% *ﬂs {h % DOI: 10.6023/cjoc1108081

WRiIL

Chinese Journal of Organic Chemistry

ARTICLE

A — RS HE FEMRITEYM SRR ET A, B BT Rm SR E R

ﬁ \}Ifﬁ a,b

] &

R RS

(“HPEFBE G EEL R ARTIRT TR RIS E AR BEARFE 830011)
G EBEBRIS AR JEET 100039)

WE O THRe—BEER SN, DR R A 3-S5 A - e o J5OR), 2R A X7 DCC,
HOBt DMAP [F{EHI N, G T 6 AN WL SCHRFRE 12 R me ) — i iR BERL AT A4 3a~3F. T & ML &34
IT IR, "H NMR, C NMR, ESI-MS %53 #1 J7iERAE KWL RSNt A (H3N2, HINT)ZU AN B B0 # i PERF 9. 912D s
LRI (A 3¢ R BAH A (H3IN2)RLF B BURUEOR BRI 1E, LA 3¢ R 3e RILH LLRHAL S H5R 1 HT B
T BTG

KA REIRR, FRERATAEY);, WBOREE, YRR

Synthesis of Novel Isoxazole Contained Rupestonic Acid Derivatives
and in vitro Inhibitory Activity against Influenza Viruses A and B
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Abstract To improve biological activity of rupestonic acid, six rupestonic acid amide derivatives containing isoxazole were
synthesized in the presence of DCC, HOBt/DMAP using the rupestonic acid and 3-aryl-5-isoxazole-methylamine as the start-
ing materials. The synthesized compounds 3a~3f were confirmed by the methods of 'H NMR, *C NMR, IR, ESI-MS tech-
niques and preliminarily assayed in vitro against influenza viruses A and B. The results showed that compound 3¢ showed
better activity against both influenza viruses A (H3N2) and B, and compounds 3¢ and 3e had the higher inhibition against in-

fluenza B virus than the parent compound 1.
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S0 RN PRI, 45 A 4- 80 T R R — A i o P o)
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UL B TARRISERE b, T 8t m— A S W R K 2R
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i~ EE R B B P Lm O 2500 S B, AETH,
PATE LA — A e Wl P A 3- AR IR -5 - P - e g
HIEEL, AR DCC, HOBYDMAP [IEH T, &
BT 6 /N A LSRR T 11— v Il 2 S e I e 8 3 2
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2 W, Scheme 1.
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F1 AEY 3a~3F 0 A (H3N2 F1 HIN DI G000 7505 M st 45 5
Table 1 The results of the rupestonic acid derivatives 3a~3f against influenza A (H3N2 and HIN1) viruses

Against influenza H3N2 virus

Against influenza HIN1 virus

—1\a

Compd. TCsy/(umol-L ) ICso/(umoleL 'Y’ SI° TCso/(umoleL 'Y’ SI°
1¢ 4653 25.77 180.6 > 1344 —

3a 30.6 10.2 3.00 275 1.11
3b 107.9 >9.4 — >0.94 —

3¢ 22.7 1.09 20.83 >0.97 —e

3d 768.0 >85.3 — 230.4 3.33

3e 66.22 >95 — >0.94 —

3f 6.8 >33 — >33 —
Ribavirin 1278 3.88 329.4 1.92 665.6
Oseltamivir’ 1260 1.11 1135.1 15.5 81.29

“50% cytotoxic concentration; b 50% virus-inhibitory concentration, determined by CPE inhibition assay;  selectivity index (TCs¢/ICso); dparent compound; “the ST
can not be calculated, since the highest concentration tested was less than ICsp;” the positive drug, orally more active for anti-influenza virus in clinical to today.

2 WEY 3a~3F 9 B UG EHE AR PRI 45 R
Table 2 The results of the rupestonic acid derivatives 3a~3f
against influenza B virus

Against influenza B virus

—1\a

Compd.  TCs/(umoleL ") ICy/(umolL 'Y’ S
1¢ >4032 >4032 —

3a 30.6 >10.2 —

3b 107.9 >9.4 —

3¢ 22.7 3.25 6.99
3d 768.0 >85.3 —

3e 66.22 9.5 6.98

3f 6.8 >33 —
Ribavirin 1278 14.7 86.9
Oseltamivir’ 1260 >500 —

“50% cytotoxic concentration; b 50% virus-inhibitory concentration, deter-
mined by CPE inhibition assay. © selectivity index (TCs¢/ICsp); ¢ parent com-
pound; ¢ the SI can not be calculated, since the highest concentration tested
was less than the 1Csq; / the positive drug, orally more active for anti-influenza
virus in clinical to today.

2 WA
21 g5

X-4 H Bom WA R e A (AL R e A AR PR
oy A A FE); Varian Inova-400 #% 104 3 9% 1X; Shimadzu
FTIR-8400S £LAMGHHN(H A Byidt il E T AL ™), B (e
HP1100LC/MS(EST ¥5)_Lil .

— R MR B 5y B 4%, HPLC 2H)%: 98%; e
RN R T oA all, AeAl R E— 2B alifl, DY
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22 EYHERSRE
22,1 3-BRRIL-5-2F -0 2a ~ 2f 6956,

G757 SCER[14, 15].

222 N-[(3-BRARRAE-F ek -5-350)- F AR ]-— 4 E
AR BR B A 17 & 4 3a ~ 3 &k 09 — AR id A2

# 0.125 g (0.50 mmol)—F; EHIER A 0.11 g (0.55

mmol) N,N-—3F I % (DCC)% T 8 mL T
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P VORI 1, =i HEPE 10 min J5, # 0.08 g (0.60
mmol)f¥) HOBt A1 0.07 g (0.55 mmol) DMAP Wit 3
mL T DU R, KB EE RN Bk R,
B4 30 min 5, B 0.75 mmol 3-HUC IR RE-5- H -7
Wk 2a~2f M R NAR R, DK B+ 30 min J5, HAR
FHR WAL RN, TLC Rl 564 5, JEHUTTE
DCU, Jik 78 L7, Rl & e il , i
5% [ R AN S% T AR BRI R K e gk, Tk
DRREA T8, WRAR G A B, V(AT - M(CTR S
BE)=5: 1~2: 1, BIf3 HEs=4) 3a~36">1),

N-[(3- PR ik~ S W e -5 i )— R R 1 A5 1 A e I e
(3a): 7F 56%, AMEA. mp. 150~152 C; '"H NMR
(400 MHz, CDCly) d: 0.65 (d, J=6.4 Hz, 3H, CH,),
1.63~1.66 (m, 4H, 2CH,), 1.82 (s, 3H, CHj), 2.01~2.05
(m, 1H), 2.11~2.12 (m, 1H), 2.43~2.54 (m, 1H), 2.56~
2.60 (m, 1H), 2.84~2.89 (m, 1H), 2.92~2.98 (m, 1H),
3.18 (s, 1H), 4.67~4.68 (m, 2H), 5.41 (s, 1H), 5.63 (s,
1H), 6.53 (s, 1H), 6.63 (s, 1H), 7.27~7.77 (m, 5H, PhH);
3C NMR (100 MHz, CDCls) d: 208.4, 174.4, 169.2, 169.1,
162.9, 151.2, 151.0, 138.0, 130.4, 129.2, 128.9, 126.9,
116.2, 100.8, 46.0, 41.6, 38.8, 38.3, 36.7, 35.6, 35.5, 31.5,
12.3, 8.2; IR (KBr) v: 3357 (NH), 2930, 1674 (C=0),
1619 (NH—C=0), 1522, 1443, 1382, 1251, 1174, 944
cm '; ESI-MS (70 eV) m/z (%): 405 ((IM~+1]", 10), 427
([IM+Na]", 40).

N-[(3- X G e~ S W s -5 - 66 ) o - — sl 0 i 1
BERE(3b): PR 60%, AGEA. mp. 168~170 'C; 'H
NMR (400 MHz, CDCl;) 8: 0.65 (d, J=6.8 Hz, 3H, CH3),
1.62~1.68 (m, 4H, 2CH,), 1.83 (s, 3H, CH;), 2.02~2.06
(m, 1H), 2.13~2.18 (m, 1H), 2.44~2.50 (m, 1H), 2.52~
2.62 (m, 1H), 2.84~2.89 (m, 1H), 2.92~2.98 (m, 1H),
3.17 (s, 1H), 4.67~4.69 (m, 2H), 5.43 (s, 1H), 5.61 (s,
1H), 6.47 (s, 1H), 6.52 (s, 1H), 7.42~7.73 (m, 4H, PhH);
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C NMR (100 MHz, CDCl;) d: 208.4, 174.3, 169.5, 169.1,
162.0, 151.2, 138.1, 136.5, 129.5, 128.2, 127.4, 116.3,
100.7, 46.1, 41.6, 38.9, 38.3, 36.8, 35.6, 35.5, 34.1, 31.5,
25.8, 25.1, 12.3, 8.2; IR (KBr) v: 3324 (NH), 2927, 1688
(C=0), 1623 (NH—C=0), 1526, 1429, 1383, 1178,
1093, 921 cm™'; ESI-MS (70 eV) m/z (%): 439 ((M+1]",
15), 461 ((M+Na]’, 10).

N-[(3- ] G AR J — S gt e -5 -5 )— R R 1—— T 5 1
BEfE(3e): PR 63%, M. mp. 174~176 C; 'H
NMR (400 MHz, CDCl;) d: 0.65 (d, J=6.4 Hz, 3H, CH3),
1.63~1.68 (m, 4H, 2CH,), 1.82 (s, 3H, CH;), 2.01~2.05
(m, 1H), 2.13~2.16 (m, 1H), 2.48~2.52 (m, 1H), 2.56~
2.61 (m, 1H), 2.85~2.89 (m, 1H), 2.92~2.95 (m, 1H),
3.18 (s, 1H), 4.66~4.68 (m, 2H), 5.42 (s, 1H), 5.64 (s,
1H), 6.50 (s, 1H), 6.62 (s, 1H), 7.14~7.78 (m, 4H, PhH);
C NMR (100 MHz, CDCly) d: 208.4, 174.4, 169.2, 169.1,
165.3, 162.8, 151.2, 138.0, 128.9, 125.1, 116.4, 116.2,
100.6, 46.0, 41.6, 38.8, 38.3, 36.7, 35.6, 35.5, 31.5, 12.3,
8.2; IR (KBr) v: 3349 (NH), 2930, 1672 (C=0), 1619
(NH—C=0), 1525, 1434, 1384, 1231, 1153, 944 cm ';
ESI-MS (70 eV) m/z (%): 423 (IM+1]", 15), 445 ((M+
Na]", 100).

N-[(3- A FFF AR O B — e g e -5 )— FHRE - — B
R IEE (3d): 7= 68%, MAE A m.p. 160~162 C;
'H NMR (400 MHz, CDCl3) d: 0.65 (d, J=6.8 Hz, 3H,
CHs), 1.61~1.68 (m, 4H, 2CH,), 1.83 (s, 3H, CH,),
2.01~2.06 (m, 1H), 2.12~2.18 (m, 1H), 2.47~2.55 (m,
1H), 2.57~2.63 (m, 1H), 2.84~2.89 (m, 1H), 2.92~2.97
(m, 1H), 3.18 (s, 1H), 3.86 (s, 3H, CH;0), 4.66~4.67 (m,
2H), 5.41 (s, 1H), 5.60 (s, 1H), 6.45 (s, 1H), 6.48 (s, 1H),
6.96~7.72 (m, 4H, PhH); *C NMR (100 MHz, CDCl;) ¢:
208.4, 174.4, 174.3, 169.1, 168.9, 168.8, 162.5, 161.3,
151.3, 138.0, 128.4, 121.4, 116.2, 114.6, 100.5, 55.6, 46.1,
41.6, 38.9, 38.3, 36.8, 35.6, 35.5, 31.5, 29.9, 12.3, 8.2; IR
(KBr) v: 3340 (NH), 2924, 2853, 1691 (C=0), 1616
(NH—C=0), 1529, 1433, 1385, 1253, 1179, 913 cm !;
ESI-MS (70 eV) m/z (%): 435 ((IM+1]", 70), 457 (IM+
Na]", 100).

N-[(3-410 H AR 2 2R 3 - S M k-5 56 ) - R - — A
TR It e (3e): =2 52%, HElE . mp. 167~169 C;
'H NMR (400 MHz, CDCl3) d: 0.65 (d, J=6.8 Hz, 3H,
CH3), 1.25 (s, 1H), 1.61~1.63 (m, 4H, 2CH,), 1.83 (s, 3H,
CH;), 2.01~2.05 (m, 1H), 2.11~2.12 (m, 1H), 2.13~
2.18 (m, 1H), 2.51~2.56 (m, 1H), 2.59~2.63 (m, 1H),
2.89~2.95 (m, 1H), 3.18 (s, 1H), 3.88 (s, 3H, OCH;),

336 http://sioc-journal.cn/
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4.68~4.69 (m, 2H), 5.40 (s, 1H), 5.61 (s, 1H), 6.55 (s,
1H), 6.72 (s, 1H), 7.01~7.85 (m, 4H, PhH); *C NMR
(100 MHz, CDCly) §: 208.4, 174.4, 169.1, 167.7, 160.6,
157.4, 151.3, 138.0, 131.6, 129.6, 121.1, 117.8, 116.0,
111.6, 104.2, 55.7, 54.0, 46.0, 41.6, 38.9, 38.3, 36.8, 35.6,
35.5,31.4, 29.5, 12.3, 8.2; IR (KBr) v: 3329 (NH), 2923,
1691 (C=0), 1624 NH—C=0), 1527, 1470, 1359, 1250,
1181, 921 cm™'; ESI-MS (70 eV) m/z (%): 435 ((M+1]",
30), 457 ((M+Na]", 100).

N-[(3-5%F 36 K F— S g e -5 - 3 )~ Y R - — A i 1
MR (3D): 723 70%, FIEE K. mp. 185~187 C; 'H
NMR (400 MHz, CDCl3) ¢: 0.65 (d, J=6.8 Hz, 3H, CH;),
1.62~1.67 (m, 4H, 2CH,), 1.82 (s, 3H, CH;), 1.91~1.92
(m, 1H), 2.01~2.06 (m, 1H), 2.13~2.17 (m, 1H), 2.40 (s,
3H, Ar-CHj), 2.42~2.51 (m, 1H), 2.55~2.60 (m, 1H),
2.61~2.62 (m, 1H), 2.84~2.95 (m, 1H), 3.18 (s, 1H),
3.85 (s, 3H, OCH3), 4.66~4.68 (m, 2H), 5.41 (s, 1H), 5.61
(s, 1H), 6.47 (s, 1H), 6.50 (s, 1H), 7.24~7.67 (m, 4H,
PhH); *C NMR (100 MHz, CDCl;) d: 208.4, 174.3, 169.1,
168.9, 162.9, 151.3, 140.6, 138.1, 129.9, 126.9, 126.0,
116.2, 100.7, 46.1, 41.6, 38.9, 38.3, 36.8, 35.6, 35.5, 34.1,
31.5, 25.8, 25.1, 21.6, 12.3, 8.2; IR (KBr) v: 3329 (NH),
2926, 2855, 1690 (C=0), 1624 (NH—C=0), 1529, 1432,
1384, 1226, 1184, 915 cm™'; ESI-MS (70 eV) m/z (%):
419 (IM—+17", 50), 441 ((IM+Na]", 40).

23 mEEMENR
2.3.1  MKAE SR A B

B RE S T IS B DMSO, F 5% 57 W00 1 Rk
1000 pg/mL [IRILRIREE, ARG FHREFRHAN 3 5 Hike, &
8 MR FERFEMCIX N 250, 62.5, 15.6, 3.9, 1.0, 0.2,
0.06, 0.02 pg/mL).

232 AR E MK

FH0 ' MDCK)A LRl T 96 FLIEFRI, BT 5%
CO,, 37 ‘CHiJ% 24 h, MDCK 40153 BN A B30 i
FR(H3N2/VL VY 43#1/312/2006, HIN1/J™ 4 21 219/2006)
1X10 3 (50 1% TCIDs), B B /ENG BE(5FB 97-13)
1 X107 (10 1% TCIDsp), 37 ‘CWLI 2 h f5 & IR f, SR
Je 3 MIMANAS R RE BE T 29400, e s R, 4 Ao Jie
FIPHPEZ R, 37 "CHR 36 h, WL, 2040 fhs
AFFEREE CPE, M Reed-Muench 72223 Bl 50 &+ i 2 5 p
B SE (T Cso) (LR It 260 B - EAM IR FE (ICso)(E, S
e IR 1 fk 2.

Bos PRI K b [ B A R B B 2 AR ROR
WEFTT O BN E, A8 B ARATT K3 B 2 7m WER

Chin. J. Org. Chem. 2012, 32, 333~337



Chinese Journal of Organic Chemistry

References

(1]

[2]

(3]

[4]

(3]

(6]

(71

(8]

Chin. J. Org. Chem. 2012, 32, 333~337

Tosh, P. K.; Poland, G. A. Expert Opin. Emerg. Drugs 2008, 13,
21.

Moscona, A. New Engl. J. Med. 2005, 353, 1363.

Russell, R. J.; Haire, L. F.; Stevens, D. J.; Collins, P. J.; Lin, Y. P.;
Blackburn, G. M.; Hay, A. J.; Gamblin, S. J.; Skehel, J. J. Nature
20006, 443, 45.

Mai, L. Q.; Maki, K.; Kazuhiko, S.; Sakai, Y. T.; Hien, N. T.;
Nguyen, K. H. L.; Pham, N. D.; Negyn, H. H. Nature 2005, 437,
1108.

Chen, X. Y.; Wang, S. H. Chin. Trad. Herb. Drugs 1981, 12, 25 (in
Chinese).

(BRAoc, TE4ite, #3225, 1981, 12,25.)

Zhang, B. H.; Wang, Y. N.; Zhang, Y. Q. Chin. J. Modren Med.
2005, 75, 1968 (in Chinese).

Gkte, FW Y, skZ5, FEAREF L E, 2005, 15, 1968.)
Sirafil; Gulnar; Liu, F. J. Med. Chin. Minorities 1996, 2, 35 (in
Chinese).

GOrbr s, o ik, Xk, B E&EH&E, 1996, 2, 35.)

Sirafil; Abdiryim; Gulnar Chin. J. Integr. Trad. Western Med.

(9]
[10]

[11]
[12]

[13]

[14]

[15]

© 2012 Chinese Chemical Society & SIOC, CAS

ARTICLE
2002, 22, 126 (in Chinese).

GUrhLAT, BIATBAMAR, s, F B+ & ELE4£E, 2002,
22,126.)

Aisa, H. A.; Yong, J. P.; Lv, Q. Y.; Wu, T. Acta Crystallogr. E
2008, 64, 0479.

Ma, Y. M.; Aisa, H. A.; Liao, L. X.; Aibai, S.; Zhang, T.; Ito, Y. J.
Chromatogr. A 2005, 1076, 198.

Yong, J. P.; Aisa, H. A. Chem. Nat. Compd. 2008, 44, 311.

Yong, J. P.; Aisa, H. A. Chin. J. Org. Chem. 2008, 28, 1807 (in
Chinese).

GEGF, B 3 FER3ERY, A AL, 2008, 28, 1807.)

Yong, J. P.; Lv, Q. Y.; Aisa, H. A. Bull. Korean Chem. Soc. 2009,
30, 435.

Tang, L. D.; Wang, J. W.; Zhang, S. J.; Yong, J. P. Chin. Trad.
Herb. Drugs 2006, 37, 332 (in Chinese).

(Aorik, TR, kLR, EEr, 34,2006, 37,332.)

Liu, L. J.; Yong, J. P.; Wang, J. W.; Wang, X. Z.; Jia, J. Chem. J.
Chin. Univ. 2006, 27, 1669 (in Chinese).

GIRITE, EdF, FRm, Vi, TN, &% FRTEFHR,
20006, 27, 1669.)

(Zhao, X.; Lu, Z.)

337

http://sioc-journal.cn/




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 600
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 600
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


