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The present invention relates to a new process for preparing a heterocycle derivative compound of the
following Formula [; a new intermediate compound used in the above process; a composition for the
treatment or prevention of hyperuricemia, gout disease, nephritis, chronic renal failure, nephrolithiasis,
uremia, urolithiasis, or a disease associated with uric acid, which comprises the compound of Formula I at
a dose of greater than 2 mg to 10 mg or less and is orally administered once daily; and a new hydrochloride

1.5 hydrate (sesquihydrate) of the compound of Formula I:



1837089
TW 1837089 B

1B EREAE

Meas, data:UR-1102-01/Data 1 ~——

2.0e+004

1.5e+004-

¥ (cps)

1.0e+004+ '*

5.0e+003~ . ‘
Ahitilys 1 Lt [ "l
. T

0.0e+000 . ’ !
7 T ¥
10 20 30 40 50

60

26 (%)

[ 5540 ]

HeE K




1837089

wE A

5% B 18 B

[ZHARE] (PX/HEX)
HEERTELSEMZITE  BEZLEUZIERY
KZAEEDMZKEY
PROCESS FOR PREPARING HETEROCYCLE
DERIVATIVE COMPOUNDS, COMPOSITIONS
COMPRISING THE COMPOUNDS AND
HYDRATES OF THE COMPOUNDS

[ 3]
AZHGEREER TN 2R RTELEDORT

A EMBGATERANFTEBLEY ) —BEARBRH

A ERRMOE - BRE BX BEERE F&A -

REE - REEXBRRBEFRNRERZERY > ZHRY

BEANILECEY  DEEAR 2 mg £ 10 mg EE -

BH-RORGE: RHFNATILEWZERE 1.5 Ks

M(EEKED)
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[ 3]

The present invention relates to a new process for
preparing a heterocycle derivative compound of the
following Formula I; a new intermediate compound used in

the above process; a composition for the treatment or

- prevention of hyperuricemia, gout disease, nephritis,

chronic renal failure, nephrolithiasis, uremia, urolithiasis,
or a disease associated with uric acid, which comprises the
compound of Formula I at a dose of greater than 2 mg to 10
mg or less and is orally administered once daily; and a new
hydrochloride 1.5 hydrate (sesquihydrate) of the compound

of Formula I:

98115 2



1837089

[(R&EE]
[AEmERRE] (& (4 ) B -
[(AREEBZHHRBERH] © & -

[FEZEFLEAR FRAEEEREHEFHOLEEX]
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ZH B AR E

(FHBEEEX -EBF  FBOEEESH )

[RHLB) (FHX/FEX)

BB A LEMZIE QEZLEUZERY

REILEWZKEN

PROCESS FOR PREPARING HETEROCYCLE

DERIVATIVE COMPOUNDS, COMPOSITIONS

COMPRISING THE COMPOUNDS AND

HYDRATES OF THE COMPOUNDS
EEEED

[0001)] AHZESERHETHRI 2 HBITELS
MW A P AR E AR PEE LY — B
RGRXENERBENE - BEE - 8% - BETHE -
BEE REE ROERARBEWNNEBRZERY
ZERMEERI LS UEEAR 2 mgE 10 mg
RBE - B —RORLE: RFONR LN ERE
1.5 K&m(EEKEY) |

[ 5% Fi £ 7 ]
[0002])] HARTAREGEKAN & KM E X FEEDH
HFLEFRAEE(Benzbromarone) > X EKEERAEEAE
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ARBEETEEEZEAG 1 (hWURATL)AN GG M4 8 5k K K&
Bl > AR AEEE (Probenecid) & % b5 W
(Sulfinpyrazone) - ZA1fj * BLEEY$H URATI FEH
EHNEE - BB FEEEEF S FAREHANERE -
REEEFRNHARER P450(CYP450)E H FH 2C9
EOEFABROAHHIEMEALEFEYHELFERNTRE
H-BHHR(GSH)REPRERECLERERERHYDN
B [Dermot F. McGinnity et al., Drug
Metabolism and Disposition, 33, pl700-1707
(2005)] -

[0003])] HxE HWEFXFAREEEFHELERKREERE
HFEMtrEMERZE(Benziodarone) ~ K [&
(Benzarone) R g Bt fi(Amiodarone) 2 2 ¥ & 18 B (U

HEHREERE > FUFEBERTFEETSE SZNILETHKE B

HRERUKHFEENAIEFEANMEE -l GEEAEL

RETEERAEEE2YNBZ Z2H T - BEI{EHFE 4% &
HE tEBRESREETRE-—ERE(CER)ERS
sl EE N EBEHERFE—EEALAEEHEDN
ZY[Hautekeete M. L., et al., Liver, 15, p25-29
(1995); Makoto Arai, et al., Journal of
Gastroenterology and Hepatology 17, p625-626
(2002); Saitama Medical College Magazine, 30,
pl187-194 (2003); Priska Kaufmann,; et al.,

HEPATOLOGY, 41, p925-935 (2005)] -
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[0004) EFA/EHELAEE WO 2009/145456
(C&C Research Laboratories)iBE F5|[X 1] s
aELey  HONEBREMA3,5-THR-4-BER
H)-(2,3-ZH-4H-BEEIH[4,3-b][1, 4]0 -4-%)-F
M(E&Y 4)

[0005 )
[ I]
Y
Ry 17
R  N_ Rs
Xa., A~~~ R7
Ry XT Y07 g,
Rs

[0006] EFIA{EIR&ABIS WO 2000/145456 18
EHERES hbURATI EHUHE > LHERISTELLSE
MEHANREREFEHEELD 1(hURAT1)E RS JJHIH
EE - MALERFARBEBRKMNERE  BEBNTES R E
BEAHE - THEZLeWAEREHBEERE P450
(CYPASOYNEYHEER ErEEHEREREFEEEH
BHEEE  BEEBRafBEAAHZENE  RTETRH
EANEYFHHIE TEAEEHERESEDERFEENH
DlEaRSESREMLE - SHERBEEBEX - EEFEE
HHEX - EEAEREGH)  BEEER  TX - 18H
BERERB B4 LO0 REBEE ROERFEMHEEM P REE
M HFERLSMEE FImELER - DIEE - 8
MREE(LRE ~ BEFESE  ImEER - BERR RS mE -

98115 ' 3
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[0007) Bl ESCH R ik BT &4 %N
3.75 mg/kg ~ 7.5 mg/kg B 15 mg/kg DR FTHE
B (Cebus monkeys) WS By - i L ELMBHMLR
ERNAEYBEEE CMOEYR 15mg B 60mg »
MAEERNEHET BFEENERES AN .

[0008) F& > ZLMBBEHEE LY BHREN
R B R H OB M - 1F BT R SU B A P 8L O IR 40 55 T 1Y
8w A R

[0009) B4k > ERBERERBBEHE SN
Eo LMY AHBERER I BERE AN TE A
B (1) BAETR VIIEEWHEE TR X Lo
W RBEEFRER X LEMETR IX a1 K IEmGEE
T VIII L& » RESAM > BTD VI EEWER
IX {b& ¥ 8 Mitsunobu REMBE R VIII{E& % (2)
BILFER VI EEUTAE TR IVEEY: ZG) &
FHERIVIEAYRE TR I e WOkEa K E

[0010])
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[o011) AW ELAHEEFTEFSINFERZ
M IVIEEHLTEY T EFUTEEN 3.4-28&
-2H-MEUEF[4,3-bI[14]REHITEMERBERZE >
MEREERELERTEEXRBEERNEE CRENM

o P ESTARNAFERIINEERGLELERE -

FTA R BERN AMEBELEE -

:H
%

[0012)] BE > BETHEHEZ 3,5-2R-4-HE
E-XABEEGLEMNGETETNER(R I &
e GREEROEBEME 3,5-2R-4-F G 5% 5B
BEH -k AR IVINEESFEMERIR [I11{E
MBS A B EELEFEESENTESE REEE—BES
B /L B TE W REME R U5 0% -
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[0013])] E=EEFEFABS US 2007-0010670 A1l
(Japan Tobacco Inc.)@E THZBEH T EMEEDH
EERERBODE BRESRERN  KkBEZLEYH
RSN

[ZHAE]

[ A & 2R By R ]

o foo014) a1 BBETEILEYNEELTERES
FIERTHEZEHLTEY 2 BEHEE £ 0 85K EE
MEEEZHRENHE R ERBEWHITEYE 3,5-24
A-HRE-FHABESNERKRETELEELTHE TS
ZERNEENSS—EHE BRA-((RBEEFE—ED
BEEREIINGELELIEREIREET  HEZHETEL
HBBHZTR  FIUFTERARKREBELEE K TEBRR
I

MATE HEFBERALABWOTEYN L ER AN ZHE

98115 6
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B WERENRGREQTEERETEE o &R
b B 5 B R IR B R K R

(0015] T RS EEBEEMMWEH AT E
e AT Sy -

[0016)] T ABEWSEME—EEHRBER
EHRARBLE - BEE BX BEEEE - BFEE -
REE REEXRARBEWORRZERY  ZERY
BERICEYRAER L THEIOBNLKEYIERS
MRS > MR T WM BEERT  MERAR 2 mg 5
10 mg REE > AUESE—ROREE - |

(0017)] B% ASWEERLFENR 5D
ZEBE 1.5 KEMUEEKED) -

EEGET T2 S
[0018] ASHREMBETIR I £EYREE

LA EZNENRERKEYNTE  BEBRERETIA

INTEEMETIHKIVESY

[0019] Hf R EGHE=ZTEHKE(Boc) -
[0020] E#AZFNAERBHF WHETXITILED
HEZRB_S=_TERUMEKETSI X 1LY -

98115 7
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[0021) HASHEWEBAT  FRBEX 1S
MO T ETEETISE: (1) FRX I EWER IV
LEYRERSER VLAY Q) EBEE T BExX V
LEYHEBEEMESIR IESYWE & (3) ZERIT
CEMHNBRBRKE AEHHABEE

[0022] EAXAZHNEEBA T » LEFE(L)K(2)
AERRKALREWET -

[0023] EAXRFHNE-—EAEBH T > EAHRK 1T
e REAXNINNEEYNTE R EBRIFE(1)R2)H
fERIRA R EMET -

[0024] EXZHNS—EHAEBHF  £3,4-2&
-2H-MEBEH[4,3-b][1 4]EHBEZBRPHNEABKRIET

98115 8
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B X IVEEY -
[0025)] AHHFREHTRINI ZHHBLEY

[0026)] HHF R B&HE Boc -
[0027] BEHE FAHHERTIHAXIVZIHEBILEE

[0028] AHHITRME -—BEANERXHEGSRE
MmE~-FBRE BX RBUHEEER -TF&F REE R
BENRERBREENERBEZARY 28Ry aER
] EEREBE LT RTNEREKEWIEREERS
AT iFmemst  EARKN 2 mg £ 10 mg
ENEE > HUEH - ROK4&EEE -

[0029])] A#HHANFEHRAXNILEYHRAEEE -7 #
THENEKEDNREER  ARAERKEN S KREMDE
BEE BX BEFER TF&0 REE RAEER
BRBEMNER HEFFLEX I e RHEEE F#
SHNBEREKSUBUERATLEYOFRR - AR
2 mg £ 10 mgRBBEZEE B -—ROREE -

98115 9
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[0030) ABETARE—EANABERENSRE
TERBOE  ERE - EFX - - BUHEERE - BEE R
BE REERERBEMNERZ L GEEH X
OREEALEENSREA I LAY EEE L THD
MEREKEY UK I e ERRgs > BERAR
2 mg F 10 mg BAE -

[0031) EAXAFHWEBAT R ILEaynNEE
ENGCEYREER > TURE3 mgE 8 mg -

[0032) EABHEHWEBEH T R I{E2WTUE
RIEEYNEBERE 1.5 KEWUEELKEWHE
j—:to

[0033) ABHABRERX ‘LAY ZEBE 1.5 K
S (EEKEY) -

[0034] HEAZFHWARMADT R I LAY HER

HB15SKEDTETIHR XHEHEH(XRD) ST HH

20(two-theta)fir B B 45 B & :
11.48°:t0.5°‘24.11°i0.5°‘24.76°:b0.5°‘
27.99° £ 0.5°~31.43° £ 0.5°~34.20° £ 0.5° >
[0035] EAXZBHNERHP XTI ILLEaYIHER
B 1.5 KeEYTE-FETIHR X HEEHEH(XRD)
AT E 20(two-theta){r B B R 5 # 1&
6.89° £ 0.5°-~17.61° % 0.5°+21.42° %+ 0.5° -
23.27° £ 0.5° o
[0036] AFHFEEHUEX ILEYZEHRE

98115 10
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1.5 KEMWH% BEER LY EZB - B8 AR
W R 7B R FE T Y AR S

[0037] 7 &85 K424 5B Ak O R 46 26 A A9 B8 B 4
R EAER I CEWZBEBE 1.5 Kay

[0038) HAZHWEBY & - RBEERY T L
BB R -

[ 55 2 T3]

[0039)] MEAZHIARNER I HBITELE
MM T AR E T A FFE HBr ("SR BE
CHBO MR A BMAER &Y MW AEERTEBRR
EHEREEREONE ARHN T ETEHAFEET
BRI 3,5-TR-4-FEE-FERHS  MMAE
EHFEERNEENER TN —ERE Bl £
BHO T EARRESS B EAGLESBUER  BAA
B 3 8 B M B R B A

[0040)] B HEBEABHONLESTER LB
EEWHUAR 2 ng B 10 mg RBEZHEFSH — RO
B CAHEREVERBOE - BERE - BX - 814
THEE BEL REE ROERERBABMERL
R E B2 B o 3B /NB B fE P Y T AR A

[0041] B £AOR (AW EHEmNE
BREE MERRREREEEORLEALNEEE
ME e REABHOR AW ZEEBE 1.5 K& YA
EEME LERERER ORGSR (SRR

98115 11
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% 5
CEA L AP

[0042]) Z 1 BERRBEFSHEEHEH | P HE
9 3,4- & -2H-HEBEF[4,3-b][1,4]E Y HBr B(Z &
WESE - 2HB1)H NMR %% -

[0043]) 2 EERBBERSHEEHL | b aH
N 3,4-_&-2H-0EBEFF[4,3-b][1,4]1EF HBr &
(2HBr) B E(TG)/ REMDM(DTA)E R -

[0044])] E3EERBELASHEETHEN 2 P HE
B I B &M E NMR 8

[0045) E 4 EEREEASHEEHH 3 h oM
MR I ERE 1.5 KSWHTH K X 5855
(XRD) 5y #f & & -

[0046]) %5 5 BE R 3,4-Z @& -2H-0L5 3
[4,3-b][1,4]BEUFRR B @A NMR 3 -

[0047] 2% 6 B&ENR 3,4-Z"&-2H-TLIEH
[4,3-b]1[1, 41 HREE®MN TG/DTA &£ -

[0048) %5 7 B &R 3,4-Z&-2H-0L0E 3
[4,3-b][1,4]1 U BB XA NMR 5 -

[0049]) %5 8 BIE R 3,4- =& -2H-H5E 3
[4,3-b][1, 4] B @@ E XY TG/DTA &£ -

[0050) HOBEARRILAYZEBERBHE
W()RMBEEAFENR LAY EBE 1.5 K&W(b)
B A R X B 42 65 55 (XRD) 4 7 65 5 -

98115 12
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[0051] FI0EEARAKILEYIHEBREEABE
W(HRBEFSHNRX LY EHBE 1.5 K&W(b)
N TG/DTA &8 -

[0052] FE11EEBERIAILLEYZEBREEAEE
() RMREBEAZHN A ICLEMZHEBRE 1.5 K& (b)
HY 0/ R Bl 4R -

[0053])] F12EBETAHEBELAZHNAXNILEYZE
BRE LIS KEYHENEELEYZEREFRAHEWHELER
HBRBE -

[0054])] E 13 EFBERMUEEZ(0.25 mg 0.5 mg"
1l mg)R 2 mg BIBEERBAZTHENXN IR - @I
BRBEMAR 5.0 mg/dL (AR EEZEBT 2RI ER
BREMRI 6.0 mg/dL(EM)MNEBEEET K -

[0055] H I4BEEBERUFMERGEESTETNE &

(3 mg> 5 mg- 7 mg 10mg)ETFTHRELAZHIEX I 1E

EYE > MBERBBEMRKN 5.0 ng/dL (AN EEZH S
LRMERBEMBER 6.0 me/dL(EBNEZE S -
[EHHR]

[0056] T MESGERFESH -

[0057]

WER I LAY HERKEWHH®

EEPGARR LY REBE L TEINER
KEWMEREFE BEETRX I EEYERTR IV 4L
EMETBERIE

98115 13
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[0058]
[KIEE 1]

[0059] HHF R BHEH=E Boc -

[0060] EHEH - K@AmMERXIIILEYP > X
EZAEEWENXIVIEEY 3,4-_&-2H-LIEFH
[4,3-b][1,4]BHEHBr B(2HB)ETHERE -EFR R
THEBLEYETREEMSIE A 1IEY > BI(3,5-=
R-4-MAERE)(2,3- 2§ -4H-MBEFH[4,3-b][1,4]0E
Mh-4-FH)-FHEREBE AT HEINE -

[0061] EAZHNEROAFT AR THIIAEEY
BB _E=2TEEMEREMSERX III(EE&Y :

[0062)]

[RFERE 2]

[0063] A&l MEABIMERKESR+  RAER
BEAmAITZ 3,5-2R-4- BREXFRE - RN _KRE Z 5
ZTEREADRELR  ETKEGDFEAXIIILEEY -

[0064] HKITIEY BI3,5-2R-4-BEFXKHE,

98115 14
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R RERAGEBME > LTS %E 8% T8 E
R RRBA TR LS -

[0065) T B — & 8 X I 34 F & & FI 69 4F 18
Fam - BRANBREEAAE  EFER  BRESHEY
—ZB - NERE CABECHE  1L2-HEEZE
CHCO RS CEABEOE FE- O CRES
LS EAE N R T B DEER1,2-28&
IS REAMEARE 2R ERE SSTES
EEAERAZEIE ZBEE - ZBTES REK
AEHENOFRE N N-“FEEEE N,N-ZFEZ BB
CEEEZBE%S - ORTEARE R E Y 2 EEE R
o Bl - U4 Wk B B B TE -

[0066] ELEM » # 04 %W (THF) 5 i1 E K 18 2
o RBEREFRMR I EW(E 3,5 - 28 4-0E%
M) LEMN BB CES TR R RS E TR
b M AT R ETI A B R I (L& T4 25 % 30 CoRE »
MK 1T 3 N R RRE -

[0067) FiAR I LAYEFEZETHB MM
LW - il ASHFEE TR IS :

[0068)] Hf R HE&H 5 Boc °

98115 15
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[0069) MEAXAFHHEAI LYW T EZTEE

IElEZR &
(1) ERIITEEWEXNIVIEEGYRENERE K V
EEY

2) EBRFET HEXAVIEEVEBREMSE A I
IEEYHE @ &k |

(3) EXNICeYNERBRE RERBHEEK
FE :

[0070]

[ FEE 3]

[0071])] HF R E&K I Boc -

[0072)] GEASBHEBE D &5E()ZH &
kTR S AEER I LAY E " RBE B TER
W RS R - EEER T TENTREE SR 2N
R Tk

[0073])

98115 16
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[ 5 FE Bl 4]

[0074] HF R B&I Boc -

[0075]) EXZHNEBO P » EHIE(L)R2)
W] 1E B IR i K BB T M AT o

[0076] HEAZHNERBHG X II{ELEYFE
RINIEEYHWEES R  RERFEB(I)KQ)TERR
fr ZHEm &ET -

{0077) WMHERFUKE"BEEE—ERES S ET
BEENIEERE LA “—im(one-pot) K E” - RI X
EREEREN  BBEEAEARELEE REEBEMSFILAE
TRE(T—E)KRE MAFTETHEB LAY 7EED E
& (vl -

[0078] DITHESFMAMBHRELT X -

FEBA): BEXINNIEEWEAXIVIEGYRETRS
AR VIEEY

BwmAamEaXN I EHT - EZEEWEAX IV L
EY(R1 > 3,4- & -2H-LEH[4,3-b][1,4]E B HBr
B(ZsREEHE > 2HBr))KE -

98115 17
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[0079) RETHEANBNENLOEERBEN=
ZoBE o~ MEUE - 4- B R ALUE - 4- IS - URDE - N-
FERES  heBERELYELOERALE - &L -
GELE  CELESE B BEILYH OGN - G1L
FE S BSBEHRBEEORBN HRE - BRES K
BeBHBREHENHRREHN  BRENS  RBHE -
= Z R BOE N I K RE -

[0080) EfE# > ¥ = ZBRENBEREZRD » &
"B 3,4- _ &G -2H-MEgFH[4,3-b][1,4]EEHBr B
(2HBr) (Bl » R IV)FAMEKERES - BREZKRE
25 B30CTBEBHYSET /NG - TRTRNE T
B o LR > BIE 25 F 30°C 38 R G IR I
BE(2,6-"38-4-(1,2,3,4-T0%&-1,7-150-1-8E)%E
E)VRBE=TE HEARX Viawy -

[0081]

FERQ) EBRFETER VIEAWABRERS S
RILCEAYWHSE

BEREMESAR VAW - (2,6-238
~4-(1,2,3,4-T08-1,7-T60E-1-BE)EE)BBRE=T
BHREST  YEBREFETELXRAYE ERSH
(3,5-"R-4-REFHE)2,3--8-4H-mLng 3¢
[4,3-b][1,4180f-4-5)- 5 B8 -

[0082) RETHEANBNEN L MEBENE
B - Bilg o BIEE MR EOANE  SMEBE SRR

98115 18
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Ll ZRIBEK=8 28 -
EEMR - -BEREE MERE
CREMEEERE  EBREEA

WEGE - FEB - EEE
HEBEE - FFEE 4
MR RSB - KRR ES -
ik K FE -

[0083)] RECEANENEMALLEE 28 -
ERE FSSTES NMERAESERAREERIE -

[0084) FEEHM » WREKWEE 25 FE30C 2 HEE
AMEEERX VIAEESWE > (2,6-238-4-(1,2,3,4-11
H-1,7-E0E-1-BE)KRE)RBE=TE)NRES T
REFEASCTREGCBEBRMBEER - ¥KIEXR S
2] 25 BE30CUBHBEN 1E 2 I\ - £ 25 F 30CKE
REANEREARTLE—SBEY 1 NE  RAEER
FEBRAAE 20 F 25°C « B 5 5 88 3 85 05 T 2 5
(3,5-Z3R-4-MAFEHE)(2,3- & -4H-UL0EH

% %%%
Eﬂn}

E

S

%#

B

[4,3-b][1,4]08M-4-5) H FH B B 88

[0085])

RO AEATI LAYV EERKER T HE
KREMEERA1{LEY

BAKRMELZFAIRES > EH(3,5-2HR-4-8E
KE)(2,3-Z&-4H-MEBEH[4,3-b][1,4]0EH-4-F)F
FNWERNMERER D RABMIEHNLEKIE - 8 IEAT
mBEBMEIEXI(Layw > (3,5-2R-4-FBEX
2,3- "% -4H-HIEH[4,3-b][1,4]FEf-4-£)-H

=1

%mﬂtcua

98115 19
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[0086)] REDEAMNBNENSSERBEDN=
ZRgE - UELE - 4-FERREMENE - 4-HEUWEH - IRLE - N-
FERNE MmMeBffLtYFELEELE  S&KEH -
RELF SEEHFEF BEBaLYWHEUE/LH - €1
WE BB BEBEAOREN  RESH - REHREE K
BmEBKBREBEENRERN  RESRFE S RBRHA -
SARACNEE AR IE K IE -

[0087] REFHANEKENEN LS EMKEZEUE

B~ Gilg - W B -EREK - EHEE AHkEE
MELE - FE - EEK 2 ZSZBEXN=ZAZIEK
HEERE FREK - 1K ERE BXRKEE S KEHKHE

WHEEE  FTER HFEXEBRNEER  -BHEREA
7 B RE -

{o00883]) N ERM B KAMEBLZFNKESF -
WH 25 ZE30CHLAMPEC2)TRHEA(3,5-ZR-4-
ERE)2,3-ZF-4H-HEH[4,3-b][1,4]ELE-4-5)
FHERGEANERES T REBSREBZRE 25 £ 30
CEEHEL 15 o0& - R25E30CERAME KA KE
WEZpHE 100 - BEREBRR LWERER BILB
ZERMEREBES T MUBHIL2EKE N 20 2 25T
ARIMEBBKXKEREEPHE6.4E 6.7 - BEFRBEE
BHE(3,5-2ZR-4-BEFHE)(2,3-Z&-4H-HLIE I
[4,3-b][1,4]0E0f-4-F)-FHE > X ILEY -

[0089])] WETIIHEXEM T EHMAMFEHAL L

98115 20
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e BEXN IILEDHITE -
[0090]
HEXIVIEEUNEE
EAZSHNWERBS G  TREEHE LT ELEEAX IV L
B REHETEAEEME 3, 4-2"&-2H-TLEFHF
[4,3-b][14]BHBEELBTHNEBRENT R -
[0091] EAXZXHHNS—EERHT > JxEH T
TREEANIVIESEY

[ FEE 5]
~ POCly EZHPE N S Fe, NG
EADMF K3CO3, DMF ' ’\E’ ‘29 ACN.

H 2HBr

33% HBrAJACOHEE (I ]
e

[0092] EHfsHh » EABEHETEMT - (1) HEEE
& A ?(phosphoryloxy chloride)iRIE 4~ &-
WEMIERMEE 4-F-3-HEMLIE -

(2) BRLBABRREFRNINE 4-8-3-HEMLE
P EE 2-((3-HEUE-4-B)EE)ZBFE -

(3) BEALHE(NH,CL)REF(Fe) RIME 2-((3-8 &
ErE-4-FB)EEF)ZBRFETMSE 2H- L% H
[4,3-b][1,4]EHE-3(4H)-F - |

(4) BELEE(LIAIH, » LAH)RINE 2 H- 0 0E 34
[4,3-b][1, 4] -3(4H)-FEPMSE 3,4-2&-2H-

98115 21



1837089

W E E[4,3-b1[1,4] B0 -

(5) BRBOZBERBNE 3,4- 6 -2H- 115 3
[4,3-DT[1,4] B0 ch T M & B 5] 3,4- = 4,-2H- 1 1% 3
[4,3-b][1,4]EHHBr W(2HBr) » HBERX IVIEEY -

[0093] Fibl - AZBHAEETRIVIFETHEE
L&y

[0094) W7 T 51T 15 % i B b 56 40 b 30 09 41 &
BRIV B LEY N % -

[0095]

RKRI‘AWNAER

BE ASBEGEW—EARGERENSREMLE -
BEE B BUESSRE - -BEE REE REEN
HRBENNER2EEARY  ZREERYEERI
EEVRABE L THEZNERELKREYIEREERS -
DR I FERst MERAR 2 mg 10 mg
HBE REH N ORBE -

[0096] B  ASWHBRERAILEYREEEL
AESMBERNEKCYNEAR E4ARNLAERENER
B - BEE  BX - BUEETERE BEE REE -
REAERERBEMOER  HbFfak ey E
BETESNEREK ST RERS 1 (LS W &
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PEARR 2 mgZ 10 mg R EZHE - S5 -ROKES

=

7het

P

[0007] B ARHBE—EARBEREY S
RE>ERBOE - BEE B BEEEE BEE -
REE REERERBEWNERY HE  AEEH—
RORETELBEENSHER LAY RLEE LT
SHEREKEY  RERK I GCAUNGERE W25
KH 2 mg % 10 mg HEBE «

[0098) HASHMERI D - {FREERSTE
ENBEARY  HRBRTEATOHR ILSY  TUREL
ME LT ETNEREKEHER -

[0090) B8 b o /S ay e ol & & i 5 6 7 Bk 19
MR ELBEREAEE LTRSS YRR TNED

¥

BRNp B8 — ol > mARERE AR - B - BB - BEEE -
SRR SUMBRE FERREZENECR -FR -EZEK

o

L ZRIBH =R - GEERE - XHEB - A% -
EER - BRESE REBRELDFRER - XBEE - HF
%ﬁ%ﬁ%ﬁ%%@ﬁ@@ﬁ%%w%ﬁ%%&%%°
A P ESHERNBNERG LAR S ERERITEDRR
BEREMTEVY I RWEREANEMBR BT RNE - BE >
KEVATEEEKEY —KEW 1.5 KEW(EE
KEY) - ZKEY - -ZKaWE -

[o100] At BELFTHSNETUNESE®RE
RAKEWEUZE 1.5 K&W -

>
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[0101) ERELFROIREERES - HER
RETHREREREFEICEXNFRIREELE RS
MMEFRBEESREE(BM% 7~8mg/dl» Zt 6 mg/dl)
BRIl - RN REBEELABSIRBHELERE BREREE
LEEHERSENMTRE(SHE 7~8 mg/dl > 2k 6
mg/dl) - REGETIBELEFEBREMT UM R
% HERREBEEETHNAEA)HRGEENIA - &
B BRNRAELRSERNERELS S  BRHGEERIE
RRER ZERESEREXMEPANBGEXXBLRER -
REBEEEETEINEERNRER-FEE - BERADR -
[Vervaeck M., et al., Clinical Neurology and
Neurosurgery, 93, p233-236 (1991)] -

[0102] RRE—-HEEEERBRNEER BRETE
EYEENHFRFWHBIERORRF - SLE-LBERH -
ERE - T&A8 RAEEST  BENSZEEIERR 40
RESOBRNEYRE  RELBELXERZFIAMEM - MA > B
HERREBENETFNAZRERERS -

[0103])] RRERXFNBEREXBEBAESREMLESF
NEEEZUER BHRE EBAREER 9 mg/dL
EERN O BREENERER4 9% ERBRANREER 7.0
E8.9mg/dLEB RIS EEEBNREBMER 7Tmg/dL 5
Eﬁ%%OJ%’W%W%Mﬁ%9anL&E%%%
EZSFEREABFNWERSEREBLOR 22% [Campion E.
W. et al., Am. J. Med., 82, p421-426 (1987)] -
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[0104] BE(EMmBEFE(UA)EZER 6 mg/dL -
BN S me/dL  HREEEE AT EE LA BR
B MEASENEE TR (LRI LAY REE S
FEHESMERE S BERR LS Y S
MAR 2 mg 10 mg RBENHESH —ROMR) - &
EEBE M RBEEEER 5.0mg/dL A5 E S5 E -

[0105) At TUTXRBENEEH 4 v
BRI AN A E RS T dmg-Smg-Tmg & 10 mg
B9 5 LT o L BR BE (B SR Sme/dL 69 B E A 4 b4 B &9
B 23% ~64% ~80% K 73% » =2 » FAXE 23%3F
8.0 % iy FEE P9 (R85 14 B) - A7 LB 2 0.25 mg/dL -
0.5 mg/dL % | mg/dL B EE — (LS MOHRT + 4F
BEBEAER Sme/dL WMEREE - DA 2mg B &
WERT BEALEAYS%(RE 13HE) - # AR
R TUEM AR 2me (R T &EES0RE
ERERBASEREAENNERETH -

[0106) P - fRI57A %0096 55 X (b AR
2mg T 10 mg REBEHHE  SH-KOBMEER
sy BAHARBERTHEEEGD |(HurAT1) A X
0 035 - T O PR B B SIS A R B A - AL
A E RS BEEREEE X - RRES R
BELEER G EX BUENG BELT REERE
R SRS W R - BE AU TS MBS - B BRE -
LIEE  EEE ENEER BEFELEMEBES
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[0107) HEABHWEBH S R [ (LEYHIHEE
TUMARBENER - FR - S8 BETEE B8
ERREAR 2 mg £ 10 mg HBMBEWRERN » 88—
RORGE-BBH ZEEUTUURNEI mgE 8 mg »
SH—ROR > RELEH > UBE 3 megE 6 mgr &
B—ROfR- LM BEEGERERSHERSOR I
SYMBEEBER TAR LW TULBERENE R
WE 1.5 KeWmBRGEE AL ¥R 1Lyl
BEE 1.5 KEYHRGER BBETAR 2.3 mg &
11.5 mg B K - |

[0108)] HAENRMER 2 mg WEIERT > & L5
FHLRMEEREEHNNE - EHER 10 mg 85 > B
MEH B KRR« B B 10 mg M ENHBE
REERBERENNE KENETELEBETIIER
GiE BOEEES BEUAGAREENARE LARE
MBI ERNTEYS - BEEEREAEMNAEE Y

EERBGNER BIBRETRE - UL TRENERM
SR LR BB EEE 10 mp(BEABHLE
B R R BE » 5 & 4 5 A0 B 6 R B A6 BB BE & R
AR ESERMMERIFEEASHERRR -

[0109) HMEAZHNEAYSEDY  BEAH
LB BERAME -

[0110)]

RIEEYWNEBRE 1.5 K&

mm
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ABERSRA I LY EBE 1.5 K&W(EE
KEWY) -

[0111) AHATFRUENER I LY EBE
1.5 K&mM A% BEER I LEWHEZE  BBAS
e B 7 B R ME T Y Bk S

[0112] EEE# R 25C - BRI ESWE - (3,5-

TR-4-EERE)(2,3- S F-4H-HIEFE[4,3-b][1,4]
B -4-E)-FE)EREES ST UREBRINENZE
L KRMEREED - R 25 CTRMBE KA RERE
B% BAERNERESRTMPREE  BRELEZE
GIRFERBTHAT(3,5- 2 R-4-BEXH)(2,3-26
CAH-WEBEF[4,3-b1[1,4]E-4-5)- FEBEBRE 1.5
K&y

(0113) WETITFERATEFALRE N L
M BER I EBRE 1.5 KEWH 5% -

[0114) EAZHRGABH S R LAY BE
B 1.5 K& TETHHE X HGEH(XRD) S F 1
20(two-theta) i B B 7 15 H 5

11.48°+£0.5°~24.11°+£0.5°~24.76°=+0.5°
27.99° £ 0.5°~31.43° + 0.5°~34.20° + 0.5° o

[0115) EAZHNWABAT R I LEWZEE
B 1.5 K& TE S ETIHHE X HHEEH(XRD) S
B #Y 20 (two-theta)fir B B 7R 45 B

6.89° +£ 0.5°~17.61° +0.5°~21.42° £ 0.5° ~
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23.27° £ 0.5° -

[0116) EABHWABPT > K LW DR
B 1.5 K& I TAMK X B %% H(XRD) S H B
20(two-theta)fr B B =5 & :

6.89° £ 0.5°~10.84° £ 0.5°-~11.48° +0.5° ~
13.73° £ 0.5°+~15.85° £ 0.5°+~17.61° £ 0.5° ~
18.51° £ 0.5°~19.98° = 0.5°~21.42° 4+ 0.5° »
22.99°:i:0.5°‘23.27°i0.5°‘24.11°:i:d.5°‘24.76°
+ 0.5°~27.37° £ 0.5°~27.99° +£ 0.5°~31.43° +
0.5°~34.20° £ 0.5° o

[0117) BE  ASHSEREHERNHR OB %
MWBEERY  REBERVEAER I LeUZERE
1.5 K& -

[0118) TREBASHUBEERTHERSNR I
EMZHBE .S KEMEESLIEINRE B4
oM - T E R /SR AR A S B s
B - T 6 R R A 5 B 0 5 B 4 Rk 4 B0 B B fr R BT
REFEERAGREBARSR AN T ERSE L
BETHNBER/ SRV AENAGESHNERST - B
GLTETORETLEERRRE b TUELRIA
BEALE - B BN SRR RIHE - BEE R
B B S~ AR - BEURS - STURBI - OB -
R I BRI - SR - BT AR E B R R B
—ERSEBE - h o BB L NESARBETUES &
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B K- BB - KRR BEEA - BEEER -
EEMEAR - HH  ZEREESY -

[0119) THERBEASHWEBRERYUERES
RS BN E B AR - bk By s m o ML R - 5
B - EH BE - BERBIRNBRAORLSE BB
H S AMREERNER - ME > EEBG D TUE
WOERBEYAE  FEBEEMRSRBEEERSE T
HRE R o

[0120) Tt » §6 3838 T /5 % M 0 F 5% 40 30 3R
KB - R THIAERAESERT —EXSMEA
B 1 T S 1E IR A B P R

[0121]

[ B i B )

B i BT 1

RIVIEAY :3,4-2&-2H-ULBE3E[4,3-b][1,4]
B HBr B(= @ R®E - 2HBr) A R

(1) SUHF 4-%-3-5 B 02

B S0 g(0.356 mmol)Ky 4- Y& -5Y & M0z R 1 &
50 mL(1 T)DMF(_—HEHERE)E 450 mL(9 T)Z &
ZEh o AP 425 mL BEAEEY(POCI; -
1.3 eq)MAZD » M 70 F 80°C KR4 W BE 7 2
INEE - RIESTR TR > ERIEBRAME 40°CILFHRM 200
mL K41 HE - F 200 mL 8 FI B B & $ (NaHCO;)
B 200 mLEE KSR ARSI BOERE > L FHREE
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(MgSOEBRATWENERE r BE - URBEEBTESE
MGE 60 EXFCWM4-K-3-HEMLERESE -

[0122] |

(2) BHE2-(3-HEUR-4-E)EE)ZBTE

B EMZER(1) P RFEHN 60 g(0.356 mmol)4-£
-3-FH A MEUESA R 300 mL(5 T)DMF & » ¥ 36 mL (1.3

eq) R ZBFBR 74 g(1.5 eq)REF(K.CO3) K

AEF R T0ES0OCKHEAYMBLKIE 1 & 2 i -
RERKE ERERAMANEEE EHFM 150 mL
9 10% HCI iR hf - H 500 mL 7 B Z B 5 B -
FA150mL KA MFEERE  NRETREFRSA S
BILEZGRTEE 62g(82%) 2B\ EE B 2-((3-
HEME-4-E)EE)ZBE R - |

[0123])

(3) B 2H-MLUEH[4,3-b)[1,4]EE-3(4H)-H

& Bt BE(2)B EIM 62g(0.291 mmol)KJ 2-((3-
HEME-4-B)EE)ZBFEER 480 mL Z B (ACN)

K 120mL AKH(H,0) # 16 g(1.0 eq) &AL (NH,CI)

K33 g(2.0eq)BBm(Fe)lIAHEF » ¥ 70 F 80T R
EYMBALRIE 1 E 2/ - RERRE ERERESY
REZ=ZR > % 30mL BHCIIMARKST - BEGYWERE
307 - BMEREBARNWERAEZYE - REFBKIE
BAREZELER HREREVNDAFES > BHELS /J’@Tfﬁ
SE 2H-MEBEFH[4,3-b1[1,4]B-3(4H)-FHH KR E
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BEZYBERKP  REM 10%E KM (NaOH)(pH 6
)b - BEHGE B EIRT S 2H- 1
[4,3-b][1,4 -3 (4H)-FH o

IH-NMR(300MHz, MeOD-d) : §=8.06(m, 2H) >
6.97(s, 1H) » 4.72(s, 2H) -

[0124)]

(4) 8465 3,4- =G -2H-MEBEIE[4,3-b][1,4] BB}

@ Eat S EE(3)EZF M 38 g(0.251 mmol)fy 2H-
MEOE 3 [4,3-b]1[1,41E -3 (4H)-FFF R 570 mL &Y
FKRW(THF) (1S T)F » TR KEBRNEBEELANE O
C-oBRXNEARM1IS5 g(1.5eq)E b (LiAIH, -

~LAH) fﬁﬁﬁﬁ%ﬂﬁ@iﬁ?%iﬁﬁ%ﬁ INEF o B 58 K

"B EREEWAAZEZO0OC B EEEARM40mL #y H,0 >
BEEYWEE 1058  -ZBEAMSE0 mL A 5% NaOH

BRLRERBEREEYEREIOSE  -BEREARNTE

B AI(OH); Z XY E-F 10% HCl TR (pH 7)EXK -
FZBZEREN > YHEBKERERE - 8 KK RN
(Na SO NEBRLEE - RRETEEERTEE 3,4-=
£ -2H-MteEFH[4,3-b][1,4]EMBE(30 g > 90%)

[0125])

(5) B9 3,4- " & -2H-MLUE3H[4,3-b][1,4]18
BrHBr B(2HBr)

¥ 100 g(0.666 mol)Ay 2H-MLEFE[4,3-b][1,4]
BE -3 (4H)-BIER 570 mL 8 THF(15 T)h @ > 1§
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KREZBRNBEEAANZOIC - URKEBRNEEAANE
0C - TEXHA 38 g (0.999 mol > 1.5 eq)dmfLsas
(LiAlH, »LAH)JIAE P » EREAREREZRILE
2N -REZTRE - EREREGYHR 0C A AW EX
BEILRE  EMC(ZEHRBRILBE AXFEAHAN
MC % 1,000 mL(10 ##%/®8)H 2H- 0 3
[4,3-b][1,4]EBE-3(4H)-8 - 20 E30CLL 20 F
30 @A 3,4-"6-2H-BEI[4,3-b][1,4]-EHE/MC
BRTBEEAMBRBER 294 g(210 mL)33% Z & (d -
1.40 g/mL)ZBK > HEW 1.8 EE(M 2H-0LIE I
[4,3-b][1,4]-EBF-3(4H)-FEE>1.199 mmol) - §Fr
BERABARNEREBE 1 NE > AAZEZS5E 10T » K%
HERE3IOSE  -BEEEBR > H300E 500 mL B
MC % TR EREZLZE S NEMEE 95%EEXN
3,4-" & -2H-UE0EFH[4,3-b][1,4] B HBr B (2HB1) >
HEAETHIVAEEY :

N ﬁ 2HBr

0
w

[0126] E 1 EHBERELEMEAEEYWH NMR B#E > T
F2EBERZIEEYNREE(TG)/ RERTHM(DTA)E
% o

[0127]

B R H 2
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ARR I GAW:(3,5-2R-4-BEFE)(2,3-24&
-4H-MEBEF[4,3-b][1,4] 5B 0f-4-5)-FIH

R 25F230C F ILBUEBM(THF)RIMEKJIE
S2rh > JR7B 4 139g(0.470 mol)Hy 3,5- " 8 -4- A FE

CHBRMARES > W 278 g(1.27 mo )M ZHRE K=

TERNERESS ERRAETHRMN 125 g(1.58
mol)HIMETE - J 25 3 30°C I K FE AR B BE 2 /IS T A2
B &E3,5- " R-4- B TEEBEEE-EHBE 3,5-

R4 (ESTAERB)EEEFR(ESTERE)
BF 19 [ JE 75 3 -

[0128) WM25F30°C 7 Lk K IR KT HM 170
g(1.68 mol)iy = Z f# - fltH—H“J: LE A 1 PR AR
100g B9 3,4- 4 -2H-MBEH[4,3-b][1,4]EYHBr &
(2HBO) I A Kt « R 25 % 30C » SR ESHEHE 6 /)

CEREROBCIRY) 2% WEBRLR 25 % 30
CHI R R TS B (2,6-Z30-4-(1,2,3,4- 10 &
-1, 7-IRBE-1-3RE)FE)BE=THE -

[0129])] R 25FE30CHWAEE #5000 mL WER
BERIEAA(2,6-"8-4-(1,2,3,4-W%&-1,7- 1%
-EEER)BRBESTEORESRD  RERN 45CK
B ESE G S00mL AREEE GBI A KD - 0§ K IEE R A
A 25 F 30CIMME 1T 2 A5 - B 25 F 30C >
ILMERBERMELEARLFEE 1 NE > AEBR
FE A AIE 20 B 25°C - i W AT S 5 B 3 55 0% T S T
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(3,5-ZR-4-FBEFKE)(2,3-Z G -4H-1L1g ¥
[4,3-b][1,4] B0 -4-5)F & % &

[0130] BWARKARMEBEELZFNRER » N 25F 30T
B E BRI (3,5- 2B-4-REFEE)(2,3--6-4H- 1
DEF[4,3-b1[ 1,410 W -4-5) F FH 8 8% %R ME K FE S
FoRBRN 25 Z230C HREBAKREH 15 58 - 1R 25
E 30T > LRI 100 mL Y 4N S &1L /KE R H 3
PHZE 100> BRENKERR WERBEK BHIZBIEBERM
ENESTUBHEMOBEKE LR 20 F25CTHRM10%
WERKAERET pHEG6.4F 6.7 - BEFESEEmNE
X IEEYH(3,5-2R-4-BEFRHE)(2,3- 26 -4H-
MEoE H[4,3-b][1,4]EM-4-5)-FE(EXR:60% - 4
B 98.0%HES) HE3EERLBIESGYHN NMR
#Z-io

[0131]

B 6 3 |

BR(3,5-ZR-4-BEFHE)(2,3-Z&-4H-HEEH
[4,3-b][1,4]BIf-4-B)-FHBE®R 1.5 K&Y

R25CTHEREHE 2 PEEN 83 g(3,5- 2 8R-4-
REXE)(2,3-Z&F-4H-HEH[4,3-b][1,4]ELF-4-

E)-FHERKEST AR MEEEE > LK 584 mL

NZBMAES > L 83 mLBAKRNEKES S - B
25THIIImLN2MEBBEKERFNERESRE 2%
7688 mL MWAMAMEREARARTMERRE  BEF

98115 - 34



1837089

BRBLEEER 12 NETHHEE(3,5- T R-4- &%
$)(2,3- 2 -4H-TEEH[4,3-b][1,4]@0-4-25)-
FIEERAEE 1.5 KW (ER :90%  ME : 99.9%) -

[0132) % 4 BERFA(3,5- " 8-4-TH-%
)(2,3-ZH-4H-HBEH[4,3-b1[1,4]EB-4-5)- F
PSR EE 1.5 K& MM K X 5 G485 (XRD) 547 6 8-
M 4 BT (3,5- TH-4-RE-FEHE)(2,3-"F-4H-
B BE[4,3-b1[1,4] B0 -4- %) - FRMEBEE 1.5 K&y
A THIH 20(two-theta)fir BB 7 &1 :

[0133])] 6.89° £ 0.5°~10.84°+£0.5°~11.48°
+ 0.5°+~13.73° £ 0.5°~15.85° £ 0.5°~17.61° =
0..5°‘18.51°iO.5°‘19.98°:t0.5°~21.42°:|:0.5°‘
22.99°+£0.5°~23.27°+£0.5°~24.11°+0.5°~24.76°
£ 0.5°~27.37° £ 0.5°~27.99° £ 0.5°~31.43° <
0.5°~34.20° £ 0.5° »

[0134]

B 1

3,4-_ G -2H-EH[4,3-b][1,4]EBHBr (=
HOAKE  2HBr) MR EE

SWARBABHAETES | FREN 3,4-SF-2H-1
BEH[4,3-b1[1,4 @B HBr B (2HBr) & # i1 4 H 7 3%
OGN TANERREFEE RS - FE 3,4- 6
2H-WEBEH[4,3-bI[1, 41 EHHBEAERERL > T
FREEBEMR 2XEBBR 3,4-— &-2H- 0583
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[4,3-b][1, 4] EHEBRBELERZEN - RF 3,4- 2K
S2H-MBEH[4,3-b][1,4]E M HBr B8(2HBr) & 3,4- =
-2H-UEBEFF [4,3-b]1[1,4] 08 0F 57 B B8 (4 DL E BB P = &
[0135] WMUTRIFMR EHRBEERPXNERLT -
FTESINMBNMEBERBER 3,4- Z&-2H- 1L 0E I
[4.3-b][1. 41BN FRBRFX THEZXCERBE P&
S ERBBRBLEBRBZHESE - HKHW - & HBr BB
MT AEMERSEEBFERP > WH 4 EHOE
EHEBHEYBEEMALLEEEEEL -

[0136])
[ 1] XEEHEEERER
No. ﬁ aHeE | e 1 EH 22% 425 | =
30°C,
65%% [97.72%(97.96% |98.18%
it 5 &
1 |2 ]99.36% 70T >97.5%
75%48 197.74%(97.91% |98.10%
B ERE
30°C,
- 65%% [99.89%(99.61% (99.58%
R Yt %
2 | 99.79% ﬁ’%g 2 E
- 40°C,
it 75%48 (99.89% [(99.61% (99.56%
R E
30C C,
- 65%% (99.05% |99.85% &A1k
i et 3
3 | |98.88% %fﬁc}?‘ REE
52 ’ .
L 75% 48 g it % 1k pagw
¥ E

98115
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[0137]) B4 HHBrEEX HEREEPARFSR
mE R 9ET NMRAE  LETHE(TG)SAMRERE
Ao M(DTA) -

[0138) & 1B E-RHBr B (2HBr)# NMR & #& -
M 2EBEBREAE(TC)/ REHRTM(DTA)ER -

[0139]) pEéh > HE 5 ERERHEEN NMR B >
M 6 BE~HE TG/DTA &£ -

[0140]) fb4b - 557 EE T FEBN NMR £ >
MmMeE 8 BESRE TG/DTAER -

[0141)

HERO 2
(3,5-ZR-4-BEXHE)(2,3-_F-4H-MEIH
[4,3-b][1,4]BEM-4-5)-FEBBEH 1.5 KEYHNEE

i

HRBBAZHEHETES 3 PREN(3.5-ZK-4-
REXE)(2,3-ZR-4H-MWEIH[4,3-b][1,4]1EE0F-4-
ZE)-FFHERE 1.5 KEYEZLEYNEREFEEARS
o MEEBRXHAGKEH(XRD)SH ~ TG/DTA R E
RARRMG  EIE 11 BEREER -

[0142] EBREH# £ IBERESTBHED(a)RK 1.5
KEW(D)WNHR X HEZF(XRD)GIHER -

[0143) F 10EBETERBEY ()R 1.5 KEY
(b)#Y TG/DTA &8 -

[0144])] 11 EETERBEHW(a)K 1.5 KEY
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(b)Y FE R KR & -
(0145] BESH - EEEEE LW 1.5 KEYRIEBH
GYIRSMIREZNYEZEE TR 2ERHEER -

[0146])
[R 2] EBEENMIRENYERZE S
; HCI HC1
miGe | LR Ewmem 1.5 kew
% R ¥ X
- & & E A8 % A3 %
Wi frgrrrr |(97589%) [(94—91%)
B1 HC1 1.5
KK ** EBEBEEX | Keprpl |(E&L
NESY
S Bl HCI 1.5
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EUEREmMAEERE B I2BETEER-F 240
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[4,3-b1[1,41@B0E-4-2)-FE (X 1) ZLAWLUHE 3
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