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2 R S I
/ \

gﬂléé"gﬁﬁﬁs

A

NTETETERZ L, BREATEREIE, WEE
N, MBS —T A TEHELT o




> TTE
> T «lk TEIEEE AR

> p

> S5

WELE R, RZIR

: TR

Ka: FRH M

> SRR
> WRERTER:

> T fieFe i
> A2 I N

}QA,ﬁ; % z5) rt‘

s SR1E

5, W

LUJL

=
] I‘l\n’ ha

B E
B E

JIr

3

2, kT

=)

T259162.5% &4 F

=



2 EAE R E R BB

> B Ve 1 R P R /RN 5 2 A ) — SRR R
VHE: THAEERATMES. FIK,

v @ﬁ@ fh A A VYRR — e R
v IIFEEANEEZE: XEEEmAK.

v R BlIRERF RN NERAGTE.
v 53eREARER . JLERIK.

VAR RMN: .

> XA FEIBh Y1 RIREE AR BIVE R A i o B ZE AR K
> AN TE R E R E AR .

i




BRI

X3

IR AR A 715

RS

SEF A1) -log

Overington JP, Al-Lazikani B and Hopkins AL. How many drug targets are there?
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Wood JM et al. Biochem Biophys Res Comm, 2003, 308: 698-705
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Sunitinib gefitinib staurosporine

Kd TK, nonreceptor tyrosine kinases;
. <1nM RTK, receptor tyrosine kinases;
TKL, tyrosine kinase-like kinases;
@ 1-10 nM CK, casein kinase family;

PKA, protein kinase A family;

® 10-100 nM CAMK, calcium/calmodulin dependent kinases;
@ 100 nM=1 uM CDK, cyclin dependent kinases;
o 1-10 UM MAPK, mitogen-activated protein kinases;

CLK, CDK-like kinases.

Fabian MA, Biggs Ill WH, Treiber DK et al. A small molecule—kinase interaction map for
clinical kinase inhibitors. Nature Biotech, 2005, 23: 329-336
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&FIE (0.1 mg/kg) | FHIE (1.0 mg/keg) | HHE (10 mg/kg)
i | it | HE | K | P | & | Kl | P | §iE
R | B | RRME | BEYE | MR | R | BRYE | R | EE
21 5 1 207 52 10 | 2100 | 520 100
neg/ | pg/ | npg/ | ng/ | pg/ | neg/ | ng/ | pg/ | pgl
mL mL mL mL mL mL mL mL mL

Lipinski C. “Aqueous solubility in discovery, chemistry, and assay changes”,
Chapter 9 in van de Waterbeemd H, Lennernaes H, Artursson P Eds. Drug

Bioavailability,(Wieley-VCH Verlag GmbH & Co. KGaA) p 222,2003
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> %7,'(-@ V;*H?% Waring, M. J. Lipophilicity in drug discovery. Expert Opin

Drug Discovery 2010, 5, 235—-248.
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> %CYP*[I]%I *H?%Lewis DFV Jacobs MN, Dickins M. Compound lipophilicity for

substrate binding to human P450s in drug metabolism.Drug Discovery Today 2004, 9, 530-537
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> —%ﬂ]fﬁu h E RG*H?%WaringMJ,; Johnstone CA quantitative assessment of hERG

liability as a function of lipophilicity. Bioorg. Med. Chem. Lett, 2007, 17, 1759-1764..
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> Qﬁlréi*ﬁ 9& Hughes, J. D.; Blagg, J.; Price, D. A.;. Physicochemical drug properties
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Hann MM and Opera TI. Pursuing the leadlikeness concept in pharmaceutical
research. Curr Opinion in Chem Biol. 2004, 8:255
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> o'l b BREE 2K :ETL?"JWI‘E@% (prazosin) 5
19744 E1T, 897 R IMLEFIET 5 IR AEK .

> 11425 b1 H’J’éﬁuﬂ%% (terazosin) , HJ¥4mkig

HH RIS R, REKERE, 5F TN
230 T Wk e IEs (Dr Martln Winn) .
N/\\,p

NH; NH
HsC” mN HsC” :@ﬁ\
HiC. N//kN ~ A HaC. N)\
K/N o)
o)

RS 1.1 mg/mL 28.1 mg/mL
ORRFIHEF)  57% 90%
F R 3h 12 h
K] 3%/H 1IH

Kuncl JJ. Pharmacology of terazosin. Am J Med, 1986, 80: 12-19



HIV 3 3 B 6] 77
2 T i T - 7K v A - 0 ik R M- i

L-685434 Indinavir 1C50=0.41 nM
IC50=0.3 nM ZHH31C50=100 nM

41 f11C50=400 nM o AR, %

KA R A B AR F EEF=60%

7& 1 AR A= 00 P B
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0 LN OH 0O
HO 0O HN_ . cl ol
AT A L XX
O)§<\N S0 OCHj

/\fo
)\io&”j\;o\@owg
1IC50=0.004 nM K& AR IC50=0.021 nM 7K ¥ #EM:
& PR TR 55 NSPET E T
> BARSNEMHIBE, HBEEK, EATTEE,
>h: MANBEEDE, EHERK, EERAEEER.

Al-awar RS et al.  Med Chem, 2003, 46:2985




A B R AR ATETUHI:
oA B AR I DL A T RR A A= R FH

SB 209670 B4 3H (Enrasentan)
ETA,Ki(nM) 0.43 1.1
Caco2 (cm/h) 0.0075 0.2045
F(%, XR) 4 66

Ellens H et al. Adv Drug Deliv Rev, 1997, 23: 99




Factor Xa#lifil 7
3G 0>k Ag PR 33 R AT WAL

FsC - FsC -
N I N'H N I N/CH3
© N’\( "CH,4 © N,\( "CHy
N N
HoN \ g/ HoN \ &
N-O N—O
Factor Xa Ki 0.12 nM 0.19 nM
t,2(h) 3.7 3.4
Vd ss (L/Kg) 4.6 5.3
Cl(L/h/Kg) 1.1 1.1
Caco-2(x10-¢ cm/s) 0.2 5.6
F(%) 24 84

Quan ML et al J Med Chem,

2005, 48:1729)
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IC50=25 nM IC50=4 nM
BEE<10pg/mL  BFE=1mg/mL
Fray MJ et al. JMC, 2001,44:1951
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o \ (CooczHﬁ
5 He
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O,N N0 O,N Nj;O
H H
PNQX

W =8.6pg/mL ¥EEE=150pg/mL
> PNQX{E AMEHEIRE, BB BEEE, £

RS & . HPmE, FBREARRM.

Nikam SS et al. JMC, 1999,42:2266
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NZ>N-CHjs
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E e >
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O CN NH2

CN

#EIEHYT (vildagliptin) BEVDFNT (saxagliptin
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em., 2002, 45: 1697-1711

J Med Chem 2005, 48: 5025
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IC5,=20 nM
Kim DJ et al. J Med Chem, 2002, 45: 3905-3927
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T R HEE
Gauthier JY et al. Bioorg Med Chem Lett, 2008, 18: 923=928
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1R 15 BB ) L 3% 75 5E

>ER: EXFFRRY; AIFK37°C t,,=5 min

X

ST HREM: R TREMR BTN, AHK37°Ct,,=3 h
O/CHg,

"oH O

Diflomotecan phase I, &' [X Elomotecan phase Il, & [

Lesueur-Ginot L et al. —ring nmodified camptothecin with enhanced lactone
stability, ratains topoisomerase I-targeted activity and antitulor properties. Cancer
Res, 1999, 59: 2939-2943



ReeARC e 1 - Bl 254X
> HZKIR /R (propranolol) HIZEI A —MIMESHEE /8
FENEYR /R (timolol) , F&E T IS 1.
PIRE T OREVFIHE, FBRTERR.
>/ 7 idBBB. PR RXEIRIER
>IE T POy E T RN

K
J\ O O : N
O/Y\” O\l | 4 N
OH \(%N
¢
Propranolol timolol

Wilson TW et al. Propranolol and timolol: bioavailability, plasma concentrations,
and beta blokade. Clin Pharmacol Ther, 1982, 32: 676-685
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IC50 = 2pM IC50 =1 nM
MW =369 MW = 591
log P=5.7 logP=17.3
HBD =0 HBD =1
HBA=3 HBA =6

1 AR I AR 22
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N/\/\/D\i> ﬁN/\/\/Ni
Wk &Y 0 QNTNJ 0

EC,,=0.025uM
t,,=4.6 min

EC,,=0.063uM
t,,=52.3 min

Tandon M et al. BMCL, 2004, 14:1709; Science, 2007, 317: 1881-1886
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