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The present invention discloses a pharmaceutical composition for preventing or treating inflammation
induced by dengue fever and its use, wherein the pharmaceutical composition includes an anti-CD44
antibody for blocking the CD44 antigen on the vascular endothelial cells of a dengue patient. When the level
of serum hyaluronan in the dengue patient is higher than or equal to 70 ng/ml by the enzyme-linked
immunosorbent assay (ELISA), it indicates that warning signs will be developed in the whole illness course
of the patient.
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(X1

AEPREANE B eRER SRR R R B E S
YIRER®  EPZRBEESYESHBEEREZMENKHAREHE
CD4441 [~ H1CDA45TRE - E B EFA BT THYBREL DI R B
Bre BRI 2 s N EE I T0 ng/mLis - R BEWHE REZ BEE
TRIERR P HEHE R -

€39
The present invention discloses a pharmaceutical composition for
preventing or treating inflammation induced by dengue fever and its use, -
wherein the pharmaceutical composition includes an anti-CD44 antibody for
blocking the CD44 antigen on the vascular endothelial cells of a dengue patient.
When the level of serum hyaluronan in the dengue patient is higher than or equal
to 70 ng/ml by the enzyme-linked immunosorbent assay (ELISA), it indicates
that warning signs will be developed in the whole illness course of the patient.
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Use of Preventing or Treating Inflammation Induced by Dengue Fever

[ Eefaesis]

[0001)] RN —EREE AW ERR S EASEN—E

P AT S T B B BT S [ €36 I A BSR4 S R L -
[ SERiHA]

[0002] #ZmE#HER (Flaviviridae ) ZBERGEIRNAYRE - BASESE
fttn e LETYME B R AR ﬁa‘E  FEEEIIREY) (PSRRI ) &8 - ZRE
PHEYSURAERS - BIB1007ERE - BiNERER (Flavivirus) - IR
& (Pestivirus) ~ FF X5 HEE (Hepacivirus) FiBFIER B (Pegivirus) e
He  ZREBORERAFTRRINEERE (vellow fever virus) ~ HAHE
%93 (Japanese encephalitis virus » JEV) ~ BEEHJEF (dengue virus) -
PEEZETERE (West Nile virus) KZEFRE (Zikavirus) ; EEFREEE
FE RS IEER RS (bovine viral diarthea virus) 5 FFSRIFEBHITIR
14(EFE > BT RITRAEA - B~ C- 2N » HpfFRRaECHIA T AZGIRY
CHUFF3R %S (hepatitis C virus) 3 DURMIFIEREG O A LLER - G
B EREA B~ C- 2K - |

[0003] Hrt BEEZHBERENS FEASMEELRR - IR
S8 R RS E R F R RIER (Aedes aegyptt) B SBERL (Aedes
albopictus ) BFEREG NE - BERRBAENIUVERRE 7RI 1T
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11147519 HBH#E |

I ~ IVIFERYR] - e —AAE S A B BUR R

[0004] HAIZEIAVBERIIGIRIZESR (REEI4R) - RERR
RI—REFRESRIVEEHEREL TR, s TREmE, -
A B R EFEIR B MUR T - AR P BT o B Rk A
GIELITR: - AIESN FREEE ERE - ERRa TN FRENKEE]2
REJHETENG AT B A BT - RHEE NN S EREERES—A -

[0005) 7 dbmE s S HISIERESH  EERTHRARE
AR o BERU B EEGEIRA B P38 CRyZE S M S - BEE - BIREE - LN
R RES  Hi - UBEE - EREIR - FEBRIEA - MBI - e
SR - i BERAEHNSES - FEY LR IR BATE R
EMEREEERER - THES —RELASEIMEESERE - BEE
JeB AT BN E R B ER RS B RE — L ENAIMER
FERS - ESREAEIEMFIS ERENRE - AIEESREE M
( dengue hemorrhagic fever » DHF ) J & # (K55 (%7 (dengue shock
syndrome » DSS) AUMEZRALY - EEEREAERENL > FlinkaigiEm ot
EHE - BRREHE  FEUESE0%M -

[0006] EFIAEE R REEY T LUARUS SR - FEREHATEN L -
TREIEEEIECHTE (Sanofi Pasteur ) ZERERREE 2B E T B R BEET (TI(EE
MEREE ) BRI RASHEAFRE  EHEIRIMEU R £ EREES
HYPRFEIAE - [ - BRE LT (GlaxoSmith-Kline » GSK) ZERgthFHES
EE(LEETDEN-PIV » TEAEE(TE HiBapRstEs -

[0007] {444 (WHO) FE2009FRT B %SGR HIT S - I
AR TETRER ) BEEHRES A - BRC=8 » MIFEANIKIEE
ForRE D RBEHOEEE L MEE - BRBREREE AR E RS

2]
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WERES AR R ER ~ R IEIEL: © BRIK ERSGERE (JEK ~ k&) - &b
BRI ~ FEHE/RENN 4 ~ ATRRIE A HIRD B T2 KM EL A B A fEE
IM/IMEEGHE T ) BTBEROR NS MR EREAGIRDY (A0FERRS - B0E -
IBMEAIERS - IO ~ B BB - EA - BERFEEMEER) ) -

(0008] Hrh > ARBREME "EREER ) EIBERBRER R EE
AAPL  BEHRER ' BnEE ) SABERRRR MR S RGN ; TCH
A EE BREMIGBRESUAT - BREMFSIRENBRER TR EE
PRI ~ BmERERE (WHTIRTIEEE - FHEMEREZE - LEE
Vg ~ BIRERE - LIRS - BEE - RE) -

[0009] 7ERRERNIL - ARHREREZHFEZRER - BRSRERIER
HHER - MCHR BRI RSN R R A e E B R R E S8

F5% o

[0010] WTO 2009 BHEFHIIHET= - FERALERIHEN
B IR (triage) 5IERIKRE - DIE BRI BRI - R T $RK
RIRIN ARBTEE T (AFIKE - VTR R RS ESE) -

(0011] AZEHRFFAENEISHPHRE » KR L E BRI -
M —ZRERM AR AR - B IRSCRTEATRIAR 2 » LUF
RARZAIEEE -

[B#HRAE]

(0012] =T EBISATAEHER iR B R BB B R RIS
YRR FHIRIBE o BRI B TR - DIREGE S ERE B
B0 ARFHIASRIHER - SRR -

[0013] AFEIHE AN EERECTHHHEERBRNA
% HPERCHESZ R E RN SRR BN RS

3
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()R EREROILTS © () SIS TSR AIBEE | LU (o BB A
HE5AT0 ng/mlLE » S ER A BT B S A B R S R R -

[0014]  7ZE—(EABSECEHIT - SERES A - L XA SRR
BRI R - 7E—(HE R EER - BB
BT R BRI - R A F A
S EERE ST AN B EAEE SRR R
S ER B SRR -

[0015) 7S A ettt PR s B (R SR A P e
T S R S B R ~ BAER_EABRER - B
I ~ B ~ BRI - BT R T /A% DRI H A e R
SRR -

(0016  7e—(EERSEr T » SEBROEEE | GLIMAIAEH
HTB E1 5T (agerecan) AUREHEHIFLIA » (TS ZE BRI T RBEER
BRRE A TE EI SR ()T R S B SRR TR R
B B SRR TR | (B3I AR B AR R AL »
AN A S AR B LIS A —2E 1
YA R TA R SRS £ — (LB IS © LA (oS IR450 nmifr 2
FHIBAE -

[0017)  AXESU T RER—ssien &%) il B R v e B
RS LTE BA E » e i D s B R T e
B » ESEEE SRS T YAREARA0.05 mMEES mMiZ ] FLETE IR
Ay4-FAEA T HRENEE (4-methyl umbelliferone sodium salt ) ~ SEERE /A1 nM
25100 M2 FEHICDA44/ N TBREBIZER (CD44 SIRNA) ~ SIBREAAS pe/m]
F500 pg/mly FIHIHICDA43EE (anti-CD44 antibody ) -
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[0018) ZE—MEEMEHSI - EEERMETASRE DI R R ER
TR TR R S AR T0 ng/mLIE - REARZE RGP R (AR
BORERETRHRE R - £ HEEERAT - eV aE
BESE L TRRSZAEE - WTPH - R -

(0019] AZHANGHREEG4-FF EARTUBASAEE (4-methyl umbelliferone
sodium salt) « B(CD44/N T IZEERLER (CD44 siRNA) i CDA43L i

(anti-CD44 antibody) BUERUESEAISYINVAE - RBEEEHSYANEHE
B (Flavivirus) 575 RGN L (/8 - RIEERE BN S
B B B AR AT -

[0020] AZ$HAAGHAE —ERIHHE A FIFA TR R E hrIIR
BRUATERG 4 IE - H A OS2 S R AR SRR E s SR,
B AV TR EOEM— - IRENHR0.05 mMES mMZ
[ FL B PR AR A 4- FR FEAR T BRSNER - DURIREENHAS ng/mlZE500 pg/mliz
[ . A ARE B (B AR RO I Y FE AR R R EIRUHTCDA45TRR - BRI - ARFHAL
1B — RIS 4- A TSN B ICDA4 T B R D Horh — H 8B A AR
B EBA R RS R A (RS a RIS -

[0021] AFHAAGHRE —TEREEE SV AT (E RIS Th AR
RELITER R UE - R BRSBTS A
SUESSEAE AT ¢ R/ HA] nMZE100 nMiZ ) HATHIRE RS & I A 57
R AktiER {L[ICD44 siRNA - HHCD44 siRNAREE FHSEQ ID NOs.
1~ 2~ SRARTRERREIREREE D Hrie — - BIL - ABIINIRE & CD4
sIRNASUE R IR 2 B ByR B R R B B A (R B EE &Y
HYFR -

(=N R
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[0022] AZEHAMY_ ik H 89 K BBEAE 2B DL T SERERR BE R M BE B =X
L EHATEREEATER T BB E AR E SR EE L AIEm S R -

[0023] Z51MERASERA-h B S EE B ERTE R RIS R BRI
ERERIEE BRI (ROC) HinERE -

[0024] SE2MEI A BEHA B A Bps AT R (8 B SRR AR IR
NEREREE

[0025] ZE3MERA R B E AP BTE S F AR TR IR S/ MR
BE(EFRS50,000/plHY R EE

[0026] B4R AZEHAH B E B BB ARTZHIN HIRIMm LA
EFEE20% DL BRI SRR E] - |

(0027] ZESEIR AENEN L2 S SR ES —2HERE LR
AR EEHE SR L ARV R R -
(BRG]

[0028) RS A B3 AT L B e B T B e
W BT B R B R A LS S AT AR E
A SERT R TR BT IR S B HTURE - R R E B A
TR B B B O PR L L S BT - B B o
A T - |

[0029] &% :

[0030]  ZAXscAas " SR | R S TR SRS - O
BT « BB « PR R R

[0031] ZAFEE T BERE ) I RET SRR S
CEEE  CBEAEE, o CBEIA,  EEACTEER % -

[0032) ZRsfss M BENER | ERBAALT—RSE | BEn

6
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HRBWEHIRT - FEMABRERRRERLFREE - BEHIA
i) ~ BEREEE - HESERE JREEEE (GOT) SN HEREILT
(GPT) 21,000 IU/L ~ FHETHAERAMEFRZHE  LIFEEm M -

[0033] ASHEE "EmEE ) RRBEWHORR2009F 8 2R 51
3R 0 EERSTEERRLIRETARR MR - RREME: - BRR R
B (K~ M7k<E) ~ $IRHIL - RBIEREIANZ - FHRiE S g ~
253 DA M EE ARG IR MR S T ek -

[0034] ZA=CFHRE " HBVR | BIEEI RS BN R AT B R
HIENEIERE - ATTURE R TR TR 28R
RN ~ B0~ BHE - o BmBRREBEBV NG E—RIRRBREA
El - HEEEEE - WE - ERRAHNER - EEHRTREE E
PRI T B R

(0035 A=CFIRE" HAME ) Rie(Eie s A AR ISR ey
PR 0 FIEINEAERE - BR - IREEL  FEIREM A IR R RIS
B PEHSIRE R BN IR I3 BRER R SR - 88 - &
B~ AR - EBERE - AR RERE - HENE - EEBEERK
FEL -

[0036] ACHEE" vH/BREE T ERe Bt Em AT B AU
MEIYR - BENERERE - B - K6 - REVRE - JUARRE - iLS
WMEIREX - BEEER > BEEGEMER RSV E I TERERE
TREFPIEAR ©

[0037] A" - RRHERGE | R R - MRETRR
FI SR - BRI ETR (RETEI2ZK)  MAEIRE RS
ALZ - BRETARSGEIRR (RLHR) ~ B8 ~ JINRRARIRERS - 21

el

i}
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BT (&ML MEMIER (Guillain-Barré syndrome » GBS ) B#,

TR (AR BRI /NMRE T 88 E (idiopathic thrombocytopenic

purpura » ITP) HHES]E - A AR RS -MR BRI REE T/ NER P
(microcephaly ) ZEMFREEH45 -

[0038] A#HFHANEBERYZARRELREMELSRE BT HE
O SRR BB 2 R B B R ERIR B AR T DT R e il
BRI EEERT0 ng/mL - (ERAIETER B BN ERE TR S EgRny
R - ERFABNEREBNERNSE - HAREKRE - ERRE K
IR AT |RRAY B ZMER fE A A B B B BEIIAREIR - A BRRTEIG
EHIPREEEYS - HARA - ufefER - LR RauErREL -

[0039) ‘EHEH -

[0040] “EEHE: :

[0041] BT HEREFRERRHEIIELSREAERERBRE R
TREUIR B S R B R » LlHyaluronan DuoSet® ELISA 2 &5R#f
(DY3614-05 » R&D Systems, Inc. » 2] ) JAEHEEIMEFHEZIREER -
A E b B8 %055%% 7] 2B Hyaluronan DuoSet® ELISAZ 3%
EREFMDIE - sl B AR E R T BT8R Bk
TTalEs -

[0042] 55Ut AL SR (ELISA) MR - b
PBS#E7EWE (137 mM NaCl ~ 2.7 mM KCI ~ 8.1 mM Na,HPO, ~ 1.5 mM
KH,PO, > pH 7.2-7.4 » 5@i80.2 pmFLRIEIGEIE ) R REEHIEEAA (EAH
NEEHZEE (aggrecan)) FEEIFFIBE - KHBEIIRREEEEET
SEBEEDE - ILERHEBII IR RERRESE (100 w/fLHE) Z#E 6

HER - BEHERITNERREER -
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00431 ok 45 FL IR 0 LAV BEAR TR (A PBS AR TE ¥ H1 0.05%
Tween® 20 » pH 7.2-7.4) RULLR - EERRAE VIS BR2K > SHEUBX -
FFIM S & » AR ET e  EChe<s B8 Bhisvias - LURVEAREL (400 pl)
SEERHEALAE A - AT RE2rBERRE - ERE KB
L& o DR EE DB R E R A i T _ B T SRS R T
FYYR DRARTER - INA300 YR EIREEER] (FAPBSHRENE 5% Tween 20 - pH
7.2-7.4 > JEH0.2 pmFLIKRIGRE ) %?L?@%BHF%@%%  IREIEIER
EAUNG - EEMBR SR I ERE N R IR ELISAE & -

[0044] 100 pIfERHEIRERR (BB EEMREE]) FEOBASER
FRIEERINAFLR - LIBERERGR A B E W EIRIE B 2/NE - EEHR/ARTE
S - 165100 WRRIEH SRR kA B (B R (R (B 4
DIFRMHIERNEEEZEE (aggrecan)) JNIARHEFLR » DUFTRURIRER AR
FAEENNEIRIER2 NG - BB/ BT  fIA100 wfERIMRRERY
PEEFIR-BIREE A YES (streptavidin-HRP) EEEFLI - BEMER
RIS E2070 8 - MR IERENEROR T - EEMR/ B R -
100 WEZEER (2ESIA (H0,) EEHAB (MEERFRE) =1
L (viv) BEEY)) IMASHESLIR > FREIREER2057# - MR HERER
EBDEIRT © #4550 pli® AW (2N HoSO4) JIARHETLIE » St B AR L
HEEFMER - VAMEAEER450 nnl RAYE S EIURIQH E SEFL
THEYBOEE -

[0045]  Hrr- B pRERIFHE AL BN B E AR R R D A B a1
TT3EEMEMTE - NI - BRI LR E R &R0 - 30~ 10~ 3.33 »
1.115520.370 ng/ml » DA IRERIEYE SRR K BBV (EAG BUEHERTRR -

[0046) ‘EEGHSER :
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[0047] FHSEEIE - KRS R EBF N BRE RS
S IRERIRFE (BRI ER B R FFE (receiver operating characteristic  ROC) g
SREE o EE—BEARE (n = 108) MIMIBHISEEERE @ RIBEE
ERHEE RS - DROCHRHEM SRR H BT R TR N B R SREs
FE - WSS BIETRTRE S » s TEE (Area under curve » AUC) £50.681
(95%fEREER] = 0.58-0.78 » pfERS0.002) - B fEHFERS70.06 ng/ml - £
REMER0.758 » 1R EMERS0.548 » RIIEE » A i DANLE R PR BB A R A ER
FIRT0 ng/mWER F R BYR BERERE PR E SRR YE -
[0048] GE2BAZR1 HE1080{ERIZ RERE M BB S L8R A
HYIME MBS B IER 7047 - fEfEe R R B SR A 3R (RS
H]) MEEYREE (n = 108) TR IIVEMREBIBIRERERE - MBI
ERESEINER - HE LR EEWERN (BB MEHRERE
ERREENRT0 ng/ml » RIFAIER(ERE S T BB TS ) AU SR
BEERY70 ng/mlBYRERH3.78(% (p = 0.003 » SU(EFEER = 1.65 -
8.66) - RIMEEBIAR /3t R LRI - FEARIABENR6SE, - —R2U
PREE ERE - BRI REIRE S EEENT0 ng/mlZ TRAIEEZ
WEBNLHRETBSMENTHRT - Bt DSBESTRIERE
AR DA R R S RS — R B R (L) SEENEIRT
SRR | BEREEERE R (B MERRRBEEARS
FR70 ng/mlE TG R 2R B T i e EREH BRSNS | 1955
STRRIRT (FE22ER2) - WL - BAT AT e R B Sl B fa 78
ENMEHRIRBEE RGN EERT0 ng/mIZRPIET B 5 2R BRI
EEREORE RS - EMEER B REREETERG - DIRITEER
BRIEBETE °

Tk
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721 ~ 108A7 1L Bt = ARy & S 3R R E R B IR T

s
HEBE %) =
=3 BRESS ERERE (oswimEER) PE
T@m=66) {@n=42)

NEEST:
R, 2t 35 (53.0) 19(45.2) 1.37(0.63-2.97) 0.554
FEAT26515% 34(51.5)  10(23.8)  3.40 (1.44-8.02) 0.008
—RIBY 43(652)  17(40.5) 2.75(1.24-6.10) 0.020
HEHE
FEER 16 (24.2) 7(16.7)  1.60 (0.60-4.30) 0.486
HE=80R
I/ IR A E (B —RIRAE) 26 (39.4)  11(26.2)  1.83(0.79-4.27) 0.230

MR (BERA) >70 ng/ml 50 (75.8)  19(45.2)  3.78 (1.65-8.66) 0.003

#<2 - 108 ERTE F e E R RS R PR BRI RRr S BIE A

B SERBIBELIL(S%EHEER) pE
FERD2655% 2.01 (0.78-5.21) 0.151
TR 2.00 (0.84-4.76) 0.118
IMEE RS (B ) >70 ng/ml 2.80 (1.15-6.80) 0.023

[0049] ZH2BAE2EE4ME - KoK AT EERRE(E
#EZ R RYWIEIREERE EE - QOR(RI/IMRIEFS50,000/ul 52 (3)HH,
IMELER ETHE20%LL_ERIIMRIRMEIR SAT R B - 11087 B 5 24 KR
iR R (R0 MBRRBREERE SR - (RFREEND
Z— ~ PMEHSZ— ~ Rl — » Rl — o BEE2AE E FRAE ]

11
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H1 > MVEBIREREEBmEIH A » HARR(E S S BRI I I E RS
BRI/ MRAERFA 50,000/ ul iz HABRIM EEAS_EF-220% A BRI IMIRIEME SR HY
e SR IS R ERR B RAIE A -

© [0050) EFHEM :

[0051] %ﬁé‘%ﬁ%%?&%ﬁ%ﬂﬂ?%ﬂiﬁﬁ%%ﬁ%ﬁéﬁ%ﬁém ng/mlf#]
BT B R BRI R HHBLE R - NEEE —HEEEHEY) -
FATATHEN & 5 EE BIME B RER ATEN B AR NE » B EEEEYERE - B
EAAHR0.05 mMZES mM 7 [ERY4- A E A EIENEE (4-methyl umbelliferone
sodium salt) - BEEEH S AT IS EEEE TR ZRVER - BUER - WL
BERE] - FE2RIEESE - HE N NEMERN il & fREs— i RE
HEASE AR EEH YRR ARt (L B E © FEsESE - MLIER
S — T35 HE7E 15 (non-structural protein 1)3 pg/ml( Bnzo Life Sciences,
Inc., 5 : ENZ-PRT105-0100) BEEE AR/ KA ( EARAEREA60 mm
BSR4 1041 - RIErsh st AR (L B8 (Akt
phosphorylation ) » £ 2.5 FR G R AEINE A AR & SUERIRER -
Rt - DlA- R B AR U FRERER AR A\ JHINE AN SRR 1 2/ NF 22 - FEDAE S B
F—RPERREE N RGN - £ AR E L EET 25
BRI IR N G R EE BBk (SDS-PAGE ) I EEHE MR FEA/NTHE -
B BB EEREEERRE S LM (PVDF) & - DI G286k
B LA AktPTRE(ERIPVDF I FAYBEER (L AKGEAGR © FERER » /1M720.05
mMZES mMz R4 B EE AR B SR ] A e 8 e R A R A A
HIAKtHIR LIRS - 8E RL4-FF ELAR TR ERENEE v DA B o BEis i A JEIM
BN R IE (GR2REEsE) -

[0052] ‘EEHEHI3 :

12
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(00531 I RLAEMEREICDMBTR BAERT A YThRe (FlangEs
RIE) EynEEERATGHRIEESE - HERRRECDMIIFER ST
BT o Wb - EESRYRRIERRRIRE B - KERVHRIRELR
CD44 5 & T B CDA4R LY TIRE - A B9 LI CD44/ N T B I Bl L TR

(CD44 siRNA ) 3T 55 25 UM E A BRI CD44R 3 » HETTREBER R

BRERCDAARYRE & - AEBRPIER A TR S s iRy - RN AL AT

HEHRBNERTIERME » Fril HAICD44 siRNASS A TARRISEQ ID
NO. 1 ( 5-GAAUAUAACCUGCCGCUUU-3’ ) ~ SEQ ID NO. 2
( 5-CAAGUGGACUCAACGGAGA-3> ) -~ SEQ ID NO. 3
( 5°-CGAAGAAGGUGUGGGCAGA-3* ) & SEQ ID NO. 4
(5°-GAUCAACAGUGGCAAUGGA-3’) - f% » JREJH#ETiSEQ ID NOs. 1
~ A2 ~ 3EATESIRNAET TS H T ARG B S e AR U8 N B (2
RAEELL60 mmAyBE BRI REE4x 100K ) FCDAMRE - Bk - B
siLentFect'™ Lipid Reagent (Bio-Rad) HY#E{EFHM » K CD44/ NI HEET;
Be&dsiLentFect™ Lipid ReagentiB £ » B A AJBIME P RATHE24/ )\ %
BB RHEES—IFEGREEH3 ng/ml (Enzo Life Sciences, Inc., ZU5E
ENZ-PRT105-0100) JZ%IE‘%&%H}H@ o L1 TR E DB LE T Tk
BRSNS M EE LGB vk (SDS-PAGE ) I E B IR T EA/INTEE -
B KER LENEESERER AL (PVDF) 5 DIvE &8k
S BHEAC AT (EHIPVDFR _ERUBEER (L AKGEHS - FE RSN » /1101 nM
7100 nM;Z [EifCD44 siRNA (SEQ ID NOs. 1 ~4) A4 SuIGI B2l &
M Y S AR Akt BR (L ER 52 » B R CDA4/ N BRI R T DA B SR
BEERIAEMEN AR IE (FF2EESE) - Kt 0 RFERICD44
siRNA (SEQID NOs. 1 ~4) RIfERIGFREREE R BAR X ERIBEEEE
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[0054] EEHip4

[0055) ZAEESFILLS pg/miZ=500 pg/mlfHiCD44FTES (anti-CD44
antibody, Invitrogen, ZH% : MA4400) [ B2 S SR I 7 SRR
CDA4HIE » B IFICDA4TTRE A A S PO AR ( EAGAERAZ60 mm
s R IR A 0 ) 12N EDUB R — AR AR 13
ug/ml (Enzo Life Sciences, Inc., #I%E : ENZ-PRT105-0100) pEHIss#HH o &
% > IR B AT+ AR B SR Y R R R T
(SDS-PAGE) » J78 Y B (s T-BA/INIEE - 2% » JHR A0 e
B RR S 2 (PVDF ) DTS Bk B AR (L Akt (SHIPVDF
L b AR (L AKEER - SSEREET » /S g/mIZES00 pefmlZ FHIHICDA4
B A T R A I B P B U AR (B » BRRYICDA4
BT U B R B N R A R R R (GBS
Yo BRI » AR ZEATHC DA AT M5 e T 8 s L B I e
&y -

(00561 Z<EsHis BEeAcralg o » EE B EIE » SRR o
S o A > ABI DA SEEE A B (AR AT e
= S B E -
L)

[0057)] 4m
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GZiEd

<110> HHEREERE

<120> FRTANTEGHFRREEE FETS e B2 MBS S Y R A&

<1l60> 4

<210> 1
<211> 19
<212> RNA

<213> A%

<220>
<221> CD44 giRNA 1

<300>

<400> 1
GAAUAUAACC UGCCGCUUU

<210> 2
<211s> 19
<212> RNA

<213> A4

<220>"
<221> CD44 siRNA 2

<300>

<400> 1
CAAGUGGACU CAACGGAGA

<210> 3
<211> 19
<212> DNA

<213> AN T3]

<220>
<221> CD44 siRNA 3

<300>

<400> 1
CGAAGAAGGU GUGGGCAGA

19

19
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<210> 4
<211> 19
<212> DNA

<213> A5

<220>
<221> CD44 siRNA 4

<300>

<400> 1
GAUCAACAGU GGCAAUGGA

19
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R S B

SERNRERRMREEREHZ—
B % ERRRE I S5 R B OB SRR L
RS A BT (B A

1 —HE 1 CDA4 BB BUE RIS R
(BB — RS R SN i » Hoh
SRR SN 70 ng/mL BB T -
PR PR B DA TER S % K RE -

2 AN AR | AT A
TSR KRR RS N EEN 70 ng/mL BF - S0 (a8
BIF % R SRR RIS R — R . |

FIREEISE 2 TEFTRAIF R » E i e R I s B 9

TEHNEMEE %88 (aggrecan) MR BBAIFLE S » (5]

H P EZ R A P HYB R A —EE

3UIHEEE

(DA
RETFAENZ I PV PRI R S E E S0

MIAEDRENEOZREPZFUES - £3% é%?( EEVEH S

L S
ORISR RNRENIURT - R EAIR

BEEMOREVR(CVES S0
GOIMA—ZE » DEZBRESHNENRRESE (LB HK

& DAR
(S)HIE 450 nm J7& THIRKAE -
4N EEAEES 2 HATAAR  EhZE RS aEE s R

B~ FEMIEL: - BRIR DRRETE - R - PEEE - IEEIRYE - PR

REAEL S T4 2 2oy AR ML AR M/ MRS 28 R
HiZBEdsyEam B LT

s\gf

5AHEEAEEESE 1| HATEH AR
BEZAVEA ~ RUDE - WRRER SR -
6. R EAFES 1 HATHIAR

ez CD44 hﬁ“ HURENHY 5
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1114E4 B 19 BE#%E
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