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PHEENCER S NED, HICRET 2 DO TIERWVA, Fl 21T, (LFEFEIIERA
B g~F100 e BREDETHDHE., REEEPITBWT, 5nM EAEET
N U ATIXERICTLER, 2030, 1 %KREEFET Y U ATIEER
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T T 2R, HAVT IoM BT CESV AR LM A FBI URBRT N
7 AT 6 0°CIZT 2B, HBHWE1 5 %BEML/KE CIEERIC T 7B,
HAHENMIImM B A VBA Y v AR 1M B v ALY 7 ATIE8 0CT
2RSRDMIIZ LV, AERBICRACERIERAN /L LB TE D, 28,
ERRERT b U 7 A XV BMLER IR EEREZ TR T2 BN TN S,

TROERH % b > THRT 5 & 512, ARAO(LFERIERA IR EE R
F U T ARERIC, 1400 0UTOHTEED Yy T BBNREZAVTH
B2 - LRZEE LY, Eo, ROBEOMFEREEBEAOL L, S FE3 0T
Jv NOBHNABT 4 NVF—%BELLROE, —F T, REHO(LFERILER
HXEBLZAEOCRBZEBHBLTNS, IbHIT, Bk EXOFE
Lo T, 7A4NME—DBBRPMEVEEREHEEATH - Th, BITROKME
PEETAHZLICE Y, AEHOFERLERAOFERSM LTSI L E AN
LT3,

TEOEMEFZ b o THRT S & D10, REHFO(LEFEICHERA 2 BlHE f4E
. T b 2 ITREER F OSECRICEMNT 5 L, RLEDO(LFEIIEHERAID
W& B LT, DEENARBEBESNTWAZ ENHHALE, 20X 5 RiciE &
KD BIFREMWN, VX wd 2/ T HERAEEORRIGIC LD
Y (7 FN) O BREEL LT HOLEZLND,

SEHeE B
U, AREZERFAICESE L EENICHAT . #, AEFETREH
BIZRRE &5 b D TR,

EWEF1—1 RLBIBEETLBETBQOLMLEEAAUTICEZLER
TBQEW®K (35. 2mg/nl) 2ml (&, 2mM BEREET MU U LABEEK,
0. 015% (EHERBE) REHERRT PY ULEE, 2 AFZBI TR
e R U W AKX I 20 BHEBRT VE= Y AEKE 20l Mz, BER.
6 0CICTABMMUELL, ThoQMETBQEZENEK (xFEV Y
12000~14000, Zyhpisedsl) waEsgMi 11 iQKk (BKk %
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MR E LTER 21TV, LETBQE Lz, KICO. 8mg/ml ORMETBQX
INETBQEER L0, 4mg/mlAMPPDK (0. 2MYx= & ) —)LT I
v (DEA), 1mM k=7 yh (MgCl,, 0. 05%7 kT rY &
A (NaN;,) pH10. 0) 2FB L% (EEK). 0. 015%7 VY 7x
A7 78 —E (ALP) WEMERTFERISAHFIC200 ] HEL, BREHE
LTHRFEEMEITLELZREER L, ZORIGERIC, AIROEER
200pul ZMATEREL., 37TCTHRHBRKIGEEE, 74 b vy F—
(BT 4 h=7 ZHB) T (7 FN) 2 v bL, 2HEOEEES
RdTz, LEROBMERT EEBICLARIEZ5EITok, TORREEE 1ITRT,
RUETBQEHEL, WTNOLABEEHITE TS, LT BQEMEILY S
TOUREML, FRFEE (CVE) bmELx,

=1
MIEBTBQ
ENETBQ E
. . iy
_ HHEENa RS RFNa AR BIVFEENa PO L
2l 1188601 1795546 1900953 1882699 1887294
- 1144091 1803082 1893218 1880734 1853619
1159564 1760605 1859213 1864943 1855904
1100897 1774889 1881518 1859709 1852409
1164963 1768074 1864585 1845497 1837743
) 1151623 1780439 1879897 1866716 1857394
cVv 2.8% 1.0% 1.0% 0.8% 1.0%

KB 1 —2 ROELBIGETAET B QORI FAHICE X AHE

0. 8mg/ml RUETBQXIFMETBQEZE10. 1M DEARE (pH
10. 0) #FH L7, 0. O 3%WMHTEZRISEIFICL 00 ] HEL, B
AEBLCHFEEMSELELZR VW, RMIETBQEELDEARIK200 u
1 AT OMEHLE, #EBE 1 5HRICE Yy v (GILSONHE
v A 7ubRy ) TREE?»S150ul %5 L. SXNEFRAEMIHE
L. 1 0RMBICHIEES (SHIMADZUH#BUV—-1200) THE (O
D500) ZIELZ, ZORREFR2ITRT, LETBQITRLETBQIZL
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bAT, MENEL ., RFoosEmELx,

&2
JIETBQ
RUETBQ i
WHENa REERENa AFBIVREN JERE,
o] 3 0.035 0.261 0.368 0.430 0.487

EHGI 2 — 1 RO EERLBTOET B QOLERNGRAEICE 2 3 EE

35. 2mg/ml TBQEWE2nl 12, HFRERBELLTO. 005%,
0. 05%XIE0. 5%REERMT MY ULAEELEEZ 2nl Mz, BEE.
25CICT24RMKE L, RIZ, BWEKE (A FES > F12000~
14000, ZXMIFEMAE) IZHEBEMI 11 i QKEIMNEL LTBRZITV,
METBQ&E L, 0. 8mg/ml ORLETBQXIILETBQEEAELE
0. 2mg/mlAMPPD¥% (0. 1M DEA, 1uM MgCl, 0. 05%
NaN, pH10. 0) ZFAM Lz (BEK. RICO. 015% ALPHARK
PR FE2REERIC200 0] HEL, BMAZHEL CHTF2ER ST LELERE
Vg L, BIREOEZK200 1]l ZMATRAEL., 37T CTHHMRIGEEEE
B, 7RI UE— (BT 4 b=/ AR TERYE FFN) BT
ML, 2BMOBREEL RO, ZOBRERIICRT, ROETBQ LB,
W OAEFFITBN TS, LET B QRIMEEIZ Y 7T AMN#Em L, FREFER
¥ (CVE) bmlli,
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%3
REBIEFREET D LAMETBQ
FKUETBQ
0.005%A. 38 0.05%4L3H 0.5%40 38
hook 1243067 1939907 1874673 1742837
1138533 1951098 1904467 1747014
1185676 1958058 1896528 1742927
1213137 1958925 1928099 1749573
1046363 1944462 1889804 1753686
1198577 1931453 1879883 1738024
F1y 1170892 1947317 1895576 1745677
cV 6.0% 0.6% 1.0% 0.3%
Ehaf 2 — 2

RALER & BB ITTAE T B QDR FORICE 2 A 5
FEHPF2 — 1R LEFECLVLETBQEZE7, 0. Smg/ml RAETB
5 QXIINETBQZET0. 1M DEABW®K (pH10. 0) 2HH L=,
0. O 3%MHENFERGARCLOO u]l HEL, BMAEZEL TR FE2ER
T EEEZRWE, RIETBQZEDDEARIK200 ] #MXT3 0OREBERL
oo BEHRL BRIy b U CREBE»D 1501 2W3IL, SHE
FFAEMCOEL, 1 0BRICHNELESH (SHIMADZUMBUYV -
10 1200) THE (OD500) 2HELE, ZORKEERAITTET, BLET
B QIERLET B QI THBENEL . TFOLHITMmE LR,

Fz4

REEFRETN)DLAETBQ
0.005%LIE  0.05%0LIE  0.5%LIE
piaf oy 0.035 0.314 0.385 0.510

FUNETBQ

EFEHI 3 RALELBLETLETBQDEIAET 4 VE —DFEBZR
0. IMXJZ1M#EMT I UL (NaCl) B CRNELEMETBQA
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1mg/ml UTFIFERLE, ZOBKESTFEIOLTI Yy FORINAET 4 NVEF—
(LU RTHE) TRIABL, ATROENE (OD268) ZEEL., H@E
EEHLE, ZORRERSICTAT, ROUETBQLEEL, FLETBQD
TANE—FBERBITIEF L, B, 0. 1M NaC lBETIHEVNEBRERT
Ho720. 005%REERHET M) VLAMETBQIZIM Na C 1EBEKICHE
BLIcSE. 74 NF—FRREmE L,

x5
X REBIEREES M) LANETBQ
RETBQ — 50 O0SWILE  0S%LE
N 0, 0 ‘
S h—E gz 0-1M NaCiE R 3% 31% 94% 95%
1M NaCliz & 7% 96%

Ehafl 4 RO L BLBTAET BQOIERNAZTREICE X HHE (1)
35. 2mg/mlTBQEK 2l 2 2MERMEET b Y U ABKE 2ml MNX,
%. 6 O CICTAREMLE L7z, WIZINEFIIE (HFESY F12000~
14000, ZHMEBEHE) lCHEEMi 1 11 QKREMEE LTERZITV.
REETBQ&E L%, 0. 8mg/ml ORLETBQXIILETBQEERF L
0. 2mg/mlAMPPD{# (0. 1M DEA, 1mM MgCl, 0. 05%
NaN, pH10. 0) AL (BEK), a 7= b7 4 (AFP)
0., 10, 100, 800KkT200 Ong/ml ZE5HRBRMEZBSABKT
20REFmMLI, 0. 03%HAF PHEHKAMENT S50 ul 2 ANLERKIEE
FBRICEAPERBZE 422001 BN -EBAL, 37CT8HRKIGEE, &
N, RISEBRIHMAZBEL CHFLERI T EELREEER L, 0. 1
peg/ml ALPHEMAFPHEBEREZS 0]l M- BAL, 37 CT8HH
Rit&®%, REEBIORGEBICHEEZE L TRT2ER ST B2 R T
Lice ZORFICHIREEKREZ 200 ul M- BAELE, 3 7CT4HERG
SER, Tx bravoE— (ERT7+ =7 25) CRE (VTN %
AV L, 2HHEOBEELZ RO, TORRER6IITT, RUETBQL
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gL, EHERT R Y U AAET B QORKFERME (CVE) EmtLi,

&6
RAEETBQ

AFPRFE (ng/ml)
0 10 100 800 2000

Ak 137 22413 190157 1204985 2201469
689 25275 205970 874704 1396455
822 30756 199645 932275 2335765
824 30605 205809 816211 2214843
859 33443 189985 946657 1430978
853 22297 196053 1064297 1374801

14 797 27465 197937 973188 1825719
cV 8.6% 17.3% 3.6% 14.4% 25.6%
HEEREE R LALETBQ

AFPEE (ng/ml)
0 10 100 800 2000
hok 354 17298 165651 1230392 2391362
380 17595 166482 1236687 2514891
370 17634 167006 1245664 2397218
385 17515 167636 1192276 2515427

381 17557 166714 1191075 2442702
371 16806 164900 1216407 2540877

15 374 17401 166398 1218750 2467080
Cv 3.0% -1.8% 0.6% 1.9% 2.6%

KBl 5 RO EBIGETAET B QOILEREAERNEICEL 588 (2)
35. 2mg/mlTBQ¥M 3 0 0ml &1 MEREET MY Y A—HC 1 %K (pH
5 6. 0) #15nl M. BEH., 25CICT2 4BHAE L, KIZZhEBHT
B (OFESYyF12000—14000, ZXMEARD) oES, Mi 11
i QAKRZEINRE LTENEITV, METBQE LR, 0. 8mg/ml OFRMHETB
QXIFNETBQZEFLZ0. 2mg/nlAMPPDI (0. 1M DEA,
ImM MgCl, 0. 05% NaN,, pH10. 0) Z#ELL (EEK).
10 AIFEEMER 4 L ARRICRBRRB L LTa 7= b uT A VY ERAWT, ABHIER
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TWEE (7 TFN) 2oy PLTHIERIToTn, TORERERTIZRT, *
METBQ&EEE L, HEEERT N v ALETBQREBFEEMSE (CVE) mE

L7z,
=7
FUETBQ
AFPEE (ng/ml)
0 10 100 800 2000
Hhok 549 37542 188792 1064676 1714369
560 38510 219614 908606 1985371
609 41285 212975 958981 1866508
551 38169 207767 1051242 1464529
505 41844 232717 983756 1498278
472 27719 211984 1054501 1684947
Yy 541 37522 212308 1003627 1702334
CV  8.8% 135% 6.8% 6.3% 11.9%
BB LNEBTBQ
AFPRE (ng/ml)
0 10 100 800 2000
hrok 374 27079 234281 1140508 2163595
380 25361 233081 1160725 1925163
362 27141 220616 1153611 2031717
363 25705 228368 1117495 2060136
426 27389 221167 1104866 1978776
399 24851 227564 1130180 2036848
1y 384 26254 227513 1134564 2032706
CV  64% 4.1% 2.5% 1.9% 4.0%
5 EhEfl 6 ROUECEBLETLEBDMQOLERNMAEREICE 2 ARE

BDMQ®IK (25. 4mg/ml) 1 Oml {21 MEEREET MY Y A—HC | K

(pH6. 0) #0. 5ml Mz, BEA%, 25CICT2 4REMAELE, KIZZ

NEBHE (DFEVY1F12000—-1400 0, ZMEIBEHE) 2o,
MilliQKZ/MNEELTENEZITV, LEBDMQE L7,

10 KIZO. 4mg/ml ORLEBDMQXIFNEBDMQZEHFLZ0. 2mg/nl



10

15

WO 2004/001415 PCT/JP2003/007985

18

AMPPD# (0. 1MY=#%/—L73I» (DEA), 1M k<R
A (MgC1l12), 0. 05% 7Y+ bhU A (NaN,) pH10. 0) %5
B (BER.
a7=zh7uas54 (AFP) 0, 10, 100, 8008 LW
200 0ng/nl 2E0RBRAEBEBSABKTLIO/ARLEZ, 0. 01 5%
AF PHIARAMMRT 250 ul 2 ANERISERTICERER £ 4
20pl B -EAEL, 837CTL OSBRI, Z0%, RISFBICHE
EREL R TFEEBI T EELREER L, 0. 1lug/ml ALPRKAHAF
PHAEKZ 250l M -EBAEL., 37CT1 ONBRIEESET, KISk,
CORIGRBIIHAEHE L CHT2ER ST LEZREIEE Lz, ZORTFICR]
HMEEKREZ200ul WM BRELE, 3TCTHABRGE®E, 74 b
AV E— (EBRT7+ b= AfB) TR 7 ) 2oL, 27
DIREEE KDz, TO-REREFT, RLEBDMQ & &L, BEREET -
VU LAHAEBDMQOREEFSME (CVHE) XmikLik,

&8
FRAIBBDMQ
AFPEE (ng/ml)
0 10 100 800 2000
hook 235 29915 200489 860407 1600060
242 30126 203080 904037 1735060
222 29949 198255 891405 1759976
242 29466 208122 935003 1512594
iy 235 29864 202487 897713 1651923
cV 400%  0.90% 2.10% 3.40% 7.10%
EEREET M) ALEBDMQ
AFPi&E(ng/ml)
0 10 100 800 2000
Aok 201 24969 198765 1212549 2354980

212 25586 195978 1210283 2371754
207 25043 196434 1213840 2339963
184 25086 195111 1219413 2371016
T 201 29864 202487 897713 1651923
CV 6.10% 0.90% 0.80% 0.40% 0.90%
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EHEF 7 R L EBRLETAEB DMQ ORI T HRICE X B HE
BDMQIKR (2 5. 4mg/ml) 10ml i1 MEREFT M) Y A—HCI%E

# (pH6. 0) 0. 5ml Mz, BE®R, 25CITT2 4RFMALE L, KRIZ
INEBHIKE (DFESYF12000—14000, ZJMEEER) oHEE.
MilliQKk&SMKE LTERZITV, LEBDMQE Lz,

WIZO. 4mg/ml RAUEBDMQXIIMLEBDMQ%2Ei0. 1M DEA
(PH1 0. 0) ZFAB L7z, 0. O 3%WEMRTEZRISHFRZ1I00ul HIEL,
BMEEzBEL CRF2EHRIEEELZRVW, MEBDMQ%2 2T DE ABIK
200pul ZMAT3 OMPR L, BEE, 1 5BRBIIEy b~r TR ER
mH150ul 2L, SEREFHAEMCHEL, 1 0BRITHIIES
(SHIMADZU##UV—-1200) THEE (OD500) #BELZ, =
DFERZR IITTRT, LEBDMQITRAEBDMQIZHART, BEREL ., K
F O m LT,

*09
RAIEBDMQ MIBBDMQ
AE 0.045 0.339
A DZhE

ERO LS, BRALANE 7 ILBITASLEIT LV | IR I 4 BURT BB et
EAEEEICEELSNAFRE LB IO EE AV 2 BREAEREEICRBT
Y7 TIVRHICHER S, (ERDIFERIGHERA & g Ui E B A D
DEEEZBEL, VB F U EETOERENLEE OBRINC L3 HLDH
BRIER DENTALFIEEIRA ., REFERNERE 2 B ERBAFER O
¥y bRRE Sz, Fho, AP OMZERIEIRAZ AV 5 L HIEEORGE
HEAMEL, LV IERREENPTRICZRD,
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x o & H

1. JREEERICOWTREAMEEGEEICEE LS RRELR /B
Ve %z V5 BRAERIEE BT 2 v 7 FAagicER s, 4%k
5 2 BT HLEREEB ORI X DRI E EIRT 5720 O KBS
ISFEIET oy A, BIOHRANLS =D AEIIE LR A R=T A
H2 B2 HALEREHERAITH o T, BLH E 7ITETHLEIC & Y BIRER
M E AR R O BREIH A 2 5 LTz b O T d D{LFEFIHETRAL
2. EBEAIN, BALSBETHBINLISTFEICENT, 4 FEN40T
10 Nz DS EEERICER LR WERE 1 ICRESOLFERIGHE =
Al
3.  FHLFERIEEER. —KRK

e
i~ L_ LR
Rs™ ™SR, 0X

[RH, R, 3X—AFVETERINEZT IV —VETH-T, B, HE,
. BESR. AHCUIEBAE R OB TS HBR U EEEAITX 2B

15 ELTRBEFRTIERRERAXY FhfE0 1, 2—-VAFtF 1k
EMEFR L, TOREERL, 2—V4FvZ U AEMBREFT=RNF—
ERELTHM@EL, JEe— &K

R4>C=O BIO o=——c<R1 )

Rs R20
D2BMDANRNEGEEWE ZERL, EXEERICLVREEND
R S RSEDETH B, R ETVILVE, Traxidk TYV—n
20 FXVE, DTAFIATIOE, FITAIAVI LGS VE, TI—1Y
INAEERTE TV—VE ROTV—AVER, EHELTL, 2-UFF
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EEVBIZALREETHLIAD, X—AXVEBBROSZREAT V) —VE
ERT ATV —NVENDHRIBENDBIRENTEODTHD, R, R,
FEFENRENTAFAEIANT BT VFNVETH T, R, ER,BEWVITH
ALT1l, 2-VFEZVBRICAYRATIZERRNT AV UEEBRL
TVWTHEW,] TRENDZEE THHHHRE L T 2 ICRBDILFFENHE
BRF,

FHHRFIR, BT v AR, BEKEALF=Y A, FFkE
AR=U L, BIOEND ORGP ORDBENORITNDEEBENGH
BEND, FRE L~ 3T ORI IETRHA

HEWMAN, BEAENURT Ve LAE, EEENKRALF=D LK,
EABMRARAF=Y LE, IENODOEESRTHD., BRE1~3L
RO LRI RAL

FHEERKIR, RV [EmAR_RU PN (RUUNVAFAT U E=T LT D
54 F) ] (BDMQ), RV (E=pAR_RU IV NI RAFATUVE=Y LT T
S4AR) (TMQ)., R [F=ARyPV (M) TFATUVETLAIRT
A R) T (TBQ), RUPAPAFNLEFAT U E=TL7uT4 F (BD
MCAC), RIAZTIZIYNTIRTaC LY AFAT VE=DU LI BT
AR (RUMAPTAC), RI[E=ARUDV (P ZFATUE=T A
a5 4 FR)] (TEQ), RI[E=ARVINL (2—RUVUNLVTI /) T
FANPRAFATvE=ULIRTA K] (BAEDM), AU [E=pAp_v
NOAF)N (22—t FaXxy) =FAT7rE=vsA7aT4(4 F (DME (O
H) B), RV [E=ARYIL (P AFARAF=T L7254 F (T
M), RU[E=pAR_RUPN (M) TFNUERRF=ybL70T4 R) ] (TB),
RY ARV (M) FI7FARAT=ULZ7uF4R) ] (TO) B
FOENSDEREAENSRIENDEINS, FREL ~ 3 ITRIADLE
FE I TRA,

FEMEER, BFTHB, FERE L~ 6 (TR OILEFIEEEA,

BRI, BEERIT TH B, BRI 7 ICEEBMOLEFELIEEA,

BALIER UE TR 28 7 2R N, BT - E=U A, B

b= (114



WO 2004/001415 PCT/JP2003/007985

22

FTRY DA, REERBET N UL BEKE, AFXBIVERT NI Y
L, BT MBIV UL, BB U LANORDIENLRIIND,
FERIE 1 ~ 8 DfThads 1 IR DL FF A 5RA,

10. JREEFETICOBRTRLAMEEEEFICEELSNIRRELIT/BX

5 OLiE % iV 2 B EERURRICE T 2LFRIEBEHI OFET ., ko
Bl LT BERAT7 7y X —8, TAVHVERAT7H—¥, H¥TF77 b F—
¥, InavF—¥ Srru=F—BXEIzAT I —BERIGERH L
PR BILERNFETH o T, BIR(LFERIEERAIN, HERE1L~9ILE
F= SN D LERICGERF TH 2LFHHFE,

10 11. {bEREAEBRFOFEET., BTFEHERT I REREEOERNEFET
o T, HIFLFEFEICHETRAD, BREL1~7, IICERSINDLFERILE
BT H HFERIE 1 O ITFRE DILFEF N FIE,

ALEFEABEREIOFE T, MR T2EA T3 REREEOLERNT
ETHo T, BIRMLFEFRCHEBAN, #BRE1~6, 8, JWEEINDIL

15 FRAEBFTHLFERE L O L1 1ITEHDOIERIFIE,

13, REEETICOBTRRMMEEEEEICEELISNINREZIT /B

a5 BEHEAEFRINECBIT 2RERICERAESh, VFFEF V%2

BT FRAEEOBERGIC L DFERICESIBEREX Y FTho T,
VXL EETOEEAEE, RUFEREL~9IDOWNT L 1HZ

20 HOBHEZEATRLF Y K,

14. MFEERTLIREBAEEORESXY FThoT, PIFxEXVEFT
HILERAEE, RUFERE1~9 oW 1 EICEHOWERAI 2 EA T
RBEEREL SIKEHOF v b,

15. BMERTEERATIARAEEORES Y FThHoT, VAFEHIUVZE

25 BT HEFEREAEE, ROFBERE1~9IDW T 1 BICERHEOHEA LS
ATRBEREL 3T 1 4 12BHEOF Y |k,

FTESh-RAM (RE91)
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