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Progress on synthesis and biological activity of 2-pyridyl ketone derivatives
ZHANG Ming-feng, LV Zhi-liang, LI Ke(School of Pharmacy, Second Military Medical University, Shanghai 200433, China)

[ Abstract |

Objective To introduce the progress on synthesis and biological activity of 2-pyridyl ketone derivatives. Methods

The information described in literature both at home and abroad was reviewed. Results and Conclusion Based on the results of ex-

isted research,deep study on the mechanism of action and the targets would further promote the development process of these com-

pounds.

[ Key words ]

2-MEBEB KA UK R HE WAy EE— AR
Be 24 LU R AL = O it e i 2 — o By Bl
WA AR 2-M S w Ny TS MR A
ZRAEYENE, MR E D BORE R B
I B TR F A 7 A 4k DA K B 2 4
RIS, 2-MREBMEMEDBELSHREYHRLE, &
T S5 M B 1 1Y) 2-m B R S T A ) R B A B A
Yy Ve, Bl X AR R IRATE I IR L& 1)
RO R 80 PR N BT B ARSCEE N 2-m e
e 2 450 069 A 0 T 1 LA B B TR A TS
VAR BT R TR

1 2-MiRMETEMREERRER

1.1 R AR 20wz 8047 4 2 5 B R
Tenellin 1 J& M — F [ 18 i /8 2030 09 A4 385 7= 9 0 4
EER—F - IEE A EY S REAMAR
KR OGRWKRFEF I — 5. 2R 2-1
BRLE AR EYEE, MERTHEREHE
J& Fischeri It 3R % AR =4 Fisherin 2, %t 2 K 2 3
Y16 1R 58 1 75 14 ; Leporin-B 3 J2& M il 8 8 9 1% 3¢
P BRI 2 0 BT AR A, X B R A M 1R

({EE RN
mail ; mingfeng0502@ 126. com.
[#EA1EEH] ZF Fb. Tel:(021)81871237,E-mail: proflike@ sina. com.

2-pyridone ; antibacterial ; anti-virus ;synthesis

SREAUE(1985-) , B Bl L 89T 4. Tel 18817339563, E-

F Eupenicillium oxysporum W) 2-ft B B fiT 4 4
PF1140 4 #1 Sambutoxin 5 ¥ K Z#H EH#E R &
B AR B Bergmann % 2007 4 7£ Nature [
K F IR KL T aspyridone-A 6 2 2-Mit I FR 17 2E
VI G R B — A R A8 R B A R B - R R 1K
% K A I8 ( hybrid polyketide synthase nonribosomal
peptide synthetase PKS-NRPS) & 51 & /5 1k X
RET OB 1) o A BB B — TR 12kb AE
28 9 A5 11 R o

Gan %) A3 P Bk BHAE Wy vh Xt 40 b 938 4 4 368 B
P R BT B4 2-A BE AR 454 #Y Leuconicines
7-11 EEW (R 2) . NGRS, ZHLEY
X AR 5 B 25 M BURR M LA B X K 3 BT R 25 ) KB
R R IR B 0 40 B PR A (1C, > 25 pg/
ml) fBRAHEA ROE MW TE (L 1)

®1 AW T U EREFBHEIFEANANEEYE

1C,,, pg/ml(pM)

i KB/S* KB/VJ300* KB/VJ300( + )"
7 >25 >25 2.57(7.12)
8 >25 >25 1.98(5.27)
9 >25 >25 3.86(10.75)
10 >25 >25 4.62(12.35)
11 >25 >25 13.52(37.56)

*KB/S A K FFHMHEURA KB 41 F ,KB/VI300 KK FHE 20
KB #fi % ,"KB/V]300( +) A 0. lg KEFMATHM R



BEEKAE 20127 H

Journal of Pharmaceutical Practice, Vol. 30, No. 4, July 25,2012

2SHE3OHEHE 48
249

HO
OH Ho~\ ou{Y Q H
X 7 | H 3 Leparin-B
N0 E : & 1 R:
OH oY R R=PH,R-H
: , R A R: = CHCHMe
1 Ten elin 2 Fischerin | :
I’:I 0 ) 4 PF1140
HO OH H HO OH
N OH O R =h; R: =Me
| = XY™ Ri =Me
N DA
OH B
5 Sambutoxin 6 Aspyridone-A
Bl WMOXAR2-WEMELEGH

7 R=CONH: 9 R = CONH:
8§R=CO:Me 10 R=CO:Me
11 R=COOH

B2 ROUBMNEVRRM-UREREELSY

H 41 Fujimoto LA B Alfatafra 45°) BL7E 1994 4F
HE 38 2k 22 i b oy B4R B B TR T PR Y 2-

F 1992 4 LIS 3T BUR HE I 2-RL0% R A7 AR B 0 & AL L
R Ak A W AL 40 1 3R 31 e MO T B 0 0 O 1 AT
TRETIVEHTII. fFED 4B LI EL N
PEH-EHA L 3-502, 4, 5, 6-DUBLIL I MR B R,
Zi IS AR LA E BRI B R
Sl BEWET — FEm RBE ML R IFER T
WA A 2-IEER AT . 2 kRSN i
HERBBE TR T MEEES, B EK, FAKE
PSP ABE R I 14 ~ 17 (B 4) AR RSN E 1L
MR TFE LA X HEGMAR R (£ 2) ",

0 0
0o 0
MEBEREZE KA =4 12,13 HEH LI 3, E AN on YN Y oH
N R
H
HO HO H HO-. OHOH ~CHs o CH3 r8R1 3
x J 2
1 H H > H -
H Wz 0 ; 14 Ri= D 15Re= SN 13R8=H2N‘km.
OH CHs i EHe HzN\.\ Hzl\é
12 (Fijimoto H) 13 (Alatafta A. A) 1oRs= HLY 19Rs - m'
& iH
17 Re =HINUN,
B3 B AETEERY 2 HRAERASY NS
1.2 ¥4 M2-hoRMAT AW ERL L% B4 RREH2-URBHGTEN
F 2 MR NG T 4 A0 0 HE B BRI B E M (mg/ml) 10
ZHAMEHRE 237823721 YRR E U R
k& NCTC 1775 ATCC LR L] pyog. JUHL R
10 649 Cip. R. 8043 A5 169 EES61 5007
14 0.01 0.78 0.02 0.02 0.02 0.002 0.05
15 0.901 0.239 0.05 0.05 0.02 0.05 0.39
16 0.1 6.2 0.39 0.78 0.39 0.02 1.56
17 0.5 3.1 0.2 0.39 0.39 0.02 0.39
18 0.02 0.78 0.1 0.1 0.1 0.2 0.39
19 0.01 0.36 0.1 0.05 0.05 0.005 .2
FHYE 0.39 >100 0.78 0.78 0.78 0.02 0.2




R ITERAE 201247 H25 HE 0 HP 4 B
250 Journal of Pharmaceutical Practice, Vol. 30, Na. 4 July 25,2012

3CEAMREASFAE N R, 05 HIER
BE AT LA 2 B7 1k SR 75 A8 A\ A PN 8 & AR 2E i BB A
BIRHENKE LY, Dragovich " ELIK 3C &
FIEg P %) % 1) £l 51 A 2-mtiERE i B, B A 2
TREZBEENEHEERNTAY. Lo
2-nbt e R B 60 7 R R LLERAR, 23R B BE N K, &2
H2-BREMKENFMAREN LNERTSHE
FIAEHRAGBIL Y 20(E 5), ZEYH 3C
BEOEMENEM T LA E] 33 oM, ] T34 B 24 Ple-
conaril ) 58 nM,

Os NH;
s
N
O/U\N \;/U\N & CO,Et
H 0 H H

O

3C proteolytic enzyme
CCs=50 UM
ECs=0.033uM

Bs5 2-MtEEESMIC EABMNALTEY

& WA B K% 5 4 (acute coronary syn-
dromes , ACS ) 8 3 # i 0 52 W BLAC A A8 ¥ BB i ™
HEHRZ - HEEXRREFELLMH, CHHE, &
RO PR ERE M 4%, K EEHER IS M RA K,
SEAE VLR A 97 F 8, 5E 10 3 B VI a ( tissue factor
Wa) & & 4 IR PE B8 L ik 12 # R iR g 2 — , Bk X
B Wi 7T LU ST P YR B T AT A R RRAIR ACS
B HiF, Parlow 2% "V7E Pyrazinone 2R 2 4y SRl L
Aok, L 2,5- TRtk 0 o A 4 OB 2 805 KR
BEERALEY 21,22(K6) HKEKB T %2
By 2-miEEA KA AEY . T 14a 5 TFVla i34 5
X-ray B SATHHES T4 5 TFVIa 7& e e
REF4E G RIEMFEA .

NH.
=~
N

QP

NH.

21 R=CO:H
22 R =NH:

ICe=0.1180M
ICs%=0.0521M

6 2-it B FR 4 5E 0 M E VIa HB I £T £

Merk 2B R AL B4 42 80 EHUME L FIR T

Xt 2- Atk B B 24T 4 U TE S B 8 L 2 100 I 48 8 O T
WBs . BEE OO — 4 A, Merk 23 F {9
Hoffman /] 2H 1 Bisagni /N4 % B, &t it — 4
AL 2-nLE BRI A YR HIV-1 % & Ay B %
BEH IR o AT BT SR P A B AN B 4 B 2-nik B AR B A
A& Ha A HE, DL 2- A AR GG IRk, 20
B RN AR 2-nkieE £k, i 5 55— &4 B e
SHEOTEAREREEY 23(ET), &+ ILF
7 AR — HOE A B oM B AY, RZ
KALEY 58 R ER (SAR) Bt R LG
SHEMNHRHET EFENER.

Cl

N

Ly

Joaal
N

O
H

23 1Co=19nM

E7 2-MNEE 3 HIV-1 B R f

¥ iy Nguyen BHIF/NA' ™2 78 L F 3ERE | Xt
WA Y HEAT T B — MR, S h0 T it
IERRIEF b 3 M 4 i L E RN B HENTRG T
EEEM HIV Bk 259, H b &9 24 ~ 26 (A
8) %f CEM-SS #ffi &R & Y iy HIV-1 SR M4 A7)
0.2~3 oM, FAZAMERELHTTER, B
RERABRKHX RS W SR U R %
REFEBETERN TR,

ARFUERM B Z RSP R st L
WARE T —RUSH K EEiHERE— £ 2-
M uE ER AT AE S (1 9) , FEAR A BT HBY &9 48 R4
B bR DB IE T 4T HBY iE . K d
#) 27, 28 RSN H DNA & 4 15t B xf B 25 )
BWEREH2MEUL FEEMRE BLEARE
(6 7 B

2 2-MREAITEMA A ZHRER

2.1 1+2+33RAA mid4 Handy &7 UL
EZER) BAFE ) URERZIRZBE(3)H
RT3 AR RN, Bl LHLLE=
FRRHE AR N8, A 8 fERAMBAMEELL & 10 £5
EMTERGERN3ATEEEGIBRES
My, Hoh 2-mnEEEs £ 5,6 (W AR T ER L
R4t 4 (IR IEF i ER 2 B, — M AEFURK 2,
3B F e R 3 48 4t, Chan £ E 2 & BHF



HEERAEE 201247 25 BE30EF 4
Journal of Pharmaceutical Practice,Vol.30, No. 4, July 25,2012 251

AR L +2 +3 ME2-MEMRH T HELYKN R AR T ERTR. (ILE 10)

~
o\
N
N
HO -
HC HO
24 25 26

ICw = 3nM SI>3 333

ICse = InM SI>3 125 089

ICso= 0.20M SI1>>5 000

8 2-MIEEATFHEMES HIVEEEY

OH o /@/ OV
eg e
o X0

27
1C» = 0.206
SI > 532

B9 2-MtReERsi HBV L&MW

0O

CH; CHO | _ O~ Buanol |
+ Ar” + g2 e B .
(ID)L N/\'Or 517 3 ho°

1 2 3

Yield:

10 1+2+3 R FMETR

2.2 2-{E,2- B AR 2-FTRAEAREHALAE L
#2 Wall &7 D22k B LRI R IR (5) M ER
H52-BABMRE=ZFEHRALITSHEXE PR
4 6 BN 2-AmEE, PIE & 6 7 80% BR AR LA K &R
MEKER D A ERBCMS BB BARLE Y T,
FREREE AT AL B 2-0tt WE B AT A
Wy, R A 1,

Dolle 451 ZEBF 3¢ 2-Mt b R 34 4% 4k Py Xt HIV-1
S B B E M R, L 2o (8) MR R
KA R BRI KR P E k9, PRk 9 W
A ERED ERLSY 10(E 12), BEBEE
SRR BRI AL R T 5 Y, A0 AT L X g
i 3,4 QAT KB G B 1, 523 3,4 RIEH
HIV-1 TR R



B BAE 201247 H 25 A% 30 54
252 Journal of Pharmaceutical Practice, Vol. 30, No.4,July 25,2012

S
POCI
NH: 10%~80%

5

HOAc +

AcONH
70%~80%

Ri= X, NO:, CN

R:=Ar, Ph....

1 2-FM 2-BER2-FEEWRHRLRETRE

~o

steps to obtain =

mediate 9

NHCOC(CHs)

i

NHCOC(CH:)s
M HCl
~ Q

aR=R:=H,X=CH:
b: Ri=R:=CH;, X =CH:
¢: Ri=R:=CHs, X =CHOH

B HEEORELRETE

2.3 3+3%K4A LR Mathews % L h[A] f&
11 A5 3 2-M B ER A7 A, = B 40 = . TERR M SR 1
T ROBEEESHENMAER A S WEBN
Sher— B A BKG R =Y 12,4 R, R
M F BB E R SRERSHREEPRAIE,
ZUuBMERIM RS S Y 13, EAE pH &

CN CNCH,CONH, O)H/K
/ = CO3/CH3CN / F

W, 12h.

R = CH3, OCHj3, Cl, Br, H
Yield: 60%~72%

1T 454 U 56 WUT () 2 5 8T LUA5 B A 8 R R )
MgEA = (B 13), Bib4h,3 +3 K& 8
Fl2-nk W E A 0 B T k2 ULHGE  H P L Merk
7B B 4 W B 25 ABT-719 L K ¥ [H Nguyen.

UREAA P A R HIV-1 6 5% 6 30 8 R BT i
1*’%)[)0
o s~
< CNLHZCONHZ Xylene EN arn
— ||
NH Ac/AcOH 130°C AF "0
80 C 2h R on

13

R = CH;, OCH3, Cl, Br, H
Yield: 70%~90%

13 3+3 e RMETR

2.4 FREHLGEHE AFEHH LUK Abdel
DU R B IR N PR E AR, BRI
M5 Rk 14 FE R BRI, = SR tE 2 T 1|l 3t
RRL. B THUARKE UK 4 (g3 FAE A, 5
Wit R B 2 6 ik R R RS AY I R, B O R B
BN E 2 MR IR G 5 B s & F &
BEEMREEY IS, B EREEE, =K
BLEA T AR 1 A5 R S Rg W AL S f Bk

B 2-me e R 2 A & 9 .

2.5 H4 R Bz Jung-Nyoung % | F§ Pd
HEMAN, FREREN ERAKEESRE 16 &
AR R ERBRILEYS 17, REE Pd/C
BT ERTEMRM4 hBEAIRLEY 18,
B RA G ) R OR MR, PR 4 OBI-
NAP fif ok 18 4 =B 9 B dk b, = R0 8 5 —E B
EHRE.



201247 H25 HE30 5548
Journal of Pharmaceutical Practice,Vol. 30, No.4,July 25,2012

253

OH o

O
x>\
= N R
— >
MeOH + TEA [Hl3% X
fo) 0]
|

15
R = X, MeO, EtO, NO; .....

14 FREHRNTRE

R
O (0] I\ X
i N o~ 7
o 0
14
X S
| Pb(AcO): l
—
B0~ ~N7 HNR.R. Bn0” N7
16 17

NRR:

NRR:
H:, Pb/C =
llf/:e‘(t)}l;lr’EtOAc o N
1. H
18

15 fEAEERENRTRE

3 RE

BT - EER AT Y VLR, VUR S, B

L0, TUM R S5 2 07 | A TR, DR T AR R XS
2- P T S AT AR 0 B R G 1 LA R B IR R s
T B 5 A R % K 24 ol DA K B B i 51 5 7 I
WRMZ—. HE2-MERENEDERS T A
B ¥ PR AL LA S 40 R A 1 R B, 7E B B
R E WA ELAE WA AL LK AE
R G AT RS 2 — SRR ST

(&2 k]

(1]

[5]

(6]

Alfatafta AA, Gloer JB, Scott JA, et al. Apiosporamide, a new
antifungal agent from the coprophilous fungus apiospora montagnei
[J]. J Nat Prod,1994,57(12) ;1696.

Dragovich PS, Prins TJ, Zhou R, et al. Structure-based design,
synthesis, and biological evaluation of irreversible human rhinovi-
rus 3C protease inhibitors 6 structure activity studies of orally bio-
available, 2 pyridone containing peptidomimeties [ J]. J Med
Chem ,2002,45(8) .1607.

Cocco MT, Congiu C, Onnis V. Synthesis and antitumour activi-
ty of 4-hydroxy-2-pyridone derivatives{J]. Eur J Med Chem,
2000,5(5) :545.

Parlow JJ, Kurumbail RG, Stegeman RA, et al. Design, synthe-
sis, and crystal structure of selective 2-pyridone tissue factor VIla
inhibitors[ J]. J Med Chem,2003,46(22) :4696.

Wat C-K, Meinnes AG, Smith DG, et al. The yellow pigments of
beauveria species. Structures of tenellin and bassianin[ J]. Can J
Chem, 1977 ,55(23) :4090.

Halo LM, Heneghan MN, Yakasai AA, et al. Late stage oxida-

tions during the biosynthesis of the 2-pyridone tenellin in the en-

(8]

tamopathogenic fungus beauveria bassiana[ J]. J Am Chem Soci,
2008 ,130(52) :17988.

Bergmann S, Schumann J, Scherlach K, et al. Genomics,driven
discovery of PKS,NRPS hybrid metabolites from aspergillus nidu-
lans[J]. Nat Chem Biol,2007,3(4) :213.

Gan CY, Low YY, Etoh T, et al. Leuconicines A,G and ( - ),

eburnamaline, biologically active strychnan and eburnan alkaloids

. from Leuconotis[ J]. J Natu Produ,2009,72(12) :2098.

[10]

{11]

[12]

14]

(15]

Fujimoto H, lkeda M, Yamamoto K, et ul. Structure of fischer-
in, a new toxic metabolite from an ascomycete, neosartorya fisch-
eri var. fischeri{ J]. J Natu Produ,1993,56(8) :1268.

Li Q, Mitscher LA, Shen LL. The 2-pyridone antibacterial a-
gents: bacterial topoisomerase inhibitors. Med Rese Revi, 2000,
20(4) :231.

Li §, Chu DTW, Claiborne A, et al. Synthesis and siructure —
activity relationships of 2-pyridones; A novel series of potent
DNA gyrase inhibitors as antibacterial agents[J]. J Med Chem,
1996,39(16) :3070.

Klein LL, DeGoey DA, Thomas SA, et al. Preparation and anti-
bacterial activity of pyridopyridone analogs: C-1 modifications.
Bioi[)]. Med,Chem,Let,1997,7(9) :1167.

Meulbroek JA, Oleksijew A, Tanaka SK, et al. Efficacy of ABT-
719, a2-pyridone antimicrobial, against enterococci, escherichia
coli, and pseudomonas aeruginosa in experimental murine pyelo-
nephritis[ J]. J Antimicrob Chemother,1996 ,38: 641.
Dragovich PS, Prins TJ, Zhou R, et al. Structure-based design,
synthesis, and biological evaluation of irreversible human rhinovi-
rus 3C protease inhibitors 8 pharmacological optimization of orally
bioavailable 2-pyridone-containing peptidomimeties [ J]. J Med
Chem,2003,46(21) :4572.

Girotra NN, Patchett AA, Zimmerman SB, et al. Synthesis and
biological activity of flavipucine analogs[J]. J Med Chem,1980,
23(2):209.

(F3% 295 @)



201247 A25 HE30%%E4 4

Journal of Pharmaceutical Practice, Vol. 30, No.4,July 25,2012 295

[3]

(4]

[s]

(7]

oA g AR A% 7K, 2008 ,24(3) 1239,

Greulich WW, Pyle SI. Radiographic atlas of skeletal develop-
ment of hand and wrist[ M]. 2nd ed. California; Stanford Univer-
sity Press, 1959.151.

Bayley N, Pinneau SR. Tables for predicting adult height from
skeletal age: revised for use with the Grenlich-Pyle hand stand-
ards[J]. | Pediatr, 1952,40; 432.

B E RS ARBEEBTEERBERIBNERR
WME[]. ¥ % EZREFR,2009,26(2) ;197

FHE BERAERKEE LT EEPI LR DE S0 #
SR I). BREFR¥R,2010,16(8) 1051
GLaEm, A W EEAAERBRGTEERNREREE /D
JLET]. HEH 2 S0 RSy £ ,2005,6(24) ;451.

(8]

(9]

[10]

Salerno M, Balestrieri B, Matrecano E, et al. Abnormal GH re-
ceptor signaling in chitdren with 1diopathic short stature[J]. J
clin Endocrinol Metab,2001,86(8) .3882.
F R BHAERERBTHREESHENEILHTHT
#r (1] s E BB R 2597 4 5 4 $7,2005,5(1) :15.
WE®R . EH H.% TEALKBENEEENE
EHBNTERERMT R ZHILBE K& E,2010,
25(8) :598.
WM. E FILEREEBRIRKEBTHARII]. WK
JUBH 22,2008 ,26(5) :438.
[ E#]2018-11-11
[2[E1 H K ]2011-12-08

(E#%£253 ®)

{16]

(171

[18]

[(19]

[20]

(21]

[22]

(23]

[24]

(25]

Hoffman JM, Wai JS, Thomas CM, et al. Synthesis and evalua-
tion of 2-pyridinone derivatives as HIV-1 specific reverse tran-
scriptase inhibitors. 1. phthalimidoalkyl and-alkylamino analogs
[1]. J Med Chem,1992,35(21) :3784.

Hoffman JM, Smith AM, Rooney CS, et al. Synthesis and evalu-
ation of 2-pyridinone derivatives as HIV-1-specific reverse tran-
scriptase inhibitors. 4,3-[ 2-( benzoxazol-2-yl) ethyl _ -5-ethyl-6-
methylpyridin-2( 1H) -one and analogs[ J]. J Med Chem, 1993,
36(8) :953.

Saari WS, Wai JS, Fisher TE, et al. Synthesis and evaluation of
2-pyridinone derivatives as HIV-1-specific reverse transcriptase
inhibitors 2 Analogs of 3-aminopyridin-2 (1R )-one[J]. J Med
Chem 1992 ,35(21) . 3792.

Wai JS, Williams TM, Bamberger DL, ¢t al. Synthesis and eval-
uation of 2-pyridinone derivatives as specific HIV-] reverse tran-
scriptase inhibitors. 3. Pyridyl and phenyl analogs of 3-aminopyr-
idin-2 (1 H) -one[ J]. J Med Chem,1993,36(2) :249.

Goldman ME, Nunberg JH, O'Brien JA, et al. Pyridinone deriv-
alives; Specific human immunedeficiency virus type [ reverse
transcriptase inhibitors with antiviral activity [ J]. Proc Nat 1
Acad Sci,1991 ,88 . 6863.

Saari WS, Hoffman JM, Wai JS, et al. 2-Pyridinone derivatives;
a new class of nonnucleoside,

scriptase inhibitors[ J]. J Med Chem,1991,34(9) :2922.

HIV-1-specific reverse tran-

Dolle V, Nguyen CH, Legraverend M, et al. Synthesis and antivi-
ral activity of 4-benzyl pyridinone derivatives as potent and selec-
tive non-nucleoside human immunodeficiency virus type 1 reverse
transcriptase inhibitors[J]. J Med Chem,2000,43(21) :3949,
Benjahad A, Croisy M, Monneret C, et al. 4-Benzy! and 4-bexn-
zoyl-3 -dimethylaminopyridin-2 ( 1H ) -ones: In vitro evaluation of
new C-3-amino-substituted and C-5,6-alkyl-substituted analogues
against clinically important HIV mutant strains [ J]. J Med
Chem ,2005, 48(6) :1948.

Dolle V, Fan E, Nguyen CH, et al. A new series of pyridinone
derivatives as potent non-nucleoside human immunodeficiency vi-
rus type 1 specific reverse transcriptase inhibitors{ J]. ] Med
Chem,1995,38(23) .4679.

Benjahad A, Courte K, Guillemont J, et al. 4-Benzyl-and 4-benzoyl-

“26]

127]

(28]

[29]

[30]

(31]

[33]

[35]

3-dimethylaminopyridin-2( |H ) -ones, a new family of potent anti-
HIV agents; optimization and in vitre evaluation against clinically
important HIV mutant strains{J]. J Med Chem,2004,47(22) :5501.
Lv Z, Sheng C, Wang T, et al. Design, synthesis, and antihep-
atitis B virus activities of novel 2-pyridone derivatives[J]. ] Med
Chem ,2010,53(2) .660.

Hamdy NA, Gamal-Eldeen AM. New pyridone, thioxopyridine,
pyrazolopyridine and pyridine derivatives that modulate inflamma-
tory mediators in stimulated RAW 264.7 murine macrophage[ ]].
Euro I Med Chem 2009, 44 (11) .4547.

Chan BK, Ciufolini MA. Total synthesis of streptonigrone[ J]. J-
Org Chem, 2007,72(22) ;8489.

Chowdhury MA, Abdellatif KRA, Dong Y, i al. Synthesis and
biological evaluation of salicylic acid and N-acetyl-2-carboxy-
benzenesulfonamide regioisomers possessing a N-difluoromethyl-
1, 2-dihydropyrid-2-one pharmacophore: dual inhibitors of ey-
clooxygenases and 5, lipoxygenase with anti-inflammatory activity
[J]. Biol Med Chem Lew,2009,19(24) ;6855.

Wall MJ, Chen J, Meegalla S, et al. Synthesis and evaluation of
novel 3,4 6, substituted 2, quirolones as FMS kinase inhibitors
[J]. Biol Med Chem Let. ,2008,18(6) ;2097.

Mathews A, Anabha ER, Sasikala KA, et al. Simple methods to
synthesize 2, pyridones: reactions of 2, aroyl-3,3, bis ( alkylsulfa-
nyl) acrylaldehydes and cyanoacetamide[ j]. Tetrahedron,2008
64(8):1671.

Schirok H, Alonso-Alija C, Michels M. Efficient Synthesis of 6-
amino-substituted pyridin-2 ( 1H ) -ones using in situ generated
propiolic acid chlaride( J]. Synthesis,2005,18:3085.

Schirok H, Alonso-Alija C, Benet-Buchholz J, et al. Efficient
of 6-amino-5-benzoyl-1-substituted 2
(1H) -pyridinones[ ]]. § Org Chem,2005,70(23) ;9463.
Abdel-Rahman AH, Hammouda MAA, El-Desoky SI. Synthesis

regioselective synthesis

of some new azole, azepine, pyridine, and pyrimidine derivatives
using 6-hydroxy4H4-oxa[ 1 ) -benzopyran-3-carboxaldehyde as a
versatile starting material[ J]. Hete Chem,2005, 16(1) ;20.
Heo JN, Song YS, Kim BT. Microwave-promoted synthesis of a-
mino-substituted 2-pyridone derivatives via palladium-catalyzed
amination reaction{ J]. Tetra Let,2005 46 (27) :4621.

[ e 7% B 3§ 12011-03-14

[#E A% 12012-01-19





