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21 HEMS K . BYWRBEF AR GYUETHRNMES ERT HINEH
. (YL ¥FIELIRE 2 HERBEAXATHERNTENRE AR THY L
AT BRI REE AR REME R AYWEEARERSINHEE XLF
TR SEYFEHHARFANR  FIXRETLURRHTMITFRFOLEYIT T H
e -2

g F MR A R R AR EERE., ITEMIRGYHFENL
B.ABEHNBT AU EGYHRBE SR G RENN A .Y S R
KEFE GYERNIBREAYIERAEREYFRE MFAYMR ST L, UK
HYWRFRE.

ERIETFHRERK, BEEFAUFHIARAL . ZBEATHFELT
MREMBERSRENEE QARG ETHEESH,

AP HELE, IHFEFREFERESE -, KELURFKEMKEF
RER _E HRPEAAEFIAREE-E . AATEAREZTHAREED
EOLAPE¥REAMAREELE. A TEGRERKEREERAE, ILEF
EFBIFEMEMRE R LR ILHPEFBRXIMEDBER.

ABHREAERBHTEPIBRERFERE  SREALZSRAZNEXE
KM RIS —3F RRE 0B RS .

HMTFABHNEEEMRHR 2K, GURMA R Z A TER R, BIF) K
EHEMETERMFEIE.
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HYHTR RIF YR ERRBEANSKRBROTE. 2l HLREGM
FHHL AUFAYHIRARSFEUNELEGMFNERARTE . BEDEEN
A EARAFMROER, —H 55 HHT A A RESE B, X828 21 #
LH AR RAEERYLA.

—. BAYLFEREN

HYRETRNAEE BmTENMME. ZYRELALHA . LHH? NBE
k7 ETEAANREAREERG? AIFAYMEAR . RIT. G- T REREAH
7897

29 ¥4k i% it (advanced topics in medicinal chemistry) BRI HFH YN %
P (discover) F i .1 it (design) Tk . B 54> F (target molecule) & M F . LI &
BIF Y R RSN --T1#8, RELEAGYLFER EX BARRUFEGY
MR RBER.

HYUFEEWEEANFTEREESFUAYHRES AL . GY R RENE
R AP MBERTE AMEATREAYIERARAEYFRE. QA
REFK YRR,

.G MHmRTE

I AV ARFTEL LI EE LB 002 QI Y /E AR T REEE
WEEHLEY . 6 MALEY IR RIS . B EE )RR G RZ Y .
R HRET AT HY .

1. Al 3 & R fedrth o &

HYLFMRFEFRBITMERAFTL  FHRTHEOEIRAEFTHR.MK
F R 25K (new chemical entities, NCE), 7EGI#H G YR+ . FTE ML
FMHELYERER. BRFA RN EREPEZEK B &R (DNA M
RNA) B FEEMERSFE. AEERHGYRITRE &8 M E,

H—AEBEir BEAGHRATENREREY - EARAELRENER
B X AEY AR IZFETEMERS . EdaiEsiPJLEANLE RN
AL EMRN . A AEEMAERELEE., BRTBES HENLER
fiff 25 (oxidoreductases) . ¥ # B2 (transferases) 7K R BF IS (hydrolases) | R B 2K
(lyases) . ¥ 2S (isomerases) & REFAS (ligases) %, HESMBH =44 .15
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B RAMR I ZEmMAI RO RBETRRER. BB TRSLY. F
0,38 T 3 'H % (renin)- Il 5 5 ¥ & (angiotensin)-B¥ [& B¥ (aldosterone) £ 4t i
WA REERHANDEERKERLBACEMH N . B AEODEER HXE
MEFRHEA KRB LEH. BETHE. FATRASEHBSPLERKE D Z4&
(AT HE N BEERR N SZEEE"EFAEERANGY IMERKE I ZH
HEoN, MERKE N ZEBRAN I -LFWEONESY.

HoAWZEER, ZEEHYH —FERLS, RARREREHARHAL T/
—FaF . TR R S A EYEENUFESYRE S NTTEESS
N—RIEYRFERN . BEEFREGBFSYRTERENEYRN . ZEHEA
MR AHEGEZERTRMLZA E# T ZEMBAMBE RN LR, FRUTF
SYUEMERE -ZETRAHY, TR HLESRE, A YEE. MERTYE
FRE MR EEERTRAMSNMEFNES BT OCOBREEFNE A
7 e Hy 26 CH 2R R GER T 8MmE X+ 15 Bt W E R
BT BT Z A B ER,. RAEREE. BT ZEAE LR LR (0 5.7,
oo %) T LA R A R 28

RHE=hBEFEEREN B EEEMUTFEAE FETIENSHAR. G4H
REEHSREEREE. EMNREERTEREARE L, —REHE TS
LA SRR E S REEERK, B RP a8 R A& 3 B sk F
PR AFLBR X S FL PR B R K MR R AR B MR R TE . B E B XY SC A
MEMDERFEEEL . S 5FWESHEHINAE, 20 e 70 FARKIAH —
ZIE5F5E P (calcium antagonists) REENIGIT ORMERROAGY . KPP K
MLRER YR L, INFEAR O  EEH T

2. ®1#7 8 4 byt

AT KRB N ERUE Y EAAMERHE YRR T .
BHREM KBWILEYHITHE, KBE L E P (ead compound) . EFILEY
BFHRESY, NHERY, BRI &M EREIMERE -SEEEENLEY R,
HAEFAE AR LG, G A% P EMARE SR EF T
ANF BRI NEERARHEE, TUERE RFILEYE X H & FhEbE, 317
R EHR S-S FEENAR, REEES BEMEFETENL
av.

3. A HBYHALRI EAR

BIF 25 A AR FI FEE X 09 IR AN L T N R e RN, AR R IB IR
BERNAY. APERTHANERMRNERETH LRSS BWHEHYR. B KR
EMR SERILEMRMTIE Y, PBAEH T MR BE ™Y A8 & ik
B BER4 .

# K ZEZ YA AR 28 RO B9 72 , [/ — R 25 97 6] LL R R 9 JRUL B
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BEAREN, NTTERSHEGRTE. MEAILGRIANAR LR FLHL
RNREE SN R RREILTEREBANAFNCERR . BRERE R
FHEREEAHMAER. U AERSHLEREMEGRITET RIS
YA RTT AR BYALE TR E R T A9 BkAR

YRS NLAT G B REE MR R ESH A  1b, ¥ A R & RN AT 47 Ak R
R R R B BEACRONE AR R VBRI R R M EHER L%, MAYE
ARV TR 2% e BB, R AR B A T R AR i — R AT A BHA B
BEER .

4. & RATAFR

EARRI IR NG ER R MG EEENE, G EF AN TR T L R
T OCEACHE R R AE IR TR K& TS RR Tk REIE REE.
G HEE YA ERE.

HEHBHMRTEEHRENE AMERNESR AR ERR(BELE
AHEETR, KPFEHEAPR.BERT BB B ZBCRRAEREERR .
BRI NFRARE. HEFERARTEFRAAEAAGGERTARANEZL R, BH
RIS AR MIGR A K 2EME R, QR G R EA K5 3Pt
RETEM s 5 AR E YR, IR R SERF R E. 25 EH
Y 5 30 225X A F 98 465 R B R SR L A S0t RO SR 3 L i 354 4 B9 BB 0 45 U Tl
fremath.

5. YIREREADGY, RACHGY

LML R T IR RETA TR MA B FEHURE 0T L J R
B Ah A2 i R R R B AR il PR 25 9 L O RRES W 9 I PR AE S B ST L RN 25 X (R
REZXEMZXEEOL2EMA R, REGYRTE LT, FHKKXR
RES AN . RETLAAREEEEBX S HIEKRRAED T HEAH R

=.HMERMNEE

EREYIR R R BIE NILH R .. RRANRALETEARR =Y
FIREUE O NSRRI B e I M @8 A 2 PRI AP B & T
et AR 4R BUSY B AT R [ A BTG AR SR IR A B R HE an M BRSE R IR IR B MESE . [
JE A FERIRB R AL G RTINS R TR R . Buss HER
K B BR Hh BLA i #45 $RGE F AT Hoffmann & R Z Bt 7K 4% BR /9 J7 2 B B A1 I
PRELFE A — T £ 4 Ehrlich {b 283657 8L & 09 @30 0 L2 259 59 & s TR
BEE 1A .

20 22 AT B A R RAF T . & AR T Bk, B A ﬁi*?‘ﬁf% e
HWEI THFSEMOMERGY UL ¥R EEAY EBRITHEEH 4%
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P K. 1940 4 Woods 1 Fildes TR B # MBS, AU EB THAAYWHIER
VLI, oA FRBAFFIRT HFHRE. '

0PI EEEYY BEXMER . FARNBEEANEH, HYEN
EHEANEMR RS EEE, At A yRETE. AN ENTRE.
KRR EIEERE TESANE, AT AT KA S e s wE £
REFS . W TRANAYNEREARNEAREHIRFHMNFTE LT RIY
B TR & F A R (latentiation) FI R 24 (prodrug) Bt 77 86 AT LL& BUFE IR B
BIfEFAMBEITTENFTLEY. SRNFLEYHEN S RBETHEXRRNHER
kB GFACHEMWBXRERERWHELTHNHR.

20 2 G M BT FHEAR EREXXNBEL RAFNER RETHY
¥R ERE . BAYEROERMR EHEIEFRCENATIER ATMART —F
UM E Y R G R T —SHFMAER. SHREN. LEMS>FEMED
KB TBULKGT Z R R E K507 WA AR a0 35 B W E L B AR S IR A
X HERGERFNHL FHYLENERSAYRITHFESHIT AN R R M
FE.

QL EBSEYBARYE, HEEER AFEENERAR . AGLERAR.
HEEBREERENZALCFUAYRNBRREF AT LA HEAER, MRE
HTIHRELER. '



FIE ASUSYHIKERESMANL

EFHUFRIBEST, CRUEGYHERRARXBIE - RGN —
PEEG. X TFHAKNTR BEREREAS VLS WMERILE RAH T,
DRI R ERA YN ERER EFESESUREHEROLEY. A
TRRM=ENRANERER = ES R EHONRERBRA, —REELIAGE
AR ERUEYE . BEIHFBBGENE M, LIsE S MMEER LN EAE
HR CMAHARE RGE T FEHFRE AR ESEHTHRXRRERN
BARNTR, BB REHR AFERGREETNE K, TR — KH B H
FEAGHHRREY.

RUEMAEABI SR T ERTFRAEMR AL EMIEENILFELSEN.
ERUGYARLETLRANRREGY . TR H THEERR MFERSERER. AR
NEREFEASERNEHRREFR A AEEEGH EEIFREHRAER . XT —
FEMUER B, B he Y. EERI5 RER.

1970 FLART, ERUEMERB LN KRB UG YR MEBER LA, EHEX,
B & %ot A S ) T S A R S5 0 LA R B AR L E LR R R B AR A R T 3
ZHEHENEFUESYHRATIE.

F—T R EERRE

—. B RAFHNERREESLEY

EHYMEREL KREHYERBETERENESLEYEE. HE NG
Y HYHMEY RN B LS EREEYEENYR NRELAESIUEYNE
Bigfe. BAREYYRN AR E T XRAEEAEUN S FESHESE EHY
LFE R TBE N R AR =Y LRI R A 1 7= ¥ (secondary metabolites), — ik 5,
KERB=YREYEITARRP A ENTTE RO EERS BN
F M EMIHEZ8RBERE YN FTEER. KKERSHES ~4E K
ZRBWT-PWHEOMNEDAES TR EMALETFEHEBSORSIIR. K
R R TS ™4 LRI FESHREEZEEREMNEAGES, A E
MEEEOAEEE: T KBRS W R E M ds &
AMIBEABNEHE . XBALRITS A M-S AGER B0, HEAV DR
A BEFH AT, FEFENR XEAYEEYRWmEREY A SAE KA
FHREIFEERATHEALRER ENATGEMMERANFERERS . . AR h ¥
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HEASHNFIEARMAREESGR. BECEMHFANNRERMEY. F
an, 2 TR 3E U AR At SR R S 3 A A 8 PT R I (cocaine) ERIE 1R B RO TR 25 (/)
FRRKBE24) % & K B (procaine) , NE B 43 B 1 ) HMG-CoA X& JE BE 10 #) 57 1% £ Ath
{T(lovastatin) NEWEHF 4 BE LA TOHSEBHEAF RN LEMRG AT BE
# Alcyclosporine A), KA BEEHT 4 K O & E P& 5 K (azithromycin) P & 3198
HYECE KER. . ERNB. SHAYEAN ARG EYEEHRETRA™Y.
AR ONEBEHY HERKAHY LR RAGY . REHERELGY EEFEAY . LK
RS BEHLYENERUESYRARAT=T P RAN.

AABEHYEMRFETIECEHEY . BEYMSIYE, TERZEILG.

(1) BEE., HFEZE(artemisinin) BT B IEE (Artemisia annua ) PR
M—MILERARAS . RAARMEZ @AW . BEEYAAER. EXER
> A A% TS P15 315 B B (artemether) , TR N,

H,C

N\CH,
HEHE % B
() HHE. BOTALBEYIR K b5 19580 S AZBE (paclitaxeD) e — Fi i
SFHEHMEEORS BREMEBEEQ HEEFEANBRRENREAY, IKKHT
BITINEE ILBREANELEEER . AREE. BEEEENRAREEHEDERANSE
KK BEEN . EYFAEE. UBREEICSAEYRITERE M. B2 13 62
BEMTREAAEFEZE. SIS BUAUESHTEMNELUYZHELE
(docetaxel) , JKIEMEM N, iEHR T ECE B XXX MAE . ENATIRK.

R=Ph.R'=Ac %2&®
R=0C(CH;);,R'=H ZW4%Z8

(3) FHRER A, FHRER A RBAEREOH™Y+ 5 &+ aie | 28y — 14
EAHNAEEBRNEKREEY. EIEBREME R FRER A TRIEEN



FoF AFLAMURESHKL 7.

MM A T WK S 40 B » X 8 7 R Y L RZ A B, X B A0 I B I £ R R L B AR
BRIAHEER A puaiRe Kb e 2 A T8 e 8. 3 BERT
KNBETR . FRGSIMEBBREFAERGER NS E 5 REMRRK T E{LER
BTREFHBR.

T EEGNFNBEMMRPREESLEY

ERRFNEMERRTORERAESUGYNERREZ —. REERNER
FIREMAYE BRI, X XA T RREEL R, A S BAYEENS
EREHRE S U RS RETHENI, ~ BX e B R,
REBERULEYHRRARBRENNS., EYHF D TFEYFNS FHEE
MER.FHINEEFHAEXMEARA¥XORE. A RARBIRNA T EWFEEY R
RITHEEIRBL T R SCAYELRE,, T N EHE S Y Y IR A W& AR A S BK R 17 X 3 o 1) {4
ML=y &2 0] LUE R Y0 T80 BB AR SR & 9

— AR LAY E RS EEREE . s RS . DNA fl RNA L
E#FAESEH. Kb BEARNEYVALTSRFLEY S THE S &2 H
B ARG 18 L B BBl R E AL 5 4 8 A 1 15 1R 0 5 W BOAE A R T R B
NN AR ERETUEEEBAFRER TR O TELEYERNEE
L.

EER,ERNEFNF TEYFELERINEBH ST LAY ER £ HIGE
MEAR. FEAENERRRETHEA LRSI EMRKBI T TILE,. AZ
VTR T KEAB ANOFERER. MZEEREY RS T RS Wa8IEE
EREJLFRBETHRANEZR XNETEGSRNGYEITRETERHH
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By A BRI . FA TEI ARG TRER BB A ERELEYHRITUAR
ADME (absorption, distribution. metabolism, excretion, § M M. 43 7 . X 8t 5 HE
MO KB SR T AT sE. BMEEBAZANZHEHERNFEENELT &
A LGE 13 EATE XS A R B 45 W AT R IR BUE BB L G IR SUE WS R L
HR A A 22, 9l ES0RT 7% /SR E R VLIATIEE.

(1) 5-HT, &R, S-HT, Z AN S RAEHAAELE S-HT, Zi&
FIERN ERFRERIAY . M 20 42 70 FERFFL, B HE E MK (metoclopramide) —
HYEAIEM MBS NN A TIER. URIANRE M 2O D. Z &SN G
¥ . BEEX SSHT IR MAMBA . AAF AR EKRIEHIHSE S-HT, ZEH X,
WEUHREIEENESUEMITFRBIIN I S-HT, ZIEH bt 25 R 17 £
7, U0 5 #+ @ 3 (ondansetron) . #% 5 @] 3% (granisetron) %,

O
HO N NH, Cl N/\/N\/
R/
N H.N
H I

S-F @ (S-HT) FEALRE
7 /
O N%\l‘w N
N N—
b AN
H
\
B 71 A3 EEAH

(2) NO &z, &k —AALBANO —HBAIRRERE"H /N F
RfRL20 D 80 FRAPHPAAEEF LI BEREFEREM, AW 5IEEaH
FROER. 1992 F, NOUREIREMENLFERNHE"DF. NOKIER
FEAECHE RE HEFRATHRAFEENEHEYE. ZLOo0ERET,
NO BFR AN EEFIRA T TRy K AN E; ERERLEF.NO hH
M OKEHERORN S FHENT ST REEAEREES FRAXKARKMEY
(HE KE. R EFRMERGEH . NOAME RS RFEREEY RS S5ED
AT K BT R B AL (LFP) , & 5% 3 idiZ B R A A H .

TENG R £, NO A Y MR AR (WM H M HRAR LB E2 AN N E
Pk eiTEdEFENAREOENRARF-ENARENE —EREE
B NO S+ 7 AESFKMENER. NOBLRASEERNEREEMIIEHEHE
ROYER . BT NO BB ol 45 2 B9 e AR 6 (A B M A FEIE T 25 . NO & o] DLBR AR
I 5 40 A B SR A9 M A2 FE AR T B NO 7E ¥ o 892 32 BA1R A, fUdE g i 40



BoF A FhOMURR BRI . 9 .

RBSR . AMASETERESYWRIAEMER.

i}LONOZ NO.O_ H
$H0Noz [
CH,ONO, H Ono,
R H S5 1L 4 S

Q) AEEHERN. NEEREAATHAAE NEEZRERRE, NEH
MFRMMEERTENEE UEFNEFBINNEKRKE. IRAKEER
FERAUHBFEESMOOEAVYNEERRE.

WEERF2LKREFEWA S, ERENERFAFEEFRHEBEKELL
B9, HA B A (bosentan) X Z KK F S K, =95 nmol/L, E M E F BEM 4 Y
EHEEMR,IC, =6 nmol/L, G IKAFIET@HEOHIZR. 5F—LEREERNE
FEURBRELEY RABEEEI SHERAR .44 FEREEMGY S BAE
SEMAZBAY, BB (enrasentan) (3K /54 #H (darusentan) % ¥ 3R 50 14 K¢
- r N RS

O CH

~ 3
H,C :[:j CH,
i CH,

7\
N\I&
NN = 0
L\J bﬁﬁiﬁ;w%:lei\ﬁE@ﬁim
N NN
H

KEHRENGAY

LY Sh 1)
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=, AEERNEENREAESUEY

EARRSEE AT REBEAYEFEAS S HFTEE R T REZE, 4
AR AR M AEN  EANLRFESHEMHEERMAERESEEE. E
RXEZFMESHENE RS AN Z T AR, U A A 4L 5 A 38
BEHBLUESHT ENEKLTF-MHARATEEHERE., SMEENGYIHFLER
ARREE . EEXAEEEDNEANIERAFEEZRTEENAREEEY R
(FFEBOBER, T HEENENETIERAN. FEENENESEEEYRY
WATHLHE S0 FOLH L G TREESUEGWHLARTEEERN.

ANERGE—mBE  EAZEMANEEEEYRMEEER, E0ELF—-HE
FR PRV ERS . VLA YA 3 A Y 78 1 S RRE S 1 AMERIE S5 5 3
AR FEBMA K — RF R, X — L BIRHE S %S (signal transduction) ,
BEESERBEEREER FRTVEKRA, X RERVLEMER.

MEENESESEMELTVHARERY . NMHEMA T W REWE —F
W, WAL AR R PR 2 4 R a2 3 R (neurotransmitters) , #1 Z,
BEAHBE R ML (BEEFELREFLRE. SEKS S REK.
HES, ~E2ZEBRONyEE TR . BERBR. A ERBRUREARAR
(ergothioneine, /)N K 1) & , 25 BR 28 40 28 SRR i Mk AR 55, A 4 0 A T 82 40 AT 3 A
X%, EHEAESHBREERNGESERER. NoRREMSWHELEY
REHRAEE . CNEEHFAMNBEEL . DOEAT A FE S M B E
EAMBEEY R, MK REE R EFHAE ULSALHEN& MR
X EFrEMER ESR . SOBEE . FRBRE PRFEZES. MMEREKEM
FEREARARENFWRAESRAR S W . TMEMK  HREOZSE LR, LR
REBHENEA. S-RERMAKOATEHEACERE. EREFEETAEANE
BT B EMERMNEZEYRERINEEEED R, NESE 0T,
fIIx &ML ATESEIROITE 1%@&5@‘9{53@%&&@%%/\3&%@}1?
BR 4 M I Z A M F(DNA) EFHIE T HEORBY SRR ELSRH. g Tl
L MERGENEHEEY R EFEEHTRZE FBRCKER bk s . T
WA . N RS N UENE IS TR R 3 AR R 3RaE A TS A M S R Y-
DNA BSR4 - EMEE R ARENRR.

MERMES FEPEFRARNER BB CH CBEIFZ AT EE £ HEINEE
HEAR,FEBEMNERRARSTHERN BRESEIRRE.SIET ZEMI
L., RISMEHEAYHTAE BHRARFEERR. —BUGBSHFIERN
BIT YT ErR UL EEE Y B A S H TR Z RN KR
(RMESERERMERFHTEMUEMR UK ZHGYIER LR HEMERNTE
HEEYRATESESERGS FOLE. LU, E THIHEMAYRIT



¥ AFLSBAERRBHA .11 -

i

%

(mechanism based drug design MBDD)Y#JE R EE M 2. MANBEEESEYFE D
MAEFUEYREERR. TEMNEILG.

. 2R TFRRAKGRBEEERIHF

ARG A 53 1 8 PN TR B 4R 2B 8 K (melatonin) B F B A B 4E
PR AR B K7 2 (circadian rhythms, E-BE R ). BEBERENZKS
MT, MT. M MT, =8 T8, MT, TRHAAIRENGRBEEZREERTEY
TR, FESHG TN, BERBEEGFEXZHE . O RBWBCH R E KM%k #
PEESFRE NREERYGH. BRiTZGENMR A MEF R HBREEEELENK.
TEAE A MT, SEHEERESIT

KRR BB E S P EEMNER F I F A BUmE Xt F 2 &
MESIEFEE HAMERBERENEUY L. HEAR T —RIE 5 AL
¥ H o ramelteon BREFI BB EESE MT Z &35, HEAR BB ENE
M. MHSFHHE 2 5 ramelteon X FIRAIENLKE = EW . MaHENAE=
Bt MR EEXN MT RN AOLITER S~4 M RER. #—FHRE
AEEER T FRREARMFESZEEERNEABMEEMN. ramelteon
89 S fEI R M {EXS MT, #9 3 #1 7 b H X BL{& (R # R 38 500 4%,

H H
y v
N N
== ~ O
CH,O O CH,O o < 0 0
s 7 7/ 7/
HN—C—CH, HN-CZR  HN—C—C,H, HN—C—C,H.
HEXRE 1 ramcltcon 2

2. NBEME RS A

MR YEFIERAE AR NN SRS R EEBE(N LGS B
MO, TR A KA B RER A TR AT HE 0 A mE 2 25 4 BT RE R T AR R AE
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