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1. RAWEEMEZICBITA BB ORREZ
DRBE
1) in situ hybridization
RA {BIE#1# T Bv8 mRNA DR B4l
TRANDLIOICISH 2Tk o 72 BERT
HAHERRB LD RRER O sublining layer

F ig. 1. in situ hybridization for Bv8 in RA synovium.
Positive signals are shown in sublining layer
(A) , and neutrophils like cells, macrophage
like cells (D) and spindle-shaped cells (E)
with antisense probe.” No signals are seen
with sense probe (B). (C) is HE staining of
RA synovium. Scale bars, 100 um (A, B, C)
and scale bars, 25 um (D, E)

P OEBICH TR % 29 7 (Fig
1A). BEECEBHMRIEI~ZO 77—
UHORBE O RisEML, FrhEkE b
nailifan L 4% eMlaTad -7 (Fig 1D,
E). FEMERBEOMELNEMETHLE
BIXRRD o7z 4Bl RA IR THRET L
FAMEENIE L Thotz. LA L, EFRET
BEOBRBIIENALNL.  OA RIMEHRIE
JET b FRRDIRES 2 T o 720%, Bt
BLAEALN R oT:.
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Fig. 2. Immunohistochemical staining for Bv8 in RA synovium.
. Bv8 protein is localized in sublining layer (A), and neutrophils like cells, macrophage like
cells (C) and spindle-shaped cells (D). (B) is HE staining of RA synovium. Scale bars, -
100 zm (A, B) and scale bars, 25 um (C, D)

2) RIERSILERE
RABBETOBYS ¥ /87 2R+ 27
DI REHB L ERE TR o /. KEET
&AL, ISH & [E#kIC sublining layer 25 &
Bio5E %3 (Fig 2A), BEETIISE
mHIfATORE IR TE/: (Fig 2C, D).
2. HE1% OA, RAREHZIIBITS
Bv8 DREHE
S 4 1%, OA, RA% B 2 81} 2 Bv8
"mRNA ® %3 & % realtime PCR % Fl\» T
BMETL7:. OABEDOFHHEE 1 L L THERR
L7 SMBHREECHhRME 0.38(0.15-0.93),
OA B THIS{E0.78 (0-2.82), RABETH
$ 4K 2.05 (0.22-97.35) T o 7= (Fig. 3).
WERETIILEMNIIREIN K, o7z —
", RABTIZSEEE (p=0.005) < OA

2 sk
— . 1

15

£
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Q
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@

5

o L smmem EEEE
Trauma OA RA

Fig. 3. Expression levels of Bv8 mRNA in trauma,
‘OA and RA synovium.
RNA was isolated from synovium of trauma
(n=9), OA (n=13) and RA(n=18) patients.
Bv8 mRNA expression was quantified by
real-time PCR using f-actin RNA as an
internal control. Values are the median and
IQR. *p < 065 and **p < 001

B (p=0.029) L HBILTHEIIEVBv8D
BHRMEA LN
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ABFFEI2 & ) Bv8 2° RA B sublining
layer D F M TEBELTBY, 361
S RIBIER OA R &L LB L T RAEE
THEILEBL(RBELTWAZ LR ENT.
INHDREREHS Bv8 AT RA DIREEIZME
% LTHEL TV A ITEBEIRS
N, AKX Bv8 L RALDOMEELRL
EBRUIDOWRETH 5.

ISH® ®REMBILFERLEICLIRET
X, RAIBIE TBvB D EBR 2 8, 1
sublining layer 70 5 B 125V 3B 2 RO
7z —7, SHBE®REER OAWKRTIRIZL
AERBDBHR LN o7z, RAEBEIIBT
BVEGFR7 v VARILF UV EOMETE
HF X RBOWEEME, v~ 7077 — VKM
i, #EFEMBTEIRLTBY, mMEMNEM
faeZzOBRBATHREBAL TWLEHMEINT
V3 B VEGF 1B PRI O - 18
TEB L OEREROBEEL L, MEHED
FOBRE R E-TWS, T/, Ty I4R
IFIEMEORMERELELIZH L TW
29 Bv8idINnbERRBEL->TRELXR
LTHY, #HEMEICH L TBv8 A VEGF
RTUVARIF Y LG MREE LT
LyE 2 55, Shojael HIXEBEDET NV
<y AREHEOMKRE HV/ERT, I
P EBEORIZBv8 AT VEGF £ ) b B
(BT A EZRLTHEN MY, RALC
BWTLMEHEDRLI By A HEAEL T
WAHZ EMHER SIS, BE, HELOME
bdH ) RADREFRMOBBELIRNT A L
HEEETHY, COHIZDVTHRETTAC
CidEEL VWA, RAODEHIRETBVE DR
BALOAELTWEI2D Lk, F72,
Shojaei & i, Bv8 2SifrhEk % it & & H1E
AbREOZERRLTEY P Bv8ilLo
THHERD & 5 7 RAEMEMIEAS RA HEIE~NE
HLAEZHEEI G TWLTREDLHA.

Bv8EHRMMIZ~r a7 7 — I RUFH

BR, A SF 40N 4% 18 I MBS (fibroblastlike
synoviocyte; FLS) & Bb M 2 MIfLTd - 7.
<077 —YREFFERIZHE L T Shojaei
5%, Bv8 i LAEHEOMEHEET NV
T, WA~ 07 7— I RFHEROEE
T2 B8R COMEFEZRET S L
FE, EMMBRBESOELT S B8 LI
WCEHMRO Z s DMfa~O G L FREH
ANDOBEEERETEIEFRRFLTVNS Y,
AKIFFEICE Y RAICBWTH ZDEFIVERE
BoORSHHENShS, X512, FLSIZRA
DWFEREZER T A2MBEO V0L 2T, RKiE
P A b h A v % EE LS 2 S
L, £7:, MMPR AT 7L R EDEAD
REEEYEETHI L THREREZT| &S
LTwb? Byv8AFLSTHRHELTWVDI
& 13Bv8 AT RA DREEIZECEE LTS
TLERRBLTVSD, '

real-time PCRIZ & 2HREFI2 & 0, RA ¥
DEETHEHEFRLOARLLERLTAEERE
ICEC BV AREL TWA I EDHLEMNIC
ol SEINELAERBREIZES
H52~1245H (FH48 7y ) FEALZZDD
Th b, M RER R, IIZE
HIEWEREZEZ OGNS, —F, OAHRE
T3 F DREERUIRIE & MEFEHRD o
TWVAB 2 bbb d, Bv8 DERIIK
W kHREN/. RADEFIBTH BHE
CKREZERMNAONID, COEREK
Y A0 EBE I MER A, RAEMM
FaiziE, MHEILELFEMmL /225, AR RH
B OMERIZED N7z 72, M
W — 5 CEGFR, HRATEOMEDFE
DoNehol:. EFABETELTIETMS
POEmMERETIENTELTREEND S
M, TOHEREGEORTRETH 5.

T4, TNF- a BB E LA 7 X%V
< TRy ANVET N, IL-6FEMHE L
k) X2 T EOEYFERRA|I OB X
) RA OEEDBIMIZE(LL TE72 LaL,
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Abstract

Rheumatoid arthritis (RA) is a systemic,
inflammatory, autoimmune disease, inducing joint
destruction. Pathologically, RA is characterized
by proliferation of synovial cells, infiltration of
inflammatory cells, destruction of cartilage and bone,
and angiogenesis. Neovascularity supplies nutrients
and oxygen, recruits cytokines and inflammatory
cells to synovial membrane, and then develops the
pannus. Thus, angiogenesis is an important process
in the pathogenesis of RA. Bv8/Prokineticin2 is a
new protein with diverse regulatory roles, including

angiogenesis. In our study, we investigated the
localization of Bv8 in RA synovium by /n situ
hybridization and immunohistochemical staining, and
Bv8 mRNA expression level in RA, osteoarthritis
(OA) and trauma synovium by real-time PCR. Bv8
was expressed in various cells in the sublining and
deep layer of synovium. Bv8 mRNA level in RA
synovium was significantly higher than that in OA
and trauma synovium. These results suggest that
Bv8 may play a role in RA pathogenesis.
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BREE SBERE FHES

FUsHIC

P51 B i AE (osteoarthritis ; OA) (3G I fE
A ICHEOREEEIEN - BRTHI LI
X0, BEHOREKT, ARt & THERE
ThY, BHEEEOHEEESE(ADL) REFD
H(QOL) R BT, REFMZEMIEIE
K BB et R L LTHNEDS T ONTEY,
HATET b B EHI22,400~3,000H A, HhE
BEHIE820~1,00077 A LHfiE S LTV B,

BUE, OAICH T AMRFFMIEL LTid, £k
L CIERYmE L EYRESITTbhTB Y, &
FEEEICIRPT 5 BE I3 LTI B E BT 2
EDORMHHEAT IS NS, EWRFREO B IYITER
DEMTH Y, EFRE, FEA704 FERRAE

Kef words

#(NSAIDs), A7 04 FBXUET LT i
(HA) DBEETIPES 2 EOBIEAT T HILT WV D,

EREEBT 5% { OERNRRBILHT & 15
S N-HADOBE PVES O #PE, &2V
FTHIEFY ACETE, OATFZET LY ki
KT H B E KL NN SR
(Osteoarthritis Research Society International ;
OARSD) & DOAIREA A N7 4 v DN 437,
C D% CHABETEFHIOAIZ B L KMy
BRI D1 L LTeRhs 7 7 o) — i
FREDO TanZEF Y A LAV TP 1 X (ES)
0.6L LTHEZEN TS (ES=0.2 small,
ES=0.5 . moderate, ES>0.8 : large), 2N
EDB LB X D) ICHABE R G IEOAD L

EERTH B

OATIZ BTG DAL A kAT O Al
RECHLTOTA TN H XA T = LD
AR R R ERE L, s DO R

A R A 2 EOWEL &Y TRIEOHR %

MEERI S NEN,
fiw N O BET T OHAS T-#:13350 ~ 50077,
MEEIL2 5~4mg/mLTdH 545, OAME D

Comparative investigation for the effects of high molecular weight
hyaluronic acid (Suvenyl® : HA with average molecular weight of 2.7
million dalton)and cross-linked hyaluronic acid (SYNVISC® : Hylan
G-F 20)on the experimental knee osteoarthritis model in rabbits
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TV 5 MEE - EEARRR LR E fﬂ%i’-&’\d)i%
)TH_’K: LT, BEIE - MRS & OKE

BICEBEERATAZLICLD, E@’Eﬁ@-’kffsi
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270~367FHAD B H FEHATH 5 AN=— L®
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Tiikﬁﬁlﬁ%&k“i‘ TEIEETAIENHLNER
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5 SNTHAZEZ2EEDRICEEL T,
2 A S OFEBIER #ET 2R H 5,

—77, BKTITHADESFHT & % BAETIR O Kb
PEEEIER RO R D BEE L ZEr BT L
DEE 6, HAMEEAZE 2 viscosupplement
(lubricant) & L THZED, EEMHTIER L
devicek L TERBENTWVE 7y — A%\,

L2 Ldevicek L TR SN TV 5HARAID
IR EBSTFEINSVEDLE(, T
NoOLRENKSFEOHARE TIX, B b
viscosupplement & L TOAFFREMAET IZFEVRT
LMo ELZREE S €A Z T, HE
ERArBRTAER 2 RIET 5 L OFHICITE
HAEHDH, b ORBIESFEOHARA

THINFTEHL DERKRERTOARE DM
TR T AYEMRIHME ST ™),
METEOMBEEORTIIHTA2HTL VI ER
F DHTOAI BT 5 HABH OEHE R %
AT A LIIEEETH B,

ISR L, MBS RO ERELOBED?S
Hitk, EMB IOV Ao TN, BE
M EEEFTE 2 L)l T O U 4
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SNz, BE,LDMBEWIIFENVLT VTR
¥z, RMEEHZ AL THAD FELEFEE
725 F- R A9600 THAD KB T A Hylan AL,
Hylan A% X & [Zdivinyl sulphone TZ245{L & &
7o FEEHHAGE O Hylan BOREW TH %,
Hylan A3 & U'BD# N2 h ) BHi T O
WZ1.5BB L UBSHTH ), BIETM i & e i
228 H L EE®RE LTV 5%,

Hylan G-F20/ZBAEIAIC REREE L, B
MK TH 2 MK, BEIE, BKEHAE~O
BT EDOTRVESATWVSE, 2% 1,
Hylan G-F20/3 BB~ DORHEERMTIZ X 5 B
HNBESREOWEIERE A LWBI &b
B, BAEEESENR S L CEHERAIER
ICET X, MEEBOBBMBERT LEES
n, HAOKRR S DEMFERICIEE -2 (ES
TBVTWVR N,

KRBT FOAEFTNVERHWT, Fh
FNORBEKRN R - BRCESSHE, k5
BEE & U5 EHRE L, 2710AHAB LU
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KB & OB T AR & ERET L
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HERMRIBE KUTTIE

® #HIRYYE, EBWMEBEVE S LUMEYE
W E & L CT270 /T HABA] (A R= — Lo
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AL (FR)) & BV 7o SVEIX B F 8227077
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(SYNVISC®hylan G-F20 ; SYN, Lot No. Y07101,
Genzyme Corporation, USA) % FH\» f:o SYNIZ
hylan A(GE3¥4F&60077HA) %#80%, hylan B
(FKFN4 V) %20% & Trhylan polymers D ELH] T
HY, 131 »¥(2.0mL)*H iZhylan polymers %
16mgEHE T 5o -

et B4 B 1213 A B AR K (Saline, KIFE
¥, Lot No. K9G90, (#F) RIFELHE L) = H
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5z, AEKEKEKEBHEIZEZ 2, BiO
BB E At 7 = v b2 TREBIEED
EErFEALTITV,
FKEBNEFERALLCY = FE, BHTHRIER
BEs, %5, HE U, 8wEsy, &5
iR, FAHE, HRE B L OEEENES %R
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