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Fig. 1. Chemical structures of the phloroglucinol
derivatives examined in the present study.
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COX-2 —»

0013103 13 1030 1 3 10 30 (ug/mL)
3 4 5
LPS +IFN-y

00 13103 1 31030 1 3 10 30 (ug/mL)

0013103 1 3 1030 1 3 1030 (ng/mi)
3 4 5

0 0 1 3103 1 31030 1 3 10 30 (ug/mL)
3 4 5
LPS + IFN-y

RT-PCR [C L BLEEMH TR OT VDS GFEE
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10 #Glc OH H OH
11 AGlc H CH, Ry
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13 AGlo(6-)Api H CH,;
2
OR,
0
R,0 OH R, R, R3
| 21 H H OH
22 H OH OH
4 23 pgGlc H QH,
Ry R, R;
18 gGlc OH H OCH;
19 AGlc OH CH; o O

H4CO
20 CH, OCH; CH, O
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_ OCH; 24 0
H;CO OCHs ! °
O CH oH
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OCH; O ' R, R,

RI 25 H OH

29 H 26 AGle H
30 OCH;, 27 AGlc OH
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2 7a77—3 RAW 264.7 #iALZ LA NO EAICET DR/ /3% /000
BEgEL /-7 7R /AR OIREIEM

Compound L.R. IC,, (uM)
Indomethacin 52.5% -
Chrysoeriol (6) 10.1 -
Luteolin (7} 13.0 -
Acacetine (8) 14.6 -
Luteolin 7-O-8~D-glucoside(9) 76.2 0.63
Luteolin 7- O-fA-D-glucuronide (10) 63.8 0.29
Chrysoriol 7- O-#-D-glucoside (11) 54.4 0.53
Acacetin 7- O-#-D-glucoside {12) 14.8 -
Acacetin 7-O~(@-D-apiofuranosyl)6-f#-D-glucoside {13) 10.3 -
Kaempferol3-O- 8-D-glucoside (14) 10.2 -
Kaempferol 3— O-f-D-rutinoside (15) 24.3 -
Quercetin 3- O~f-D—glucoside (16) 66.1 0.86
Quercetin 3-O-fA-D-rutinoside (17) 46.8 0.65
3,4,2’,4’-tetrahydroxychalcone 4'-(O-8-D-glucoside (18) 12.6 -
3,27,4"trihydroxychalcone 4'-0-f-D-glucoside (19) 14.0 -
3,4,4’-trimethoxy, 2’-hydroxychalcone (20) 9.6 -
7,3, 4*~trihydroxyflavanone (21) 24.5 -
7.8.3’ 4>-tetrahvdroxyflavanone (22) 16.7 -
7,8,3’,4’—tetrahydroxy flavanone 7- O-f-D-glucoside (23) 3.6 -
7,3’,4° trimethoxy flavannces (24) 17.1 -
Sulfuretin (25) 67.1 0.56
Sulfuretin 6- O-f-D-glucoside (26) 68.3 0.65
Sulfuretin 7-O-f#-D-glucoside (27} 65.7 0.68
6,7,3’,4°~tetrahydroxyaurone {28) 62.9 0.22
4,2’,4’,6’-tetramethyoxydihydrochaicone (29) 2.8 -
3.4,2’,4" 6'-hetramethoxydihydrochalcone (30) 6.9 -

IR. : Inhibitory Ratio (%)
*1001g/m



< AR DR LA R SIS LA R I R T BT ARV AR R B
BEXNT=7 7R AR O EE

Compound LR. Cyp (UM)
Indomethacin 52.5* -
Chrysoeriol (6) 36.1 -
Luteolin {7) 41.0 -
Acacetine (8) 18 -
Luteolin 7-O-f-D-glucoside(9) 85.4 0.24
Luteolin 7~ C~g~D-glucuronide (10) 98.6 0.12
Chrysoriol 7-O-f~D-glucoside (11) 66.7 0.53
Acacetin 7-O-f-D-glucoside (12) 47.6 -
Acacetin 7-O-(@—-D-apiofuranosyl)6-f-D-glucoside (13) 46.3 -
Kaempferol3~ O-f-D-glucoside (14) 52.2 0.46
Kaempferol 3-O-f8-D-rutinoside (15) 74.3 0.35
Quercetin 3-O-F-D-glucoside (16) 66.1 0.66
Quercetin 3~ O~ f~D-rutinoside (17) 56.8 0.72
3,4,2’ 4" -tetrahydroxychalcone 4’~O-B-D-glucoside (18) 52.6 -
3,2’,4’~trihydroxychalcone 4’~O~B-D-glucoside {19) 23.0 -
3,4,4"~trimethoxy, 2’ -hydroxychalcone (20) 22.8 -
7,3",4’-trihydroxyflavancne {21) 54.8 -
7,8,3",4’~tetrahydroxyflavanone (22) 34.8 -
7.8,3’,4’-tetrahydroxy flavanone 7-O-B-D-glucoside (23) 57.7 -
7,34’ trimethoxy flavannoe {24) 55.6 -
Sulfuretin (25) 87.7 0.62
Sulfuretin 6- O-f-D-glucoside (26) 98.9 0.56
Sulfuretin 7~ O-g8-D-glucoside (27) 89.3 0.34
6,7,3’,4’-tetrahydroxyaurone (28) 68.6 0.88
4,2°,4’,6" -tetramethyoxydihydrochalcone (29) 14.5 -
3,4,2’,4’,6'~five methoxydihydrochalcone (30) 12,9 -

LR. : Inhibitory Ratio (%0)
*100ug/mL
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Fig. 4. Direct effects of MJE and its phloroglucinol derivatives on PGHS-1
or PGHS~2 activities in macrophages.

(A) Cells were pretreated with 1 pM cycloheximide for 4 h. Then cells were
washed twice, suspended with fresh medium containing 1 uM cyclcheximide, and
were further incubated for 10 min. MJE, compounds 2, 6, 7, indomethacin, or
NS-308 were added to the cell culture in the presence of 100 uM arachidonic
acid, followed by incubation for 3 h. (B) Cells were pretreated witn 100 uM
aspirin for 4 h. Then cells were washed twice, suspended with fresh medium,
and were further incubated with 100 ng/ml LPES for 6 h. MJE, compounds 2, 6,
7, indomethacin, or NS-398 were added to the cell culture, followed by
incubation for 30 min. PGE? concentrations in the culture supernatant were
determined by Enzyme-Immuno-Assay. The results are presented as the means *
S.E. for two different experiments inveolving duplicate assays. Statistical
significance: **P < 0.01 VS. corresponding controls (cells treated with 100

puM arachidonic acid or 100 ng/ml LPS).



