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(57) Abstract: A nitrogenous fused-ring derivative represented by the fol-
lowing general formula (I), a pharmacologically acceptable salt thereof, or
a prodrug of either. They have human SGLT inhibitory activity and are use-
ful as a preventive or therapeutic agent for diseases attributable to hyper-
glycemia, such as diabetes, postprandial hyperglycemia, impaired glucose
tolerance, complications of diabetes, and obesity. [In the formula (I), one of
R! and R* represents a group represented by the following general formula
(S) (wherein R3 and R each represents H, OH, halogeno, etc.; Q represents
alkylene, etc.; and ring A represents aryl, etc.) and the other represents H,
OH, amino, etc.; R? and R? each represents H, OH, amino, halogeno, op-
tionally substituted alkyl, etc.; A! represents O, S, etc.; A? represents CH or
N; and G represents a group represented by the following general formula
(G-1) (wherein E! is H, F, or OH and E? represents H, F, methyl, etc.) or
the group represented by the following general formula (G-2).]
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TAZZA FBIOESIIGIEN S 25 L0ERINE D &b 1 BOES &
HEODESOMFELL, A > A VEEZIEERE, FRITHEE, €775 R
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AU SRR, SGLT 20EIEEE, 122U LA > AU LA
Bk, FNATURERT S H TR b A YR VBEEEF— U, Y
RTIFIONRTFE—F 1 1 HEE, IRTFONRTFS—F 1 VIEEE, 7O
FAYFOVURRAT 75 —F— 1 BREE, YUI5 kAR 55—V,
PNA—Z—6—HAT 75 —CHEE, TIN5 h—Z—EAKAT 7 & —CEE
5, UIVE VBT L R Or S —CHESE, FARESE D—h- 01/ h—
W FV S ERERF—C - SHEE, VAT IRRTTF K= 1, Zlh
TARTF K- LRI, AR TFR— 1722 R, 73U, 7
U SERRBIUT I UL T IR M RABE DBRENS B &S 1
BOHI SO ONEITFEL S, A >R SRS, RIS
L BT RE, VAU UBREE, SGLT 2RSSR L0 > X
SXUEA YA SRR SR BEDRRENE DL £ b 1 O LA
DEBOREBIFE LW, [, BRELAEOLEICBNTIE >R
RSP, WRIUREE, ©/7 1 R 1220 A0SR, SGLT
2IEMEREESR, 1 > A P XIEA AU AR, NV h DL ZR/AET Ly A2
b A 22U VBEEEF— BRI, NIRTFONARTEY—F T | [,
IRTFONRTFY—F 1 VEHEE, Jo051>Fas 2 FhA77»5—+F—- 1B
&S, 71 07U RARY T —PEEE, ) a—2— 6 — KA T 7 ¥ —FHE
¥, 7N Y h—A-EARRT 7y —EFHEEEK PIECVBETE ROy r—YiHE
S FRTERES, Do 01 /3 h—lb, FU 05 AREES S — — 3
EEE, P HTUEARTF R — 1, VAT BRI F R — 15, 2L
SHATFR— 17D, TIUL, TIULERE TIU LTI,

TN R=ARTEREEE, MR CENERESEE, 7051 > FF—ECHSE

-7 JBBEEET VI TIoR b F MUY AT T SRILT S8 TR
EERTNF — k BEEE, [EHBRERREE N7 +F - a—1>
P R=TF iy K= URTFE—CREE, 1 A ERERT— 1. MR
RERT. MMEERRERTERE, FERT. SERERT. 1V=F
Bk, 7YY, -k ROFI—-1—-AFNESY k14, EGB—=T761,
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EE/0%)N, AO0FFT R, Y—128, IHEE, %TE AT
MEESRIRESE, PIELY RRTFS—EREE, 72037270 1 1 2EEER
], OLY RE S SHBEEEER, T2 R DBREKT Y 22 M B & UFIR
ENSRBBLVBREINDDIEL ED 1HOEREHEDESOMMFELL, 7
W R—XBIUTEEREESRE, 72047 >3 VA MBRAEE, fitr) RRTFY
—FEEEBLOT 20T o321 1 SEEREFENSRLHE VBRSNS

Dig &b 1 BOES| LHEHEDONEITFE LN, £z, EREOULE IR
T A 2R RREEIERE, FERIEEE, BV 71 RE, 122U 250
{EfEEE, SGL T 2{EMEMEEFE, 1 2RV > X3 > 2 ik, 7V 3%
BT H A2, A VA DRBEERF T —ERHE, NURTFONRTFS
—E 1 [HEE, IRTFINRTFF—F [ VHEEK, 70571 >FO 2RA
7y —t—1BEEFE FUIATURAR) I—YHEERK, S I—-ZX—6—=K
AT 7 H—CHEE, 70 M—ZA-EZKRAT 7 ¥ —FYHEE CIEBTE
Koo F—CIREE, SRS, D— b1 0r ) b=, ZU a5 28

FERFF—Y - 3MHEE, JNWHITERTFR-1, NI ERTFR—1
A, TN AARRTFR=1T7dZZA b, TIVU, T3 VEEER, 73
D2TAZAb, By T RLFU CBERET I MBI OBRKINEZEN, 5725
BEOBRINDDZ EH 1EOES EHAEDESONMTFEL <., HERIVEE
3, SGLT2iEHEEE. B,~T7 RV UZHART I=X MBIUOBEINH]
BENSREBIDERINED2L & 1 BOER S HAHEDONEITFEL

0,

KRFEADEIEMRR % EROBFRICTANDIBE, AEICSCEL OFIELO & OH
fEHENDS. ZORIBFIBLELU T, FIAE, BElL BEhEl, MRl RS132
Dy AL $EAL I TEVAEL EEEL TR BEE . BRI E 22T 5
CEMNTE, BAOFZITIEROMITREG EIND, Fiz, AEFADEEMERIIE
THEERSIEA S A S 2 S ORIUESE] (203 BERABEW099,7100
10B/S> 7Ly b, ERAMEW099,7266068/5> 71wk 20
01—-256 750 bEENS,
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N5 DEEMEMDIL, ZOFIBIS UHFE LER SNAFEICK DB R
AL BREHL #EF1 BREL mPEL EER, SROH. HEEL EEE. w1
fLHl, HEHE RECH. BARMEIERTL EOEERFNY S EERS /37N
BIEL, BIEICEVWARIT S LIk DBETH T ENTES, Fiz, R &
HMASHOETERT 2B, TN ENOIEIERS 2 RIS T BHEC _EEERTRE
WCRANET 5 ZEICRDEHET S EMNTE S,

ARFEHDOEREM R 2 EBEDOBEICRNWDIEE, TOFRD TH S5 —RR
(1) TREINZLAEMEITTOERLNTFFEINDIE, gWTEhs0 7 0
Ry 7 OHRGEBIZEEZEOFENR, HH. FE, REBLNEEORESICLOER
REINDN, ROBEDOFEHRALBLSZ0HNA0. 1~100 0mg DHHET
s EROBREDHEIE, RRALBSHZDHERO0. 01~300mg Q& T, —[@
FRIENCHT TEER G5 2 EMNTED, £, oER MO THER
Té%%\$%%@k@%@&5%m\M@%ﬂ@&%iﬁﬁDfﬁ%ﬁé:&ﬁﬁ

TE 5,

Fhiu

RREPONBZLT OZEH], Efuflds L ORBREI TS 5ICFHMICHET 523,
RFEIZOABIIRES NS DD TR,

&EH 1)

°—7D% 6 —7)NAORZXTNTER

TAVTOENTIY (2. 65mL) OFhSEROTIY (3 0mL) FWR
<, —78CTYNIVFEEI T n—TFINIFIL (2. 44mo 1 /L n—A

FYUBIKE, 7. 03mL) A, FIRTS oL, RSREEMIC3 — 7

OEZNAONES (3g) ZMA, FIRT LKL, RISREYITV,
N=PAFNHRIVALTIR (1. 45mL) ZMARIRT1 0o, ffoig
67 P BEZD LKIBIREMA, KisT b DE#R Lz, REMEKPIEE, PPx
FINT—F)VTHIH Uz, i &k B KO BIEK Treidis, Mok~ 7%
SULTERL, BREZRETEETS EITXDiER ey (3. 43g) &5
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7o

'H-NMR (CDC1, 6ppm:

7.1-7.2 (IH, ), 7.35-7.45 (I, m), 7.45-7.55 (IH, m), 10.36 (1H, s)
(BERF2)

4—-7OENYY (b) FH72>

KFEMFRUTA (55%, 1. 11g) OIAFINANKRFIR (20mL)
MBTIC, BETFFAZUI—EAFIL (1. 53mL) 2MA, 1595
Lo RIGREYNC2 -7 0FE—6—7)NFaxR>XT7INTER (3. 43g) ®
PAFIVAIRFT R (4mL) BFREZMA. 5 AHERTHERL =, KINESY
BXOKFICIEE, LR EEEL ., KTHEE, BETFEELT2 — A M
SHANWRZIN—4—-T0ERY (b) FA7z> (1. 52g) #Fk, IhE
A% 7= (20mL) =K (1 0mL) EEGFEICBL ., KBTI T A (
0. 91g) ZMA. 50°CTHEMBIRLE, REESWEKSL, 2mo 1~
LR MAREE L. A7H LR AL, KT, METHRL T2 -
AIWRFIXRYT [b] FAT72> (1. 27g) 25-, IHITHMEK (0. 4
2g) BEUF /U (1 0mL) ZMA. 190CT1RMERLE. RINES
WE=RIHHAIL, 2mo 1 /LERE (4 0mL) BLUEEETF) (2 0mL)
ZMA. 1 5oLz, BEMEOAREHEZEEL., BREVDEAHKEZBEL
7z, IBIROKBEEE TFILTHHE L. FHEEZSHE, 2mo 1,7LIEE, K
BIOBINEEK TIERVEEE,. KRR VRO N TR L., BRE2RETY
%btoﬁEQVUﬁTWﬁ5A7D7Fﬁ574*(@ﬁ@ﬁ:n—«#ﬁ))
TRHRETS I EickviER{bE (0. 55¢g) 2&k,

'H-NMR (CDC1l, 0ppm:

7.15-7.25 (1H, m), 7.45-7.6 (3H, m), 7.82 (1H, d, J=8.2Hz)

(BEMH 3)
770X (b) F47x>

2—TJOEFF I/ (5g) BXUN2-TOEAFI -1, 3—TFFY
5)(2.98mL)®N,N*ﬁ%?w$wA73P(50mL)@%%K§ﬁ
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TrEhUwh (5. 48g) EMA. —WBHELE, RSRAMEKRICES,
SIFINT—FIL T L, BHBZEK, 1mo |/ LAEEF b AKiETH
kB L BRI A A TR, TR 753y A THR L, VR T
FTEELT (2-TOET2oVFAAFN) —1, 3=UFFU5> (7. 25
g) BB RUUSE (20g) E/00RSEY (40mL) OESMIC 10
0CT (2=7O%F7zZINFAAFI) —1, 3—=FFVUT2 (7. 25¢g)
DrOORIEY (2 0mL) EEENA. SHEMMBERLE, RNRESWESE
HETHAL, REZEER LA, BEIC MVIEMA, SHREEE HES 2R
WRUJe, LiBAE A hERE Tl L., BEEEETFIVICHRL. SRTREK
FH b U LKA KB L ORI R TIBRSRES, AR 752 AT
WL, BRERETEELE, BEESUASNHTAIOT NI ST 4 — (5
HIHE . n—~F) THETSC LIk VIERIAY (2. 27¢) &k,
'H-NMR (CDC1, é6ppm:
7.25 (1H, t, J=7.8sz, 7.44 (1H, d, J=5.6Hz), 7.45-7.55 (2H, m), 7.77 (1H,
d, J=7.8Hz)

(B 4)

4— ((BE) —2—7xZ)VEZN) RV (b) F4T7x>

4—FOERLY (b) FATx> (0. 55g) . AFL> (0. 89mL)
 NUZFINTR (1. 81mL) | EEBNS UL (I'1) (59mg) BL
DRUZX (2=AFNT7z2)) KZAT74> (0. 16g) TR (1
0mL) BEWET L2 BES F—RIRER L, REESYE DT T—
FITHERL, REpEEE Lz, WiE 1mo 1/ LR, AsLOMmetK
TIERYSE, BRI 75 ATEARL . SHAHE FEE L, BEE
VAT NHS LI O NI ST 4 — GEHIEE: n—~FY >~ n—~FH2HE
BIF)=51) THELTERLAY (0. 56g) #EE,
'H-NMR (CDC1, é6ppm:
7.2-7.45 (6H, m), 7.51 (1H, d, J=5.5Hz), 7.55-7.7 (4H, m), 7.81 (1H, d.
I1=17. 8Hz)
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(BEH5)

7— ((E) —2—=7xz)kEZIL) R (D) FAT7 >

4—-70FRIY (b) FAT7z>OROVIZT —TOEXRY (b) FF7
>ERWTSEN 4 ERROAE TR ZE.
'H-NMR (CDC1, dppm:
7.25-7.45 (T4, m), 7.5 (1H, d, J=5.7Hz), 7.55-7.65 (3H, m), 7.77 (1H, dd,
J=7.9Hz, 1.1Hz)

(B%#6)

4= (2=T7zZ)VIFI) X2V (D) FATx >

4~ ((E) —2—=7zZ)0VEZI) RV (b) F47x> (0. 56¢g) B
SO FINT I (2. 63mL) OF RO 75> (25mL) BIKIZ
2, 4, 6=hUAYTOENRELZNEZIERTIDR (5g) 2A, 7
NI HERES T*Bﬁzhui‘ﬂuﬁL 2o RINEBYZZRETHAL, 2mo 1 LI
MEMA‘IO\Wﬁ%LKOEm%&m¢LE% PIFINIT—FITHEH LU
o HIH 2 KB X OB A K TSR, BOKRIR< 7RI L THIRL, BiEZE
WETEELz, BEEZLUATZNVAS LI O NT 5T 4 — (BHEBE: n—~
FH2) THRELU TR EFRLESMOREY (0. 43¢g) 2k, INhEhY
IFINTI2 (2. 04mLl) BXEF RSO T752 (1 8mL) ITEMHEL.
2, 4, 6 MUY TOENREZNVFZIERSTR (3. 28¢g) &
K\Tij%%%T—%m%%ﬁbtoﬁmﬁ%%%iﬁiﬁﬁﬂb‘2mol
/ LR ZmA. 1 0 MLz, BEWZKPIEE, PTF)II—T ) TH
U7z, i 2K IO EIEK TSR, BRI 7R T A TREL,

S

R TR L, BEELUAFNATAIOT T 5T 4 — (A

n—~FH>) THELTELLEY (0. 4g) 217,

'H-NMR (CDC1, éppm:

3.0-3.05 (2H, m), 3.2-3.3 (2H, m), 7.1-7.35 (7H, m), 7.4-7.5 (2, m), 7.75
(1H, d, J=8.0Hz)

(BEHT)
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7= (2=TzZWVITFN) X2V (b)) FFT=

4— ((E) —2—7xZ)VEZN) RV (b)) FA7z>0RHDIZT — (
(B) —2—7xZ)VEZI) RV (b) FFAT 22 EENTEEN 6 LA
FE TR LAY B,
'H-NMR (CDC1, 6ppm:
3.05-3.15 (2H, m), 3.15-3.25 2H, m), 7.1-7.35 (7H, m), 7.3% (1H, d, J=5.4Hz),
7.44 (IH, d, J=5.4Hz), 7.7 (1H, d, J=T7.9Hz)

(BEHS)

2— (2, 3, 4, 6—FThFr7-0—-R2VN—B-D=NaEZ /) —4
— (2=7xzZ)LTF)N) X2V (b) FFT7x>

4= (2=TzZVIFN) A2V (b) FF7z> (0. 4g) DFRIER
075> (15mL) RIC—7 8CT NI EFEHA Tn —7FIIUFIA (2.
44mol /L n—"FYEIK 0. 6 9mL) Zii, FETS3 0o
Lz, RIGREWIZ2, 3, 4, 6—Fh5—0—~>Th—D=Fla/—1,
5-57k> (0. 82g) OFFILROTS> (3mL) BREMA, HATF
10 SRR L e, RISEAWESSRELT &Y MKERTICES, STF)
T—F VTR L 72, B2 7k K ORI ARk THE, BRI 75
LTEREL, I ERETFEE L=, BRSNS AT ORI 5T 4 —
GEHIBNE . n—~FH> BT FN=4 /1) THELT2, 3, 4, 6—5
FS—O0—RUVN—1— (4= (2=T7xzZ)VITFIN) X2V (b)) FFT7x>
24N —D=ZNAES =R (1. 02g) 2@, THETERZI
J (13mL) ML, FUIFNS T2 (0. 42mLl) &ML, —20CT

ZT7 LR TR  DIFIINIT—TIVEHE (0. 18mL) ZIA. HIRT 1KHEE

feL e, RISESUNCEMREN U7 WKEHEMA, PTFIVT—7 L THHL
o W RS & URORIAHK TR, KBRS /%3 A THIR L 50
EHETBEL, BBESUNINAT AT RS T 74— (EREH: n—
NFY Y BRI FIN=8.71) THET I LI OBELEY (0. 58 )
B
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'H-NMR (CDC1, 6ppm:
2.9-3.05 (2, m), 3.1-3.25 (3H, m), 3.6-3.7 (2H, m, 3.75-3.9 (4H, m), 4.11
(16, d, J=10.4Hz), 4.55-4.75 (5H, m), 4.88 (1H, d, J=10. THz), 4.92 (1H, d,
J=11.0Hz), 4.96 (IH, d, J=11.0Hz), 6.9-7.0 (2H, m), 7.05—7.4 (25H, m), 7.47
(IH, s), 7.7 (18, d, 1=8.1Hz)

(BEH9)
2-(2, 3, 4, 6-FrT—0-RUVN—B-D=-FN A5 II)) —7
— (2=7xzZ)VITF)N) X2 (b) FFT7x>

4= (2= ITFN) RV (b)) FAFT7z>ORb DIT7T— (2—-7x
ZIVIZFIN) RN (b)) FAT7 o2 2RANWTSER S LR O ETER LAY
z2 157z,
'H-NMR (CDC1, dppm:
3.0-3.2 (4H, m), 3.6-3.7 C2H, m), 3.75-3.9 (4H, w), 4.11 (IH, d, J=10.3Hz),
4.5-4.75 (5H, m), 4.87 (I, d, J=10.7H2), 4.92 (I, d, J=11.0H2), 4.97 (i,
d, J=11.0Hz), 6.95-7.0 (2H, m), 7.1-7.45 (26H, m), 7.62 (IH, d, J=7.8Hz)
(ZEhfE 1)
2= (B=D—FNaALI /L) —4— (2—T7zZhIF)) x>V (b) F
s

2— (2, 3, 4, 6—Fbh7—0—-R2IN=B-D-FIVAES/)I)) —
4— (2—-7x2)VTF)) NV (b) FFT7x> (0. 5 8g) BLULY >
FA—)l (1. 13mL) OHEEAFLY (10mL) EECZRTZT vikk?
R VIFINI—TIVEEE (1. 4 3mL) ZMA. 3EE#EIRL =, RINEESY

NTRERNERIR 7 ) T LOKISTRZ A, B L)L THIM Uz, #HW z2 tafn &k T

PRIFiR, KRR~ 73S U L TEBRL, BERRETEEL 72, BREE2UAY
WAHS LI NT T 74— (BHEBE  EBEAFLY A7 )—)Lb=10.1)
THRELTERESY (94me) z2EE,

'H-NMR (CD,OD) é6ppm:

2.95-3.05 (2H, m), 3.15-3.25 (2H, m), 3.35-3.55 (4H, m), 3.7 2 (1H, dd, J=12. 1Hz,
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6.0Hz), 3.92 (1H, dd, J=12.1Hz, 2.1Hz), 4.55 (1H, d, J=8.8Hz), 7.06 (1H, d,
1=6.8Hz), 7.1-7.3 (6H, m), 7.54 (IH, s), 7.66 (IH, d, 1=8.3Hz)
(ZEHhif 2)
2= (B=D—=7NVaEZ /YN —7— (2=7zZ)VTF)) X2V (b) F
A
2— (2, 3, 4, 6=F5—0—RUV)N—B-D=FNaET ) —
4— (2=7zZ)VTF)) X2/ (b) FF7z>0RbDIZ2- (2, 3, 4
, 6 =T FIT—O0—-R2VN=B-D-=FNAEZT/I)) —7T— (2—7zZ)
IFII) X2V (b) FF 7z E2RAWTERE 1 &REOHE TR LS =15
7zo
'"H-NMR (CD,0OD) dppm:
3.0-3.1 (2H, m), 3.1-3.2 (M, m), 3.35-3.55 (4H, m), 3.73 (1H, dd, J=12.1Hz,
5.8Hz), 3.93 (IH, dd, J=12.1Hz, 2.0Hz), 4.54 (1H, d, J=8.6Hz), 7.06 (IH, d,
J=6.5H2), 7.1-T.3 (6H, m, 7.41 (I, s), 7.55-7.65 (IH, m)
(Fhif 3)
%1 T
RV (b)) FATZ>—=T=AN—p—RIANAE ) =)
7T—=70FEXRY (b) FF7xz> (1. 0g), 7% TAh (0. 13g),
fMEEDIVREBLOT I RO 75> (3mL) NEEERIZENT ) Zx—))
AMEZAK Lz, 4= AFIRNIZXTNLTER (0. 62¢g) OFhIEROTS
> (5mL) WE 7T Y BEST 0°C TS Y = — VST A f20 RIS
RBeWZERT—BERL, f8fglLY > e AKBREMA, PTFNVI—F

IVTHIE U, BB SR TIE L SRR Y 7 R 2T A TR L.

BHERETEELEREZYI ) a8V RSN HS L0 NTTT 4 —
(BHEH : T hoebnr52) THERELZ, S5 UATZNAET LT B
757 4— (BHBE: n—~FY>2 BRIFIN=6.71) THEL, EEHRK
& LT iERefbey (0. 68g) 21E7,

'H-NMR (CDC1l,) éppm:
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2.32 (3H, s), 2.38 (IH, d, J=3.6Hz), 6.11 (IH, d, J=3.4Hz), 7.10-7.20 (2K,
m, 7.30-7.45 (GH, m), 7.45-7.50 (IH, m, 7.70-7.80 (IH m
2 THE
7T— (4—=AFNRUD)N) =X (b)) FATz>

A hUTA (2. 0g) OT7ERZMUIL (1 5mL) BERICERTH
DAFIL U 7O R(L. 5g) &2k BREWZERT1 5 rEHER L =%,
R (D) FAT Y= T =4~ p—FIAINVAZ )= (0. 68g) &
ZERT1 SR L, KINESWZEKPICES, AT THIB U=, FH
B KB LOEMERKTHE L, KRB TR N TREEL 2, IBEEERE
TEEL REZUATSNVASLAZOQY VT 5T 40— (BHIBHE: n—~\FHP2>)
THE L TEARRY & L TERMEEY (0. 57g) 25k,
'H-NMR (CDC1,) 6ppm:
2.31 H, ), 4.20 (2, ), 7.05-7.14 (3H, m), 7.14-7.20 (2, m), 7.25-7.45
GH, m, 7.65-7.75 (i, m)
53T
2,3, 4, 6=FRT—0-R2VN—1— (7T— (4= AFNATIN) N3
"/ (b) FATzY—24)1) ~D—F)NaAES ) —2

7— (4= AFNREVI) RV (b) FA7z> (0. 57g) ODF Rt
Ra7r<> (10mL) @K, —7 8CTIIVERK T, n—7FIYFIA
(2. 71lmo 1L FhZbROTZZ2EMK. 0. 88mL) A, FR
T3 OHMIHFRL, 2, 3, 4, 6-FRT—O-ALVN-D—Fha/ -1,
5= K82 (1. 2g) OFbZbRO75> (5mL) BERENZAZ. KGR
BWE 0 CIZHRL 1 0 MR L =, RINESW Z8fElT > B2 LKIATR
IEE, DIFNI—F)THIH Uz, GHE % R atik Tl LIkRg < 7
R NTERE U o, IS EHMETEEL, BELZIUATNVATLAIORNT S
T4 — (BHBE: n—~\FH 2 /BRI FIIN=4.1) THELUELLEY (1.
2g) &EZ,
54 T8
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2— (2, 3, 4, 6=FrT—0=-R>TN—B=D=FNaAE5/)) —7
— (4= AFNRZD)N) X2V (b)) FF Tz

2, 3, 4, 6-FhIFT—0-N2Vh—1— [T~ (4—AFNARIII) N
(D) FATZz>—2—1)) —D=7Hhaes/—Z (1. 2g) LU
DIFNLF> (0. 49mL) OFEr=FUJL (1 5mL) EHIC, —20C
T=7 bR UiE - PIFIVIT—FTIegE (2. 0mL) ZiA 1R L .
BEFIIREE T ) U AKBREMA, P TFNI—FIITHH Lz, AHEZKBIN
BAFN AR THRg U, KRR < 7 22 LT Uz, ISR ME TR L, RE
EVATINASLAIOR NI ST 4 — (BHEE: n—~\FY > /B TF )=
6,1) THELUERLMLEY (0. 95g) 2F/k,
'H-NMR (CDC1l,) é6ppm:
2.28 (3H, s), 3.55-3.70 (24, m), 3.75-3.85 (4H, m), 4.09 (IH, d, J=10.5Hz),
4.15-4.20 (2H, m), 4.52 (1H, d, J=10.4Hz), 4.56-4.62 (2H, m), 4.62-4.72 (2H,
W, 6.90-7.00 (2H, m), 7.00-7.40 (25, m), 7.55-7.65 (H, m)
55 TH8

2— (B=D=ZNIEF /W) —T7—= (4=AFNR2I) X2V (b) F
Tz

2— (2, 3, 4, 6-FFT—0—-R2V)N—B-D=FNIET)) —
7= (A=AFNRD)) RV (b) FF7x> (0. 95g) BLUYTy >
FA—I) (1. 8mL) DELAFL > (1 5mL) BRICERT=7 vtk -
STFNT—F IV (2. 1mL) EMA 7. RISESHESRT 3 ML,
BRF0 R 1 ) U LK N A BEEE TF)L T Uz, B8 2 fafn RtlK T

B, KRR VRS ATER U, SEERETEEL, BEELU DS

NN NI 57T 4 — (BHEE BIEAFL 2 AE ) —)=10.71) T
BRUERaY (0. 16g) Z2HEk.

'H-NMR (CD,0OD) dppm:

2.27 (3H, s), 3.30-3.50 (4H, m), 3.69 (1H, dd, J=5.9, 12.1Hz), 3.90 (IH, dd,
J=2.0, 12.1Hz), 4.10~4.15 (2H, m), 4.50 (1H, d, J=9.0Hz), 7.00-7.15 (5H, m),
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7.25-7.35 (1H, m), 7.35-7.40 (1, m), 7.55-7.70 (1H, m
(il 4 —EHifl 1 1)

TR & U ORI T B kA% AT, S0l 3 EFEOHE TR 1 U2 5
oL,
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'H-NMR (CD,0OD) 6ppm

WO 2005/085265

(% 1]

EEHES s
HO' \["0 ;

M4 | o 1

1.19 (3H, t, J=7.5H2), 2.58 (2H, q, J=7.5
Hz), 3.30-3.50 (4H, m), 3.69 (1H, dd,
J=5.8, 12.1Hz), 3.90 (1H, dd, J=1.9, 12.1
Hz), 4.10-4.20 (2H, m), 4.50 (1H, d,
J=8.8Hz), 7.00-7.20 (5H, m), 7.25-7.35
(1H, m), 7.35-7.45 (1H, m), 7.60-7.65
(1H, m)

A0 |~s\‘\\ﬂ/{ /7N
sps | "L,

3.35-3.50 (4H, m), 3.69 (1H, dd, J=6.0,
12.1H2), 3.74 (3H, ), 3.90 (1H, dd,
J=1.8, 12.1H2), 4.12 (2H, s), 4.50 (1H, d,
J=9.2Hz), 6.75-6.85 (2H, m), 7.05-7.20
(8H, m), 7.25-7.35 (1H, m), 7.35-7.45
(1H, m), 7.60-7.65 (1H, m)

=16 oL

1.35 (3H, t, J=7.0Hz), 3.30-3.50 (4H, m),
3.69 (1H, dd, J=5.8, 12.2Hz), 3.90 (1H,
dd, J=2.0, 12.2Hz), 3.98 (2H, q, J=7.0
Hz), 4.11 (2H, s), 4.50 (1H, 4, J=9.0Hz),
6.75-6.85 (2H, m), 7.05-7.20 (3H, m),
7.25-7.85 (1H, m), 7.85-7.45 (1H, m),
7.60-7.65 (1H, m)

RiEH7 | e

2.42 (3H, s), 3.30-3.50 (4H, m), 3.69 (1H,
dd, J=5.9, 12.1Hz), 3.90 (1H, dd, J=2.0,
12.1H2), 4.15 (2H, s), 4.50 (1H, d, J=9.2
Hz), 7.10-7.20 (5H, m), 7.25-7.35 (1H,
m), 7.35-7.45 (1H, m), 7.60-7.70 (1H, m)

EIEHIS | wl

3.30-3.50 (4H, m), 3.69 (1H, dd, J=6.0,
12.0Hz), 3.90 (1H, dd, J=2.0, 12.0Hz),
4.17 (2H, s), 4.50 (1H, d, J=9.2Hz),
6.90-7.00 (2H, m), 7.10-7.15 (1H, m),
7.20-7.35 (3H, m), 7.35-7.45 (1H, m),
7.60-7.70 (1H, m)

EHE4519 %]”

2.21 (3H, s), 3.30-3.55 (4H, m), 3.70 (1H,
dd, J=6.0, 12.2Hz), 3.91 (1H, dd, J=2.0,
12.2H2), 4.17 (2H, o), 4.52 (1H, d, J=9.3
Hz), 6.80-6.85 (1H, m), 7.00-7.30 (5H,
m), 7.35-7.45 (1H, m), 7.60-7.65 (1H, m)
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[%E2]
ERHES (A=t =3 'H-NMR (CD,0OD) 6 ppm
_ 2.26 (3H, s), 3.30-3.50 (4H, m), 3.69 (1H,
—\s _/ |dd,J=6.0, 12.0Hz), 3.90 (1H, dd, J=2.2,
N ho YOy —{ | 12.0Hz), 4.14 (2H, s), 4.50 (1H, d, J=9.1
EhEH10 Ho Sy on Hz), 6.95-7.15 (5H, m), 7.25-7.35 (1H,
m), 7.85-7.45 (1H, m), 7.60-7.65 (1H, m)
3.30-3.50 (4H, m), 3.70 (1H, dd, J=5.9,
~) 12.0Hz), 3.90 (1H, dd, J=2.2, 12.0Hz),
FHEHT1 | w0 Ors e | 4.12(2H, s), 4.50 (1H, d, J=9.3H2),
Ho' N ‘om 7.10-7.17 (1H, m), 7.18-7.27 (4H, m),
on 7.18-7.35 (1H, m), 7.36-7.45 (1H, m)

(SEhef 1 2 -1 6)

HTERUR & L ORI S BEAM 2 AT, 00 1 & MEROAE TR 3 48

OB E &,

(%3]

RGBS

b &

'H-NMR (CD,0OD) 6ppm

Eiefl12

SN />

"OH 7N

2.80-2.95 (2H, m), 3.10-3.20 (2H, m),
3.30-3.55 (4H, m), 3.72 (1H, dd, J=5.7,
12.1Hz), 3.92 (1H, dd, J=2.1, 12.1Hz),
4.54 (1H, d, J=9.2Hz), 6.65-6.70 (2H, m),
6.95-7.02 (2H, m), 7.03-7.08 (1H, m).
7.15-7.20 (1H, m), 7.45-7.55 (1H, m),
7.60-7.70 (1H, m)

=3

2.80-3.00 (2H, m), 3.10-3.25 (2H, m),
3.30-3.55 (4H, m), 3.72 (1H, dd, J=6.0,
11.8Hz), 8.75 (3H, s), 3.92 (1H, dd, J=
1.9, 11.8Hz), 4.55 (1H, d, J=9,7Hz), 6.75-
6.85 (2H, m), 7.00-7.12 (83H, m), 7.14-
7.20 (1H, m), 7.51 (1H, s), 7.65 (1H, d,
J=8.5Hz)

RhE5l14

2.85-2.95 (2H, m), 3.10-3.25 (2H, m),
3.30-3.55 (4H, m), 3.72 (1H, dd, J=6.0,
12.1Hz), 3.92 (1H, dd, J=2.3, 12.1H2),
4.55 (1H, d, J=8.9Hz), 6.55-6.70 (3H, m),
7.00-7.10 (2H, m), 7.15-7.25 (1H, m),
7.52 (1H, s), 7.66 (1H, d, J=7.7Hz)
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(4]
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ERHIES

'H-NMR (CD,OD) 6ppm

EiEHi15

2.90-3.05 (2H, m), 3.15-3.25 (2H, m),
3.30-3.55 (4H, m), 8.72 (1H, dd, J=6.1,
11.9Hz), 3.72 (3H, s), 3.92 (1H, dd, J=
2.4, 11.9Hz), 4.55 (1H, d, J=8.9Hz),
6.65-6.75 (2H, m), 6.75-6.80 (1H, m),
7.00-7.10 (1H, m), 7.10-7.25 (2H, m),
7.52 (1H, s), 7.66 (1H, d, J=8.4Hz)

=Kt 16

HO'

OH

‘OH ¢

7

2.28 (3H, s), 2.85-3.00 (2H, m), 3.10-3.25
(2H, m), 3.35-3.55 (4H, m), 3.72 (1H, dd,
J=6.0, 12.1Hz), 3.92 (1H, dd, J=2.3, 12.1
Hz), 4.55 (1H, d, J=8.8Hz), 7.00-7.10
(5H, m), 7.10-7.25 (1H, m), 7.52 (1H, m),
7.65 (1H, d, J=7.9Hz)

% 5 ICREDLEWII LREEWACBE IR O IE EFRRICL THIET S

ZEWTE D,
[%5]
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b bSGL T 1{EMEHEEAERHR
1) ERSGLT1070—= FBRUORENY & — O AHZ
EMNEHFROMRNA (Ori gene) 2, FUddTze o4 —&L
THIEEL, PCREEHCcDNASA 7S U—2{ER L7z, TOCDNASATT
SY—z#ERELT. Hediger 5ITENHMESNZEISGLTL (ACC
ESSTON:M24847) ®1ENS 200 5EE TOHARFEP CRIEKC
FEEL, pcDNA3. 1 (=) (Invitrogen) OINFro—=
> TEMIICHEA LTz, A LD NAOERERFIL, #HiE SN TR &5
2IT—EH L Thiz,
2) E FSGLT 1 REFRBROBIL
ERSGLTLIHBEARY Y —%Scal THLLTEBRDNAE LA, CH
O—Kilffgic Ry aik(Effectene Transfecti
on Reagent:QIAGEN) IZTHALZ, 1mg.” mL G418 (
LIFE TECNOLOGIES) kTRA<1 s > HEMIEE, i
FEIZTAFIN—a~-D=I)NaET ) ¥ RORDANEEZRIE Lz, &DHIRN
MOABEEEZRUAHZRIRLTCS1-5—-11D&L. L% 200ug”
mLDG4 1 8FEFTHEEL,
3) AFIW—a—D—=)AEZ /K (a—MG) BDAAHEEEEORIE
96T L —hCS1—-5—11D%3X104E, RTHEEL., 2HMEKE
U= 18ICH D AR ERICE U7z, BUDASABER (1 4 0mMIET MU DA,
O mMEEA Y P A 1 mMEAILS A, I mMEIGY 2% A, 1 0mM
29— (4~ (2—bROFVIFIN) —1-ERFTI)N) TH AR IE, 5

MMRUZ (EROFAFI) TI )AL E2EOEERpHT. 4) i3 JE

g R (Sigma) EMCINME (Amersham Pharmac
ia Biotech) Da—MGREEVEZRMKBEN1ImMMERDSIDITEML
THRMU 7o BMBREEMITD AF I 2 RF L RICER U2, REKICTTEER
WL T1lmMa—MGZEZFDRDASMARERITHRML ., MERRERE Lz, X
HREERICITE B b a2 8 £ W EIE FABETRZ ., B D A HHIE RIS
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RUDTAZEZTL 4 0mMOET ) > 2EDEREID A AEE R ER 2 5
BIL7=, B8 LU72CS 1 oigEREL., FillEREER (o —MGEEERWNE
MR ASFRRENR) 21 RHPED180uL WA, 37CT1 O HEFEL /.
F—#EE2H D 1 EHROER LR, mMLEREERZREL. AEFARERB I
5  EREDAAFEBEEREZ 1SS0 750 L9 DMA 3 7TCTHE L, 1FFREE
WCIIE FEERA2REL, 1R800 18 0 u L OFEREER (1 0mMIEIAN
AR ¢ —MGZEUERERDALRREER T2EWEHELZ, 1REZD 751l
DO0. 2mo | /LAKEELF NI ATHEZERL, ZT0OReEaTL—k (P
ackard) LM, 150uLovrr0s>F40 (Packard) 2
10 MATEML, vty >Flb—ashur4y— ry7hoor(Pack
ard) ICTHENEEZENAIL /2, SEREEDR D AZNSEBR DAL EZZE LTI
W% 1 0 0% & LT BBRMEAMOSBEICBIT S AF)N—a—D-/)a¥
Z /Y ROWDAHREEZER U, BREEWNAF IV —a—-D-TNaET /&
ROMDABE 5 0 GHETHEE (1 Cyfl) 2. 0Uy h70y Mok DEH
15 L7z, TORRIIRG DEDTH D,

[%:6]
R L ICq o fE (M)
S ffi ] 1 220
GABaRA 2)

b RS GL T 28 RE AR
20 1) EFSGLT 20y O—= 2 BLUSREAY ¥ —~OHAME
ENEREROMRNA (Ori gene) 2, FVJdTE2751<v—&L
TIEE L, PCRIMIEA CDNAS1T 75U —%EkLE, ZDcDNASTT
SU—ZEHMELT, R. G. We l 1 s 5ICKD#EINAEZLRSGLT2 (A
CCESSION:M95549, M95299) 02&Mmn52039&FFETODIE
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EEF|ZPCRIEICKDEIEL, pcDNA3. 1 (=) (Invitrogen
) DRINFIO—Z 2 TEMICEA LR, BALZDNADOEREFIZ, MEIh
TWEARS & E2IT—F L Thi,

2) ERNSGLT2REREKOEIL

ERSGLT2REBERY Y —%Sca ]l THELLTEHEHRDNAELZE, CH

O—Klffaic Ry a #E(Effectene Transfecti
on Reagent:QIAGEN) ITTEALKZ, Img-mL G418 (
LIFE TECNOLOGIES) ITTRATA I mEflark g, #ihd5
FEIZTAFI—a—D—=INAET /T FORDABEEZRIE Lz, FbiEn
HBOABEEEZRLUZHERIRLTCCS2-5E&L, U 200 g mL®
G4 1S8HEEFTEELE.

3) AFN—a~-D=INaEZ5 /T (a—MG) BDABREEEDHEIE

96/ TL—hICS2—5E#3X 10 /RTHBEL, 2HMEBELE
CHRDABERICE L, HORBREIR (14 0mME(LF FU DA, 2mM
WAV T L, ImMBEALS DA, ImMERT TR TA, 10mM2 — (
4— (2—-EROFIFI) —1-EXSTINV) T 2Z)NVEE. 5mM b
UR (B REFIAFIVN) TI/AYZEORERDHT. 4) 1Zid, JERES
NE (S 1gma) E"CINIfE(Amersham Pharmacia B
iotech) Da—MGERKBEN1MMERDEDITEMUTHRMLUZ., &
%Mé%ﬁ?%?wxw7ﬁ*iPK%%LE%J@%&KT@E%%LT1mM
a—MGZEURDIALRBBERICHRML., BIERBERE Uk, SRR I
SribEre s £IRWRIE FAEETR 2, BRI AARIE BTSN U D AICE
AT140mMOEIY 2SI VERR DAL AEEREZRAML /2, B8 LM
faDEMEREL . MLERRER (o —MGEE £/ NI AL REER
Z1RHED1IS0uLNA, 37CTL OLMFELL. A—HEE2HD 1ER
DRLU 7z, RO ADREERZREL ., RIEAEERUIERERR 0 IA S BEER
Z17RE72D 750 LdDMA 3 7T CTHELZ. 1 RIBICHIEREERERE
L. 17R&E720 180 u L OWsARER (1 0mMIESIN)Ea - MGEEOE
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FEEL D A S FIRER) C2EMEFE Lz, 1REAZD 750 LD0. 2mo 1, LK
B> bU D LATHlZERFL, TOReEI7L—F (Packard) %L
o 150uLDTA02F40 (Packard) ZMATEML, 12
Ay >Fb—rarhory— byThUrh (Packard) ICTHEERE
5 ZFHAIL 7. SEBEEOE DALY SEBRDADLZEEZ LI WZEZ100%EL
T, BRI AN ORBEICBT B AF)N—a—D—ZINIAES )T RORDIAAHER
EEH U BRIEEYIAFIN—a—D - aAES ) ROMDIABES 0%
FHET2IRE (I Cyil) %, OYy MOy MCKDEHLRE, TORITET

DED TH 5,
10 (& 7]
RBLAY ICs0fE (nM)
Kt 1 58
Ead 2 130
Kftifi 3 2. 0
EE L ORI AR

FRIAOME R (1) TRSNDHSERBAEE, T ORMENICHES

NAEBLUENGOTORS Y ZiE, b b SGL TIEEBEEREREL. MS

15 TO/)a—RAEOHERIVEREL . SVIRETO 7)) 01— 2 OFERIE

LT, MFEDEREIREL < M@ EETFTS 2 &2 TE5, TN A%

BliCd D, WA, REEIE. TR, BRELOMHE. RS0, B
IR T BRI B BN T S AR S R B D LT E B,



WO 2005/085265 PCT/JP2005/004152

78

R O

s

1. TFTE—E&R (1) TRINSWEENT ORFERE 212 OB FIITFF
RENDE, WTFNSOTORIT YT .

R’ R

N];ETW (1)

)QAZ R

5

G

R'EURYNL, EB &Mh—HN—MKK
R5

\

Q—@ (s)
R® :

(zXr

10 RIROROE, MU T, KERF, KEEE, NOFURF. C 7 IbFIVE,
Co 7N ZIVEE, CoyTIVFZIVEE, C 7V, Cou P N 2 AFs
B, CTNFINFAE, C TN rz)FAE, Na (C7IF L) & No
(CyTaF) F, NO (CL7IVFENFA) &, b ROFY (CTIFIL
) #, B ROFY (Cpu Tzl # e RoFy (C7haF) £ R

15 OF 3 (C TIVFIFA) #H, BIVRFIE, HIVEFS (CLTF) &,
ANWRFY (Cpu T V=) H ANVEFY (C7NhaFxy) £, HIRFS
A(C T NFNTA) L Cpy TN AFTHINRINEE, Cp 7 aF AR
W (C LTI E, Co7haxy Rl (Cp 7= # CuT
WaAFTHIVRZI (C T aF) EH, Cpu T NVaAFTANKRZIN (C TN

20  FINFA) H CLTIFNIINT 4 ZIVE, C LTI FIN AN BRIV —U—
V-W-N (R) -2z, XI3BBHELE LT TRERELR o» SRRSNBEE
DEZE1~3FEEFEL TN TOIWTREREE (1) ~ (xxviii) THY;
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(1) CooTU—IbE:, (i1) CpyFZU—Ib—0—. (iii) Cpy7U—Jb
~S—. (1v) CoTV—Ib (CTIFN) £, (v) Cppy7 U=V (C,a
TNAFL) H, (vi) CoyZ VIV (CiTNFINFA) #H, (vii) AT
oyU—)VE, (viii) ~A7a7U—=)l—-0—-, (ix)AFar7U—)L—S
—. () AFOFY—L (CLThFEW &£ (x1) AFOFU—)L (C,7
NaFy) &, (xi i) A7ayU=) (C7NFIFA) £, (xiii)
Co 707 NFIE, (xiv) Cui 707 )FIN—-0—, (xv) Cpi¥
O7LFEL—S—, (xvi) CpiZO7Fl (C TN £ (xvi
1) Cord a7 (CTaFY) #. (xviii) Cirarils
W (C L TIFENTFA) #, (xix) AFodr7o7ibFlE (xx) AFO
o7 )IFEN—-0—, (xx1) A7 7a7)lF)I—-S—, (xxii)A
FOLZATIEL (CLT7IE . (xxiii) AFOLZ7O7)EL (
CTaE) & (xxiv) AFOLZOTLEL (C L TIVELFA) &

(xxVv) %éﬁ%ﬁ%ﬁ?i/%\ (xxv 1) FEERIRTI /) (C 7+
) Ey (xxviil) FEERRRYI (Cylhadd) &3 (xxviii
) HFEBERRY X (C 7 VFIIF4) &

Tid, KEEEZELTOTHLNC FILFELVE, XEC, TAroL Vi
THD ;

Uld, —O0—, —=S—XIEHETHD (EL, UN-0—-XiEZ—S—-DFAE
v VRUOWIERIFHCERE S TR0
Vi KEBEEELTOTHENC  TELE, C Tl oL SR
HEETHO ;

WiZ, —CO—. —SO,—. —C (=NH) —X3BEETHD ;

ZIi%, WU T, KEETF. Cp,TNaFTHIVRZIVE, Cyp 7Y=L (C
1 7PV AFTAINARZIV) F RV I)E, —RYN —CORE —SO,RE —CO
N (RY R, —CSN (RY R)., —SO,NHR"XiZ—C (=NRH N (RH
R¢THD ;

R, RA RUBRUORNE, MY U T, KREF, TSR ns@BRans
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FEOEE 1 ~5@FLTNWTHINC LTIV, T REHER o bR
REINHTEROEZE 1 ~81[E]7§L"C03'C%J:(/3T§E[%T@% (xxix)~(xxx

ii) THO ;

(xx1x) Copy7 V=)V, (xxx) ANFO7U—)E, (xxxi) Cyuy
oO7NFENEGE (xxx i 1) AFarr7ay7bF)E

HWE, ZEUORDHEE U THET2ERFET KT, TEBRER»S
BRINBEBOEZ 1 ~3EFLTWTHIWERN T I VEZBEL &L
v

RIRUR ANES U T T 5 2RF T L30T, TRBHREH o»5&IRTN
HEBEDEZ 1 ~3EFLTWTHIWERAY I /EZHAAL ;

R, Co P ALRTIVE, C LTI ENANKRINT S 25, Cyy
TV ZIVRZIVT 2 B TREBHER B SBIREINSERDOHEE 1~ 5@
BELTNTHEINWC (TIIFIINE, ITTREBRER ) SBRINSETREOEE
I~ 3EEL TN THEWTFREAE (xxxiii) ~ (xxxvi) THY

(xxxiii) CppZU—JIlE, (xxxiv)ATaOr7U—IHEH (XxxV
) CodZ7OTNENEE (xxxvi) AFOLYOTILEILE

RE, RFRORYE, MM LT, KEEF. L7 /5, WINELILE CL7
UIVEE, LTIV HINARTIE, CpyT U=k (Cp 7 aEss)LR=)L
) = hoE, CL T AFNZVEIIVE 2L 3 RE BN RA)
B, I TREHREH S NSBRENSERDEEZ 1 ~5FFLTHTHINC
FUFRNETHED ; HI

RERURTSHEE L TIF L U EERERL ; HL X

RIFURDNMES U T T 5 8RET S3IT, TREBHER NS & RSN
SEBEDOEZF LT THOIWERAY I JEZTAL ;

Qid. —CTNFL>—, —C ThHol>— —C, ThFIlL—, —
CLTVEL>—0—, —CTIFL>—S—, —0—C, FIhFEL>—, —S
—CLTNFLY—. —C TN FELY—0-C TNhFEL>—, —CTIFL
>=S—=CyTNFL -, —CON (R®) —. =N (R®) CO—, =C 7
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F1L>—CON (RY) —, XiZ—CON (RY) —C TIFL>—THV ;
R&E, KEBREFXIEIC TNVFNETHD ;

BAL Co T U—NEXINTOT ) —)lEZETHD)
TERINDETHO., MHMN KEETF. KBE, 7IHE NaOFVETF. Cy
FIFNE C T afis, >7 /58, HBFIHE, C, TIhakihR
ZOVE HIWNEAINE, B/ XIEY (CL TV 7%, /DO (C LTV
FI) E, EROFY (CLThFN) & 277 (CTF) & HLRF
2 (CTFN) E, C 7 aFT AR (CL T IV H IINE
AN (C TN F, 72 (CL7hFI) £, £/ XIS (CT7NF)N
) T2 (C7FN) £, oo (C7hvaFd) £, erRaFy (C,T7I
%) H HINEFY (CL7haFy) &, CTIVaAFI AR (C
TAFL) E HINEA) (CLTIaFy) &, 73 (CLT7Iaxd)
B, B/ XY (C,7NFN) 727 (C 7 haFks) &, C a7+
WVE, Coad 7O NENAELE, Ctr BT LEL (CLThEL) B X
ZC,>rayIvF) (CLT7NaFxy) ETHD ;

RIRURNE, ML UT, KBEEF, KEE, 7% NOFVETF. CL7
FIE, C,TIaFish, v 7 /&, HIVRFLE, CLThaFi iRz
WE, TN EAINE, B/ XIEY (C L7 I)VFE) 7 7E, Na (CTIVF
W) . EROFY (CTEN) &, 27 (CL7IFE) &, HLRF
(CL TV E, Co 7 IVAFI ARV (C L TIFEL) B, HINEA
IV (CuT VW) H, T2 (CLTEW % EIXEY (CLuT D
T3/ (C,TVE) &£ NO (C,7haxd) #, v RoFy (C 7O
F) EH BNRFY (CL7NaFL) &, C 7 NIFTHNRI) (CL,T
VaAF) H HINEAIN (C TIaF) £, 73 (C,7NaFy) £
VE/XEY (CTIFI) TR (CovaFi) . Ci a7 IFb
B, Cira7NFENAFRIE, CLiraTEl (C L7 #, Xid
Co> a7 =) (C7IaFxl) ETHD ;
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