Z2a7avehr7eIV (ST —Ib)

WM EERORE - HED
AT B ER

RHERER TEAAS T

KRNI E NI B IR BRI O
WA DB ERITSE R T EHR A B B,



H X
(& DRI ERIBERICHEBT )

1. ERXGHFEORE R CHAEIC B 2ERRAEFICET 2 8-

1. E§E$IE_‘%B§%$§EEE%®IEH§ ....................................................
2. g%ﬂgﬁ_gﬁﬁ%ﬁ%ﬁ EE%‘%@*E% ....................................................
3. %ﬁ&cﬁ;ﬁ‘ﬁﬁaﬁ ............................................................................
4. E%ﬁ@i a b ............................................................................
5. ﬂ@c:ﬁoj— %{E}Eﬁ:ﬂﬁ?ﬂ ...................................................................
6. [ﬁjfﬁ[ﬁ]?“ &—%‘% .............. B L e L LT L LT EIE I RE R

- 8 % &D
1. S ROBMEEEEERER e
;‘ﬁ'g ‘j% ..............................................................................................
(1) w26 VRO EIER - e
(2) 5w} 523@@&[]&%_%‘9% .............................................................
2. Sw k24 ARID A ERERER e
;%:’(5 ;:ﬁ ........................................ R e e AR TR
(1) SwhaaHA RRAN AR EERES -

&, REER (B%)

TN BESFIT BERER -+ veoeeeemr e e rresine et s
1. MRS T BEEHIRR oooveoreeoreere oot s

. T - 5375 - 1R - P (B
1_@m.ﬁﬁ.ﬁ%.mﬁwﬁj%aﬁ.mmNMWMMMMMmmemﬁ
%:’g j%! .................................................................................................
2. B MBI AEMERECEIT BRI e

(1) EFICBIF BRI c--oeorererrreere et
(2) HE (HF 2 ICHBIFBRE e
3. b MeBIF BN QABMENpHEZ XU Y 7R IcET 2 -
(1) IEWEIGZ?SH%@% .........................................................................
(2) AME (BT R) ICBIFBRRES ~ooooverermarrermaiie e rrii e

(1) WHERBAC Y 5 EEME IIRRORBEHORE e
(2) fi: - ABODREHINRE GHESEREIEE v,
(3) HEp A+ ..........................



(4)_ 1 ?ﬁﬁ% . %%ﬁﬁ%‘_%@%ﬁ%ﬁﬁﬁé ................................................. 65

(4)_2 *&ﬁ%@%ﬁ%ﬁﬁ .................................................................... 77
(5) & gﬁ ................................................... ‘ .................................... 92
2. REBITBRE oo et et e e e a e ieas 93
2— 1 HMENCHBITBEREE F D1 ccoverrererrimmmmanrriinirenrini e, 96
(1) BRERTGHE ---evrerererrrerees sttt st s 96
(2) BEREREE - 100
(8) FE BB oot e 118
2—2 ﬂé@fﬂ:ﬁf‘j‘%ﬁiﬁ B D AR T T 119
(1) RBERSE e ettt 119
(2) HERRRE - RO 123
(Y FE EG oooevereerrrree e e e 144
3. BELE GEENCETBERE) v e 146
(1 ﬁﬁﬁﬂ:\ .................................................................................. 147
(2) BRBRRREE v vvereerrmrermsnreeeines i esin it b e e e 147
(3) 151:5 ;:ﬁ ..................................................................................... 155

4. ﬁ.ﬁf)ﬁ%ﬁ\”%ﬁ%ﬁ@i&&) ...... R R PP 156
1) %@-f-‘_ﬁ@az&r\@ﬂ%‘ﬁ .......................................................... 156
(2) FEHEDFT L E oo 162
(3) f@ﬁ:@i o e e Ee et iee e res e rranararbie s s 167
5. HETOBRREEROMEIIRITL oo oot 297
6. REBEEIET B TRETEDHE (FP) ooovovomsomrssssone 229

ORZ - AR, A LorE B RUZORTIEL

1. B FBRUFOILERRIL e 231
(1) FiE « FHE (88) rrrrvrrrerrii i e e 231
(@) BEARL oo s 231
2. Mtk - AEICHIET 308 LORE (B RUZOBER s 234
(1) Bk JIRICEET BHE LOEE (Z2) oo, 234
(2) %‘Qi*ﬂm ..................................... T 234
3. {HELORE (B) RUTFOBRERHL e 935
OFEHE - IR DRETEEELRIDE LY oo 237

(i)



1. BEXSHECEERUNEICEIT 2ERINREICET 28

1. AN HREHE O AR
2, EEEE A EEFEHEEORL e,
3. BEBERUAEHIHE e TP TP TP
4, BEEDE LB crorrrrrmrmr e e
(1) B « FHEE  -ovvvvveretrttm it i ety
(2) P _ODFERE  vevvvermrmmrmmer oo oottt e et
5. SAENCIIFBREETIRIL - -oorreee e e e e,

6. FERBAZNG & o S OO P DO PO



1. BERXSHEROBERUNEICES T DERKAFICET 2EN

1. BAREE-HESARHFOER

FUV TSV (B[R, AG-1749) id. HHBIERFcB N TRBENTERY XA 24—k
EWT (HY+K*)-ATPase [HEFAIcEDE, SMEEMRIC B 2 BERRIGZZEHICHSEIL,
BT BT A R CHESRARIEEERERT L TV 5,

COXSHRBERICEDE, AG-1TORUFOHMTH B2y Tar®h P15, 2770
Y®RSL 30, 199241020 IFilkE. F2HEBESE. WALHEE. BiRtank,
Zollinger-Ellison SEMREf | ZHREL U TRBE R . TOBROERRRIE. S1E. WALTRE.
WREEER TEEL LTS EMRS., T HEREE Tl 6 BRIRS TREETV. BEHREG LKA
07 BERSHORESMOREN TR AN o T ERURICERE N0 F By FiEE
#l (BUF, PPLENE) THBA ATV VO« AREBZEIC LT, EKBEINLAE - FRicid
ROE 3 %R SHADHIEI R E M ik, |

TR0 6B E T
W RRER - BiEE - WOTRES | 8 EME T

L LEDL, b DREFEDI-H. 6 ~8BERIc—RBICRSEZR T2 EFBHERR
EROBFHEL WS HELIE-> TS,

o, EMEEEATE. BOWOWHBR LR ERERELRTVERERL VWD TED, B8
DI R D T EMOHERBERIETZENWSWED £5H 0, HEEEDSKELRADS S L1
b Tnad, Thbb, AG-1T49FIECH & T2 PPITid S R OIREHIBAH 270, |Elkckb
BELRLNTOE AR I Y L ZAGETHE (CUF. He BARGKIEFAI L) OBRSICYhRI TS
27T, R, REAFETANC L 2ERBEPRBRIVZBDHONE 2 EHREENY, BROE
TPPHC & BHEFFREDRETH D LD RTNWE D 1),

e, HREROETEER T H SEABHFANCEREE RTINS ERHEINhTH
D 18N8 B OFEF TR PPIIC X BIERBRE L ENTNAET),

LT, AG-1749 DRI EERICHT T BHRREIC OV T, BRICBWTEREREZFHE L .
AREROBBICEIL D, BEARERETS (YkE) IHRES. MR, RS/ S0 TH
METo®, TOPERMEAT, UREEEADS B L ZAKEHAIC X 3i88% 240 ARIT
2 THIBEVRD S NEWEFARTE AR H RERETAIC L 2B TICER - B3 (GEb) P
BENTSER. ThbD B, ZBHEISEFENRIC, 778F VR NEEE UTAG-1740%
67 IR 5T B ERRE D LLER R B E T o fro ZOBRE, MR REROIEHIR OERIIC

) W AR RO ERREC B U TR TEES NIRRT ERET 5 L DOTFICNT. 1993F284H 5
1995 12 HICM I TEEREGREEH (UR) ICHE#ETt. TOXKR. ENTOHEEXREENSETH, 70
HIEHERCOWTEN - BFER 2,

BEE

1) ATH—: REESE 52 @ 1387 — 1396, 1997,

2) HE #FiEh  BEEEERAE 110 1501 — 1600, 1096,
3) FHIE K WLEERL 24 0 38 —44, 1097

4) FEGERK  EFEELEY 40 960 — 975, 1998,

5) "hTEEE] [ PRERTS(EEEAIRE 9 1717 — 1733 : 1904

6 HETTE | IR LSRR 13 ¢ 313 —316, 1994

T) BWE—BR . B ERRR 44 1 1342 — 1353 ¢ 1995



AG-1T49 OF AWM RS 1lc, —7. NETRERSE 0 51T U CRRERM R OfERREOIEER
RERFAEHE N, RETR ISV RENBEEL L, ZETRERS -5 Ve EEL LT,
AG-1749 D 1 EBR S X 2 BREE KT 2 EERERITON. FHOEEMISEEIAT
Wi, TNHEA. SEOREE S LIOHREREROHERERCOVT, B - FRO—HEEHR
RHFEFTS> L DTH B, '

. SRR BTSRRI OERRIEER 104 E &R, T HETHRENATED, URteE
RKOMEREE UTRIIc LOXKE, EEDED, 77 2A, RAVERUOHET S 57 HETEE
ENTWS CER124E5 AHE. ‘

2. AREEIPEEREREHEORNL

e, PPLIc X 2B EROERIE. TOFTBIBINGIERICX - TIBRIZEETE SN,
PPIDOREGZFIET 2 CHURIWHFEL. BRI ZHAVACNZIEHTHE T L b, BHOE
FRENSETH S, LHL, PPHEODVW TSR S EROFIENH D . 15/ D H, KR
FANC K DHEFRRETOERENMEE UTRENT VWS, 2CTEAICEBWT S PPIOMEREEE L
TOEBRERRT ZEERBRICEER L. _

AG - 1749 DHTHE A4 DUES BRI I T 2 BTSSRI B — LIGRT B0 THD. PIFicERER
RO DV TR T 2,

- BA—1 AG-1749 (245 70V%h 7)) ORBBR—FEERRRHRICET 2RREEE
—_ 2 —



R R EROMFREIC T 2 MAHBRIT SR U X S IAETETL, KB\ Tk 2200
RAHBOERENTVS, TO1D0HB (o lralss ) Tl H, REKEHIHIES
ETREVEFIPHEF 2P RERBAZ MR E L TAG-1749 30mg/H X GIEHS —F U
300mg/H T 8 MRYEHE. AREMETIERSELNIOEMLIT3FlicDNT, #HEREE LTZE
BEREICK D AG-1749 30mg/H. AG-1749 15mg/ AR TS v R% | ERREG L, HREEEL
feo ZORER. FHENAEECH > - 1T0FIOBEFRERIX. AG-1749 30mg 10 %. AG-1749 15mg &
21%, ToEREI6%EWVSRETH Y. AG-1749 OFHRIICIIEZIRZ A 5Nt -o 7255, AG-1749
DRFL TR HEOBICIERENA LN (P<0.001),

EHIKEILBIIEE S 1 DO_EHERHAR (o ai#s ) Tk H, ZBEEIETANC
& % 3 RO K o TEFIERR U EREEERERERE LT, AG-1749 30mg Xi3 60mg/
H® 3 W\Wd H, REAHENRITH AEHT —F V2 300mg/ H D $EIRE £ (T DRETH
HDELNIMWES, T 5ICAG-1749 30mg/H % 8 ARRS) ., NHESEHE TRENMESNEH
163 e DWVT ., MR L LT AG-1749 30mg B, AG-1749 15mg BERUS 75 b RBED | RIS
DWTNDICEIEBICED 1. BERELR UL, ZO8R, THMEHSAETSH - /- 146 floERSR
& AG-1749 30mg #45 %. AG-1749 15mg#¥33%. TS REST % TH Y, KEE T H. TH K
EHAEAEOENENREL TR LA E, BRRIIFRORS ( ) LHRTHRE
WEHET® ot . AG-1TAOMEHEICERZALNAD oo, AG-1T49DRELL P REEL
DN EEEDH SN (P<0.001),

i, BEER L UTHN U KB ORI TIE AG-1749 30mg/ A% 8 BRIRS1%. WHER
HTHmNE L NI HRERBAD S 5 266 iz DT, “EERIKICE D AG-1749 30mg/H.
AG-1749 15mg/H XIZIBEZ =5 V2 600mg/ HIR5G-D 1 FRIOMERHEEET o fro SHELTEETSH
o 235 Bl OBEREIX. AG-1749 30mgFE21.3%., AG-1749 15mg#E33.6%. HWES—F VB
69.3% L WVWISRETH D, AG-1T4I DHBICER H L NEh o eh, AG-1T49DRBER & bictlE
BT = F IV /BACHANTHERICEN TV (P<0.001),

—7. BEHICOWTIR L 3EBRIC B TEERBIER I THx & OMLIERE P8 EE T
HoleM, 1EHORBRSICL > TERIMEL ITRNEMRRALNEN D 1,

N5 OFEBEEN 5. FHIEPRERBROMRFEL LT, TR NEEES —F Vel
NERICEN - EBRMHRIRPHREES NI, £, BEHESROEAELREEI N, ERETIE 1996
FLAK, REZBOTIRFLE 4 BB T RE R O RRE ORI E 21 T,

UL DOfEESH LT, FBICBNTEYREREROMRIIREL UTOAG-1T4 DEHHR

U2 Z2REt L.
H, ZAGEHFEREOENEZMRE LT, 2EOERNEAS TAG-1T40H5Es ] (GRERRTS
EEAT ) ZHRR L. 19964E 11 BicifERpBiE O ERRY 1B

FHEEE & U7 5 AR R B L.

BBTYA d, £9745—FVEBRIC K D AG-1749 30mg/ 0 8 AR SIC X 3152 TV (A%
HD. ARSI RIC X 0B (BE0HEK) PHERE NESEHERHES R B ANBC
LU, HMERBRICBNTAG-1749 30mg/H. M 15mg/B. 7 7 EF V> 40mg/H 6 4 ARIRS
D IFUTEBIESICE D [ 2 —EERHBEERE Ui, ,

AR 14 FIBBEI N, ERBICBITLETTH OV TEREZHOERRERLE Uk
EHMRCERREGIC K ZLEMERET Ui,
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ZORHR. AG-1749 30mg/H 8 HAIR G OEBRPR TR IONEEFTRIC K 3WEBEE RS &,
il (BEOHEKDPMEEES M) X T773% (75/97) THoiz. :

HRIREID AG- 1749 30mg/H O 8RR ST U, YERHEICHBIT L T 3BHCHI 0 A1 b M- 5Efl
TR0 55, FEMARELE TOPIOBHRPELLE T2 £, AG-1749 30mgFE13.6 % (3/22). AG-
1749 15mgB30.4% (7/23), 77 BF VL H88.0% (22/25) THY. AC-1749 ODBREHTIZT
7EF VYRR THRICEVERRAREN . (P <0.001), SEIE H, SEEREFFIETED
EFENRE LTtk T 7 eF VUL AG-1THRESHOERRDZEITIN60 %IE LT,

Efe, AG-1749 30mg#E L 15mg EOMICHEZZ AN o8 DD, 30mgBEL 15mgBEOFFRIC
16.8 %DRHZELNH LN &AL, 15mg TREFT ZH, 30mg ic T NITHIESIHE X W5 EEN
FET SAEEENE X SN,

LZEficOWTHBE L, BEIRET (SEMKBRSLIE) IcHEULENERR, sEBRSTHRLN
TeBEHIORIFER L AR TH Y. AG- 1719 RGO LEERIZ THRIOBEEL ¥ OMMLENERTH - o

i, FEHERAREEORHEES L UTEAIM., GOT, GPTOLEAENRRED NN, THET
H|ESNTVIEMER EAROLDTH > o . BELZHORIBHECCHEIL 15Smg Bl AT
30mg BETRNE N o b, BRNIKHEL Eh3 & 0P < AG-1749 30mg B, 15mglEL ic
RHARG B SAERIHEEN, o, BHE 65 EUE) IEEEE CRIfERORIIR
MicElZH SN 5T,

AG-1749 (X7 70 ®) OEADTHIREERREHET (199942 AR ik, 8148 HIrT 3734
(458 %) CEIRREEOREESTREANED SN, 20Xhb0 RHEBI~5%EKE) it
EH, THEOHLIER, GOT. GPTO LEFOM SRR, TRERE >, FEREL, S,
P, B, T BR #BEETho

—/i. PPIRSFICEDIMBEAHRA MU VEDLEPHIENTWE T EH S, SEEHERSICL B ME
AR AMEOHEB RS Ui, XKEO 2B TIIMBAA U ERARRSHBL HBRETE
FTEN 2AARKTI FNIKEL, ZOREBRERTHECE DI LR TR L HER L,
HEOHBRTS AG-1749 2HER, BB FVVBELRIMEFA N ED EEBHLENER
IFMICERER A SNED o Te. ERERICBN TR, IBIEFDAG-1749 30mg O 8ERIIRSICH
WTHRLG EFEPH LN, FOHROERIRIETOTEEIT. EHED FE (200pg/mL) ZH i
LEIZEED LR TH oz, BBRRTHRERRICK S BIFRERIT - - REICEBIT 3 2 DDORER R
Tid. MEHFA MU AMUIFRORERT 1 A ARICREHENO L VTETFLTED, F¥lick
BMEHRA MY EO ERIETHEOEDEEX SN,

Ehl, A, KERUCEEOZHRICBEWT BRI 2RE2T- . SRS
BHEITR. Sv FTHLNEXSTEEHNF /A FEFOFRIEOHE b BRSO E: P
DFFREHENTEN > T, N DHBRICNEEREINA SR, BAVLF /A RIEBOREILS
v MEFRETH D, ARORHREICI D MeEANVF /A FEENRIRET 5 AlfeidEms TEN
EEZI DN, i, KED 28R B 2 BEORMKIER RORE . SHEERE RO,
REREABRTERALNEDN T, LSS THBIOENRSEOBMERICTT 3B IR
SR AEFLREEEWEDEEZ SN,

ELIC, ARD LEY ERBRGENEFORERIICDOWTE, SRICBT 28R4 EHOERR
5.4 250 (i C2REiC TRAE /-5 56 1 B OBEIREH 602 Flic DN T XA #To fce 0D
SR, AR 1EL EOBEREI BT BRI RS L 7 2B B 0SS T H © Fo '
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. HMEoz b b, BHEICDWTIZAG-1749 15mg/ H Xid 30mg/ HidWFhd Mt e ki

LB BRISEARD b i, HpREic B3 30mg/H & 15me/ B OERBOERZ
168%5 D, 15mg/HTIHEFRY 50930mg/ HIC T IUSERVIR E 2 BEVEET B AlREELE
A bhle, BEHICOWTIR, N OMKEETAG-1749 30mg/H i 15mg/ B A TEIEFH DR
HEBRREI 2 /260D, HA, SHEICBVYT 15mg/H. 30mg/H & bic EFER GBI 388
BHGRTE T, LA > T, FHOEHERERICEY 3HRBERCBN T, BEOERL LTI
15mg/BE+2THB LHWE NS, 15mg/H CRHREF+H ORI 30mg/ B BE5T 5 &H
TELR%E - AEAEYTHLLEA LN,

B TR T CIPPIC K BHERRE A fThN TR . BMRERER OGRS BEIC R &
N3 LiEEEDQOL (Quality of Life) DEMSATHEERICLA3TRESEVWRABTR THE &H
Abna b, HMEEEROHERFERICEL T, AG-1T49DHE: - ARICDOVWTEREED
—HEERBAFEITICLE LT,

T, HEERRRRICETS, ERGEEABERGE - MEREEESEC B OB BRER
ZITo eBR. —HEERRHFEORIE & 0 1R 3BERERT— 20BN T3 2 L RUNEER
F—2D3BLREDHEBICOVWTIZERORBE YL & LICFMEER UCTHBLTELZZ RN &N
R E e, EHIKABRBEOERFTHFCOVWTHERBOT, FNEEEL TEREESER
U,

3. BERUCERE
SHEME U ERRRB TN REN S, AFOBEEOCEREZM TR LU,
1) PEREMEROBRINGE U THMRERETRT, (84~86, 104~ 106, 128~131, 149~151 E)

H, RBEEEHRBREOENZ R LERE UTEARTRE ( ) D2EEM,
R H, REERBFFHEFRNE TRAVHERSE UeEBe LT, KE ( ) RUHEEHE

D 2RO ERSNTh N, ZOER, BROERTE. FEOBRRR IR0 7 725y
> 40mg/ H D 88.0 %ILENT 15mg/ H T 30.4 %, 30mg/HT13.6 % & {EWETH -z, HEICH
Wik 15mg/H. 30mg/BEKE TR 2R E IC TS ERICHAT, BRTHERS =F VY
600mg/ HIC X TENENERICBENBRERTH -7,

Lo THAREH SR OMRIE L UTESIchb e DARER IR Z TR L. ERafisE
EVvbhih b Hy RERREFAEFEOER Y o4 L HREThVERESEAOBRIEICS
B TH5B,

2) RIBREICHIFBREMIC, FHCREIREL, (86~91, 106~116, 131~143, 151~ 155D

EWTIR 6 AARE, NETIE 1 FEHRSOEREEER OMFRERRETo iR, ThE
TERR TRZFOE(LEGERR U GOT. GPT. y-GTP LREOFEEERETH ., EYRREC LS
FHEEEONBRTNETHEEI N LD LFMIL T, —7, AFNc KB MBFBHA MY MED
EHI/EPECIDETRTZAMEDEDTH Y, ik, BEBICHTIBE0ORNTIRANLF
/A FIEEORER. HoMEEASMIROEELRIFIREH 5Nl o7,

DLt AREEATCEe 2 H, AETE LERMOBIRSCBW TR ERZEEESILERL,
HAREEN b DEEZL NS,



4. EESOELS
FElRIE LI 2. MBREMEAERFEHFORNL] 2BEL. B - AERCER LOTES
wmxﬁwﬁﬁbk<ﬁ%$m%ﬁﬁ%®ﬁ§%(Tﬁ%ﬁ%%ﬁx
(1) BBz
HHEEEROMFREICBI B ERARL LT, BRE1E1E15mg TH5H, 15mg Tid%)
BFRTHREid 1 H 1 E 0mg MRS TEB X Sic. B - BROMICENT DEEasEso
Bal & TENDNOEE] Co T, SREREROERBERICOVWT TROE S ICTRT 3,
(ZERT)

BAS. TEBAR. WOLsER. YHERERN. Zolinger-Elison EREDIES
AE. BACRZYY =L LT 1Emg# 1 H 1 BROKET 3, &k, B%. 5RE. Us
BRGSO REA TR AN E T, T ERRE T GENE TORE LT B,
BRABSTZIBBERICHSIT RN 272 — « O OREOBEDIRS
HE. BRAIKRZ Y75 —)bEe LT IE30mg. 7E+ ¥V ELT1HETS0mg (i) RUG» 5
VR LTi1E200mg (M) O3FEERC 1R 2E, 7 IMENTRET 5,
BB, 7FVARRA YR, BEICSUTHEERT AT LN TES, L, 1E400mg ) 1
HzE%ZERBET S, ,
(ZER)

BiEm. T2EBASE. WALESR. Zolinger-ElisonEREDBS

WE. BACEZ Y FSY—LE LT 1 H0mg % 1 B 1 EEORSET 5,

B, BE. BEE UETRETCE I ENE T, T EERETHERETORSEL 95,

W RERDIBES .

HEE, BARS YISV — e LT 1E30mg® | HIEEOEST 5, k. BEOANE ol
5295,

é Hlo, H¥E - BRERORTITHEEROMEREICE TR, 1@ 15me% 1 51 EEO#S59 5

L BIRATHOESE. IHIE0mg ERORS T2 ENTES,

aﬁﬁzm+ AR ICBIBEANY NS 22—« COUDKEBEOHBIDRS

BE, BARGS VT2V ELTIEIMmg, FEFY VU ELTIEHTSOMg (il RUGZS

JAow A LT 1EI200mg (i) O38EFEMC1IE2E, 7HERORS T2,

b, y9VRaTIY VR, Z\EUS UCTHHEBRTZI LATES, 2L, 1E400mg i) 1

H2E%ERE TS,

X5, (- ARICEET 3ERLONE) OEHESFZICERT T, 1H1E0mgMRETE
ZEEAOREFHA L LT, 30mg DL 15mg BEACHR U 6 & 15mg TRIENF 597
BRICERS T L ZTROK I AT %,

(% - ARICBET 26H EorEE)

W BEROMEREECEVT, 151830 mgPBE5E. 1HIB 15SmgBE5HcHRURARY
15mg TREEDSTTDHIBEIES,

Q)Emtwﬁﬁ
Slel O REE TH SN ER R CRRE AR AOER Lo, ¥RE06E - 607 2.

HEESOBEEERL, THOXSKEERETS (3. FHLOAE () RUFOREHENOIE,
235 HEED,

M2. BREEAGER] ZTROLICEET 3.

[E=EqD |

(1) BERICS > TREEETOREZEL, BRICEUEELIES/NEOHERIC L FHE Tk, k.
EHOMARBETOTEVOT, ERBEEICRAVEVLC EHREELL,

(2) FAFBRENZTTREBRB BTN Ry &Z— - ¥uVoBRBEOENc B3Ik, 7
TRV Y, YRR TA Y VORNYBIEEHRINTWAIRE, MERS, SALEIERS
OER LOFEESFTHRETAZ L,




(ZHE#)

(D BRCHT-> TRERETHCBEL. BRIORUEELRER/ EOERCE PHBT L,

(2) BHE. T HEERE. YETHEBCERTIEAE. BHOFEARRI T TRVD T, #ikE
B AV EAREELY,

(3) FHREEEROBERLICOVTR, BR - ERFEVRIESENLRSTRC L L, Ak
EFEEOREORVWEEICRETAC LOBWLSEEIT AL, ¥, 1H1M30mg X 15mg
OFREGE X O ERRESERICO VBT E6T, BBXEHESFIEc L hEXETZEEAD
B ENAEAE I 1E 5mgicEBXEHUET 2T B, kb, EiEEEhitEmic N
BRErHEAET AR EREE TSI T EAHEELL,

@) AR FRENX G T IHBREICEY AN /30 2— - YoU OREOHEICEV AR, 7
XYV VARV VOBNNBETREN TV AR, HERS, EALEERS
DEA LOEBEELTHERT A &,

4. 8HER] ZTRHOLICEET S,
(ZEEHT)
BEE. +2iBAR. WSHEAR. MTHERES., Zollinger-Ellison fEREY | KBS F TOMER T

1,888 I 235 (12.4 %) I, THAREEOMERRERE (199962 ARA) Ti36.260 flch 1385 (2.29%)
SRR EEOREFSTRITEH _:b‘%ﬁ&b ENTH3,

(EE®)

BR%. TERAE. WAIEER. WAL K, Zollinger-Ellison FEEE | RERETOHBTIE
2214 FF 3420 (154 %) <. WEREBO(ERMAERE (10005 2 BE5R) ke 2600 13848 (2.2%)
i Eﬁﬁﬂ?ﬁﬁfﬁoﬁﬁ%ﬁ@sﬂ’ﬁm HRHENTI D,

(9. FOMOIERE 1T 6) & LT FHEEEMT 2,

(6) RERSIKBIAEESEEHIL CoaEy RRICEO TREBRSORRIE 9 ThU).

5. SEICEITBERER
TR 12485 BBV T, SHERSEAOBPmEINE, BE. 75VR. R4V, hF 4
HERSTHED TERREATEY, TOERRARGKET 5mg/H, BE, 75V R, RAVEE
T 15 Xd 30mg/ B TH B, i, ARREICE > THEE - PRCETENES BB, +fImsss.
. AR L OB UCER 14 AETERR,. 7 HETHREA TV,
WA AOYERFEOBRFEED > b, KE, BE, TS5V A, KA YDOZE4HRIZONT
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LIRED

R - A&

(B =
R
ZOTON 30wg% 1 H 10l 48533,
FLALOREERAOEHRS —V (B Itk b B#iT 5, CORSTRSKBEL TVIVESCOWTE, F—RARTEo iz 15EEE
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BT ERERLTEMFEERS Y, BERs, EEIERL
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MR T ANRICH I 3 IBBEERRIT IR,
{(FXIBEEBBRERUERBICHT 32
HRERUBENEDEROFRERMBE T, BEOy— A0 1 BORSREZ VISV N 15mTh S, CRLOBREICIE
AGOPTON 15mgM M TE %, ThEDBEPTHERESETIIAGOPTON 30m® | BRSE (FVFIFV—L 30w 2EITNT
b,




&1 —1 BRTEORMNXE—ERE (FD4) (0T7F)

& =
FROEHEDTH DT VI TSV MOES, B30I
HBORMH LT LAF—2RTC bAMALTW S RE I, &
FIEMER LTS,
ERTEEREE OB 2 BT AGOPTON 30mg/AGOPTON 15mg
& BHEHERIT S RETIRR, PEE~BEOT SRS T
EEHEETOS YV ISV kIS Y Raes L Y OHRERR
SHESKBEERMEO NS T TiToTRESRY, SIS
ZV—b+ 2S5 A0RA ¥/ HEOREMEOHABERE R T
SEERTEFEAEHALTEES RV
FT 2 FTw, FAFIV—1 ¥ FUE, Jloss¥Ey

i (G B UHRE. R a{ER)

SEIRH R UIR2LAIC IE AGOPTON 30 mg/AGOPTON 15 ngl EEG OO
BIETRERSEMATSCE, BELDL., ERAERLEORE
TSR Q. ERDERORED SERYREUTRNY
ORI DBITYEEENTOELECED.

(BHER)
H N, FADRUEH - W5 - TH - 85 - BL/E - ke
B FHOL S BRBERSHEETNTVS, BRIC, HBRUASH
DhyVHENREEAT NS, T Ehic, BE, HEL. Kh.
EOTHIRESNTV S, ETORET, 5 - BB - EHaE -
BEEDES 27 VLY REPREALTVWS, Aiic, HE
AN REENTVS, S5, WA, M. kongos
BESBS. VPV LARMRT, MR, IR, 1L
B - RO SHIEREER. ERREOREMN S5, FFMERE.
HBOLRAT L, RO —REEANE T 20, MR T R
HEHT S,

HEE S FRA X ERERFLEOTFRORERAN S S, EHiC,
BT HEDE 3 EBEOBMEER O KL BORBAMRE =
M3, MESOEL (Rt EOREEHD. MMREED, T8
o FRIBE) DRIHEHAEHEN TS, BRI R TR0
BEHBS,

({8E{ER)

FUVTIIBRMENDFEESR (Fh7p—L P-450)

LA U T & h 3R L O EERORERIIEE e,
FA T 4 VERAROBEEIENNCE 2 2 —3 3585 5,
B 720 Y21 FOEOREEN LOREERARBEETEREY,
AGOPTON 30 mg/AGOPTON 15 meg & SIS REIEN L O MR 1R x
NTWEYy, 7o b 2Ry FEES L Ch S OBOBRRIER L o
EfffdEc eSS 5. TN, ChoOHEMRRE. gk
HEARCE, RELOMBETERCTAIRESBZ0 T,
AGOPTON 30mg/AGOPTON 15k & WG ORAZFERIRET 218 S
iF, EHHHSVIEI b o— B BETH S,

AP FNT 77— EERIIR Y % £ 52V 7S5 )LD BIME
TEBCENBB, APINT7r— ISV IIV—VIREHR305
MEEoTHhoRRTST E,

SV TS —lE. WO pH It ko TEMERMRHEIEE X
NSO MR L IRET 2RSS,
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1. Sv hoEMSEERD

w

Sy M ERWT FEOBESREE S L i,

R #E5 #ER fERCEE
No. oA | BSHN ZB | (mg/kg/H) (mg/kg/H)
0 |[Z»F (CO® | 26:8 |- 8O |2, 10, 50 2
@ | Zvh (DD | 52584 #¥ | 1.5, 5, 15, 50 1.5

S DEBRIC BN TR N EEEHM AR FOLEY TH 5.

(1) Bleny 588 :
FHIME DAL B CIEEFEN i hF SR M AT (ECLAERY) OfEin. B ERIREONERRE T LE
DL L BEFTENED b,

(2) FMMBEUBHEICHT BF
REMORE TEIM*ZRET ZATRNED 5.

* b MREEBREOHARERSENE LR, AROBERENROHIC: BFc k3 Him, Biuik
#EEMICH D, b MeBWTENFRZEICHBES 2RI ROEDEEZ SN,

(3) HFBRICHT 2%
FROZE(LEED ENE o T,
(4) BIRRUHBEADE
BERRE R ORAVEED SN, REEBERICERENREE N, 52 B8RRI, RERAERL
NTEHRDOERP A LN DEOBETHBELASTH o/, LN T, 52EHE
TR S IROERCNA T, ZFEABF TORRRICEZHENHENS LHHIL I,
52 RO A B THEMEREOBERE U R EREAMRE (1) AR5/,

1) v FoOREEERS (20ENE T EMERESRERE DRI DWT, hEIREL., BHELUTER
Lz ( )o ds, SEOBHEREROERECHET A - BROBREHIE—HEERTH
BiLHi o T, FriEcEELERRBTTN,




(1) Zv b 26AMREORSHER
AG-1749D 2, 10 KU 50mg/kg/ H7% | FAlERER 120800 CD®S5 w M 26 BMRORSE L. D
BUHRHEA L. REEX13:EER (5. 15, 50mg/kg/H) BT 50mg/kg B CRIMES DR
2, FFAIREOEARCE O MOBEENRD b N0 T, BRE%R 50mg/kg/HE L, MUTAL
S5ELTHREASZREL . REERIIEHAERZEBICHEL TRERORS L Uk, (HH
ICid Sml/kg/BD5 %7 5 7 O LREFRRICRE Ui,
BT ERI 10mg/kg BT B 2 B O M OEFER CRR ORI EH L. 2mg/kg/

H &ML e, '
#=—1 Swh 265@@&!3?55%‘;’@52%
# 5 B '
(mg/kg/ED) o 2 10 50
J12| 12 & 12 g 12
B 85 s %12 ¥ 12
55 T 4 0 1% 0 0
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ElEon (11, £9). FHEE Btk oin (12, 212), T8k
Higa 1 HifE 1. BEROMEORE (410,
FRERTRET | - T | g (00, 98 $£12), HEORT LROBELs
fEriE BiF &g oA (&
12, %11
AR B (012, 2 9)
— R NERTRARL. T TN, N
* 1 HGE

®% D FICOWTIH « ELBR@ErREli,
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(2) 7w Fs2:BMROKRSERY
AG-1749D 1.5, 5, 15 KT 50mg/kg/B% 1 B S 30 RO CD®S w Mo 52 ERIHERE L.
ZOFEMEBE U, RERIZ 13EHE (5. 15, 50mg/kg/H) K BWT 50mg/kgHETHRES
D, FHEREOIEAR UF O EHOBIFENBH 5N kOT, mAE%s0mg/kg/HE L, MTF
REFIIE LTS, 5KT1.5mg/kg/H & Uiz, REFBEERERREICET THRFRI#RS L
Ufeo XEEHHICIE SmLl/kg/HD 5% 7 5 B 7 O LW FRICRE U,
BHENEDEE Smg/kgBHC B 2 BOEMROEICEH L. 1.5mg/kg/H L HIBT L7,

£--2 Sv b2 EMEOR SRR

®# &£ =2
(mg/kg/E) o B 1.5 5 15 50
g 30 g 30 4 30 4 30 J 30

i i # £ 30 2 30 2 30 230 230
3 T B2 21|74, 21 g1, F1 a4, 20 92, #1
- B K ® — - - -
% -4 - — — B (o 43W ~)
# H H - - - A (ITW~)
BB f 0 % #&= - - - —
R % #F — - - —

B _ NTRIUY b, NETREY N
lin ¥ A a (26, 52W © $ 13W)
i 7 4 (b 2 - - — -

# B - - - -
¥ &2 = B =i =) =l g1, Wizl (M
B EHROIEX (26, | § | EHIRROMKA (729, | B EHIRDIEX (&30,
219) - B3 (71, 3 29) - B (518, 3 30) - I (523,
2 4), EHIRSHE % 16), LHASW 2 26), EHESR
HOWTFMEoRn ER Otk on Loy aedoki il
(26, £19) (o209, 220, B8 (30, 230). IF4R
e T, BERO tEmsa T, FERO
MECHE (428, REOHER (428,
TRER R R - 220 229). RELEE®
BE (WBFLETO
BRE) (029, %
29)
s . 25 (725, 228)
R O EAREOBER
(o 8)
BRI (@ D
— R EFRAL, T #in. /e, N gEEY. LD

% HIOWTEH - E &R EPRELE,

2) Atkinson JE etal.: EEE A 18 {(Suppl. 10) :

s2713-2715, 1990 (




2. v 24 HBRABARESRD

Wi

AG-1749 DINAEMEMIGD /-8, 24 A AEHEORED h%ﬁﬂ?ﬁ%iﬁﬁ Lz, BEBEEE
HARSGACHERLUBES A E Uk,

| B5E .
B o B | #olE | Be5E (mg/kg/E) AR
Sw bk (CD® | 2448 IMHNEC | 1.5, 5. 15, 50 +*

*Fy D15 R U 50mg/kgic BT REOBERHREEORER NS EDSh
foo El S0mg/kgBEOM 1RV F /A4 FEBEMED SR, cholis
AR ERET AR o,

FARRCBOVTRDONEZELHRRBUTOL B ThHB.

1.5, 5. 15mg/kgBEDHER C 50mg/kg BEOMEHEC 5\ THAERINOIIH R CEER OB #
T3S EE T, HTIH60EE TIicEd b, EEROEMIGARIED T M WHIHIE I &
SERGROETEMD DICHEH LB L Th i EZ NS,

—fRRER: IR REARICITIBRIcBEE L -2 ki b - e,

H#TE, 15mg/kg BEDHER U 50mg/kg BHe BT BB OEENBRE X iz,

FREERAEPIRE Tl Smg/kg ML E OB CE OO IIA & BEE M OBIEE R U = B 5 Wik
DUF RO, 15mg/kg Ll L OB THEERTOMIRESE. BIERORIEOIIER HFEMEE
OiEmn () NHoNfe, EERE TR, 15mg/kg LI E OB THIME D@ K& OB &R HeE
DEMHFED b iz, M 50mg/kgH THIE LIRBOERLICH I 3 WE LR OBE & A,
W LEALAEDEIMETHE 1 HIOTICHVF /A FEENED SN .

AG-1T49 L FICRBIERZF T34 ALV —N T, T v FOBAREERR CIFSREHRD
BiMEANVF /A REEORENGEEINTED.. ThORESWMIFERCEISEH AU Y
MENFERTHZ EELLENTVS D, AG-1T9 T, FROLBY LT/ 1 REEEEEHE
BHOM1PIcBWTRBDONORTHD, ABESEBICRBRCEELELDOTH B LMET S
WWISREREDMEV,. LAHL. (D AEREZ v MeBTRERBEEEEMEL, ) PAER
RBRICBWTREAA M YIENESH SN TED., Fic (3) FREMEOR A 15 & T 50mg/kg
BBV TALNTED, ARRTRENEHNTF /A FIESHSFERE N OES Ho i
IbNBC e ERBERL, SEEDLNIIFICBIZHLF /A REFCOVTE, 2D
AG-1T DHEBERICEISFRNEAA N VMESFER CH LTSRN DB LHIE L,

X RRE R CIREH OB TR LEIENRDH SN, 50mg/kg B COREBE MBI HRT
‘o . BLRICERIME? 25y F OFTEBAWBIHO IS K DIEINT 2 C LHREINT

1) Hawuy, N.etal. : Digestion 35 (suppl. 1) 42, 1986

2) TImai, T. etal. : J. Nat. Cancer Inst. 47, 179, 19871

3) Watanabe, H. etal. © Acta Pathol. Jpn, 38, 1285, 1988
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W3, Liedo T, AR THONIB EEMES MBR T AG-1749 DHEHEERIC X 52 A pH
DLREPZOREFEREEZLHNDS,

15 X U 50mg/ kg B OFERIC B TR OB A U B R EE O RBEEINAERD bh i,
AG-17491Cid. HBEBHRCBU 27 AN AT AREHET ZEAAD DY), FA AT
YEEMET T B LM RUBERDOT A N AT IMET L. negative feed back ¥ =1 LH
MERT B3, DX 5% AG-1T491c & 3 BHich Tz 2 FEEih7: & LH MG I3 ¥ B AT AR 2 7
U, ZOBREEMMOBERECEEEHRENENLI-EDLEXS, iz, AG-1T491C
BREHEFHRIRED LN RN &5 s, BllaEORAICE L T AG-1749 Hlinitiator & LT
LD TRENWEEZENS, Tk, U ADPAFERER® A X Do tEEER CldRs B R HmRE
DB RPMEREEES T, BRRRCROYOT R F A7y, LHICERSH 5N TR,
v bl P TRBEMMBEOEERZNFN2TRUILI% LIFERUCTHIHE 10, [Hmlay
O DLHZEGEE, Zv MRE POSETH D), in vitrolc BT 3 hCG (LH) Higic k35
APATOVGMEZ 10~ 100ETH L EREETNTWS S, TNEOFERIE. 5 v MEERI
il LHICH T 2B ENRE DBV EERLTEYD, 5 v b THLNREMMEEL RV
EVOEEICHED TEIREZ v MCFEOELTHATHEE M. Lt o T, AG-1749125
k3t M CORERMRIEOREOTEEMIBS TRV HBE N3,

PLED XS, AG-1749% 2 v M 2EMEFRORE T2 L REOHENMEORER T
SO _RNBELE L ONDEDHIVF /A FIERS 1FICEED SN DISNCEE R OB
BHENEho T,

HRREOHEEE - —3~4I1TR U,

(1) 5w 24 hBRAFAREFRS
AG-1749D 1.5, 5. 15} TF50mg/kg/ H7% 1 HHHEHES 60 lED CD®S w ki< 24 4 A REERIE OIS
L. TODRAREZRE L. RERF 3 HAMBHRORSHBARE THER (5. 15. 50,
150mg/kg/ H) 23T 50mg/ kg BEOHETHRHHAE L [N 6.0 % DAEETED. 10.2 % DAEHEINOEIH
RUMRESEDOH D, ETENMR. HMBRERCIFEROEMPED 5N/IDT. 50mg/kg/ 0%
EEHEE L, LIFALK3 T15, s U 1smg/kg/HEBREL . MEWIBSBE LI kB, 3
SERHCIZ SmL/kg/ HD5 %7 2 ¥ 7 AL (pHT) ZRBRICRSE L.

4

5)

6} Cooke, B. A.etal. : Biochen. Soc. Trans. 9, 40, 1981

7) Mori, H : Ultrastructure of endocrine cells and tissues. ed by Motta, P. M. Martinus Niihoff Publishers, Boston, 1984
8) Simpson, B. ]. B.etal. ! ]. Clin Endocrinol. Metab. 65, 415, 1987

9) FRE ( J.



£=—-3 Fv2aHhARPARESBAE
# 5 =
(mg/kg/B) R 15 5 15 50
) ¥ # |60, $60]|60, $60] 60, 260 60, 260 60, £60
£ T 40, 242|741, £36| J43, 233 F43. ¢33 44, 736
- B’ R®R - - - - -
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Lok B @ oM a20, 231|519, 231 11, 228 18, £31 718, £31
BE 4 # £ 8 ¥ |97, 21020762, £106| o'54, 397 S67, 292 72, 2105
R BT hing (38, 252] 732, $50| o37. £53 a6, £46 42, 248
BIEEROFEERE (60, 279[50, $80] 47, 281 4153, $68 S62, 282
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R-—4 THEEErORLEEEY
d 2
# £ =8 5 -
(mg/kg/A)
mg/kg (%75 Y7 LK) 15 5 15 50 (%7SET AR 1.5 5 15 50
]
BEREE 2/60 0/41 | 0743 | 1/43 | 0/60 2/60 0/37 | 237 | o036 | os60
(33%) ©%) | 0%) |(23%)| (0%) (3.3%) ©%) |(54%)] 0% | (0%)
FERIRR ) o 2%H
MEHE 1/58 0/42 | 0s43 | 0/43 | 2/58 1/60 1736 | 0/34 | 0/34 | 0/59
{L7%) %) | ©%) | (0% |(34%) (1.7%) (28%)| 0% | (0% | (0%)
&
&l 1/60 0/47 | 0/49 | 0/51 | 0/60 1/60 0/45 | 2749 | 0/48 | 2/60
. (1.7%) ©%) | ©0%) | Q% | ©%) (1.7%) 09%) |(41%)| ©%) |(33%)
B HiBasE 0/60 1747 | 2749 | 1/51 | 1/60 0/60 0/45 | 1/49 | 1/48 | 2/60
0% (21%) [ (41%) | (20%) | (1.7%) 0 %) 0% [(20%) [ (2.1%) | (3.3%)
=
HIF S A B 0/60 0/60 | 0/59 | 0/60 | 0/58 0/59 0/59 | 0/59 | os59 | 1/59
(0%} 0% | 0% | 0% | (0%) 0% 0% | 0% | 0% Q7%
- B
N i e 0/58 0741 | 0744 | 0/44 | 2/58 0/60 0/38 | 0/33 | 0/33 | 0/58
(0% ©%) | 0%) | 0% |{34%) (09%) 0% | (0%) | ©%) | (0%)
A A R e 4/58 2741 | 2/44 | 1/44 | 1/58 5/60 1/38 | 0/33 | 1/33 | 1/58
(6.9 %) (4.99%) | (4.5%) | (23%) | (1.7%) (83%) 26%)| (0%) | (3.0%){(LT%
EHRas 0/58 0/41 | 0s44 | 1/44 | 0/58 0/60 2/38 | 1/33 | o3z | o/se
{0 %> 0%) | 0%) |(23%)| (©%) (0 %) (53%)[(1.3%) | (0% | (0%)
oM ’
[enbeilinelici 1760 1/60 | 1/59 | 3/60 | 5/60 _ _ _ _ _
(i (1.7%) (17%) | (1L.7%) | (5.0%) [ (8.3%)
A 0/60 1760 | 1/59 | 3/60 | 7/60 _ _ B _ _
(R 0%) (1.79%) [ (1.7%) | (5.0%) |(11.7 %)
T E
AERY —7 _ _ _ _ _ 1/60 2/44 | 4/39 | 3/37 | 5/59
(1.7 %) (4.5%) [(10.3%)| (8.1 %) [ (8.5 %)
TEE
AT C M 28/59 22/50 | 25/47 | 23/47 | 28/60 46/59 39/56 | 45/58 | 38/53 | 38760
U75%)  |(44.0%)|(53.2%)1(48.9 %} |(46.7 %}  (78.0%)  |(69.6 %)|{77.6 %)(71.7 %)|(63.3 %)
IR 0/59 0/50 | 0/47 | 1747 | 0/60 3/59 4/56 | 1/58 | 2/53 | 1/60
0% 0%) | 0% [@1%) ]| (0% (5.1%) (7.1%) [ (1.7%) | (38%) | (1.7%)

* BEFENNTIDOOETIBUETEHSD, £ EHOERN 3 %LLE THrONFEROHEEE EOl> T3 E 0,
Aok HEREEVRERIA R OBER AR
doek FLEHESIGLUT THEN, RBLEALEELTHEDTERLL,




£-—4 TEEHORLEET (00F)

& %
® 5 H o .
{mg/kg/H) '
g/kg G%TFET L) 15 5 15 50 5%7SET AR 15 5 15 50
RS
MR 6/58 2/42 | 2741 | 4/42 | 2/58 2/56 0/31 | 1/32 | 0/32 | 0/59
VE - bkl (103%) | (4.8%) [ (4.9%) | (9.5%) [ (3.4 %) 3.6%) 0% |(3.1%)| % [ (0%
bl fik 1/58 2/42 | o/41 | 1742 | o/58 1756 0/31 | os32 | 0/32 | 1/59
{(1.7%) (48%)| ©%) |(24%)| (0%) (1.8 %) 0% | 0% | 0%) |0.7%)
C-HfaiaiE 5/58 3/42 | 1/41 | 4/42 | 5/58 2/56 6/31 | 4/32 | 1/32 | 8/59
(86%) | (T1%)){(24%)|(95%) |(86%)] (36%) |(194%)|(125%)| (3.1%) |(13.6 %)
C-fiss 0/58 1742 | 0741 | 1742 | 0/58 0/56 1731 | 1732 | 1/32 | 2/5%
0% (249%) | 0% |(24%)| (0%) 0 %) (32%) [ (3.1%) | (3.19%) | (34%)
Bl &
= 2/60 1/53 | 1/52 | 2/53 | 0/59 3/60 2/54 | 1/54 | 0/49 | 1/60
Gl (3.3%) (1.9%) | (1.99%) [(3.2%) | (0%) (5.0%) (37%) | (1.9%)] (0%) [(1L7T%)
RY:% 1760 1/53 | 1/52 | 0/53 | o/58 0/60 0/54 | 0/54 | 3748 | 0/60
(B (1.7%) {1.9%)|(1.9%) | (0%) | (0% (0%) %) | %) [6.1%)| (©%)
fiE . B 2/60 7/53 | 6/52 | 7/53 | 3/59 1/60 3/54 | 0/54 | 0/49 | 1/60
(At (3.3%)  [(13.29%)|(11.5 %)[(13.2%)| (5.1 %) (1.7 %) (B6%)| ©%) | (0% [(17%)
HE . BiES 1/60 3/53 | 3752 | 2/53 | 4/58 0/60 0/54 | 0/54 | 1748 | 0/60
R (1.7 %) (5.7%) | (68%) [ (3.8%) | (6.8%) (0 %) %) | (0%) | (0o%>| %)
B & .
R 3/60 2/50 | 1749 | 0746 | 1/58 0/60 0/53 | 0/55 | 0/52 | 0/58
(5.0%) (40%) | (20%) | (0%) |(1.7%) ©%) 0% ) @% | 0%) | 0%
e 1/60 2/50 | 1748 | 2/45 | 0/58 1/60 0/53 | 2/55 | 5/52 | 4/58
1.7%) (4.0%) [(20%) [(43%) | (0%) (1.7%) ©0%) | (36%) [ (06 %)|(6.9%)
b 0/60 2/50 | 2749 | 0/46 | 0/58 0/60 0/53 | 0/55 | 0/52 | 0/58
0% (40%) [(41%)]| 0%) | 0% 0% %) | 0% | ©%) | 0%
M 0/60 6/50 | 0749 | 1/48 | 1/58 1/60 3/53 | 1/55 | 0/52 | 1/58
(0% 09%) | 0% |22%)|(1.7%) (1.7 %} (GT7%) | (18%) | (0%) | (1.7%)
2o
ARAE/ B AR RS 0/45 0735 | 0/32 | 0/36 | 0/38 0/60 2/53 | 3/52 | 0/48 | 2/57
©%) 0% | (0%) | (0%) | Q% 0%) {38%2){5.8%) | (0%) |(3.5%)
e 0/45 1735 | 0/32 | 0/36 | 0/38 13/60 23/53 | 16/52 | 17748 | 18/57
0% (29%)] ©%) | (0% | (0%) (21.7%)  [(43.4%)|(30.8 %)|(35.4 %)[(31.6 %)
5= 0/45 0/35 | 0/32 | 0/36 | 0/38 11/60 10/53 | 7/52 | 12/48 | 9/57
©%) 0%) | (0% | 0%) | 0% (1839%)  [(18.99%)|{(18.7 %)(25.0 %}{(15.8 %)
1) 2 SEFREE
FREER P 0/60 1749 | 1750 | 3/52 | 3/60 1/60 0748 | 0/50 | 1750 | 1/60
0%} (2.0%) )| (20%) | (58%) | (5.0%) (1.7%) %) | (0%) |R0%|Q.7%)
gl 0/60 2749 | 0/50 | 0/52 | 1/60 0/60 0/48 | 0750 | 0/50 | 0/60
JERIERIE EIMmEE ©%) W1%)| ©@% | (0% |1.7%) 0%) 0% | 0% | (0%) | (0%

* REFEMCTIAOETLRULETH S, EBREROHRS 3 %L ETHOMEROHEE LH > TWELD,

wok SHARERIGRTREI P OISR A




50mg/kg DD 1 FIOFIc AT/ A REEHNED bz, HVF /1 FEBIEARROEHIER
ED R AR M) VECER LB 2 X B,

15 B O 50mg/kg BET 4 B NV BATARRE OABRYAL & B2 MR p A S RS BRI B513 B
AL RF O EREEERICES M LH O LELWERTHS L EX 5N,

DlEDZTE L, AG-1T49D 50mg/kg/ HETEZ v M 2ERMBHRRORET A L TICALF /A
REE# R UHE B B RTHIIREORE SRS b, ZOMORISICIZREKICER U ERE iR
BHEIED D T,
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R FEEER (B38)

HEEHFDER ‘
W AR R ORERREIC T 3B ERTF VIR TN TOE N, SEORREEEADRE

BRI B I - HERORERH—-SEERRNECH o T Fi kB BER ORI ZHE Lk
hofe, T THEBEMICEN LSy M EREAERT RV OREE L FICER Ui,

1. EFHERERICHT 5B

B8 1 5y MEERERE TV B B AG-1749 DIIBARERA LIz D,

B HEJol D SDTw b (THEHE) & 24BRHAR%E,. SRV, T—FIUER FICBIEL.
WIFISAR AT B OEFE AR U Tcts, IR L (Hh—1), 4505, He
WEOBBORERBIRL., IBREINIC 55 3 ISR OEROL &) b IREORER
0~ 405 BRIT I, ERAEER & Ul, SEMNEIIPIRR O B AN IRIc + 18I

&%‘ [./71’:0

% ! REAIEN

B RIS b B
BEREOTRORE
e
1 /4 LLF
2 1/4~1/2
3

4

B E

1/2~3/4
340 E

HE—1 Zv FERERERERE

B#E D AG-1749 (0.3~ 10mg/kg). XS V— (3~30mg/,kg)‘ BRUZ7EFIY (1~
30mg/kg) . WINS MNRICEKE L CERESEROBREIH Lz, (BF—2), &3
WD Do fEld. ZREFN0T. 13.7KT129mg/kg (FTIEBR) THot.

1) Inatomietal. : Jpn.]. Pharmacol, 55, 437 — 451, 1991 ( b
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FAFSV—IVBRUG 7 FEFVOER

BRI 0P OPLIRRERT,

FREREERERENE S LILiTo T,
* 1 P<005, ¥ P<0.01 (EREE OEE. DunnettiE)
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1. TR - 535 - (68 - BEHCEET AR

ZE, SRR OERFREICET 5 i - AROBEHF-HEHERRFCH > T, Hi:
W EHE U 7= 5B R,

Z T, FIEHERHCRH U8R U MBI 2EBEEREN— 11T, ZORBORIES 46,
STHRICEELE o Thick MeBWTik 4 BREBRREOE LY 2) MR/ S A—4
—FDBOE (1587 THEF—ZDNBROELE%EPK. PDOREERAVTRIT S8, &

BTEEA, HEZNZNOEBRAERURER 49 HLBOR U,

N1 B - 3% - A3 - BEHICAIT BEE—HE

(B 3517 285D
ol = C) BT b ® e 2K
HEE#HRE> :
R RUA, Twb. AR | BO. #IRA
" LI A HIFTREZ v b ] N -
BRAR AR FEEIL—TBRES v+ [ —TR
pH Oz A ' ®¥O
¥R Fwk, AR 2o
RS
Mnsfrhister (M v b =t
EERE .
REA—FFVAITIT4— | T #O
HIEPiREE Zw b #O
4 TERADHEAT Swhk, AR, EF inviere 001, 0.1, 1 pg/mL)
1 i £ AT/ LNV} s Fwh ARl invitra (0.01, 0.1, 1 pg/mL)
BaRLAE UfniE. i)
A & DIHELER vt (g invitro (0.5 pg/mL)
EERS :
ERAEE (N vk pdm]
EE#RE
| mERPRHY Fwhk, AR )
g Zwh O
M| R E EHPRHY Zwh, AR ®O. +=isln
R¥: i Zw b (BHER m - | inviero
Mk, SHMPIEm
CHERS
R, B, e Fwb, 43R #0
BE | HEHHEE R BE2SERT v +iERAN
e & LA HEAT
it BER - A DBT Sw b ]
RS
R, Bkt vt ¥R
TSR REERIC N4 5P v FFZ 20V —4 | invitre (60, 300, 1500 pg/ml)
Zv MrERE go

T #ESREBEE S EVRD 2mg/kg
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FHEEE - BB
bRl 4
HERS
7 HRIKERE
BRI
HERs

EERAST

80 75, 15 30mg

ik gaall 3523
HplRE
BHORE
T HMRERS

FRAP
Hpgg

DI ANy

AR T

T 15, 30, 60mg

BNRR LIS AT RAFEN T2
(BEEBNTFTTAL L)

HERABT

HO., #irAss
15, 30, 60mg

FEREE
WAL T AL L)

RRREAS T

#0115, 30, 60mg

0mgH Sk smgh Pl L
D EMERIFIF
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£#0: 30mg
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® #

AG-1T49% 8 (v b, A X, ¥UA) L McBORS L. FORIN, 7. 85,

kY

1. EichIT 2R
(1 & e

BORS LT [“C] AG-1749 (2mg/kg, DIFEL) /MNED BFIRE MU TRIE A, #
DOERBETA, Ty b, AXTERFN28%. 3T%, 63%BTHoT, NAFTASSY
UFLIERT A T FTA%, £ XTB%THS T

(2) MiFhEE

Zv McBORS U [MC] AG-1749 OMEEFEFIZ 00 TY—7 b, FORIZER
HIIEHOEETET Ui, 4 B 2R LEAOMEHBEZ 15HTY—2240,
@%m¥ﬁ%06aHO%W@EETZW@R&TLKQ;nBﬁ%GE&$hizk%ﬁ”
L, YC DWW ERREMTH - T,

Sw b, ARBEORS LT [MC] AG-1749 D (+)-BHkoimighiEEt (— )ﬁﬁ%
HERTEM 0T,

[14C] AG-1749 D2, 10, 50mg/kg Z 5 v MeROKRE T 3 LREME & RO Coon
Mmﬁméhﬁﬁﬁwatﬁ?%gabe *%@ﬁﬁ%%mgnamﬁiﬁ@mfﬁﬁ
THHEEZLBND,

ABEFTw b (S02%). 13X (>92%), £ (>98%) OMIEE (&) &>/32 A
KRG Ui, MHIE OBREREE in vitro TINTEER, AG-1T40 TN T 7V Y, Y UF L
B, 7TV, V7ENRL, TaSS/ 00—, RSNRIARBYSF e FOmig
RTHEFELTE, ENODZNRTEABIRELELLEN EbD 5T,

(3) 4 i
[MC] AG-17497% 5 v MRROMET 3 &, UCRIELEE., FRICHBAEVEBETE
7L, ZOMOERICEILL DR L. REMELKEES v FOBRL LSBT L .
[MC] AG-1T49% 5 v MCBIRINIRE T % b, RELEDOTHBEAOBITE R BN,

(4) £ H
AG-1749 13 fAPTHE(L, Bim. AKEL. HISHOKE. VX1 I8V —VOERDEIRE
bRl kDiZiFRSiREEHh, KM — [ ~M—XEER LU, METOERSIES v
FTM—X. M=V, M—II, M-~ VI, £ XCiEM—X, M—IV, RE{LAETH T, KL
bR REMEZ v P OBEBICERIT LI, Sv FTHEMCENAEE ST, REE IR
TRERENDH, BAHEICL 37823,

(5) Hf pii

Ty MBI EREX 2R TIRT L, R, BENOHHIERIE, FhFR18% L 81 % TH -
feo TwMPCBWTHIADHIEE N 5T, 4 RiTEHT 2P 726 TR 7L, R, &
NOPRII FNFNI12% L 84 % TH o, :

[MC] AG-1749% 5 v M-+ ZiBIBARET 3 &, mﬁﬁf&%ﬁ@m%bmﬁkﬁﬂ




N, ZO—HRIBHERZIT - 7,

6) E ¥
[MC] AG-1749%<5w Fic 1 H1H 14 BARERORES U T EREER A - 7,

(7) FEMAEHBERICNT SER

AG-1749 (60, 300, 1500 pg/g FFl) #5 v FOFFI 71V —AlC in vitro THRINT 3 &,
60 pg/g DIRETT I/ VY N-BIAFVALE 7 =) 4 KBE LB DIET A, £, 300
Xi$1500 pg/g DWE T p-= ra 72V =V O-fiAF M LE p-= b T = /=TI Y
oS YAT 27— EDERMET U

AG-1749 (15, 50, 150mg/kg) %5 w Mc1H1ES HRREROHRSS 5 &, 50mg/kg
UEDREBETp-= b T /=N TN IRZN IS VAT 27— BEROERH, i,
150mg/kg DREFE TR p-= b7 =V — L O-BAFIUEEEDO LER Y P 7 0L P-450
& by ZTEDBIAHENT,

. B MeBlroRE
. HROTHEOBEE BT, EERCIBIASE VAL E 7.5 ~ 60mg 25 R OIS
BN LR, RRXEBOFEETHEEINPTL, £, B TRRROEBENES 2
CEMNREENT TS, ITORMEBEEENZATA LA ENEIERCTIT o T,
HRRABFICBENEN A TADOD T EIVAIL UTHRE LS ~60mg FEIHIB TICRORE L
feima, MEFICIEAG-1T49ME L UTRIEEN, RATREMM VI, M—VIZDEEDHS
N, TOEMIM— 1. M—EKBPZTS WERED SN, Cod AT AUCIRIIARKEENHRLN
Teo 30mg REBORETIE, AG-1749 DIFFTIREIXREHE 2205 T —7 (1,038ng/mL)
WEL, DREMENYREE L UMRFMOBEE TR T U, RACEAG-1T49 3 X N3
WM —VI. M—1V, M—IXPRHE N, 24 BEORTEHHERZ 14.3 % T 5 7

R A i< 1 [ 30mgl B 118 7 H B RERHS L B0 Mz s CRP RO #EH,
5. FIICIXAMBRLIZENS O LHITE M,

B, 1HE30mg REROVEEREAOMFMBEZRET LR, AG-17490 (+)-BEM:tk
DR (—)-BEEICENTE o, '




AG-1749 DAEBRABREOERNZRAN— 1SR U,

ERE58 (100%)

Y (o) 1 A8
HEE Swhk37T% B i
A RXI63%
#ERIL
(EREEAT)
[H_H. i"f‘] Swh: 60%/24%&5 Sy ko 78:'—"79%
- ' 4 2:231~30%
Sy b 45 %
(R 7;; T 45% /24 BEE (R RIEE)
Fwh:92~9%%
4 R:102~96%
Y Y
(3#) R
Fw k81 %/T20E Sw D18 %/T2BFR]
A R 84%/T2EERT A R 12%/72050

En—1 AG-1749D 5 v b & o X HIF BEAHRENEE
() 58, Zmg/kg. 1) EELTHEH SRS,



2. b MIHV BEMEKEICET B RS
AR 4. BRBBREOE LY 2) MHEMsE S A—X—0H (158F) T, HEF—%
DIEDZ L OBRENCDOWTHBLIEN LN EDOPK, PDORRICHET 3R AER CREOH
R LT, '
(1) ERICHIF 5D
1) HES*
R AS TENRE UTHEN— 2007 HE TR DRI ET o f

#Nn—2 ERAEOBE

H B 5} =

F3E BEEAET6H :

R B8R0 Efy GO 220 21~23). AFE (kg : 615 (50~7D)
FREREEH AG-1749 D 30mg 2 EH T AR FR TAL I
BRER - R5HE {HEH SR
RUBREHIN 16 30mg %1 B 1E, FHEATRUHARKE VAROEREBANT

FURA—I L RS
B + BRR 1. Fifm : 3581 (00, #2505, 1. 2, 3, 4, 6, 8, 12, 24 FEASfE
2. ¥R 0~ 10BFRIE 2R L DUFRIE 10~ 24 BRI IR
2) HEErkia

@ MmFEPRE
AG-1749 30mg RESHFDIME iR E IR T EH (AUCo-20). BAIMETIEE (Croads
BAREEERE (Tod. ¥R () BEN—-3CRUE,
AG-1749 30mg ZEERECIRET 5 &, MFRICEEE UTREMERRIE N, HETT
(3 2R, BRTEI~4RMTE—7ICE L. DIBHRpSERMICIBED 51k Ui,
HET, BRREMETAUC - nicii KELRBRED N o F (FN—3, B~N—-2),

£&N—3 AG-1749 30mg BESROMERRMME NS A—2—

. AUG,. o T T
I 0-24 max max 172
BEeR RIFE | gehoml) | (g/mb) (o) o)
AG-1749 AT 3,800+ 2,484 1,038 + 323 22404 1.44 =094
HEE 3,318 + 2,651 679 + 359 35+08 1.60 +0.90
T+ SD (n=86)

VB TSP BHEE»  ERPREESE, 7, 51—62, 1991 (



1500 -
3 —e— [ JERTRE
£ 1000
g —-O--e D BERE
g
a
&
g 5001
0 . 'r R S ?. aa a
0 1 2 3 4 ] 8 12 24
LR (RRD
FH£SD (n=6)
B~—2 AG-1749 30mg EEHg SO METRE
@ RRepHEH

AG-1749 30mg Z B ERE RS Ui R, RPCRAZEILARRLENTIRTREWTH
_ b, BEUHHECORTHHIRIZ13~14% THo7 (FEN—14),

]’N—4 AG-1749 30mg 8 ENR SO 24 REFRPHEE (%)

wERMY M-Vl M-IV M-IX & 3
HET 9.2+ 6.7 41%17 1.1404 143471
HAE 71+43 5332 0.7+03 13.1+65
‘ P SD (n=6)




(2) RE (BFH) LB BRHED

1) HBA%E
BEEABFEMNRIC, EN—SERTHETCYTIELEPKOBRHR T M EIRELEPD
OREETFo 120
£N—5 HEHZOEE
IH B A
PoE 3 R AT o

i ®I~ER)

Fli GR) © 234 (20~32), FE (kg © 752 (60~86)

TRl

EREEH AG-1749 0 30mg ZEHT HRBHFEETFTTAL

BER - B55E 15 30mg % 1 H 18, $H&ic 7 AMEEERS

RUHREAR

i #¥E1, 3, 5, TOEBH®DO, 05, 1, 15, 2, 3, 4, 6, 8. 12

PUEREHA

ABHBHpHE=Z ) &

AG — 17498541, #51, 3, 5. THHO UMW THRE

2) HEERR

" AG-1749 30mg/HiRS5H (WIBHD DAUCI— 15 Comes Tuaw t12BFEN—6ICRLTs AG-
174951 HEM 5 7 H B OMEFBEOHER & B~— 3ITR Lz,

RERE UIAER, AUC)— 12 Coae Toax 12 DVTHDIT A— X — It BT EEAE
BdH ool bh b, AG-1749 30mg D1 H 1 BRERS CIEYERIER IR VWED

EEZ NI,

&N—6 AG-1749 30mgiREROMTRIEIBE/NS A —5—

AUCp-1z Coax Tmax tiz
R5H (ng * hr/mL) (ng/mL) (hr) (hr)

B8 3641 3398 1137 £ 458" 1.2:£04 180 1.15
1903 1169 15 1.28

3HH 3718 + 3555 1112 4476 1.24+04 1.64 £ 1.26
2647 1279 10 1.11

sHE 3849 - 3460 1222 + 421 13203 153+ 1.11
2204 1139 15 1.15

THH 3670 + 3482 1111 4 468 1i4+03 1.54+1.18
2313 1072 1.5 1.05

LB WL sD, TER: HRME (n=9)

£} N.].V.Bell, etal. : Aliment. Pharmacol. Ther., 10, 897 — 904, 1996
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- 3HE
5HH

E~—23
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REHHN G

AG-1749 30mg/ B EROMIBTME (FHME. n=9)
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3. b MEBHBEAS 4BEERpHE=RY Y IRR) ICETIRE
(1) BRicEIFBHED

1) SERREE

BERABFENRE U TRN-TICRTHE CENENRFET o 12,

*en—7 BBEZOBE

P BERAETH
Hi Ty BB R R 20T (19~30), f2E (kg) : 68.0 (58~85)
AR AG-1749 D I0mg 25 H T SRBEERRA T AL S IVRT TSR
pilr kol
HEE A—F v+ FORF— I & FEERRS L RERES O
®REE - WEFHHE - 1H1E 30mg RE
EUREHE A THREREXTHM] &B : @RS X 7M. 070X
F—23—-15 (ERiE14ALLE)
JetE L. ABOTHE 6 AG- 1749 EMERTHE 7524405
AT ABEEBEAPHEZ R VIR LB pHEIF— VT4 V5 &A1 L
(%) LT pH
Eeliie ] AB DifHE B2 AG- 1T49REBEART O 24 BRI & 7 AR S HBD 24 |
FRRE L
2) FERAAE

4R DG pHEHRZ L, EN—SIKRT EBOHARERE TS ERBEE 200 4.6,
BB ES TR 25 ASNER LU, pHZ3 R — VT ¢ 7 % 4 WZBERBBE TS5 2R

ERE17.9%M 5 76.5 %\, HERHRE T 26.9 %5 73.6 %~ L IWEIMFE DT,

HRERG CRBENRSOMICE T pH, pH23R—AVF 1 VT 2L DT NEL 5T

REBERBBDONED oTce e, B (TH~2185), HH QLE~TH) BMEHILI

g}

ST THTH,

Fffic K 3L REREED SN o T,

®N—8 KEETEOTEPH, pH23F—NTor T2 14
(AG-1749 30mg/AX7HE n=6)

DFipH
HBREH TR AG-1749
il % M T~210 | 21~T7HF 24 B 7~ 218 21~THE 241
WARERE 20+07 2107 20106 47+11 45113 4612
HEaS 23402 27411 25+05 4614 44%14 4.5+13
B oE® NS NS NS NS NS NS
@pHZ3F—NTF 1 T oA L (%)
B 5 A TR AG-1748
Bl e M 7T~21BF 21~THf 24 I 7~21B§ 21~TEE 24 FERY
BARHERS | 1854205 | 166+99 179140 | 798+239 | 71941226 | 76.5+226
s | 25178 2024205 | 269+121 | 781217 | 674300 | 73.6+244
B oEw® NS NS NS NS NS NS

FHESD, (8 WRERRS LRES ol GHEDSS5 -#E, NS P>005)

TR REETRED S R A, 19, 925—031, 1991 ( h)




(2) %= (hF4) BB
1) HEBEE
FEN—5 (B1H) IR LIITEIRE D, AG-1749 30mg/ HEHRATT HREIH GICBW TIRSHT,
#51, 3. 5. THHRENFN 4BMBEApHE=Z X FEHBREER Ui,
2) SUERRU |
® FHEEARpH ,
FEN—QICR LI BY 4 BHOEETHApHIEE, BERICHA~ERS], 3, 5. THERER
E@hofee TNENORFICBI 2 FHEAPH &. RERTCE#S1, 3, 5. THER
@< BIETNTORMBETEREERN A b,

BN—9 AG-1749 30mg/ BHSEOFESE MK pH

itk g RE/T (GRS #5106 #5388 #4588 #57HH
24 IERY 21+03 35+0g8 3.81+0.98 38088 4110781
8 HE~ 13 B¢ 21402 394048" 4.9£0.78L5 44%0.381 4710882
130~ 18R 23105 39088 4.2 0681 4.2 = 0.68 41068
18 I~ 231 23106 37098 40£0.78 3.9 +0.827 36+ 1.08
23R~ THR¥ 1910 3.2+ 1.58 29+14 3.1+158 4009885

e (B) NIEHEBA G511, 3, 5, THE) RERERLEVWCEE2TRT GHEOH S tRE,
P <0.05), BFEFPELSD (n=9)

@ pHZ3IR—IVTAVTRAL
pHA2, 3, 4, SPLLZRERLUZENETNORBOESERN—10ITR L, pHZ 3K —
W 2T EALTER, 3HHG60.1%, 5HEBE61.9%, THE67.4% & WTFhERE5H720.9%
HAREFLWENERD T, E5IpH 2~5 DWTFRDpHICBWT S, 851, 3. 5. 7H
H TRIREFICHEARERICEVEIEEHER L .

#N—10 AG-1749 30mg/ BRSO 24 BMBRpH F—ILTA TR 1L (%)

pH RE8 GRREERD | B51E8H ®53HHE #5588 #57HE
2B E 30.2+938 69.8 1+ 22,38 7061788 | 72.3:-17.88 7731+ 13.58
3Lk 209+60 54.7 +21.78 60.1+19.4% | B19+18.981 | 67.4+13.98!
4LiE 140+£45 42.5 19,18 49311028 | 49118481 | 551414981
5Lk 79455 258 14.4% 34341775 | 31.9%17.58 38.4 % 1598

T HREH B) XEEHRE (35 108) CHREECENC LE2RT (HE055 iE, P<005)., ¥
FiFEEESD (h=19)

T£) N.].V.Bell, etal. : Aliment. Pharmacol. Ther., 10, 897 — 904, 1996
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FOFER. BRIAD AG-1749 30mg/ B $BRIREGIC K D, WREFT R CAEMELL B
Flid77.3% (75/97) T ol K. 8RS CHRIGMD 1553 AG-1749 30mg/ B % & Bic
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&N BEVECT SAHEENE 2 b i
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DREBRNDPEN o DD, 0mgH. 15mgB L LI BHRS B 2 BARPHETE .
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30mg D1 01 EREFCDONVT, REFFHAEFAOVREEERENRE LEEBRFIEAR
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LlcBEPKERCEERICEWT, WINs “EHERFER L LTE . TOER, Wiho
RERICBWT S 15mg, 30mg D 2AREBICHERE (ERTR Y 7 EF VY. KETR IS ER,
RETRSZF V) IKENTERBIEHRICES, ARHLEEENE UESERE UToEE
D 15mg. 30mgicIsU BEMHN L BICRILE N, T bic. BRRRICBVT30mgREL 15mg
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ZE2BICONTR. HA. KERTCERONFNOHRBRICEWTS., 30mgB, 5mgE L&l
REREICB 2ABES RSN,

D EDORN 5. FE OHFEREROMERREICE Y 2EEHRR. BEE 5mg/BT+5
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Ann. Inter. Med. 124 © 859 — 867, 1996),
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U TAG-1749 30mg #¥. AG-1749 15mg# L 'S wRED HEBIR S OW TN I EMESICE D
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2) MR REROERFEO—EFFICDONTE, AETOREIINABAOR#EL FEL WSEISHAELEEERREES
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(3) EBRAE
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b, AG-1749 30mg/H 8 BRI GIC &L 3BT G, 4 — 7 EBD. PR
Ric kv BEMER LGB L IR S NIER%E. J1E5i% AG-1749 15mg/H. AG-1749 30mg/H
X7 72F VY 0mg/Bie X2 6 AM Q48R REOERFEICHERIAN D, &
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g
2. BEIREHE
(1) ABE - ARBRCEIEED RV
(@ 208UEETS
(3 ABAEH OS2 HEH
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3. BRdlEE
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(@) SESITHEL TV TR S 3 BE, RERPUHEESET 5 RER I h DSBS
(5) EHT LAE—DEREOHERE
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(E RS ERIBRE ORI
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ZOTMNCEEZEEDLOTH T,

Bh—24 MBEHZ U (MR

BEER
wEEE | B MRS R HERFHHAE TR IS5 1)
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BT ESD, % P=005. %% : P00t

E hic, REDIHIGE, BRER T GERIRIGER ., IR THOIBEELES
Nl omgHE19M. 15mgBE 2361, FEELTHD DWW T, HRREARIMARED b HERER TIE
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BOEEcEMEETLD). BE ERcX b BEOFREISKE LHHFO N, Sl { Fakkic i
%)
(3 FLynenER®
2. &eH
HEHS, EHRRE. MEAR U, T4, 2351 201, @%B‘Jﬁﬁﬁomﬁlﬂ

* E i H B | AEERRCS D RUOBRESEEI NS X TOMM (IS5 U—xrFilrvh) -

1. BRFIOBERETONE GEFHEHE) | £HREc X 2R 5 RRAOMN T ErEEETL T
% Cochran-Mantel-Haenszel 8%E ). ¥, 12 AHHOEREHAP0—1, 1—2, 2—3, 3—6. 6—0,
99— 122 D6 ARNC s, TR TOMHME, FRESPEERMCERD o nk B S SR OREER
TR EOHEEIEEN SR E Uiz,

. FEROHER | FEER (BB UEBORSE) | Cochran-Mantel-Haenszel f7E

. 2
oK A 3. VL ORAE 21K Wilcoxon B
4. HEERE DS | Pearson ® X iRE., —TERO SR
5. ZERRIFMmMAE AR b 1) o . Wilcoxon DFFE(EEAME, 2484R Wilcoxon #85E
8. FREBEARR. /5 3Lt o 0 LEEARE, EHIELSDE
7. FEUKHEE ERS %
B EH M O EA 25 e
w3 oW M| 1ElR»E 190E0AR
(2) SEREAE
Xk — 7 i ERBEC B 2 RENEFEETR Ul
AVTA—AF AV EBEOL, £i7T5BE (TAPH 1k alEs } i

5128, BERERD AG-1T49RKREF DA — TG 5 58 HlDF 186 FINBFE N, 1K
IS 2 OF FHERREANBITLUID, ST 3 BROKGBHAZE SicA—7 25 @EAER
B 1k 3 8B/ D AG-1749 30mg DIREH# 21T, PHSEFR R CIHEIHEEE N b LT
BT Uk TOER. 17305 1 EH O REHRICHAE N (AG-1749 30mg B 56 . A
15mgHE60F]. T RBESTHD. 720 O B3 HIEHRFBEEFHBABITLTE LS, IfN8ERD
B BERTRIBEO D, 4PIZFOMDE D HhDEMIC K ) BAMRR R T TEEI ST
HlTHol (BE—Tic 13FOEHETR),

LUFic Rl B OFE Gl OB R ORISR TR Ui, md. AHHIC OV T EEN
HETH3RAOBFRE COHMMATMAEE L HE S Wi TEHEEEMaEESR Qrof)] &,
NTT (intent-to-treat) EEATHGREHI (173601 OHEF OS> B, BB T2 & i, MEHOERICE
DHLNED T LD O LFERNORBICHHE THIEOREETTR L,
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SATHRR ( ) F—F R
1286 5845
BB
186 (100 %)
BAA— 758 i EHAMA— T %
FRIATRE (HERHRETT FAETH
9l (4.89%) 1736 (93.0%) 4] (22%) »

2) MR TRPLLE | R T U, 2O THRE EOB i THESR THRIBCRT Uk 5 FEd

OmgRE 568
HRHER ( ) {15mg§¥ 604
173 PR 5TH
0mg B
YRS { tomeR
416 P B

(EEEEE L — 30, 12E)

30mg§¥. 47

cikiail oLl [15mg§¥ 4945

13251 P B 366l
R T ISR 5] {30'"33*5
15mg B¢
181 P o

(kb EBEE - 31, 1BE)

BESRTHRIERTHY

14

laomgﬁi 46
15mgBt 451
P 23f

BER TR O

15mg B

49

{ I0mgBf

P B

{(FIEEEII#EN—32, 103E)

T

15mg® 237

65 {7

{30mg3¥ 2441
P B 18

1) BUER LR

A EER SRR

(MEESLH)., RS HEW I

AR RS
RIERET
(8 AR & B)

9
1§
2145

141
4%
1317

227
22l
54

3) ERTHASETH  fEETHRACE., BT IE4BR LR o EARUERL T A— 7 RBO AG-1749
30mg/HEBEIK XD ERL. BUEHRCHaAT L, EHEKTRATREROAShIED - FISET L (EiEEs
OCEFEERIIE N — 36, 10555H)

4) BERTHEPIY  RERTHRIFCBITLREY, BRE Y OESTIHH B0BeEE bk LR

53 ERRTH | MR I FRIRURER TR A AMOH 1E3 1 ARORRERT LicEf. RBRTHICIEIAAORS.
RTRIAARIFAER L b o Pl & s TR (3 ARR) ORETERIHEIE WA ERS (CoFRFAON
FUZAG-1749 30mgFE5H. 15mg#THIT. 7 RBTREBRAEA S Wb ol i, BERTRISEMNTOE
FEROUIE L — 40 QTR ICRLAN, REXTERERPTERLHR. BERTHREPERE L TR E,, B85

THEEEERTWIRL,

Eb—7 SERORERHRS RS
(HBROZEHOHEIE F — 6. 96 HBHR)
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(S ERRREABRAAE)

1) HESHADRIERSE A .
173fIFR 341 (1.7 %) GEZFHERE TH2BFIOHERAEE CORBOEIH PSRN Ui, kb,
TG 173 FI ITTRTIcH AN F,
2 b — 29 ICFHIE R B ORI & ARANE (RTZ DRIEH) 2R,

Fh—29 FHHHEBINOERBAE

PRI THRAGIE
#PEE PRI
iR 30mgR¥(15mgH¥| PEF [30mgRf|15mgB¥| PR TR
15mg B © MDA NEA & U NSAID 2R
FEFMEE PE#  AEERELREMEESL{ BTk
(RAOBFRET| 56 59 55 0 1 2 Lo 1, RERBECFMATHEEARSE
DEARD BE LD QBREELRERSNS
: SHE(EEN : 6, 8H) 1

BRmRSE e 15mg B | BOPEBRIBRUNSAID ZRA (£
FNyL®o| 56 59 56 0 1 1 DNEBIERSME &/ CHD

i H 8 PR} | $¥SRAIEEIC B RIEROBEIL L

) 30mg#¥: AG-1749 30mgHEE. 15mgHi: AG-1T49 15mgiR5RE. PBE: FIwRIRER (LT, HFcHWIE
URERVE,
FAYN®: fIEH OKEBIET VI =9 b, KEHER T2 T L, TR a2 0OEHED
2) FHBROPLA
@ MESHASR A o
HERSERICHEAT U 7 173 (0D 132 U L BRI MR IR T Uy 4181 (237 %) AVHERSERE T
HiiciEREHIE LT, ABIORRE TS EREN 21l BB S <, AG-1749 15mg BEAY 11 1,
[ 30mg BN 9 TH o 7o 41 FIOHIEHBEAERE F— 30IRULEED,. TS RBED 105 &
AG-1749 30mg B D 2 FlIIMERFIABIMARICHMREROBRNA LN, A—T VBRI k%
AG-1749 30mg 8BRSV X DN, BEDHLNT, BUHRHRCBITTsC
WTERD o e, BERRCKBPEFBTHT. 7S RS 26 (GElF - FiE E 16,
B - W15 DA ENLFD. AG-1749 15mg B 1 (BRV—7), F3omgB 4% (FH. 8
BNELH. OMBIE - DR LH ER1FD THoT. &, ThEDEFCOVTIR. 8)
REMOEEERIC K SRBAUEHOECEELE (108H),

= —30 G EE M RoIERR

oyt 30mg B¥ 15mg #f P ¥ i
EFEE AG-1749 0mg 2 0 10 i2
A—7ER T
HEHER 4 1 20 7
& A HER 0 1 4 5
SEROBEIL L 0 2 2 4
HEER AR 0 4 0 4
| BEFRHE 1 2 0 3
WEE OiREh/ g 2 I 0 3
¥ AFVVIRA ] 0 1 1
TR TOR RS 0 0 2 2
SR S R R TR
ARER
il 9 11 21 41

1) FoeRHTECO2FADEMS, BREAG-1740 Wmg A — 7 RB T
FLh ol LICMAT, FEHEE (BE - E) 22hivElE LT
UL LA L3 -

— 102 —



(SMEIERPREABR D

@ HSHIRTIFRILE GR58&THRIBICET LD > foEf)

MR T UTe 13267 184 (AG-1749 30mg &1, [E 15mg B4, 75 L REE1360)
PHRIZET VAN D, RERTHRIICAZHRATHRERLL, REKTHECBITLAE
Mofee THH 18FOHPIEEHER - 3R U, HILBEEIERIHR TR IC B 358
REREROERVRLEN o7, bl MR TRATESERICK H IR - 7

= h—31 S TR A 18 MO IR

el ic0: 30mg 15mg B P B it

Wi ROERE 1 2 12 15
JEROHBELL 0 i 1 2
iRl A ER e 0 1 0 1
#t 1 4 13 18

® "ERTHRIARLER

BT THIIC 11440 (AG-1749 30mgBE 46§, M 15mgBE45Hl. 75 LRBL23H) HE
fTUIEH, ERRic K 3 340 A BO-FREAIA e 114 il 40 (43.0%) MRS TRIE
DFEESIE L, TG OHOTEBEER F —20CR LA, TAE T aE
DEFETH- /- EHBRRTHROPEOEREEZF—49. 1TH),

Tk, EBRETH GERHI1EMERSRTHREIYRMO 1EIAMOBREEETL
TiEf) 6551 (AG-1749 30mgBE2415l, M 15mg#f23fl, /S RE18H) THol (R
k=7, 101 EDo

FTb—32 REETHEREPIEA 49 Hl0>h1F3EH

Ffe 2 e 30mg ¥ 15mgHf P B Eil
FEHEAE R A DR 18 16 3 37
HWERE SRR BT R
PRI TORRREEEC 1 3 0 4
A
B GRS R S I3 3 ) 3 2 6
et TAE o
EROBF 1 0 0 1
IBRATEE 1 0 0 1

# 22 22 5 49

3) HEREDER
MERFIRICIBAT LIc 113 10D 5 b R ERMEE A 3H (' —29) ZRWVW170fl0ER
THERDF —3BIR LI, EROMTOVWTREFEMICERDEZREZ SN o, 1T0FDS
B 2Bl EET. 162BIEATS o1, FEHIZ19~8058 (THI58) THY. BEFOUE
HEBROBEZ S L—F35865] 51%) THoi.
BB, RIKERUTWEWS, FSBITRROARIZAG-1749 30mg IREHN 1425, EEES =
¥ 300mg REHIH 285 TH o e
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(S ER ARARBR AR

®h—33 EBREOHR"

BT 30mg BE 15mg Bt P Ef & &t B E R R
- (n=56) (n=158) (n= 55) (n=170) |pearson X28it | HESHF
£l PHESD B | 41%161 4321145 472 +139 448+ 149 P=0.332
51
w 30 . 26 22 78 P=0.337
2 & 26 33 33 92
A
2 A 1 3 1 5 _
B A 55 55 52 162 P=04s7
Dty 0 1 e 3
BRI OBE RO
Fl—Fr2 24 26 20 70 _
FL—FE3 24 3 31 86 P=0217
Fl—14 8 2 4 14
1]
ir L 42 43 42 127 P=0911
b b 14 16 13 43
7 a—iE
L 3 26 26 83 P=0.462
% b 25 33 29 87
HT7 A 3B
T L 9 12 9 30 P=0.798
b b .47 47 46 140

1) FiRLADLEEFEETRT,

4) REBERR
FEE T BEF 170 Hl0D 1 EH OMERRGIC B I 2 MM REROBERRFHAMENCE - 341,
IBRSHERE NI ER OEE FERRER) 2R —8iTRL
AG-1T49OBHITAR L b 75 L REC AN THRIRD OIEERRLAE L, ERICBA TV
(P <0.000)0 ZH. AG-1749 D 2 FIEMICIIE AR B NEH - Fe, MEREICHITRID O 1
ARABRETHFEFRERI TS CREF T % TH o7, AG-1749 15mg BETIE 93 %, [A30mg B
. TIRB%THo I, HFPIFERETHEFIRBE TS ERTURTH > DICHLT. AG-
1749 15mgBETIE 79 %, F30mgHETIX 0% TH o, Kds. FUHATEERI 170 B 3HE N X 7=
SRER U736 I KB ITTHAT L ZERBROBRSB LN, TMENCE T2 ERERRDZ
BEATH1%ICBEL,h o7 (FF—135),

#b—34 HEREPORBBRE (GIETERA. LR

MR R o SR
wER K WERR (P2
0~1#%A [ 1~248 | 2~3488 | 3~648 | 6~04H |9~1247
30mgB | 56 | 1 (2% 3 (7% | 0(7%) | 0(7%) | 1(10%) | 0 (10%) | PBivsismg®t: P <0.001
15mgHE | 59 | 4 (7% | 2 (10%) | 4 (17%) | 1 (19%) [ 0 (19%) | 1 (21%) | PEEvs30mgHf: P<0.001

P 55 |30 (559%) | 7 (67%) | 1 (69%) | 2 (73%) | 0 (73%) | 1 (76%) | 15mg#fvs 0mgRé: P=0.098

1) ZHHMEBOFAEFRE. ( ) REENZETTER L R ERSREETT,
2) Cochran-Mantel-Haenszel BiE
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(HE R AR ER R

100
80
=
~ 80
-
R
B g0 -
- A — 30mgBt
20 - —— 15mgh¥
~o— PHE
0 ) I 1 j 1 1 T T T 1 I 1
9 1 2 3 4 5 6 7T & 9 1w 11 12
HEFHBE (B
B h—8 #EREPOIEERE GHERTER. ERRER)
®b—35 BIFEZPORWBHRE (RFEA. LHHERUTD
AR O R AR
"ER | FIH - BERRE (PP
0~1#8 | 1~28H | 2~3H508 | 3~64H8 | 6~94H |9~12HhH
30mght | 56 | 1C2%) 3C7% | 0C7%) | 0(7% | 1(9% | 0(9% | PEivsi5mgB: P <0001
15mgBE | 60 | 4 (7%) | 2 Q0% | 407%) | 1(19%) | 0 (9% | 1{21%> | PEfvs30mg#: P<0.00
PR 57 |30 (55%) | 7 (67%) | 1 (68%) | 2 (73%) | 0 (7T3%) | 1 (75%) | 15mghfvs30mgRf: P=0098

1) BHEMBOMI-EERAE., ( ) NEEHERENTER L BNERRETT,
2) Cochran-Mantel-Haenszel i€

5) BRE
HERE R O RERBIORREEE b — 36 1R L. T RBEETI 1 EBc AFERLY
BIA 8K, 5EEFELHMRAFHENIR, AG-17T490 R 5B TR 4EM L OBRERIZ -
7oo SEIL LHHEREBRVBER UEMIZAG-1TOOTBEREL LIC2% (B1ED THD,
TS RBTE% Q) Thol, KB, ITTENTEEROERTH - 7o

Fb—36 HIEEDOBREBEIAE Y GHERTHER)

BER | W 5 % B A
e 1 2 3 4 5
BmgHE [ 56 | 51 1% 2 (4% | 2 (4% | 1(2%) |0 0
15mg®E | 59 [ 47 (80%) | 7 (12%) | 4 (7%) [ 1(2%) | 0 0
P ¥ 55 | 14 (259%) | 16 (299%) | 6 (11%) [ 7 (13%) | 8 (15%) | 4 (7%)

1) BRSEREINEBSEHRFEGIETRL. 2ODEL—FUBRRIZE S AG-1749 30mg/H
OSHMRS T bR, chitk b BEOBR SN ERNRIBCHERSEE2EEL. AU
IHERRESRRE U,

2) MR, RS EESURERERT,

3) FlEL (%)
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BERMOEE (%)

(R AR FAB AR

6) TERDHRS

HERFHHRRBRERIC BV T, WA L 2 BINGEEOIDG A, & UIZBEDERZ
TRIERA & U TEERY (AG-1749 30mg B 40, M 15mgBE53fl, S RE508). chb
DIEFNT I B HIERBOHERER b — 9IR Ui,

MEFRERIA RO 1 h AR TORERFIOEER TS eRBET5 % THoTh, AG-
1749 15mg B Tid 92 % M 30mgBETIX 96 % TH o oo EMEMATOEE, 1 ERIEIERRAED
MR ENTIEFIOBIGR, T ERET35%. AG-1749 15SmgBET72%, F30mgBET6T% T
Dol BB, ITTHERTLIZEIABOKETCH o7+,

100
—h— 30mght

—B— 15mgf¥
—C— PE¥

00
=]
1

o
(=]
]

BEER (PE)?

PE¥ vs 15mgh# : P<C0.001
PH¥ vs 30mgBE © P<0.001
15mg#B¥ vs 30mgBf : P=0.923

K

20

0JIIIIIIIIIII
o 1 2 3 4 5 & 7 8 9§ W0 1 12

HEFERE (D

B k-9 #SEEPOEERRONEE GUERTEER. EaRmm)
1) Cochran-Mantel-Haenszel #iE

7) HEE (FLVIL®) OREBE
MERRIEN O N VD 1 YD DRRASHEER b —37TICR Uit AG-1749 30mgHER U
15mg HORAREIL L BTSRRI OERCOED -8 (P<0.001). MEREMCE
BERHLNED T, BB, ITTHT TERBOERTH -7,

#£r—37 P ORBE

#ER | P WREE/B BERES PV
T+ SD g fiE
0mgBE | 56 0.41 £0.62 0.12 PEfvs 15mghE : P <0001
15mgBE | 59 0.39 = 0.56 0.17 PEfvs 30mg#f - P <0.001
P B 56 1.65 £ 2.01 1.04 15mg B vs 30mg ¥ | P =0.608

1) 248K Wilcoxon f2E

8) ®efk
@ BEftRMRER
BB ORRMGRS Z25HES D i THELXVEBVEEN) LHEINER
(EMEHEAEIER) IKDOWT, “EERZIC K MERBREMICHELRESRE, EiEgEdic
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(S R RAER AR

WHRIERERTFBRL e icdd — T VBT L, AG-1749 30mg ZH ST HI{ U Ic Bk
T TE R —38ITR LT,

"EERRIC K ZHERREOTIERE L 30mg #E T 3205 H. 15mg B T366HTH D,
TS REO8T6 HK VBRI TV, UL LANE, BMENEIERORE
FiZ AG-1749 30mg BE8.9% (5/56 ). F15mgHE1.7% (1/60%), FSERE53% (3/57
D THY. IBRICAZEENRHRENED T,

TEERBEIC L ZMFRENCRLEL AN EMENEERIE TR TS Y, 0mgHET
561 (5/56. 8.9%). 7S RBETLH (1/57, 1.8%) Hbhlk, THIA—FrEHBiIck
D AG-1749 30mg fREBFHC I5Smg BT LH (1711, 9.1%). TS5 HREET3H) (3/41. 7.3%)
Hohfc. ZOENCTS LRB CoEERIEIC K 3G ERD 26 (2/57, 3.5%) 8
HENi.

., BfRENEHFAOREREEQLON TS v RBET1IHHLNLEDR., WINhOR
LBEXREPEEOLDTH ok, COTSERBEOBEEOTHOIFRA—FHBck 3
AG-1749 3I0mg REFHCHFE LI L DTH . AFIIXAG-1749 30mg #H 2 A B RS BICHE
OTHRZ2AMTTERR L BERE LTATRHLEZ 6N, AG-1749 DB SR E N,
T, ARG ZO%RZEOUHEBEROFERESALN, WINbA—F YRR TAG-1749
30mg DEHEGHE 5 1, FORNL 2([E & & FHRORIULH 50 o

#h—38 MERSHEICRIR L B AEER D

w5 B 30mg B 15mg #if P B
HREERRES | —EHER | A—7> | Z#EsR | +—F | 'R | -7
PRS- EE(RD 320.5 56.8 316.6 58.0 187.6 55.3
5 @ %) s6 (100 | 5 (100 60 (100) | 11 (100) | 57 (100) | 41 (100
FEOR E W %) 5(89 0 1(1D 108D 3(53) 5(12.2)
& | FEREE 0 0o ] 0 2035 1( 24

i 1 1(18) 1( 24
B | i 1(18 | 0

FERIRL 5(8.89) 0 1{1LD 1{9.1) 3(53) 5(12.2)
| E R 0 0 0 2( 335 0
HIFT 5( 89 0 1000 | 1018 | 3(713
ielOo 8 0 0 0 0 1{ 24
= E R 0 0 0 0 1( 2.4)

#® g 0 0 0 1(18) 1024
R | weEREEY | 0 101D | 0 0 0

E | 0 0 0 0 1(24)

WEEORZ| 0 0 0 0 1(20
g FERGI%L 0 0 0 0 1{18) 0
Z | MEnE 1(18)

o | T 0 0 0 1o | 0 0
= | oy 1(9.0)

) BBRRErOERERD [£0MEb 0 | & THERnE S VAT EHEThEES, Tk,
AG-1TAS B DWT TEEEL ) ZNAEEEESOHIREF— 146 (217, 218H) I©F
Lt

2) BRy—7

() A%ETRT,

—
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(SRR R AR D

@ BESIRICIHFBRDIA

_HERBE XA RIS SRR ERIE UL, 203 BEEERICKBE DB TH
(AG-1749 30mg #F3 %], M 15mgB 18], S RE3H) THO, FSERDIFOERT
EFEE “FHENAROER" Tholch, ZRWEME U TEEERAHT 5N, FIELE
8HIDS BEOEYD1H] 3omgE) &, FTENDHRICEZEDTH o .

E e, MERERBICBITT 210 AG-1749 30mg RS & B WA KRRIC BT 2 EE
FlickoiEXNnTED, chbs 10flod-MbER b — 391Kk LT,

BEEOEEEHTHILEhE omgB D 24 GEFIFHS Y ESSERED1H
GERIFS ) OFMZLITIEE L. &b, NAROSHMZE L TEELHEESH
B RUCFETHIZ o T

#F—39 HFEERICLIHBHLS

| mow | O 6 ki HoE W& B 5| wmmromms
/x| “HEH 30mg/%6H | TH thigps | £oMEH Y
omg e v | ZEEH 20mg/330 | bk ' w OE | BEEkL
" & |ZESH 0mg/155 0 | Dk, DEEE W OE | BEIL
Az | “HEH 0mg/2200 | FENEE @EREHE) - | BE#ERL
" ot AVE |—EEH lmg/58H | BILERNY (BRY—7RS| 8 F | BELOL GV ALY
i iz k)
® B |—EEw SRz | KR, G 21 (S
% 5. BB B B
P Az | A—F> 30mg/618* |Gk, £, 5D = A
VB |A—TF> 30mg/36H* | E, W& (—REVHEMZRS | hSE | EERL
)
: Wi 1 AG-1749 30mg/3H | B G | SRV EEWERL
HASER d/i | AG-1748 30mg/2H | HEL, T R~ | B L BRI
) P

1) HBERORESIRBE (HEREOES)
_EER R St EEEER TR,
A7 BRAERROA— T RRIZ X B AG- 1740 I0mgEERY (M5 1RO 2 30mg S iCRERY e
Eolk, RO #EDFIHD,
2) BovNEEIORMBCEMPEESE Y —7AEB 5N, EROER. DIMERY RO M-S SR GIBEORE
MHGRIE,

i) AG-1749 30mg B ERIES b EA&D

B BB LGEE EhE

Ik HE BN SE~ B RO (GARIEL ORI : L)

REGERE | M EEREIC X 5 AG-1749 30mg

7 IR HERH T EE R K 0 AG- 1749 30mg DFE 0 H A% BYNEMES S E OIS
BRA T, RBRLEMIZ BRI, IEEOT BRGERR L MELT, Aksy
Teo DA T —F U EORBEDRE. 3 o MELRE, —SHOBHRES, HE
DUESE, B I A73F — R b, BESIER%EHEE L. AG-1749 30mg
BREUK, 2h ARBURECHEIREL., e L., EIHIRE T
REREPRETIR I Th i,
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(VG PRABR A

i) AG-174930mg B EHIES (@ AAZE
B & B OfEEZ, Siitkd
Mk B O OMRIE, DR (GRERSE & OREEME (L)
BERREE | RN _EEREICE 5 AG-1748 30mg
i BRI —EEREIC K D AG-1749 30mg 5 DR 5# 4 A B RIS OBIEER S D
FbEEC UCABE L, &k, ARG HERIB T EERERICH L THOEMH
BRI T, AREATFERIRC X BIBEMTbN. 14 BEICBR GRRUE,
i) SRR EES % BAZD
Bt & B: DGEEEEs. SEOREHIEE
Bk B RN, KR 5D (GRRRERE OEEE - kL)
SRS | MERRHTA — 7 BRERIC & B AG- 1740 30mg
B B HARCE T B BRTEHE S —F Y 300mg DREEZITTHSENCRITL, 7
ZEREKEFI Oz, FWIEMTZ 2 RERE L%, MR SEROERL R
BNEDT, A—7FHBRIC X5 AG-1749 30mg BRE-E iz, A —7 8842 Bk
WRMZ M TR BEOMS DONRIE L, BRiEHteERctEoT
W bHBENTED, ThLDIERORE Y L T BEOMFMERERL A F LA
S ER LN, WEEE 2 FMARURIER L, '
® EREREEOEE
i) MAESFHIRE
ARMMEREL NESOEVR, AT M7 Uy ME, HMERE. AmEROE, R HIE
Ulco
BRRAIC RIE IR T 5 B AR B A RO BN EB 1242 K b — 40 R U,
T uREETAH (1.1%). AG-1749 15mgBFT56 (8.3%). [E30mgEET 26 (3.6%)
EEBEHFNHR N, AG-1T4HTIRBRERICHAIL - BEEEHH OBEINE A 5 Nk

oy [

#b—40 HFHICHSNDBENREOREXE

# &5 B 30mg Bf 15mg #f P B
B oE # 56 60 56
REZOREHH 2 (3.6 5 (8.3) 4 (7.1)
BREZDREFR 2 5 4
~T by D 0 G0 1 (18
B o RO 0 0 I R T
i B OR OB m 1 (1.8) 1Q4m 0
R EE R 1 (18 1 0

~

1) 3fdr 1A — 7 BMBRIC K B AG-1740 0mg 5 THRICHR,
() R%ERT,

— 109 —



i ) MBELFRE
RE. BUN, ZL7F=v, ¥, BEH, 7TV 7Iv, BYUNE, Al-P, GOT.
GPT. y-GTP. Na. K. Cl Ca. P, BaLZAFr1—)LEHELE. ‘
KRS HRIC BRI R L 72 3 L HIR S M REEBIN B S Wt EHE 2DV T, Z0flE
Eh 4Rk, BRBEEHMTREARZREIZENED ok,

i) FRIREE

g -1 EEHEF SN EDFELFREOREES

® 5 ®

30mgB¥

15mg

P B

Il 2 K

56

60

56

RELBFEREMY

3(54)

6 (10.0)

4 (7.1

BREZHRERAMNY

5

7

6

y-GTP ER
GOT LR

GPT L&
BEYALEVER

0
0

118
1 (1.8)

2 (33)
0
2(3.3)
0

2 (3.6)
1708
29(3.6)

itk = ok 2

0

3 GO0

BUN L&
AV e
R LR

1 (1.8
1 (1.8)
1018

0
0
0

1) 1S4 —7 MBI & 3 AG - 1740 30mg IR SR THRIC SR,
2) A —T HEBRIC & B AG- 1749 30mg F5HE THEICRE,

() @%ERT

(MR PRABRARD

pH. LE. # BEAERE L. Eh—@iERLEESic. B RESTHEMCH
BEl B RS NERGINA b N, BRI AG-1749 30mg BHCR AN ADoK
A B 15mgHH 4B, 7o R IHT,. BREIIZONEh ok,

£+—42 EBREPcHSNTEREBTEORETE

BE5H 0mg B 15mg B¢ P &

BERI 56 60 56
ERABTERIE 0 4 (6.7 3 (5.4
AHTERRIE 0 4 3
R B 0 350 2°3.6)
REEHAL 0 1 (1D 1 (1.8

1) 18— EBIC K5 AG-1749 0mgFHER THICHR,

() B%ERT,

iv) MFEHR MY E
HERFEIEE T2, WMMEBSERORVIOBERENHZENESL, BROEFERTRESCE
FHIMEHA N AEEE D —43ITR LT
AG- 1749 DHHEFI 7S U RABL D ERCEWERZR L. MEOEMRSOTRINE S
FURBEOH 1IN G 2BHETH o el BHEMERN (0~100pg/mL) DETHY, ik,

15mg F & 3omg BHEDOMIic 2RI A 5N h o Tz,
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R

Fr—43 [EFHA R BEOHS:

B5E 30mg B¥ 15mg # P BUER PV
I E

P— BRI 56 5 56 PEfvs 15mg B © P <0.001
| TESD | 1062673 | 1066 1023 51.7 £ 200 PR vs 30mg B : P < 0.001
RIRR | ol 15mg 8% vs 30mg 7 | P = 0.284

(pg/mL) 88.0 730 45.5 & BaF - :
- RlEfl 56 60 56 PEfvs I5mg B P <0.001
) TEIESD | 1057 £ 66.6 104.6 £101.8 50.7 £ 16.1 PBfvs 30mg B © P <0.001
HIRR | i 15mg B vs 0mg R © P=0.214

(pg/mL) 91.5 725 475 g g - ‘

1)} Wilcoxon D 2 #8448

Ffe, HTUTERESNEREFRSHER (TAPH 0 b alBs ). BAHA—
TyHBROCHFRERBREE L TXRWINAORBRICHN T, AG-1749 (15mg Xid
30mg) AEERE X NER kB, ERFcBOW TRt SEAERROLS— T
BRIC X D AG-1749 30mg W REENIREHAEZL) R1T0HICHoF (LT, AG-174958
R GH VD) TNHITOFNICOWVT., HERHERICBITT 2iICATT 2 BBIcB VT
AG-1749 30mg B RG E NIEFIE T OREHMBREZER (R—AF1) &L, HEFE
IR T AG- 1T ICET I B NI B AR RSB AL ES (R—2512) &
UT. AG-1T4EFRETOMBET A AMEOHEBER P —44, R F—10ICR U,

REMEIN LD LFERIZ52% DL 2% DHEATH D, WTINDEEcBWTLERIK
LU TR, PR{ERWTNSEEM (0~100pg/mL) ADEERL TV, MEH
APV MERAG-1T DERRGICI D RE 1 AR ERTERZ0%BIIZESS b—
WKEL, REETHRIAAETICRETELVWCET U, A8, MEH A bV AEHYE
BERM A WT N O T 400pg/mLEEX 2 Flid 11 5B D, FOMERIZAG-1749 30mg
BT, @1smgB3fl ToORBELH (FSERED 1A —TVRBRICE 5 AG-
1749 30mg X 51%) THote,

INE LLFID S B 15mg BER T 30mg BEDE 2B EERNT., WTNLREET B id
SR THOBHREC100pg/mL L FeET L,

Fh—44 AG-1749:FHEREMOMAEH A + 1) A fEDHE

. . i /ml, MEMN SO
W | W | o e ﬂf;f o
1715% 48 73 (49)" 53+ 2)
2h A% 165 82 (46) BT
3ARA% 111 78 (45) 62 ok
65 A% 102 84 (46) 61 o+
9 A% 95 75 {45) 5 %
124 R% 91 80 (46} 72w
15 A% 65 74 (44) 61
RROBGHE TR 170 75 (A7) 52w
WELT1HE 132 48 (47 pus
WERT IHA% 60 - 44 (46) — 4N

1) EflEssoE, ( ) RESRETHELRoRSiEERd,
2) #kk ) P<0001 TEBICHM, NSIHAEREERL (Wilcoxon DFF
B EIEERE).
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(SRR AR ER AR )

160 — 75% 4
140 — — H o
E 120 25% 15
Z 100 —f=---=vwemmnn| |eamac] [femeee] [o---- B I T I e B B
;\\ 80
7 ||
= 60—
= L]
I 404 B E E
=]
20
0 i T T T T T T ] T T
BMRT MR 248 3hHA 648 AR 12AH 1548F BSRTHRERT
arm (48 sy (1 (02> (w5 (1 65 1HH  3BA
b———— AG-1T19 BEE e —————— 1 60
Er—10 AG-1749¥EERESRATOMEHR F U/ BO#R
() WiEEEROHEs%
@ BHEFRR

BORBEED b FHEEZEM L. &b — 6ICR U REERSARE TN, 3RO

%?5:'3 TCD

7R, AG- 1749 DEBREIC & D BN BHE ST BEAEFEOTLR ML

F /A FREBXIEHE 607 EAZWHIIE DERIZEED Shvinh o 7,
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b — 45 BAEPHROFERRFMIR

BRI ptkRior )

1. HE NI P2V x4 P BER LB

FV AU AREHROEERE BOSHERR D LHEYC T 5 EHeRE

2. BRIV 7HEIC & B B RlRERHORE

1) BiEsEERROSH ( )

0

EYRAREL SO > SREUHEMRESH BN, EREEFED ) MrUpMiN]
| EOL XA

WEREG I /SRR /RIS EARMEECSHE L0 30, $30REEDY
VUM (NMHTERD) HEe5h3 :

LREERTHELNECIHETSH S, HARTED. Ui, U rERakiE
BNEAEONEREEICRREENTE Y. 2~3EDY VNS BENS

FERICTFETUEAMLY >8R, BRARSEETY L UNISER RO S 2 &b
e TrBdbENS '

4

BEE BB W/ A NEOBRE (Ui LERREAERSRSRC X D ERIcSE
ENTOE) BU/SUMEE (FEHR. Panethflle. B LEUTEON ABLIS

5

HEL X E LWERBU/ZTRIEE (AL TWS) BEHEhS

2)

dETV

T P45¥ (Solciaetal, 19887 2kET)

E #

EX¥
- EWT, WESRRSUL MR I

SRR

. B (GEAM)
. R

. PRSI

- FRBERR

A,

Y W Gl
- A Uil ME .
- BTCIERE R 5 A N M B

L=l ] (- S E

BHTERK

. KA 1 EOLD
. RENEERS S LD
. MRERORBEkoL 0

—
oD - o
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S EERRERBRED

1) A ZBEMREE

HRENCBTR, ERESERORFIOFERNH LN S (WEHEFEE TR &
RIS OHRFIR THR (R TR O2RRICBY 2HEBFTRICDOVTAG-
17498 L 75 C RH OB ET o fee Kie, iv) MEHAF) MEOED 11 ETEHL
7o AG- 1749 R EHic 38i7 2 HBE EORRMELERE Lic. RTTEREEEL—46
FDL1, FD2ICR Ui,

RETRERD TV AU 7 ABEHEEORISEBER. FER CREORHERIR T RS
BOTTSERBHCHB L TAG-1T4 0 2 RRETHRICED o 17, AG-17498ER5
PITIR RSN T2, 3. 15 W ABL BROMEFIIR TR S TEROBINAH 5
NI, BEKT 1A ABICIEFER FICET Ui,

Fh—46 FD1 T AU IGERREE (S

FIEOMERIER TR GIEOBRIRONLER | SROBMBETRE GBI TR
0mg B 15mg B¥ P& IOmg FE 15mg B P B

Rl | THHENE | AR | FRIRRe | Sl | PRI | SR | TEOARR | RLE | TR | BE | P
Pl |ERY | i e i | EE I | g | e Pl | woeEe

Elapapltil

FURAY T AEHEHIE | 38 | 185.5%2| 36 | 175.82)| 33 128.2 38 |188.5%*2) 38 |173.8¥2)| 35 126.9

1) #ho#/mme
2) ToORRBELEEBLT, BE/KHEP <0001 (Fkk) TEETH o (EHHLSDE),

FTh—asTD2z JVJAVTAREAREE (AG-1749:EER5H)

FJ A0 T AR
i E B R il B EH
pigg | TR
14 BR#% 18 185.0 (173.5)0 21.52
2AhRA% 81 173.3 (153.0)- 20.3 **
3 A% 62 171.2 {154.9) 16.4 %
6.5 A% 51 158.8 {151.5) 7.3
SR A% 46 154.7 (152.1) 2.5
127 B 42 163.6 (156.5) 7.1
150 Ak ' 30 180.3 (150.0} 30.3%*
HERHH R 99 173.5 (151.8) 21.7%
BREHTIHRE 70 150.5 (155.7) —52
BEHT IHRAE 31 153.6 (161.8) —82

1) HifES/mme, () REEES TORERORSHHETYT.
2) ERROAEEOHSH RSB0 EOPYME FRE/mm?),
dk I P<O01, ARk T P<<0.001 (1EREGRE)
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(Ot R B REABR AR

i) BMURERR
AG-1T49EHER EHIC B 2 R GHER L RER TROBIEO BT RER RS
F—daticmU,
FIEDREDORTIFRGHBR L REBRTHTE LA EERHZENAL o/, i,
EWEnT FL—FAEUGTL— R 5 DFEMIED SN o,

T h—47 BXEDREOBIENETRR
(AG-1749FE I S56)

S HlEfiE 1175
5. BAGhEE RERTR
0 78 (66.7) 77 (65.8)
1 16 (13.D) 7 (60)
2 19 (16.2) 27 (23.1)
3 4 (34 6 (51
4 0 0
5 0 0

1) SEORETFRN— 45 (113F) 28HE,
() RE%ERT,

i) BASBMIRFTR

BETVILY 7B (R —45. 113H) ZAVT. KEEHEBRO AL BMIROETERTR,
CDOWTHRETL., ZORREZEF—48 ZD1, ZO2ISR U, BADWHIREICIE 3RS
HELBLAEERAL NN T, FERUBKOMTHEHSEHE TS TRELE 188K
D92 RULTENTHWAIIER THD. e, AG-1T49HEFRRSFIOREHRT HID
FIALERTH .

8. AG-1749 30mg B0 1 FIDRERARTICM/ NS T OBERER L. Chidftis
HRTREALEAUCHRTSH > o AFIOMBH A bV AHGRSHH 42pg/mL, kS
125 A% 98pg/mL CH - o

e, AG-1749 30mg D 2 ff| TIRGBIAANIIER TH o ke H. FERTCREOHHER
B THRERICBNT, EAMEOBBRAA LN, CORRICBISMBEIR M VER
ZFHEN106pg/mL & 150pg/mL TH o, TNHDEFEESH T, BHNVF /A FEE
XS R EAZWIROEEX 1 Fls R 5Nnkho i,
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(HHE T REABR AR

RE— 4801 BREHADBERORITY VY THRCEIME MRE)
AN OHERHE TR (I OFFEN A 5 1R

FHOBRERE TS (RIEGEREBRTRE)

AT/ T [30mgBE 38HD) [15mghE QVHD | P B G5() [30mgBE (38HD (15mgBE (8F) | P B Q64D
DMESBHRY (weopeo | 5 5|R 5|8 5|85 85D R 5|8 5|8 5 |& &5
BARARE | ¥ TR | BIUARE | R8T RF | BIGAEF | S TR | DHUARR | TR | BHRGRE | S THE | BABRNS | A6 THRE
E 37 35 a7 37 35 35 37 35 33 38 36 36
BRI R ] 2ol 0 0 0 0 220 0 0 0 0
SRR A 19 1o 0 0 0 0 1 19 0 0 0 0

RF—48TD2 BAESHADHBHEBROUEITV IV THE
iL&XBRE (AG-174950540)

AG- 1749 HER S|
&EIV}I/T‘/T 106{1]-‘]
SE X BFRY
5 R nARF RERTH
E & 105 (99.1 104 (98.1)
BEBREETERR 1{0® 292 19)

1) BETV A THEEEF— 45 (113H) 281,

2) FERARE | ERIEORSFGEHORR., 58 TH
HEHOM P R OB SR TREOR
=77 7Ry MEIE—RH

BN RSB R T B DA ) 1 S S R ART D MR R L
(HERIEER 5. PR R TR R 2 HEED)
() AR %ERYT

ORNAC E-J17 2 0%
M, AR, "B A, AEROVWTHIE LU, MEOHESIKRTEAIBNT
AG-1749 30mg HOFEMEED 0.6/ 0D Ulc, 75 2 REHI Z OB SE TR DR LR .

ofefed 0.0/5), BROEDH LT, EFIEL ITIZERRNIC D 2 i oF ki3
HENEHoTe. TOFRELIMNOE 3B BZERD ENEh o T,
® EPHNRERCOEEFRR '

3B L GICERRAICRIE L 1%, IBREICE L R RIERBD bhiah - T,
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9) ARRTROFR
MR R TRICIRERIC & 3 3 0 AMOBEHMN RESERTHRE) 287, BRRRERE

ULie (FER—49),

(S EBRRABRED

THARBEFEE 30mgFHE 454 (MARISHERFHI CERS G- - S H. REERSSH > e,
A—TVHBIC L B AG-1749 30mg |Gk D HUHBRRAE N, HERBRERT-> TREKT
BRIAEBITIC LI DA 28D, 15mgBHS 4381 (AR 30mgBL AU HHTITHE6F) TH
oice T URBHIMRIECOBRC L 2FRPIEFAE <. 228 (PEFILERIC 1351& 9fD

LIt

BB R O FEFIZ 30mg #E 51 % (23/45). 15mgiE53 % (23/43) CHBBIEFRALCHIST
HY. INEOFTRERREOMRNRELEZ N, —FH. TR 14% (3/22)
ol BHFFISHE CRERTREMBEZ ALANSH o, kb, TS ERE
TERABDED o BHE LT, S RED S b#FREM C2 BRI T - 7 134
1334 A OREROEFHETPEERLTE LT, 0T &b nb OFHRERTOXH
1B (AG-1749 30mg/ H X HEES =5 V> 300mg/ BIE) 12k b, sERLEEDLEZ LN
% T EREBEORD 9 FlidHES AR RS A — 7V EBRC KB AG-1749 30mg/H 8RR S L b
BRI L 7 d SISBIFEICBITL. Ch L ORI COBEREEMED - T bR E NS,

®h-40 ERETEOTE (RSRTEBICE3EREEN

RERTHRC TS By
RERE - BROGE (REMTHIEMM RO D0
L H b ELA | 1~608 | s1ALE
P 430 22 21 6 10 5
30mg B¥ 20 0 2 ‘ 1 1 0
45 (100} | 22 (49) 23 (51) 7 (186) 11 (24) 5 {11)
37 18 19 9 4 6
15mg B 6 2 4 2 1 1
43 (100) | 20 (47) 23 (53) 11 {26) 5 (12) 7 (16)
13 13 0 0 0 ]
P B 9 6 3 2 1 0
22 (100) [ 19 (86) 3 (14) 2 (9 1(8) o(0
93 53 40 15 14 11
& & 17 8 9 5 3 1
110 (100) | 61 (55) 49 (45) 20 (18) 17 {15) 12 (11)

e, () A%,
1) LRER : BRERL L TRES THRIEAET UnEfR, 2) TR #EahERL
Felt, A— T ARBOAG-1749 mg/HHRSIC X DBEL. BUEREAEMATE .

IR TR R TERSG S Wi o TPl (o 2B/
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(S EIRPRABREAD

(3) % =/

1 EEOERRER TR A D EMERATIC L 2 EREERE /S RBR 16 % TH o DT L
Ty AG-1749 15mg#HEid 21 %, F30mgBHI 10% TH o fr, & BITHEREI AHLNDORBENR
HE TS RBHE 55 % TH oA, 15mgBEL 30mg BHORBERLLTNENT %, 2% L{ED >
feo TOTERULARBREAERIFBRPENEONS . BEBNICHEREERTOINRECL
BRTVEDEEZ NI, KB, MRFFEE3ITH%RD S 120 BHORMIE 30mg B D 15mg B &
D10 %ENFERERERR LN, M ENICERRE DO TRED 27,

MERFERIRPIcHE E N, BREL OMEENFETELVIAHESHERRTH, BT
BB TH oI, THILAG-1749 30mg B TREE H 6N (89%). EHEEREE 2875 LR
HTREALL RO B1H34— 7V HRRIC K 3 AG-1749 30mg IR ERHCHED, 30mg BTk
&M TRORFEES TN o Fe b, 5 OEFIORENTHRUTHEEL., BIREABALZOH
EEEZEL Tk, THOBERZEXRIPEETH O RG-S 28RN T, #5REEEL
ELDEFLIHITH T,

ABBICB O THE XN SESIERL L OTIER S . FHRTTT b BRI ART 2%
Fid e o,

MFEHA B U AEXAG-1TOHREFH T LR L, MEOTRER /S RBLDN15E05 2

ERWEE R L D EEE (0~100pg/mL) OHFEANTH D, BEKRT 1 ARCERBHITOM
WL

T, HHIROHMZENRE TR, BERERRICBNTERERT VL — F 4L EOflidin<,
RETROBRICEZLALEREA NG o, £, BRSWBMEATRICHVWTAG-1749
30mg D 2 I THMEBERRVAONHN, REBICKRERICR . BHIVF/ A REEXIZH
LA BADIHIIROEEEH N ofe, MEDT b, REIDRHIHH I & 2 BRI
TEREMHITOVWTRIIER AV DEEZ bR,

LIEDREDN S, AG-1TAMEHI U 5 AR SR OMRG L U T, 7o 2 RElc N
BRICEBNCERIFNRERL, ¥, BERSCL > T REHICOWTRIE L T REFTRIE
HeEPhofzc b, AG-1749 15rhg\ 30mgld & BT EROMREEICER TS 3
EEZ b,
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NSRBI

2—2 KEICBIFZHEE ZTo2 (TAPH ok &S )

H, REREHREFEOT L AMMRERERENRE LT, AG-1749 (30mg/HEU/X X
60mg/H) XIGEMZ —F V> 300mg/ BREIc & Y ARERE TIRENB L NIERIicDWT
AG-1749 30mg/El. AG-1749 15mg/EIXi& 75 2 R 5.0 1 i OREFF kI BIEA T b U,
NG IFOBERER T2 _HERRRIKE 16 EROEEREL LTEEBE N,

(1) HBRFE '
1) ¥ &

HROBHICHEL T, LTAG-1749 30mg LIEHT —F V> O BMRES “BERKIC LD
R U 7 H BAGETFESE D OBRERSEAD 2 D0ORERER > ¥ (BLERERER A
RBRICHEITUTERE N,

TOFATUTEBME NI GRARER T L1806 5 5 116 BISNHEFTR CiaR (FL—
FoXi3 P U, ZOEX 1 FMOMRREEEBICBIT U, BV aFloFEEN (D55
UPIRAFTEBRTERS ZF YV ERS) B, A—TUEBR (FAERR k0 AG-1749
30mg A 8BTS E N, 64 47 FIHSERE L CHERREEBRICBIT Uk, 58D 0 17 BllEHERS
RERBNBITTEED o Joh, TOEHEEF LHHVRGHEOD, 1 EEES KBNRTH
R ik 0. 1HIGEBHRREL BV ERER T TEEL Sk TH >,

L7ehi> T, ZEEREBIC X SHEERRICHAAN B NTERE 163 6] (AG-1749 30mg B¥ 54
Fl. [M15mgBES3H. S REESEH) Lot (ER—11),

2) BEE. #5F% REPHRCHEE - SMEEE

RERTEOMEE S b — 50ICR Ui,

AG-1749 15mg/H. 30mg/H. 7'Z wRBEOEEHF O X 2 1 FRIOHEFRERER Y
Toic (ZEERHER), ‘

BE (WRERE T L—F2L ELORESEH NS T &) MR Thius, sl
ZHHL. TODEA—TVHBICE D AG-1749 30mg/H D 8 AR SICT D iz, chick
DIEROR SN BE MR EER L. AU RS eRET s L & U,

RO RS ER A — 7RI X 2 BRBORSEMESH T, 1EME Lz,

BiE - RTEHER, NESIRE ERREESIL 1. 2. 3, 6 ORC 12 ABICERL, O
bAMEREBEROHROEREZTD . BRER (EHFMERTEMEOCRB ORI &
U, BESATEENEEEOCRS. BRSO &HE), §2FHK, BHERE. MEHA MY .~
BEM, N 24, EERRE, OBRELE,

1) HEiEZ=F 2 300mg/ AXIT TIZAES ¥ 585 80 H 2ABETH% 1280 M RS LT, HEREFR CRREDER
A H REGEFRENL PR E Wi,

2) Sontag S, Kurucar C, Murray §, et al. Lansoprazole heals erosive reflux esophagitis resistant to histamine H;-receptor
antagonist therapy : Gastroenterology 102 ©"A167, 1992, (TAP#:7 o bk /L3S : b

3) Feldman M, Harford W, Fisher R. et al. Treatment of Reflux esophagitis resistant to Hz- receptor antagonists with lansoprazole, a
new H /K *- ATPase inhibitor © A controlled, double-blind study. Am. J. Gastroenterol. 88 : 1212, 1993. (TAPRE 7 il
BS: D]

4) FERHHBIC B 3R AEROMRETRIC X S EEESE
T —F0 : ARBRETIERIC AL SHH
TL—F1 : EEE, MEOFMRET/5 5 RO
FL—F 2 HEHEAH L5 cm ¥ TD 10 %R 1ELLEO T B A /MR OTER
FL—F3  HEEEAH L 5cm X TD 10 %~ 50 %IT U5 A/MREOTER
XX, EEI~5mmOREHE
FL— R4 REREEE Sem ZT0 50 % 2HE ZHROTLABBOTER
' i, METEESmm il EORBTER
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(SR PR AR AR

|<—:wu——-/a’—>|<— et — >l WA ——|— wn —»}4—&5*7—4

(1ERIRS)
T = RS
¥/ 300mg/ _EHEhRER
BXYiEch . AG-1749 30mg 48 |
ey s | REER | i
Ho DA [H&@fﬁs HES=FU (35, 135588
il 128 | FHERE 300mg F=F T VREH) ‘ HEFSIRE
MEEO® 8 ARIETHL S ] ' —HERHER
5 TAPR 70 b oL BE srarb AG-1749  13mg B
648 ™ ac-1749 somgr [ rmems
+ S445
) 77 eRE -
A—7VEBR | |
AG-1749 30mg | 471 | )
8 RIS HRE #B#
RBITBE D + | w
1761 RS
=T
. AG-1749 30mg
SIS 155 h
SREHRT 2 i
CEEHE 1. BRI 4, i
IR 57

B ~—11 HRBOHERGEROEEINE
(TAPH 7O b 3IVEBE )

1) “ESRER &S HRREPCERSAS RS, A—
TUHRBIC IS AG-1T49 0mg HEIC D #A, BELE
BE. EEEABURBTLT, @UEH 3 2 50
ST (REERESIE AG-174912 30mg BEAS 3 A, 15mg
BYME. TR RBIISETH o, #—50, 130H),
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(o R PR R AR

#h—50 HBMEEOHE ( ) D1
H B A #H
B8 0 E 0| UbAMMREEERICNT BAC-1T190 2R E TSR0 | £ROER LR 2 kT 3
BB o B 5| SEFHEOCCESH iR ENR
1. WSS | EBOWHIHIAT (AG-1749 30mg, 60mg XIS =F V2 300mg) DSEMBEL LY,
ERARED b N H REESTR LD UL A A R ORI
2. PERELHE
(1) 18 FoBE TR
(2) & (Fabalds: ) THESROhELD
(3) SiTed® ( } i ATHBRIERTO 9 BRI PPLX IR (AG-1749
LD oRE5EZFTWEVED
(4) arro— ¥R TWEWEENCEEDS 5B (Zollinger-Eliison =25, EEMIEHLAD
Etm, BEESRENEBERESEET) oaffithnek
(5) BREESBIREN R L
AST (GOT) « ALT (GPT) A EEMED EFE 25k, » D2 HERMIESED E ERL T
N s R U WLk, ZL7F 2mg/dLERE
B OR OB O# (8) 7ia—ilkiE, BREERAXEEGILE RN E
(7) FERFOA FIERHRES] (NSAID) X7 AV Y it EEEEEE g pE T 288 BAL TV
WZ k|, IHERImg O 7L Fo YV i T 5 BE2BA 5 INFOR70C B (X R
#5) BEEELURVC E, FHEEFORSEZIITWIRNT E, PISIRIEL DRI X
IRAY, FAT U VEBRAEREA VTR R O B S M B e e =
ZYVTIHTE
(8) IEEDTRERNEWEL, XEAHEEREOMENBIL T, BB EEEE2HETE3 00,
FELHOEFIIERINT S
(9) FEHEOHEERAN S SH, BELTWSRE Cmmﬁb&&fa‘ﬁfib EFOREL )
(10) BB S RIMEAT 12 DL NEAH | OREE S TR s &
(1) BEIRENEHT & (BT ZHRBEEF NG
(12) #REET IREPEN T &, S0 12 BRI IR 2RI T ve &
EEERIE MRS O AT AR & LT 1508 (18505
H AR 5 e (EEFIER ORI
_ " FHAR AG-1719 15mg BHZ 70 %, 30mg BEIE 40 % LIBE LIIBE. EERWES %, BH0 %Lk
T, HHEOEESEMETESERE U (S0RITOME 82 %),
RPN 16345
1. #EA_SESREARRE Ch—FRa¥, 787 AT /a—E 1AASA— A
@ R O R AG-1T0 16mg B )l 1 VT3V — [V 1smg B 5ET %0 T L#|
CEl A 8 A AG-1T49 TZ R AT/ | AG-174% 15mg B 7 e/ L 4M8 ERERIFREE A 72 L
" 2. A—TUiRBHRRE (RRVESEHE, s a2/ R b, THEO1AFEZLAD)
AG-1749 30mg B ) | S0 TS5 — A 30mg B EHT B0 TRILH
1. RO Lnh
R E RS A =T B
AG-1749 AG-1749 - AG-1749
0mg B 15mg B 77 R 30mg:
wp e | 15mMEA TNV | 15mgh T FS5uaR -
oo omom| |EEERSIEA-E) L e | soen ISR -
RUBSHB —romsrr - - - 30mg B LN
2. R EERHBORS
FREES 1H I EHEARMC 20 72ib, VERORET 3,
3. A= rEEBORS
R PIER A RSER UGS, AG-1749 30mg % 18 | EEAR 1 4 0, 8RN
#5935,
R - B R ESREICRY 2 EUARERE T 2ENT, AG-1749 30mg GAREL L TORRHE bZo¥d0
B U & EiRE|15mg (EED £750R%E 1 EMHSL, KL,
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(M E R ERAABR AR

#h—50 HBAEEOHE ( ) F2
H B A E2d
1. GEHIERES
T“rﬁ%ﬁﬂmﬂ&lﬁﬁﬁﬁw%%ﬁﬁu
1BYD 7L PV 10mg HYERBE 23035704 K (£8RURES). FEEs
2. PrAIRTHEEA
FRL B GRBBILT VIO A, IKRBER VRV T L, VAFIVOERITED., HIESICHER)
B B ¥ & "
RUMARR| S FER
(1) MEREBODOFAVY AT1H 15 32mg) T
(2) NSAIDIE 1BRlc 2 R E T
(3) ERRMNS DRI AHE - HRoFHE 5k
{4) ¥4 7 ) EEE, v AV A YRRERYYTT 'hlf/‘%%ﬁﬂ%’ﬁﬁ&’—i?‘éi% i ]
BEOEZ 2 TBTS
MBA P a—J
MRFIRE. BREER. BMENEWER. HEESRE, 558, mMETA b EOEBE 2 e,
1. 2, 3, 6. ORU1I2AABNTCRER TR GHEEC S 580 01, 3HABICERLE,
® A W # O# B BT T HA
BB FM WA | mAN | AT BSR TR
e B | D mggﬂem RIORE | SnR%
ASEOES o)
SRR TR A 0
EERE, LRE 0]
o AL B s O o) o} o}
PRIV ] e 0 o) o)
. WATE L 0 ov O o) 0
2;‘ ﬁf% @ﬁi BT - HA LU D ») O O ') ')
R HEET A b o | o o 0 o
E o) O O o) 0
Eras i 0 O o) o) O
EEE O o} C O O
HEER 0 O ¢! O e}
BB - VSR 0 o O ov ‘
BRI O o) 0 O
1) WARAOA— 7B TORS KT LisBEict LTfEbhE
2) MHERAO 1. 2. 3. 6. 90 BEOENNE F ERFOTEADORED S S
3) MRERCEROBRINEBELH LA -7 MBI L h AG-1749 0mg RS EhE
4) 1. 2, 3. 6, A HBONRROR
5) efy (SPREHN) W5, POARGRMERNIS PR 24 BEMRICHRIN L 72
§) A—FVBBTORSTERE LYo BE, TOEBIITHEEE S%L., FORRSIBORESERNS Uit o
1. #uhit
(1) MIRSFNTR - BB
FL—F0, 1 UbAMNRERERORE
FlL—F20E  UsA BN EEROEH
W R O BEAEREIE
FlL—E ] "
FEHMEEE 0 HEBBRETLEEIC A D50
R U R SR 1 | RERER, MO T/B 5 MO
2 HEEEE E Som 70 10 %RBIC 1AL LOTS A/MEORER
5 KRS 5oem BT 10 %~ 50 %IC U5 A/ OTER
ik, HEE3~5mm OREHES
4 HEEREGH L5 cm ETO 50 % 2HR 3 FHOTS A/ BHOIR
Xk, 1A7ERSmm L EOREER
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GHEERAREEBRERD

& b—50 HBRFEORE ( ) #D3
H B 2 =
Barrett RO REROEEESIE
FL—R A ®

2 PRS2 B AR L S om ST 10 %RMGIZ 1 X2 N LTS A /RO

FREENBEHESHE Sem FTO 10 %~ 50 %I U5 A/ BB OER

Xid, E3~5mm OEBHER

BEDEMSem ETOHST Barret BEOCEEFCEBRINTWA EED) 50 %%
ABEROUCLAMREOTR, X1 TERS5mm Y EOREER

Fr =
A B | e e A MOREE TAPH L 20T T L5 b Tl s RS PIEN D B AEE S G
U e | B EEEDS

4

(2) BIRMFEROFE( : EROEE OHRE, MiEiks
B L, BE ERABLENT. BRCHALNS), FSE ERXOFRESEL. B
HOFBCHEEELS). BE GERCX D BROEHIAAZ HTFLN. BEe Rtk
) :

) FLrIBnERE

2. Ret
HEHR, WHERE. MESR Y, FER. N 2VT 1Y, EENRERCOER

EFAMEE | MERFIRE &) RA0OERSERS NI E TOBN (PS5 V- BRA2 )

1. BHOERE TONE GEEFEED) | £a&Eic X3 SEN O ERE (FRERlETET
% Cochran-Mantel-Haenszel 8i8), %¥. 120 O#ERE®0—1. 1—2. 2—3. 3—6, 6—9,
89— 124 A D HERIC T, BRETOHMMIZ, FFEINESMCIED S NCRA LATE O RERE
HREROPREAEENSHMRE Uiz,

w5 B 2. EROHER | TEER (BEMEURERMOR®) | Cochran-Mantel-Haenszel fE
3. FL OB . 24548 Wilcoxon B E
4, #BEOLEE | Pearson® XKE, —TiRSHSHT
5, ZRERRMPENA MU Y 0 Wikcoxon QR EHTEIEMME, 2184 Wilcoxon e
6. BREMERR, 50 2% 1ERURE. WK LSDE:
7. BE/KYE [R5 %

2 B K # A B 165ER

i o® B | eeElAdS 199]4E0A

(2) HBRALEE

B b — 121 RSB B D 2 REHEFRER L. DT ICHERERBROERN OB R U
BURRERDR LT, b, BRMRICOWTRIEETMEEHE T5H 2 RYOBEHE COMEMTE 4L
EFEE NI FERMERHTEER (146 F0)1 &, TITT (intent-to-treat) FRATXTERM] (163 HI2HD
DEFDS B, RIET B LS, MEHDOERICENAZLNED ST L BRERORECDH
DR THEOREEDBR L 7o
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0mgHE 544
MR ( ) [15mgﬁ¥ 534
16347 P B 566l

30mgB¥

SR { et

716 P B
(FRUEEEREZE — 53, 126D
30mgHE 374
ERNR T [wmgﬁ% 385l
928 P B O17H

SERERARE TRFTIERID {3°m93¥

15mg ##

1781 P B
(RIEBIHIEE b — 54, 127ED
p = 30mgRE 3447
REETRIESA [ s
7551 P B off

RERTEIETIER {301118*‘#

15mg#E

. 63H P B
(H-ERdid#& - — 55, 1278
HE= 0mghE 65
TP |15mgﬁ¥ 34
1251 P B 3f

B h—12 EBROBEREIHERE

176

1541
39 {5

35
6
84l

28451
2044
6

1) #ERR TR | SRR T U, TORETERD EOBH TR ER TRBIC BT U, o TER

2) EERTHREBTH  |EXTHACE, EHEEP IMLBERELE »EfRTBRLTLA— T VEBBDOAG-1749
30mg/HIFREI XD BRBL. BURRIIICHAAE N, SRR TESTEEROR SN 2/ FIABT L GEEEd
OEFERIIE 59, BIESR

3) EESRTHEEPER  BERTHRBCET U, BT EOEET 105 HOBMEE il L 556 ,

4) EMss 70 #E  ERRURSKRTEHERIAAMOR 1E3 LA BoBEEE Ik UkkEd], BB rHllciiahgoks
HTHMHEPER L, - A L SRIARR TR (3 ARE) ORETCERI I NGNS ENDS (COERMOR
FULAG-1749 30mgB36). mgBE 1T, YRR CRBRIEAS Wb o), BB, BEE TR OE
FERFEFEF-73 QU4EB) ITRLES, BERTEITRDTERL LML, REETHEERER L L TR Ry, S5s
THCIZEEN TR,

GEBOEBRHAOHNEE F— 11, 120 558)
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A EFRPRAABR AR

1) MESEROEERTRAA
16317 (104 %) REEBFMEE CHRRTOERE TOHEOEHI OB L. &
B. 2T 163 HIE ITTEAFTICH AN,
EBHMEERORBARE E FRAFEEEF —51ic, XEFMIEE (BYOERE COHIR)
DAFFERZR b — 521K’ U,

#&b—51 BFEERENORBHK
DI TR

AHEiE E
30mgH¥|15mgBE) P B¥ (30mgB¥|15mgRf| P &
EHERMFAS
(BT OEFRE 49 30 47 5 3 9
T ORI

B¥ERS2E | 48 50 46 6 3 10

g )
g B 48 49 42 6 4 14
@ HEEE GREHET VI oL, Kk Y2 h, PAFay

- OEED

#—52 FEFHEEORFEEEHR

TR 30mg & 15mg ¥ P& Bt
FREETEE T NIRRT 2 0 6 9
RBERENTD
T OHIEERI G 2 ‘ 0 1 3 4
REUEOAFOA FRE 1 1 0 2
NSAID kRS 1 0 0 1
B BT He SRR TH 0 { 0 .
DREETR

& Eis 5 3 g 17

1) NEEREEHT LT EAL D 5B BN
2) YAFVURG/RIIEBRS = F I HE
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@

®F-81 BFRREMBOREES

(BEER HAED/RED

® 5 K

0mg T

15mg #

R B

# 5 fl %

89

96

81

B

4 (4.5)

8 (83

2 (25}

~NEF U B
PRI ERE RN
Shitzico- 2
U 23t

1

1

GOTER

GPT k&

y-GTP L&
Al-P LR
BYYLEER
e ER

e A

B, () ARy

EERERICLBHERTBIE
HRRERCERLUAEFEERIE X SHERT LFIE. AG-1749 30mg 8l (9.0 %),

15mg BRG] (63%) C. SoFIUETRALNEN o (FEH—82),

Fh—82 MIGREPRICHR LEEEERICSSHBHLS

e EES £y - HHEA BHEES =2 ® ral ;e
50 & 5H |F # hEE | SOWEESLD
TH | HEL PEE | 29WELD
50- &8 78 |#EoLrsDE R | £oHED Y
TH |# % R | HoHEESDD
a0 J3H | B % B E | BRI
1338 |+iEBRE B B | BT
30mg B a0-8 0H || B OB | REEAL
60 & 3050 |B % %P | SRR
38 | N—FrVERBEOE | b | SRR
70 & 38 |H & MR | £OMEELL
30 | HFEsEROEROEL | PEE | SoHEEEL
70 B 35A |'E nf ey | @RV E VAR
0. &8 208 [ F ¥ B E| ZoMEESHD
50 2 2H | BEL g | BRIV E B NA R,
2H | fEhiE g | ERLE SRR
15 | T HER | BSEES D
50 & 38 |m A ® | E#EEsEELIEN
TH | AFLAfLRES REE | EEOEBNERD
15mg B 7% 19268 |F % s | 6 I EES b
6f]- 608 |F # #® | \ASHCEELD
50- B 2408 | E|haE RS | AW E SV E R
-8 88 |® IF RS | Solmkl
1908 | &HhFEle R | oL
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(BZEN HEORED

@ BERLEEER
EFREPOBRELEEESIE AT Is G E Nl (FF—83), 2035, BB
OHEREEZD FERL] LHEENZEDORIFTH- -, BRBZOTEENEI oD
DI, AG-1749 30mg i 2FI CRMIM L MRNR 1Bl TH oo AG-1749 15mg B CIZMMIM
ERREOLH. S=FVVEECE 24 CHMELRE L ERBROE 1FITH > .
A8, THEERVE B VAHEWV] EHEENE I0mgHOMRFIE. 4. BREBRREOE L
8. 12) BEEANEEESZOHEOERN—EE (2148) IKiEH L.

#h—83 EBEELESESHATR

W5 JEFIE S Ei -t | FHRHA FHES HRESR
6[- B BEE |m F B & SR i
6[]- 8 32B% | M@ LoMEEL
70- 8 WHE | B % R L
. 1[- B 0EE |Z % B L
70 4 222018 | = it U
0-8 83Hi% | FAZEMFEEE | kL
152H%E | DFE B L
60« 5B MIAE (B & B L
70- 5B 383AH | MMEERE | SoMBETL
15mg #f 6[- 5B 261 A% | ERERRtesE | AR L
5[ & 222A% | ~LZ7 B L
70- & 81H%: | ¥ERAs TR
R B & | BTEE | PMLEERE - SOEERL
40 & 0R% (K # BIEARL
8[- 8 750 | B REERL

® MmFEHR MV AE
MFEH A b U AT HER LR ARE, 6 4 AR U 1 FRICHIE L,
AG-1749 30mg B G TRICEHEE LESAH ONED, SERCEREERAbNAEho
(F+—84),

# b —84 HERRERERDSOMBELNZ U EOES)

MAEHA R Y A GEEEERE  111pg/mL) B oD
30mg #f 15mg B¥ R B (33D L)
; (256 (326D (235 _
671 Atk 20441440 1431163 —223+183 P=018
- (2080 (184 (124 _
1 & 49,7 - 25.1 17.2+185 —13.0+152 P=0.18
1) FE{ESE ‘

2) Wilcoxon DFF ST & MENHEE
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BERR EEORE)

® BHERFRR
HERFIRIERRIARR & 1 F1RIC BIRERD b ERTEMA RECE N fEFX 57 HIT. AG-1749 30mg
tr22fil. F1SmgB24F. S=FIUENHITHof, 7V AU T ABEMBREEI VTN
ORFEREFERD b OTHZ P, 3EMICERERAR SN o7 (Fh—85),
e, WTNOBCBEW TS B WHIRE OMER-CH AR A EE L Bk bk

b\ D 7::0

FZh—85 FUXDZREEETE

F A Y AR #BE

( BRI B DZEE)
30mg B¢ 15mg B R #¥ 0 3EERG O L
R 5 '

R 7.6 +86.5 81+55 7.5+%51

P=0.48
1 fEi% 60+74 93186 63347

1) HIA%/0.0924mm?, #RI3TPE+SD

7) HBRETEROFE
A TROFRICOVTIR, EREEANIIERST 1 FEHORSE TR THERTBY-» T
B, #HEET-> TV,

(3) ¥ =/

B L R OMERFIEL LT, AG-1749 15mg i 30mg D1 H 1 ER S & b,
S =5 T 600mg/ HREICHRTHERICEN - ERIMGRIRPE O N, B, AG-17490D 2
FEMCEERRRAZLNED o7, BEHEODVTRWTNORL BRI THS O a5 H®
METH o, BMERREIERORIHRIZ 30mgF19.1% (17/89), 15mghf17.7% (17/96). =
ZFIUR25% (2/81), BRREMEEETHOREIRIL 0mgRE45% (4/89), 15mgHs.3 %
(8/96), T=F T UBE25% (2/81) THo.

EthEAIRIE AR CERARBEEORELINC BN T, AG-1749 2 HEHOREBRS —F I
FOCLEATED o W, ZOEBED 1Dk, AG-1TRBEDRSETHRAS —F VBl
B2 e o el EBEL SR,

MEAFR MU AT =F VU B RAG-1749 2 BB TEEL LREFHR NN, 3B
BTEREERM o T,

BEEATRIC DWW TR O WETNOBELREHAN 505 A1) T ARG EERBEOLTENI/NE &,
3R THERER A oo, e, BASRIROBR RSP HEMFRECEEL EkiiH bk
o,

DLEDC &0 5E it BB ROMERF A BT, AG-1749 15mg 1 H 1ERS., 30mg 10 1H
BERNTRGEES =5 V> 300mg 1 0 2 B S KB B RMER L.

— 155 —



(BRERDE & ¥)

4. BFREREEDT L&
(1) HEF—20RFONEHE
EANDERET— 2B D F— 2 A THEST LFHIT 5 2 L DR YMICDOWT, ﬁﬁﬁ*
AT B R O R OaE, RARNRBROREY, EANLAETCHET B kic
KoL,
1) EREREXICHT 2SR EERREOLR
W EERICT T A HFRREHR THIHNEREKE (F—@) ONROERET. 5
HERCEMEZ B UER, DTOERBENR BN,
@ HHRBEE
ERIE. FEBR L B i H, SREEFZEG &@;E??F EEERTH T,
@ HREBEEOLRHETF
i) ERERBRAAPSDNIRGETE
a) 2flcHi 5%t
HEAHR (EFE BT DONBBREFICBNT, SHBRTHWRISEDSEE
DEORERE S Lo, HIRFERORESEC X 2BEESHEHRL -6
K, FL—F 20T EAFERD 50 %, H56%, FL—F3XIF4DHRI
FNENS0%. 4%E., MEBEHELLTVWE (RF—17),

JSEDZ¥E (E&) Fl—R D CRED
(%) (%)
50 2 2 | 56
39 i 3 3 29
50 [ ]44
S ]+ 8 I 15
50% 50%
JSED ¥ THW R REROEEE R
FL—1K0 | AEARREL JSED 433 DHR [ yL—Fo | ARRRECERICH % SHE
e | EEBZVEERREORLA e | VERRTRE, REOFRME U/ B
FL-F1 | T 0 ¢ 0 T F Rvnmmonst
d
VoA - AEIAURSASL 1< 1 A S L 5 om £TO 10%
FL—F2 | b5em#&T, BEOHONL 2 <€ 2 FL—F2 | RiBiC 1M EDT S A/E
WHo 2 3 DR
Uhbh - RBYEEEESHS 4 ) = [ 4 WEEEGEESamETD10%
FlL—F3 b S5cmblE10em AR, XiEH FL—F3 | ~50 %ie U & A/REDREE,
EOHENB LD, k¥ L2F X, EEI~5mm OWETE
TRV LD JSED&REE T
BV EOR HE KA L5 em £ TDH0%
Chh « BB RERESSRL < et | ERRBEEOUSA/MED
FL—F4 | b W0emM EicEBNBED, i Uk, VETEEZES mm b
RiERAEO LD OB

Bh—17 EpEe KERE (

) KB BZARBEHMRICL SEERDLR
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(BRRDE L)

b) RISt
ENFBR L OXNREBEOERERIGRODPH SN DD, UL SRET
TH2HBRMEROARBEEEICDONT, 5IcEHE (65mLLE). IFEBE 65%
i) ICERILCHE U SR, ERERE RFHBFLRICBI 5EmE, IF
EHERNOARBEREOLRICAEEZZFHZbNEM o7z (] —86),

#h—ss EAER MHH RTKRERER ( ) leBlrsEinE. ¥

BeE B DS BB D IRR ERE
EN EF H*E ( )
FEE HEEFSE — —
AR | MAHEBAERY | BABAND | fABga%D |
e FL—r2 14 (56.0) 14 (56.0) 73 (60.0) 73 (50.0)
FL—3 10 (40.00 30 (24.6)
. 1 (44.0) 49 (40.0)
Fl—F4 1 (40 19 {156}
o FL—R2 21 {467} 21 (46.7) 18 (43.9) 18 (43.9)
FL—F3 17 (37.8) 15 (36.6)
24 (53.3) 23 (56.1)
HL—F4 7 (15.6) 8 (19.5)
HrE g, () HiE%
1) : AW ISED9HE, HYUEERODEEHNTED . 80FHOMEIE - —
17lEm Uik,

2) ¢ B —17 DXL & b EBH R 2T o RO BAEES

i) BERAANLCTOSME

MR & & B I ABHEIELE < 3 £ Wb TN 3 BEEILAL = 7 DA HERIC DN CEA
HER L THM U, # h—87I0RT & 50 Bl =7 DA MR
B Y & ICHI T~ 8 B L IEEEA L T e,

#+—87 EREBEKERBOLERAANL =7 EHE

w R A BEBEAAAZ T SR
ElP G 78% ( 76/ 978D
HE (F—@) 69 % (112/163 80

KB XE (@) T1% (12271734

® DB, ENRU F—@EH 2EERERFERA, -0
H. REFEANERIE T a0 Fegmbl 2 51,

® HEREE
i) WREOHL - B
AG-1T8 DREBEUEREAEE, M E & 15mg Xid 30mg D 1 H 1 HEDRE TH

U‘(“%OTCo
) ERRE (AR EMERR ( ) OgREL. Ei (FHESD) BAENFTN67T5E 1095, 540+ 13658,
HEEE G5mULE) ORAPENFNR %, 5% THY . ENABRONREEIILERR ( ) ke EE o8
EEh o,
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(RO & 8)

i) EEFMEE -
FEMARE THEERE R OEROHERE (NMRBCL3EEDULA - BiEk
EDMBEREOHR) EMARE EECTH - .
@ HRER
i) Bk
Bl (6 W AMOEHRSR) koW, EREEE
L28%THD, EEFERCTH -,
i) Rel
REMCOWTIE, M b EAEVER IS EERR Ui cH o 7
2) MHBIEENS A — 2 —BOHE |
@ FEEBEICHITBLE A
ERRGIEEAF ZT, LHIcERRAETERNSRICEML 2 AG-1749 30mg HEEHEOHS
RO SRR/ 5 X — 2 — R (FAG-1749 30mg 1 H 18 7 HREH 5% 0B Mo wHlEsng
EZoWT, HEREOERRURBE ZNFNELN -8R UHE M —80ITR U, Iy
NEA—&—, BESWBIRHMEOVNTNCBNTE, BREAER L BIcER (ER. 45
AR SN UAROFHBRAETHREENTE Y. BARUAEDOF— 2 P HLET gL &
Zoniz, '
REERICDONT S, MPEMIBE T A—Z— B WARIRE S icER e NEiRE
L@ B o N BRI N (BEBRREOHEMEI. WX - 57 - RF - FHilto
THD 49 ~ 54 HI<ETH)-

EFNFN15mg D 30 %

Fh—88 AG-1749 30mgBEHRSICHIF BMPTYIME/ S A —Z —DHE

R @R AUCHE Coax T T
B | P i (R #E (kg (ng/mL+ b} {ng/mL} D) (h)
B # 6- | 220 (21~23) | 615 (50~T1) | 38902484 (2923) | 1038 +323 | 22404 | 144094
HFEHE| 0 234 (20~32) | 75.2 (60~-86) | 3641 3398 (1903) | 1137458 | 1.24+04 | 1.80+1.15
FFFTIYESD, AUCD () PiESRiE
) BRE0~24 B, AFF 0~ 12050 E
& H—89 AG-1749 30mg/B 7 AR SICE 2 BEED BB RO LE
2 | o R Y @& h-RR pPHZIFR—NTF ¢ v FRAL (%) 5 pH
- SER () thE (kg gy hg—aAm BETEE  |aviu—a| #E7HE
H #&]| 8 21.7 (18~30) | 68.0 (58~85) 179+ 140 76.5 - 22.6 2008 46+ 12
AFHE|] 9 234 (20~32) | 75.2 (60~86) 209+ 6.0 67.4 +13.9 21103 41407
BEIFHEESD

) ERR TSR R EE, b7 X ERER Ol

@ EWMEICSHITILEER
EEEICE TS EN L AEOFEMMARE/ S A — 2 —OHEH RN, BRI EIRNER
B8, AAENROREROT—2 D), BEREOUBE TRk, 2T, BROERE
LIEREE DR, NEOERSE LIFEREOLMEETI T Licky, BRBICBIIZERE
HNE DL Z 1T Iz,
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(BROE L)

i) BBELEEREOLE (ER)

EEE L IERRE R LIRS LB RIC K S B TR B A, AG-1749 15mg DE[HEE
AR ESHOMHEEE S A—X—iE, EF—00L B ERE LIERBE L ORI
KEREZEL. MR XBELRIAS BV EEEEhi, ® ’ '

#F—90 EAICEITZAG-1749 15mg DEEMRARSEOMTPTITRE/ S A —2—0OHE

# & _ ER Y @h~Rm0 AUC, _ Con Taa Ty, B
B 3 thE (kgy | (ng/mL-h) | (ng/mL) ) )
e 69.8 58.8
& &Y 10 65~70) | (d0.0~756) | 2O4E1189 | 1033+156 | 0204022 | 228+0.80
50.0 66.4
FEmtmE 2 3 (4~55) | (628~720) | 2720F 576 | 1253+161 | 0224018 | 156:0.32
B+ SD

i} BiRESERREOLER (4E)

i & I E 2 B 2 ICHRE LTS BRIC K B LU Tk B B 4% AG-1749 30mg % BAERE
OfREG U ROMAPRYRE RS A— &2 —ik, EF-0 0 LBY EMBIIEEHEICHAN
TAUC, Tomaxs Tz DIEWNKED S FoM CraxiiEBNBRH BN o T2,

& b—91 ABICHITSAG-1749 30mg DEEHEOR SHOMFERMME/ NS A — 52— DO

TE B @ D~RR) AUC Coe T T
& i EE 53 thE (kg) | (ng/mL-h) (ng/mL) (h (}1132
A 12 8343 58+3 5216 +3855 | 1148 +-536 1.5 2912
. 23.4 75.2
FEElE O 9 (20~ 32) (60~gg) | J641+3398 | 1137458 1.2+04 180+ 1.15

B P4 SD, AUCIEEIREN 0~ 24 B, IEEEEH0 ~ 1260 1E

(&%)

e %’% %749 ?ﬁ;ﬁ%;f 'c% zzr%x 7";‘7’ Vi, 2EUTHBOF R 27054 P450 (CYP) 2C19 TRAMZ h, HEASENED
z (AF- RN O

AG-1T49ICDWT I, MPBECEFZIC AL THRF TR h TWiyd ., BT TRERIIC BT AT TRET
ENTVWSE, PM (poor metabolizer), EM (extensive metabolizer) 5 8%, #F 16423 L AG- 1749 30mg S kA4 A 7
Z Vb 20mg SERIE S O AA —N—HCH L EREG LR, FRORTEBD AG-1749, FA TSV JLELICPM T
FEMIZEERT Tind B, EHAUC—uSKEWERT L,
LIS >T, AG-1TASDRBUCEF A TS5V L ERUL CYPZCIOMEE L TH D, AG-1749 DR EIBICH LN HIWE
RRDME{kzEiL CYP2C19 DIELOBNC &L B L& Z 5L, .
—7, BEHRICOWTE, AEETRIERECERT 5 LE2 bh5 SRER. INTTREUEESTEEORESEDED

27,
® ERICETS AG-1749 30mg HEIFRRAR SRBUF A 75 V' —/L 20myg BERE ir 5 B0 M1 SR 3850 EE
I P FH P b AG-1749_GRETER) AR TTI—I R
£l #E kg AUCq- (ng/mL+h) T, (h) AUC -5 {ng/mL+ h) T 12 (h)
PM 8 22.9 (20~32) 64.1 (58.0 ~73.0) 8485 + 1540 35206 4062 + 657 2.0+04
EM 8 23.5 (20~31) 58.1 (49.0~67.3) 3011 +629 1.1+02 501 4- 127 0.4+0.1

BRI SD. #E0 PM ik AG- 1749 O poor metabdlizer. EM it AG- 1749 extensive metabolizer

BlLE, AG 1T ICRENSRIOEEMER X N, 2HEREEDY. BERBREBOELEY, &2 LholF
(167~ 181F) Wmlickish, AR, KEELEWPM L EM 20U TORVWEHTOSEHTRS 21, EHERSHOE
C2EIEOWTHICREOR W T EPEEXNTWAE T b, FEOTEEERE L, BENZEICES < PM. EM OB
FE| QLS BIET BN E WD EEI OIS,
T, ERTIIAG-1749 GRELE) OREERLED, ARBR T AG-1T40 DR (M —VI, VI, AERHEEE M~
OEADIBE—RWEREBHD OMHRECOVTHERENPALNT VS, MPEELUTHEET 2ORAEA TS L
(RO AUCy- o W REERDF 1710005 1/3), BiERRY RUEERR . v) b2 o ORBHOEE R USESER
ch g t%zfggfriﬁ;{ g EAFREE N T WA T s, RBNoBEEN LRI RIT TR, KB T—8E
INEWNED i °

i) Nakamura, K. etal. : Clin. Pham. Ther., 38 © 402 — 408, 1985
ii ) Wilkinson, G. R, etal. : Pharmacol. Ther., 43 : 53— 76, 1089
i) HATEE— A BREREESE, 12, 2763 —2774, 1996

iv)

{ )
v) MEEGED | SR, 19, 477486, 1991 (

vl
) R EREA  EREREEMR, 12, 2755— 2762, 1996
) BEHEEED | BRERESE, 12, 2739 — 2754, 1996
) Flouvat B, et al. : British Journal of Clinical Pharmacology, 36, 467 — 469, 1993 (75, A)
) N.J. V.BELL et al. : Aliment. Pharmacol. Ther, 10, 897 — 904, 19896 (A7 4)

)
Fag ( )
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(BRRDFE &)

M EDE S, HEOBERECRIFEREICHNTAUCE EOENPAED S FH, KE
DS ) T = DT RTOREE - FIRICH T2 1 - BFERERECEEERELLT
WENWZ EhE, TORBRELIFEHREOPKOEVINE - AESZTEHIIEF okER
BEOTEEVEDEHME N,

@ EREAEOLBOZED
EA L TEERE LIFEMREOPK, JERBEDOPK. PDERE LR, BRschE

BEVRABNER o, UkBo T, BRELIFEREE (2K CENR INE % H
L TH, PKEREMENBENLDEEX bh,

3)) AEFT—20NEEDEES

HREDERKFHSREINFET 3 C L OFYHRITOWT THEERT— 22 ZF ANSRIcERTA
ERENERICOWT], (FR0ESA N OEREEFE2S EXRLLFETEHEBEREN
BEBOS AR L.

ZOHR, UTOLBYERANORENERICKEEER AL, B8E. JIEEEESOPK,. PD
CRERER Ao T b, BRABOAFERFRBIZIOVWTEZ{DETELLTWT b
Ehb, KEOHKF— 2% BARICHET 5 C LERYLEL bR, 22T, BRRRRED
§tbm@@ﬁk%@&@%@m?—ﬁ&ﬁir%ﬁb\ﬁ%ﬁ&@ﬁ%ﬁ%&b%<®ﬁ%?
FHMm L 7z, :

. AETRESThEEFERICE DO TR TN REERIERICINETTH BT &
@ RENERODLE
i) WREREADRFRE

HHRMEREROFEICOVWTIE, BRMNCBWT, SEAOENT,. SBOWOIE. &
EOEOBIUT SV ADEFTHE T ENEFHEOEE L o TETWS L OHERD
BT EML D, HIRMEEKROREICET 2 EENEERICKEEEZREVWEEZ OGNS,
i) FFEpAHBROERNSE

AG-1THDERTHZA A TSV —)ViE, ELUTHEOF b7 0—L4P450 (CYP)
1Y TREENBCEPMENTED ., EENESENBEDENB, E5ic, AG-1T49 D4
HCBNTEFARRIC CYP2CL9A S L TV B L HEEE T V3B ),

CYP2C19 DRIBEHRAARATCIE 215 % THEH, BAKDOHBABTRPELHNINTS
BERETNTVEY, LHLENL, AE LEOOEN & AEOHEOE & HOE TR
L B0, FRTENLEZEARUTEEATAHATIENENEOPKIC AKX EEWIENE
EZbhB b, BoSHUOLFCERERDZE DD, KEOEKT— X EEAIH
HIB2ZLEBYTHEBZEELLNS,

—7. CYP2C19 DRIFZIZHAOREHESET L TWB T eh 5, BIfERORERNE
CHRBEFERZLNTHD., AG-1THIRDWVWTERENSEIC B2 BENKZIFNE. HAE
KEICHEABIERORRENE ER Z EHAFHEENS,

1) JIH B i AR s o Step Down Therapy, EI0E HAMELRFBEEAET AL SYTFSA LB hL, 1997
2) PR Fi—i3d  FEEREZE, 12, 2763 — 2774, 1096
3) FE %W 77T YT, 30, 154159, 1994
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(FEERDE &)

ZT T SRIOEMNMEREKEHAR ( b DEFD OREEITDOWVT,
FFHER & BRREEEEES 2 M AR L ORRBENEEI RV DIc L B85
EeARES) b, ChIcESEEGENTVE ORI LA (FEESRER) BTo7r
(FEhr—92),

TOFER, BWFARHEBICOVWTREREKETRELZEH NG o2 1ch, BEESR
REFRTIREOADBLAES 7. choDz b, WINO&EFHIBNTE HAD
AR & R TR R L E3 Ll kL., AHOREEIT OV TEEHNSTIOTE
BREHLDTRAEWEZEZ bR,

#b—92 BREKEORSEIEIERRUEERROERE

i Esae EHBRFERE

oo B = ¥ = H # ¥ OH
30mgF¥ 360% (9/25) | 309% (34/110) | 56.0% (14/25) | 80.0% ( 88/110)
15mg Bt 154% (4/26) | 354% (40/113) | 500% (13/26) | 88.5% (100/113)

{ ) RERERPE/ . REE & D2IHBROGBH

@ BEFREBOAERUREDLE :
EP & KE DREBOHFEF—RIC DNV TE, UFOBL OEBHIH 5Nz,
i) NS H SAKEFFISRAchsC L
i) BEAEERT CHEBEBAALY OGHENELL TS b, %, BEMON
HEEBEEICDONT, BHE, IFERE CEILERS TLHERARM CRERLATH
Bk
i) MBTE (AG-1749 DRER, WE5FE. BEROHEEE) PRLTHZCE
iv) Bt (6 b AROERSR) MELNLTVWICE
v) et (ERBRAD L I LSRR CFSERETH 5 C k) PENLTVWET L
® PK. PDO S
EP L AE TRRE L BRSSO PK, JEEMEDOPK, PDERS LR, HRcAE
HENEHRENED o LS > T, Bl L IERBEE 24 CENROIE % Hi
LTh, PKICKERENREVEDOLER bR, ’

II. FMPERFOKEILHDERHESNSEROHEGTICHET IHEESIIEICS
WCEEREE - IRFICEL Y, BTN, EBRICBIDHEOREDNH Y, ZORFYUBIC
| WP ARERRICHVEERSAFTESRZ L

KER CREC B 2 BRREBREERE. ZhThORRSEICOTT 2 R BHFI VW EN.
FORR. WINODEKBN TR EEROBRRIEOZREEZI TV, £k, SEOD
ENIT i1 3 REEFRIBEEREAFICLI S, ERDFIEABEHTT - HERFGHTTSRE
KHE T — 2 OIREC OV THEERTERIR T > IR, ERANOHKET—207) v I» 7
FTRET. REM CREORRBEE HFER & U CEATREL DBS 2B, 72 TREOR
RERRCHWICERZEAFEL, BROREEE A ERRHBICH W,

BE, FEIOFEREREROHRREOERICHBY 2MAEMCOVWTIR. TRI12E5A
FE, HARs7 AR TERESNUFHTELFEAINTNE I 0D, FERRIERIERCS
EHYDENIENH B VA B,
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(BRERDE L)

(2) BatknF L
1) R RERDRHREAR

ENIc B 3 H, REFRESTHAESE OSSR RICHT 2 AG-1749  30mg/ B 5 DR
BEERPF—93ITRLE,

8 A YA HEHTIR T B 0 PUBSIFR FLIC & 2 1ML AR SEE (FAS) I & 283t
773%. BRERFTEFESH HEF) cX2E584.1%T. HEFIFSNHEVDRSE HZ
BEETHIEBEFEOF ©RIPRERRME SN,

IERER T RHCHEA D SN TR RS HABIT L 5l DT, 5 8B/
AG-1749 30mg/HRSC KD, 11JITEIRNLU LOBRENE SN GHITHE. 65ITEH
HiNo
B, SEEBLNICEGHIC X 2 DIEKEE84.1% (74/88) &, AG-1749 OFIE HEERED
WEEAEARICHT 3 BB EEDEHRE.0% (61/67) & {EVRETH 1A, chizs
B DRBR TREREFIN TN VDN S H, REKEBIFIBEFALENSIC LD e EZX AT,

Fh—03 PUBSIKERE (PR R - BEEE5H)

PHORE S | SRTREE | 1 | EE |DSEER BERDN [ R = ® b | HEFEE | F#
75 T 5 2 2 0 6 97
8 % FAS @1 | @5 | 6D ‘
e X .
(gfﬁ] & & Bl 74 5 5 2 2 0 . 88
= (84.1) (89.8) {95.5)
5 B 1 1 1 0 1 15
16 Bi% FAS @ | @y | eo
(m,ﬁ] & & B 5 6 1 1 1 0 . 14
= (35.7) (78.6) (85.7)

B P, () AEEMWERT, FAS | EORMEHTHSIRE. Eaf BT ES
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(BRRDE L)

2) #HSEEE

EADRER, KED2D0DFER ( . ) RUEEORBICDWT, HEgsEd
DHAERZRPN —HITRLT

Hy SEREFHBREREEMRE LRR @ENHRRRTMS9-350) T, RE6HA%
TORMBALDENE 30mg 14 %, 15mgBE30 %. KENZ 30mgH, 15SmgREL BT 28% T
HY. 15mgFHEHEEHTELU LU RETH o7,

i, b —OIHRIZ H RBEARFESIEEE T A WEFOHEIEET D, #5650
AR TORMFEERENImgBE7%. 15mgf19% L Fad2am Bk v X 8iciEl. BIFARETEH
¥ o

Ele, 1EMOBRBILKED b —~@ T 30mgBEH 45 %, 15mgH33%. F—OTik
30mg AEAY10 %, 15mg BN 21 %, HEOHE T 30mg BEA 21 %, 15mg B 34 % LW ho
AER D EVERPERL., AG-1749 DR EIC K 0BT EEADBIRRENERICh D MR
Thie,

#h—94 AG-17T29 DTERBMITREPOBHRE

B4 &% BB EDR o HE RS
# 5 B M
ikl | Bl Kl ey peveren=
H & | Esntoits
s 0mgBE | 22 1(5%) 2 (14%)
15mg#E | 23 2 (9%) 5 (30 %)
" 5 B M
pm | RSEEERERA sw A 0~17R | 1~2hA | 2~34A |3~64H |6~94A [9~127A
(t—@ |EAEOERES % | 5042
ﬁ%fﬁ% 301‘1’18# 49 3( 6%) 5(17%) 4(25%) 1(28 ) 5( %) 1(45 %)
1omg®E | 50 | 7(14%) | 3(20%) | 3(26%3 | 1(28%) | 0(28%) | 2(33%)
# 5 H M
REE | F
L . 0~1%H {1~24A |2~34A |3~64A8 |6~94A |9~124H
(b=@ | ’ 30mgRE | 56 | 102%) [ 3(7%) | 0C7%)| 0 7%) | 1(10%) | 0(10%)
15mg#E | 50 | 40 7%) | 2Q0%) | 4(17%) | 1(199%) | 0C19%) | 1(21%)
% 5 H M
REE | P
5 B |, 0~8%4H 6~124A
(BEERD : 30mght | 75 10 (14%) 5 (21%)
15mg B | 86 16 (19%) 11 (34%)
* H REREFABAE TR OERRUFBAZ ST HFEFLMroERIE. { > NIEN%

EINSBICHN T, BEEROS BEAL ROV TEROEEEINEL U BN
D TAERER b — 95 ICR Ui, REDOEEHE THEFBZ VW LERBRL., #FITIE 30mg B,
15mg B & RMOADHRESH . EREVTNORE SHE (65 BLE) HIEEBE (65
HARED) OERRE FEo T,
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#£b—05 BROSEORBIRITRUERRN (FASlcLZ%Ht. BRZER)

(BRIRODE & 1)

AR OREER
|l B | wsw BRRLO | ERAb0 | WE= (% MR
H &R W & EEERE -
= b w8 M-Hig s B-DiE
0mgH | 13 (92.9) 1{ 11
F B 2 { 286) 5 (714 | 30mgBt 13.6—176 | 30mgHvsFE | P<0.001 [ P=0810
30mg B¢ 6 ( 75.00 2 (2500 | I5mgB¥ 304—209 15mg#ivsFEE | P<<0001 | P=0.354
30 15 P=0315 | P=0515
B\ 4 [iomgsr | 10 (oo | 5 (smp |F F 88078ds | SmgRsiomght
F B 1( 58 17 ( 94.4)
30mg®f | 10 (100.0) 0
F B 1 {143 6 (857) | 30mgPt 136—16.1 | 30mgHvsFE | P<0.001 | P=0.231
30 15mg® | P=0.248 | P=0.429
%% w % [15mgst | 9 (000 | 6 (w0 | 8807878 | mgBivelimg
F B 2 (111 16 ( 88.9)

HFamE, ( ) A%, PR D7 EFUVE
WEFHE; ¢ CMH @ Cochran-Mantel-Haenszel B, M-H | Mantel-Haenszel#5E, B-D ' Breslow-Day &

E bz, BENEBICBWTHERIRGERONBREMROAF— Y58 (Si S) KL ERIL
T R B) 2BREEREH UL (EF—96). AHID 15mg BN T 30mg HOEHRRI, S,
DETIE27.3% (3/11) KU 154% (2/13), S;DETIZ33.3% (4/12) ®RTF11.1% (1/9) T
B, WINOBICBVTE BRRIEG 15mg B K D 30mg HOHMEL &> T, 15mg,
30mg DI L BICS, & S; D THRRICERZ B ONED -,

—H. FPEFVHOBREILS, OB TIES8.2% (15/17), SsDBETIL87.5% (1/8) k.
Si. S DHfF L BICHWBRETH oL, AG-1T49THDIBE & FRRICS, & 5 DRI THERER
IR AN T,

Tk, SEORR TS, DET88% (20/41), S;DETA1.4% (12/29) L FHMT ES DOF
BRRVENKIICHR DI, TS, OB TREEROE VT 7 BF Vo BOTEPS1THITH
D, SDBORBIEERTEh-TizbbELZBENS,

#9686 MISHWERROR F—UEERE

(FAS It & B8, ENER)

St 52
15mg B 27.3% ( 3/1D 333% { 4/12)
30mghE 154% ( 2/13) 1% (/9
F B 88.2% (15/17) 875% (1/ 8
& &f 488% (20/41) 414 % (12/29)

() PRIXERFIE/ M.

F# . . 7727V /8
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(FRRDE &)

3) 15mg & 30mg DERMED L

BhRon B0, ERERICENT30mg BEOEREL 15mgBHC AT 16.8 %EWETH Y.
30mg A7 15mg #F & D & £ { DIEF CHBMFEIZREZRLEC A S, 15mg TRERT 5
30mg ic T IUSHFRSIFIE N BIEFINEFEET A ERITETEAY., TOLSLBEREETY

- REATFIC K2 BRROBEFFREL VBRI FRERE., SRETFLERLOBGERERECT
%5 ATTaEEFMTCEENE 0D, BLDEEFTIOmgHOBFHRIZ 15SmgBEL D &
of, TODTEADL, 15mg THRFREFOEENFRULBEIKE, 9| FRESERDE
RELUTI0mgZRGT 20, BENMELNLBIE., YHBF N L T img3HEmEL LT
F+aTHBCEPHHEL TR L #ERBL T, 30mgZ W THEREEEMRET A 2RE
DEMTHHAEENEZL BN,

- Ehle, ENEBTRETREAT L BR L ORMGEEREICT 25 2 THo5ETREVED
D, 30mg D 15mgi i B HIMERE T Z2EFE H A THET B3 LhiE. 1HEirE©
BIEETERIUEREOBEENNEZ BN,

IBREBMARTOER S BEROAREN R (HEOBAR. LASER Y, JSED 52 B0
MR A HBROBREEEZF —ITITRLT, WIFNOENEHOERLBEEEORVE (I
BOBRARE | 10mm~100mm, LASHE | CXidD. JSEDZHE : 3Xid4) Tld, 15mgHfy
I0mgBEDOHHEBODZE (15mg —30mg) 13294 %~36.3% &, BEFOEVEICHITZERERD
(- 08%~18%) &Db&AEMoR, AIHTIE. LASERTY L—FCXUED LHEER
ZEEBEOLRDEHERERBESADTIND ~30% Y LEHEINTVEA, BERBEITO
HREENC LIS T 2 M HESERIC BT, 15mg & DB 30mgic & BRI ER
THBAHEENRBE N,

#®b—97 BREMETNOCARSEFMRHOBHRE (FASILLDEH BXRRER

30 mg ¥ 15 mg &

2~4mm 0% (o072 0%  (o/ D
———————————————————————— 182% ( 2/11} f——-—~mmm===-| 200% ( 2/10)

BHED 5~9mm 222% (2/ 9 333% (2/6)

mARE 10~19mm |125% ( 1/ 8) 167% (1/ 8
------------------------ 9.1% (1711} F-~---------- 385% ( 5/13)

20~100mm (0% (0/ 3) 571% (4/7)

A 500% ( 1/ 2) 0%  (0/3
------------------------ 9.1% (111 p-m--==2e——--1 83% ( 1/12)

B 0% - (0/ 9 1% (17 9

LA SR

C 250% ( 2/ 8 500% ( 5/10)
———————————————————————— 182% { 2/11) f-----——----- 54.5% ( 6/101)

D 0% (o3 1000% { 1/ 1)
2 154% (2/713) | 154 % ( 2/13) |167% (€ 2/12) [ 16.7% ( 2/12)

JSED 43 3 125% (1/ 8 400% ( 4/10)
------------------------ 111% (17 9) p—--——-nmmee-| 455% ( 5/11)

4 0% (0/ D 100.0% ( 1/ 1

() RETERDS/AHER2

13 oY 8 AoHENR. 2) AEREMESOE 9%
3) BEFE b 72, L AHR. 83— 94, HHEE (1998)
4) HbfEkiah  EEdSRE I 720 ~NVAHRR, 1—12, BT (1998)
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4) HABRTERDFH

(BRDOE L)

KED 2HBRIC BN T, HERFEREICAG- 1T RE XN, HREEKTERO3 A AROMEEE
2 kBB (REETRID KBITUREROS B, ARSREIC THEOEERNEEIA
7o 14561 (h—@H88f, + —@H 574 IKDWT. B OBEREEEF —98ITRLK,

RGETHRPCBI B HABI F -5 52% (16/88), F—@A67% (38/57) THY. W
AR & B PR L DSEFITERN R DN, B, HRABETHEIESE TS5 5 M89-350 DFE
B, H BEEEHAEGE CRAEVEIRFRNE ST b —OOERIc N TEROHIEAE
s D, KO RBICERNSBEHENT,

MEDEK Sk, #E5R FBATHS 30 AMOEREROBHHMCB S THROBE I NI
FiH e, &b OEFI BT AEE OHRNE DM RAI RIERN £ 22 b,

#h-os EHRKTHROFHR RERTRIACEH 2EREEN

‘EME THRITC BT S =3 45
ey | mem | B & HROEE REH T HIARISERO HED

& L b b 0ELA | 31~60A | 61 AL

432 22 21 6 10 5

30mg B 2% 0 2 1 1 ]
45 (100} | 22 (49) 23 (51) 7 (i8) 11 (24) 5 (11)

37 18 19 9 4 6

5’:_ 15mg# | 6 2 1 2 1 1
43 (100) | 20 (47) | 23 (53) 11 (286) 5 {(12) 7 {18)

80 40 40 15 14 11

& B 8 2 6 3 2 1
88 (100) | 42 (48) 46 (52) 18 (20) 16 (18) 12 (14}

23 6 17 12 3 2

0mgHE | 6 o 6 4 2 0
29 (100) 6 (21) 23 (79) 16 (55) 5 (17 2 (7

26 12 14 11 2 1

T_g 15mg B 2 1 1 1 ] 0
28 (100) | 13 (48) 15 (54) 12 (43} 2(D 1(4

49 18 3 23 5 3

& B 8 1 7 5 2 0
57 (100) [ 19 (33) 38 (67) 28 (49) 7 (12 3(5)

B, () HE%

1) BRBONSE F T . REEEHAERE ¢ B Fsfl e 524, F—@ T H 25844

AR L Ul
2) LB ARG L TIRER THRIBABITUIERE CUT 15mgh. AFMEAT)

3) TR BEHRHEBRELEN A-FVEBROAG-1719 30mg/HBEIZ X DIERIL., U

WEAAZN, EHEETRETERPR NG o B CUF 15me B, S3HESRAL)
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(BROE L D)

(3) RefnELsH
AG-1749 DERBRBERICHT 2 1 § E TORRBRFICB W T, BXREDIRBROZ SR
MR EEHT 4594 (30mgRF 2240, 15mgBE2356) TH Y. ThEDEFlICDNTELED
LTI L .
EHiT, AG-1TODREHMA 1 EEBIBHTOREBICONT, XEFEER L L IcTHm~A
TV, ZORRETLZRL .
1) BftEMEITER

AG-17491C & ZHEFHRE IS REIR U - 1R E 8RO B AR GRESEL 0 HRBERIPE
ETEAVHEER #FRF—99ICRUE (FRMEGHSBEENLEOESHIHEREROE
FHEE F— 149K LI, 224, 225D, '

SR AEIER I 3 ME &b 7 RO T 30mg # 224 Fr 38 (17.0%). 15mg
BE23s Bl 326 (13.6%) ZIZERUREKTH -,

ZE, AEF TR, HABHMSE RS FEASD - NE CEMBENEE T ORRER 7
ORBENE D - e BALAEDOLBICOWTIE. BN THRANEARDS DR ol b B EE
PR3 T B IZePRIBDERS A, HMRENEIEA ORIRRERIEFHEIR F — 1001 R LIt LB
D, NEOHER CIIHEREIFIA 180 BLINO & O 15mg BECIZ 55451 474 (85 %), 30mgBF
TixaTHH 41 B7%) THO, ENOHEBRIFAE LA 6 hALMICIZE A DL DHEEBL
Tz,

NERBRTRWERAA S -7t BHO—D L UT, AERRHEASENS L. i, SBRIER
L RN L BHERSHIRLA 180 B LIBICHIR U RIVER S IEMBII PRV OOMEE AT
BT EREFENS,

N5 DEANTRIG E N BERRERRCREOHERREEOBREEIFBEZ T, &
EER LOFROBERAOEZEE L,

2) BFEREEOEEES
AG-1749 OREREIC B 2 BRREROBEEH LR ERANCE b — 1011SR L,
FRBEBROTE TEEVERREEOREZTHE. OXEIHESDR AR OEN TR
30mg B 224 Flic BT 31 H1 (13.8 %), 15mgHE235 FlicIBNT 41 H (17.4%) THO, FIEHE
CRERTH o . TAERREEEEZEEGOT. GPT. y-GIP4 ¥ O EEMREED LR
BOANETEVE AT 7 Uy MEDRDERETSHD, BRENETRELERENEH SN
o,
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£ F—99 AG-17490HESHEEDICHIE L- ShEMNEIEER 01

(EERDE L)

B o5 30mgBE 15mg #¥
# oEv f oED
bl s
H BORF D menmoan | © [ B RV mesmonn | T
i i 54 25 189 224 26 209 235
¥ R OE # #| 2080 36 (18.1) AT, 207D 30 (14.4) 32 (13.6)
_%ﬁgﬁ#} ____________ 1 _(_ 40 | 6(30) 7 201D 6(29 8
FLE—ES 1(05 1
of 7 L TR 1(0.5) 1
& [t 1{ 05 1
- 2(10) 2 3¢ 1.4) 3
FBRUR 105 1
7 & 1{40) 1
& mE EH 1(38) 1
ROTR 1(38) 1
B ¥ 1(05 1
B 1005 1
S HE 1{ 05 1
Tlsmnmm - | L o | 0 0 1(0.5) 1
| mEE 1(05) 1
f@ﬁ#} __________ 1(40 25 (12.6) 26 0 25 (12.0) 25
B M 3(14) 3
T # 15( 7.5 15 8(38 8
THIOHE 1(4.0) 1
;- I~ 2( 10 2
7 O B 2(10) 2
‘ =3P 1{ 05 1
It Barrett B 1(0.5) 1
" O# 2(10) 2
ge HETRR 2010 2
# B 105 1 105 1
2 HEEREY 2(1.0) 2 2(1.48 3
T m 105 1
LR 2(1m 2
B 1(05) 1
BIERREREE 1{05 1
ERS 1(0.3) 1
HEREE 1¢ 05} 1
gg FIR{EH 0 1(05) 1 0 0 0
% | R 1(05) 1
i | FEREE 0 0 0 o 1¢05) 1
| ek 105 1
i | BERR ] 1(05) 1 0 105 1
E TR 105 1
| B 1( 0.:5) 1
" FER 0 3¢ 15 3 0 4019 4
P g L 1(0.5) 1
7 | HEV 2010 2 2( 10 2
i IR 1(05) 1 1{05) 1

b, () PiE%
1) MR A 6 A, ABF1EMTHES

2)

B A Y & DR

3) EREOMEERIERY—F
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Fh—99 AG-1749 DMRSEEDICHIA L BHEMEIER Zoh2

(BROZ L)

#® 5 B 30mgi#E 15mg ¥
o@D A oED
) ) 2
= BOLR R amesmnan | T OB | B R | wmenmoamn | © O
E il i # 25 189 224 26 200 235
¥ R OE # #®| zeD 36 (18.1) BATO | 201D 30 (14.4) 32 (13.8)
FERAEM L 2 _( _1.0) 2 0 2( 1.0 2
,‘;{f R B 1( 05) 1
au | FUtRR 1005 1
# | [E =i 1{05) 1
b | 1( 05} 1
& B S . L o | 0| o 40 1.9 4
W R = 1{0.5) 1
# ® B 1(05) 1
| semE s 2( 1.0 2
;%ﬁﬁiiik ____________ o1 3(15) 3 0 3(14 3
i | FLEAEA 1005 1
E B 1€ 05 1
7| I R 1{ 05 1
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