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Res.. 88, 499-505, 2001; Barry-Lane, P. A.%, J. Clin. Invest., 108, 1513-
1522, 2001). ROS it A 5 sk 4 (balloon))45i 45 & #7 £ M IE &3 74, 5]
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(P) H A ALBG % £ #H(Shi, Y.5, Arterioscler. Thromb. Vasc. Biol,, 21,
739-745, 2001; Szocs, K.%, Arterioscler. Thromb. Vasc. Biol, 22, 21-27,
2002). WA IREE S, bR —) p22phox ) C242T itk
T Bk 4y NAD (P) H AbBaiE iR iR 5 Ak 3 bkk kL 5 i
&4 % (Inoue, N.%, Circulation, 97, 135-137, 1998; Cai, H.%, Eur. J.
Clin. Invest., 29, 744-748, 1999; Cahilly, C.%, Circ. Res., 86, 391-395,
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Diebeates, 49, 1939-1945, 2000; Hink, U.% Circ. Res., 88, E14-E22, 2001,
Wautier, M.%, Am. J. Physiol., 280, E685-E694, 2001), *t-F #% Sk 5&/ K
FAEA 644 M AL AR 69 NAD (P) H RAbEeE M8 ha 5 AL R L fn A
& 3545 2 18) 44 % % 4UA 4R iE (Ellis, E. A %, Free Radic. Biol. Med,,
24, 111-120, 1998).
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R.%, J. Cereb. Blood Flow Metab., 16, 1108-1119, 1996). #Eikid, 4
% dr Mz 4, NAD (P) H BACERZ MR 65 8P, MB 3Rk f i@
% %V (Walder, C. E.%, Stroke, 28, 2252-2258, 1997), &4 HRiE 45 4,
Byifstdn, KR, P-RANAEE @ F e RO T ALl OE IR S
4 NAD (P) H FAbHf K R4 42 4m o4t (Spranger, M. J. Cereb.
Blood Flow Metab., 18, 674-678, 1998; Vianca, V. D.%, J. Biol. Chem,
274, 15493-15499, 1999, Green, S. P.%,J. Cereb. Blood Flow Metab., 21,
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5550-5555, 2001; Arbiser, J. L., Proc. Natl. Acad. Sci. USA, 99, 715-
720, 2002),
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ALFIA, ABREEL. T RAHALFR. FARBALELS
4-FEARARBALEAF, LAERATERA. FRARRL, —F
KTEK. S CAREAF ORI S, |

AR 84 RGBT AR BRI IR AL R 45-C(=ENH)NH, 20 E, “o7
IR b BT X ik TR E AL &
AR, I EAEAT B3 T AR T HIRAR.

RSB R 84 K5 IR 694640 ) B ARAOA G IS IR X2 L &
U A T SRR SR AF, L e R T4
A 320 #93rsReIn BAR . IRT R HORIK. RO AL K
F L SIR[2.2.1 R SUR[2.2.2)F A RIR[3.2.1]F 4. wUIL[3.2.2]
Fih . AUR[33.0]F A, WIR[4.2.1]F 4, RIR[43.1)5 4. 2Rkt
H. B O R 0 L AER] o sk R T A 4-20 93 Fde 2-3R K,
Be-1-0k . 3-IRAM-1-K . 2-3R Ot-1-00 e 3-3Ratp-1-4A %, ERER
Y ) L3 ) o BUR T 40 4-20 69 30 M H e 2,4-30 K = M- 1-
. 24K -1 e 2,5-30 T -1 5

AT R 6 RGBT ARG T A7 @386 o8 R-F4A 6-20 &9
s, ek, Ak BA(-RAA 2-RAF). BA EA R
H AR O-FH A 1-H5AF)F. (R F R QRN 5 A A
BAX 84 552k

AT R 6 AGE T IR B R A e RN RARAA IR B
G340 2-Fu. 3-BLK 45 2-F. 3-RAR 4-R; 28 3-8 K 448
Do, 3-phR 4-mh 2-FAL 3-FARK 4-FA; 23-=FKk 24-=F
2R 25 W 26- =R, 34-ZFHRK 35-ZFR; 234=F
235 WA, 236-ZF . 24,5-=F . 2,4,6-ZFHEK 34,5
W -, 3-THAK 4-TH; 2-RA. 3-RASR 4R 2-2
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PR B-ZATAKA-ZATA; 2-FRA. 3-TARAS 4-F A4
23-ZFERMAL. 24-ZFRE. 25-ZFARL. 26-—FHL, 34--F
AR 35-ZFRA; 234-ZFRA. 235-ZFARKL, 23,6-=F 4
A 245-ZF R 246-Z T RAK 345-ZF /A 2-TRHK. 3-
LRAR4-THEIA; 2-REL. 3-RAAR4-HENL, 2-Z A F AL
3-ZATARARA-Z AT RA; 2-RA 3-FUEK 4-FL; 2-A 4., 3-
FHAR S A-RH K AR AX 2o BRAR A o BRA B 6 4F AT 5T ) 69 404,

ARSI 6 KBTI I PHLRARIEAHE S
—AMBIR R R AR AR TR, O350 dof ik LIRS
A SR R Z IR 52 AR A0 2 IR Ao dE 53R IR e 3035,
FIT R S 30K 22 30 69 BAR £ ) L 36 Bl ook rd L oEop L mbBR AL
(pyrronyl). BErd k. FRErd L. oRed . FoRed gl oo sibed
o 123-BE e gk 13 4-BE el ekef ik, 123K ek K 12 4-
v e gk 1340 ek dh 0 123- = . 124-Zed St wged b wt
L S S S Y-S WL S S LS W LS
Footb e e LS. IR K Z IR 6 5 kA0S 2 Rk ) ) 48l e K
Frekrhd. FRIPekm . RIF[bE AL IR, AUk, 1H-
wlod . R SFoked . RSEMEe R 12-K R B R SRR gk
12-3F 5 Feoo gk 0 TH-RSF Z oAk Boifi . Fo8afil . cinnonyl.
dpodoti gk | Rk R, 23-ZRARK. LS-ZRARL. R
U S TS SR o SN e o 8 SR o 8 S S
AR wyeEek . ek k. R RE K (phenoxathinyl). EE L. U
H. ek, P RE L. wbeEIt (1,2-b) waskdk. wkedst (1,5-a)
e . sked g (12-a) wbs2gh. ket (1,5-a) abo gk, oot st
(12-b) stk g, wkedif (12-a) ok, 1,24-=745F (4,3-a) wt
e A 12,4- =0 5 (4,3-a) RBRF, ke & ILAF] el AAT
oot b E 4 — AR T /B A

4

9
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SleleloNoliR.
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ss¥sotealive
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Hor ek R4 BT A RAL S BT R EATAE B, TR F IR,
ATV TR L, B4R R A N R -F4 57 TAE %I,
Bl dovkom A TR AR R A b K

AR 6 RGBT IR R Bk 46X R, O-(3t &,
R AR AT BEAR G 22 3038 S AR AR AL ) 5

R T AR AR 940 Fn Y 2 RAE R O B IR A B ALY L AR ERAX
B A A TR R IR R A 8 Rk 5 ] 6,35 4] do ST K
BRI AR . T A B G RO A T AR B A (R AR AR &
7 THREBARGKREILEIL . THIBRG F AL, THBEXG—K
ARBEEI . THEBRAMEATEL. TR, FI. THRRAHRKL.
TTARIK G B RS, TG IR, BRUL. AR AR Bk
TTARIAR A — AR AR T AR 6 —BRARFR R . T IR ) —IRAX,
LBl TR —BARARBLA . AL TR A A e R R
foFe by BE IR X2 A TTARIRR G A TTARBA A 22 308 . T ARUBRAX,
W Ze R B TTARBUR A B A A S R A T AR L S, AR A4
B4 1-3, hit 1. sTBRE 65 BIXRA 457 R, A LEBRKRET,
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Pk FE A RSB . ARMUR BUR . {RSUE R . AR B R
FAR . AR B AR A IR R B 6 R R AL

A B RSB E AR $9 R E ), HRBRAN AN S L
AE AR, QIEG R THA 2-6 dR Bt 4o LB, ABLE.
THE, FTHA. RBUL. FRBUR. B OB .

H A B YRBUR RS R T, HARBR R A A
AR F XAOR, Q36| B F4H 2-7 R EA S 4o T RAHE
. CRABH. ERARAKAIIET RAHRAF,

HEBAREA LG THIBXAIEHEL HBRKAARE .,

KSR 6 RAE T AR ) —BR AL Bk e 45 X R,S-(H+,
Ry, RATHIARMEAR TR FRRGLA, “—RAAR” @4
o sk B F 4k A 1-6 th—BAARAK, Flde FAL. THUL. AL,
SmsL. THA. FTHL. FHTHL RTHEL. KA THR
K.

A ST R 64 R 5T AR B ) — BB AR @48 X R;4SO-
(9, R RATHIRGBER LA FRAGLR .

AR 84 AE T X A — IR AR B AR 235 X R,S(0),-
(GE, Ry KA TR E AR BB FRAG AR,

AT 6 RAE TR — R ARLAHER” BKaFE K
R, S(O)-(H ¥, Ry ARATHIAR A IR A R IR F ARG AT,

A FT B R-Roo AREAG T AR IR 6 2 2B A IR F 89 1%
£ G366 4o A4 R AN AR AR WAFRAF)FEIRRE
H: shdade kb At PSR XZ AR, B AFTRZHEF). F
AFITARAA,

Bk gt A M AR AR b A4 SR ) L AE LB T AR
W IE AR A B AR e AR AR

BB AT FegIm k. B A A IR b A e A L AEBLEA T
PREAR B4 A5 A2 AL 4 BRSBTS 6 AR s R H

k5
P
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iR A bR A T O] do BB F A 6-20 M R e R
Ao B RA(-FAA 2-RAF). BA A EAFGAO-H
A -7 K F)F.
AT AR IR AR AR T A Pz RIEEV AR
— A MR AR AR R T 2R, Rk SRR, o
Bldo ik BRI —IRRKZ R AL TRASE, BIR
Ze ST BAR L) L35 dovk . Rk BRI . REed k. BRE
e L eRed | FreEed B ofed A wbed 0 12 3-BE ek i 1,3,4-
BE —ed gk, ke gk 1,230 i 12 4R e S 13 4o el
1,23-=v g, 124-Zv 0k woed 3k wmbme . mbok R wEuE K ek
Bk, DAL BN AR, IR Z IR 69 5 AR AR A 22 3R K 4G S 4
QL4645 o K ek A . R IFekeBA . ROF[blE R TRk R
aleg fh . TH-7 vk R Feked . RORREed R L 12-30F Rl R
FHPegh . 12-30F Fekek kL TH-3R0F 2ok, ohoiidh . S ook
Sk cinnonyl, *Eedepksh. BuEekk. 23-ZRAEEL. LS-ZRAER
PR LS 1 S 50 ST o S SN B 3 S SNV S S
(o, BB wruEdR k. wrk Ak, e AREAR L SRR RO
SEekobk g P AUER L. wbeE SR (1,2-b) skoRR . sbed it (1,5-a) v
S ke F (1,2-a) s A ook iF (1,5-ad wbo gk, 2k it (1,2-b)
skoh gl whed gt (1,2-a) s, 1,2,4-Z 74 5F (4,3-a) mtsg i Ae 1,2,4-
Zohdf (43-a) B AF, AF, ERERSHARFTHEALRT
W 2e Tk, Hldeekehih . F5F (b) sk 2H-wbed-3-K . FRSF
ekl 2H-t6H-3-00 . meeb k. ROF = Sobemik. R Ak A
DH-vk o3 (3,2-b] sk, TR M (b)) sthrdfe 2H-3R okl
BT AR IR G R R R A L IR @48 HAF A TR
K IE AR IR G o RAB AR IR IR AR AR L T
AN A A THRIRAR G 4R R AR 89 A
B vA T 4554 69 4% Al Ak 08 AR SRl 2ok, ARk T AR 69 A

e}

.
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IR B BAR R HIET QAE 5] de KM AR 2- 0 -3-F ATk 3-
AR AAL 3-QA-ZHAREHI) T, 2-FERA3-FA-T
A 3-FERA2-FAEAE, 2-Q-THAKL)3-FA-TA. 3-Q4-—%
AR mA 3-QA=F RO TA 2-848-TH. 2-54-
3-FA-RM. 2-FRA-T A 2-F RA3-FA-AAF.

A 8 TT AR BRI AR AR R ALY 69 R4 46 4o T AL T,
EARA. FAL. ETHA HTHA EARL. -PATA. 22-=F
HAmi, ETHA 3-FRATRA 4-FRARA, E&A EFK EF
H. wmEAATA. B Y AKA. ZRATR. 2-A%K. 2-T
WA, 3-THFA 2-THR-1-TH R 3-FR-2-TH AR, 1Rk, 2-
S 4B, AT, 2B B (R @A) e 2-T A5,

AT 45 5% IR 4R8E, &7 R B, S Al 54K
SRR LIRS . KL NI T AL EFT TARSFAAR, AT &
SARF MR IEE AR LIS T . BF, e RAETAT A MK,
] BT VA SR X BRSNS R.

ASPT R 6 H AR A, OH RA&#HA, Me RATHA, EtRERT
J&,i-Pr A% & B L, TBS KA T A = 2L Fat ke sk, SEM A& 2-(=
W AR ) LA T A, Bzl AREF R, Me RATFA, PhARAXR
£, MOM A A FTRALFTH, TMS KA ZFHETARA, prenyl K&
F S AR 3-F A-2-THA), “prenyloxy” K& & #A.
“OCH,;-c” KRAFRTEIL, “OCH,-n” RAALM AL, Ts RAX
W AR L, TBDPS AR TAZRATARL, BuURERTE,
pr % & & & A, picolyloxy K& g TR A, EAH (), REZINX,
ARE (B0 R (B ) 7 K75 F 49 (AR ) A= B A
X 49 Fo R BAR 4 B AR LA AR

BUR B E BA o -R b AR A BA AT AR F MR
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NS X % 0 & N,
4 XAH0m, RAAE,
u 4 X A NBF, RAFEZHERAL.
XR
_~N
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N e
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(D — (0 —0r

= Ny —
eatiies
N —— N

N N

XR

K T B JFHREOAEERLTEE A .

AL A () kit A4 D), Sk hwsm(-1), £
Stp(a)d, 4hik R, 2 THINKRGELTEL, $46-CONRR,,
H PRt R, £ A

% Ry,. Ry, F7# Ry-Ry 41EATLEE- LA (la) F —AH IR 4
MBE, ATRIR ELAE AR TTARBUR A R I0. TR EIR, Rk 5-7
AR,
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L AT LA i LR X (ORART, KEA—AFHhyEL—
Aiusd, A R AR, Ry ATHIAGFAE; Ry ZRKTHIUK
e R RZEA; Ry ATHIRAKEGFAK,

4 AT fuadh iy L X(DARERE, AKX 6 —/ Rk ey EHhT
A IS, b R ZR; Ry RTH—AREANLH LT R
ARICTAR GG 5 TTHRIRAR Y 3020 RSO k. 1R
AL TR REARL, Ry AR THEKGEL; Ry 24,
Ry 2 —AKEANL AU T HBAREBRGF A AF. gRIK
st FRARAUR UL, IRSUE L MRS RUL . AR RBRAR
AL KBS RS RS EIL . R RSUE A
b, FAMBEAL, RARBH L, RAELTEL, I, K
B AAR R AR A 45 5 AR BUK.

LA adhd LR K(DRAEN, KL 96— 240k 64 E 46
FER—FEY, P R AR, R, R —AKE AN HA TR
ARILBAR 6 A T IR SOk . (RS AL I KA
k. THRBARG R AR, Ry RAKTHRIEARHEIL, Ry ZE;
Ry 2Tk —A KR E Ak A FTAOBRMARARKGFN: BEx. gARK
st RS ERA . RAEA. IBB RS, B KRB
HORAL KA. FRSURA . FOMRBUR AR KRR
B KEMﬂ%£~X£ﬁ£W&g\ﬁg\%%gﬁﬁ%ig%

%’:

B
=
%
éﬂ
%

ﬁini%ﬁ%¢,%ﬁ&ﬁﬁw&&&%%%gkﬁﬁig,
Bk T ARG A N R T8 5-7 Uk 7k 28 TR AR () ok AR
ok A At ek b A (pyrrolizino ) BUX a9 Rk, X B, “TTAIRAE” B
AR BT A TR e A/ XK L AEATIE B Ry F TR 69 &
B B AR R T 2 by 2R T 69 AR AR I 1 K () o -CH,-CH,-CH,-
CH,-. -CH,-CH,-O-CH,-CH,"). —&K =&k, THIRAK &K AR
Kk BEFF.
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L prig A d BB X (DRAR, KL P —Fhike) 55
£ —Mebdh, £ R AR, Rk A THIRKY 2-. 34 4-(Fck
AR, TTARIRREY 2-0 3-Fn 4-(tbos - 1-20) FOA A BT UK,
6y 2-. 3-A0 dsker TR Ry AR RyAZE; Ry AR —AHEA
# AT IR R mF . g RIRERRA. KRB 1K
SR, L. MEUREA . A RRUL. FARMA. R
IRBB R . FMRRE AR RARB AR . RO 2
FAFATRL. RO AR B A 42 57 BRSO BUK.

P AZ P B AT S e Y ABF LTS, Q4P
TR EE . A uakh . TR 2k . A UBR A Ao s BB M SR AR 3L S,
AAE Q3ERA B Aot APEHE, WA B detnih. 4.
M5, vABR4RE . HF. AP adss Wk, Z Uk, .
Wer. LB, S OBRE. ZCBRE. 3Ok, NN-ZFK
Lol A . RNELEE 45 b AR SRR, BURRL. PHER.
. AR, HAB. SRR FMH e, A OLEL TR,
LR, ZRGHE. B oM. EB. BAR. DR, ATRE. R,
ERF. BALEE. M aR. LB, FHMEmEL. TAhs. AT ORAEL.
K%&%&%ﬁ%% MR AL OIS AR. MEAR. LR
EELEH AL, BHEEABL OIS RAAHM. SR T RAMK
NG

Y KK A B — AR EANAFH P on, ETHEARAE
G, FIAE, S PTERALAM B AR AR, T A4
XEMRREX MR, £ RF S-Ffh . AKX RA XK R
Ledhih B G 3ESN AR R IR R 8 RFe S- ARG IRE WA EARAKR
e B 2. RaTARERTF T AL TRARA A B A F A
BLR A EALPGEEZA. 4§ B4 TAFARE, TH
o B A AT AT AR 6 R AR I RATURIAR AR &4 77 ik
AT S AKA FEEL R S, R AR ARGk eRA, ARG
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4 AR AT 5 B KB

AT R LA TIF RS S M AE . L4 NAD (P) H fufuis
) iE G ST A, AR ILIEN MR ARA AR T
AL A B FEMALS W 1St . KB T IEAR G- &) BRATT W) A B AT
AR R M, ARBRATA A AT SLB AR A SRR LR e
M Fadr 4 b & 4% ¥ (Bungard, H., Design of Prodrugs, pp.7-9, 21-24,
Elsevier, Amsterdam 1985), 4o, 44 i it4¢ B AERMALE- 5 A
i& ¢4 % R_RL ) K- B 3K A 18 AR RA BUMA Sk & A1 0 J BURL 4 &
b BERE S BT A e AT 2h, AT ARATUSHARA T R A L8 Edn i,
B IR AL A M T B AT 69 BR M K ) AT A W sk 0 S — 6 N8 AR B 2K 5 AR BE A AL
HEGFT . FALABMAE M C1-Co S kB (ko Tils. CHS. ERBEK.
FEAs. ETHE. ST BRTHE). "HokAX O 85 Ao A7 ik B 2L ) &Y
N N-Z 4k BBy, T BE AT 25 4 e o7 il i3 4% 18 X (la) AT AL 4
4444 2k 5 9 sk (Aldrich Chemical Co., Milwaukee, Wisconsin USA; /=
45 28, 956-6)4E = T AR T BLARF AN T RL B, TBERTH e
T i 1t 4% 38 X, () BT 4k 5-4h 449 44 2 &5 T kst (Aldrich Chemical Co.,
Milwaukee, Wisconsin USA; * &% 5 1-778-0)42 = F AL F B/ 5 157
b 5 ) G, NN-= 2tk OB B B 77 25 °7 1 it 4 38 X(la) AT = AL 6
et 5 2-8 N N-= 7 3 T8 (Aldrich Chemical Co., Milwaukee,
Wisconsin USA; = &%k-5 25, 099-6) 485 7] 4o = WA F B R
& ok LB AT S T AR X (la)f R LS e mE S 4-2-R.
£ )rdek £ % 3k (Aldrich Chemical Co., Milwaukee, Wisconsin USA; f*

B C4, 220-3) A 4o = F A T B F T R LS. AR ERY

b L] AR B R AT 2 e (BRI )b A B A ((fE FA B RA)RK
N

BT F TS ey TIAR R L MR R AR B LA F e AR
Aas It BT A ALE

$ﬁ%aﬁw%%ﬁ%wA%”%iw@ﬁﬁé%%ﬁé%,
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ik KEH, FIMLOIESKE, Bk, 645—Kod. —KE
M. SKAMEF,

Frid o 0463 MBI 354). LBmoM(E S
4. BEHY . KEHHEF)F. BT X, ©NTAEARDH G NAD
(P) H 4] 7], A=/ 4517 NAD (P) H AR % 7% 5% 641547 3549

TR AL P LT 6k 038 KR . MRIRIE AR, B sk
b E R (e TR B AR IR AR BRI IR R (o KA . AR AR, 2
PREZAC (o Bh PRIBAFAEAL) . #EIR R IF L JE. FHfn /. 3EFAM & B,

VAT b ) B KK B 25 ] 4054 0 — R M A B ok

KRS T B I T4 % e BARRA, A h BARE] ] 4o

AR IREA . WAL L A AR A D RARBI A e A
FH) . REN . BRA . REAFE MG . BARBIR P

39 PR A BAR QST A . A RN BN . AT 4
Flo BOMARIER] . RO . ARIEA . B BRI AR TR AR P
I TR M BAR CLAEEN L I A B FEA . A
SRR F, A TARIE S BAL N R A R AR de B B AL IWRALA] . F &
F . AR F . AL RS T T IREAL P A 69 B AT 37 4] NAD
(P) HAph4E M 940 . M B o B 69842 3633 IEST . LA IZST.
B, AMed. LY. FALBE.

_ Bl AR 4] 7] 69 A ) L3650 0 8] B 4B FLAE. AR, D-H &8,
SR RA. BB, BRRAAKER. M. M LEfkE

P

F.

B AR 50) 64938 78 ) L3660 4o RR 5 BRAE . ARASBRAS . ANERAY K.
JRAREEBR . BB OB,

B4R 4| ) g #50-7) @6 oK. TBE. RBEE. B4k, D-HEB.
sE R E ., s, TGS E. BRASEL. ARATRIALE.
$WALGE. AR, PRIER. RUHRERER. AR5, Bt
BAAT A= R,
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BIAR S 7)o AR ) (L3 Bl doigdy. RT ARG L E. RTALY
45, IR AR, RAE,. RKAFTELELE40. AT M. 3#
BRAA. KPR EAN . BKERAS . IRMTBUR R CHiBL/K L B8, A AR AR
Badl. 4y, RIS EHHES. LB HE LRSS,

B4R 6] 5] A R4 41 R 90 EH A R tkih . BAE. SRR
ik Bs. o7 fg Al ih 3,

) AA 4 ] 69 BOAT it A 36 45) o B4 aiAn A AR S PRBR 4R 5.

B4k 5] 5] 69 B H) LAE ) el . FLHE. @Mt 2 X FMUK
AR,

B k4 A 69 PRIR ) L35 ] o L JEAY S

B4k 4 7 4405tk Bh 7] ELFEH) do il BB . SR BR . RARBF,

E| k&) R 6388 7 BLFE Bl A O &G . FLESF. .

L& K A R AKIE A BRI, TAREE B E
Pt (e AR, AR, BRI R, AR PEAEAKT A
it EEV LR, FTE R A Qs Em B SR O REGAA, Bl
WERA . PIRERA . MERA . BERA. REORAINFSZ ER. K
F A QIR AR R, ARART AR, FRvA L) & 69 RAed) o),
I A A 4o 5 BEE . S ABEGBE . F oA H B,

IRk 0 R AR R 6 R 8 L) SRS R K. LBE. R BR,
BB, frbde BB,

TR ) 8 R B R AR E P L Fl e R L ZBF. R BF. D-
HEA. XTRFA. OB, AL TR, RER. UK. KR
N FeATARBRAN T,

AR ) 800 B A ik ) IEFl R R BLE TR . A A
REREA . AHAFAREL. TAHE. FALAE. REREAHBE
IS ESF R @ERR, Pl ROEE. ROWARmR., KT
s, TRSgE. RTRSGE. pulssd. £RASER
FEREZNTF.
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HARB) T G AR L ) LB e R4 . Hb. D-H &
BE .

AR A G R F AOGRL K P CIEP) 2o BB 3. AR, BB
3 FoAT AR B AL 648 T R

RARBI A 0 1R A 9B T A HE R TR, RILRSE A2
LFR%. '

BARBIF] O Br & R ik R Lt A KT EEE. AT
AKFBE, 2-F A TBE. A TE. LA,

HARE F AL B R L ) i AR 3L . IR, o
& F B A AL

B A5 AN T B S ARGES R, AR AR AR A R AL &
B, P FE. —AGEL A A RSN mE F LR TES
ik, MAFEHH BT RE. B, 2R E, T
itk A L) A AR, JENE R AT AR N T KR W AR (e 2
i) % F R ARG, ALK, FHERKER. TEEXLRA).

B, BB RS IETHRASR FEN . AN . FH.
Fok I AR BB 3 R AT KA

RT3 R AR A R R AL N A
G LA R AR BB L C T B —RIKEL Y. RELH
B do v R KB BT 4 2h . & B MR B i 42 AT 4
3. K OIEEEAL T HEMEAE T REMEIFL T HRT, AR
AT 6 B & § 24882 B B (4] de st B — AR O R & #
BRI BT H ik, “RATH BT OIES A RS TITE
bt R b oy —H, MESTH F.

AT 6942 £ 30 NAD (P) H A8 X 7% /% ¢4 4E k7T 4T NAD (P)
H SBT3 77238 4 do fe 4o T RARYE B A 69158740 NAD (P)
H A8 % 5k s 60 4E J A & 84 B DR EIAH, o LATR LT ATk
NAD (P) H SACBF37 47 .
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AL H /B RIGEHRAZ0E, FERHESHHE, B
MEh/E, ERMEHhE RAMGOLE. XREFEGSHHE, 4
AMEME, REEHEHLE, SH(malignant)F m/E, LM (pale)F
Mk, TR /RS G ik R SR E . ) kg
. M E G, S E . A S R R A R S
H*E T olisLahah 6 77 A A (@ # NAD (P) H fALBg 49 R 457 F)
18 X ([2) T =L - AT 06 IT 69 - KR

A ST 64 “HE Pk IR I IR R AR HE SRR B R M SRR AT 22
50 BB PR g AT W B A 3 S 46T el FLEh 40 06 97 A 2 2 (39 4) NAD (P)
H §ALEG 4,2 495 5] &)t il X(1a) T AL B4R AT 16 77 09 A £ T i

AT 6B BRARAG 46 R AR Zh ARAR AL . 38 A M B BRARAL |
= o JE M IREEAL . BhAR T BRRAL. 1) AR B ARERAL . 4 B Ak
FRAY, . A M IRERAL .. PR BhBRAEAL.. %M AREEAL R E 4T
5L L A K (34 NAD (P) H fbagey 2 457 8)eid X (la)
BT AL AT 8 ST 09 - K IR A .

RS 6 TEIR BN IR TR IR R AR BR . IR BN ARG . AR F)
BkEBAY, . FEIRFNAIRAETE A, BRIk R T SPUESL. IR
3 BT S5 7 AT A (% NAD (P) H Rttty 245 7]
)4 ih X (Ia) 7 FACA- ATIE 77 69 K KA.

ALH Rk RO 2 S EMMA h o, RAEL. —r Mk
K AR MR R E T R RE B TR IS is 77 A A Z (@74 NAD (P)
H 40864 245 5) 698 X (1a) T TS M AT IE I 69 H KR A

AT By B b fn b TR SR R AR S LR FE 3R AR R AR
SE B Fol Lah4his 57 A 2 F (96 NAD (P) H fikas ey LA &)
th 38 X (1) AT AL A6 77 69K K IR IR

AL A 2 EMABR AT LHAER. MEARK. NE
Ga M A4, GEMAURAIE R, DRI, R RATIE A KRR
BT BTl L6 7T A 2 F (A4 NAD (P) H fuftasel L4557
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%) il X([a) AT AL AN BATIE IT 89 - K IR R .
ASFT R 6B IR 55 & 48 A 2 Ak fn AR A ik, A0 A KA
Jifi & B ST S R & 4Tl Fuah A6 T A L E (374 NAD (P)
H f4b8e 4 57 £) e X(la) AT AL HATIE 75 69 2 K.
$immﬁwwva%ﬁ&§é%ﬁ%¢%% R ERE K
ST AR KM B DR K (Bl e AR RE X)) BRI fk'?z‘ki
X 35 &ﬁkﬂ%%a%%%%%yfﬁﬂg@%lwm(mH
FACEE 64 R 45 H) &) 6918 X(1a) BT TS AT 4 97 09 F X R 7R,
AR PT R RIGEMRERAT X, BHEFEHAS
Ko RBAKMET K, BHBICH LT £, JLEWRAD L. MAiHS)
ARHXT R, BB XT R KAREXT R AABLT L. XA
MR R EAM T R SHERMXT K KRBT R AL
(neonatal foal) X ¥ £, £ FHXP L. BImhXTH K. F h %
TR BACMME R T KA T LTl LM 6 77 A 2 F (37 4] NAD (P)
H fAfb Bt 2 6% 5] 8) 440 X (1a) BT =4 A4 BEAT 4 7 44 AT K TR .
AR e K MR R4 KM sk R . MREJE . T JE MR
F. RACER Fi AR, MR K. SRR L. KARE %R,
mHMS K. ARRHXT K. réﬂmifvx %%&% FRA
dfn, KBAZIL. O H KB, SPARIL, ARF R RESLR M. ¥
K. ZHIEE R BHIAE K. EH@mEA "}\ &M XA
£, FRHET L. B L. ZAMKAEAE KX, Reuter LE44E,
A BMAT R FME. VEXP ARV FRAMSAAL. RLK
%vk\@%é%vkﬂ%%é%ﬁﬁ\%&%ﬁ%ﬁﬁ\%ﬁﬁ%
HR, REMET R, @EMEXTR AERXT X RER.
B REAIETFRGET R M Z AKX k&i%”k
Luegenec M ¥ AF. ERUTMZ A, X7 @l KRR . 454 dn il
£ KL BAR. EEF KU R. RERE R R ERX(M
SR, A AR, RAARRAGETF)F A KRR, REEXT X,
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AZmRHET R, Ha XY K, REER. JERMFT AT R, 2 ¢
SHRRAE mIATE R, BT ARFLANED K, aRELILE.
thkme R e hirEaRy. HEEGLE. AREOFFTL
g TRFMRARATL. BORICKIE. FARMHF HH,. Behat 7.
it ARS B HERRELME T KL RAREEL T HAD
Yook 77 A % F () NAD (P) H SAibed 2457 8)eh i X (1) 4k
A AT IE ST IR K IRIA .

RGBT RIGR B (Pl 4ot RB . FRAE. IEAR.
ARG REHEAG. FEB. hERE. ARRE. HREE AR,
eSS N ANE. BIEG. B EE. Ewing KAV, FARILARE. 4
LK. M. TRARE . JUIRE. IPEE. WIAIRE. SRR ER
B AR, BRE. TFRRE. BUSRRGE . FURE. FLIRARSE.
IR, MAR., LATE. Tk, Falk. fEE. ALk
. AEBR MR . EPAESE . HERARNE . R, EAG. M.
D hn ot E . BERLE R B AR RE T 2L TR LS is A K EET
4] NAD (P) H fAbEs 4 245 71 8) w3l X (Ia) AT =AL-S M AT 6 97 69 A
X IR

ST R €40t A Aid 35 B (Bl 2ol AR . k. )% T AL
LA A, SAFETIARZEA. LR, RAEA. #WA. KT,
B, BRI e O R, ERRTRERESY, TRIMEMSE
b2 (4o At IE AR KA FiEH, B B SRAS A BB (B e
ORI, AR, MAIEF))LRE AMFERGH—REH.
BRI R A S B RBIS T, b, AR ET AT
AR5 E QA4 M a4, it Ommaya e 12 BAMAL S
WG S, A D W R E R E ALY 6 A RS
Ay S AP ARAY 2 B b, ldo, IR R BN B KRR F H LB AR
By AT, AL HATAT IR,

$£%wé%%ﬂéﬂﬁﬁ%%%#%\%ﬁ%%ﬁﬁ%%ﬁ
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SRR, AR RS, 2B T FaRA, BIRGHANFT AL 0.1
mg-1 g; 1 mg-100 mg; 0.1 mg-10 mg =, # § L4242 R 0.01 mg-
1 g, #i% 0.01 mg-100 mg; 0.1 mg-100 mg; 1 mg-100 mg; 0.1 mg-10 mg
.
SR AL 6 AL T X

4% o R $) S AL TR 1A R AL RER . P
AR BAR 4] LA T & 7 iR R R . BIARLEAh(DE 4
&7 ik AE At (la) el 477 iR AT

ADFFARE AL AT A AT 940840 A FafEfT 538 8

/N
/N\

3

NHR,R,

B ik B T 45 AATUIR AL AR AT AT B £ 84 BRIEAL T K56

ik Ay At Re-RyBARESTA o B EBARESF. Hldo, 7T
JovA FREX(AV)FT i, 8 PA/C A= Hy 5 49 BUR 444 T 4l R
BERAESAT. -
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X
z” N*’N
RO \\ X Hz RO 7z~ SN N
N )%( Pd/C /l\\>
N PP
’ N

T Pd 8ot A o7 MBRAC -S4, 42 FTIR 44 Suzuki B 5 %
FRBERATE R ERARI, wo B A TR XD F:

N
~
Ok§¢ 5 RS gm/l§{>
Ar

Blde, TR Pd %4 TALEY, 3%F7iB4) Sonogashira
BRLZy ik IR IS -] 4o A-253 51084,

Fe 5 E BB &0 R EARARY R ARFT B 4088, Flde,
=T A0 X — RALAE S edd IR L4 &SR F R4,

N N
ro_ [ NN Br ro. £ N/\§
K\N x/ # ICI K\N k/ ,

BT i BR 2 A b &4 BR AL BT 35 BB AR AT IR I K AL R A FT B 40 6 45 R

0 I

;E§ poci, ié[>
S A
N

B RA LB KD E-H 0 e I [ 1,5-a] F 7R IR 25 4 44 77 i J2 ARAR
X C4%n, 45 4e A I Novinson, T. ; Robins, R. K. ; Matthews, T. R. , J. Med.
Chem. 1977, 20(2), 298-299 4= Ann. Chim. (Rome), 1970, 60, 225, Ann.
Chim. (Rome), 1970, 60, 227,

BT & st e [ 1,5-a) 8o IR M 4L+ 18 A&k 30 TRA L F A
# — B4 B% (ethylene methylene malonate) R iz, 4% A4 & 44 B g 46 fa A
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A FovA TR X(IV)FF

0
" Et0,C
N)—p  ELOCHC(COED), 2 N/N\
> R
HN AcOH ’ ~ )
R N

$

Yo L AT, KA A MY ESF AT ETHATT L, 240
MR, AL P AR EHH R A EAM SRR, KA
A 64 38, ) IS & X 86 5 BR M 44 BLAK 52 56 5 K e 52 5645 69 44T IR 4

5 A
(s #4) 1)
(7- Atk 5 [1,5-a] 52 -5- T BR L ES 644 A%

c
N

7 °N Q
Etozc/qw

vA_F B%4% Novinson, T.; Robins, R. K.; Matthews, T. R., J. Med.
Chem. 1977, 20 (2), 298-299 &4 77 i: A sX..

(£ #4) 2)
(vtbe 5 [1,5-a) %72 -5- F BR L85 696 A%)
Cl
5NN Ha 2%
Ezozc/E:’@ N’;%’Sc rszoac;ﬁw\J§>
W 7-F v F[1,5-a]2Evw -5-F BL L ES(15.0 g). LB4h(6.54 g)Fe
10%4% 4255 (665 mg)4) T8 L85- LEE(1-1.50 mL) B RAEAAATH
. RE ARG, TERER, FAZRE. ¥RawisT LB GE,
Flk. BBSANKERA KRG, ZHBMTIR REALZRE.
1eEEEAMEL S, FIXFTEAKMAKR0O.9 g, 78%). mp:114-115
C,

53



03814483. 2 o P ZE44/186T0

(£ #4) 3)
(338 -stted 5 (1,5-a] e -5- F BL L B8 Ao 3-mf-vthod 5[ 1,5-a] o -5- F B8R
LBEH A AR)

EtO,C

WY osaa  BOLTN A
X=Br 3 1

FEk A3 AT, GutekF[(1,5-a]F % -5-F 8 LE5(6.00 g)#Y &
£7(60 mL)Z ik & iFAni(1.61 mL)#FA5(3 mL)ak., £ARRAT
B 15 4, MUEAAK(00 mL), RERABMEMY . ARG
EIR R L RAR, FREMEKkE, ZE2MBHETRHR, REAZT
R, EAME TR LA T T4 5, FRFHEAAKRMKIKBOI g
95%). Mp: 113-114C,

£ 40°CF, @)rteeHt(l,5-a]80e-5-F 8 g (1.53 g)fe A R4 =
(23 mg)#y RAF(60 mL)E e P if e — R AL#(0.70 mL), FZARFRE
T, A ey BRI 30 4P, X E ARG, KB A
e Aa, R EI, EREM KK, LESMBMTE, RB
AT, RHRAME LR OE-TR T T4 e, TR R EARE A
(2.13 g, 98%), mp: 145-146°C.

(L4 4)
(3-8 st o FF[1,5-a) R -5- F B 3-Bh-wbed 5H(1,5-a] o -5- F B 4 A
)

N N
f\ N7 NaOH s i f L{
X

Et0,C” N HO,C” N

X=Br I
&) 3-8 -t 5[ 1,5-a]"E72-5- F B B8 (3.00 )4y FB5(200 mL)&
e AN 2N S G ARER(1L mL), 45 ey B R T Rt 30
AP, 25, AEkbHEATA IN EBQ2 mL)T A=, it R R K
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W T ERE MBI, KR, RETIR, FEHERKQ60 g
97%). Mp: # 200°C(#48),

WAAR 7 N, A 3-#-nted FF(1,5-a %R -5-F B OER(2.10 g)HI 45
&, E4R(1.82 g, 95%). Mp: # 215°C(# 42 200°CH4%),

(%341 5)
(3-(3-F & )-wttod 3| 1,5-a]"’&'ﬁ-5- B LES 6 AR

/(\ B(OH); /C\N;b{

E10,C” N Pd(PPha) BI0.C™ N
X  KqPO4
X=Br & I cl

% 3-8 -wbek [1,5-a]°F 7 -5-F B A5 (18.00 g). 3-FA KA MEL
(12.50 g). AEFi45(31.12 g)dn 200 ml —RBELE 44 34 f5 RAS FHLAE,
AT (ZF ) E420) (1.50 g), RSB AatRER 3 . AFR LY
AHETE, ZEBEA 150 mlKF, KEM 300 ml FRFER, FI
R Fe s K kidk, ZERBAETIR, KRB AERE. R AaMM L
Ja A BAT( T8 TG TR =8 2)4udl, 18] 3-C-F K A)-akrd 51 [1,5-a]
oy -5- Wl L ESA 6, A2k 45 55 (18.05 g, 89%). mp: 126-129°C,

(kA4 6)
(3-(3-F KK )-brk 5H[1,5-a)F o= -5- F B e 6 AR)

f \, NaOH K3
HO,C”

cl Ci
& 3-(3-RFEH)-stbed F[1,5-a]F72-5-F B L85 (18.00 g). 120 ml
WA A 120 ml w9 Sk b i A4 ¥ e 60 ml 2N SRALAH KR,
BT ERBH2 I, GRS T EM60 ml 2N B, RBELE
s BRI, 133 3-G-ARA)-we 1, 5-a) R -5- T B A K 4 e
(14.02 g, 86%).

aN

E10,C
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(%41 7)
(N-2-3( & ;;gg;;g-s-@-iniik)-vbtvi%[l 5-a| o -5-BLB 69 6- %)

N.N
. N,N
”°2° S EDC HOBT A ;

%) 3-(3-FKA)-vtbrd 5H[1,5-a]F%-5- F B2(0.08 g). 2-3R T4 F e
(0.06 g)F= 2 ml NN-=F X FEthe)Rodd han |-HF L KHF = nk
(0.05 g)Fn 1-TA-3-B-—F AR AA)K B M 88 £(0.07 g), &
JEFERBH2 DB, FREMHMA 20 ml K, KEH 80 ml LA

As IR, AibAedh KRR ERUR, “ABETIR, REATRE.
FTAF SR At A AEIRAL BAT(CRR GBS TR = 1 D&k, REZLTHK
LB E 4 ah, 3] N-2-3F LA RR-3-C- R IR)-rbrk 5H[1,5-a] &= -5-
BeA(0.08 g, 64%) % &4k 4 6. mp: 160.2-161.4°C,

(=44 8)
(7-BAR-2- K 3 -4,7- = Kot F[1,5-a = -5-F BR L BS 494 A%,

0

-0
Et0,C” N
H

74 A4 43 Ann. Chim. (Rome), 1970, 60, 225; Ann. Chim. (Rome),
1970, 60, 227 #9% i%4m. mp: 256-257°C,

(E#H) 9)
(2-F 2 -7-F -tk 5[ 1,5-a] 502 -5-F B TES 044 A%,)

Cl

0
I‘Lw_@ POCI3, DMAP kar{
=~ .
BO,C N s E10,C7 N7 Y :
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ZACS M Ao R, T- Rtk F[1,5-al % -5-F 8L LB e ik, A -
FAA2-F -4, T-— F-otbrd H[1,5-a)"E 07 -5- F B 2854~ A%, mp: 135-137
c.

(52364 10)
(2- 3 2 -steod 51, s-a]vﬁv;‘a-s-? BR LS 644 AR

Et0,C” N P"/C 0,07 N7 Y

NaOAc
FALAHh B AT ek FE[1,5-a] 80 -5-F B T ES e iR, A 2-
FI-T-R-vtemb H[1,5-a)F 9 -5- F B L Es4-A%,. mp: 180-181°C,

(34 11)
(2-F A -vibe FF(1,5-a] = -5- F BMUAT & AR)
Z NN, NaOH K%k N-
EtOZCJ:N\/‘J—@ HOgC/(\J\)‘—Q
AL A AT R 3-(3- AR AL)-rik e S 1,5-a] v -5- T B
Ak, A 2-RT-R-mbee IR (1,5 -l d-5- F B L BE A Ak

m(‘

ST-Epicy

(4] 12)
(N-(2-"Zy kAR 3K 4 ) F 2L -2- R K -wtbedt [ 1,5-a) 2R -5-BUA 49 8- AR,

= N'N\
f\j‘:{)"@ CICOE! , Et;N \NM@
HORC” SN 5:“”2

#£-40CTF, & 2-2*:§£Ejvkt"éh9’f-[l,5-a]°%“’i—5-‘?156’2(120 mg)fr =
7:(0.091 ml) e w9 ek (10 mi)z& F A N BB CEE(0.053 ml)., F
Aan 2-eBek AR (115 mg)éd w Sk b (2 ml)isik, L EHRE-20C,
AU A B R, BB T K, ARSER, ANEERR
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TR, BERBENE, BRAWRABRIALENTEAL, X5 4 AR-
ZRAMT ELdh, 53] N-C-"Bo AR F A 2-F vtk e 51[1,5-a)
ey -5-Fhe (142 mg, 69%). mp: 190-192°C,

(F %41 13)
(2- B -4-(3-RFE K )td)
HN-N

-

HaN

Cl
%S4 3% J. Heterocyclic. Chem., 1995, 32, 291 # 7 sk 4-AK..

(FE#H) 14)
(7-BAK-3-(B-FE )4, 7- = F-wbok 5[ 1,5-a] %2 -6- F 8L LB 9 A-AR)
0
HN;N EtOCH=C(COEY), FtochkN’N\
HaN AcOH N =

(o] el

6] 2-F Sk -4-(3- R )L (5.73g) 8 TEL(ST ml)Ek P AN R
LW A B LES(6.58 ml), AEAMEA S . BREMEE T
B, X EMATBRGEEGOm), REFHTIT R IR 1S 2.
MBS, 2B, 138 7-RAR-3-G-A R )-4.7-—a-eed
F[1,5-a]"%w2-6-F B CE5(7.15 g, 76%).
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(L #4&H) 15)
(3-(3-RFIK)-7-R-vikek FF[1,5-a)F 52 -6- T BE LBS 454 %)

0 Cl
Et0,C 3 E10,C .
2 WI\)\N N POC; YKN N
> —— N

N N°=
H

ci Cl

ZAC S A AR AR T- Aok I [1,5-a] R -5- T BE B 64 A A

#, A T-RAR-3-G-RFEA)-4,7- = -kt S [ 1,5-a] % 77 -6- B
. mp:140-141°C,

(k4] 16)
(3-(3-FE AL )-vth ek H[1,5-a]F 72 -6- F BR 85 694 2%)
cl
Etozc\'\g\N,N Et0,C._~ NN
> y "'—_2""'
N Pd/C
_ NaOAc
o] cl

AV A4 J5 BT A e (1, 5-a] P8 R -5- W B L ES BY AR T R, A
3-(3-,%4\;;)-7-%%&@5%[1,s-a]%az-@tf'@afaLaaé\ﬁio mp: 135.5C.

(4] 17)
(3-(3-REK)-thrd 5 (1,5-a]#w-6- F B4 EA)

Et0,C HO,C.
2 Yid 2 -
\(\N WNaOH %% T2 NN

N

N°™= N

cl cl
AL AT 3-(- R Herk S [1,5-a B -5- T B SRS
R 3-G-RR )bk H[1,5-a) 7k -6- T Bk L85 A A&, mp: 272-275

CH &),

59



03814483. 2 W B B ZE50/1861T

(L34 18)
(N-{2-(4-8 T RAFK ARE-L-R)FRK) TR 3-C-FFR)-wte H[1,5-
a| o -6-BLIB 6 4 AR

Boc

& NBoc
N AN
EDC, HOBT AN
DMAP
Ci

EALA BT iR N-2-3R & 3 A -3-(3- AR AL )-wtbed [ 1, 5-a] 572
SRt A AT i, A 3-G-AUR L) -tk 1, 5-aleE e -6- T BR A A
mp: 201-202°C(5-#%).

(A4 19)

(N-(2-%k%-1- X F ) F A& 3-C-RFIK)-wb=e 5+ [1,5-a] 7 -6- B 64 A
AR

H

t“3° )

ey = G
T,

P N-{2-(4-8 T B H AR G-1-) K8 F A 3-G-R2F20)-we
F[1,5-a]"%% -6-BL Az (300 mg)F= = L L BR(0.42 ml)4) B A% (6 ml)is B hn
IE AR 6 B, R AR, MeaskAe 2N SAALANKIEZRG ml),
RERRSER, AWEZHREETER, ZEREBEEN. KA
J B4 AR BAT S, 2B E W Arkrh- = AmEk o 4 ah, /73] N-Q2-
ghoh-1- A K ) F A 3-G-RA I H)-Abed SH[1,5-a] 7w -6-Bu B (220 mg,

90%). mp: 185-188°C.,
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E Lo 77 R BIAFIE ) T 5 K LRAR G 6940 4h £ eh 4k
Y.

(E#4) 20)
(&-Ft B FE315))
Hovh £ ) P A 4G Tk —F A RARL RS, SR
T — b m A bt ks A 'TH-NMR. NMR A VA F £4H 0] %
'H-NMR {4 /£ fifb = ¥ 2 (DMSO-d,). Ft 545 (CDCL) & A,
Aertem (b -ds) s A o M E, R e FRARLAE M AR, S MAAS AT A
(N4# A ppm #= Hz 3%:£, s. d. t. q. quint. sext. m #= br 45|45
Bok e ZF mEdE LS ST 3 TSR TE,
AL BRI EMINEATR 1 F2 2 F. RPRBKT
Bl 7 it e 4 e 1 & (mp.('C)) A= NMR 1.,
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€Y

Cl

feg X, febdh %5 NMR 8.£.(C)
e
e:afN-N.
N >
CHy N
] o)
rN J ~
HaC Oh’(\ ‘é A-3 - -
H“fN'N_
HaC’No N‘ES A-4 - -
H (NN
N SN
Y },(r é,F A5 - B
?HJ 2 N'N
N A S
/\f Y . A-6 - -
H NN
N AN
i pe a7 - -
CHy AN
1 B
N o -
/j« 0'((\ G A-8 - -
Fae
/\r X > A_g — -
CFy
H (NN
Hac’\rNﬁ N A"O - -
CHyO ol ‘
v NN
N AN
/\( nf A-11 - =
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(R 1%)
{5 X {44 % 5 NMR 1#%.%.(°C)
A-12 - -
i (NN
~ "{r‘ A-13 - -

QL gc’ig} A4 - -

gy | o]

%Eﬁ% A-16 - -
MeO.
O Bf && A-17 - -

”z”g’q‘% A-18 - -
1
E,
£ A-19 - -
Ci

H N
O\r"rq)% A-20 - -
° cl
H N
@v\rNﬁ = A-21 - -
é -

Sy || - |-

i %’Cl

Hsc'g'ng/(‘:% A-23 - -
Cl
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(R 14)

3 X HL SRS NMR #%.£.(C)

Qg-ﬁﬁ%m . ; i

H NN

Ar"ﬁ% A-28 - -
H N

O\r"gq% A-27 - _

H N
/\FN}(E:% - A-28 - -
Br

N'H @NN
@NYC; A-29 - 191-192
]

A-30 - -
cl

Q1K ké
N X N A-31 - -
(o]
H NN
'((; A-32 - -
cl

A-33 - -

A-34 - -
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(& 14)

15 X Lo % NMR £.5(C)
H NN
/\FNBI:)% A-35 - -
XN A-36 - -
H N
/\FNKE:).% A-37 - -
N J'iz A-38
Y B)q HO -
H N
N / A-39 - -
/\r MMO:
H N
/WN A-40 - -
H N1
/\fNE/C: A-41 - -
/\r:ﬁ% A-42 - -
Me
”ﬁ"‘m A-43 - -
i Ph
H N}
N A-44 - -
~ER
H
~ oS - -
et
H
/\rNﬁﬁZHzorﬂ A-46 - -
/\rn{qféw A-47 - -
OH
1H-NMR(CDCI3) &:
Me 1.86(3H. ), 2.34(4H, br),
(N) 2.91(4H, t, J=4.8Hz), 7.16-
H 7.33(4H, m), 7.44(1H, t,
&Nﬁ A-48  |J=1.8Hz), 7.89(2H, d, 165-166
J=1.2Hz), 7.96(1H, m),
8.44(1H, d, J=1.5Hz2),
8.50(1H, s), 8.89(1H, d,
J=1.2Hz), 10.54(1H, br.s).
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14
1o X eadh %5 NMR .5 (C)
Boc
[? H ﬁ%c A-49 - 203-205
]
1H-NMR(CDCI3) &: 2.80~
H 2.90(8H, m), 7.13-7.28(3H,
® y m), 7.34(1H, ddd, J=8.1, 2.1,
_ 1.2Hz), 7.42-7.4%(1H, m), _
(g'” A0 lr's0-7.06(2H, m), a.dscrn, | 1947198
| s), 8.47-8.52(1H, m),
8.89(1H, d, J=7.2Hz), 10.52-
10.59(1H, br).
Et
(N
én ﬁ%ﬁ A-51 - 147-149
|
H
N A-52 - -
1 H
» 1H-NMR(CDCI3) &
’\fNXQi?-N 0.89(3H, t, J=7.2Hz),
1.30(3H, d, J=6.3Hz),
1.66(2H, m), 4.12(1H, m),
A-53  [5.36(2H, s), 7.93-7.47(5H, -
m), 7.63(1H, d, J=8.1Hz),
7.84(1H, d, J=7.2Hz),
7.92(1H, s), 8.82(1H, d,
J=6.9Hz), 8.98(1H, s).
H 1H-NMR(CDCI3) &
,\rnﬁ 1.03(3H, t, J=7.2H2),
: 1.34(3H, d, J=6.6Hz),
A-54  |1.69(2H, m), 4.15(1H, m), -
7.26~7.71(6H, m), 7.73(1H,
d, J=8.9Hz), 8.A1(1H, s),
8.74(1H, d, J=6.9Hz).
Qi
N A-55 - 104-107
( ]
0
%
N
A-56 - -
0 '
Bar
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TH-NMR(CDCI3) §:
1.00(3H, t, J=7.2Hz),
1.30(3H, d, J=8.8Hz),
1.85(2H, m), 4.07-4.17(1H,
m), 7.05(1H, d, J=0.6Hz),
7.41=7.53(3H, m), 7.68(1H,
br.s), 7.70(1H, d, J=7.2H2),

. 18.79(1H, dd, J=17.2, 0.9Hz2).

A-62

1H-NMR(CDCI3) &:
3.02(4H, t, J=4.5H2),
4.01(4H, t, J=4.5Hz),
4.79(2H, d, J=6.0Hz),
6.99(1H, d, J=0.9Hz), 7.12~
1.52(7H, m), 7.72(1H, d,

8.79(1H, dd, J=7.2, 0.6Hz),
9.01(1H, br.t).

J=6.9Hz), 7.98-8.01(2H, m),

A-63

TH-NMR(CDCI3) ¢
2.84(4H, br.m), 3.07(4H, ¢,

7.29-7.32(1H, m), 7.49-
7.57(4H, m), 7.69(1H, d.

8.44(1H, dd, J=7.2, 2.1H2),
8.38(1H, d, J=7.2H2),
10.95(1H, s).

J=4.5H2), 7.13-7.23(2H, m),

J=6.9Hz), 8.13-8.16(2H, m),
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A-64

1H-NMR(CDCI3) 4
3.00(4H, t, J=4.8Hz),
3.19(4H, t, J=4.8Hz) ,
4.78(2H, d, J=4.7Hz),
8.99(1H, d, J=0.9Hz) ,
7.13(1H, td, J=7.2, 1.5Hz),
1.21-7.52(6H, m), 7.72(1H,
d, J=7.2Hz), 7.97-8.01(2H,
m), 8.79(1H, dd, J=7.2,
0.8Hz), 9.07(1H, br).

A-65

S S

A-66

A-67

TH-NMR(CDCI3) §;
1.84(1H, m), 2.43(2H, m),
2.76(2H, m), 2.98(1H, m), -
3.70(2H, s), 4.67(1H, m),
7.24-7.37(6H, m), 7.43(1H,
t, J=1.5Hz), 7.75(1H, d,
J=7.2Hz), 7.88(1H,.br.d,
J=7.8Hz), 8.10(1H, br.s),
8.17(1H, br), 8.51(1H, s),
8.81(1H, d, J=7.2Hz),

A-68

A-69

A-70

1H-NMR(CDCI3) &
2.81(8H, m), 7.13-7.28(3H,
m), 7.45(1H, ddd, J= 8.0,
5.0, 0.6Hz), 7.96(1H, d,
J=1.2Hz), 8.25(1H, ddd,

s), 8.65(1H, dd, J=8.0,
0.6Hz), 8.82(1H, dd, J=5.0,
1.5H2), 8.91(1H, d.
J=7.2Hz), 9.34(1H, dd,
J=1.5, 0.6Hz

J=8.0, 2.4, 1.5Hz), 8.54(1H,
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(.S 1H-NMR(CDCI3) &' 1.40-
N n PNN 1.85(1H, m), 2.08-2.22(1H,
Ny A m), 2.87(1H, dd, J=9.8,
4.7Hz), 3.17-3.32(3H, m),
a A-1q7  |341-351(1H, m), 7292~ _
7.21(3H, m), 7.33(1H, ddd,
J=8.1, 2.1, 1.2H2), 7.44(1H,
t, J=8,0Hz), 7.85-7.90(1H,
m), 7.90(1H, d, J=7.2Hz2),
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1H-NMR(CDCI3) 6:
2.53(2H, t, J=6.0Hz),
2.65(2H, t, J=5.1H2),
2.69(2H, t, J=5.1Hz),
2.85(2H, t, J=6.0Hz),
3.88(2H, t, J=5.1H2),
3.94(2H, t, J=5.1Hz), 7.23~
7.29(1H, m), 7.32(1H, d,
=7.2Hz), 7.37(1H. t,
J=7.8Hz), 7.82(1H, ddd,
J=1.8, 1.5, 1.2Hz), 8.16(1H, ¢

BocHN\/\N/\“/(\N_N\
N, AS, A=
~ X ”J\& A-126
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N
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. 1H-NMR(CDCI3) 8
H YC \ 7.34(1H, dd, J=74, 1.8H2),
DheD 7.40(1H, 5), 7.48(1H, ¢,
No° o J=T.4Hz), 7.82(1H, t,
A-q3p  |J=B4Ha) TBE(IH. o, _

J=T.4Hz), 8.15(1H, s),
8.35(1H, d, J=8.4Hz), 8.40
(1H, d, J=1.8Hz), 8.56(1H,
s), B.81(1H, t, J=7.4H2),
9.78(1H br.s).

(i



03814483. 2 W o P ZE68/1861T
(& 14)
1L X L4490 % NMR w.&(C)
H £ N7 1H=NMR(CDCI3) & 1.40~
ON NTSS 1.68(8H, m), 1.80-2.14(2H,
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7.28(1H, dd, J=1.7, 1.8Hz),
A-133  |7.38(1H, t, J=7.7H2), -
1.76(1H, £, J=2.7H2),
8.12(1H, t, J=1.8Hz),
8.51(1H, s), 8.81(1H, d,
J=1.7Hz), 10.88(1H, br.s).
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A-141

1H-NMR(CDCI3) & 1.50~
1.65(1H, m), 2.02-2.25(1H,
m), 210(3H, s), 291~
3.01(tH, m), 3.09-3.25(4H,
m), 7.12-7.22(3H, m), 7.30-
7.36(1H, m), 7.44(1H, t,

7.99(1H, t, J=2.0Hz), 8.33-
8.41(1H, m), 8.51(1H, s),
8.88(1H, d, J=7.2Hz), 10

=7.8Hz), 7.86-2.92(2H, m),

Cl

A-142

1H-NMR(CDCI3) 6: 1.51~
1.65(1H, m), 2.02-2.18(1H,
m), 2.10(3H, s), 2.91-
3.02(1H, m), 3.09-3.25(4H,
m), 7.12-7.22(3H, m), 7.30~
7.38(1H, m), 7.44(1H, ¢,

7.99(1H, t, J=1.8Hz), 8.33-
8.41(1H, m), 8.51(1H, s),
8.88(1H, d, J=7.2Hz), 10

=7.8Hz), 7.86-7.92(2H, m),
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Ct
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Ho PN
(\N-N \N 2
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(o]

A-144
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A-145
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A-154

Cl
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{H-NMR(CDC!3) &: 1.19~
1.35(2H, m), 1.67-1.78(2H,
m), 2.46-2.59(1H, m), 2.60-
2.72(2H, m), 2.98-3.08(2H,
m), 7.13-7.25(3H, m),
7.34(1H, ddd, J=1.8, 2.1,

1.2Hz), 7.47(1H, ¢, J=1.8H2),

7.88-7.94(3H, m), 8.42-
8.47(1H, m), 8.48(1H, s),

8.89(1H, d, J=7.2H2), 10.

A-158

1H-NMR(CDCI3) &: 1.10-
1.27(2H, m), 1.80-1.91(2H,
m), 2.20~2.33(1H, m),
2.23(3H, s), 2.60~2.71(2H,
m), 3.01-3.10(2H, m), 7.12-
7.25(3H, m), 7.32-7.38(1H,
m), 1.44-7.51(1H, m), 7.86-
7.93(3H, m), 8.43-8.47(1H,
m), 8.47(1H, s), 8.89(1H, d,
J=1.2Hz), 10.49-10.5
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(F 1 4)

o5

NMR

®.5(C)

1H-NMR(CDCI3) &6: 2.90-
3.10(4H, m), 4.55(2H, s),
6.55(1H. d, J=7.4Hz), 7.10~
7.40(TH, m), 7.86(1H, dd,
J=1.4, 2.2Hz), 7.89(1H, d,

4 AT222 |17 4H2), 8.33(1H, 5), -
X J@ 8.66(1H, dd, J=1.4, 2.2),
8.83(1H, d, J=7.4Hz),
8.95(1H, d, J=2.2Hz),
10.78(1H, br.s).
H
®
N H (N
Cr" WA A-223 - -
7
N
2t
H
®
Ny NN
NS AS, A-224 -~ -
0 1
N
HN)
A-225 - -
H
N
O
@m SWEN A-226 - -
7 3
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o P ZE84/1861T

(& 1%)
e X 1b-dh % NMR £.5(°C)
H
®
N w NN
Ny s A-227 - -
7\
N
HN
H
o
NT NN,
NKCN L A-228 - -
7
QzMe
H 1H-NMR(CDCI3) &§:2.77~
(“) 2.88(8H, m), 4.41(2H, s),
N NN 8.78(2H, d, J=8.1Hz), 7.11-
NYCN\ S 7.44(8H, m), 7.78(2H, d,
)4 A-229 |J=8.1Hz), 7.82(1H, d, -
J=1.2Hz), 8.39(1H, s), 8.49-
Hi 8.55(1H, m), 8.81(1H, d,
J=1.2Hz), 10.49-10.55(1H,
br).
H
®
N NN
@’N \N'? A-230 - -
(]
HN~<‘
0
H
®)
SPes A-231 - -
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(B 1%)

{LF X Lo %5 NMR 8.5.(C)

O o

N w 7
©/" NS A-232 - -

H 1H-NMR(CDCI3) 4 2.88-
N 2.97(8H, m), 7.16-7.26(3H,

(J ), 7.98-801(3H, m),
o A-233  |852(1H, m). 8.63(1H, s), -
(j NS 8.73(2H, dd, J=5.0, 1.7Hz),
a 8.93(1H, d, J=6.9Hz),
=N 10.52(1H, s).
H
o
S PES A-234 - -
N AS, A
O e
0

N p N
@"(Q S A-235 - -
7 \

N ow NN
@N WS A-236 - -
) |

N
oI
C(N ‘»H\é‘ A-237 - -
oJ‘@
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W

B 5 286/18611T

(R 14%)

NMR

B.E(C)

A-238

1H-NMR(CDCI3) &' 1.00-
1.96(11H, m), 2.80-2.89(8H,
m), 3.81(2H, d, J=6.3Hz),
1.04(2H, d, J=8.7Hz), .11~
7.26(3H, m), 7.84(2H, d,
J=8.7Hz), 7.85(1H, d,
J=17.2Hz), 8.41(1H, ), 8.50~
8.56(1H, m), 8.84(1H, d,
J=17.2Hz), 10.52-10.57(1H,
br).

A-239

A-240

A-241

A-242
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03814483. 2

W

(& 14)

Lotk

NMR

#.5.(C)

N n (N
SRS
.0 7
\N

N on NN
Ny S A-243 - -
&JD
H
®
NI R
7\
[o]
" tH-NMR(CDCI3) 6
N 2.86(8H, s), 5.17(2H, 5),
(N] AN 7.10-7.28(5H, m), 7.32-
P G 7.39(1H, m), 7.79-7.85(1H,
©’ N m), 7.87(1H, d, J=7.2H2),
/) A-245 (7.83(2H, d. J=8.THz), -
N 8.44(1H, s), 8.49~8.54(1H,
m), 8.61(1H, dd, J=4.8,
1.2Hz), 8.71-8.74(1H, m),
8.85(1H, d, J=7.2H2), 10.49~
10.56(1H,
" 1H-NMR(CDCI3) 6
) 2.85(8H, s), 5.16(2H, s).
Non N 7.09-7.26(6H, m), 7.35~
Cr'* N 7.40(2H, m), 7.86(1H, d,
o A-246 |J=1.2Hz), 7.90(2H, d, -
B J=9.0Hz). BA3(TH, s), 8.49-
o 8.54(1H, m), 8.85(1H, d,
J=7.2Hz), 10.50-10.56(1H,
br),
H
N
SR
A-247 - -
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03814483. 2 Y B 15 2E88/186W
(&R 1%)
{eg X 1449 % 51 NMR ®.5(C)
H
)
Ny NN
N NS
A-248 - -
H
®
Ny NN
@m \Nki\ A-249 - -
H
®
GPES A-250 - -
@N \N C O
° O
y 1H-NMR(COCI3) 6: 2.73-
N 2.82(8H, m), 7.11-7.35(8H,
S N m), 7.40-7.45(2H, m), 7.50~
Lo D A-g5)  |754(2H, m), 7.87-192(2H, _

m), 8.10(1H, s), 8.48-
8.53(1H, m), 8.53(1H, s),
8.90(1H, d, J=7.2Hz), 10.58-
10.64(1H, br).

A-252
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03814483. 2 o 5 ZE89/1861M
(& 1%)
LEX o4 %5 NMR £.5(C)
N
S
@/S YJ:; 3 A-253 - -
0 \\

1.4HCI

(. o
o

HNYNHz

1H-NMR(d6-DMSO) 6
2.88-2.95(4H, br), 3.30-
3.37(4H, br), 7.17-7.37(4H,
m), 7.44-1.51(4H, br),
7.53(1H, t, J=7.5Hz),

J=1.2Hz), 7.94-8.01(2H, m),
8.37(1H, #), 8.40~8.55(1H,
m), 8.96(1H, d, J=7.2Hz),
10.61-10.87(1H, br).

A-254  [1.79(1H, d, J=1.2H2), -
7.99(1H, s), 8.05(1H, d,
J=1.5Hz), 8.38(1H, d,
J=15Hz), 8.91(1H, s),
9.43(1H, d, J=7.2Hz2),
10.40(1H, br.s).
H
@
N NN
N NS
fj A-255 - -
bs,
N
[Nj no N
@,WQ < A-256 - -
> QO
H 1H-NMR(CDCI3) & 1.92-
N 2.04(4H, m), 2.55(4H, t,
C) J=4.8Hz), 7.01-7.18(3H, m),
Vo LI 7.41-7.67(4H, m), 7.79-
C( N A-257  |7.85(1H, m), 7.93(1H, d, -
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03814483. 2 o ZE90/186T

(& 14)

L5 X eoth %5 NMR #.£(C)

H

33
N \NA& A-258 - -
v
(J
\)‘\/‘wﬂ H )((\ N
Cf " \"% A-259 - -
(L

&4
ROl A-260 - -
0 S
HKN‘\
VED'NO \N% ] a-261 - -
(O '

1

N SN

r A-262 - -
(O

O

o
N SN - -
@’ I A-263

(£

NN W PN
N AN
(o]
O\;

A-264 - -
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03814483. 2 o P ZE91/1861T

(& 14)

# X A5 NMR 1%.5.(C)

o F X

O H £ NN

O "}(CN\ A-255 - -
(L

XA
é’ "0 WS A-266 - .-
OQ
H NN
A
A-267 R -
¢

HzN \/\NH H 3 N'N\
N NS
[¢]
o/

N NS
SR A-269 - -
0/

N SN
A-270 - -
oJ© )

1H-NMR(CDCI3) &:

A-268 - -

-N
X Y( NN 5.17(2H, ). 7.11(1H, d,
Srtys J=3.5Hz), 7.17(2H, d,
s © J=8.9Hz), 7.33-7.51(5H, m),
Q A-271  |7.58(1H. d. J=3.5H2), -
5 778(1H, d, J=7.1H2),

7.90(2H, d, J=8.9H2),
8.50(1H, s), 8.87(1H, d,
J=T.1Hz), 10.78(1H, ).
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03814483. 2 B
o P ZE92/186m

(% 14)
e X b4 %5 NMR #.%(C)
H N
NSNS
No,H O ’ A-272 - -

(S

v PoNR
N S
\vad N‘? A-273 - -
( ( ) .

1
N X, A
éj X A-274 - -
Q H)(Z\N’N\
N NS
[j’ i A-275 - -
[o 2

A-276 - -

no NN
Me0,C. N AN A
©I g
O~/‘

o NN
MaQC N SN
©J/ A-277 - -
o8

"
N

D\ e

(Njn}((" A-278 - -
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BoOW B 2593/1861

03814483. 2
(R 14)
TOEX, teodh % NMR 8.£.(C)
Qi L
o N
I A-279 - -
8
QL)
N.N \N\
H A-280 - -
S
A-281 - -
A-282 - -
Ho [N
HOLC N AN, A .
J T A-283 - -
"Has
Me02C N %, A
Sty A-284 - -
O~/1
W NN
Me0,C NTV/E; =
J A-285 - -

Ny Q
Cln

o8

103



03814483. 2

o P E94/186H

(B 1%)

HA-F 8 b4-4h % NMR 1#%.8.(C)
H N
@/\/N N
; A-286 - -
oV
H
®
N n @R
@N s A-287 - -
H
®
-N
Nf " w(( 0 A-288 - -
N
> O
{ e
H 1H-NMR(CDCI3) & :
(“) 2.86(8H, s), 2.94-2.98(4H,
N H P N"‘{ m), 7.10-7.33(9H, m),
N)/(; < Acogy  |1BI0H, d, J=7.2H2), _
0 cl 7.82(2H, d, J=8.1Hz),
) & B.4B(1H, s), B.47-8.53(1H,
m), 8.86(1H, d, J=1.2Hz),
10.49~10.54(1H, br).
H
®
N ow NN
N A-290 - -
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03814483. 2 o 5 ZE95/1861T

(k14%)
1 X 1449 % 5 NMR ®.5(C)
N, 1H-NMR(COCI3) 6 :
[ ) e 2.86(8H, s), 2.99(4H, s),
G PeS 8.86-7.02(3H, m), 7.12-
©/ N 7.35(6H, m), 7.87(1H, d,
A-291 |J=1.2Hz), 7.93(2H, d, -
F J=8.4Hz), B4B(1H, s), 8.47-
8.53(1H, m), 8.86(1H, d,
J=1.2Hz), 10.50~10.56(1H,
br).
H
®
N" H N7%)
im - A-202 - -
o Q F
PN 1H-NMR(d6-DMSO) §:
A LIS 4.85(2H, br), 5.17(2H, s),
T : 8.44-6.51(1H, m), 6.83(2H.
d, J=6.6Hz), 8.79(1H, d,
J=1.2Hz), 7.08(2H. d,

A-293  |J=8.9Hz), 7.14(1H, s), 7.30~ -
7.49(5H, m), 7.52(1H, d,
J=1.2Hz), 8.27(2H, d,
J=8.9Hz), 8.85(1H, s),
9.26(1H, d, J=7.2Hz),
10.7(1H, br).

W
N AN ’
@l B’LA A-294 - -
o .

AN 1H-NMR(CDCI3) &:
WIS 2.55(1H, brt, J=6.0Hz),
m N 3.01(1H, dd, J=14.1, 7.2Hz).
HO J@ 3.09(1H, cid, J=1 )4.1. 7.(2Hz).
3.88-3.90(2H, m), 4.37(1H,
0 A=295 |3 6.17(2H, s), 7.11(2H. d,
J=9.0Hz), 7.19-7.52(10 H,
m), 7.66(1H. d, J=7.2Hz2),

7.85(2 H, d, J=9.0Hz),
8.04(1H, br.d, J=7.5Hz),

105



03814483. 2 o P 5E96/1861
(& 1%)
{5 X, o4 %5 NMR #%.5.(C)
H NN
“°’\’"75’E: , A-296 - -
(S
H NN
AN
1((”\ A-297 - -
Qs G
N 8 A
N A-298 - -
o
H
)
NG AN
@ £ A Q A-299 - -
CFy
H
@
N w NN
No Ay
C( A-300 - -

A-301

1H-NMR(CDCI3) &':
2.87(8H, s), 2.96-3.10(4H,
m), 7.13-1.3%7H, m),
1.56(2H, d, J=8.4Hz2),
1.88(1H, d, J=7.2H2),
7.93(2H, d, J=8.4H2),
8.49(1H, s), 8.48-8.54(1H,
m), 8.87(1H, d, J=7.2H2),
10.64~10.56(1H, br).
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o P ZE97/186T

03814483. 2
(R 14)
HF X, oAt %% NMR $.5.(C)
RoN e
N \N )
o A-302 - -
PN 1H-NMR(CDCI3) & :
~ ((\ 4 1.43(1H, m), 1.83-1.94(3H,
Q o m), 2.37(2H, m), 2.73(2H,
m), 3.24(2H, m), 3.83(2H,
JQ m), 4.08(2H, m), 6.15(2H, s),
A-303 |7.21(2H, d, J=8.8H2), -
) 7.33(1H, t, J=1.8H2),
2.40(2H, t, J=7.8Hz),
7.48(2H, d, J=1.8Hz),
7.62(1H, d, J=1.5Hz),
8.10(2H, d, J=8.6Hz
W (NN
O‘Nw(q »
0 Q A-304 - -
olst
N A, A
TN A-305 - -
( Q
QL5
N A A
N
0 A“305 - -
Ho NN
N ST
O\r N A-307 - -
[0 2%
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03814483. 2 o 5 2E98/1861T

(R 1%)
{5 X -4 %5 NMR ®.5.(C)
H £ NN
o A‘308 - -

0/
o¥s:
N A A
1((”\ A-309 - -

Ho NN
¥
: A-310 - -

1H-NMR(CDCI3) & :
. 4.89(2H, d, J=8.0Hz),
(LH 8 5.13(2H, s), 8.99(1H, dd,

s J=4.8, 3.6Hz), 7.08-7.11(3H,

m), 7.26(1H, dd, J=4.8,

e A-311 [15HD), 20274060 m), | -
o] 2.73(1H, d, J=7.4Hz),
7.86(2H, d, J=8.9Hz),
B1(1H, bre, J=8.0Hz),
8.43(1H, s), 8.79(1H, d.
J=1.4Hz).

-N
R A-312 - -
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03814483. 2 o 2E99/1861T

(R 14)

reH%h5

NMR

#.5(C)

A-313

A-314

1H-NMR(CDCI13) §:
2.86(8H, s), 2.89-3.00(4H,
m), 3.79(3H, s), 8.84(2H, d,
J=8.4Hz), 7.10~7.36(7TH, m),
7.87(1H, d, J=7.2Hz),
7.91(2H, d, J=8.4Hz),
8.48(1H, s), 8.47-8.53(1H,
m), 8.86(1H, d, J=1.2H2),
10.51-10.56(1H, br).

A-315

1H-NMR(CDCI3) §:
2.03(2H, quint, J=1.2Hz),
2.58(2H, t, J=7.2H2),
2.83(2H, t, J=7.2Hz), 2.87-
2.93(4H, m), 3.10~3.18(4H,
m), 7.11-2.34(8H, m),
7.85(1H, d, J=7.2Hz),
8.31(1H, s), 8.54-8.60(1H,
m), 8.80(1H, d, J=7.2Hz),
10.97-11.04(1H, br).

A-316

1H-NMR(CDCI3) &
3.80(3H, s), 5.15(2H, s),
5.73(1H, d, J=7.2Hz), 7.33~
7.45(6H, m), 7.47-7.51(4H,
m), 7.65(1H, d, J=7.1Hz),
7.98(2H, d, J=9.0H2),
8.47(1H, 8), 8.77(1H, d,
J=7.1Hz), 8.86(1H, br.d,
J=1.2Hz).

A-317
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03814483. 2

oMW B 5E100/1861

(& 1%)

L X

NMR

1%.%.(C)

selex
N A A

A-318 - -
0
H
N'N
;\( Y(\ A-319 - -
H
o
Ny N
o N A S A-320 - -
o}
[0 104
L
X NG A
@/\/ 0 )\é A-321 - -
N 1H-NMR(d6-DMSOQ) &
”“'\ 7N 2.84-2.80(4H, m), 3.06-
@’ 3.09(4H, m), 5.18(2H, s),
8.75(1H, m), 7.14(2H, d,
=8.0Hz), 7.22-7.24(2H, m),
A-322  |7.33(1H, t, J=1.5Hz2), -

1.41(2H, t, J=1.5H2),
7.58(1H, d, J=7.2H2),
8.20(2H, d, J=8.9Hz),
8.84(1H, s), 9.30(1H, d,
J=7.2Hz), 10.37(1H, s
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7.34(11H, m), 7.68-7.82(3H,

03814483. 2 oW B E101/186H1
(& 14)
o X, a4 %5 NMR %.5.(°C)
H
Y
/EN H 7 N"‘{
@N =~ A“323 -~ -
N
Cl
n .
\( J/ TH-NMR(CDCI3) 6:
N v AR 0.91(6H, d, J=6.3H2), 2.27-
N AN A 2.38(2H, m), 2.77-2.89(4H,
o m), 7.10-7.25(3H, m), 7.33-
ol A-324 |7.45(2H, m), 7.79-7.85(2H, -
m), 7.92(1H, d, J=7.2Hz),
8.42(1H, s), 8.48~8.53(1H,
m), 8.89(1H, d, J=7.2Hz),
10.56-10.63(1H, br).
HZN\FNH 1H-NMR(d8-DMSO0) 6':
I 2.89 (4H, s), 5.14(2H, s),
() 7.13(2H, d, J=8.7Hz), 7.16~
N w2 7.27(2H, m), 7.20-7.37(2H,
@N NS A-ags | TA22H, ¢ U128y, _
0 7.50~7.54(2H, m), 7.74(1H.
p d, J=1.4Hz), 7.94(2H, d,
0 J=8.7Hz), 8.41(1H, dd,
=1.5, 1.8Hz), 8.76(1H, s),
9.37(1H, d, J=7.4Hz).
o NN
Ma0,C N \N =
Cj ) A-326 - -
w NN 1H-NMR(CDCI3) &: 2.91-
Q\/qu = 3.22(8H, m), 4.68-4.79(2H,
[N] 5 A-3p7  |m) 807-5.13(2H, m), 6.99- _

m), 8.35-8.59(2H, m), 8.75~
8.81(1H, m).
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(% 1 4)

NMR

®E(C)

A-328

1H-NMR(CDCI3) 6 3.24~
3.87(4H, m), 5.15(2H, s),
5.78-5.86(1H, m), 7.14~

m), 7.99-8.02(2H, m),
8.44(1H, s), 8.73(1H, m),
9.23-9.29(1H, m).

7.17(2H, m), 7.30-7.63(11H,

A-320

A-330

TH-NMR(CDCI3) §: 2.80~
2.82(4H, br), 2,86-2.88(4H,
br), 7.15-7.23(3H, m),
7.55(2H, d, J=8.7Hz),
1.94(1H, d, J=7.2Hz),
8.23(2H, d, J=8.7Hz),
9.01(1H, ), 9.11(1H, d,
J=2.1Hz), 9.7(1H, d,
J=1.8Hz), 9.82(1H, s).

264-266(d)

M Cl

A-331

1H-NMR(CDCI3) ¢:
2.81(4H. br.d, J=4.8Hz),
2.87(4H, br.d, J=6.4Hz),
7.12-7.22(3H, m), 71.33-
7.37(1H, m), 7.52(1H, t,
J=7.8Hz), 7.94(1H, d,
J=7.2Hz), 8.17(1H, dd,
J=7.8, 1.2Hz), 8.30(1H, ¢,
J=1.8Hz), 9.06(1H, s),
9.14(1H, d, J=2.1H2),
9.70(1H, s), 9.82(1H, s

230~232
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03814483. 2

B

B B 45103/186 11T

(R 1%)

(L

SHh&RT

NMR

%.5.(C)

A-332

TH-NMR(GDCI3) &':
2.81(4H, s), 2.85-2.87(4H,
br.d, J=4.8Hz), 4.84(2H, d,
J=5.4Hz), 7.07(1H, ¢,
=7.2Hz), 7.13(1H, d,
J=7.8Hz), 7.26(1H, t,
J=1.5Hz), 7.35(1H, d,
J=7.5Hz), 7.54(2H, d,
J=8.4Hz), 8.21(2H, d,
J=8.7Hz), 8.95-8.97(1H, m),
9.08-9.09(1H, m), 9.18(

210-212

A-333

1H-NMR(CDCI3) §:
2.81(4H, s), 2.85-2.87(4H,
m), 4.65(2H, d, J=5.7Hz),
1.0701H, t, J=1.2Hz),
T13(1H, d, J=7.8H2),
7.26(1H, t, J=2.8Hz2), 7.32~
1.37(2H, m), 7.50(1H, ¢,
J=8.1Hz), 8.15(1H, dd,
J=7.8, 0.9Hz), 9.01-9.03(1H,
m), 8.12(1H, ¢, J=2.1H2),
9.20(1H, br

185-188

(NH,
()

N

A NN

W

Cl

A-334

1H-NMR(CDCI3) &
1.89(2H, t, J=6.2Hz), 2.24~
2.50(4H, br), 2.80(2H, t,
J=6.2Hz), 2.90(4H, t,
=4.5Hz), 7.13-7.28(3H, m),
7.31(1H, ddd, J=8.1, 2.1,
1.2Hz), 7.44(1H, t, J=7.8Hz),
7.85-7.91(1H, m), 7.89(1H,
d, J=7.2Hz), 7.94(1H, t,
J=1.7Hz), 8.42-8.48(1H, m),

A-335

A-336
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B

B 5104/1861

(& 14)

16 X

NMR

1#.£.(C)

H oNR
N, sy A
HO o}

i ‘ A-337 - -
H NN
Q\’Wq =
NHz O S A-338 - -
NHz 1H-NMR(COCI3) &: 1.05-
1.31(3H, m), 1.57-1.68(2H,
Wy PN m), 2.002H, d, J=8.3Hz),
NP 2.57-2.69(2H, m), 3.02-
Aeazg  [RTI@H, m), 7.14-1.35(4H, _
ci m), T44(1H, t, J=8.0Hz),
7.89(1H, d, J=1.2Hz), 7.87-
7.93(1H, m), 7.95(1H, t,
J=1.8Hz), BA0-8.45(1H, m).
B.AS(1H, 5), 8.88(1H, d,
HO. H Z N‘N\
Ny SN A-340 - -
(o]
Q-
N \N
0 A-341 - -
o..)
D L8
MesN '
0 A-342 - -
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(& 14)

e X

o5

NMR

#.5(C)

Chngh
N N NS
0

A-343 - -
[0 04
PN
Ma,N NS
0 A-344 - -
Dk O
N N \N =
U 0 A-345 - -
NHz
0)
N H Z N‘N\
CrN NS A-348 - -
Ci
P;IHMe
)
N H ‘
A-347 - -

A NN
SHeD

o

cl
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(R 14)

X eb-4h % NMR ".%(C)
NHEL
o 1H-NMR(CDCI3) &
\ AN 0.99(3H, t, J=1.2Hz), 1.14-
Oy . 1.30(2H, m), 1.80-1.91(2H,
@’ N m), 2.31-2.48(1H, m),
_ 2.45(2H, q, J=1.2Hz), 2.60- _
o A=348 1y 31(2H. m), 3.02-3.11(2H,
m), 7.11-7.28(3H, m), 7.31-
7.37(1H, m), 7.45-7.52(1H,
m), 7.88=7.96(3H, m), 8.43~
8.48(1H, m), 8.49(1H, s), 8
»
Q PN A-349 - -
i,N NS
(o]
Cl
Ym“m-"?
HOG A NS A-350 - -
O H
cl
O/\NH
Mo0 Y(k A-351 -~ -

A-352

A-353
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(R 1%)
LF X HEo-4h % NMR #®.%.(C)
HN"N
NGl A-354 - -
cl
e
g NN A-355 - -
Cl
@Ag NTNTS A-356 - -
cl
I
Et M A-357 - _
NN
Et A-358 - -
NN
HoXQ)\)—@ A-359 - -
ok
S -
EtO,C” N
A-360 - -
O\;
o
HOLC™ SN”
A-361 - -
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(& 14)

T

ko)

NMR

%.5.(C)

\If\N—N
O A7
NN

N A-362 - -
d (S
|
Q/\{IE A-363 - -
Cl
~N
OO0
N
N A-364 - -
Ci
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(%2)

e X {44 % 5 NMR %.£(C)

i, & B-1 - 212-212
¢l

“ Tl
i, uj\(: B-3 - 25-07
Ci

~ nﬁké Bt ; ]
'S
;}:L(:f i B-§ - 193-195
Cl

NHPr

YG%‘
~’©jo SN g-7 - -
H(\ F a
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(& 2%)

X 4% %

NMR

#.%5(C)

N

191-192

o |
3%, |

206-208

NYC\"‘ B-10
AT T

Qe |
23

202-204

Hyl N .
o B-12

H H N;\
"””"C‘"ff"ké%,@ o
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(&2

£)

e X a4 5% NMR 1%.5.('C)
®
N 2NN B-14 - -
! .NXQ .
c
HNTY H KK\N'\
N N
N
O/ B-15 - -
>~ 5D
CP N B-16 - 226-228
NHMe
{]
C l'.:j\f‘ )
N N B-11 - 234-216
NHEL
!
J\C’L% B-18 - 246-247
; LC\»LS B-19 - 235-237
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(22 4)
1 X, L B %.£.(C)
q:LN _
¢ H ; 8-20 229-230
eV l
HN 2 NN
\ B-21 -
0
HN A NN
Me p B-22 -
"y B-23 222-224
HBY
]
Per
H N
(8 N B-24 256-261
H
§
Qx*fg
HO\/\N/\LN] N B-25 134-136
H
[~
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(R24%)

e

NMR

#%.£(C)

TH-NNR(COCI3) 8 2.03(2M,
m, 2.5T(2M, t, J=6.9H2),
2.91(2H, t, J=7.5H2),
6.74(2H, m), 7.02(2H, m),
7.20-T.31(6H, m), 7.57(IH,
m), 7.82(1H, d, J=T.2H2),
8.29(WH, s), 8.81(IH, d,
J)=7.2 Hz), 9.71 (1K, br-
s).

IH-NMR (d6-0MS0Q) & :
5.18(2H, s), T.15(2H, d,
J=9.0Hz), T.30-~7.43(3H,
n), 7.47-1.50(2H, m),
7.56-7.65(3H, m), 7.72(2H,
m, 7.96(1H, m), 8.23(2H,
d, J=9.0Hz), 8.32(IH, m),
8.69(2H, m), 8.86(IH, ),
9,33(WH, d, J=7.2Hz),
10.72(MH, s).

3

HN

ol

B-28

184-186

HNTY H N
St

B-29

1H-NMR (COC13) & : 3.01(4H,
s), 3.03-3.10(4H, =),
3.19-3,27(4H, m), 6,74~
6.81(1H, m), 6.95-7.02(1H,
m, 7.18-7.38(8H, m),
1.67(1H, t, J=2.1Hz),
7.80(1H, d, J=T.5Hz),
7.92(2H, dt, J=8.4,
1.8Hz), 8.52(IH, s),
8.85(1K, d, J=T.2H?),
9.64-9.70(1H, br-s).

B-30

203-204
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(k24

)

L X

LR

NMR

®.4(C)

L

N
CJ, KN-N\
SASS
o}

ci

B-31

1H-NMR (46-DMS0) O :

1. 34(6H, t, J=6.9H1),
2.73(8H, br), 3.97(4H, q,

J=6.9Hz), 6.93(IH, 1),
7.14-7.34(4H, m), 7.51(IH,
t, J=T.8Hz), 8.16(H, s),
8.25(1H, d, J=1.8Hz),
8.29-8.32(1H, m), 8.82(IH,
s), 10.39(1H, br-s).

8-32

(o]}

B-33

1H-NMR{(CDC13) & : 1.22-
1.382H, m), 1.80-1.91(2H,
m, 2.18(6H; s), 2.20(2H,
t, J=6.6Hz), 2.33-2.46(IH,
m), 2.51(2H, t, J=6.6H2),
2.60~2.74(1H, m), 3.02-
3.13(2H, w), T7.11-T.27(3H,
m), 7.29-7.35(IH, m),
7.48(1H, t, J=T1.8H?2),
1.87-8.00(3H, m), 8.41-
B.4T(1H, m), 8.49(1H, ),
8.88(IH, d, J=7.2H2),
10.45~10, 51(1H, br-s).

B-34

1H-NMR(CDCI3) &: 3.02- .
3.21(8H, m), 7.00(2H, dt,
3=9.0, 2.1Hz), 1.47-
7.59(2H, m), 7.69(2H, dt,
J=9.0, 2.1H2), T1.82-
8.03(4H, n), 8.14(1H, dd,
J=8.4, 1.6Hz), 8.50(iH,
br-s), 8.66(IH, 3),
8,88(IH, d, J=6.9Hz),
9.64-9.72(1H, br-s).
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i X {640 %51 NMR %.%(C)
N
o)
N B-36 - 137-140
o'
|-PrOH
]
SE AR
N
N 8-37 - -
HN S
-
H H
ul,nT:\ ~ B-38 - . 155-157
| E
|
Q\((N'h{
N 8-39 - -
Cl
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(R24)

e X Lo %5 NMR #.%(C)
Nf -
B-40 - 196-197
Eu |
L,
',}I;jrr B-41 - 151-153
El
nlf
Isae
a B-42 - -
\%
E :Tn B-43 - 152-153
{
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(R 24)
1o X oo %5 NMR #.%.(C)
HE!
N
“. z B-44 - -
&
B-45 - -
N n NN‘\ .
(:;r !
£, a
HNY NN,
(UN
oy o | _ _
39
OH
0
N Z NN B-47 - -
G-
(o}
Cl
HO N)((\“'N\
N N \N\
O ° p B°48 - -
O/\k,n ﬁr( :{
N B-49 - -
oy,
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(R 24)
e X e b-4h % 51 NMR £.%(C)
H
&
N H xn—u\
H 0#‘ N B-50 - -
HIN’N‘n/\D 0
0
H
EN) NHMe
N n NN
(':(N S B-51 - -

Ci

IH-NMR(CDCI3) &: 1.13-
1.29(2H, m), 1.53-1.63(2H,
m), 1.72-2,00(2H, m),
2.36-2.50(1H, n), 2.60-
2.72(28, n), 2.58-2.71(4H,
w), 2.99-3.11(2H, m),
3.76(2H, br-t, J=5.3Hz),

B-52 1y 11270, W), T.33- -
7.39(1H, w), 7.48(H, t,
J=T.BH2), 7.88~T.95(3H,
m), 8.44(WH, br-d,
J=1.8Hz), B.48(IH, s),
8.90(1H, d, J=7.2H2),
10.48-10. 56 (1H, br-s).
H
[“] Q
N n 7(ﬁku"‘{ B-53 - -
SRS
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(£.24)
X o %5 NMR £5.5(C)
IH-NUR{CDCI3) & : 1. 163,
t, J=7.2Hz), 1.88(IH, m),
. NN 2.27(WH, m), 2.7T4(2H, dq,
0 J;‘I.Z. l.(SHz).)s.IZ(IH.
o n), 3.34(IH, »), 3.43-
E‘“"‘G‘ a 3.58(3H, m), 6.60(2H, d,
J=9.0Hz), 7.32(tH, ddd,
8‘54 J=8.4. 2-'. 0. 9“1)1 -
7.44(1H, t, J=T.8 H2),
7.65(2H, d, J=9.0H2),
7.85(1H, dt, J=0.9,
8.4H2), 7.86(IH, d,
J=T.2Hz), 8.16(IH, t,
J=1,8Hz), 8.53(1H, s),
8.85(1H, d, J=T.2H2),
9,56(1H, s).
NH
N ““In j B-55 - 117-128(d)
SRR
FPOH Ha0 l
NN
: .NKQ 4
HO Me @ B-56 - -
N
SoaaN
(o]
O F B-57 - -
F
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(& 24)

e X G- %5 NMR £.5(C)

(’> B-58 - 157-159(d)

I-P(OH

O,NIILCN, B-59 - 150-154(d)
N

(«]

nuf 12
f©/ " A\ . B-61 - -

H.NQ . K(:N,N\
@ 8-62 - =
B
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(& 2%)

G ES (.4 %5 NMR #.4(C)

TH-NMR(CDC13) & : 1.20-
1,3T(2H, =), 1.78-1.90(2H,
m), 2.36-2.50(IH, ),
2.55(2H, br-t, J=5,3Hz),
2.60-2.72(2H, m), 3.02-
3.13(2H, m), 3.49(2H, br-
B-63 t, 3=5.3Hz), 7.13-7.28(3H, -
m, 7.31~7.36 (I, =),
T.4T(IH, t, J=1.8H1),
7.88-7.96 (3H, m), 8.44(1H,
br-d, J=1.5Hz), 8.49(IH,
s), 8.90(1H, d, J=7.5Hz),
10, 48-10.55(1H, br-s).

HNY H N 1H-NMR(COCI3) & : 3.03-
N\ N‘/f‘: 3.07(4H, m), 3.20-3.24(4H,
| OA! W), 4.23(IH, br), 4.43(2H,

ﬂ br), 6.74-6.83(3H, n),

Wi B-54 6.99(0H, m), 7.26-7.45(6H,
m), 7.63(I1H, t, J=2.1H1),

T.T4('K, d, J=T.5H2),

7.82(2H, d, J=8.4Hz),

8.42(1H, s), B.80(IH, d,

J31.5Hz), 9.66(IH, s).

HN TH-NMR (COCI3) & 0.88(6H,
/\( d, 3=6.6Hz), 1.19-1,35(2H,
1), 1.45-1.65(1H, w),
N 1.80-1.91(2H, w), 2.24(2H,
N N, A d, J=6.6H2), 2.29-2.43(1H,
N m), 2.61-2.73(2H, n),
0 B-65  [3.02-3.13CH, m), T.11- -
¢ 7.34(dH, m), T.48(H, t,
J=1.8Hz), 7.87-8.00(3H,
m), 8.41-8 4T(IH, w),
8.50(tH, s), 8.88(IH, d,
J=1.2Hz), 10.45-10.52(IH,
bres).

1H-NMR (d6-DNSO) & :
() 2.74(8H, br), 1.02(1H, td,
N 0 NN J=8.4, 3.0Hz), 7.33-
N Ay T.41(2H, w), T.5T(H, t,
0 B-66  [J=8.1Hz), 7.76(1H, d, -
J=T.5H2), 8.11(1H, ),
c 8.20-8.24(2H, m), 9.00(IH,
s), 9.42(1H, d, J=T.5H2),
10.48 (W, br-s).
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(R2%)

(X, ey NMR 5 £(C)

N Z NN
HYCN\ < B-67 - -
(o]
i Cl

cop
N
[“Jn -
O Y N B-68 - -
O e '
H\((\N"(
HO "0 N’\é B-69 - _
¢l

AN
&?HYEN\ o B-70 - -
0 &
07Ny ‘
N g”{( 871 ] ;
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(% 2 %)
FX ReHhths NMR 8.%5(C)
Ho‘/\N'\ N
L > X
E/C:% p B-72 - -

®

('%n \&/E/N\ ”LN\; B-13 - -

NHCONH, c
{J)\
[N] no NN B-74 - -
SARS
(o]
c
K
A
R s As B-75 - -

K/NUNO L B-76 - -
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(# 2 %)
#wFEX TR NMR B5(C)
M, Y{‘N“ TH-NHR (CDCI3) ¢ :
O« 0zt w12z
1.32(, ), 1.59-
(O 1,90 (H, ), 3.03-
HN 3.07(6H, m), 3.22(4H..

m), 6.74-6.78(3H, m),
‘g |1-020H, dd, JT.8,

1.8H2), 7.29QIH, t,
J=7.8Hz), T.63(IH, t,
4=2,H2), T.74(IH, 4,
4=7.5H2), T1.80(2H, d,
J=9.0Hz), B.42(1H, 3),
8.80(IH, d, J=7.5H2),
9.68(1H, ).

@/ mfw 518 - -

N‘N
8-19 - -
Ct

AN
n S
O B-80 - -
a

a

Cl

N
N T N‘N\
O{UN)((N\ =, 8-81 - -
0 é )
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(& 24)

FX

oM ns

NMR

BE(T)

N’N

B-82

%,

B-83

IH-NMR (CDCI3) &: 3.07
(44, »), 3.16(4H, m),
6.89(2H, d, J=9.0H2),
T.73(1H, ®), T.45(1H, t,
J=T.8Hz), T.69(2H, d,
J=9.0Hz), T.84(1H, m),
7.88(1H, d, J=7.2H2),
8.17(1H, t, J=1.8H2),
8.54(1H, s), 8.87T(WH, d.
J=T.2H2), 9.63(IH, 3).

H‘NC o NN
T :
HN:

B-84

F

H z
N

B-85

{H-NUR (d6-0MSO) & :
2.76(8H, br), 6.90(H,
s), 1.12-7.62(%H, m),
8.21(1H, s), 8.24-
8.34(2'". m)n 9-00(“"'
s), 10.43(IH, br-s).

e

<::>~/NH

B-86
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(R24%)
AKX 2 T NMR B.E5(T)
o P TH-NUR (CDC12) & :
@ "Yq L 3.04(4H, m), 3.12(3H,
Y - ), 1.22(4, w),
4,63(2H, 3), 6.T5(1H,
Ve v), 6.90(2H, d,
J=9.0Hz), 6.98(IH, m),
B-87 [7.24-7.37(6H, w), -
T.63(IH, t, J=2.1H2),
T.73(IH, d, J=T.5H2),
7.85(2H, d, J=9.0Hz),
8.43 (14, 5), B.T8(IH,
d, J=7.6H2), 9.66 (IH,
br-s).
B-88 - -
H
[:j H NN
) B-89 =
Q. O
Yo cl
HAOH
B-90 - -
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(224)
X, oM E NMR 1.5.(C)
1H-NNR(CDCI3) &: 1.08-
n\/\oﬂ 1.25(2“. ll). 1.30-
1LT1(3H, n), 1.88(2H, d,
J=6.9Hz), 2.56-2.68 (4H,
N 7 N-N\ m). 3.0"’3.”(2". m)v
oL s 3.51-3.58(2H, w), 7.13-
@ N B-91 [7.34(4H, m), T.43(IH, t, -
o] J=T.8Hz), 7.89-7.97(2H,
cl o), T.90(H, d,
J=7.2Hz2), 8.40-8.45(1H,
n), 8.49(1H, ),
8.88(1H, d, J=T.2H2),
10.50~10.57(1H, br-s).
HN’\/iO
O 8-92 - -
N H YC‘N‘“\
sha
0
!
HN’\/B‘OH
Q NN 833 ) )
AL
0
cl
HNTY o NN
MASHSD
QQ 8'94 - =
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- 2 0 - - -
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. cl
0
©/ ?3 ‘ '
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Z N
ﬂ“ﬁ% b - -
Q
HO H NN
N \N
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‘0
H,N Cl
H
SR
N B-99 - -

N H)r‘\
o*r" ‘u’?
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T X % NMR RBE(T)
H
EN) Hel
N H Z NN
No AN B-100 - -
o}
0,H Cl
Be
HN OH
(Nj H N B-101 B B
N
N
0 Cl
o0~
m HCl
N 7 N‘N\ B-102 - -
1 LS
o}
c
00
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B-103 - -
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X Y 2 NMR £8.5(C)
X
HN QH
&r“wf a
N
0 cl
(9
ENJ H NN B-105 - -
(j"*(fu\ =
0
Cl
HH N‘N\
. N \N =
B-106 - -
UHO
c!
%N \N .,
0?? 3‘107 - -
N
B-108 - -

3
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(R 2%)
g X e PR NMR 8.5(C)
B-109 - -

B-110

IH-NMR(CDCI3) &:

1,28 (6H, d, J=6.6Hz),
3.05(4H, m), 3.21(4H,
p), 4.38(1H, sept,
J=6.6Hz), 4.51(2H, s),
6.75(1H, m), 6.87(2H, d,
J=9.0Hz), 6.9T7(IH, m),
7.24-7.34(6H, m),
1.61(1H, m), 7.72(IH, d,
J=T.2Hz), T.79(2H, d,
4=9.0Hz), 8.40(1H, s),
8.78(1H, d, J=T.2Hz),
9.64(H, 3).

B-111

B-112
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¥ X womng NMR £.5(C)

" NN, B-113 - -
O,
0
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N

N H Y(N‘"\ B-114 - -
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(j 0

B-115 - -
H d N'N\
@/“Yq =
0
Ci
I
Oyo
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B~-116 - -
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A X HA % NMR #.5(C)
Ovo
HN/:\/OH
B-117 - -
N
0 Cl
[ He!
S
n L0 B-118 - -
N
ijo
o1}
T NH
N g
AR
! Yq ; B-119 - -
0
Cl
H\(C\ ‘N? 3‘120‘ - -
B-121 - -
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X PP S NMR 18 5(C)
LJ
N
HN H >n-N B-122 - -
Ch A
oY
0
c
H
(:) H NN
p ' B-123 - -
@”wﬁq |
0
F
M=
"ON
" H YZ\N_N‘ B-124 - -
oy
0
cl
000
VR AN B-125 - -
N Ay
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(R 24)

A4 5 5

NMR

B.E(C)

N

™
3,

B-126

""Ck@nﬁ 0

MeN

B-127

TH-NMR (CDCI3) & :
0.99(2H, m), 1.12-
1.31(3H, n), 1.64~
1.86(6H, m), 3.D4-
3.07(TH, m), 3.21~
3.25(6H, n), 6.T6(IH,
m), 6.82(2H, d, ‘
J=8.THz), T.04(IH, m),
7.29(1H, t, I=7,2Hz),
1.62(1H, t, J=2.1H2),
T.73(IH, d, J=7.2Hz),
1.85(2H, d, J=8.7Hz),
8.43(1H, 3), 8.80(IH, d,
J=7.2H2), 8.68(IH, s).

HN/A

A NN

@A’n\((L ~
Ho~ © o

B-128

HINO H N° \
N N, SN
T

HN

B-129
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(R 24)

F X

NMR

®.E(C)

N

[:IE;\N,A\V,OH
SaLe

Ct

B-130

ZX

()

CFy

o PN N
i,N \N\

B-131

2,88(8H, m), 5.15(2H,
s), T.13(2H, d,
3=9,0Hz), 7.23(1H, d,
J=T.5H2), 7.32-7.48(6H,
u), 7.83-7.88(3H, »),
8.43(1H, s), 8.85-
asaa(zn. n), 10.46(H,
s).

TH-NUR(CDCI3) &: 2.81- |

NHMe

Sath

Cl

B-132

()

Z NN
@NY( 3

(o

o]

B-133

1H-NNR(CDCI3) & :
2.01(2H, br-t, J=5.4H2),
2.29-2.54(4H, br),
2.90(dH, t, J=4.THz),
3.45(2H, 1, J=5.4Hz),
1.13-7.33(4H, n),
T.43(1H, t, J=8.1H2),
1.85(1H, dt, J=1.5,
1.4Hz), 1.89(H, d,
I=1.2H2), 7.94(IH, t,
J=1.8Hz), 8.45(1H, br-d,
J=7.5Hz), B.48(IH, 3),
8.89(1H, d, J=T.2Hz),
10.51-10. 58 (14, br-s).
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(R24%)

HFEX e A4 4 51 NMR #8.5(C)

N NN B-134 - -
Shes
(o]
Cl

N H
No SRS B-135 - -
0

Cl

HNTY Z NN
@ HZ(C:\ B-136 -

Cl

Z NN B-137 - -

| Y
B-138 - -
Y °
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03814483. 2

B

B 4 4138/186 11

(#24)

X

weHhiny

NMR

£.5(T)

TH-NMR(COCI3) & 1.08-
1.25(2H, w), 1.30-
1.67(3H, n), 1.84(2H, d,
J=6.6Hz), 2.30(3H, s),
2.56-2.68(2H, w), 3.01-
3.10(H, m), 7.13-

. B-139 |7.34(4H, m), 7.44(1H, t, -
J=8.1Hz2), 7.89(IH, d,
-’-7. 2“1)9 7-9“1« 97 (2”!
), 8.42(1H, br-d,
1=1.2Hz), 8.43(IH, s),
8.88(IH, d, I=1.2H2),
10.50-10.57(1H, br-s).
1 LK
HN N
QLY
¢, a B-140 - -
(\/NH,
CN] 2HCI
Vo C e B-141 - -
SN
0
cl
1H-NNR (d6-DMSQ) O :
N 0.80-2.00 (1tH, m),
H 7 N7 2.91(2H, t, J=6.0Hz),
ON \N z.§8(8H. .()' 5.75(‘“1
H r), 6.68(2H, d,
N J=9.0Hz), 7.06(2H, d,
N/ B-142 [J=9.3H2), 7.51(1H, d, -
d‘

1.2H2), T.75(2H,
9.3Hz), 7.97(2H, d,
8.

8

Moo

0H2), 8.T0(1H, ),
T(2H, br), 9.23(IH,

d
J
d
8.
d, J=T.2Hz), 10.37(H,
s).
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B

B 5139/18611

(R 24)

X ey I 2y NMR B.£(CT)
N
5
@N NS B-143 - -
cl
OH
(\/
@
N 7z N A\ 8-144 - -
t N A A
cl
H
(Nj /J\NH
N Z NN
: S \“ B-145 - -
E E] 0
cl

B-146

IH-NMR(COCI3) 0 : 1.24-
1.41(2H, m), 1.74-

1.86 (24, m), 2.40-
2.52(WH, m), 2.60-
2.73(3H, m), 3.02-
3.13(2H, m), 3.42(1H,
dd, J=10.7, 4.8H1),
3.53(I4, dd, J=10.7,
4,8H2), 7.13-7.28(3H,
m), 1.31-7.37(IH, m),
T.47(IH, t, J=8.1Hz),
7.90(WH, d, J=7,2Hz},
7.92-7.98(2H, m),
8.44('R, br-d, J=1.8Hz),
8.50(1H, s), 8.89(MH, d,
J=7.2H2), 10.41-
10, 54 (1H, br-s).
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03814483. 2 oW B E140/1867
(k2%)
HEX Y T NMR 8.5(T)
TH-NMR (d6-DUSO) & :
(\/””S°=“° 1.40(2H, m), 1.78(2H, t,.
N . J=6.9Hz), 2.30(4H, br),
[ ] 2.78-2.87(6H, n),
N A NN 2.85(3H, s), 6.89(IH, t,
N S I35, 4H2), 7.15-7.30 (3K,
0 8_147 ﬂ)' 1- 37'7.42('"0 ﬂ)v -
o T.57(IH, t, Js8.1Hz),
7.15(0H, d, J=1.2H2),
8.06-8. 11 (2H, m), 8.29-
8.32('H, =), 8.93(IH,
s), 9.42(1H, d,
J=1,2H2), 10.40(MH, br-
s).
e
EN) Z NN B-148 - -
G
o]
(o]
HN nY(\N’
oY B-149 - -
u'\©
oﬁ/‘NH,
f | YF o B-150 - -
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¥ X 2R LR NMR 1#.5.(C)
10 S | B - -
H~
-N
OO
¢l B-152 - -
a8
-N
Nf H ﬁ NL\? B-153 - -
Cl
EINHC‘ nw NN
"@r"ﬁ%
Hﬂp B-~154 - -
B-155 - -

ﬁ‘\J}Unf@%" ‘
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B
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(R 2%)

L - Ak Lk

NMR

B%£(C)

ﬂ B-156

B-157 - -

H N
0 B-158 - -

Cl
B-159 - -

152



03814483. 2 WO B 45143/1867
(R 2%)
X L7 La s NMR £.£(C)
NHEt
(-S m—m:n(cnm) 70: )
N 0.89(3H, d, JuT.2H2),
Vow TS 1.49-1.64(1H, ), 2.03-
Ny Sn 2.17(1H, n), 2.30-
0 2.50(2H, m), 2.86-
c 2.96(1H, ), 3.11-
3.33(aH, ), T.11-
B-160 [7.21(3H, w), 7.29- -
7.35(1H, w), T.44(IH, 1,
J3T.8Hz), T.87-T.94(2H,
), 7.98(1H, t,
J=1.8H2), 8.33-8.41(IH,
m), 8.52(1H, s),
8.88(IH, d, J=5.%Hz),
10.30-10. 38 (1H, br-s).
N
[ j B-161 - -
N A NN,
\N S
0
cl
ESJ Z NN B-162 - -
1 CK
0
O\N’\
[ B-163 - -
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03814483. 2 o8B B ZFE144/1861
(R2%)
¥ X Xl 53 NMR £.5(C)
N,
(\/ T 2HC!
. B-164 - -
N
Cr”wr
N
C e
N \ B~165 - 269-211
NHMe 1H-NMR(CDCI3) O :
0.83(2H, q, J=1.2Hz),
N 1.08-1,35(3H, m), 1.53-
N H (FNTN 1.63(2H, m), 2.33~
N. N =, 2.40(2H, m), 2.37(3H,
o s), 2.55-2.67(2H, w),
o B-166 [2.98-3.07(2H, ), 7.13- -
7.32(44, m), T.43(IH, t,
J=7.8Hz), 7.87-7.97(3H,
m, 8.39-8.45(1H, m),
8.49(1H, &), 8.88(IH, d,
J=T.2Hz), 10.51-
10.57(1H, br-s).
CN
¢
N
(N) 2NN B-167 - =
f H S
N
0
Cl
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03814483. 2 YO B 48145/186T
(£ 2 %)
PETY it NMR 12.5(T)
i”
(\u NH, 2HCI
@
N n)rN‘\ B-168 - =
S -
N
)
cl
(T NHSOMe
O
N . AN B-169 - -
(ij S
0
cl
TH-NNR(COCI3) & : 1.53-
" 1.63(1H, =), 2.05-
/" oH 2.16(1H, n), 2.42-
] 2.56(2H, m), 2.90-
Ny N—pN 2.9T(H, m), 3.16-
NN 3.28(4H, m), 3.371-
T 341(2H, m), T.14-
_ 7.18(3H, m), 7.31- ~
. B=110 (7' 35(h, w, T.aa(m, t, | P57
JaT.8Hz), 7.85-7.89(1H,
), 7.90(1H, d,
=1, 2Hz), T.98(1H, 1,
I=1.8Hz), 8.36-8.33(1H,
), 8.51(H, ),
8.89(IH, d, J=T.2H2),
10.35(1H, br-s).
R0
N 7 N— - -
“YC ) B-171 124-125
N
(o]
(v]
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B

B 55146/18611

(24

%)

HEFX

Lk R

NMR

®4(C)

o
@»YC S

Ct

B-172

{H-NUR (COCI3) &: 1.58-
1.66 (1H, m), 1,92~
1.99(1H, m), 2.67-
2.61(1H, m), 2.68-
2.72(14, m), 2.87-
2.91(2H, m), 3.97-
3.25(2H, m), 3.31-
3.3T(2H, m), 3.44-
3.51(IH, s 40(2H,
s), 1.01(1H,

1=6.9H2), 7. lo 7.19(2H,
w, 1.39(IH, d,
I=1.8Hz), 7.53(IH, t,
J=1.8H2), 1.72(4, dd,
51,2, 2.1H2), 1. 92(IH
d, J=7.8Hz), 8.18(IH, 4,
J=1.5H1), 8.24(1K, d,
137, 2Hz), 9.00(IH, d,

. [4=1.8Hz), 9.40(IH, dd,

J=1.2, 2.1Hz), 10.33(H,

s).

151182

~‘N\/NNH

/ N—
2HCI 3/2H,0

B-113

160-162

8 i
N H e N‘\
t,N S

Cl

B-174

{H-NMR(COCI3) &
0.77(2H, q, J=T.2Hz),
1.07-1.37(34, m), 1.50~
1.6V (2H, m), 2.48(2H, t,
J=7, 4Hz), 2.55-2.66(2H,
p), 2,98-3.07(2H, w),
7.13-7.33(4H, o),
T.4300H, 1, J=T.8H2),
7.83-7.96(3H, m), 8.40-
8.45(1H, m), 8.49(tH,
s), 8.88(IH, d,
J=1,2Hz), 10,51~
10.57T(IH, br-s).
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oW P E147/186T

03814483. 2
(R 2%)
EX Tawmks NMR 8.5(C)
[;%;a
N N B-175 - -
nYQ §
0
HN""0H
(Nj H NN B-176 - -
f \N S
~_
J:’\u NH O he
EN] " 2N, B-177 - -
\N )
Ej (o}
Cl
TH-NMR (CDC13) & : 0.80-
[’j]/”‘NHz 0.9701H, m), 1.23-
N 2N 1.65(4H, m), 2.28-
PPN 2.58(4H, m), 2.95-
N 3.16(2H, m), 7.10-
0 7.27(3H, m), 7.30-
c B-178 |7.36(1H, w), 7.40- -

T.48(1H, w), 7.82-
7.87(2H, w), 7.91(tH, d,
=7.2Hz), 8.44(MH, ),
8.47-8.530K, ),
8.88(1H, d, I=7.2Hz),
10.47-10.54(1H, br-s).

B-179
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(&2 %)

EX i s NMR BE(T)

(] N B-180 - -

[:] AN B-181 - | -
@“ﬁ%m

@,ﬁ PN B-182 - -

~OH
N .

Nf \ \N"\‘ B-183 - -
0
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03814483. 2

oW P ZE149/186T

(£.2 %)

¥ X

L2k 2 ha

NMR

1#£.5(C)

NHMe

Q. oy
S "

B-184

1H-NUR(CDCI3) &: 1.17-
1.35(24, m), 1.79-
1,91(2H, m), 2.19-
2,32(1H, m), 2.25(3H,
3), 2.58-2.7T1(H, w),
3,00-3.12(2H, n),
5.13(24, 3), 1.11-
7.23(SH, m), T.31-
7.51(5H, m), 7.85(1H, d,
Ja7, 2H2), 7.90(2H, dt,
J=9.0, 2.1Hz), 8.41(IH,
s), 8.44(14, br-d,
J=7,5H2), 8.84(1H, d,
I=7.2Hz2), 10.44-

10.51 (1H, br-s).

»
o~ ‘n% Jan

B-185 - -
W\A
(5 nwr,r\ B-186 - -
EEV X
W%
N,O 0 B-187 - -
n(\ < a

159



03814483. 2

B

(R2%)

HFX

Lokl R

NMR

®.5(C)

NHMe

B-188

tH-NMR (COCI3) &: 1.21-
1.38(2H, m), 1,80~
1.92(2H, m), 2.21-
2.38(1H, m), 2.26(3H,
), 2.67-2.70(2H, m),
3.01-3. 11 (2H, w),
4,39(2H, s), 6.80(2H,
dt, J=8.7, 2.1H2), 7.10-
7.45(8H, m), T.TT(2H,
dt, J=8.7, 2.1H2),
1.81(1H, d, J=1.2Hz),
8.37(1H, s), 8.44(MH,
br~d, J=T.5Hz), 8.81(IH,
d, J=1.2H2), 10.44-
10.61(1H, br-s).

B-189

1H-NMR{(COCI3) & : 1.16-
1.35(2H, m), 1.79-
1.91(2H, m), 2.16-
2.33(1H, m), 2.21(3H,
8), 2.58-2.TV(2H, m),
2.94-3.13(6H, m), 7.11-
7.40(10H, m), 7.87 (IH,
d, J=T1.5H2), 7.91(2H,
br~d, J=8.4Hz), 8.44(IH,
br-d, J=T.6Hz), B.4T(IH,
s), 8.86(H, d,
J=T.5Hz), 10.45-
10.53(1H, br-s).

B-190

160

B 4 5150/18611




03814483. 2

WoOom A5 E151/186T

(R2%)

HEX

NMR

B.5(T)

B-181

IH-NUR(COCI3) & : 1.15-
1.32(2H, w), 1.78-
1.91(2H, »), 2.18-
2.34WH, n), 2.23(3H, 3),
2.58-2.T0(2H, m), 2.99-
3.10(2H, m), 6.61(1H, d,
J=12.2Hz), 6.67(IH, d,
J=12.242), T1.11-
T.39(10H, m), 7.42(2H,
d, J=8.4Hz), 7.87 (IH,
d, J=T.2H2), 7.86(2H,
dt, J=8.4, 1.8Hz), 8.41-
8.4T(IH, m), 8.47(1H,
s), 8.85(1H, d,
J=T7.241), 10.40-
10.48(IH, br-s).

B8-192

TH-NUR(COCI3) & : 1.19-
1.36(2H, m), 1.81-
1.92(2H, m), 2.14-
2.32(14, m), 2.18(3H,
), 2.59-2.71(2H, m),
3.02-3.14(2H, w), T.12-
7.32(TH, w), T.34-
7.42(1H, w), 7.51-
7.58(2H, m), 7.69 (2H,
d, J=8.4Hz), 7.89(IH, d,
J=1.6Hz), 7.98(2H, d,
1=8, 4Hz), 8.45-8.50(MH,
m), 8.44(IH, s),
8.87(MH, d, J=T.5Hz),
10.48-10.54(1H, br-s).

ct

B-193

1H-NMR(COCI3) &
0.74(6H, d, J=6.6Hz),
2.14(1H, quint,
J=b.6Hz), 2.36-2.54(1H,
br), 2.92(4H, br-t,
J=4,8H1), T7.13-T.33(4H,
m), 1.41(IH, t,

J=7. 8“2)- 71 85'7.93 (2H|
m), 8.01(IH, t,
J=1,8Hz), 8.40-8.46(IH,
m), 8.51(1H, 3),
8.88(tH, d, J=7.2Hz),
10, 42-10.59(1H, br=-s).
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(R24)

EX A Hhths NMR BE(C)

AN -
HO f::l “}rr::u
U y B-194 - -

HNJ\ 1H-NMR(CDC13) &
0.91(6H, d, J=b.0H2),

1.12-1.30(2H, m), 1.79-
N g AN 1.91(2H, m), 2.39-
Ny A, A 2.54(1H, m), 2.60-
2.82(3H, m), 3.02-

° B-195 [3.12(2H, n), 7.13- -
c T.36(4H, ), 7.480H, t,

J=7.8Hz), 7.88-7.89(3H,
n), 8.42-8.47(WH, m),
8.49(H, s), 8.83(IH, d,
J=7.2Hz), 10.48-
10. 54 (WH, br-s).
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(& 24)

EX

e Hhms

NMR

B.&(T)

(~]

B-195

IH-NUR(COCI3) @
‘.68(’"; M). ,-70—
1.87(2H, m), 2.02-
2.13(0H, m), 2,54~
2.61(1H, m), 2.64-
2.70(1H, m), 2.81-
2.89(1H, m), 3.41-
3.50(2H, m), 7.13-
1.23(H, m, T.27-
1.35(2H, m), 7.42-
T.4T(1H, m), 7.80(1H,
t, J=1.8Hz), T.89(1H,
d, J=1.5Hz), 7.81~-
7.93(1H, m), B.46(1H,
s), 8.51(WH, dd, J=1.5,
1.8H2), 8.8T(IH, d,
33T, 2Hz), 10.66(1H, ).

1.57-

168-170

HNTY H YE\N‘ \

Mo

B-197

"O/\/N

o

HCI CH,0H

B-~198

1H-NMR(COCID) &
1.84(2H, m), 2.15-
2.24(1H, w), 2.78-
2.95(54, m), 3.82-
3.63(3H, m), 3.91-
4,00(1H, n), S.14-
5.20(1H, m), 7.15-
7.25(2H, m), 7.40QWH,
d, §=7.2Hz), T7.58(WH,
, 4=7.8H2), T.T4(1H,
d, J=7.2Hz), 8.10(1IH,
s), 8.16-8.22(2H, m),
8.58 (1H, br-3),
8.73(1H, br-s),
8.99(1H, s), 9.42(IH,
d, J=7.2Hz), 10.39(1H,
5).

t.12-

f18-121
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03814483. 2
(R24)
K "A M s NMR £.5(C)
}%
B-199 - 152-185
én ,
I-PrOH
Cl
ngEl
v Y(\ NN 8-200 - -
3
H
N IH-NMR (COCI3) 6
[ r \ 0.93(3H, d, J=6.0H2),
N n NN 2,39-2.48(1H, w), 2.62-
NS A A 2.94(6H, W), 7.11-
T.28(M, ), 7.31-
o B-201 7.37(14, m), 7.43(1H, -
t, J=8.1Hz), T84~
7.93(3H, =), 8.46(IH,
$), 8.47-8.53(1H, m),
8.88(IH, d, J=T.5Hz),
10.54-10.62(1H, br-s).
HN'\'N un/c:w\
O B-202 - -
OMe
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03814483. 2
(& 24)
X A% NMR B.5(C)
A
¥ ou oM
f ,u\g,n(: ~ B-203 - >100
]
En] NEt,
N z N’N
n \N \\ 8'204 - -
(o]
Cl
NEY,
Z NN
Qno SN B-205 - -
H'!‘/\N C!
1 L0
Cl
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B

B 5156/18611

(R 24)

HF X

weHths

NMR

B.&(C)

(o]

8-207

1H-NMR (CDCI3) &
1.09(3H, d, J=6.3Hz2),
1.15-1.32(2H, »), 1.75-
1.87(2H, o), 2.07(IH,
dd, J=11.7, 9.6H2),
2.26-2.39(1H, b), 2.55-
2.70(3H,. n), 3.00-
3.11(2H, w), 3.46-
3.59(IH, w), T.13-
7.27(3H, ), 7.30-

7.36 (14, ), T.46(IH,

t, J=1.8H2), 7.87-
7.95(3H, m), 8.44(IH,
br-d, J=T.SHz),
8.48(1H, s), 8.89(IN,
d, J=1.5Hz), 10.49-
10.56 (1H, br-s).

Cl

B-208

1H-NMR(COCI3) &:
0.91(3H, d, J=6.3Hz),
1.20-1.37(2H4, w), 1. 71~
1.86(2H, m), 2.37-
2.50(WH, m), 2.60-
2.72(3H, m), 2.99-
312034, m), 3.41(1H,
dd, J3=10.2, 4.2H1),
7.13-1.21(3H, w), T7.30-
7.36(IH, m), T.47(iH,

1, J=8.1Hz), 7.88-
7.97(3H, =), 8.44(1H,
br-d, J=1.5Hz),
8.43(1H, s), B8.83(1H,
d, J=1.2Hz), 10.47-
10.54 (1H, br-s).

B-209
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03814483. 2 PO 5 H157/186T
(R 24)
Nz I3 o hit® NMR $8.5(C)
H { I
SRP
N N B-210 - -
SHLN
ct
S
NEN N B-211 - -
0
! cl
Pes
0 N B-212 - -
N
N
(E " B-213 - §07-509
Cl
A~ 03 THF
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03814483. 2 o 5E158/186H

(k2%)
¥ X bHhint NMR #£.£(T)
J_on IH-NUR(COCIT) & :
HN 0.91(3H, d, J=6.3H2),
1.20-1.37(2H, m), 1.71-
1.86(2H, m), 2.37-

) dd, J210.2, 4.2H2),
B-214 |7 %3-7.27Gm, w), 7.20-
7.36(1H, m), T.4T(IH,
t, J=8.1Hz), T.088-
T.97(3H, m), 8.44(MH,
br-d, J=7.S5Hz2),
8.49(MH, ), 8.890M,
d, J=7.2Hz), 10.47-
10. 54 (1H, br-s).

N i Z NN 2.50(1H, m), 2.60-
SN 2.72(3H, ), 2.99-
0 3.12(34, m), 3.41(H,
Cl

AL |
@,N NN B-215 - 97-98

Cl

NEY
(r) NN ' B-216 - -
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03814483. 2 oW B 5E159/186H1

(&24)

#FX A E b NMR BE(T)

1H-NNR(CDCI3) & :

EtNH N
1O 3 1L1S(IH, ¢, J=7.2 H2),
@ N 1.53(2H, m), 2.03(2H,
n), 2.65(1H, =),
2.73(2H, q, J=1.2H2),

2.84(2H, m), 3.76(2H,
), 5.16(IH, s), -
6.18(‘“0 (ﬂ)v B-gs(‘H'
), T.15(2H, d,
B-21T 1)a9.0M2), 7,270, t,
J=8.1Hz), 7.33-7.45(3H,
»), T.49(2H, m),
7.63(1H, t, J=2.1H2),
1.78(M, d, J=1.6H2),
7.92(2H, d, 1=9.0H2),
8.46(1H, s), 8.83(H,
di J=1.5H2), 9.63(IH,
s).

H H
N "
(E( rnl/,: B-218 - 183-184

E";nl)ft E:;‘ 8-219 - -

gnﬁr O B-220 - -
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03814483. 2 oW P E160/1861
(&24)
FX o diks NMR BE5(T)
S
HO’\O N7 B-221 - -
(»]
H
@
N H z N‘N\
N A A
N B-222 - -
MeQ
¢t
H
N
n IS
B-223 - -
0
cl
g“f%
N B-224 - -
("N Q
H
P
N
(\NO ° B-225 - -
) ¢
(o]
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oM E161/186m

03814483. 2
(& 2%)
wE X rEHET NMR £.5(T)
nlf i
A
) B-226 - -
H
N 1H-NMR (46~DNSO) & :
( ] 2.78(4H, br), 2.82(4H,
N oy NN dr), 7.38-7.41(1H, m),
Ny A 1.46(1H, d, J=8.TH2),
7.54-7.59(2H, n),
B-227 |7.77(IH, d, J=T.2H1), -
Fy c 8.130H, 3), 8.25(1H,
d, I=7.8Hz), 8.68(H,
s), 9.01(1H, s),
9.43(1H, d, J=T.2Hz),
10.31 (1H, br-s).
RS
(\N/O (o) 8‘228 - -~
HN S p
o]
WK
Y B-229 - -
e
LR
VY WS B-230 - -
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03814483. 2 o B $162/186
(R 24)
X FS A s NMR 1% .£(C)
OoH 1H-NMR (COCI3) & :
N
Y 1.O9(3H, d, J=6.3H2),
‘ 1.15-1.32(2H. li). '-75"
N A NN 1.87(2H, m), 2.07(IH,
K NP dd, J=11.7, 8.6Hz),
I 2,26~2.39(1H, m), 2.55-
c 2.70(3H, a), 3.00-
! 3112, m), 3.46-
B-231 [3.59(IH, w), 7.13- -
7.21(3, w), 1.30-
1.36(1H, m), 7.46(1H,
t, $=1.8Hz), 7.87-
1.96(H, w), 8.44(H,
br-d, J=T.5Hz),
8.48(1H, " s), 8.89(IH,
d, J=1.5Hz), 10.49-
10.56(MH, br-s).
NNEL
N-\
(oA, B-232 - -
£ G
(v}
1.9HO) ’Onw(q\t‘
B-233 - -
(o]
H'(\/\
Eg’l&((m B-234 - -
a
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03814483. 2 oW P E163/186H1

(R24)

X T NMR 1.4(C)

(jno Ni‘ga B~235 - -

¥y
/O/n o B-236 - -

NS -
S é’% B-237 - -

TH-NMR (d6-DNSO+CDIOD)

HG - §: 1.78-1(. 94(2;1. n,
4 2.07-2.20(2H, ), 3.06-
mo\ Onrfu\ 3.16(2H, m), 3.23-
() a 3.34(2H, m), 4.62-

4.72(1H, ), 7.10(2H,
. J=8.THz), 7.37(IH,
, J=0.0Hz), T7.54(IH,
=1.5Hz), 7.67(1H,
=1.5Hz), 7.77(2H,
=8, THz), 8.27(1H,
=9, 0Hz), 8.35(H,
, 8.96(IH, s),
(K, d, J=1.5H2).

B-238

-

O WO a-~ao
-
e G Com G
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03814483. 2

B

B 5164/18611

(£ 2%)

L 28

‘AT

NMR

1#.5(C)

S5

B-239

1H-NNR (d6-DNSO) & :
1.71-1.90(2H, m), 2.07-
2.19(2H, w), 2.71-
2.87(2H, w), 3.01-
3.10(2H, w), 4.76-
4.85(1H, m), 7.08(IH,
t, J=T.8Hz), T.20(1H,
t, J=1.8H2), T.26(IH,
d, 4=1.8Hz), T.40(IH,
d, J=T.8Hz), 7.59(1H,
t, J=1.8H2), T.76(IH,

, J=T.2H2), 8.11(IH,
$), 8.19(H, d,
J=7.8Hz2), 8.31(1H, d,
J=1,.8Hz), 8.60(2H, br),
9.01(1H, s), 9.44(iH,
d, §=T.2Hz), 10,18(1H,
br-s).

Q.

B-240

IH-NMR (CDC13) ¢: 2.77-
2.90(8H, m), 7.14~
7.30(3H, m), 7.34 (W,
t, J=1.8H2), 7.85-
T.94(3H, m), 8.42-
8.48(1H, m), 8.48(1H,
s), 8.90(IH, d,
J=1.2Hz), 10.52-
10.60(1H, br-s).

B-241

TH-NMR(CDC13) & : 3.02-
3.21(8H, m), 7.00(2H,
d, J=8.THz), T7.34(1H,

y J=21,8Hz), T.71(2H,

, J=8,THz), 7.89(IH,

, J=1,2Hz), 7.99(2H,

, J=1,8Hz), 8.54(IH,
), 8.88(IH, d,
=7.2Hz), 9.59-9.66(1H,
br-s).

—

d
d
d
$
J

B-242

TH-NMR (CDC13) & :
2.84(8H, s), 4.18-
4.32(MH, br), 4.35-
4.42(2H, br-s), 6.62~
6.69(1H, m), 7.06-
7.41(1tH, w), 7.85(H,
d, J=1.2Hz), 8.39(IH,
s), 8.50(1H, br-d,
127, 2Hz), 8.84(H, d,
J=1.2Hz), 10.54-
10.62(1H, br-s).
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03814483. 2

w

B %165/186T1

(R 2%)

X

N R

NMR

8.5(CT)

tre

/YNH

B-243

229-231

o775,

B-244

{H-NMR (46-DMS0) & :
2.79(4H, br), 2.81(4H,
br), 7.35(H, d,
J=8.1Hz), 7.52(1H, 1,
J=8, |Hl)| 1. 59('“. d,
J=8.4Hz2), 7.65(1H, d,
J=6.9Hz), 8.11(1H, d,
=8, 4H2), 8.25(IH, s),
8.32(1H, d, J=8.1Hz),
8.36(IH, ), 9.03(IH,
s), 9.38(IH, d,
J)=G.9Hz). 10.89(1H, br-
3],

B-245

164-185

>

B-246

1H-NMR(CDCI3) &'
0.99(3H, t, J=7.2Hz), 1.14~
1,30(2H, m), 1.80-1.91(2H,
m), 2.31-2.49(1H, m),
2.45(2H, g, J=7.2Hz), 2.60-
2.71(2H, m), 3.02-3.11(2H,
m), 7.11-7.28(3H, m), 7.31-
1.37(1H, m), 7.45-2.52(1H,
m), 7.88-7.96(3H, m), 8.43~
8.48(1H, m), 8.48(1H, s),
8.89(1H, d, J=7.2Hz), 10.49-
10.55(1H, br),
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03814483. 2 oW B 5E166/1861
(R 24)
X L Lok NMR ®.£(C)
yh-
O'Cr B-247 - -
H
OH
nnf 8
(\(O/ ' B-248 - -
e J
M
Q
N -
[Ij T B-249 - 120~140
43 Q Ct
PO
N
(\N»@ B-250 - -
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oW B E167/186H1

03814483. 2
(& 2%)
X L by NMR 8.4(C)
N~ IH-NMR (COC(3) 6 :
0.85(3H, t, J=7.4H2),
1.17-1. 44 (4H, m), 1.81-
N p @ NN 1.92(2H, m), 2.33-
N, A 2.42(3H4, m), 2.60-
N 2.72(24, m), 3.02-
° pogsy [3-1202H W, T.03- _
¢l T.35(4H, w), T.48(1H,
t, J=7.8Hz), 7.88-
7.97(3H, m), 8.42-
8.47(1H, m), 8.49(IH,
s), 8.88(1H, d,
J=7.2H2), 10.47-
10.53(1H, br-s).
N‘\
o s
o] - - -
E0,C a
NN
WN’U\OO‘}YC\ 8‘253 _ -
Q
(o]
é—%
N w NN B-254 - -
N \N =
o]
Cl
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o B 5E168/186H

03814483. 2
(R 2 %)
X wemeky NMR ®.5(C)
K
B8Oy
U 0 B-255 - -
(o]
Eij Z NN
@’J KC <~ B-256 - -
N
a
B-257 - -
(\NQ (8]
HN S NH,
()
N o NN B-258 - -
N A, A
N
cl
TH-NMR (CDCI3) &:
7.36(1H, ddd, J=T.2,
Z 2.1, 1.2H), T.47(H,
N
t, J=T.8H2), 7.74(2H,
O d, 4=9.0H1), 7.80(IH,

NC a 8-259 dt, J=7-8| 1.2“1)- -
7.85(H, d, J=T.2 H2),
7.92(2H, 4, $=9.0H2),
8.17(1H, t, J=2.1Hz),
8.92(1H, d, J=T.2H2),
9.93(1H, 3).
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03814483. 2 oW B 5E169/186H1

(R24)
HFX Lo B NMR B.E(T)
(5 NEl,
n\(ﬁk"" B-260 - -
g‘:r ,,
£y a
HN""C0,Bn
Nf H [ i B-261 - -
\N 3
. E\Cl
1H-NMR (d6-0MSO) 6 ¢
3.26(4H, m), 4.40(2H,
" NN d, J=5.THz), 5.29(IH,
0 N t, J=6.0Hz), 5.55(IH,
A @ dd, J=8.4, 1.5Hz),
HN\) u 7.01(2H, d, J=9.0Hz),
T.15(IH, t, J=7.8H2),
8‘262 7.22(‘“. do J=6- QHZ)o =
7.27-T. 41 (4H, m),
1.59QWH, d, J=7.2Hz),
7.65(H, w), 7.76(2H,
d, J=9.0Hz), 8.72(2H,
br), 8.77(IH, s),
9.31(H, d, J=7.2H2),
10.41(1H, s).
Qi
& Y C
" B-263 - 185-187
]
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03814483. 2

o B #170/1861

(K24

)

¥ X

ohtns

NMR

®.5.(T)

HNK/ f N%
Ty O

B-264 - -
N7
MNT n},f\\
K/&p 0 n}g\a B-265 - -
N7
ﬁn% B-266 - -
HN(\N °/\©
1.9HC
Eb MN;\ B-267 - -
eWeaanty
N
(e e
@“o SN B-268 - -
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Wow B 171/1861

03814483. 2
(R24)
REX Q2R NMR B.E(T)
SR
\
® N A B-269 - -
[o]
NH,
I AN
N
! NS B-270 - -
0
Cl
I
00
T
O B-271 - -
N” H YE‘N'"\
SReD
0
cl
E!NHO W NN
N. N oY
191 E/C" B-272 - -
HN~
H
Y-
N o NN
CrN NS B-213 - -

Ci
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B FE172/18610

03814483. 2 Ui
(k2 4)
REX L2 TR NMR £ .5(T)
N
oy
on L B-274 -
oy
Cl
H
Ne~oH
Iy o B-275
Ny N
0
cl
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03814483. 2 o B 173/1861
(&k24)
FX o5 NMR £.5(C)
1H-NNR (d6-DNSO) & :
- 2.79(4H, br), 3.39(4H, br),
y YC\ p 6.88(1H, d, J=8.7HD),
Q y 7.35(1H, d, J=B.1H2),
(W o T.52(1H, t, §=8.1H1),
LN B-276 [1.64(1H, d, J=T.2H2), -
7.98(1H, d, J=8.TH2),
8.33(1H, s), 8.35(H, d.
J=8.1Hz), 8.55(tH, s),
9.02(H, 3), 9.35(MH, d,
J=1.2H2), 10.57(IH, br-s).
o
% " Cx
[ j N B-217 - 236-238
N
e
]
£,
N
p, . B-278 - -
o
n(\ CF, a
(T\NHM;
N \ 7NN B-279 - -
SN
(o]
¢l
B-280 - 267-269(d)
(:" v C NN B-281 - -
\N —
(o]
c!
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03814483. 2 oW B E174/1861

(k2 4)

g X wohim5 NMR ®8.5(C)

Nk’“@'n\((w ‘ B-282 - -

0
o a
LS
HNTY ~ _ _
k,gA,CT X’Qg 5283
HNTN o
NTY
%’H{q B-284 . -

Z “N*
’0 E/C; 8”255 - -
NC :E )
F

TH-NMR(CDC13) & : 1.35(2H,
N br), 1.83(1H, m), 2.25(IH,
NYE: ) n), 3.06(1H, dd, J=9.3,

I 4.5Hz), 3.37(1H, m), 3.49-
N a 3.58(2H, m), 3.74(1H, ®),
« ' 6.60(2H, d, I=9.0H2),

8-286 7.32(1H, m), 7.44(H, t, -
J=1.8Hz), T.85(2H, d,
J=9,0H2), 7.85(QIH, n),
7.86 (H, d, J=1.5H2),
8.16 (1H, t, J=1.8H2),
8.53(1H, s), B.86(IH, d,
J=1.5Hz), 9.5T(H, s).

184



03814483. 2 oW B E175/1861
(&24)
HEX o4 5 NMR B.5(C)
rB\ z\/OH
E"]u
Oy N B-287 - -
N
O
ci
MeN N\
k’“‘@‘ % B-288 - -
0\/‘
NHz
)
N H Z N'N\
@N NS B-289 - -

Cl

(O

8-290

TH-NMR(CDC13) & : 2.42(4H,
br), 2.90(4H, t, J=4,8Hz),
3.50(2H, s), 4.24(IH, t,
J=5.1Hz), 4.44(2H, d,
J=5.1Hz), 6.81(2H, d,
J=8.4Hz2), 7.26-T1.44(TH, m),
7.69(2H, d, J=B.4Hz),
7.75(IH, d, J=7.5Hz),
1.81(2H, d, J=8.4Hz),
8.43(IH, s), 8.80(M, d,
J=7.64z), 9.69(tH, s).

I LS
P,

MeNH

B-291
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03814483. 2

oM P E176/186T

(& 2%)

i X ot NMR B.E(T)
N N
(:‘(-NYEN\—?. B-292 - 190-191
vl 2,
\(%
H H
é?‘rrjrg B-293 - 138143
|
1H-NUR (46~DMSO+CD30D) & :
s . 1.90-2. 16(4H, ), 2.T1-
N </ 2.83(1H, m), 2.88-2,97(1H,
"N O n), 3.00-3.24(1H, w), 3.44-
a 3.53(1H, n), 3.92-4.01(1H,
m), 6.7T(2H, d, §=9.3M2),
B-294 |7.35(1H, d, J=T.8H1), -
T.82(1H, t, I=7.8H2),
7.66(1H, d, J=7.2Hz),
7.72(2H, d, 4=9.3H2),
8.30(1H, d, J=T.8H2),
8.37(14, 5), 8.93(HH, ),
9.34(MH, d, J=T.2H2).
HO NN
N B-295 - -
>0
o s
B-296 - -

186



7.25-7.41(5H, m), T7.85(1H,

03814483. 2 P B OB177/186 T
(F24%)
ot X, Ny T NMR %.%(C)
R
D,N!f; B-297 - -
N
) CE,
H-NNR(COC13) & : 3.02-
3.21(8H, w), 6.99(2H, d,
N J=8.TH2), 7.16-T.24(1H, m),
g N 7.53(1H, t, JsB.1H2),
(\N 8_298 7-67(2”. d, J=8.7Hl). 7.‘0' -
Hu OCF, 7.86(1H, w), 7.88(iH, d,
Ja1.2Hz), 8.06-8.11(1H, m),
8.55(1H, s), 8.88(1H, d,
=1, 2H2), 9.50-9.58(1H, br-
s).
Q\OW,E\N— B-299 - -
Ny SN
[0}
(o]
e
Y\N,O’ N 8-300 - -
“"7) N;:)~w~
1H-NMR(COCI3) & : 3.36-
@ ‘ 3.41(dH, o), 4.04(2H, m),
NN NN 4.14(2H, w), 6.93(IH, t,
Cw NJ?‘ B0y |72z}, T.00CH, ), _
[o]
Gt

im), 8.16(1H, t, J=1,8H2),
8.52(M, s), 8.79(IH, d,
J=1.5Hz).

8-302
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03814483. 2 oW B E178/186H1

(R 2 %)

X ®oHh 5 NMR B.%(C)

n\"f; 8 B-303 - -
,W,O’

o]
a
o "YCIW S B-304 - -
o]
a

N
)
QQ rf ",‘gx B-305 - -
a
~‘\
~1>1 ) Yq " B-306 - -

Q

Z N7 3
uer;: 8-307 - -
H,N °
TH-NUR (d6-DMSO) & : V.71~

o~ 1.821H, u), 1.95-2,08(1H,
y / m), 2.73-3.09(4H, m), 4.82-
w L 4.89(1H, n), 6.9T(IH, d,
0% o 129,042, 7.35(1H, d,

8-308 |J=8.1Hz), T.52(1H, t, -
J=8.1Hz), 1.64(IH, d,
$=7.242), T.76(2H, d,
J=9,0Hz), 8.31-8.37(2H, m),
9.02(1H, s), 9.36(MH, d,
J=7.2Hz), 10.56(1H, br-s).
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03814483. 2 oW B FE179/1861

(& 24)

& 2% B-309 - -
St

"L gnﬁ%a : -

TH-NMR(COC13) & : 1.69(2H,
m), 2.04(2H, m), 2,T5(2H,

HL IO ), 3.16(H, m), 4.23(1H,
”T::]\O,E:ZZ' " br), 4.39(2H, n), 4.44(2H,
N\Q d, 4=5.1Hz), 6.80(2H, ¢,

B-31y  |V=8.TH2), 6.96(2H, d, -
J=8.THz), 7.28-T.44(5H, m),
7.64(2H, d, J=8.TH2),
T.15(1H, d, J=T1.5H2),
7.80(2H, d, J=8.THz),
8.42(WH, s5), 8.79(HH, d,
J=T.5H2), 8.60(MH, s).

fF X oS NMR B.E(C)

/N’\

“YC B-312 - -

N -
LY
ElNH-Cr o

"v"/\I"j »,;YC\“"I‘ ﬁcfm 8-313 - 211-212
@l " % H0,0
(v}

mO.D’HY(;g \r“‘ 11 Ko B_314 - 100‘102“)
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03814483. 2 oW B 5E180/186H

(R 24)

59 Hoth,s NMR B.4&(C)

N 9% B-315 - -
1 S

Ct

Moy ,,ﬁ((/\-—;a B-316 - .159-160

L]

m’\ M
K:"I:("YC“ {‘ B-317 - 210-212

”'Nvgﬁw(‘::g B318 - 186-188

NL(\ -
; " B-319 - 26-217
|

N" H K
< s B-320 - -
N N |
o]
’ O
(o}
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03814483. 2 oW B E181/186H1
(& 24)
o X, "ot NMR ®.5(C)
Y
«U B-321 - -
ot D
3
H N B-322 - -
Q&
Me a
\,'J\):“j " H—p
@yfu B-323 - -
[+]
TH-NMR (d6-DHSO) ¢ :
NN LO1QH, t, J<1.2), 1.11-
EN H ~ 1.23(2H, n), 1.32-1,44(2H,
O a), 1.86-1.97(2H, m, 2.00-
2.11(2H, n), 2.39-2.51(H,
m, 2.55(2H, q, J=7.2Hz),
4.21-4.32(1H, m), 6.99(2H,
B-324 |d, J=9.0H2), 1.35(IH, d, -
J=1.8H2), 7.52(IH, t,
J=1,8H2), 7.64(1H, d,
J=T.2H2), T.74(2H, 4,
J29,0Hz), 8.33(H, d,
J=1.8H2), 8.34(IH, s),
9.01(1H, s), 9.36(IH, d,
J=1.2H2), 10.54(1H, br-s)
N’
N </ B-325 - -
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03814483. 2 v P 2E182/1861
(£24)
F X CET RS NMR #.5(C)
Cr>
" B-126 - -

B-327

TH-NMR (CDCI3) O : 3.02-
3.21(2H, ), 7.00(2H, d,
J=9.0H1)o 7.69(2“. d'
J‘B.UHZ)' 7.33(”'{. bf“‘)o
1.95(1H, d, J=T.2H2),
8.56 (2H, br-s), 8.66(IH,
), 8.93(1H, d, J=T.2H2),
9,55-9.62(1H, br-3).

nlf > B-328 - -
0,0
° cl o
a,
° Yf g, B-329
N. SN - - -
NU o "
G
H
TH-NUR(CDC13) & 0.93(3H,
[NJ’ d, J=6.0Hz), 2.39-2.48(IH.
N w), 2.62-2.94(6H, o), T.11~
7.28GH, w), 1.31-1.37(1H,
8-330 |m), 7.43(IH, t, J=8.1H2), -

7.34‘7-93(3”. M). a-‘s(‘":
s), 8.47-8.53(IH, m),
8.88(MH, d, J=T.2H2),
10.54-10.62('H, br-s).
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w

4 #5183/186T1

(R 24)

NMR

®BE(CT)

B-332

TH-NMR(COCI3) &: 1.10-
1.30(2H, a), 1.56-1.76(3H,
n), 2.50-2.63(4H, m), 3.02-
313024, w), 7.21(2H, d,
J=8, THz), T1.34(1H, ddd,
J=1.8, 1.8, 1.2Hz1),
T.44(1H, t, J=7.8H2),
1.70(2H, dt, J=8.7, 2.1Hz),
7.83(1H, dt, J=7.8, 1.8Hz1),
T.86(H, d, J=7.2H2),
8.17(HH, t, J=1,8H2),
8.55(1H, s), 8.88(IH, d,
J;7.2Hz), 9.66~9.73(\H, br-
s).

ot
0

B-333

NN

B-334

TH-NMR(COC13) & : 1.65(2H,
qd, 4=12.2, 3.8Hz), 1.80-
1.91(2H, m), 2.65(IH, tt,
1=12.2, 3.6Hz), 2.76(2H,
td, J=12.2, 2.4Hz), 3.16-
3.26(2H, m), 7.24-7.37(3H,
m), 1.45(1H, t, J=7.8Hz),
T.T2(2H, dt, J=8.4, 1.8H2),
7.84(1H, dt, J=1.8, 1.5H2),
7.86(1H, d, J=1.2H2),
8.16(IH, t, J=1.8Hz),
8.55(IH, s), 8.88(IH, d,
J;T.ZHZ), 8.62-9.71(1H, br-
s).
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(R 24%)

X | wawm NMR 12.5(C)

M.E\)PN}J:;% B-335 - -
c

185
Lne B-336 - >100
saa¢

(F#t) 21)
(R 9o 69K 91 K 88)

FUVATE 77 5t R 0 69 RAHAL S 4h 4R S 49 4] NAD (P) H &b
BaeE it iT T R

(1. S 2 AL SH)

A ZHRIEI A A BT . A HENE I RA 4 25
FkF 78 ILER A, 12 10 42F 69 #4042 0% % (pH 7.4; 20 mM MOPS. 250
mM Scrose) ¥ #£4) , #4575 B w4 B ¢ LH##%(1,000 g (15 H4F, 4°C),
10,800 g (15 5-4F, 4°C)#= 29,000 g (15 4-4F, 4°C))#= 100,000 g & ns
5B 60 HAYe AL RILIEE BF T MOPS 44 & (pH 7.4)% . Xk
1E 4 B 4 A 64 e &% 42 -80°C F 24+,

(2. NADH/NADPH 4685 7 4] 7% 1 64 ) )
5 F NADH/NADPH £ AL 84 7%t Fof. A4 #7 %) 7% 1 , 3% Griendling
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% &) 2 B 7 % (Griendling K, Ollerenshaw JD, Minieri CA, Alexander

RW (1994) Angiotensin II stimulates NADH and NADPH oxidase activity
in cultured vascular smooth muscle cells. Circ. Res. 74; 1141-1148), i@

i F) AR SX-N-F AP e M Z 0 F 2 %, kit H £ NADH/NADPH £,
1CBER AL A6 Oy #-F X, ¥ NADH/NADPH #1k.5 5 4| %) 4=
BT ST B AL AW AAE A 5 M AHE R N-F Ao A
100 uM NADH #4 20 mM MOPS £ 4% (pH 7.4)%, ME 4 37°C F
REL. B Kk b A M BE R FAH) O R B -N-F oy oe 7
AL E R K, VAL MBS TE M,

(3. &%)

VAT ARE I & = Bl AL Sdh 69 ICS0 433 F &0 F 1 uM:

AS50. A55. A78. A79. A97. A99. All4. Al1l17. A119. Al123.
Al34. A139. Al64. A198. A212. A215. A222. A227. A231. A234,
A243, A247. A252, A253. A255, A25v9\ A262. A268. A277. A293.
A299. A302. A303. A309. A311. A316. A318. A326. A335,

B2-B9. B11. B13. B15-B20. B22. B23. B26. B27. B29,. B31-B33.
B35-B43. B45-B47. B50-B61. B63-B66. B68. B72. B74. B75.
B77. B79. B81-B92. B%. B102. B109-B111. B113. B123. B124.
B127. B129-B132., B136-B144. B146-B148. B150. B151. B153-B156.
B160. B164-B166. B168. B170-B175. B177. B178. B182. B189.
B191-B193 . B195-B196 . B198-B203 . B205-B212. B214-B218 .
B220-B222. B224. B225. B227-B229. B231-B244. B246. B248.
B249. B251. B253. B254. B258. B263-B270. B272-B277. B279.
B281. B282. B286. B290-B294. B296-B298. B300. B307. B308.
B310-B314. B316-B318. B320-B322. B324-B328. B330-B334,
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(L34 22)
(RZ BRI A4 694K A IR BE)

SR REMACE MR A H74] NAD (P) H RAvBe 6y M it
ATTHAR. RFRBEY]: KAELANSHES T WA mbffE i
BA NAD (P) H fibBsdrhliE b, BE®T 657 SFFIEIRER(de £ 5.
PRIRIEFG, JEIAEMIE ST | At Rm, BRh/E. MR, BER
HEIE . DR, BRI ER. TR B htt SRR, 445
TMRSA . MERRERE, BARER. BX. XYL AMAK. &
JE)Fn B FEIE IR TR (40 B K ).

FE Ak 5 A
AR AR T4 e Ao o B A B A 474) NAD (P) H &b
Bl & MEAE R 0 #T 6 etk rk [1,5-a] 8 R AT A A Ao K A0dy, 1Bt bk A )4k
B, TR ATRIER (e KR, THIRMERE, 3GIAE MG F 5] A
e kA, PPE&E/E. AESRIE. BRI AIE. FEREEAL. BARHIRIE
A PR B AR IR . AV T MR R, MRS, BNAE IR
5. FR. X9 XK. KHAkAR. BE)FHFHRHERF (T TH).
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