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[AF %8 A B & 2 o3 5]

AARTIAZEOREBER, ELRLEOEFEFLWTHML T, £

ﬁ
3

DODRKIZABE TH D, MivBREIE., srery (TR Xy) KEMKHIC

WA 5, AT R T, T e vk £ E (androgen

deprivation therapy : ADT) A #ER N 5., ADT Fi1x & A L DJEHIC

BT LD RBECHRDE T L, Wb o KB E TR E

(castration-resistant prostate cancer : CRPC) & 72 W J I W7z 5,

ZOLOEYBREN, BB, BBz LT HERLBHEEIEZES T S

B oOMFIEAS%OBKEKZL TS ETHETH D,

—H T, OEMREERY ESMARE TAEL T omAE s JEHEEEE

Wi OMABEMFRAPRBLCEBICEE THL Z A MBLBATWD, [H

oo oW I WHBEK O 1 S MRS SEIKA 7 (Hepatocyte

Growth Factor : HGF) % %5, HGF I, #ifkH\m 4Lt - EEHICHE 5T 5 2

tlemz., w-MEMEEHOAT = —4%—L L TEL OEMDIR

H-wmBgmRrt#EsE2, HGFIZ1 AKHOIEFEMER HGF (pro-HGF)

CLTHWINEIWZ HGF activator (HGFA) 2L 2 &R oG ER

HGF (active HGF : AHGF) & 722 %, HGFAZ 2 B OA b ¥ —T



» %5 HGFA inhibitor type 1 (HAI-1) & £ O type 2 (HAI-2) (T X 5 T

Fr A ICHIEH S D,

WMHEETITIINE CT.invitrolZ BW T HGF N7 > Fu »/ v IEKIF M

B IR Mtk TH 5 PC-3 = DU-145 e o B ME L2 i S ¥ 5 2 &

WA L, S 6 ICai v imEFE omE HGFA X HAI-1 2l & L., i

TR RERE CABRCERMBE IR ZE2z®mELE, 26D &0

5 HGF Rz 0 EE A I IBEEICE W TRBELEBES ICEE RS %

RlTWRENH D, £ 2T, AUFJE TIT AT EF o im g AHGF &

L HAT-1 fEZ WP E LBE L7, S IRk ICH T 5 HAI-1 © %

SR 1 INVAN 7 U v S TRVA S S O 7 SRR (IRVAY 3 2 A S O 0 N A

e

ZHWvTRE Lz,

5 i1

SRS kEBRE T TXEICTRE 2GS DL 7 BIEAT L RSB H (AT

BRAE KJE 38 44, = b — L) BX ORI REEE (160 4) @ M

Z MW TiiE AHGF & Total HGF (AHGF + pro-HGF: THGF) %# ELISA

B CHE L 2,

bMATS R MRk PC-3 (7 Fe r IR AME. BB Hk).

DU-145 (7 > Km 7 v ik fF 4k, BHEB M K) . LNCaP (7 ¥ Fr 45y



KM, Vo "EE”E B oK), PrECcells (RIMJIRIER L M), PrSC

cells (AT MIEH M E M) 2k 5 HAI-1 @ 3 B 0 H B Fr i o

72 ® RT-PCR (2 T HAI-1 mRNA % #il . Flow cytometry # H \» TIE &

@R D HAT-1 M E 21T - 72, £FE Z & P2 W T, Al &4

BOBEARZ AW T HALI-L © BB 2 R EMEFERICHRE L7,

[ &

R AT L B EF TR T 2 M1 AHGF fHiZ = > b v — V& g

LCAHAEBICEMEZ 77 L7 (P=0.0001), RIS REEEZE CH B ICHRI L

lo& ZAEBIEF > CRPCIEGIIZRFEIER &L L TAHAEICHETH

>7- (FhFHh P=0.0033. P<0.0001), & 52, oA EILE S 1L

B I X THME Th o7 (P=0.013), AHGF/THGF I o ik Ti%,

CRPCIEGI AR HWEIEN L v mfE %2~ L7~ (P=0.008),

b b AT AL R AR R O RS2 IR R Ml BRI s 17 5 HAI-1 mRNA o fig

Fr T EFBEMEOARICHBZRB D7) >7, Flow cytometry Z H \»

BB @A o HAL-1 JE TIX - X T oISk TRILB DL,

AR O HAI-1 R T AREBEARNICEZR O 2> L BE D

B ERAMRICR T 2 REamECH N, BEHBEREOREMBICET 2 %A

REE A E S o o (P<0.05), RIGHAT MR B & 2B 10 5 4 il



EolETix, 20RMLoE TCHAINLORBICAEEITIRD R -

7o CRPC JEGI OB a8 13, RIBFEEBWPIES T ~FEIZETL

TWwiz (P<0.05), A iA % AT E B O 5 5 1 #k % 6212 T HAT-1 @ %

BERoOhroltBE LRI ZF O HEFE T PSA progression-free

survival # lbkfg L 72 & Z ARIEN A BEIWCEH» > 7= (P<0.05),

INETORKENS HGF B L O Z oM@ ER R, MZREICHE T D

B EEICRD CTEEAHABZRE-ZLTVWDL I ERNTIBEINSE, 2T

AT TIE, M AHGF I L THRAKBREZHW TR 2T, £ O

f k. AHGF BB CRPC TR &R 2 2 Lo, ZHET

\Z THGF BT 28 &1L H - 727 AHGF (BT 2 & 1 AR5 28 9] 0

TThole, KIEOHKENDSL AHGF X, 7€tk o THGF X v §i 2 Ig Fa

iz CRPC~0 RO~ —— L L TCoORMHMERH Y AHGF H % in

WRIICIE T 2 2 & THIBMHEBFICX T2 L0 BEmO 2GR ERSEE

TEL L5, AHGF oM A B CRPCICHE T2 & & 2 6

Nz end, WICFORERNTF+TH D HAL-1L ICEHT 2 A2 D -,

AN R IR T 2EATENO BB OLE TIXZ., CRPC I8 W TR I oK

TR AL, A EIOMZER K2 B CRPC JE B TId Al 3z P f#% 12 kW T



T T 7 — PRIk WO LBEERITELTEY ., ZhIT K-> THl gk

FCTCoORBEERTFTZRLEZOTEHERYNEEZOND, 5B S LICHF %

A 50N AR OB CRPC ~o &2 AHGF 28 & % 7¢ % & & £F

S ThY ZOHFEHEICIT HALI'1 RELS 2 boTWnd EBbitd, L

E XY HAI'1 bEiZE BT 2 W B oEITZ2 RS~ — I —L LTAH

MTHY CRPCOWBKIEM L RL2ARRMEDNDD EEZLN D,
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AT A0 B 4 5 K] 7+ (Hepatocyte growth factor : HGF)
HMER HGF (pro-HGF)

. 1 K o IE

L TCTHWE . HGF activator (HGFA) |
L0 2 KEOEMR HGF (active HGF : AHGF)

L 7%, HGFA 1% 2
¥ O A e ¥ —Toh?d HGFA inhibitor type 1 (HAI-1) ¥} L O type
2 (HAI-2) IZ ko THREMICHE S T 517, 8], HGF X, #f#k /& -

EECHEETZCEMA  B-HEMREEROXAT 42— —L L T%

K oEMidoizE - BEBRL LESEL2 2P HEINL TS (Figure
].)O

=~ Gl il V- S Gl N

HGF 287 v F a7 v JE4K 17 VE Rl Sz B e H0 i
BTHD PC-3=x DU-145 il D FMeEL L S 5 Z &
TER R & LTl

L EhitED
A EHEREDO LE, VX P —BRTIT XI5 T
7 F X — & — (urokinase-type plasminogen activator
vy 7 A gTe s T — 8

:uPA) ®~
(MMP-1)., 9 #

=

(matrix metalloproteinase : MMP) 1 %!
(MMP-9) 2L TR 1M~ ) v 7 2B T 0w T 7T —
£ (membrane-type 1 matrix metalloproteinase
BHITEZHRE L T (16

MT1-MMP) @ mRNA
, 171,

FE AL BRIERE (RMEKRE) LAl
MR R o f HGF B #E K+ (HGF, HGFA, HAI-1, HAI-2) o #ll &

11



Z ELISA 12 TAT v, %12 HGFA & HAI-1 i 28 5 48 B e ] I OV 2 & B IR

PUVYE RGN MR (castration-resistant prostate cancer : CRPC) JE il TH

BloEeEichs 2 26 nic L2111, 121,

INFEFTORFMICT, MMIREZEOEZIBOERSLRBICET D

HGF 0 BZVNWHLE MM E o TE -, BMMBEM/DNESLE FIZBWT

HGFA X HAI # & ® 7= HGF O & AL A% (3. 8 M o 21 - 5 C &

B Z2REZ LTV LI2AEELZD D, T A REEEICBIT D

i 35 MR HGE i o 8 5 <0 1 # Al 32 R MK 3 ON I AT SE R R M T o

HGFA S HAIO EHR 2z R+ 52 LI TEETHL LB D,

HGF X c-Met 2RI R MK IC B L TV D 2 &M o HGF 25 Al

VIREF CTCEMICARLIZ LEF T TCICHREINTVWD N, BIVZREICB T

%5 HGF BA#E K FIZlE T 2@BE T VWELEHZTHRESA TRV, £

7= HAI-1 X° HGFA |2 X 5 HGF O S Hi B 13 il o 2 il L TV 722 1 o

WEARTH D, Fhox T 1B AT A S AT L A R 2 v T HATL-1

X HGFA O Fett, HGF &M b 0o JHi gt 2 B 5 20235 5 2 & THIZR

BOBBLEBIHIE BB OO — I E W T 5 TS DS L 52

TWa,

ZZTARBIZETIETHE 18L& L TR REEBE & Az IR E I
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BT 2 MmiEHR o AHGF {6 2 ELISA (2 CT#l & U B IK W . % B A &k 7 1Y

. RGNS W E Bl & CRPCER & OB @I DWW THEF L. & 2

B & L CHIY. A ISR T 2 HAL-1 @ 3 312 > W TRl Az i IE & e Rk

HIT S T M e R R SE R R B AR AR R 2 v TRET L 2,
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I . 7SR AE RE & A7 B B3 o I I% & R AT M i 18 7E [ -

(AHGF) l2o>W T

O0-1. FC DI

HGF . Mm@ mEM/ I RECBWWCEHEELREEH Z2R-L WD LEEX

SR TWwWb, HGF i3, #& B 0 M B M. A Sz B ogs /il e 12 & 0 2 1

B, WEE . B AZ g T 5 [1-3], HGF 1%, pro-HGF & FEiZ i 5 — A 8

OFFEHEA L L CHhWwEND, procHGF X, FI0®E 12 W+ V 7

277 —EThHod HGFA X~ N 7 ¥ =Bl LV 2 KEOEMHES HGF

(AHGF) &t 72 %1[4-6], HGFA EM X, M EEM/INEEICB W T 2D

OV Tar T —¥¥ S e —THsd HAI-1 & HAI-2 T X - Tl

wEan<Tcwnwsn[7, 8], HAI-1 1Z. ~F VU 7% —FPOHELIT> TWV5EZ

ERAM BTV S[9], HAI-1 mRNA (&, BRSO BEM . Atz iR, /NG

i, lelEOEFEMBSZ OFMBICIE W THEI L TWD, #iL IR E

o kk CiX. PC-3 & DU-145 TRHEL TWVWDL I ERWE I TV 5 I[10],

Fx x Lt o A Cifm{E HGFA & HAI-1 fE28 ., #47 L72mi 2 e © &

A+ 252 &P L, HGFA & HAI'1fEOMICIEDOMHE R & 5 2 & &R

L7zl11, 12], 2 nve of RiL. HGFA & HAT-1 2381 s O #1712 B

WTEZELEH ZRETAEEL2 D Z 2R T 5, HGF & T O %%
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KTHD c-Met IX. BT MEMEM & BTS2 IR THRIEL THBYI[13, 14].

AT SC R ARk T 2 DU-1456 O MK M & WL 275 % . S b 12 R e

b 72013, 151, LA L. A2 B M o 5 R I+ 2 HGF

DA =ALFTAPOEE TH D, Fxid. HGF 2% #f 37 it 8 1 ja o

DU-145 & PC-3 mRMEL* LI, S EFOEMBEFE L L T u-PA

L% DOz EMNR (u-PA receptor : uwPAR). MMP-1, MMP-9 * L T

MT1-MMP o ¥ B % i S5 2 L ZFEH L 7=[16, 17], miEH © total

HGF (pro-HGF & AHGF ® & i : THGF) 28, @B a2 Il < LA 3

HZliEHmE I TCWwWb[18], L2 L AHGF T T 2 #EIXIE & A

W, ABFZE TR, BRI R EICRK T S5 AHGF o fif b XL & I E LAl

NREOAERRE~— =LA LT,

o-2. x5 & FHik

o-2-1. x5 & LA E

2002 FE 0 5 2006 FF I E I KR ZM R IR PE Wb IR 38 Bt T2 Wr & 41 7= 136 f

D RAG PR AT R BE & 24 B O P oy WO IR R ISR B S AT L 72 Rl S R

B #E (CRPC), 38 o BRI SR BB EHE 2 xR & L, #i s i o

BW L. BE WU A N R E B AT L IR BB E 7 3R R B Y Al R B



BRifFIC L o TR ORI BFEEAKROFEMABE TR A CIRES N, W

M Z WX, Jewett staging system. ik 7 /) B M X WHO 43 B I 1€ -

TAT - 72, 136 N DRI IR B EF 66 N2 stage B (R IE Wi 2 IR R &

JE) . 40 NS stage C (RIEEm LR B ATREE). 30 A2 stage D (R

BRSNS RER®E) Thotn, A v 74 —A Rarvvy g, ¥ XTO

BENDH,

0-2-2. THGF & AHGF o #ll & &

Mgy 7 BFEIVRMLINTZOLHEE TORM — 80 Tk

L#fFELZ,THGF ® AHGF.HGFA . HAI-1 ® & % X .Human Total HGF.

Activated HGF, Activated HGFA, HAI-1 Assay Kit-MCM (# X & L %

AWM, S, AAR) v T RAEE (ETAE) [ THEL

7=

I -2-3. &t 5 89 fF AT

T RTCOMEIT Y - EUERZ (mean+tSD) (R fE . range) TH L .

2 BEM o & IC /¥ Mann-Whitney U-test & Spearman’s rank

correlation coefficient Z# H W72, 2 BEM UL £ O L & 121X one-way

16



analysis of variance (ANOVA) Lt ZEHEUEKBKREZH VW THEEZERE %

L7z, P<0.0b DA, MatFWMITAT EDL Y & LT,

II-3. f55%

O-3-1. Mm% THGF & AHGF 2 2W <

BYERTNZRK B EE & RGBT LR REomE THGF X, T h £

U 0.45+0.12ng/ml (median 0.430., range 0.166-0.679) & 0.50=*

0.20ng/ml (median 0.468, range 0.195-1.392) T i AHGF ff1x. %

nNZEi1 0.28+-0.08ng/ml (median 0.273, range 0.145-0.430) & 0.36=*

0.12ng/ml (median 0.339. range 0.156-0.807) T& - 7= (Table 1),

myE THGF X . M BEICAEEZ 2R DR - 72 (P=0.2056) 2 1ML 75 AHGF

i, ROGHEMZMBEEZEO IS PEMEMIBRRBEE LYV AR ICEHME

Tod o7z (P=0.0001), EKBHBIC L > THWE L 7ZmiE AHGF fifix.

CRPC ¥ 28 stage B, C, DO B EFE LV AECHML TV (2 ZEh

P<0.0001) (Figure 2), & 5T stage D @ E#F 1T, stage BO R F L It

L CInif AHGFE2X A BEICEME TH o 7= (P=0.0033), M5 AHGF fi

DM AR EEEICS T S B TiE, Ko BREORE L& SRR

i

HOBEOMICHEELZR YD (P=0.013) (Figure 3),

17



0-3-2. Mm{E AHGF/THGF iz >\ T

RIG W aT L R B o i AHGF/THGF £ (0.75+0.16ng/ml, median

0.787. range 0.302-1.000) % .

BRI REREBEEOM (0.63+F

0.13ng/ml, median 0.608, range 0.415-1.000) KXV A EIZHME TH -
7= (P<0.0001),

Ee R W B Ctedg L7 & 2 A CRPC & X, stage B

ODEREFLLEEBELTABIEMETH -2

(P=0.008) (Figure 4), & 6 |Z

& o AHGF/THGF X . & 7 b

s & L L TH

- (P=0.0148),

I-3-3. AHGF & HGFA, AHGF & HAI-1 o f#BE BRI DWW T

KIBEM L BE R A ICB W T AHGF ¢ HGFA (r=0.253, P=0.012).

AHGF & HAI-1 (r=0.299. P=0.001) oicZzn N IEDOME %R D -
(Figure 5),

I-4. &%

HGF & ¢-Met 7 hA v a ¥ — i F, BiSEBE CwBER L TWvW5H[18,

191, % L C HGF (T, A2 /0 B gk CH | . 22 L <M e i & & #)

18



W 5., MyE HGF fEIX. §iL IR &2 38 0 728 2 o 72 E B & ik LAz i
FmAEAROILEMNTEFLTEBY, FERBELVEBEE CEA L T
72[18], CRPC . # ® HGF R m M CThH 5 Z LT, EAHFEFEOK T & B
L CTWw3I[20], i THGF £, i, B, &, B2 5O 2B %
KR CTCER T ERHEINLT WD,

FxomasMBRY AHGF IO W THIVZ IR CHESNTZHFREITIN
Thhol, AEIORFICE VI, AIZREBRHE O THGF & AHGF
EzMEL., Zb ERKRFEMAKFZOR T & DM OBEIZ SV T
AT o 7o, AR 2%, MmiE THGF 23 60 32 I B & & B M A7z i % AR
FOMIZAEEZZR ORI LAl EHE o miE AHGF fE
NEMEMCBRERBREIVABRECAB LI 2 L2 TR LIE
(P<0.0001), & 5 o1 i AHGF il 1X. #5825 72 W Al 32 IR R & & b ik
LTEREREZATLH2EREZ L CRPCRAEETILVEETH- T (20
P=0.0033. P<0.0001), ¥ 7zl M EME CTolE T, Kok RR
BOBRENGE M BEEOEF LV M AHGF 3 AECHMBE TH -
72 (P=0.013), Zh & DO#E T, AHGF 23 Fi 32 Il O B 12 B W Tl 5
MOEHEZRIFLTHWDARENHY, Z4E TO THGF OB L v &

BICHBICHERZ R L TWVWDLIZ ER RTINS,

19



S LI AHGF/THGE 25 | B PRS2 R BB L i LRI

WAV R REEICB W THEIZHME (P<0.0001) THDZ L BAL T,

Mz T CRPC & #F o ¥-¥% i AHGF/THGF Lt 75, stage BEEF LV A E

W@ o7 (P=0.008), Z OfHI1T. A ETOHRE L L C Mg

AHGF/THGF k2 A TH L2 b LW Z &2 RmmLTWS, UEX

W AHGF i3, TV AMLRMIBEOCTHRRTFTHLLEERXD, LLA

FIEADBOEMICETL2HETHY S HICEZLDEFMITHOVWTHRFT D

‘/[Z‘%:ZI)§§)5 kzﬂzm[\j/)hf:o

HGF %, pro-HGF &M 2 MR 1 KEATEA S LT sh

%5, prorHGF |2, HGFA X~ NV T 4% —¥ | T A ) —F v « T 7 F

NR—H — |2 Lo T2AHOEMEMICEW I 5, HGF O F L ICHB W T

HGFA 2" 6 - L b 2B CTH 5, HGFA 1T, FEIEMER (pro-HGFA)

CLTBLIZHMBT"SoWEN B il ko THEMEMICAR S ([23]

A3 FLRE (101055 M e o (241, & 5 B 5 o (2510 T 8 B e [26] & v - 72

xR, b oW TWDd, A FLato®REy T MiE HGFA

fil A3 HE AT PR AT SZ MR B RFIC CRPCREEE CTLA T2 2 & 25EH L 2I11],

AL s B E o 7 HGFA EH M. LV £ < @ pro-HGF # LB T &

52&H AHGFIZ X VK B L TW D AN H 5, 4B O RIE R

20



AL s B H B 2 Ma cmiE AHGF & HGFA oI A E 2 MHHE %

@iz (r=0.253, P=0.012),

HGFA /& M 1% HAI-1 & HAT-2 (2 KV Mm@ PO/ NS CT= > b e —

EanTWab, HAI|-1 & HAI-2 i3, 1 EBE®ER T2 o077 = v V&

vtV 7me s 7 —EAMA e E X = FRAAL 2R LTWDS, Mg A A

YOBWMIZ &Y HAI-1 & HAI-2 3o wA & 72 v 58712 HGFA # L F §

5. Lo LEE@EM OB 4ES . HAI-1 X HGFA L #4& T% 5 2 HAI-2 I

e TERy, EMEICE W THMEEREO HAI-1 & HGFA/HAI-1 &

wix, #7757 —FI2Lb 58kDa ® 4wl HAI-1 & L CTAEIZ

BRI S i S5, 58kDa @ HAI-1 & HGFA & & Bl fn P o Fr ¥

EHLTWTHAKN®SL HAI-1 290 B4, T ofE., HGFAIEMHE O F

il

e E R EZ MR E M ICE & & 2 T[22, 27, 28], A HAI-1 X, » 5%

OMBEHEICBEB W TCIEERM HGFAO MW BEHBEEHRGSICB T 54 b

it

X =L L TOHLTIERLS VT —R"=LLTHLHEREL WD, HAI-1

mRNA T, W< OO EHMB LK 2BEOBMBTRERIEL TW5D,

HAI-1 8. AiZR@ MK TcdH 5 PC-3 X DU-145 THL R IH L TV

72[10], Knudsen & X, HAI-1 23 1E & f g & ok U C R M A Sz iR C©

T % o Al 3L

=

AEICERBPEML TWD 2L a®E L. AL W42 R

21



¥ R HUJR (prostate specific antigen : PSA) H ¥ O & HAI-1 % B

OMICHEBELRBEEND D Z & 217 L7029, T 2« @ LLFT © B & C i

HAI-1 28 5B BN e WIER & ik LiEWRIEB 28 H 2 E Il CRPC & T

Y@ML e@mE Lz12], A OBRE T, RIA AT IR

B CcmiE AHGF & HAI-1 officA ER2MHE 23RO 7= (r=0.299,

P=0.001)., Zh 6O EI1Z. HAI-1 BREi 2@ Ic B 5847 HGF /%

HICBWTEERLREHZALTCWDAEBERND DL Z E2REBT D,

22



M. IS AREICB T D5 HALI-1 @ %

m-1. 1T C®IZ

HGF (Z3ETEMHMR @ pro-HGF & L THW s HGFAXR~ U 7% — &

WK > THEMER o AHGF & 72 0 il o J& D /0 BR BE 12 8 W T 8 2 7 & )

ERETEE LT S [4-6], HGFA IG 1%, HAI-1 & HAI-2 & X

ns2o0t) a5y 7—F¥Are ¥ —lckoTHEINLTWBI[T,

8], HAI-1 X, ~ FV 7% —FB O E LT > TW5H[9], HAI-1 ® mRNA

T ERE . BENR . AT, NIBL. M REOEEMESE T L TS < oM

JllZkB W THIHLTWDS, Fxix, miFE HGFA & HAI-1 &2, #47 L

WM oA REEEICSWWTLER TS5 L. &6 HGFA & HAI-1

BN IEDOMHBBEMEFRICHL S Z L 2EWHLEII11, 12, 2 b 0 & 5T,

HGFA & HAI-1 A SR o AT ICEE R E R 2 R T A EN& 2 2

EaRRBRL TWD, AR &, IEH AT AR AR S0 AT Sz Mo i B

FORTSL AR AR Z2 v CTHT S R & I B 2 HAI-1 o 8 Bl & i@ fr L 7=,

Im-2. # 8k & 75k

M-2-1. x5 & U 7= &1 S2 R fa ek

HAI-1 ® mRNA % RT-PCR #EIZ THl&E LKA HAI-1 © % 8l1X Flow

23



cytometry (FACS scan) & TH| & L 7=, 1E & @il 37 & A 2 £8 (X . PrEC cells

L PrSCecells # HW7z, E7-ai v MR MK 1X. PC-3, DU-145, LNCaP

Hwvw iz,

Mm-2-2. x5 & LEAE

2000 £ 5 2006 FFICE L RFEMBEHREE C2lr Sz 756 N O KRG E

ATSZ i B H MR 2B o2 561 NOBEFZR L Lz, AR

P

BT R E N N F BT A F T ORMAYE RIS L - THEAMGEFEICZ W

iz, Jewett i 4y B (301 T M 4y JE & AT W oMLK 22 RO JECME AT N2

JRFE B D WO FE 3SIKISIIICE S W TIT > 7=, 75 AN DRl IR B & O

29 N7 stage B, 28 A7 stage C. 18 A stage D TH-o7=, & HIZ

24 AN® CRPC BHEFIZHOWTH HAI-1 OB A2 FEM L, ZOKFFTO

CRPC %, 4B ES, EWIZTL D ERBRET, 2oMiET A X T R

VBREBLULARILTHLICL DO THBOHME, PSAO LR ERZY

fFLERZINT, PSAOEFH T, 4 MU EH T THELZ PSA P KK

25 25%LL Lo EF 22> EFME2 2.0ng/ml UL EE L7, &TokEf

TARMEOBREMIZA 7+ —2 Fartvr baKlic, KFFRIT. &%

PDHEEFEELZBEZICL o TEARI N,
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M-2-3. BT ARMAEIZE T D5 HAI-1 ® mRNA 3 (RT-PCR)

HIf S R A B 12 3507 5 HAT-1 @ % BliX RT-PCR I TREA L 72, 1E & A 32
i # gk (PrEC cell, PrSC cell) #if Sz g 4 M fa &%k (LNCaP, PC-3) 2»
5 @ Total RNA O i i ix RNAMHHARKET 4V V= (v Hry—
Y. W) AHWTITo, 26 @ RNA 76, First Strand ¢cDNA
Synthesis Kit(Science Inc., FL)Z HH\» T, ¢cDNA Z{E® L 7=, PCR XL
TAKARA “Ex TaqTM” PCR Kit % H >, denaturation (94°C, 30 #) .
annealing (57C % L < (X 60°C., 1 43). extension (72C., 14 30 )
2 TATo7e, PCR A% 1.6%7 An— XSV ECTEIKEICH,HIT =
FULATRYALA RICEXVENETZIANA Y FEZREAEL, N FOREL
VAF—AF Yy S SHEBEICEIDER L, FRE L THRERMEa
fa—LThHd GAPDHO X FEH W, HISO N REDORELZ &

HZ LIk, BETFEBOMEE LKL -,

IM-2-4. BiSZAREEMBEKICE T 2 KA HAI-1 © #lE (Flow
cytometry)

Fif 37 R S A K £k (LNCaP., DU-145. PC-3) 1. 37C®» 5%C02 A »
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X2 R_R—=HF—NT 10% FHEiME(FCS) EthAEWE % &t RPMI-1640

(Wako Pure Chemical Industries, Osaka, Japan) TH & L 7=, %Kk

5 X  FACScaliber flow cytometer ( Becton Dickinson

Immunocytometry Systems, Franklin Lakes, NJ, USA) = v T 20000

M/ TcHlE L, T — 4% —1% CELL Quest research software

(Becton Dickinson Immunocytometry Systems, Franklin Lakes, NJ,

USA) 2 TH#r L,

M-2-5. BIMARMEMICEB T S HAI-1 o (oiE e &

AT RARICE > THELAZHKIT., BEHIZ 10%FR v~ U o TREE L

NRIZ74vr@diifb L, X774 @B LUZHME bpm T L., *

LT T T 4 LT a— L TEEMBICE KT L -, PR IEL

L. %% ik TRS (Target Retrieval Solution) (pH 9.0; Dako Cytomation,

Carpinteria, CA, USA) T/ /EXME F v » N — (Pascal; Dako

Cytomation, Carpinteria, CA, USA) # T 120°C. 4 5 TI1r» 7=,

NERMES LT F X —PEMEIT., 01%7 P NV U AhaEie 0.3%10

b KFBIC TR SOOI T T e vy U ZLIEFRN T v 7137

7y ¥ /i3 (Dako Cytomation, Carpinteria, CA, USA) T=id 10
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DI THT o 72, 1T RPLRIE 1000 fEA ROt e b HAT-1 Y ¥ A Y 7 =
F— s Hifk (R&D System Inc., Minneapolis, MS, USA) T 4Ci{Z C—
& & & 72, Tris-Buffered Saline(TBS) T 3 Bl ¥E# % . 2 K HL K
(Histofine MAX-PO(G) ; Nichirei Bioscience Inc., Tokyo, Japan) ¢&
E T 45 wMIKIG S, TBS T 3 HEH#K, 33-V7 I/ R vy
> (Dako Cytomation, Carpinteria, CA, USA) TE LI, ~~ b F

VLT TEERABE AL,

M-2-6. % &% 6 oA

REMABC IR AO A a7 iE, RAEBEICEDY 0 (negative), 1+
(weak) . 2+ (moderate) . 3+ (strong) ® 4 B2 4y % L 72 (Figure 6).,
BAEBMBICBTIREREDO DL > &b E RO D MEZ T OIEHFl O 2
=7 L U, MNEE O Y a3 BT Al M S 50% Ll B s T D
BRI LB L, TRTORT A Fix 2 AO#EH THML -,
FRNENOHENB R o H AT, v A F o~y NEBEE BV TR

EATVWERBEHICEIER TR 2T oG5B RITbT,

Im-2-7. KRIBEHEIYBREICEBIT D HAI-1 score & PSA
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progression-free survival (Z >\ T ® & &t

75 % O K6 ¥ AT MR B FE I oW T HAI-1 score 0 O 7 )b — 7 (n=5,
6.7%) & HAI-1scorel 5 3 ® 7 /L—7 (n=70. 93.3%) 2% 7 PSA
progression-free survival (Z>W T F %17 - 7=, PSA progression ®
ERIT, MIEIRELT o Fr b7 B £ 7% (androgen deprivation
therapy : ADT) R EBWMOMEH I 4 BB L EH I THIE L 7Z PSA 2 &
226 26% L Lo EF- 2> EA S 2.0ng/ml L EE L. FHEIED
A3 4B EH T TCHEL T PSAZ 2HE K L T 0.2ng/ml 2L k|
HHBBEEOLE AT, B %O PSA BHERIEM +2.0ng/ml ML EE 7o 7=

Ba s Lz,

II-2-8. &t & 5 B AT

R PR EH X . Statview 5.0 (Abacus Concepts, Berkely, CA, USA)
TiTbhl, @ TOEITFEY ZEERZE (meantSD) (R i, range)
THRL, 2 MO EEIZIE Mann-Whitney U-test & Spearman’s rank
correlation coefficient Z H W72, 2 BERILL E O # B E 121X one-way
analysis of variance (ANOVA) 2 EHEUEKMKREZH VW THEEZRE %

L 7., PSA progression-free survival rate (X, Kaplan-Meier {£ % H
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WAL 2 & logrrank RIEIC THMOA EAERE 21T - 72,

P<0.05 O EHMEHFWICAEEZDV & LT,

m-3. #&5H

M-3-1. AISZBRMIEIZE T 5 HAI-1 mRNA O B H (1T DWW T

Iz

IE TS MR B B e gk (PrEC) | Al 37 B % M le Bk (LNCaP, PC-3)

HAI-1 mRNA BBl 2 ® 7223, 1E & §iz it E Mgk (PrSC) 21X %

DFRBEZRD o7 (Figure 7).,

=

M-3-2. EIMAREMBEEICREIT 2ER HAI-1 OB H 2> W T

A S7 iR M R BRI D> W TR HAT-1 0 % Bl 4 FACS ThRat L7 & 2 A

E U723 = C gz IR M RIS HAI-1 © % 8l 238 © 7= (Figure

8).

I-3-3. BIMARMEMKICEBIT 52 HAI-1 O B HIZ DWW T

Tx T, BISZIRAER TR BB 2RO R o7 51 A EE &AL

-

B2 ENTT T NOBEBEICEIT S HALI-1 O BH 2 MG E 872001 H

AU 7o E B O B IR P & MR e RO R T Table 2 IR S D @Y
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Thol-, 51 O BRI MMM ICIE W T 47T ik (92%) T HAI-1 o %

G TE CAMIENENETH o 72,476 F 10 B 28 weak. 32 il 25 moderate.

5 5l 73 strong T - 7. 75 @ fif 32 I & fH &% T ix 70 M1k (93%) 25 HAI-1

BT O MIEDBEETH 72,70 il 6 425 weak.30 # 7 moderate.

34 5 23 strong T & » 7= (Table 3)., % % ® 4 Y il £ O X £ ] X Figure 6

(2R L 7o, FF AT AL MR A OB & Al L IR A R IS B 1 5 HAT-1 B A 5R E

DY A aT7Tix, 4 1.75+20.74 (median 2, range 0-3) & 2.24

+0.87 (median 2, range 0-3) T& v mi v IR ¥ M 2B 7 52 HAI-1 &

LBMENPAEAZZ S > CHEE TodH o7z (P<0.05), Table 3 1T 4% ki IK % H]

Bl MG REEEM o HAI|1 227 %5 L7, F¥ HAI-1 A 27 1% .

stage B 7% 2.24+0.69 (median 2, range 0-3)., stage C 2% 2.14+1.04

(median 2., range 0-3) ., stage D 7% 2.39+0.85 (median 3, range 0-3)

Th INLOMIZITAEZEZRD R ole, METFHEMEE T NT

. mo LR AR A 2.06+0.66 (median 2. range 0-3). 4y b IR g

728 2.46+0.74 (median 3. range 0-3). KL B R 2N 2.13+1.04

(median 2, range 0:3) TV 2N L DOHEIZE W TH HAI-1 @ % Bl

CHEBEEZRO Do T,
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M-3-4. EBWHAERTZREICB T 2 HAI'1 O R HIZ SO0 T
24 AN® CRPC EEH BT DAl MO HAI-1 BB IC DWW TR %
1To72, 24 Bl OB FF# % Table 4 (I2/r 3, HAI-1 ® ¥ 8l %X, Figure 9

oA T BB LR EEE SR LABICIEMETH -2 (P<0.05),

IM-3-5. RIS fREE O HAI-1 A2 =27 & PSA progression-free
survival rate {2 DT

ATSZ MR B E 76 AT D W TG Le, BEFHIMIT. B 63 » A
(range 0-118) ThH-7=, &L L7 756 AH 26 N (34.7%) 25, H %R
i 28 7» 4 (range 0-114) T PSA progression # i@ ® 7=, HAI-1 X 227
N BEETH-TE 7V —7(n=5.6.T%) E B TH o727 v — 7 (n=70,
93.3%) @ 2 BEIZ/J THiFH L 72 PSA progression-free survival rate
IZ. Figure 10 IZ "3 HY ThHholo, HAI-1 2 a7 BnEETH -2 7L
— 7 ExBHETCh o v — 7 Lk L PSA progression-free survival

DHEIZHE» > (P<0.05),

m-4. %

P

ABFZEIC B W T, BT R E BT 2 HAI-1 O BB AT e 2 A
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LR WHEEEEBELAEICE -T2, HAI-1 @ F B 1% i 35 B O B K R

oMM S ITHEA L TV oo, Ly L HAL-1 @ 3 Bl A 2

MTHo7mEHIE, XY BV PSAprogression-free survival & f & (2 B

H L TWz, 5Eof 51T Saleem H 28 #45[32] L 72 HAI-1 o & B3 L

s %L B SRR K A > PING AR k0 I B AT SR LA T A

IR E B o T, o iF, MIYBREORBETLE~ ) T X —F

OIS HAT-1 BB O A 25 WL BRIR B O AW FiEE%E o #E1T & B

HLTWwWa2nrb LWt ERL W=, —JF5 . Knudsen & (T3, ~ & [Al

BBR R ME BN e & IE R AT S MR A B U ORT Az R I B v T HAI-1 @ %

BE2AAFBEICHENT 22 2HEL TWI29], H &3, HAI-1 28 HGFA

DAy b X —LLTETTERZ{MREBERHIZCEWTZOBEZED Y ¥ —

N—L L THRELTRBYVHEHBMOBESCRIEL Vo R REREIZBWT

HGFA & HAI-1 2% & & (2 et & Au i e J& D %o/ Bj 85 2 B 1 5 HGFA & %

S ELIHE AL WD L@mEL T D27, 4 H OB O R R

MO ZOBEB IR YBEEEKI BT ELL TS EEZX DN,

Knudsen H 1%, HAI-1 o BE L iR el #%Z o PSAHFHRU X7

EOMICAERBEEND 2 2 L2 R L[29], 6 ICHL T, BB

AR E o HAI'1 OB 2B L., 16 floBEBIER & 15 Hl D U R
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Hids BAE B O RIEF IS B W T Z ORI 2 GEH Lo, LAl o 4« O iz

P THIN R B E O M iE HAI-1 25 0 888 O 7 WIE ] & Mk U iE R s

AT LN CRPCLERSTIEMICEVWTHEILESMETHL Z BRI

TWbZEenb HAI-1 Ao ETICHEEREHZ AL TWD A

RN D ERERINT, LR > TAHHBE 41T, MiF HAI-1 © Lk

AORKELTEHEBRIZE T S5 HAI|L 2@ EH L TWVWDLI 0 E D x K

T O2MENDHDEERZ TV D,

N E TIZCRPCEER IR T 2 A HAT-1 % 8 2 M it L 7z #1372 <

KRN RNOHRE TH D, KR ICE W TR HAT-1 13, R KO iR

Bzt &l L CRPCEE TER T LW, S5 ICHIcE N T

HAI-1 O 8B 2RO o EMNIT, HAT-1 ORI N D L TH & > 2 JE

] L W PSA progression-free survival rate " H BEICEH -7, Z O

B HALI-L WX ai e IR o #EIT LB ERL D AREERND D, 2N ETO

MR THATER, LE. BB LW AR OEFT I v T HAI-1

DFREWOPBULETH D &EHE STV DH10, 32, 33, 34], @& & 1%,

b EE MR ER SUIT-2 o iz 1c 4+ 2 HAI-1 / v 7 X o DEEE

Bat L HAI'l X228, MEBoMMma 3 s Bo+F ot amLli, 20/

R o HAT-1 O3 M o & iRl 2 RS 25 o GEfE 2o
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T 25085l choofEND HAI-1 M & LB, OB % il

WD EERRBRINLDN, BRT7 7V r—vard LTHWDSIZIE

EROMEADPLETD D,

CRPCUENI THAI-1DOBENKETLTEY T AR & HAL-1 % Bl O

WDRBEBE L TWAEWVWIRRENLRALE VRSO D D HEIREICEB W

Tix HAI'1l o BB A ILELTWVWDIZ b LW ERNRBIND,

Knudsen 5 (. neoadjuvant & /b & > B E W E % O A7 IR 2 E AR Z B

FLTEBY3»HU FEOALEUVREDNAEICHALI IO RBE ZE T & &

5L amLzl29], A2 BAEE L7 CRPCUER X, —WFEE L L

TARNVEUVREREIBAITINTZIERS TH YV . Knudsen & O f5 & & &5

ME@RDDL, 2L ORENS HAI-1OEARB T, 7 Frr il &

STHIATELI2N b LAWY, L2ALTY v e s rEREREER O HAI-1

B O 2 A = X L0k AR TE A ET AL A BRI o # Rk R

CRPC JERBl OB AE LS ITH O NICIZI R bR hoTln, 5% . RILE

BEZMO b DAL Rk o Fe X R E2T ) LT D RV

FHTEETAHALEWVST Invitro DT EIT O LE N D D,

7T Rrus okEE HGF/c-Met ¥ 27 F VU v 7 0ORIE. BIEKRE N

T TWwad, Verras H i, BB EITO A I =X L E L TT v K=
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FUSZEKRND HGF O KK TH D cMet DFBIC~ A T AOFME % L

T2 &M L3836l o iE, WEHIK L LTT v Fe b UriRERIE

LA G LY T HGF/c-Met R OEMHZMEF T 22 & TXXT 0 v b

NELNLLIZNPL LA EEZEZLL CWi,Singh 5 %, 1in vitro ® LNCaP

MlREETLVICEBWTT vy Fa X U ERGEEOERPNA LN DM . HGF

L eMet DERBENTy 1L X2l —3agryr+ i 25 LEI187]., —F

THY S, AR ERMERAT O AL E R ERE T, BE RO R MR

BT 5 HGF/c-Met O BB OEICEEBL TRV EREL TS

[38]. L2x Lt b &MU 7 —FORTHGIL. c-Met IZ 8 2197 siRNA

EFHWRE cMet ® /) v 7 X RN, T RulZ rRERBEICLD c-Met

FEOFEALHELMLBREMBOREELIME 52 2 & %25 L 7kI[039],

Tu ST VETHEMZIBEEICE T 27 v Fel rRERELE DY TRAT

L7WE, FiMfaig e LT ccMet £ B EX — DR %~ L7401,

Cabozantinib (XL184) iX. c¢c-Met X° VEGFR2 t Wo =~ /L F I A4 R —

AT FTIURBEORAOKY FHERNTHL DL, BB CRPCEHICHT D

Randomized discontinuation] # %k ® Phase II study " [H fif #1 25 |

Hussain H 12 X » CTHE S =41, 42], 12 BB oG E®R . &0 & fif %

D 72 A X Cabozantinib O HEHF 4 #Ex L THEs . WK ITE L 2N 7
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Mol HBEFEICIE T 7 42 KT Cabozantinib & 7 R O EAE A BIE %

=
=1
&

WK OET L ZEETIXBHEELX W L7z, Cabozantinib 1 H

100mg 51X, 6 & W) RWIKHICHEAFT Yy v — D —DF /T A

— BTk ELR D, Fal 2 R RIEF THEE D 86%70 5t

EHKLLIEMOHEER, 12%0 L ELPHRE ST, KB EET LT

N, BEZBLOITTOATZLEZFICB W (RSN, LT, TR

m U BRERER O HAT-1 BB A 3. AT © HGF/c-Met 3¢ Bl 1

MmEBEBELTWSE G LRy,

AEOMECITVWLS O OR-ERND D, EFAEN LB /NS KD

mMEMETH L, LV RER TV —TF THIM EKF DT O EITH

AP ELDLIAEENLDH L, CRPCIZEB T 5 HAI-1 BB A O Rix. 7

YR A rBRERBEOBREDGRICI s TEZ>TWWAENLE LR WY, =

D Z &L, neoadjuvant 7 > K u &7 v R E WL % O TSI 2R RAE A Z

Wiz s o E[38lic L~ THRiafE&n Tk, L2rLExEF., EM

W T v R AU BRENEIT STV S IE CRPC |l R A OB F %

1To TW7gn,

fiam & L C HAI-1 38 Bl . B VE A7 32 B AH fk & Hofe U Coalr Sz i o #i % <

MU 72, HAI-1 o % % fi ik b 52 59 38 3L & B PR B A a2 09 [+ o0 ] 12
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AEZHEEZTRD 2 holc, HAI-1 BEBLIXZ, 7 v F o 7 B EEIERTO
W B MR ST MR E B & b L CRPC JEFIICEB W TAHEICK FTL TWwit,
ZOZ & HAI|1 X, CRPCOBARIFICE W TEERER &2 7L
TWhHAEENR RIS, S5 HAI-1 BBHEMETHDL Z LT, LV
iy PSA progression-free survival & F EIZHBE L Tz, 21 b O

RAEMBW T D2ICIEIERIMERLELE LN,
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V. #&

FiSZRfE o ERCEE,. BMICBE W T HGF B L OZ0HEE A X ®E
Wikl zH o TWD R RKRIND, & 612 HAI-1 /&, mREEHR
PERTSE MR OB AERF T W TEHEERERZ R L TV D AR RE
SND, TOZENPLINLOERAZENE LEBREERT L2 L1
Lo TZINETHMBMAARAE T - 7= BB BRI ZIRE O E 2 5B ENK

FICHFEGTIWEEN RSN,
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V.o

RPN LT AR I 20 (43, 4412 b Lo S, FERk 18 4F 4

HMNGHYR 26 9 HiIchb72 VB WRSBSEFHEEIZE W TITbL 7205

NEZELDOREbLDTH D,

MEaRZLDICHLY, RIGEREZBY £ LEEILRTERFERESR

FHETEES HWRGRFWE M ASE BRSO LIVEHEE L ETE

ERE

F. AMREOZEIT, L PiCim XOERICHELZY, HEEZHY £

RN BEWRGHEEE DNEE O HEH

=

L7Z& I R%ZRZ

RICEHHB L LT £,

FLEBWRGERZFWMEOSAM, FEREBE P RFE WHEZHH RBX

MEBEICFTIZXEZH -T2 222 ZITE#HNEZL T,
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Fig. 1.

Hepatocyte Growth Factor (HGF) regulatory system
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Fig. 2
Serum active hepatocyte growth factor (AHGF) levels

according to clinical stage in patients with prostate cancer.
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Serum AHGF was increased in patients with metastases or

castration-resistant prostate cancer patients. Each bar represents

the mean+SD (A). The horizontal bar in the box indicates the median

value, the box indicates the 1st (25%) and 3rd (75%) quartile, the

whiskers indicate 5-95%, the back circles indicate the outlier (B).

*%p<0.01, ***p<0.0001
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Fig. 3

Serum active hepatocyte growth factor (AHGF) levels

according to tumor grade in patients with prostate cancer.
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There were significant differences in serum AHGF levels between
patients with poorly-differentiated and patients with
well-differentiated adenocarcinoma. KEach bar represents the
mean+SD (A). The horizontal bar in the box indicates the median
value, the box indicates the 1st (25%) and 3rd (75%) quartile, the

whiskers indicate 5-95%, the back circles indicate the outlier (B).

*p<0.05
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Fig. 4
Serum active hepatocyte growth factor (AHGF)/ total
hepatocyte growth factor (THGF) ratio according to clinical

stage 1n patients with prostate cancer.
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The serum AHGF/THGF ratio in patients with CRPC was

significantly higher than in patients with stage B. Each bar

represents the mean+SD (A). The horizontal bar in the box indicates

the median value, the box indicates the 1st (25%) and 3rd (75%)

quartile, the whiskers indicate 5-95%, the back circles indicate the

outlier (B). **p<0.01
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Fig.5
Relationships between serum active hepatocyte growth
factor (AHGF) and hepatocyte growth factor activator (HGFA)

or Hepatocyte growth factor activator inhibitor type-1
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Positive correlations were revealed between serum levels of AHGF

and HGFA (A). Positive correlations were revealed between serum

levels of AHGF and HAI-1 (B).
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Fig. 6

Immunohistochemical staining for Hepatocyte growth factor

activator inhibitor type-1 (HAI-1) in prostatic tissues (x400).

The following score system based on the staining intensity was

applied for the immunohistochemical results: 0, negative (A); 1+,
weak (B); 2+, moderate (C); and 3+, strong (D). Representative

examples of the staining patterns are presented.
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Fig. 7

RT-PCR analysis of Hepatocyte growth factor activator
inhibitor type-1 (HAI-1) mRNA in prostate cancer cells and

normal prostate cells.
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HAI-1 mRNA was expressed in LNCaP, PC-3 and PrEC. But it was

not expressed in PrSC.
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Fig. 8
Expression of transmembrane-form Hepatocyte growth
factor activator inhibitor type-1 (HAI-1) on the surface in

prostate cancer cells
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All of prostate cancer cell lines were expressed membrane-type

HAI-1 on cell surface.
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Fig. 9

Expression of Hepatocyte growth factor activator inhibitor
type-1 (HAI-1) according to clinical stages in patients with

prostate cancer.
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Each bar represents the mean + SD (A). The horizontal bar in the box
indicates the median value, the box indicates the 1st (25%) and 3rd
(75%) quartile, the whiskers indicate 5-95%, the back circles indicate
the outlier (B). *P <0.05 for the difference of stage D versus

castration-resistant prostate cancer (one-way ANOVA).
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Fig. 10
Kaplan-Meier curves of prostate-specific antigen
progression-free survival in patients with prostate cancer

stratified by immunohistochemical score (score 0 or scores 1 to

3).
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Table 1.

Patients characteristics.

n Age PSA(ng/ml) THGF (ng/ml) AHGF(ng/ml)
Benign prostatic discase 38 69.1 =85 438 =2.20 045=0.12 0.28 £0.08%*
Prostate cancer
Untreated 136 712=82 611.90 =3751.51 0.50=0.20 036 =0.12%
Clinical stages
B 66 67.1=73 12.85 = 16.08 046 =0.15 0.33 = 0.10%**
C 40 741=7.0 86.50 = 148.65 052=0.23 0.37=0.10
D 30 762=93 26303 =£7750.7 056=0.22 043 £0.16%%*
Tumor grade
Well 32 685=7.5 11.41 =999 047 =0.17 0.33 £0.11%%*
Moderately 53 69.6 =7.7 401.0 £1510.6 055=0.24 0.40=020
Poody 51 75379 529.2=1677.1 056=0.26 0.44 = 0.18%%**
CRPC 24 72.6=9.3 504.5 12783 0.73=0.32 0.60 = 0.28%*+%+

Well: well-differentiated adenocarcinoma; Moderately: moderately

differentiated adenocarcinoma; Poorly: poorly differentiated

adenocarcinoma; CRPC: castration-resistant prostate cancer.

Values represent the mean = SD.

* According to the Jewett staging system [30].

Untreated prostate cancer versus Benign prostatic disease.

**P=0.0001

Stage B versus Stage D. *** P=0.0033

Well-differentiated adenocarcinoma versus Poorly-differentiated

adenocarcinoma. ****P=0.013

CRPC versus Untreated prostate cancer. *****P<0.0001
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Table 2.

Patients characteristics.

Age

FSA(ng/ml)

Mean + SD(range)

Mean + SD(range)

Controls
Prostate cancer
Cverall
Clinical stage"
B
cC
D
Tumor grade
Well
Moderately

Poorly

51

75

28
28
18

17
28
30

68.5+7 9(5581)

74 018 5(51-94)

70.7+7 6(54-85)
75.347 7(59-94)
77.249 5(58-94)

71,547 7(54-85)
73.247 4(59-87)
76.1+9 5(55-94)

5.8+3.0(1.6-133)

47572228 6(3.1-18500)

13.6£16.7(3.1-93.1)
2519+621.8(8.9-2949)

1667.6+4392.7(16-18900)

9 516.2(3.1-242)
186.2+409.3(4.6-1542)
1009. 6+3466. 2(5.7-18900)

PSA: prostate—specific antigen; Well: well-differentiated

adenocarcinoma; Moderately: moderately differentiated

adenocarcinoma; Poorly: poorly differentiated adenocarcinoma.

*According to the Jewett staging system [30].

61



Table 3.

The expression of Hepatocyte growth factor activator

inhibitor type-1 (HAI-1) in prostate cancer.

n score 1 score 2 score 3 p-Value
Controls 51 10 32 5 0.05=
Prostate cancer 75 6 30 34
Clinical Stage*
B 28 4 14 11 0.65
c 28 1 10 13
D 18 1 6 10
Tumor grade
Wel 17 3 10 4 0.22
Moderately 28 1 10 16
Poorly 30 2 10 14

ICH: Immunohistochemical; Well: well-differentiated

adenocarcinoma; Moderately: moderately differentiated

adenocarcinoma; Poorly: poorly differentiated adenocarcinoma.

*According to the Jewett staging system [30].
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Table 4.

Characteristic of patients with castration-resistant prostate

cancer (n=24).

Characteristic Value
Age (years) 7313+£796
Initial serum PSA (ng/mil) 59617 + 852 82
On study 8135+18778
Clinical stage” (n)

B

C

D 15
Tumaor grade (n)

Well 2

Moderately 12

Poorly 7
Previous therapies (n)

Androgen deprivation therapy 24

Chema therapy 6

HIFU 1

Radical prostatectomy 1

PSA: prostate-specific antigen; Well: well-differentiated

adenocarcinoma; Moderately: moderately differentiated

adenocarcinoma; Poorly: poorly differentiated adenocarcinoma;

HIFU: high intensity focused ultrasound.

*According to the Jewett staging system [30].
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