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Fig. 1. Synthesis of chiral indomethacin prodrugs 2a—2e.
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Fig. 2. Chemical structure of indomethacin prodrugs 3a—3x.
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Fig. 3. Synthesis of indomethacin diester prodrugs ba—bh.

[RER - B2

A RAZ T a KTy 72a-2ell8B T, hCESITIXI-A hF¥ T 7 a /X -2-( L= AT )W2b & 7 F-3-
A 2= A NI AT N2 DNMKGIFHREZITRE L 3-7 r-1-T ==L T u/-1-A VT AT N2 E1-7 =
SIS 1A VT ATV 2el R &SRO TR R 2005 2L LD FEN S - 7= (Fig. 4A), F7=. M
KR DN b @ o 12 (B -7 h=3—A =24 LT AT L (R) —2¢ % AV N ThCES1 DAl IZhCES2, AADAC THIIZK
IR L7T= & Z A hCES1TOMIKSY R IXhCES23 L ORMADAC & Fhili L C30f5LA T~ 7= (Fig. 4B), Zh
IZhCES1ASA & RAZ 7w KTy 72a-2e D EFRANK RS ToH Y . hCESHI3-7/ mu-1-T7 = = /L7
Rl ANVTZATN2E - T 2=V H -1 VT AT 272 EDR DIV AT UL Z & OARFH
DA T DRIV EmNEEZHND, CESIC K DREEMELEZ T D71 KT v ZRIBEIZBW T, FHTAH
HFOIZ T = =V ZFF LB TlE=F v F A~ — M TR R IR T D ER B D,



b

H (S)form
m (R)-form

1
II || :
= _H
m—
2b 2¢ 2d

S

&
hydrolytic rate
(nmol/mg protein/min)

hydrolytic rate
(nmol/mg protein/min)
(=

2e hCES1 hCES2 AADAC

Fig. 4. Hydrolytic rates of indomethacin prodrugs 2a—2e in hCES1 (A) and hydrolytic rates of
indomethacin prodrug (& -2c in hCES1, hCES2 and AADAC (B). Values are means £ S.D. (n = 3).
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Fig. 5. Hydrolytic rates of indomethacin prodrugs 3a—3x in hCES1 (A) and hCES2 (B). Values are
means * S.D. (n = 3).
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Fig. 6. Hydrolytic rates of indomethacin prodrugs 5a—5h in hCES1 (A) and hCES2 (B). Values are
means *= S.D. (n = 3).
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