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Q..AIMS 

:Yiftat is claimed is. 

I. A compound of the structw:e 

Meo·" 

0 

whereinR andR1 aree3ich. independ~tly, -~-(CH2)nR2 or hydrogen; 
('.\f\ \1,M$0\tU..~O\~~ o.f r~(' ~c.1~.l ~C\\--V..tC\"~d\ 

I 

R2 is a heterocyclic radical of 5-12 ~'lia-atoms having at least one N, 0, or S, which 

/.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, 

10 carbalkoxy of 2-7 carbon atoms, trifluoromethyl, trifluoromethoxy, amino, 

dialkylamino of 1-6 carbon atoms per alkyl group, dialkylaminoalkyl of 3-12 

:;: :;~!~:~::-::.a:~"'.;;;;;,m.:i~ \l~~rn #-, 
n=0-6; I-he. -(.p(c.\-\,)h- m~ \-0 C\z. be~""'"l to G\ e&<\b°"' e.'l\.oW'\ ~ f\2. 

15 with the proviso that R and RI are both not hydrogen, or a phannaceutically acceptable 

salt thereof. 

2. The compound of claim 1 wherein R 1 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 R2 is pyridinyl, pyrazinyl, triazinyl, 

pyrimidinyl, pyridazinyl, imidazolyl, pyrazolyl, quinolinyl, tetrahydroquinolinyl, or 

isoquinolinyl, or a phannaceutically acceptable salt tl}ereof. \ \ 
ft ~e. o\' t~1o O~\V\\ 

5. 1:M compound of claim 1 which ~trapamycin 42-ester with 2-methylnicotinic 

aQd qr a pbaDB8eealieally aGCeprabJe salt thefCQf. 

&.=-- .:i:he eem~und of elaim 1 whicft..ie. rapamycin 42-ester with nicotinic acie er a 

,pbannaceutietily aeeep~9Je salt thmM>f. 

10 <1- J:be comp0 nnd or claim l ;; ltieh is rapamycin 42-ester with 6-methylpyridine-

3. - i«zeomponnd:of clai111 1 whieh is rapamycin 42-ester with 5-methylpyrazine-

2-carboxylic acid er a phmnaeemiea:lly aecep~elc salt thcroof. 

9':- 'The eem:peund of elaim l V\rftieh rapamycin 42-ester with quinoline 6-

15 carboxylic acid is er a pharmaeeetieaHy acceptable salt thereef. · 

J...Q. =:The cumpnumi ef elaim 1 wbieh-is rapamycin 42-ester with quinoline-8-

carboxylic acid OF-a paarmaeeetieaily aeeep~blo salt thereot o ( 

"' 11. The eeq&und ?f cl@m11 which is rapamycin 42-ester with 1-methyl-1,2,3,4-

tetrahydroquinoline-6-carboxylic acid;or a phannaceutically acceptable salt thereof. 
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wherein R and R 1 are each, indep dently, or hydrogen; 
5 

R2 is a heterocyclic radical o 5-12 carbon atoms having at st one N, 0, or S, which 

may be optionall mono-, di-, or tri- substituted wi group selected from 

n atoms, arylalkyl in which the alkyl 

carbon ato s, alkoxy of 1-6 carbon atoms, cyano, halo, ydroxy, nitro, 

10 carbalk y of 2-7 carbon atoms, trifluoromethyl, trifluorome oxy, amino, 

di mino of 1-6 carbon atoms per alkyl group, dialkylamin 1of3-12 

bon atoms, hydroxyalkyl of 1-6 carbon atoms, alkoxyalkyl of 2-12 

atoms, alkylthio of 1-6 carbon atoms, -S03H, -P03H, and -CChH; 
' 0-6; 

with the proviso that R and RI are both not hydrogen, or a phannaceutically acceptable 

salt thereof. 
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.J.a': A me1hed 'fJf treating transplantation rejection or graft vs. host disease in a 

mammal ia aeeEi iA.ereef whiek eemprises ael.'Biais*eriag an &Rtirejeetion: effeethe 

I -

Meo"' 

wherein R and R 1 are each, inde or hydrogen; 

R 2 is a heterocyclic radi f 5-12 carbon atoms having least one N, 0, or S, which 

may be option y mono-, di-, or tri- substituted w1 a group selected from 

alkyl of 1-6 arbon atoms, arylalkyl in which the alky onion contains 1-6 

oms, alkoxy of 1-6 carbon atoms, cyano, halo, hydroxy, nitro, 

10 oxy of 2-7 carbon atoms, trifluoromethyl, trifluorome oxy, amino, 

lamino of 1-6 carbon atoms per alkyl group, clialkylamino 1of3-12 

carbon atoms, hydroxyalkyl of 1-6 carbon atoms, alkoxyalkyl of 2-12 

atoms, alkylthio of 1-6 carbon atoms, -S03H,-P03H, and-CQiH; 

=0-6; 
with the proviso that R and R 1 are both not hydrogen, or a pharmaceutically acceptable 

salt thereof. 

r 
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~.. Use o\ o...C.O~~cA ~ c..\~,~ .,.....,, c.\~ l \\'\ r~ 
~ ~-e \>o.. ~°'\.' ~"' ~ 0... 1¥'\-E'c(\C. ~ ~ \- ~o< 

)JI!' · ../\. method "'9f treating rheumatoid arthritis in mammal in need thereof wft.ieft, 

II -c- or hydrogen; 

I 

5-12 carbon atoms havin at least one N, 0, or S, which 

may be option y mono-, di-, or tri- substituted "th a group selected from 

alkyl of 1-6 arbon atoms, arylalkyl in which the 

carbon oms, alkoxy of 1-6 carbon atoms, cyano, h o, hydroxy, nitro, 

carb oxy of 2-7 carbon atoms, trifluoromethyl, trifluoro ethoxy, amino, 

10 !amino of 1-6 carbon atoms per alkyl group, dialkylamin yl of 3-12 

carbon atoms, hydroxyalkyl of 1-6 carbon atoms, alkoxyalkyl of 2- carbon 

atoms, alkylthio of 1-6 carbon atoms, -S03H, -P03H, and -C02H; 

n =0-6; 

with the proviso that R and R 1 are both not hydrogen, or a pharmaceutically acceptable 

salt thereof. 
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JS:.~- A phannaceutical composition which comprises a compound of th111 sm1 enu:e 

c..\~~ \ 
OR 

.... OMe 

MeO ... 

wherein R and R 1 are each, indep or hydrogen; 

R2 is a heterocyclic radical t least one N, 0, or S, which 

5 may be optio mono-, di-, or tri- substituted · a group selected from 

alkyl of 1- carbon atoms, arylalkyl in which the alky ortion contains 1-6 

toms, alkoxy of 1-6 carbon atoms, cyano, halo, hydroxy, nitro, 

c alkoxy of 2-7 carbon atoms, trifluoromethyl, trifluoromet xy, amino, 

malkylamino of 1-6 carbon atoms per alkyl group, dialkylaminoalk of 3-12 

10 carbon atoms, hydroxyalkyl of 1-6 carbon atoms, alkoxyalkyl of 2-12 c 

atoms, alkylthio of 1-6 carbon atoms, -S03H, -P03H, and -COi.H; 

n=0-6· 

with the pmriso that Rand R1 are beth net hydl'egea, or a pharmaceutically acceptable 

salt thereof, and a pharmaceutical carrier. 
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\ (!) • .JI/If 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 

S two acylating agents. 

said acylating agents selected from acids of formula 

0 
II 

HO-C-(CH2);-R
2 II 

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 


