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EANBRANFF AT AL, tert — 7 FIALSNIALE Y728 LA ADKERE
T NAB, TR DA IZOBILS I AL e (B, (LW ADIKERE:
BT BT b, SAIN AL, Ta Ak, Ea e, o=, 7=l
M, TF=0 Al PAFNT I AF NIV R =SSN ALEH72E) LA A
DHNRF LN EINZARAT AL, TIRESTAbE® (B L EBAD TN RF
WEIRTF N T AT AL, T 2m )V AT AN, HVIRF L AF )V AT Al A
FINT ) AF N RTF AL, B0 A VT AT VT AT VAL, TRV R =
N TF N RAT AL, THVO N T AT AL, (B—AF N —2—F4FV—1, 3
— VXY — 4= ANV AFVERT AL, S IO A F L IR =L F
WERT AL AF VT IMEENTALE MR E) 2 ENRET DD, ZhbDILEY
T BBRBIOTIECL ST ALEMAPLIIETHI LN TED,

EeALEMADT R Ty 7%, JR)IE 1990 TE K Sh DB 3 | 55 7855+
AT 163END198HIZHEHIN TWD IS, A EMFTILEWAILELT D
HDOTH>THI,

LB (D) FIIIZFOEHINITOTaR Ty 713, B IEAMO T L, HlE, W
099,/46242|ZFEEHDOEEESH DU NI FIITHEL D BN T, Ee/baWHI)
EXEDEHDHNIEDOT BTy, WO01,/ 10826 ZFL# D ELEEHH
IFEIUTTEL D B> THRIE T AT LN TED,

o WFEEMECEWEITEOED . ERIFEZA THDLEAITIE, ZThadH



WO 2007/123186 38 PCT/JP2007/058562

[0158]

[0159]

[0160]

[0161]

DoBERE, BlZIX, JEFTERERR (B, W 77— RVR BRI E) 1308 E
WG, 1= AF AR VAT IVRE) EOBREEREE DT AT VA< —k
R0 HETEMRARANYF (B, 1,6-E R (2-/mn7 =)L) -1,6-07 == b~ ~"F -2
A=TAr =1, 6—TF ) HWDABELEMES, FHEIa~< N F7 44— (1,
WFHIEWEN T 2% HODIRIK 70~ T 7 0 —728) | R EREERRE D BEFBRIC
Fo T, HFHNTHAR L EMERDLILNTED,

IEAMAETZZOEBDINTZEDOTaRT YT (LLF, BB LEHALND)
IKF T THEAR T ThH->Th I,

Fo ALBWAFREIN T (B, T, C, 7S, P IRL) L TSN TOTHE

RERBIT DT N ALEMB LML EYMAEE L TLRY 7 TV EY
B3, MR 2R2eMENE< EXE G2, FREERO T - 155EA) . 814
ERpLLUT WRLEMWBI, Tyb, TR EAEYH P TP AR TH ENE)
WZHWLNS,

AREPTHBITDTLRY 7 F A EWE L, KFMETHY, IL (Interleukin) —2, IL
—3.IL—8,IL—10, IL—12, IL—17, MIP (macrophage inflammatory protein)
— 2. KC (keratinocyte derived-chemokine) , GM — CSF (granulocyte—macrophage
colony—stimulating factor) . IFN (interferon) — v BL O T 0RAZ T TV E272 80
OIEIINDEF OEAIBFEIIBBMAFRELLTHE A THD, AREAIZE
JBHTLRY 7 T/VREMEIL, ZWOEFD1IEOEAE IR I LMAIL ThEL
C2RELL BEAMIFIL THEVY,

E7o AEPICBITHTLRY 7 T AEEWE L, BFMETHY, ATF2 (Activated
transcription factor 2) , JNK (c=Jun N-terminal kinase) , p38 MAPJ—- (mitoge
n-activated protein kinase) . I k Ba , ERK1,2, p90RSK, STAT2 (Signal trans
ducer and activator of transcription 2) 83X Op70 S6F%F—EB72E 0 bEIZILAY
ERAVEE SR DRHEA (B TEVEPLEA, BEAAHIA] BEIMHIAD) 2L LU TCHHEHT
0%, RFEHICBILTLRY 7 TV EDE L, Tho) BLBEERE O 1IEEZHEL
ThEL, 2fELL LEHEL THLN,
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[0162]

[0163]

EHIC, AFENCBITHTLRY 7 TV EDEIL, (EFEETHY, COX—1I(cyclo
oxygenase—I) . IL— 10, MCP (monocyte chemoattractant protein) —1,”3. MIP
—1 a . RANTES (regulated on activation normal T cell expressed and secreted) .
TIAI )= e T I F_e— L — B ¥ — (plasminogen activator inhibitor) . G
— CSF (granulocyte colony-stimulating factor) . FasPtJi (Fas antigen) . MIF (migr
ation inhibition factor) . MMP (=N w7 ARXZ o a5 7 —¥) —9, A20. 75 /3
> A2b% 24 (Adenisine A2b receptor) , 7/L¥ =7 Lk — M EE# (arginino
succinate synthetase) , bcl—3, HAX—E¥ —11 (Caspase-11) , CCR1 (chemokine
receptor 1), AN A L FHESH2E HF XL 7 7E (Cytokine inducible SH-2-contai
ning protein) . Fe&Z &4 (Fe receptor) . HL7F L —9(Galectin-9) , /' 7 =L —h
a2 37'E —2 (Guanylate binding protein-2) , EAF VLT AR FL T —F (h
istidine decarboxylase) . IL—1 8, IL—1Z &7 ZF=AK(IL-1 receptor antag
onist) , IL—18, IL— 452 %4 (IL-4 receptor) . IL—6., FHEMHENOAALEEE (induc
iblenitric oxide synthase) . A+ Z—7 =2 #HIEF (Interferon regulatory factor) .
IP—10 (interferon— v inducible protein—10) . JAKZ2 (Janus kinase 2) , MHC (major
histocompatibility complex) , MCP—3, MIP—2. P2X4, VgL EEZEPAC1 (ph
osphatase PAC1) . I{E7I2ARA (serum amyloid A) . TNF& %&£ (TNF receptor)
. TNF& ZRREFE#E R+ (TNF receptor associated factor) 72& ., #12COX—I1I, IL—
10, MCP—1,3, MIP—2, RANTES, P2X4, TR/ =7 T I FN—HF—
A2 eE¥—, G—CSF, FasHiil, INFEZEK, FeZAR, HLIFr—9, eAF
CUTANRFRT TR IL— 1RBEERT o FT=ANETIIMMP — 9D R H 4
HIFIZ2E ELTHE A ThHD, AFEAICBIFHTLRY T VHEWE L, ZhHD 1
DB L TH R, 2L LE2IHIL ThEu,

ELIT, AFERICBITOTLRY 7 TN REDE L, BEETHY, FlIX, 7k
—3 A (Apoptosis) . FlEFESZ K14 (Death receptor) . Akt/PKB (Protein kinase B) |
MAPZ7—¥ (Mitogen—activated protein kinase) , G—#> 737 (G-protein) . #ljiz
JE H##)4# (Cell cycle control) | BBl (Translation control) , #2377 Ak (P

rotein acetylation) , 7' @7 7 —.A (Proteasome) . Wnt/ 8 -7 =2 (Wnt/ 8 —Cate
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nin) . KB ¥ (Cytoskeletal) | Ao 2V 52 284K (Insulin receptor) . Erb/Her. B
AR 24K (B-cell receptor) ., THAES: 4K (T-cell receptor) . NF- k B (nuclear fa
ctor- k B). TGF- 3 (transforming growth factor-beta) . Jak/Stat (Janus kinase/sign
al transducer and activator of transcription) . 7 ma4 %34 —+ (Cyclooxygenas
e) . UiF 47—+ (Lipoxygenase) , elF4E ft& %L 737 ( elF4E binding protein)

. Ableson Z> /7 F 11 L FJ—1 (Ableson protein tyrosine kinase) , 75 =L —}
75 —F A (Adenylate cyclase) , EARS T EF)LRT A7 25— (A histone acet
yltransferase) . ADAP (Adhesion and degranulation adaptor protein) . FLJR (Antigen)
L 7ad g AHIRREEZ 27 — 8 (Programmed cell death protein 8) . AKT8 71/l A
B HlaARTE2 2 (AKTS virus oncogene cellular homolog) . AMPK (AMP-ac
tivated protein kinase) , 7F /3 v X7 LA F REREF ¥ %L (Adenine nucleotide tr
anslocation channel) , AP-1 (Activator protein 1) (c—jun and c—fos), APAF-1 (Apop
totic protease activating factor 1) . APC (Adenomatous polyposis coli) ., 8 —APP(
8 —-Amyloid precursor protein) . APP (Acute phase proteins) . APS( Adapter protein
with a PH and SH2 domain) . ASP (Agouti switch protein) . ASK (Apoptosis signal—
regulating kinase) (ffilz 1. ASK1), Atf2 (Activating transcription factor 2) . ATM (
Ataxia telangiectasia—mutated protein kinase) . ATR(ATM and Rad3-related protein
kinase) . BAFF,” BLyS (B cell activating factor of TNF family/ BLyS) . BAM32 (B-
cell adaptor molecule 32 kDa) . BCAP (B—cell adaptor for PI3K) . Bcl10 (B—cell leuke
mia 10 protein) . Bel-2FE %> X7 A1 (Bel-2-related protein Al) . BID (A BH3 dom
ain—only death agonist protein). Blimp—1 (B-lymphocyte—induced maturation protei
n 1), BLyS /BAFF (B lymphocyte stimulator/ BAFF)., BR3/BAFF-R (BLyS recep
tor 3/ BAFF-R). BRCA (Breast cancer growth suppressor protein) . Btk (Bruton’s
tyrosine kinase), 8- TrCP( 8 —transducin repeat—containing protein) . GRF2(Gua
nine nucleotide-releasing factor 2) . CAD (Caspase—activated deoxyribonuclease) .
HVET 2V (Calmodulin) , CaMK (Calcium/calmodulin—dependent kinase) . cAM
P (Cyclic adenosine monophosphate) ., CAP (c—Cbl-associated protein) . p130CAS(C

rk-associated substrate) . Caspases(Cysteine proteases with aspartate specificity)
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XAV (Caveolin) . v—Chl FE B {5 F DO#faARTr2 (Cellular homologue of t
he v—Cbl oncogene) . CBP (CREB binding protein) . CDC (Cell division control prot
ein) . CDK1 (cyclin—dependent kinase 1) . CDK1(Cyclin—-dependent kinase 1), ==t
X /L 34% (E2) B3 (A ubiquitin conjugating (E2) enzyme) . & —EHE & v
~ (A kinase-binding chaperone) . Rho 773U —{&47+GTPase (Small GTPase of Rh
o family) ., CDK (Cyclin—dependent kinase) , CHK (Checkpoint kinase) , CHOP-10(
C/EBP homologous protein 10) . c—-IAP (Cellular inhibitor of apoptosis protein) . Cip
(CDK-interacting protein) . CIS (Cytokine inducible SH2-containing protein) , ¥
A% —+E (Casein kinase) . v-myb#ifa4E 22 (Cellular homologue of avian mye
loblastosis virus oncogene) , c-myc fif@AE22 (Cellular homologue of avian myelo
cytomatosis virus oncogene) . COT (Cancer osaka thyroid), S/T %7} —¥ (a S/T ki
nase). cPLA2(Cytoplasmic phospholipase A2). CREB (cAMP response element—bi
nding protein) . CT10PI fEF AR T Mg~ £~ (CT10 sarcoma oncogene cellul
ar homolog) . CTMP (Carboxyl-terminal modulator protein) . 7 /L2 Utz — 1 (
Diacylglycerol) . DAPF—= (Death—associated protein kinase) . Daxx (Fas death
domain—associated protein) . DIABLO (Direct IAP binding protein with low pl) . DA
P —+F (DNA-activated protein kinase) . E2F BB [RF7 7V —D AL 73— (Me
mber of the E2F transcription factor family) . DCP4 (Deleted in pancreatic cancer 1
ocus 4)(Smad4). #HEISZ AR (Death receptor) . Dishevelled, E2F- and DP-#E4
T o=y Mg TR B R+ 7 73X — (Transcription factor family including E2F- and
DP-like subunits) . eEF(Eukaryotic elongation factor), #iaES2 2543 (Death recep
tor 3) . ZAE{RNA (Double-stranded RNA) . EF (Eukaryotic elongation factor) . E
GR1 (Early growth response protein 1) . elF (Eukaryotic initiation factor) ., Ets KAA
42737 (Bts domain protein) . ENaC (Epithelial sodium channel) . Epac (Exchange
protein activated by cAMP) . /[NiE{4 (Endoplasmic reticulum) ., AR 52 544 (
Estrogen receptor) . ERK (Extracellular signal-regulated kinase) , C—ets—1 #7377 (
C-ets—1 protein) . #55-[K+ (a transcription factor) . FADD (Fas—associated protein

with death domain) . FAK (Focal adhesion kinase) . Fe—+vy RII-b (Immunoglobulin v
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Fc region receptor 1I-B) . FKHR (Forkhead in rhabdomyosarcoma) . FLIP (FLICE (
Caspase—8) inhibitory protein) . FRAP (FKBP12-rapamycin—associated protein) . FR
S2 (Lipid anchored Grb2 binding protein activated by FGF receptor) | Src 7 73—
Tabgra— 2 7% —F (A Sre family proto—oncogene tyrosine—protein
kinase) , Gab1 (GRB2-associated binder-1) , GADD34 (Growth arrest and DNA dam
age protein 34) . GADD45 (Growth arrest and DNA damage protein 45) . GAPs(GT
Pase activating proteins) , IFN y -JEME/LECF] (IFN v —activated sequences) | gasig
f5+2 (Growth arrest—specific gene 2) . GCK (Germinal center kinase) . GCS2 (Gene
ral control of amino acid biosynthesis protein 2) ., S/T s} —¥ (an S/T kinase) . G
CS5 (General control of amino acid biosynthesis protein 5) . GEF (Guanine nucleotid
e exchange factor) , 7 /L1— AT AR —H —H A 74 (Glucose transporter type 4)
. GPCRs (G-protein coupled receptor) ., Grb2 (Growth factor receptor—bound protei
n 2). Grb10 (Growth factor receptor-bound protein 10) . GRIP (Glucocorticoid rece
ptor interacting protein) . GRK (G-protein coupled receptor kinase) . GSK-3 8 (Gly
cogen synthase kinase—3 8 ) . BEAR T 7 EF 5 —F (Histone deacetylase) . HMG (
High mobility group) . HPK (Hematopoietic progenitor kinase) . HRI (Hemin-regulate
d inhibitor) , HRK# >~ (Harakiri protein) . Hrk (an activator of apoptosis) . HSP2
7 (Heat shock protein 27) . IAP (Inhibitor of apoptosis) . ICAD (Inhibitor of caspase-
activated deoxyribonuclease) . NF- k BFLZE[RF (Inhibitor of NF-k B). [k B &
—¥ (I k B kinase) . CDK4BHZ X+ (Inhibitor of CDK4) . IRS (Insulin receptor subst
rate) (Il z 1., IRS-1). ISRE (Interferon—stimulated response element) . JAK (Janus—f
amily tyrosine kinase) . JIP1 (JNK interacting protein 1) . JNK (Jun N-terminal kinase
). KSR (Kinase suppressor of Ras) . DLC (Dynein light chain, cytoplasmic) . DSP(Du
al-specificity phosphatase) . MALT1 (Mucosa-associated lymphoma translocation pr
otein 1) , MAPKAPK-2 (MAP kinase activated protein kinase 2) . MDM2 (Murine do
uble minute 2), p53RE R &5+ (a pb3-associated oncogene) . MEF-2 (Myocyt
e enhancer factor 2) , MAPK/Erk % 7—+¥ (MAPK/Erk kinase) ., MAPK/Erk % —
B —E (MAPK/Erk kinase kinase) . mlg (Membrane immunoglobulin) , MKP (MA
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P kinase phosphatase) . MLK (Mixed lineage kinase) . MNK (MAP kinase interacting
kinase) , MP1 (MEK partner 1), MSK1 (Mitogen and stress activated kinase 1), mT
OR (Mammalian target of rapamycin) . MDF (Myogenic determination factor) . DYRK
(A dual-specificity protein kinase) . Nck 7# 7% —%. /%7 (Nck adaptor protein) .
NCoR (Nuclear receptor corepressor) , NF-AT (Nuclear factor of activated T—cells)
. NF k B(Nuclear factor « B). NIK (Nuclear factor « B induced kinase) ., Damagei
737 (Damagei protein) . 77 b—3 AFEEMBH3E A #2237 (a proapoptotic B
H3-containing protein) , Oct—2 (Octamer-binding transcription factor 2) . p19ARF (
pl19 alternative reading frame protein) . TS (a tumor suppressor) . EARTEF /L k
T A7 =5 —F (A histone acetyltransferase) | ¥aFREIES L 737 (Tumor suppresso
r protein that protects from DNA damage) . RSK (90 kDa ribosomal S6 kinase) . PAB
P (Poly(A) tail-binding protein) . PAIP133 X %2 (Polyadenylate binding protein intera
cting proteins 1 and 2) . PARP (Poly(ADP-ribose)polymerase) . 233U (Paxillin)
. PCAF (p300/CBP-associated factor) . p/CIP (p300/CBP-interacting protein), C
GI-PDE B (cGMP-inhibited 3’,5’—cyclic phosphodiesterase B) . PDK (3—phosphoinos
itide—dependent protein kinase) . PEK (Pancreatic eukaryotic initiation factor 2 o —s
ubunit kinase) . PERK (Type [ transmembrane ER-resident protein kinase). PI3K (P
hosphoinositide 3 kinase) . PIAS (Protein inhibitors of activated Stats) . PtdIns(3,4)
P2 (Phosphatidylinositol 3,4-bisphosphate). PtdIns(3,4,5)P3 (Phosphatidylinositol 3,
4,5—trisphosphate) . PKA (Protein kinase A) . PKC (Protein kinase C) . PKR (dsRNA
—dependent serine/threonine protein kinase) . PLC— 3 (Phospholipase C 8). PLC
- v (Phospholipase C v ). Plk—1 (Polo-like kinase 1), PLAZ2 (Phospholipase 2A)
RART 0T AL HRAT 74—+ -1 (Phospho—protein phosphatase 1) . IRAR T 2T A
VIRAT 72— -2A (Phospho-protein phosphatase 2A) ., PPAR vy (Peroxisome prol
iferator—activated receptor v ). PR(Progesterone receptor), PRAK (p38 regulated
activated kinase) , PRK2 (Protein kinase C-related kinase 2) . PTEN (Phosphatase
and tensin homologue deleted on chromosome 10), PUMA (p53 upregulated modul

ator of apoptosis). PYK2 (Proline-rich tyrosine kinase 2). RAIDD (RIP-associated
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ICH/CED-3-homologous protein with a death domain). RasFHiE#. /327 RAP-1A(
Ras-related protein RAP-1A). RasGRP(Ras guanyl nucleotide releasing protein) .
pRB(Retinoblastoma protein ). TS (a tumor suppressor). RGS (Regulator of G—prot
ein signaling) . RIP(Receptor—interacting protein) . ROCK (Rho-associated, coiled—
coil-containing protein kinase) . RTK(Receptor tyrosine kinase ), RXR (Retinoid X
receptor) , SSUURY — LA 73756 (Small subunit ribosomal protein S6) . SAPK (St
ress—activated protein kinase) . SCF (Skp-cdc53-F-box ubiquitin ligase complex) . S
GK (Serum/glucocorticoid-regulated kinase) . Shc (SH2-containing col

lagen-related proteins), SHP-1(SH2-containing phosphatase 1), SHP-2(SH2-con
taining phosphatase 2) , 8552 L1 — (A transcriptional corepressor) . SKP2(
S-phase kinase associated protein 2 ). SMAC(Second mitochondria—derived activat
or of caspase ). Smad (Contraction of Sma and Mad (Mothers against decapentapleg
ic)) . SMRT (Silencing mediator of retinoic acid and thyroid hormone receptor) . SN
AREs (Soluble N-ethylmaleimide attachment protein receptors). SOCS (Suppressor
of cytokine signalling) . Sos(Son of sevenless) GEF (guanine nucleotide exchange fa
ctor). SRC-1 (Steroid receptor coactivator 1), SRF(Serum response factor ), STA
T(Signal transducer and activator of transcription ), 2 771 %+ —ESyk
(Tyrosine—protein kinase Syk). Synip(Syntaxin 4 interacting protein). TAB(TAK1
binding protein) ., TAFs(TBP-associated factors)., TAK(TGF 8 activated kinase
). ZVUr (Talin) . tBid(Truncated Bid) . TBP(TATA-binding protein) . GTP#i& %
~ /37 TC10(GTP-binding protein TC10). ThF(T-cell factor). TF (Transcription
factor) . TH(Tyrosine hydroxylase) . Tip (HIV-1-Tat interactive protein) , TNF (T
umor necrosis factor) . TR(Thyroid hormone receptor), TRADD (TNF receptor—1-
associated death domain protein) , TRAF(TNF receptor—associated factor 2 ). onc
F7ah@E& L~ (The once F proto—oncogene) , ABL, ACTR2B, AKT1, AKT2, ALK
. ALK1 (ACVRL1), ANP o« (NPR1), ARG (ABL2). ATM, ATR, AurA, AurB. Axl, B
CR. BMPR1A, BMPR2, B-RAF, BRD4, BRK, BTK, BUB1, BUBR1 (BUB1B), CDC
2 (CDK1), CDK2, CDK4, CDK6, CDK9, CHK1, CHK2, CK1 6 and CK1la . CKl1
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¢ (CSNK1e), CK2a 1 and CK2 a2 (CSNK2 a 1/2), COT/TPL2, CTK/MATK, C
YGD (GUCY2D), CYGF (GUCY2F), DAPK1, DMPK1, DNAPK, Dyrk1A, eEF2K (
CaMKIID)., EGFR, Eph family., EphAl, EphA2. EphA3 (HEK). EphB2. EphB4 (HTK)
. Erk5 (BMK1), FAK (PTK2), FER, FES, FGFR1, FGFR2, FGFR3, FGFR4, FGR,
FLT1 (VEGFR1), FLT3, FLT4 (VEGFR3), FMS (CSF1R), FRAP (mTOR), FYN, GS
K3 a FBEUGSK3 B, Her2 (ErbB2), Her3 (ErbB3), Her4 (ErbB4), HGK (ZC1), HI
PK1, HIPK2, IGF1R, IKK « |, IKK 8 | ILK| INSR, IRAKZ, IRAK4, JAK1, JAKZ, JAK
3. JNK1, JNK3, KDR (FLK1, VEGFR2), KIT, LATS1, LATS2, LCK, LIMK1, LKB1
(STK11), LYN, MEK1,2, MER, MET, MISR2 (AMHR2), MKK3 (MAP2K3), MKK4
(MAP2K4), skMLCK (MYLK2), MLLK4, MST4, MYO3A, NEK1, NEK2, NEK8, p38
(a, B,v,6), PAK3, PAK4, PDGFR « , PDGFR 8 | PEK (PERK), PHK vy 2, PIM1,
PIM2, PIM3, PINK1, PKC« , PKCB,PKC 6 ,PKC e ,PKCn,PKCy ,PKCO P
KR (PRKR), PLK1, PRKX, PRKY, RAF1 (c-Raf), RET, RHOK, RNAseL, ROCKI,
ROCK2, RON, ROR2, ROS, p70S6K (RPS6KB1), RSK2 (RPS6KA3), SGK1, SRC, S
YK, TGF B R1 (ALK5), TGF 8 R2, TIE2 (TEK), TRKA (NTRK1), TRKB (NTRK2),
TRKC (NTRK3), TYKZ, TYRO3 (SKY), WNK1, WNK4, YES, ZAP70, CCL5, CCL
15/Leukotactin, CCL22, CCL28, CINC-1, CXCL 11, Eotaxin, Fractalkine, Gro «
-y . Gro- 8 BXU-y. Gro-1, ICOS, I[FN-v . [L-1a. IL-1b, IL-1 receptor antag
onist, IL-2. IL-6, IL-8., IL-9. IL-10, IL-11, IL-12 (p40), IL-13, IL-15. 8 -Interfe
ron, | KC, LIX (mouse), ENA-78 (CXCL5) 33X U'GCP-2 (CXCL6) (human), LTA(
Lymphotoxin « ). LTB (Lymphotoxin 8).MCP-1/JE. MIP-1 «, 8 . aka (LAG-1).
MIP-2. MIP-3 « /CCL20, mob-1, ENA-78 (Neutrophil activating peptide-78) . R
ANTES, TCA3, THIRIE &5+ 3 (T-cell activation gene 3), TNFa , TNF B, T
RAIL (aka Apo2 ligand). TFF3 (Treefoil factor), VEGI, %% 5 &4 (Immunorecepto
rs), B7.1 (CD80), BRL-1, CCR5, CCR7, CD137, CD154, CD3y , CD86, CD23(F
c epsilon receptor 1I) | ICOS, IL-2% &K o ${(1.-2 receptor a —chain) . .5/ 12
71U C v 1 (Immunoglobulin Cy 1), A.5/7 27V v 1 (Immunoglobulin v 1), A2
7 a7 v 4(Immunoglobulin v 4 ), A.5./7 17 ) E#{ (Immunoglobulin heavy ¢
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hain) | A& /27 27V KEESH (Immunoglobulin k light chain) . />0 7 MEI(Inva
riant Chain 1 ), ¥ =2B15 &K (Kinin B1 Receptor) . MHCZZ AI(H-2Kb) (MHC
class I (H-2Kb)) \ MHCZZ Al HLA-B7(MHC Class  HLA-B7), B-237uz7u>
U (B 2 Microglobulin) . Nod2. plgR (Polymeric Ig receptor) . THIRS K4 B 84(T
—cell receptor 8 chain) , THIfRS2X{4&/CD3 v (T-cell receptor/CD3 v ), TLR-2. T
LR9, TNF-Z2Z {4 (TNF-Receptor) , p75/80 (CD120B), HiF#&rIC 53540
237 (Proteins involved in antigen presentation) ffi{&B (Complement B) ., ff{4& %433
(Complement component 3) , {52 &2 (Complement Receptor 2) , 7’077/ —
LY 7 = RLMP2 (Proteasome Subunit LMP2) | X7’ F KT AR —F —TAP1 (P
eptide Transporter TAP1) . #/33> (Tapasin) | #lfu$E3E 43+ (Cell adhesion molec
ules) , DC-SIGN, ELAM-1 (CD62E, E-EL 7% (E-selectin)), =N U (Endog
lin) , 747 %7 F . (Fibronectin) , ICAM-1, MadCAM-1, P-EL Z7F > (P-selecti
n) ., 73 A ~C(Tenascin-C) . VCAM-1. APP (Acute phase proteins). 7 v %
Fv )—4 L (Angiotensinogen) . B—7 7 =22 -2 ( B —defensin—2) , C4b fEHEH
>~ 7327 (C4b binding protein) . &K +B (Complement factor B) . &K FC4 (Co
mplement factor C4) . CRP(C-reactive protein). LBP (Lipopolysaccharide binding
protein) . X2 ;7% L PTX3 (Pentraxin PTX3). SAAs (Serum amyloid A proteins

) (SAAL, SAA2, SAA3). #H#k[K+-1 (Tissue factor—1) . u—PA (Urokinase—type plasm
inogen activator) . AR RN IB{EF (Stress response genes) . 7 v VA7 310 (
Angiotensin 1I) . CYP2E1, CYP2C11, COX-2, 7=V H#H (Ferritin H chain) | 5-
VRS- 47— (5-Lipoxygenase (guinea pig)) . 12-VR=F-4F—+ (12-Lipoxyge
nase) , iNOS (Inducible NO-Synthase) . MAP4K1, Cu/Zn SOD, Mn SOD, NQO1 (N
AD(P)H quinone oxidoreductase (DT-diaphorase)) . A5ARYX—+ A2 (Phospholipas
e A2)  A1T7T 5 /3 B R (Al adenosine receptor) , ADAM19, 757 NEEME
F R 5F %L (Amiloride-sensitive sodium channel) , a 2B-7RLF U5 R4 (
a 2B-adrenergic receptor) . 7 7% = B1-5% &4 (Bradykinin B1-Receptor) . CD
23, CD69. EGFR(Epidermal Growth Factor Receptor) , ErbB2, Gall& &4 (Gall

Receptor) , Lox-1, Mdrl, u-AEYZ AR (1 -opioid receptor) , =a2—17
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FRY-Y 15K (Neuropeptide Y-Y1 receptor) . NMDASZ BV 7 =k 2A (N

MDA receptor subunit 2A NMDAZZZAY 7 2=k 2A ) (rat), NMDAZRRY T
.= ’NR-1(NMDA receptor subunit NR-1(GRIN1 gene)) . PAFSZ &A1 (PAF rec
eptor 1) . RAGE (receptor for advanced glycation end products) . 77 ~h—3 A3 &

X+ (Regulators of apoptosis) . Bax, Bfl1/A1l, Bel-xL, Bel-2, B7-H1, A/ X—F-
11(Caspase—-11) , Nr13, c-FLIP, CD95 (Fas), FAP-1(Fas—associated phosphatase
-1). Fas-U# . F (Fas-Ligand) . [APs, IEX-1L, TRAF-1, TRAF-2, T2BP(TRAF-
2 binding protein) (Carp)., ¥EFER +, VAR BIOFOFHEIIR+ (Growth factors, li
gands, and their modulators) . 74 R F > (Angiopoietin) , BMP-2, G-CSF, G
M-CSF, HGF/SF, EPO, IGFBP-1, IGFBP-2, M-CSF (CSF-1), NK-1R, NK4, PD
GF B #4 (PDGF B chain) , PIGF, ’'mx.. 4771 (Proenkephalin) , 7 a7 7F > (

Prolactin) , BrAIARIK+ (Stem Cell Factor) , by iR AR ~1 (Thrombospondin—
1 (TSP-1)) . by R AR ~2 (Thrombospondin-2 (THBS2)) . VEGF C. ERGs(
Early response genes) . B94., Egr-1. p22/PRG1. p62. TIEG. #5E- K+ (Transcriptio
n factors) . A20, 7 R4 58K (Androgen receptor) . CDX1. c—fos (fish gene)

. c—myb. c—myc. c-rel. E2F3a. EIf3, ELYS, ETR101, Gata-3, 7 /L2 /L Fa(RKzz
A& (Glucocorticoid receptor) . IRF-1, IRF-2, IRF-4, IRF-7. IkB- « . [kB- ¢ . jun

B. Mail, nfkb2, nfkbl, NURRI, p53, relb, Snail, Sox9, Statba, Tfec, WT1, 77 /7
+4JVA(ES region) (Adenovirus (E3 region)) . M BIMH YA /L& (Avian Leukosis Viru
s). V¥ HMFETA /LA (Bovine Leukemia Virus) . CMV., EBV (Wp promoter), HBV
(pregenomic promoter), HIV-1, HSV. JC Virus. HPV type 16. SIV. SV-40, ABC h

T AR —H— (ABC Transporters) ., N-7&F /L7 )LatI=)LhF A7 25—F[(
N-acetylglucosaminyltransferase I (rat gene)), ADH, ARP1(ARF-related protein—1
) TIX = Ja gy #—F (Argininosuccinate synthetase) , 7<% —F¥ (Aro
matase (promoter 1)) . a IACT, BACE, 1573 > B(Cathepsin B ), 1772 1(C
athepsin L ), 7N Va L b7 A7 25 —F (Ceramide glycosyltransferase) |
FF—¥ 38K H 737 (Chitinase 3-like protein) . CRAD1 (cis—retinoid/androgen de

hydrogenase type 1), CRAD2 (cis—retinoid/androgen dehydrogenasetype 2) . 274
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F—+1 (Collagenase 1), Cu/Zn-SOD. R4 —/LF R4 F—+ (Dihydro
diol dehydrogenase) . DYPD. DNASIL2. EL, ENO2, GAD67. GD3-> v #—¥ (GD
3-synthase) . ¥7FF—F¥B(Gelatinase B) . GSTP1-1, GCL (Glutamate—cysteine li
gase) . GCLC, GCLM (Glutamate—cysteine ligase modifier) , v Z VAL AT A
B2 —F (v glutamyleysteine synthetase) | 7 /ba—R-6-U BT R4/ F—
¥ (Glucose 1-6—phosphate dehydrogenase) . sGC « (1) (Soluble Guanylyl cyclase « (
1)) . ~/377F—¥F (Heparanase) , HO-1, 7 /Lo E % —¥ (Hyaluronan synth
ase) , 11bHSD2, H-K'ATPase « 2, AVRYAm=7a7F—+ (lodothyronine
deiodinase) (type 2). L-PGDS (Lipocalin—type prostaglandin D synthase) , VY%A A
(Lysozyme) , Mthfr, MKP-1, MMP-3 (matrix metalloproteinaase—-3) , MMP-9 (matri
x metalloproteinase-9) , iNOS, PDE7A1, PIM-1, Plk3, PP5, PKCdelta, PL.Cdelta 1
. PTGIS, Furz75. 3% —F (prostaglandin synthase) , PGES, 7 m A&/
S By #—F (prostaglandin E synthase) . RACK1, REV3, B/LE L 2A (Serpi
n 2A). SIAT1, SNARK, SUV3, TERT (mouse), F7> 27 L Z3F—F (Transglutami
nase). type II-sPLA2 (Type lI-secreted phospholipase A2) , ¥ F o FeRknus'
—-¥ (Xanthine Dehydrogenase) , A 8 H-J-J. a—-1-AGP( a -1 acid glycoprotein) .
a-7x=h 77 AL (a—fetoprotein) . AMH, B-73I2AK (8 —amyloid) . 7HRIHRZ
»237C 1l (Apolipoprotein C III) , 7RIUARZ 737 E(Apolipoprotein E), /A7 U %
~ (Biglycan) . BRCA2, 5134V —1 (Caveolin—1) . 717—2-330 (Clone 330) , 72—
>156 (Clone 156) , 72—2768 (Clone 68) , p21-CIP1, Z77—7 1>-2(Claudin-2) .
a2() 27 —4 2 (a2() collagen) . ZRFT 232 (Connexin32) . 127U D1(Cyclin
D1 ), A2V D2(Cyclin D2), HA27VU-D3(Cyclin D3), DMT1, = KN&U>-1(End
othelin 1), =7V -Al (Ephrin-Al) , 85 VIIK+ (Factor VIII) , 7 =JF > E# (Fer
ritin Heavy Chain) , Gadd45 8 . Galpha i2, GIF, #5275 .3 (Galectin 3) , GBP-1,

¢ —Globin, GS3686, HMG14, K34 7F .- (K3 Keratin) , K6/77F > (K6 Keratin) .
K154 55 (K15 Keratin) . 77 h7 =V (Lactoferrin) . 73="B284

(Laminin B2 Chain) . Mts1, MNE1, Mucin MUC-2)., Mx1 (bovine), Nafl, NGAL (N
eutrophil gelatinase—associated lipocalin) . NLF1., p11, PA28, PAI-1, Pax8, PCBD,
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[0164]

73— %> (Perforin) , PGK1, POMC, rnCGM3 (Pregnancy—specific glycoprotein)

. 7% A /)7 4> (Prodynorphin) . PSA (Prostate—specific antigen) , RAG-1, RAG
-2, RICK, S100A6 (/v %AV (calcyclin) ), SH3BGRL, AL ~1 (Spergen-
1), SWS1, ¥ >5 71-4(Syndecan—4) , TAUT, TASK-2, TFPI-2 (Tissue factor pa
thway inhibitor-2) , 7227 =1 (Transferrin (mosquito)) , TRIF, UBE2M, UCP-2
. 7a 5% b (Uroplakin Ib) , CYP27B1(25-hydroxyvitamin D3 1« hydroxylase
). AT (Vimentin) | o 1-7 2 F M7 (o 1-antitrypsin) . 730V (11,
F%L RT3V H b (oxide radicals) . NO(nitric oxide), —E2{L.5% 3 (carbon oxide) ), L
ipid mediators (f§il, 'A% 75,7 %8 (Prostaglandins) . b2 %48 (Trombo
xanes) , BA 2N %E (Leukotrienes) , ‘£Z7IN¥H (Ceramides) ) 72E DHEH|H 25

IIFEMFIERELTHHEHTHS,

L7zido T, AFHIZBITATLRY 7 VR EYE X, Hl 203, BRMERER, O
FRIE, B ORERR, RIEMER A, PRMRRAA, SRR TERE DB A
FIZIBEEE SV ARG TS VR S Ty ay s JIE, = RRRL
vayl | TXVINR LU Vay s BHMEIUEFUSEGRE (SIRS) | RBMEHTRAE R G
JEWERE (CARS) . BME, SME, FIRR A HHE, DAE, ay2 RILE, VU ~FH
Hige, BBz, B R BREMERIBR . HIERE, AN AEFIRE, 72— 9%
. B ORERA, BB DM E B L OMEMR R, B L BEREE., 2
TREUINMAE ZE4R , Sray 7R IE 2 ke (RRFRME I Y LR EEE (DIC) 72&) | R L
PERMRE S, BIURREA(L, MR M, 77— ME, SR mERVER MR, s

AT — B, BR B AV 2V ARTEIERERIA . A 2D FRR T
AR RS AV ER L7 A UE, Tba— L g =% Y 95, 18 [ IR, &
MR PSS, B RERE. Sh IR KOV MEREIR 850 TR BeRE | AU, R, T
INA IR, SRIEE(LIE, EIVERZHE, Zb, Fo— | i AT r—
VOESE, DEFE. (DEREEZE, DR ZE R RIE ., EHRRIE, R BT AR, HORE, 0K
. AR, A 7N WRGE, ~FU 7, EMEEREY A VA (HIV) EIRE,
FURREEE | kG, BT LR, BB BIAE, B —F = MNF
EEAWE, BT, RS TUTREIRR Yy F— U nl EYE, REME TR
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DRERE RRYYE  Fi . BB R RE AL AR AV RRRYE | KR —
HORIEB T ANV RREYE , EhSE T — T A )V RRYYE | BT A VRS | ik
BN S . RRYSE IO SR BERE I T iR B, TR — MR, 7L — &k,
WM RIE S, BB BaL AT o—)VIIE, &7V EVRMAE, EAE A, BRI
PESOHE  BEIRPIVERE , BRI IR E | B RRPEME R, R, B 7 h=—
IR, ST~ =7 A FHRG, RHE, A RTE. B, AT,
FFRA, R ERROE ., DFRRE ., BT LB M MR FE F 72 R 1 E S
REMAPERMZE G | SVERIMIARTE | FEdsie | EDLE . FU, = S8, RigE, 8
I SPEU ., RIS, /AR  FE/NHRBa e, IR AE, AUX R, IE
ARH ALY N FUREAC MR AR G K DRIEH L 1B IEPAZE MR A
FIAMEARHEE , FTARHERE, B St i, BeRsE , SIEPERTE B (1, 2
fifi, flith Lo AR —o R fiERE) | B PIIRE . B (B, G LA EIRE. I
PEREIRE | T2 RIS AR L DREIRE) | BRI, 7Y, RIEICK
DR BYEIIEICLED TR A TR (TIBRAIDTR 2, TRERE . NIEDR . fiTiig
MER7Z2E) | FRTE (BMER PRI B R, R 207RE) | BETR. R . AR
T BR (WM . BRAUERR , BBV ERE, & LRI O ER) . IBRE (L
TR PO, B, BB RE OIE 2, BERE DR 7, PEI ABIEIE DR 7 (
R, AR EE, FEIE) | PR (HERIAR L =7 RRARIE | BRIRVE S S
TR = XHRRE)  DORPER AR MEZNRE . SR ITRE (AL, THRARE, T
WIS BB | AEEMEALEE) . 7L X — MR, JEE. £B 71 ¥ — 8
PR R Ao — /LR, B E R, T 747% 0 — ERE, BEGEE
VTV UEERE, NN —IR, AILERE R B R R EE (kLR
REa ) AMTRRENARIEBRE, R LI E KRB, DI 74 7%— IR
B IR IARSE ., ERBHRR (], BIRFr BRIV AN RIATARE) | RYTLAF
—, NUD (Non Ulcer Dyspepsia) , ®MALTUL /3, FEAT 0A R BRHEAN A
5SS, BERE ., FINBARN AL BEIRL B I ONES . IEWIE, FHE, &
HFAE, 7T —MERRER  MRRMENE ., SRR EUER LS O TR - TREAIL L THE
HTHZENTED, o, KEADTLRYZ T HEME L, BV HE O
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[0165]

[0166]

AT DL TES,
TLRY 7 F N LEDEIIMOED O AL THERTHIL3TED, ZDIH72
FEELTT, FlAIE, UEE, FIEEE, FFRATaARNEFRRIER, AT AR,
EEMR, Frin/RER, MARAREER, Rl EiEe, JUR R, EH% - R ARK, H
FER RRIPRER | RS HUES, LIRS, MR MU TE R, BIURAE(LIE TR SR, HD
LN, REREST—rREME, DIHRERE, BRI RETEGRRE, X7
n—REREHA IR, BT A2, FIRE, B EBRE., D AERRE
ARBEESE, FUCAMNASE, FRLEE, M PLIREE, MEIGHERE, NEIRIESRE, b
TRIBERSE, FEE B EE, FURHRE, 7Y NA v —RIRRE, Hi3—
XV R B EERIERREN R LETA IR IR, AR B R £, HUO O, o H
TSR, PUIESE, AU XU, BRI RIBERE, fUUU~T X, 1
TLFR—IR Filg B, TR — R ERIGRE, TLAF — R RIGHRE,
PRICESTRIRIK  Fo RGN REE 2 _ BRI E S HISIDSHE, #
IV RE T T v I ay s DU RNV UHERE D DO EHUE, 7T
(R ER, MEMAT 1= —Z —VERIHEE, JIEMEAT = — & — R
R, RIEVEAT ¢ == F—FEAEINHIEE, FURIEVEAT ¢ = — 7 —VE ML, fik
JEMEAT 4 T Z —VE I HUR, FLRIEMEAT = —Z — AR, « 17V
TUAECBERERZRIT O, R TOHEE, fIEEE, JEAT AN EFIIESE
ATUARE, PR, HILF], AR~EZ oy ERBIEFIRE B FEL, B
REZIZLL R OLORZET NS,
(1) TS
DY L7 7H
ANT 7 AT =) AT 4 I XY )b AV T 7 ) ANF L AT 7 AT
= BT RANT IV AV T 7T R Y,
(i) /U ROTH
FUPIRER, BINBE = KT, = /F P, JvTakdur Frakdor
CROVBRN AT gL EERY aTaXk oy HERa AT ok RV T
o, TladP ol
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[0167]

(D FUREEZ

AV=T VR, BT =)V (B Z T =) NGTIYIF R (RTT3
IFIFNEBIINTTL) BTGV FIR, ZFAFIN, FueFAFIF J7roevrw
REEARNLV N~ AV BT~ AT, A7k 708,
(V)R 3R

RV =V Y% ) ey @ V) A S
WHLT AV AZE

ARZRGY T )L EEIE Y Huos ruae iuipl,
(Vi)FTHIVER

DRIV TE IV TN R E NS = AT, VT
B
VIDFLAE B~— & 3K
(ViDFTAEYE

WEET TP ATV TV BRGUV F o T O_NL s TI%
VR AV VR A L ST TG AT TINV TITVF AL A
VU TR AIN S A XTI A2V e TG AZ) s KR AT
VA VA STV NN o+ W V) N cav sy g w & mV s v/t i) i v g w 3) AN
Ny /A= VIR iav iy d Ve S i = & o BV e N = = S | P vy e oV S P
BIFRT b, BTV A, BTFF T L, BIFF T AT BTN, BTOFL LT
XEFIN, BTV BTV UERF IV BTEUV L BTETIIN, BT AR
Do BT AR L BETRRF AT O F L BT RL, TS T T
A BTAOV L BT AR L B TAR =) R TITAR BT HH T,
YT RS TGEESTRT, Taektk T, BTV BT ARV A, BT
RGBT FIRV L FTXYTIEL, T A ANVT BV T AR
T FLERTENODME, ZVBF TN TGV (D —TF T T
F LA T 47 A(]. Antibiotics), 38, 877—885(1985) )72,
(2) FIEHEE

DRV =F L RFTEDE (B, TLRTIL VB, FAREZF L Na<w A )



WO 2007/123186 53 PCT/JP2007/058562

[0168]

[0169]

[0170]

{7 VEFT7AE s Ba—=R) 7l
(D h o ABHETLER (B, 7T b))
(VAIZ Y —/VFHER (], =Y —v Jah)<y —/L Iy —/L R
T = saay =)L)
WRNIT Y = VEBEK (B, 7 ra ) —v fhTa— T — LR EW (2
—[(IR, 2R)—2—(2, 4—Y 7 Fn7=z=)L) —2—kRa%i —1 —AF /L —3—
(1H—1, 2, 4—NT7Y =N —1—A)Tae' V] —4—(4—(2, 2, 3, 3—T+F7
N aREy) 7 e=)L) —3(2H, 4H) —1, 2, 4—N 7V a]
(VDFZ VA BEFHE G (I, N7 h—1)
Vi)=& BV RFFBER B, DART 7P IR TV T T aT T vy
DR,
(3) FEART AR EHRIEL

TN T2y Tt T T UWIN ALY TUFEY =
TACV AT =T Ll TNT = F bR, PraT=Fy RNy LA axyrar
2 FNITL T2 VT B AVRABY o AT TaTxy rhradzr )
Tadktr AXYTar TN TaT ey T T T ST ) TaT e,
TugE 7=y TV =)L EEBFTIIN AN e T AR K
—k AVNVEEBTERZ N, YT AETF L aleF s TR, AV T 4T
Vo R RT vy 7ar) )= @F A VAT NIU L T va BTN
Db FUFVEET N D L BEREALER, FUFVER, Thae s RaRTIv | EL
ER, RFVU VRV T A ) rhTaT ey T ad ey AR VAT 5
FITFOERE,
(4) AT ARE

FRA APV AF BRI L AF T = REAFY N T AL ]k
V7 Ly ar7RhaR, IVAEY =R, 7uAy /ar 7R, LRy ar A
FNTVR=Yay BigaVT Y eRaLFy v T aitay Saed
e _mAZy s AN A=)V,
(5) e
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[0171]

[0172]

[0173]

[0174]

[0175]

[0176]

AT RIT L Z BTN A EHAL T T A C AR R TR TLE
TroFhare UL, FAT ANV F NI L UV T U VT L, T AT R aNs B
N —h TTUEETNTLRE,

(6) Frin MR 3R

FHFILNFT N L AP _RUZBRTT )V RXTT RN NT L T T aREY
IWEEBRT 7oy RUNFY T4 VEUS LR
(7) MLtV g 3R

FxF—E, ok —¥ AN TR —ERY,

(8) A

YIRARY L ZIAY DA T ANRYLAR, TYFF TV FI S MTE, AL
Mg a7 RYRaRA T an=—RJRK A Ao F—nfF K
—Txalpd,

(9) ffm K

A=Y — ) Fo ) T T NN NN R — R
Fifes = — 272 L,

(10) % - K- A

WEpT 7 =RV g A Vo Ba T Ay VogeNaa T A EERAY
TuaFl )= BT R EWEBATF VT 2R BER A TarT
VAR, 7anNT=VT ) EaRYE I saRIRF | Takka—L VT
a7l /)= TR FL TR FHRT N HEBEALER B
{LARKRET XA T 7y BB aly  VVBEBOELT 7o BNV RER
FREVY | J RNV AR R K )= R T TN IT
AT 2R BT ab~F L T T a%y— v TR F AL ATAL
BTTFNYRATAL  ANRYATAL72E
(11) EFH

Wy ravl s BT ety T VR =L S E R — L TEN
NWEE =)L NURNVE S =)V FFRF— VP NI L FTIT— )V RIT A
ZNFBRA, ZRAES TGN TG RA A OF TS A NTYSA TV =hoE
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[0177]

[0178]

[0179]

[0180]

XA, TRLUVIVIRSR, faKkraT—v NZaRA T N LRE,
(12) FRERSE
(12— 1) R RRERSE

WA BT aA L  INAIAL BB T A BT NI A | SR
AENRGA  EWEET NI A v WA T TahAy T REFBR T, I
FEEA)RE,
(12—2) S0y BRI
O AR (], =—T )V, oy fiRLER, A TNVT T TINT) |
G)FR AR (), By #30, RaXURN—)L F4_F— R A FT7I7
— VT RIT L R VE L —LV) 728
(13) BREEFEFISE

LoV T 7y )L gy Fak kI FOERE,
(14) frigEH

AEyaraiIN ATV T T T — v ANa T IIN BB
VAF U TGEF VL T rEF VU URHAN S AL TRIAIR,
FAT TS — v ATTGNT 7—b, AVEVYR, BT —h FT 7 —h T
dHXY TIV I TARET GV TRE,
(15) EifE MfE TR

HMG-CoAIBE TTEESE L ESK (], TN ARREF L BUNREF L T RURREF
), TATF—bRERN B, T4 T 7= ra T4 T T T A=A IV )T
AT T—b T /747 T—MoE) | BB BRYE (B, AL RAFIILRE) | =aF
B (], == B— L, =EIha—)L maF VBT zn— L RE) | ey a—
N R OZDOFFEAE, ZARNELFIE BT EAK (B, A2~ MR F L, R
THART 7 FVNaYs AFINRE) (AT a— v (B, =AY )=,
VART = )VIRE) | 2TRE—E | TRANIURREE TR T L ATT LG RREESR
BHEE, A7UL xR Fe 4 —BHER, CETPEER, 2—/nu—3—[4—(2—
AFN—=2—=T 2=V T ORFY) T 2V ] T O VBRI TV (T N TR T 7
—va—F 4 H)+T 1542 (Chem. Pharm. Bull), 38, 2792—2796(1990) ]
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[0181]

[0182]

[0183]

[0184]

[0185]

[0186]

[0187]

[0188]

. LDLEZFAEIEME, 2L 27 0 — VIR E S (EzetimibeZ2 &)  MTPLEZ, [H]
IBRRT BT AR — 2 — [ EF K SCAPUA R FXRUH L R72E,
(16) BhJRAE (L AE TR P

MMPREES, F~—EHERK, ACATIHESE (Avasimibe, Eflucimibe72) | apoAl
Milano&Z DHEBIME | AR Vv —Z FIKEES, 15-URF 7T —BHEHE
VRARY AN —BA2MELE, ABCAEHEME, LXRUA VR, A7 A3z —F
PREZ, NTAFYF— BRI, =AY = R B EIFERR L,
(17) HDL %R

ATV oA BRI ER, CETPIER, LPLIEMH LR L,
(18) REETFT— I ZEIE

MMPHERE, F~—BHEFR, ACATHER, VLN Uy F - 7T — 7B Al L
(19) LoAp RS

DIBATP—KMH 0%, = RRVASHEE, voT oo AR L,
(20) AR ARMEREIR FIETAREE

B ARIR (FLAAR), LRFaX v NUA(FF7—D0S), IAFan=yvy
FTRIDL (A= FrIv)ind,
(21) R 7 — B REMRHEIR R

TUR=ya (FUR=Y), anyBr L N=yar MU LA(TVR=y), any
BATF N TV R=yarFRNIT A (Ve AR T —)L), RERZ o (Jor7ar) iz,
(22) 12 B A ETR R E

FRBE W, 7owIR (FUvIR), TAF=R (LRbay), 7Y 8IR (£ AT —hN))
EIEER (B, ACEHER, ~LAVBTT I/ YN (L=_—2) | Ca fEHE (v=
DY), o SR, AT (05791 20) 1728,
(23) FIRZE

AT FARZHRE (RForeRaraaF 7UR, o 7aXrF7VR 2F 7Y
R eRazaaFTIR ERaTZ VAT TIR  AFI7aF TR _UTIVFTIR R
VFTIOR, NIITaNAFTIRRE)  V—TF|RE (VIR /a7 -F3IR,
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[0189]

[0190]

ALEIRIN ATNVUR | AFTT0 VT NISIR 150 ANV Ta
BINRLE) | WIT MEFRHERIRE (R0 /T8 NIT LT L U728,
(24) & i E TR
()22 JekFep R 1

o RREER WG, Imn=  TTF SR T T T 730  AFNRRRE) | ik

TR (F], ~FH AT L NIAZT 7728 | 7 AR (B, 74

—AFims VAFNTIL AL T =R LU LRAE S ey R
iﬂﬂ\::~Byﬁ%@ﬂW‘N&:VVgf?*%VV&E%c“ﬁw@ﬂﬂ‘f%
SV REIV TS T TTE T NRE) | B IR (], 7
7Z/u—)v, FRa—L FEO—) =T 50—/ T=baa—) AT /8
—b, X7 ha—v VT Ae—v uSva—L ErRe—L 7T ha—
I, TT /e By an—)v AN au—)L F_Eu—)L TEATGa—)L T
nF Ja— Vi) iRk,
(i) f. B HR AR 5

TV BT FOVEEHEK (], == = LU SN =YL
VBV, SR U REUE L TAaTY Y TV LRE) TGOV
ARG, ThTTV ARTGTV ATV BRTTUV FRTTULIRE) TR,
(i) ACEFH 3K

TI3RTIN AT NI G TUN FITIN 2F TN UV ST
TEATIN RTURTTIN T TINV AIFTUL NF BTV RYJRTY
LY
(VALFEFTEE

VB T HNE SV E TR ATV T
TYHNEAIRE,
(VPR ZE (B2 ZRNR OF | JRFERE)
(25) LARRIBESE

FROEE (], OFFL v IRV AF AR TFIURC, TRARVTY
DUTE) | a. BHREER (B, = RTUL IV RIS AT aTL =) R
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[0191]

[0192]

[0193]

[0194]

[0195]

[0196]

PNV RIS RTEI T IR0 728 RARY AT T —ERLE R (],

TLY v IV BEEANTY ) TRE) TN BT R VIRRSE M T (]
CEEARUFURE) R (B, =ha TR BV Y VERTRE) | ACEFLE
F (B ZITRTR DACEE AR LY) | FIREE (BIAITRTROFRFE2LE) | HN~UF
RN, 2TV ) RAFY ) TIIT4V 728,

(26) A R 3K

TV )= IRITV o ya=g b BRIV | IS B LT
TRV ANIAT 2 JANAF ) AT 2 R ray R oYY F
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HBEZFIB65 TF /L 6-[N-(2-rnu-4-7 1407 2=/L) AL T 7EAN]-1-rn

- I-IVRF TR ((BE#29)

BEFIB66 TF /)L (65)-6-[2-rmu-4-7 )L AT =) HALR=L]-1-3 71N

L -1-HNVARFLT—R-=F )L 6-[N-Q-run—-4-T7 N Fd a7 2= )L)ZA)VT 7FE

AN rank L -1-JVRE LT —N UL EWT1)
TF)V(6R)-6-[2-7mu-4-7 VA a7 =Y ) ARV ]-1-3ranFl-1-71

NVIRFL T —Md-=F )L 6-IN-(Q-7aa-4-7 )4 a7 2= )W) AV T 78 A)V]-1-3

ranFr-1-VREF T —NILEWT2)

BEHIB6T7T TF )V 6-[N-Q-TOE-4-T N 0T 2=)V) ANV T 7EA)N]-1-2 o0

~F 1=V RF VT —NEAWT3)

BEFIBOS TF /)L 6-[N-(4-7 BE-2-7/0m0T = =)L) AT 7EA)N]-1-3
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[0277]

[0278]

XL - 1-IVRF LT — ML A T4)

HEZHB69 =F /L 6-[N-(2,4-C 7N 40T 2= V)AL T 7EAN]-3-T7 2=/b-1
—anF 1= ANVRF LT MO ERE D T AT LA~ — (b BT B LR
BT AT LA~ —({LAT6)

BEHBIBT0 =F )V 6-[N-2-/nu-4-7) 407 2=/ V)AL T 7EA)V]-3-T ==
N-1-27a~Fr-1-HVRF LT — OBt T AT A~ —bA TR &
OMEREME DT 2T LA~ — (LB HT8)

BEZFIBT1 =F )L 6-[N-(2,4-C 7N F 0T == )V)A)V T 7FEA)L]-3-tert—-7 F /L
—1-3unF B o= RF LTRGBS T ATV A — ((LEWTNR LT
&M T AT LA~ — (LB #80)

BEHIBT2 =F )V 6-[N-Q-/nu-4-7 )L 407 =)L) AL T 7FA )V ]-3-tert-

TFN-1-v - 1-INVARF T T = DOEBEY T AT LA <— (L E#81
JBIOMEMEY T AT LA~ — (LA 482)

BEFIBT3 =F /N 6-[N-2,4-PT7NF 0T 2= /WAL T 7EAN]-3,3-D AF /L -
-3 7a~Ftr-1-HARFLT— LA 183)

BEFIBTL TF )L 6-[N-Q-7/00-4-TNA0T 2=/ W) AT 7EAN]-3,3- A
Fol-1-vru~F i -1-IVRF LT — A #84)

BERFIBT5 TF /N 3T BE-6-IN-(2,4-VT7NABT 2=/ W)ALT 7EAN]-1-

T F e -1-TRF L F—k (LA H85)

L1 ~85D/LFEERER1~K 1217,

[%1]
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0
(CH;)n 2
SO,N—AT
LansdE | ' |ar n
)
ci
1 CaHs H ; :> 2
F
Ci
2 CoHs CH, §:> 2
F i
F
3 CaHs H §:> 2
.
oy o
4 CaHs H 2
(CH,) ,CH
5 CaHs H @NO, 2
6 CaHs H —'O 2
10 CaHs H —Q 2
F
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11 C,Hs H Q 2
F
12 CaHs H _O‘“F 2
F
13 Csz H @ 2
F
14 € Hs H ‘Q 2
F F
F
15 C,Hs H

!

o
n :
"M

N

16 C:Hs
F
17 C:Hs H ‘Q 2
F
19 —f: >‘—'F
(1-1K) CaHs H 2
F
20 C.H H F 2
(d*{;&) i4i5
F
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21 CayHs H : 2
CH0-C
0
F
22 CH, H g > 2
F
F
23 (CH; ) 2CH; H 2
F
24 CH, H g > cl 2
F
F
25 CH(CH;). H 2
F
26 CoHy H : 2
CH,0~G
1]
27 CaHs H E > CH, 5
F
28 CoHs H '_Q 2
cl
29 C,Hs H S > F 2
Cl
30 CyHg H 4@“6] 2
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<
31 CzHg H 2
F F
F
32 CH,CH(CH1) 2 H 2
F
F
33 {CHz)sCH; H 2
F
34 CHs H S > Br 5
F
35 C,Hg H ; : ¢l 2
Cl
36 C,Hs H : 2
CHa—'”
0
37 CaHs H Q 2
Ci
38 C2H; H Q 2
Ci Cl
39 C3Hs H @ 2
CZHS
JLEN '
40 CaHs H NG 2
N
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Gl
41 CsHs H "Q 2
Ct '
42 CoHs H @ 2
CF,0
F
43 C.Hg H —QF 2
F
‘ _ /N::N
44 CaHy H N 2
N
CH
45 CaHs H S > 3 2
Cl
F
46 CaHs H 2
CH;
¢l
47 CoHs H —Q 2
Cl
M=y
48 C,Hs ' H N | 2
=N
' /ﬁ‘:"'N
49 C,Hs H N 2
—
50 C,H, H @ 2
CF;
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51 CaHs —-<;>~ccmcﬁ3
F
52 cm—@ g >
F
N_ OC(CH,),
~OY
53 C:H H NH 0
FALE
g}\oe {CH,),
sa Cabs ——<; :>——{:000H3
cl
55 CaHs o
ci
F
56 (CH,).0H ; :
F
N,N\\Hl
57 C3Hs =N
F
58 C,Hs S > F
F
F
59 CH,COO0C(CH3 )2 ;::
F
--~<: >-~F
60 CH,COOH -
F
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——é >——F

61 CyHs H : 3

F

62 . . —ngmﬂcazceoc(m,)s )
o

o3 - . —Qg‘NHCHzCUUCz‘“’s )
cl

64 CoHs H ; : F i
¢l

65 CaHjs H ; : F 3
I

71 F

2

(s-#) | . :
cl

72 F

(R-4K) CaH; H ; : 2
ol
—</ >——s:

73 CaHs4 H 2
Br

74 CsHg H ; : Br 2
cl
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R C—0R'

2
I,

SON —Ar
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YPATFLER-
}
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(EE%
YFAFLER-
)
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(EHEE

S FAFLAT-
)

e
H

M
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-

CaoHs H

ek

<
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(S

Y PAFLAR-
)

c;f'ls H

NEEE
¢
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(S

Y PATLAT-
)

-

CyHs H C(CHai)a
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(EHEHE
VFATLET-
)
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(EHEHE
YPATFUF -
)

-y

R

C,Hs H C(CHz)3
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[0289] [F&12]

[0290]

82
(B F
S7RFLEY- | S [H | CLCHsDs Q
) cl
P
85 C2H5 H Br ;i:
F
cH, 9
C—0C,H,
OH;
H
SO, —Ar
.y
%m%% Ar
F
83 S:>
F
5
84
cl
(ZEHIC)

BEFIC1 =F )L 6-(RVINANVT 7= )-1-LranF L -1-H LV REL T—
FBEFIC2 =F /L 6-[4-APFTL PRV T V-l ranFbr-1-7
JLIRF LT —h

BEFIC3 =F ) 6-[(2,4-FTNF R INANT 7V ]-1-3raaF -1
~HINVRFLT—h

BEFCA =F/) 6-[2-rum—4-7 L F PN AT 7= V]-1- raaF
BU-1-HNARFTT—]

BEHICE =F /L 5-EREFT-3,6-VERE-2H-E T ~4-H/LARFF—h

BEFIC6 =F /N 5-RLT7=/L-3,6- tRu-2H-E" T ~4-HILRFFT—h
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[0291]

[0292]
[0293]

BEFCT 4-(Z T HAR=/N)-5,6-VERE-2H-"F L -3-Z /LR g
HEZHFC] =F ) 5-(ruaRR=/1)-3,6- ERa-2H-E°F 4D L Rx T
—h

(ZE4ID]
HEZHD1 =FI)L 6-(RDINVA)VHRZIV)-1-uanF e -1-H VR F LT — N
fLaMmL)

BEHID2 TF)N 6-[U-APF IRV VER=V]-1-v s -1-d )0
RFTT—MEW2)

BEWID3 =F N 6-[(2,4- VT NA TR D) ANV RV ]-1-S raaF Rl -1-
ANKRFTFT—NLES)

BEHDL =F)L 6-[Q-ron-4-T )N FaN D) RV ERS V] raadg
=1=AINVARF T TN E YA

BEFIDS =FL (-)-6-[Q-rmu-4-7 LA u_ PN ARREV -3 T Ees
FE-1-IARFLT—RLEHS)

TF N (+)6-[Q-ran—4-T7NF X U NANFRE Nl rasger-1-0
NARFLT—NEEH6’)

BEFID6 =F N 3-[2,4-V 7N AT 2= /) AN T 7EAN]-3,6-V RN r-2H-
BT A NRE T —MEAWT)

BEFDT =F N 3-[Q-run-4-70A4 0T 2=V AL T 7EAL]-3,6-P R -
2H-E T ~4-H VARF LT — (L E#8’)

LB ~8 DL FEERA K13, K14UTTT,
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[0295]

[0296]

[0297]

C—OEt
\
0
SO,NH—Ar

FEHaf1

REIM220gIBEHIB66DILEW 7221 1gl-MEL, INEL T F 13, 2gB LT
PRVARNT 3 AT 7 F VNIV r—)L2, 2o %k LTz, VRV 24, TghiRE
KRR ACREDHEEE 11, 2mM, FeER TRV A8, 8mMEZR DX T HEREHE
ERCIR ST, ZhBEIRAL IR, mEREY 27 AP — (F=—
F o P HREY 2 AP —) ZFHVT8000psiDIE ST, AL L=, Ebh-HAk
KR %, 20mLH AT /2 20mLFRIEG , EREHRL, TLRBIVTFRF
7%y CERL, 121°CL ET155 UL A — ML —T7 JE ML | Fita
T OMEE A T HHACMRD E 1572,

I, FRELT, KEIM340giIT/bAWT221 TglR L, JVELSF 20, 4g8
FTOVIVAM N T FRT 7 F NI —/ L3, AghiaffLT-, 7V, 38. 25¢
HARBKITBIE LT, ZNORIEAL, IR, SEREY 2T A — (F=—V
FR T HEY 2T AP —) & FT8000psiDE ST, FEHAL L, HFohi=%{b
FLE D Z, 20mL A AT MZ20mL i BREHL , TBLOTTAFy
I%%y 7 TERL, 121°CLL ET155 MU EA— ML —7 WELEL, st
FRALT7 2000 3 DA 2187, ENENDL S R 1BITRT,

[#15]
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M5 1 XL 2
ItEWM7 2 11g 17¢g
R 220¢g 340¢g
ALY F 13. 2¢ 20. 4
P 24. 7g 38. 25¢g
PIVAMINVERRAT 7 | 2. 2¢ 3. 4¢
FONTYEr—
Frhg 11. 2mM -
Bk rU UL - EKY | 8. 8mM -
ABK 28 1. 1L 1. 7L

[0298] Fzfa 2
FHaF 1 THELNT AT 1 R ORH R T 20 AL % . 25 CITRTEL | #RFF
B, PEIR, pH, R FREZRI T LT2, R F#21%, Malvern Mastersizer ST
RIE LTz, ZDfER%Z, R161TRT,
[0299] [5&16]

ERTN pH IR 7 (1 m)
iy WA & 4. 4 0. 3
Initial & 4. 4 0. 3
25C3%A |@& 4. 4 0. 3
25C6M/A |& 4. 5 0. 3
xBTS 2 BB Al T 4. 6 0. 3
Initial i 4. 0 0. 3
25C3&A [ 3. 6 0. 3
25°C6A | A& |[3. 6 0. 8

1) SEHRRITF &, DEGBRIT A GE L 7ok, ABEEL T

[0300]  EEERFREAIZ & LeAL)5 1T, IERTE TpHAZELE T, 25 CTORBRIEIC
BOTh, pHAZEAE RS, 7 1ITMEIR, pH, FERFEEHZE Th-o
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[0301]

[0302]

[0303]

77, XHFRALST 27T, JRE BT TpHAS, 4. 62254, OIfK FL, &5i225CT3E A
DIRAFITEY pHAB. 6ITIR F L7z, pHOE FIZEY, FALMER D A& EL 3
T, 25°CT6E A DRTEICLY, /BRI T-L | Sy BORBRLT- 230 B L 72K 23, #8743
BEEL Z L7272 MRIR DS AR 720 | SRR 28030, 8 u miZHENL7z, ZD koAl
BWT2EH DA HEEEEE A AL AT 222X, IREREOpHIE T,
RHWIRFRFOPHIE T2 L E T DI LN AIiEL e o7z,

E i3

R 2kglALEM 722600 fEL  FERINEL > F L 720g BIOVIV AR
ANT H AT 7F VN7 Er—1120g%50~60C TIRMLT-, KEK20kgiz7Y
VU 1350g% EfEL . JKEEER40. 35g, BEBET R L 3KF171. 85g%450~6
OCTIRABMLIZ, TNOERAL, REY 2 AP —RUhz (ULTRA TURRAX
)& VTS AL 72, I, BEREY 27 AP —MicronlLab40 (APV Gaulin
) & AV T8000psiDIE ), 8 SATHHAL LT, (bEWT20EMRB L UL, &
R FTHEMLU T, BONTHAIDER T H A X4, 5 pmDAT LT 1)L
HZ—TAIEL, 20mLA AT MZ20mLAiEEK , BREHRL, T2RBLOT TR
Fo X ¥y 7 TERL, & 121°CLL ET15#2L B4 — ML — 7 R E LR
L. BEet e f T oA LA L 7 3% 1572,

WIZ, HEL T, REH12kgiAb G722 600g ML FBRINEL O F 72
0gBINIVANMINTF AT 7F VN7V r—1120g%50~60C TIHEELT-.
KBk 35kglz 7Vt 1350g%50~60C TIREEMLT-, TNOLERAL, KT
VaF AP =R (ULTRA TURRAX) & AV T4 P IE L 7=,

WIZ, BEREY 27 AP —MicronLab40 (APV Gaulin) % H V" T8000psid )+ 17,
8N ATHEIAL L2 AL AW 720 B L URALIL, BRKK T CERL, 55
NI-HABR I Z R T VAR5 p mD A TV T4 Z—TAHEL, 20mLHNAT
JVZ20mLFER , BREWL , TLRBIVT FTAF v IF vy 7 TER LT, T
2121°CLL LTI ML LA — L — T g B L, LifsE A 3530k
A DX AL T A% 15T, ZNENDLTZRITIRT,

[#17]
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0K 3 xRS 4
k&M 7 2 600¢g 600¢g
RIZH 12000¢g 12000¢g
ELF 720¢g 720¢g
Ty 1350¢g 1350¢g
VIVAMMLIFAT7|120¢g 120¢g
FUONT Y ER—)L
TKEFRR 40. 35¢g -
el rU oL - 3KFM | 71. 85¢ -
AEK 28 6 0L 60L

[0304] ZEfEB14
FEHaB| 3 TGOS 3K Ut R GF AD AR %, 25 CITIRTEL | BT
BT, PR, pH, PR FERZE LT, 4007 3D R F£E1T, Malvern Mast
ersizer 2000, %R G 41ZMalvern Mastersizer STHIELT=, ZDFER%
F18ITRT,

[0305] [R18]
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[0306]

[0307]

E2IN pH 7 (1 m)
5 3 FLIE-BEERT ] 4. 5 —
Initial & 4. 4 0. 2
25°C3f4H i 4. 5 0. 2
25°C6HiA ] 4. 5 0. 2
25C158A @& 4. 5 0. 2
25°C18%A |#& 4. 5 0. 2
25C24MA |# 4. 5 0. 2
xBTS 4 AW E AT ] 5. 2 —
Initial & 4. 0 0. 3
2 5°C3t#H ] 3. 5 0. 3
25C6®&A Aig” 3. 5 3. 6

1) ATEANZERD D2 EBED MIF 258D 7,

HEBRAR A 22 L4877 3T, FUBIKE R TpHA —E T, 256°CT18EH D
EHIRFSLpIME T, MERBL ORI AL 2T | JERICRET
HoTz,

XRALTT 4TI, 25°C T3 A IRFERIC, pHAMET L, 68 A rF%ICITFLAE
R Z TN BE O VTR A 880 To T O PR IS A & 720 | PRI F455 3. 6 1 miTif
MUTe, LTeio T, ZO I EM 728 A DFALRARMIZ . 20mM D BB EE
FIZBLA T D2 LITXD, FALKLRD ORI, JRE Ry, REVRGFRHZpHMETL
ROFACE I RS HZ L TE, ZHUCdD, BLLKEERHACH A 25
TN A[RRE IR0,

FEha 5

XHHRALTT 2L [F — R T, 4 DRBERNEZZ A TOLRE25mLOL G 2%
Bl VRV LFEBE KD BIRH KA, 74 ORE OB Z N2 TEMRLI
ZNENOBEAIOMIL, BEREEAN IR L FEE N A FLEBEEAILIL
BLFLE T NI L, 7 B AN o Bl =B NI L YR —
ERAR AN BR1IKFE 2T NI Ly = By, U B EAIT) B2k 1T MY
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[0308]

[0309]

LEVBRIKFR 2T MDA REBIEEAIREE T N AL REEKFEFTNID LD
D, R19—221TFLMORE TR A LT, IRIC, REMIZ LE®w72, SiEL T
BIOOIVAMA T AT 7F NIV a— VERRE LU, ZNHERAL, REY
2 A ¥ — (Ultraturrax T25 S1-Janke & Kunkel blade homogenizer) CHFLIL14 . »/
=/ —4—(Vibracell Ultrasonicator) CHALARRMAZ TR 72, 567 FALIE A
ERTHARXE pmD ATV T 4NE—TAHRBL, 20mLA/ AT /MZ20mLFEE
%, BREHL, TIMRBIOT IRAF v IXry 7 TEARL, 121°CLLET1547H
PLEA =N L —T R LB, T84 OFfFE & IS T R 55Tz, 3
LA DpH%E | A — L — 7 ABERTRB X OE % THE L

FOFEREFR19~ 221 T ALED T2 AT HHAL RS IL ., BB A,
FLERARTEA, 7= BRTRE A, Vo Be—7 = BRRR A4 SmMA 5 32mM Tl A
TAHZLICEY, BIERRBE LB LD pHNEEAEE(L L2 pHA~5DFL L
DS,

¥/, BEIRAETR AL CHALMBR OpHE ISR LT 5A1E, U BB E A, &
ERARTETR, 7 = IR E A2 A L2 Th ., BEAKIBELEIZLYpHAELL
KR UTe, (REBRER T, mEARIRE NIV CoHA TICEBI LT,
[#£19]
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AR O p H | FREAER | REHRE | ®ERREH

oy

4 EERRAR & Al 5mM SRR
ALERTR

10mM ALERR(
ALERT%

15mM ALER I
SLER 1%

20mM KRR
ALHR 1%

FLERARE A 5mM LB
AR

12. 5mM RLER R
RLFR1%

25mM KLER AT
ALER 1%

7 . ERE 5mM ALER T
#l ALER 1%

10mM AVER AT
AL 1%

15mM KLER A
LR 1%

20mM ALER AT
ALERH

N N Lo e e lal e el el Cal al Lalinl El ol Ll
DI == Of—= Ol= =~ N~ N/ DO O | O +—

[0310] [3R20]
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LA O p H TEEAIER BERRE | BERIEE pH
4.5 FEBSAE T SmM RLER R 4.6
ALER % 45

10mM ALBR AT 4.6

SUBRT% 4.4

15mM AL Bij 45

SLERT% 44

20mM SLER g1 4.5

RLER 1% 4.4

HEEEEH SmM ALBEAT 4.5
ALERTR 4.4

12.5mM ALER T 4.5

AL 4.4

25mM LB 4.5

LB 4.4

VUER-s $mM RLER I 4.7
FRAREA SLER 1% 43
16mM SLBRRT 4.6

ALERE 43

32mM KL F] 4.6

B 43

7 T BEAREA SmM KLERRT 4.6
AR % 47

10mM ALER A 4.6

gy 4.7

15mM ALER AT 45

B 47

20mM ALER R 45

PR T% 4.7

[0311] [F&21]
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FLMRE O p H | BERIEE | BEARE | SEAXAXBE | pH
5 e R 1 Al 5mM AVERR( 5.0
kg 4.8

10mM ALER Fij 5.0

SLER TR 4.3

15mM ALBRAT 49

gy 4.8

20mM ALERL AT 5.0

MERHE 4.9

7 T AR SmM KLBRRI] 5.1

7 ALPRT% 5.1

10mM ALERR 5.1

puBit 5.2

15mM KLERRIT 5.1

Py 5.1

20mM AL AT 5.0

SLERT% 5.0

[0312] [F&22]
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HLLAER D p H REAIEE BEARE | @ EAKEE pH
6 7 TR E A SmM ALER AT 6.3
SLER% 5.6

10mM JILER I 6.3

SLERT% 5.7

15mM ALER AT 6.3

SERT% 5.7

20mM SVER AT 6.3

SLER 1% 56

U EERRE A 5mM ALER AT 6.1
SR TE 4.6

10mM ALERAT 6.1

ALERT% 47

15mM ALER R 6.0

MLER 1% 5.0

20mM KLER Rl 6.0

MLER TR 5.3

IR AR AT A SmM SLER I 7.0
ALER 14 43

10mM KLER i 7.0

SR 43

15mM ALBRAT] 7.0

SRR 5.0

20mM ALERFI 7.1

SR T4 5.6

[0313] Hrigfl

xR 2L [F]— b2 G, pHFAEEHFI L L TR (LT N Y 25T 2 DRETEAT
WAEE25mLOI T Z RS BT 7RI LIREIRDBRDKFEIZ, KEEL
FRIT AOEAEEENO, 0. 5, 0. 75, 1, 1. 5, 2. OmMERDIINTZNENIE
FRELUTo, RIT, REFHIS LB 72, INEL O F U BRIV AM VT AT 75
NIV — VEEHE L, B EIRE L, REY 2T AP — (Ultraturrax T25 S1
-Janke & Kunkel blade homogenizer) THE L, ¥ =/ —%—(Vibracell Ultrasonic
ator) CHALFER M IR E LT, FONTZHAAKRW E R T HAZXE p mDA T
T4NE—THBL, 20mLA ATV 20mLFEIEE , EFRERL, TaBIO0
TIAF v IF Xy CEEL, 121°CLL LTI UL LA — 7L — 7 B L
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. PHABAI LU CRE % DR EDAKBRILT N Y DEFLAT AR AR, 4

HACM S DpHE |, A — 7L — 7 BRI L OV E% TRRELT,
ZORERER2ITRTALED 725 B AT O ARPIL, BEEGEED, &

TOREDKEAT MY LEE G LIZGEGIZ, IRERICE LV pHOER T 2R LT

o

[0314] [3R23]

[0315]

KERILT R Y U ABE BEARHEE pH
OmM ALER R 5.4
SLER T4 4.6

0.5mM KLER R 6.5
SLER 1% 45

0.75mM AUBRAT 6.7
AR 1% 45

1mM ALBRLRI 6.7
SLER % 4.5

1.5mM ALER R 6.7
ALER % 4.6

2.0mM ALBRAT 6.9
ALBRT% 4.7

REAGI1 LPSHNMIC LD R T A8 I3 DR BLIHEIER

VURw a7 77— RARMRRAW264. THIfE A TLRAT T =AM THAHYRRYH
HAFAR (LPS)IZLBFE 24 DAT 1= —F—FEAICXHT DB A1 (5 EH]B66
DALE W T2) OIMEIZIRETR Tz, FBRATH , MH235x10"E/mLIZ25551210%
BT > 0 Ve M E PR IIRPMI1640k5 it 2RI 'L — MIREREL | 37°C. 5%CO
/95% %K TSR LI=% . BHE 1 %IEEE Y s 2 g IRIIRPMI16405%
Uz HE L, BEERL A1 (R FE100nM) B OLPS (F&IBFE10 ng/mL) ZERMNLTZ,
BREEI 1%, EIEICKYRNAZ TR DNA Chip (Mu73A, Affimetrixth) % (Gene S
pring ver.4% W CRIBTHENTE1T72 072, 70383, HBRWEIZ10mME/2 DX IZN,
N-DAF VRNV BT IR LIS D E R MU CAIR UL 72, ##tT L7 BB 1D
REFIOFERER 24T, HRLEHLIZLPSHIBIC VLB D ROoNTZEE T
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2N, AT LT RIE 2 COBRF 2 HHI LI,
[0316] [3R24-1]

mRNA DFHL (#AHE)
LPS+
BiEF aybha— LPS
HRILEW 1

A20 143.9 1044. 3 204.0
Adenosine A2b receptor 2.7 2092. 2 141.9
argininosuccinate synthetase 376. 7 8623. 2 478.9
bel-3 0 7512.6 158. 7
Caspase-11 436. 0 6975. 7 763. 5
CCR1 26.5 1877. 4 137.9
COX-2 24.4 13981.9 71.9
Cytokine inducible

0 22669. 3 2092. b
SH2-containing protein
Fas antigen 132.7 2507.5 202.7
Fc receptor 1244. 4 20683. 4 982.5
Galectin-9 1904. 3 19639. 3 3639. 2
G-CSF 698. 4 18440.5 844.9
Guanylate binding protein-2 0 8931. 2 19.4
Histidine decarboxylase 44.3 4472. 2 21.1
IL-1 beta 0 18712. 2 424.9
IL-1 receptor antagonist 156.9 21942. 3 538. 2
IL-10 221.8 6617.9 128.1
IL-18 708.7 4881. 4 429. 4
IL-4 receptor 84. 4 7015. 8 160. 6

[0317] [F%24-2]
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mRNA DFEH (B LRE)
LPS+
BT arbr—n LPS
#HRLEwm 1

IL-6 26.7 5345.6 0
inducible nitric oxide synthase 9.3 1251.6 125.9
Interferon regulatory factor 1491. 7 7554.9 1356. 3
IP-10 40. 1 12954. 7 30.7
Janus kinase 2 228. 3 2175.1 310.9
major histocompatibility complex 378.5 3399.6 353.0
MCP-1 115. 6 24184.7 336.8
MCP-3 2.4 3159.0 46. 5
MIP-2 819.2 12542. 9 3055. 0
MMP-9 0 3571.5 352. 6
P2X4 193.0 1239.3 227.0
phosphatase PAC1 653, 7 12520, 7 765. 9
plasminogen activator inhibitor 199. 1 15207.5 67.5
RANTES 0 12030. 1 34.8
serum amyloid A 393.1 24253. 2 1041.0
TNF receptor 906. 2 24864. 6 3467. 0
TNF receptor associated factor 213.6 2457.3 311. 4

[0318]

RERGI2 LPSHIM~ a7 7—UMhDAT 4 =—F—FEAEMHIVEA

VORI T 77— RABIRRAW264. TR A VY, TLRAT T=ANTHLHURR
Uy ATAR (LPSIICLDFE 4 DAT 4= —F—FEAIZXH T DB AW 1 (B EH
B66MDALAHT2) DI RE 7=, KBRETH | MIE235x10"E/mLICAe 5 k51
10%FEE@ L IR R M IE FRIIRPMI164055 H1 28R B L . 967 =/L~A /L —RC
0.2mL/7 =)L CHERELTZ, 37°C, 5%CO /95%ZER T TRt LItk itz
%FE@L T VB R MBS INRPMI164055 /2 Az 2 L, #BR{LA 91, LPS GRIBE 10
ng/mL) ZWMUL7Tz, BIC—WER%, R LEF OV AN, rENA T
AB T TV E2RXELISATC, BREERA A (NODZ EHY) I FE132,3-diaminon
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[0319]

[0320]

[0321]

aphthalene® FAV V2@ HIECTER LT, 228, #BRILAH LIX10mME72 B LHIIN,

N-VAF VIRV LT IRIIED L, 0.1mME22D L1 % IE@LT S iR VE i B FIIRP
MI164085HE TAIRL . SHITKRIRE DLI0RE LR o E TR TAIRLL/ 107N
2o FERER25ITTT, HRILEDUITAN B TOAT 4= —F—EAZ[FF DI

CSO’C“?IH%'JLKO
[#25]
IC;, (nmol/L)
NO 1.8
TNF-o 3.1
IL-1o 1.1
IL-6 2.0
IL-10 1.6
MIP-2 7.1
PGE, : 10

REAGI3 bR MR DD AT 4= —F —FEAMHIE A

{34 D EVRIC IO AR i BAZERE 7 BEL . 10%3E@1 b L i 1R g i
RPMI164085H Z SR L7~ 1% . 8x10"E /77 /TR A EH1296 7 = /v A 7S L—h
(CHEFEL T2, BRI &2 (BB HIDTOEWS’) | LPS (IR 10 ng/mL) X NN
Fo (MBEE1U/mL)ZEHMNL—BEEEERE ., 558 LEHOTNF-o | [L-6 X VIL-8%
M ARDELISAF v TEE LT, 728, SBRMEIX10mME72 DRI IIN,N- AT /LR
VAT INIZE LT BB E DLOFRE LR D ETHM THANUL/ 105U 72,
RER261TRT . WRILEW2ITNE o | -6 X NIL-8EEZRZDIC_THMHIL
Teo Fiz, 3 ORMUMLEZERIZIBWTIHNEE O ZIT Aovied -7,
[F%26]
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[0322]

IC,, (nmol/L)

A B C

TNF-« 43 39 32
IL-6 36 51 35
IL-8 83 130 81

BG4 LPSH -~ a7 7= oDV A A BEAMRIEH

VAT 7Y RMBRRAW264. THlBE A VY, TLRAT T =AM THHIARR
Ut B FAR (LPS)IZEAFE 4 DY AL A ALK T 28851 (25 4]B6
6DALE W T2) DINFIZIRE Tz, FBRATH . M3 1x10°E/mLIZ22 5591210
%FEMILT G B ERIIRPMI164055 #IlZBRE L . 967 = /L<A /71 —FZ0.1
mL/ 7=V TREFEL T, 37°C, 5%CO0 /95% %25 T B R L= 14, Shitia &k
L. BRI 1 (IR E100nM) | LPS (BIRE 10 ng/mL) Z¥RANL 7=, BT —BikE
Bk, R EBEFOYANIA L EEEBioPlext A NI AL T AT N5E)
TEELE, 28, BRI 1UX10mMERDINTY AT VAL FF TR (DMSO)
ZEEDL, 0.1mMEZ2D LI % FEB LT S R M & IRANRPMI164085 #1 TAIRL
ELITHKIBEDI0ERE LD FETEM THRLL/ 10U, #ERER2TIRT
» WAL A LIZLPSEINC Lo TRIAMEIML 7= 2 TOV A MIA L FEAZIMHIL
7o

[0323] [FR27]
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HA FhA VEOBBRE (pg/ml)

Cytokines control LPS LPS+fR{b &8 1
IL1beta 0 97 2
IL1alpha 21 74 47

IL2 3 20 8
IL3 3 22 3
IL6 82 233 152
IL10 25 80 20
IL12(p40) 3 18 4
IL12(p70) 12 48 13
IL17 9 - 50 13
KC 10 79 22
TNFalpha 48 10483 125
GM-CSF 53 135 85
IFNgamma 9 31 8
RANTES 31 1520 48

[0324] #ABRBIS LPSHIEH OMBANT 7 AR EICKH T B EFEH
VAT 7Y RMBRRAW264. THlBE A VY, TLRAT T =AM THHIARR

Ut B FAR (LPS)IZEAFE 4 DY AL A ALK T 28851 (25 4]B6
6DILE W T2) DIMFIBRAE I, EBRATA . MR 1x10°E/mLIZ22 5551210
%FE@ L7 > BE B ERITRPMI164055 Il Z BRI L , 967 = /L~v A7 1L —NZ0.1
mL/ 7=V TREFEL T, 37°C, 5%CO0 /95% %25 T B R L= 14, Shitia &k
L. #BIbAa%1, LPS (RIREE10 ng/mL) Z¥RANL 7=, LPSIRAN%, 1, 3. 10, 20, 30
SIBNORI LT BEER TR (A4 7w R HE) 20.1mL/ 7 = /VIRINL . £ 0%, KM L
T2 B VU ARRER0.075mL/ 7 = /VIRIIL , <A T A80CH 7Y —H —Z—BiRTF
L7z, A CTRMMELI-%, VLR OEREZ1.5mL =y R T7F 2—7 1B, 45
00rpm, 1057, 4CTE L LTz, LiEEZIIGL . Bioplex)  BR{LEBET vEA (X
AZ TR ED, VBB L E B EOEEEZIT o7, 2B, BRI EW1IT10mME
2RBEINTY AF L AVRFLE (DMSO) IZIEDL, 0.1mME72 B 15121 % FE@ L
A6 R M IE PR IIRPMIL640E5 i CAIRL | SHICKIBEDL0FRE L5 E TH T
AL/ 10BN U Tz, f R BT, BRI W LTI ~T2 & TDLPSY 7 L
CEICB G 2EAE OV B L a2 LT,

[0325] FRBAHBI6 PBMC (Peripheral blood mononuclear cells GRA Il BER%EK)) ~DLPSD#E
AT RIET R
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[0326]

EIRCID AR M B R Sy BEL . b B (BEFIB66DILEMT72) | Hith
CD14%E /7a—F AHAEMEM-18, it hCCR5E /7 —F L Hiik2D7 (it b
1—/1) Z4°C T30 MWERS 7z, ZDBMIICTISeMLIEFTE R THEIET~LLP
S(E. coli 055:B5, Alexa Fluor'™ 488 27#k, 50 ng/mL) %37 “CT4553 lfE &t 7=
o FIFRZ YRR 7 o —H A R AN —{2 X0 10,0008 DAL DOV TE HT~ILLPSD
FEAET AT, RER2TR T, HIETULLPSOPBMC~DfE AL, PBMCZEHL
ENCD14% /7 a—F L HUR CRTLEE T A2 LIS KBRS IIR S vz, — 07, #k
LA TIZI0 u MOTIITHE T ULLPSOfE G E S LE LD 72 (K2),
FEZE B ORI ek

RFEADTLRYZ T NVILENE 2 & A T DERMEMIL, [L—8FDFE~ D
AIAARRIEMAT 4 =—F—DREAMBINER . COX— 1% DR B /EMA 7R
ErAL, BRYMERE, DR, B ORERESE0ORE L DREO TP TREAILL
THATHS,

AHFEIZ. B AR CHESIUV-EFE2006— 117270 5L TEBY . ZORNEKIZT
RKEFHIZEIZT X THEEINDHD THD,

RFEADLDIFELWREREZ S ML TR UTRH SIS — T, ABFMEPICE
W, BT OFFEROFM T ZSNDFEADHHZ R 55 L72<, FERELPREM
DR A IR AR L2 AGHI LT L EFICHMEINS THAD, ABMIETITRSNX
IZHENT N TORH, FFABE O OMOTIITYIL, ZRICIDZD2R
BIDIAFEND,
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B SR DF
[1] TLRY ' FNVAEYE &G L 25, IL—2, IL—3, IL—8,IL—10,IL—12
JIL—17, MIP—2, KC, GM—CSF, IFN— y BX O\ uRZ 7 IV E2hD
BITNDD 72 &b —FE DK D EEAEIMHIHF,

[2] IL—2. IL—3BXIOQR SR D E2bIRITNAD I &b —FRDK +DRE
ADINHISIA, 75 RELTEE DA,
[3] TLRVZ FALEMEAEH L T/h5, COX—II, IL—10,IL—18 MCP—1

/3, MIP—2, RANTES, P2X4, FTAI )~ e T IF_R—B— e f BB H —
G—CSF, FasHifl, TINFEEK, FeZBER, TV I7Fr—9, EAF VU FANR
FUT—E, IL-1ZBET AT =ANBLUOMMP — 90 b3 I 507 &b —
RO FETLINHI A

[4] COX—II, IL—18, MCP—1,/3, RANTES, P2X4, 7RI /) —4 L T IF~
—H— A7 — G—CSF, FasHifl. INFZHK, FeX BB, HLrF—9
ERAFUUTFTANRF LT —B | IL— 1ZHFET AT ANBLIUOMMP — 9235
BIINHD L — OB MBS ND, FEKIEIFTLEHDOH,

[5] TLRYV 7 FVIHEDEEEH L TR5, ATF2, JNK, p38MAPX 7 —% 1« B
a,ERK1,2, p90RSK, STAT2E XL Up70 S6FF—EnbBITNH 7t
—FEDY b EEFR DL EA,

(6] ATF2, p90RSK, STAT2E L Up70 S6FF—EnoRIZN5D 7t —FED
VBRI EER DA ESND, 5 RESGER DA,

[7] TLRY 7 FVHEWE D, (D)

(k1]

[HKH, REBBREZAL O TOIWEHERILKERE, BEREEZAFAL TV THE
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WEERRILKERE, BREFAL OO THLLIWVERERL, X —OR' &+ . RYIT
KBERFEITIELEEZHL OO THIWVIEISRRILAZEREZ R T, ) TREND
HEAITR

k2]

Rlb

/
—N
\ 1lc

R
T RPBIUOR BEA—F-RER2-> T, ABRFEREREZALTOOTY
FOIEN R KR EZ R T, ) TRENDEZIRL,
ROIABIR T E3 R R AR FE EE T TH, HBHVIEIRER EITHAL TS
FEERL.
BAT (1) BHEZALTOTHORWVIBERIL AR E, (2) BREZALTHT
LIWEFEERIAFZEE, (3)R:—OR" KT, RMIAZERFE-IBHILELA
LT TORWIBNTERALKFREZ R T, ) TRENDEBI () ~aF VR T
OIRORELDEIINDI~AEDEBRE TELIN T THIW 70T V2R

ArIEWHELZH L T ThIWEEERILAZEZ L,
=
k3]

TERINHHET, K-
k4]

(CHz)nAl (CH,)n pnt

F=l&

TRINLEETRL,
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niX1~4DBHZRT, | TREINICEDEITIEDEHLNIZFDT AR TV
F770%.

[Foh, RUIBEHEL AL TOTh VIR R R AL AR, BfEL L TOTh
LOEB R R, BREZALTOTHLEVVEREE, & —OR™ (R, R
KRR EIIERERE L OO CH LB R (LK B EE TR T, ) THES
NAHEFZIIA:

[116]

—N (a)

\ e
(i, R BLUR FE—E- 3R >T KEETFEEBMBELELTNT
HRWVIENIRIRIEKRFEE LR T, ) TRSNDEEZRL,
XIFAF LB NH, BiEEF £z 172k,
YIZBHREEZ AL TOTHROAF LU EERITBERELZ AL TOTHIWNHERL
CERATE() BREZAL TOThIWIEIRIRIL KR, (2) B EZ AL TH
THEWEEERILAER, (3)3: —OR” RH, R¥IIAERE TSI ERES
ALTOTORW BRI KT EEL RS, ) TRENDLEBIV L) ~a TV RF
MORLEELDBIIND L I BABEOBBRELZF L T THLWERNLBERE L,
AT IEHBEEZF L TN THOIWEEFRRILAKFEEEZRL,
=V
k7]
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TRINLHEITA:

[1k:8]

(THZ)S\ (fH2)s
Al A

NCH, Tt ERSE NCH, Tt
(bl) (b2)

TREINDEZTRL,

sIZOT B 2DEH &R,

tIX 1T E3DEE AR,

sEtDOFNTALL T THD;

T2 XPAF L BEDOSE  YIRBEREZAL TO TRV AF L LR T, T

REINDHILEMEIINITDOEHDNNIETDOTBRT YT ThHHFEREL~6DNT I

In—TEIZFEE DA,

HMA, 2 (Ta):
fL9]
1
C—OR"
|$23 (la)
SON —Ar”

[RF RUIC  TA%AE RUFAKRRFELEIC  TA®E, Ar'ldlE:
2D e FVBEFTBREN 7 ==V EERT, 1THY, RN, Rlla):
[{E10]
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[9]

[10]

[11]

[12]

[13]

[14]

[15]

C—OR

la, ,

(I1a)

fai]

SO~ Y—Ar"
[P RYEBC TARNE, XPAF LR RBRRTE, Y PAT L
FlE—NH—%, Ar”’ 753/\11/?‘/}?%%&0“01_67/1/2%&%&@&%@%51?.E7‘:
T2EDERIELZAL T TELW T 2= VAR, [ THAERIETEH DK,

PUEHE, UEEHE, AT oA NERREE, A7 0/, FigEn LI UhtE
TV AN AEELDIRIIND DI EL 1O EY A S TEA T 5, 75K
H1~6DWT N —IHIZELE DA,

HELEMICXIL T, TLRY T A MEME DAL HRE T O LEMEET D,
IL—2,IL—3,IL—8,IL—10, IL—12,IL—17, MIP—2, KC, GM—CSF, I
FN— vy BIOT0RE 7T PV E2INLIEIINAD I —FED R DEA L
929715,

IL—2, IL—3BLUTurRZ T T PV E2DLRIEND DL —FRD R+ DE
ADHISND, FERHIOLEHDTTIE,

IL—2,IL—3,IL—8,IL—10, IL—12, IL—17, MIP—2, KC, GM—CSF, I
FN— vy BIOT0RE 7TV E2INGIRIIND D72 &b —FED K+ D E A INH
& BliE4 2720 DTLRY 7 F VL EYE O A,

FEAEMNBIFIA, IL—2, IL—3BI S uRE TP E2NBRITND D7 L
—FEOEFITHTHHDTHSD, FHRKE12FHOE A,

HELEMICXIL T, TLRY 7 T A IEME DA BEHRETHLEMEETD
COX—IIL, IL—10, IL—18, MCP—1,3, MIP—2, RANTES, P2X4, 7523
=TI F R — e kX — G—CSF, FasHifl, INFZEE, FcZ R
R, HLIF 2 —9, EAF VU FHNRFLT—B, IL— 1Z /KT AT =AML
U'MMP — 955381E 1507 &b — RO BLAIIHI 5 51k,

COX—II, IL—18, MCP—1,/3, RANTES, P2X4, 7RI /) —4 L T IF~
—H— A7 — G—CSF, FasHifl. INFZHK, FeX BB, HLrF—9
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[16]

[17]

[18]

[19]

[20]

[21]

ERAFUUTFTANRF LT —B | IL— 1ZHFET AT ANBLIUOMMP — 9235
BITNDD KL — DR BPMBISND, FHRIEI4ZLHD FIE,

COX—II, IL—10, IL—18, MCP—1,3, MIP—2, RANTES, P2X4, 772
)= T I FR—F— e F— G—CSF, FasHiJi, INFZFAE, Fc
TR, HLIF 2 =9, EAF VU T HNRX L T—E | IL— 1R BEKT L FT=ANE
LOMMP — 905313 HD 72 b — ORI A4 E T 5720 DTLRY Y
FNHEDE OEEH,

ZEELIMHIAIA, COX—II, IL—18, MCP—1,3, RANTES, P2X4, /73 /
— LTI F_R—F— A H— G—CSF, FasHifl, INFZ A, FcZ AN
HVIF =9 ERF VT ANREF LT —E | IL- 1% FERT T =ANB LT
MMP — 92611 XN 5D 72 b —TRIZK T 20 D TH D, FERKH16THOME .

LB LT, TLRY 7 T A EME DN BER G THI L /e %,
ATF2, JNK, p38MAP*J}—¥ 1k Ba,ERK1,/2, p9ORSK, STAT2K L}
p70 S6F T —EnLEIEN DD — DOV BV EER DOILE F L,

ATF2, p90RSK, STAT2E X Up70 S6FF+—Enb@iEnsbaltb—/ED
VB VEER A FLESND, FERIALSFHM D H Ik,

ATF2, JNK, p38MAP* 7 —¥ Ik Ba.,ERK1,2, p90RSK, STAT2E X
U'p70 S6F T —Enoi#IIin o7 bb— OV B{hER O ERZRETS
7= DOTLRY 7 TNV ELEME O,

FREAIN, ATF2, p90RSK, STAT2R L Up70 S6F T —EnHi&IZIL 572
EH—FEDY L ERMVEBER T T Db D TH S, 55 RIE205TH DM A,
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& ok
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step when the document is taken alone

document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

document member of the same patent family

Date of the actual completion of the international search
12 July, 2007 (12.07.07)

Date of mailing of the international search report

31 July, 2007 (31.07.07)

Name and mailing address of the ISA/
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DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

X
A

SEKI, E., et al., Critical Roleg of Myeloid
Differentiation Factor 88-Dependent
Proinflammatory Cytokine Release in Early
Phase Clearance of Listeria monocytogenes in
Mice, The Journal of Immunclogy, 2002, Vol.1l69,
p.3863-3868, FIGURE 3

OGAWA, T., et al., Cell activation by
Porphyromonas gingivalis lipid A molecule
through Toll-like receptor 4- and myeloid
differentiation factor 88- dependent
signaling pathway, International Immunology,
2002, Vol.14, No.1ll, p.1325-1332, Fig.5

SUGAWARA, I., et al., Mycobacterial Infection
in TLR2 and TLR6 Knockout Mice, Microbiology
and Immunology, 2003, Vol.47, No.5,
ISSN:0385-5600, p.327-336, Abstract, Fig.5

WO 2003/084527 Al (Takeda Chemical Industries,
Ltd.),

16 October, 2003 (16.10.03),

Pages 42 to 54; examples

& JP 2004-002370 A & US 2006/058288 Al

& EP 1495756 Al & AU 20032362590 Al

& KR 2004099418 A & CN 1658863 A

Naoko MATSUNAGA et al., “Shinki Teibunshi
Toll-like receptor4 Signal Sogaiyaku TAK-242
no in vitro Kasgsei to Daichokin Sesshu Sepsis
Model deno Koka”, Journal of the Japanese
Society of Intensive Care Medicine, igsue data
31 January, 2006 (31.01.06), Vol.1l3,
No.Supplement, ISSN:1340-7988, page 173,
column of DO-039, column of [Seiseki]

1,7,8,12
2,9,13

1,7,8,12
2,9,13

1,2,7,8,12,

1,2,7,8,12,
13

1,2,7-9,12,
13
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Continuation of A. CLASSIFICATION OF SUBJECT MATTER
(International Patent Classification (IPC))

A61K45/00(2006.01)1i, A61K31/216(2006.01)i, A61K31/41(2006.01)1,
A61K31/4192(2006.01)1i, A61K31/428(2006.01)i, A61K45/06(2006.01)1,
A61P9/00(2006.01)1i, A61P25/00(2006.01)1i, A61P29/00(2006.01)1,
A61P31/00(2006.01)1i, A61P37/00(2006.01)i, A61P43/00(2006.01)1,

C07D249/06(2006.01)n, C07D249/08(2006.01)n, CO7D257/04(2006.01)n,
C07D275/06(2006.01)n

(AccordingtoInternational Patent Classification (IPC) ortobothnational
classification and IPC)
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Box No. IT Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

L ClaimsNos.: 10, 11, 14, 15, 18 and 19
because they relate to subject matter not required to be searched by this Authority, namely:
It pertains to methods for treatment of the human body by therapy and thus
relates to a gsubject matter which this International Searching Authority
is not required, under the provisions of the PCT Rule 39.1(iv), to search.

2. |:| Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. |:| Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. IIT Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
(See extra sheet)

L. |:| As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. |:| As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of
any additional fee.

3. |:| As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Claims 1, 2, 7-9, 12 and 13

Remark on Protest |:| The additional search fees were accompanied by the applicant’s protest and, where applicable,
the payment of a protest fee..

|:| The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

|:| No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (April 2005)
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Continuation of Box No.III of continuation of first sheet (2)

(Continuation of Box No.III of observations where unity of invention
is lacking (Continuation of item 3 of first sheet)

The subject matters of claimg 10, 11, 14, 15, 18 and 19 of this
international application relate to a method for treatment by therapy
which does not require an international search under PCT Rule 39.1(iv) .

Baged on the above description, the requirement of unity is examined
for ¢claims 1-9, 12, 13, 16, 17, 20 and 21 which require an international
search.

In claims, the following invention groups (1) to (4) are described.

(1) The invention relating to an inhibitor of the production of at
least one type of factor selected from IL-2, IL-3, IL-8, IL-12, IL-17,
KC, GM-CSF, IFN-gamma and prostaglandin E2 containing a TLR signaling
inhibitor in ¢laims 1, 2, 7-9, 12 and 13.

(2) The invention relating to an inhibitor of the production and
expression of at least one type of factor gselected from IL-10 and MIP-2
containing a TLR signaling inhibitor in c¢laims 1-4, 7-9, 12, 13, 16
and 17.

(3) The invention relating to an inhibitor of the expression of at
least one type selected from COX-II, IL-18, MCP-1/3, RANTES, P2X4,
plasminogen activator/inhibitor, G-CSF, Fas antigens, TNF receptors,
Fc receptors, galectin-9, histidine, carboxylase, IL-1 receptor
antagonists and MMP-9 containing a TLR signaling inhibitor in claims
3, 4, 7-9, 16 and 17.

(4) The invention relating to an inhibitor of at least one type of
kinase selected from ATF2, JNK, p38MAP kinase, IkBa, ERK1/2, p90RSK,
STAT2 and p7086 kinase containing a TLR signaling inhibitor in claims
5, 6, 7-9, 20 and 21.

The invention groups (1) to (4) are different in terms of the
relationship between TLR signaling inhibition and specific
pharmacological actions intherespective inventiongroups. Therefore,
the invention groups (1) to (4) are common only in the point of using
a TLR signaling inhibitor. However, the TLR signaling inhibitor had
been known on the priority date of this application as described in
International Publication WO 03/084527 (gee on page 8, lines 4-6 and
Test Example 4) described also in this description. Therefore, in the
invention groups (1) to (4), the use of a TLR signaling inhibitor is
not a special technical feature.

Thusg, the inventions degcribed in claims are not a group of inventions
gso linked as to form a general inventive concept defined in PCT Rule
13.1, therefore, the number of inventions described in claims is 4.

Form PCT/ISA/210 (extra sheet) (April 2005)
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<Regarding the subject of gearch>

In claimg 1, 2, 7-9, 12 and 13 of this application, it is described
that theactive ingredient isspecifiedbytheexpressionof "TLR signaling
inhibitor”.

With regard to the active ingredient of the invention according to
the above claims, respective ingredients are listed in the paragraphs
[0058] - [0158] in the description, however, in the specification, there
ig no desgcription of specifically what ingredients are included in the
active ingredient expressed by the above expression. Even if the
technical knowledge at the time of filing is considered, the scope of
such ingredients cannot be gpecified, therefore, the description of
the above claims lack the clarity gspecified by PCT Article 6. Further,
it ig only the case of
ethyl (6R)-6-[(2-chloro-4-fluoroanilino)sulfonyl] -
l-cyclchexene-1l-carboxylate (d-ethyl 6-[N- (2-chloro-4-fluorophenyl)
sulphamoyl] -1-cyclchexene-1-carboxylate) (Compound 72), which ig a
specific compound described in Example of thisg application, that the
pharmacological effect possegssed by the invention according to the above
claimswasconfirmedinthespecification. Further, inthespecification
of this application, there is no test result or technical knowledge
describing that those inhibiting TLR signaling has various
pharmacological effects desgscribed in the above claimg.

Such being the case, the matter that the TLR signaling inhibitor
canexhibitvariouspharmacological effectsdescribedinthe aboveclaims
lacks support.

Therefore, what ig disclosed within the meaning of PCT Article 5
and supported within the meaning of PCT Article 6 ig only the case of
ethyl (6R)-6-[(2-chloro-4-fluoroanilino)sulfonyl] -1-cyclohexene-1-c¢
arboxylate (d-ethyl 6-[N-(2-chloro-4-fluorophenyl)sulphamoyl]-1-
cyclohexene-1-carboxylate) (Compound 72), which is a specific compound
uged in Example of this application.

Thus, with regard to claims 1,2 7-9, 12 and 13, by congidering the
description of specification, a prior art document search of this
international application was carried out by limiting the active
ingredient to the compound represented by the formula (I) in claim 7.
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