently, —C~(CH))_R?> or hydrogen;

R2 is a heterocyclic radical of’5-12 carbon atoms having at
may be optionally’mono-, di-, or tri- substituted wi
n atoms, arylalkyl in which the alkyl

alkylof 1-6 ¢
carbon atodis, alkoxy of 1-6 carbon

carbalkpky of 2-7 carbon atoms, triflnoromethyl, trifluoromethoxy, amino,

mino of 1-6 carbon atoms per alkyl group, dialkylamin
bon atoms, hydroxyalkyl of 1-6 carbon atoms, alkoxyalkyl of 2-12°carbon
atoms, alkylthio of 1-6 carbon atoms, -SO3H, -PO3H, and -COoH;

di

0-6;

with the proviso that R and R1 are both not hydrogen, or a pharmaceutically acceptable

salt thereof.

stone N, O, or S, which
group selected from

rtion contains 1-6
atoms, cyano, haloNhydroxy, nitro,

] of 3-12
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wherein R and R! are each, indepénd ently, ~C—( nRz or hydrogen;

R2 is a heterocyclic radical ¢f 5-12 carbon atoms having 2t least one N, O, or S, which
may be optionalfy mono-, di-, or tri- substituted with a group selected from
alkyl of 1-6¢arbon atoms, arylalkyl in which the alkylN\portion contains 1-6
carbon gtoms, alkoxy of 1-6 carbon atoms, cyano, halojy hydroxy, nitro,
10 carbalkoxy of 2-7 carbon atoms, trifluoromethyl, trifluoromethoxy, amino,
dialkylamino of 1-6 carbon atoms per alkyl group, dialkylaminoalRyl of 3-12
carbon atoms, hydroxyalkyl of 1-6 carbon atoms, alkoxyalkyl of 2-12 sarbon
atoms, alkylthio of 1-6 carbon atoms, -SO3H, -PO3H, and -CO2H;
=0-6;
1 with the proviso that R and R! are both not hydrogen, or a pharmaceutically acceptable
salt thereof.
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wherein R and R! are each, indepéndently, —C-VCH,),R? or hydrogen;

5  R2is a heterocyclic radical,6f 5-12 carbon atoms having at least one N, O, or S, which
may be optiongiy mono-, di-, or tri- substituted Wijth a group selected from
alkyl of 1-6arbon atoms, arylalkyl in which the alkyl portion contains 1-6
carbon gtbms, alkoxy of 1-6 carbon atoms, cyano, halg, hydroxy, nitro,
carbaikoxy of 2-7 carbon atoms, triflucromethyl, trifluoro ethoxy, amino,
10 jafkylamino of 1-6 carbon atoms per alkyl group, dialkylaminoalkyl of 3-12
carbon atoms, hydroxyalkyl of 1-6 carbon atoms, alkoxyalkyl of 2-12 carbon
atoms, alkylthio of 1-6 carbon atoms, -SO3H, -PO3H, and -CO2H;
n = 0-6;
with the proviso that R and R! are both not hydrogen, or a pharmaceutically acceptable
15  salt thereof.
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wherein R and R! are each, indep

R2 is a heterocyclic radical of 5-12 carbon atoms havin
mono-, di-, or tri- substituted
alkyl of 1-6/€arbon atoms, arylalkyl in which the alkyNportion contains 1-6
carbon4toms, alkoxy of 1-6 carbon atoms, cyano, haloxhydroxy, nitro,
cagpfalkoxy of 2-7 carbon atoms, triflucromethyl, trifluoromethQxy, amino,
dialkylamino of 1-6 carbon atoms per alkyl group, dialkylaminoalkyhof 3-12
carbon atoms, hydroxyalkyl of 1-6 carbon atoms, alkoxyalkyl of 2-12 casbon
atoms, alkylthio of 1-6 carbon atoms, -SO3H, -PO3H, and -CO2H;

may be optio

n = 0-6:

i
ntly, —C-{CH,),R? or hydrogen;

t least one N, O, or S, which
a group selected from

M.

with-the-provise-that R-and-Rl-are-both-not-hydregen; or a pharmaceutically acceptable

salt thereof, and a pharmaceutical carrier.
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\( -4 A process for preparing a compound of Claim 1 which comprises:

a) acylating rapamycin or a functional derivative thereof with an acylating

agent, or

b) sequentially acylating rapamycin or a functional derivative thereof with
5 two acylating agents.

said acylating agents selected from acids of formula

I
HO-C—(CHp)-R? = I

wherein n and R2 are as defined in Claim 1, or a reactive derivative thereof, if desired
protecting the 42-position of rapamycin with an appropriate protecting group and

10 removing same as required.



