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AR EY PR TARIAL , i FASF (1999
MERED | cpsas (DRPLA) | BEAGEAS. REwT (1999)
e e i o s HA Y F A5 R BE s
st B RE LA X4 NS Sl AR (199¢
3 G N HREERILA £ L 42 R HARAES (1999)
TR B i i |
REGBIH | AEAbmRRRE | ELEEE | S (Davis) &
\ RS BB dr 5] R S49P, | 57 ~
A #4 (FENIB) i (1999 )
. S52R.
( Neuroscrpin )
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[0418]
EQRREAR |
vt
o _ I
EaR R BEBFIREE | KD | AEI#
(kDa
)
MR ZER
tad 4 K (Parkinson's ( Spillantini ) %
a- KRG | disease). BB R, | ERARLHAL |19 (1998 ), wAA
% A ERE PCT/GB2007/0011
05
BE R B AR T AR T LB
PD Ak 4y ( Polymieropoulos
A53T. A30P. ) % (1997)
TDP-43 FTLD-TDP FFIDPA3 R | 4y | (Mackenzie) 5
‘ (2010)
LB & i #F TDP-43 2E | 1043 | £ F58HF (2010)
Yo iz G N 10 AR FAG T AR
FHEHEY | BEBRARATR Ok ol ;
%&?iz‘ﬁ:’}i‘g gﬁg ERRAEH FEEREGEY | 12-13 ( Abrahamson ) 5
s i A C; L68Q. (1992)
R _ . 25 F ( Shibata) =
%ﬁ“’ﬁ%& © | mammam SODI £ %, 16 pd qgghlbata) kd
P AA
F# 4 (Carrell)
f2r g AR 20 03 o dzrd (S ). Fadrdk £
( Gooptu ) (1998 )
QR WERE,
1R B AEAD Y .
;;;?i?ﬁé% al-FMkEABRZ (K % %5 ( Lomas )
(Serpin) B, HFERAL) % (1992)
RREBRL (RBRE | 4, TR A AL
M) - (1998)
ClIrHAhZ (REE | FR AT L
AR - (1998)
s s g i i . F AL
R SRt Lo ).5-21 sterimark ) =
% Famihtng) | AR 0335 | (Wesromark) ¥
e RFLPEGEE M ARG AN | 76 IR B (K42 Hhdr 4,
SEREA | : 5-7.5 L
HIRAT A AT 52k 2-12). had (1985)
1R K IR IR
HPRER | RIS RN | Raae g | | TSR
é 29k (FuM FAPT) | AR wBRik, T USavSSoR S =

(1991 )
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[0419]
EARREAR
| fi
< 2=F A REBFBEE | Kb | AFXHK
(kDa
)
HERE (Hich
K B
FREEA A
A ),
TR HEFDT
pEpemmptEg | TORTRRER |, | FMERRE
=) (1991)
S I L A =2 (Muary) 2
R 5%k 182-192 ), (1990)
RIS
Pk G | REATIE A H B2tk G 12-25 | (Gorevic) 5
(1985)
B2 Bt A R
( Prostatic amyloid )
e 2 ae | N3 83-03 Bk ; .
, AR B K Ad = #M (Booth) &
o v : 5 ~
REEAAL | (Ftk; FapI) | 920R. WIOR. ? (1997)
L60R
REBAN B (I e
/ Lok © e . , R (O AE
i RAMAMARA RN | A AREA 56T, | 14 A Depys) ¥
- (1993)
D67H )
RE (RS | e e B H2(20-29 A4 % FMAE DA
EAHE S EK) HERAR (NIDDM) i), ARE 39 (1990)
AREGR S wpmpraian | gagosis 7o |5 (Uemich) ¥
i (1992)
. o HrE M (Sletten)
*45 % g Wk A ;
RESE TR A S A B 34 £ (1976)
2o
INE o SRR ANF, LEZR 3.5 ( Johansson ) 4
(1987)
. B . 5 ‘-é?_‘,‘{; " ) »i
MEE BRI TR | EE 3??;8;?1501”) ¥
- pRAHES. T BT 2h
M EAR L RIL K #EE . ApoE T ( Askenas) &
#-1 (2009)
TR TR e
GuLTEG | (h) KGR I (Chiti) #
(1999)
[0420]  #IWO 02/055720.W02007/110630F1W02007 /110627 1 Frik , — & dhmy ez n] T

i T s B R RN IOR -

[0421]

DRI, B2 7, B AR R S5 A R, ISR T o B A B - R A (Bl

MAP2 323 UL™T 3C) ) S Jta 51 )t 3 R4 08 [ 3 T AR SO R i) Hee s 1 s (ol B-
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TERREER 1 S A% B 1 DB 55 ) BURT B DR Y0 FA) G A8 A i F 4 B0 52 AR 9 B P 3R
M E D B Frd 80 7 G o TR A 2 O 2, BUR T H IR i) SR )
PAER [ o K A e e (3 DG 38 24 43 v S 1) SC3E 5 Bl IR 2K BRI o i AR 27 S 20
2000, T8 IE « DRIZLAS S » J49wE, T S E A RV, EVBHF AR 2 E) o
Fir g BT i 85 11 AT AR SC R R ] DARRAE “RAEPEZIR & 1A T

[0422]  [AIAE, ZEAS SO 3R B “r— A SR SRR, ] LUK X AR A T E T e R
FURE  plune-ie i EARE MEARE RMZED RES XFREEHT “EA
JRK SR R 55

[0423] L R AEME LR & i

(04241 2 J2 B () A0 3% St 91 A T o B8 (1 o AR ST, R “tBER AT — e fe v A
JR SRR ATATT & A 51 T8 A AR S 78 EE A 2H 28 R o 05 I R TR) -5 4R AL ) 2B AR 1
R =R E A REEF I — 22 (S WA 2= i3 (Shelanski ) 55,1973, 35 F EH Z # 4#
Beli T, 557045 , 55765-768 1) I HFR ARE A E I BT (MAP) o TR A 3L Z L T 4 1
N FLRFAE B AE PN X BE 3 AN X B (1) 2050 M2 R BR 1K 7 31 (L AE I v 232 Bk & 1
F1) 3132 R AR 1 384 B B R A R E M SR B B X, FICH 2 .

[0425]  MAP2 2 A # SSIRBE = vp L EFE X E R (S W6 S5 87 « AMatus,A. ),
WS [ (Hyams ) FIVE A (Lloyd ) 4R ], 45 155166 71, 2) 8 BRIAC F A W) , 25
[ 4 2) MAP2YY 2 55 v 85 1 5 A8 5 B 52 X JL-F-AH IR, AHAEN S 330 7 31 a3 FAR
EZAR (W04 EE (Kindler) M4 (Garner ), 1994, 43+ 7K F i 0F 7
(Mol .BrainRes. ), 55264, 55218-224T70) AR , HIKE R X PR EF A tEZHAS
PEVE PR, BT T, A SR AT S i B - TR AR IR IR R S M AR
T-MAP2ZE 52 \MAP2-MAP2ER £ , 545,

[0426]  fE—UesZjfa s , Birid g5 (3 e TEE 1 T

[0427]  AE—SesTifa sl , Birid 8 (A B SAZ S 1, B, o B B-R Az 8 A .

[0428]  fE—uLsTifas , Birid 8 A g TDP-43.

[0429]  TAR DNA-%5& 85 Ji43(TDP-43) 4 HH 44 444 1p36 . 2 1 () TARDBPZmh5 ) 4144 2 5
BB 1 . BT 8 A B JEAR AT T iZ M RR I HL R 2 R IR T 40, (2 n] DA7E 4 e i% 5 40
W2 0] R (B 8555 2010) . B2 5 SEMBIB R A5 IF Bl ge /e i b P gl i v
HATAE FH < S/ NRNAGT T 4 M8 T 41 B 93 2 A5 {ERNAR R8RS o ml 98 P I 3 55 Fp 28
SEREMEI 4E R IO, H 20064F LAk, VAR B T K EALHE R L FENLZE 45 M Z A 4L (ALS)
TDP-43%: M Dy Re 3R 1F B 1 - TDP-4 32 [ A 1Y H A S WAl 1) 2 A on , HARSME i) S )
(1) B I s A AL T FEALS 8 3 (1) AR PR 28 o WL 21 1 TDP-43 VAR (29533dh (Johnson ) 55
2009) 2V (2008) 7R , A TDP-43EFE RE A AL it R IART , A RER A5 4T
AN R B2 N, TDP—43 [ Coi Fr BEEL 4 K TDP-43 5 4 7] BE 2 AR 1592 Zofk HXT 4 il
BRI ANE TR0 B B SR G (Arai) %2010 7 2% (Tgaz ) %2009 ; B H (Nonaka ) &
2009 ;5K (Zhang ) 22009 ) o R BF 1 25 (2009 ) $ H 1 L6 411 il i 1) R B4 A WM A K &
[ 5R, 5 H AR OAZ FE R, AH 5K 25 (2009) K ILIE & 2 R IA R B , R PTIA R LYK p ol
PERLRE 7 (Yang ) 25 (2010) A HER 1 4 K TDP-437E 15 3% 1 [INSC341E B 41 4 70K TDP-43
(%) C— RN Fr B ) SR AR A ) 48 3R o R Pl 3 40661 1) v B P A7 £ T 52 3] 403 35 1 Bl R AR K )
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(Neurite outgrowth)n] DA 4K 8 1 5T 1 3k 1A S kI o S8 I 8 A 1 o e R AR K )
A PN P 5 AELGASE R0 < 3 B o R I] S50 T TDP-4 3 SR AEAEALSEUR A LEE A (19 /E FH G H2 1 o
[0430] L2 F =HRIE T, A0 35 b 1) RAZ AR TDP-43 4k 3 B Com v B A2 38
1 B 5 1 SR AR AN PR AN B KT B AR AL R 1 T (R AT (Kabash i) 582008 s M fi fnG 2=
(Sreedharan)ZE2008 ; )50 E2009 ; BF H12E2009 5 3 H 252010 ; 2 1A (Barmarda ) 252010 5
REAFEE2010) .

[0431]  MER [ F vE A T, 754K B (1) — L s 45 v, BR300 1)ty L sl A i v = AR 2
1 5 R AR A (48] 21 2 Rk W e 4t 22 (PHF ) T2 X0, A 30 52 P 48 JiR 4 A 4 285 (NFT) T 20 19 T
i BRI I ESCETR

[0432]  fILade i NORE 8K [ 0T SR AR 7R

[0433]  {HASVERME, XFPORA RA 8O M O 75 Dhee s in 1) nf DA7E H p e/
FH AT BAT 2R I e 2R B 973 (AD) o 5 201 32 o R FIEAT P AZ M R (PSP ) 25 1) R 28 A0 P P 1)
RIFATLERALL T 43 91 -5 o 3 Pk T 11 o SR BRI B2 B ) 4 IR ] R B T A A 2 o o X AR R
FHIRTER o o e i A A FE A% A (FTD) s BB T 17 5 G AR 1) £ 8 S AR (I FTD (FTDP-17)
I8 401 1) — 1 R~ G AR R - WL 28 45 A F (DDPAC) 5 8 (A BR—i A5 — S J5i A8 14 (PPND ) ; 5% 5 —ALS
REE s A5 BR- R B - B K (Tuysian) A2 14 (PNLD) 5 B2 52 Ji¢ 15 A2 14 (CBD) FH B (Z
DO AG G0 B 24 A v S I S, Rl IR IR BRI R AR BB 2, 2000, TE A B, « DAISE
1 e S e J9mthE, T SANE A B R, AR R A, AR TR ERS . 1) TR IX
SERFE 3 EBE AR T 7 TR AR I B , HAEARSCRRRAE Tl w AL .

[0434] PRI, £E— 2L S , R IR 2 TER AR

[0435]  #F—LLSEYf 51 , B PRI A PP R PR T ER R AR o

[0436]  fE-—LCsLhf g, Zepi R B KA /R PR BRI (AD ) B2 S P  EAT A% E PR R
L (PSP) A g & (FTD) SIEBE T 1 75 Yo AR IR AR IR S ARE IR TD (FTDP 17) ATEn A2 vk
(FTLD) Zr-A4iE 5 [t 490 i - & — 10 4 FORE - WL 22 4 52 40 (DDPAC) 45 1 BR— ity — B Joa 42 1k
(PPND) 2K &5 —ALSZR-AE 45 [ 2R 5T 2 A W4 A8 14 (PNLD ) | B2 Jii— 2 Ji$ 75 48 M (CBD ) B 4R
SR VE SR R (AgD) 28k Sl 2% (DP) B P A% P I 95 4% (CTE) V JE IR ZEAAIE (DS) i 2 44 i
- (DLB) I & e Ak 12 4 i 8 (SSPE) JMCI . CH! JE & — % 795 (Niemann—Pick disease,type
C) (NPC) BB & JEF P 45 & 4F (Sanfilippo syndrome type B) CHiZHE BRURIIT B) BUL
TR E MR FEAS R (DM) DML BEEDM2 B 1 e ) 455 7 i 95 38 (CTE) o

[0437]  7E—SLSfa 5 p , o IR 0 A B AT o9 2R 110 V4 AR APURE o NPCJZ: EH 2 1 I ] e £
B AL INPCL 2R A2 51 L ($7 5 (Love ) 5581995) , I H B EFERI P 47 A 1E & HAF TR R AF &=
(1) 975 T A AH B8 1) i IRINAGLU R A8 5 78 ( BL2K (Ohmi ) 252009 o 2E 31X LY VA B AR I AHRE 1 , WL 2L 5|
IR H B IR 7 AT LA B 7 1 3 o L VA A T BRI () R AE 9 ] BAAE T o AR
[0438]  WyMEWR — fi& 85 £h7E VA7 TH 4 AR QW AIMC T+ ¥ B 3& /EPCT/GB2007 /001 105F1PCT/
GB2008/002066H BT 1 B FEA AR o

[0439]  FE—LGSERf A, i TR0 2 0 < A% PO MCTER R /R % g BRI

[0440]  7E—LLSjifa ] op , P o PR O A2 5 A 0 LR e B ' 22 SR A Ut e e s » 190 G 4 i
BENLA Z400E (B8 Je 1995 (Kennedy disease) ) FIUSIRAZLLAZ LS 1 Bk 0 T 4% ZE 4508 F1 %%
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PR B /N L 57 R 1

[0441]  FE—SESEG )b , Btk DA FTLDSE A AE (AT LA Gy o5 (1 A B TDP-43 25 [
R, Z WL 30) .

[0442]  7F—SLSLHEBH , B RIULEPSPELALS .

[0443]  AE—LLSTHE ], v 97 (T, PP A8 Pk o 2 (1 995 A8 (A8 4, B 7R 2K 3 B UK ) 19 ¥R
57 ) Al AT M 5 — R 2 L e 257 A, 000, — Fhas 22 Fof I i T 86 440 1) 770 (491 n 22 4%
R 5% (Donepezil ) GEFE NAricept™) . RE F77T (Rivastigmine) GAFE NExelon™) . i £ At
ff(Galantamine) AR A Reminy 1™ ) NMDASZ A $% 370 751 (4] 0135 4 W1l (Meman tine ) GEFR N
Ebixa™ Namenda™) . 5 EHK 32 AR 8 3h I/ Bk S 3B 0 RE B A A 3 22 (0 S R BE R A 2
SR IMNRE RIS

[0444]  TDP-43 % [ i A28 L5 W12 4 M) 28 A Ak (ALS s ALS—TDP ) I st A% ¥4 (FTLD -
TDP).

[0445]  TDP-437EALSHHEE AR VAN H & S 22 AR PR I R FH O & A 45 T B 1 AR
AT T i (R - 3% R5 4 (Chen-Plotkin) 582010 ; 1k f5[% (Gendron) Z£2010 ; #% Hi /R
(Geser)&E2010 ;3 B 45 % A2010) .

[0446]  ALSZE— PP AR VRGO , RRAEAE T 34T MERRFRI L2248 Bl Jo R AR R FERT R 12 B))
B2 T AT B R ) B I8 Bl e T R A B AR R A NG e R AR I8 Bl 48 T R i
(MND) , (HAZAEBRALSUAAM e B LI B TuE T e sl P& Jo i e - B 2
T E B A AR I AT AT L e o 1 PR AR 1) BH 0 W PRI R AR5 (1) 7 AL B S e A 5 AL
WA (1) BT 2 34 Jofib s (4 & E 15 (Wi jesekera) FAF] (Leigh)2009) o

[0447] & K ZE01E & ALS-TDP , (BTSSR A7 A5 T BE M 1 1 AN [R] T TDP-431%) H e 1% 10
B AR AT S I SOD LA H AT SOD 1T R AF (M ALSH 1932 2 B PR A3k 4 v 1 g 38 1k 8 11 Joit (B i s =
(Seetharaman)%$2009) , 7 HAE S RIEALSII AR /NP (£93-4% ), H T FUSH 1 5R A% (£
PR R B RS ) DRI 2 A R R R ) B2 FUS (7 i (Vance ) 582009 s £ 3 /R (Blair)
82010) o 5 TDP-43—F¢ , FUSARL T 78 41 o A% 40 g 5T 1) 28 AR vh AR o B 22, )RV T 32 i 5
NFUSHI 7 ZAT AN 2 - NFZ B 85 (2010) YRAE ) — R HTIIALS 7 —F 43 2R i 7 AN ] 3P 28 e
S I AR N LI (S LR R) .

[0448]  ALSIIFIHI T2 (A FEEBHZE20104500) 5K ZEUE MR, TDP-43 & 7EALSH
R REEZ 2 L&A .
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[0449]
ALS ¥ 6432 % P €tk
ZEAKEREE | TDP-43 FUS SODI1
ﬁﬁ»—%ﬁﬂﬁ ALS-TDP ALS-FUS ALS-SODI
AXAAL TARDBP FUS SODI
ALS HAMEE | oy =1, EH,

[0450]  JULZE 46 M) 2= B AL AR AT 7 R SER T & TLF — APt ad, 3F B AN TCD
10, 7452 ATCD 10(G12.2) FHIMNDFI T AL . 1] LLFRASXFALSH FIFI - 577 (Charcot) i
JRUERIR LT3 Z F 0] 5 AR IZWT , I HUS W3 AE 5999 B2 1) b 28 9 B 1k v .
[0451]  RAFALSTERRHE 2 F 925 N =" W EE : ALS-TDP . ALS—SOD1 FIALS-FUS, {H. Ji5 % Fi
TH LR I 384 b e KB B 98 2 7, B BUR PEALSTE (L ER LA TDP-4 30w ¥R (2
BEE2007) o R 215 % IALSE ZRMER (A8 (Byrne ) 5£2010) , 7 H.SOD1 1 R AF (FALSH K
R B MLRAR ) 5 12-23 % 1 O (22 B £k (Andersen) 552006 ) - SOD LIk A] BE A= 31 2-7 %
[¥JSALS « FUSI) S ARABLT-AE 5 /D W, , K A FALSI 234 % (A S /R 552010) o PR ik, BB 4% AT St
TR, SALSH Il PR AR D8R B A T TDP-4 31175 B o SEALLHE , FH T+ o5 294 % I 15 L I TDP-4 3 5%
A%, BEAEAEFALSH  n] SEHL U 2 2 (B #%2010) A IE , A AN AR ALS
5 TDP-43FH PRI AHC : H FALS1-2 % [FIVCP (£ %2010 ) L ANG (5% = (Sei l1hean ) %£2009)
HICHMP2B (2 52 7 (Cox ) &£2010) o U i AR &K IR SOD1 L FUSFIATXN2 G A% 5 TDP-4 3 [ P BB AE 4
FHIC, AH L HRIE , TDP-43 554 2 A PR T i L8 58 AR (9 BE L F2A 9% (AR (Higashi) 5201054
(Ling)%£2010;3% /K% (Elden)%2010) .

[0452]  [K I 58 , TDP-437E 45 K 2 BUSAL ST il (1) A AL B vh Ho AT 8 B2 1 m] BB A% 0 IO 1
F, 3 HAT R 54024 K B B FALS I R RALER 4 5% BT 12 MG ALSHL A TDP-43 8% (4 iU
A5 (5 2 (Neumann ) Z5£2009) , I HLVF 244 71 A PY 72 N BL R RIS 3R 105 S 7 - BT B3R
FRRITDP-4 35 £E 111 3 BT IR e i 2 D ph 2 Bk

[0453]  FTLDZRAAE AR A3 A M A m BE £ 09 3047 PR S A AR MR O, 0 HP 42 60 1 Hh IR AE o
W o 7F— 2008 J h 2 A AR E () B PR e s

[0454] 4T N7AF JPEFTDRYARAEAE T F HA#L 2 A0 BR DB I 2 25 84k, & A EE AT
RV B R AR AL o 635 XCPESR R , BAR S BIR , (BA7AE 2 25 1 R0 ) 8L, 3 HLAE A %0
VAR b, B AR AN R AL I FLT BN Rl (K 38 AR 7 32 40 o BEAT MR AR M M R B R I B Zh e S
T ] BEAE VR BRI A o 1X = PP TLDEE AR I AZ O e IR IZ B RR 478 T R AL 7 B
(Neary )55 (1998) H i 5€ 4 #E N .

[0455]  FTLDZRE AAE B I ARG s A% O S R ik
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[0456]
FTLD 44-4E-1k B4 & B4R
B Ao R 1. RAIFFH &S &
HAEEAAARILGHS T AR ER 2. FUHRASATFITHGRE
R A4 ERWNBENIE, (3. FEAATAHETH
foif, ERIHEAE. SEH (praxis) A= | 4, FHEARE
e T REA SRR R TR, K |5 FHarhkE

AR BT AR H
&St g R A) MR BRET R

B g (98 U A/ Rk aF ey B) B E TR, BHAEET
BgRA) RERSERFUA G 1. HFR. AMHZHEZE
EAYLFRIE AL EFE, 2. ALHAERR AASH LA
Qs A HERILIL, RAZMGRM | BRI

AR IR AT MRS . 3. EAMTIESELA/R
4.  FLIERE, 4FARET
1. @il i@ EH
PG TR A % AR A/ 2R
2. BAMM kAR xHapiRaE
#1IR A % AR
C) HiFsoq kit B HIL
D) fRiFEE8E AL
E) BREXEREREDRSE
PHB HLI| 641849 fg 7

PAT M AR R 1 £ 5 A)  REFEBRE R

RAEMIETERAARBERETSF B) BEHUTIHE VS —EdE
A EAMIEHIE, AL e At g LA TiE: BEk. &
F 8 A RZIRG RBATERATR | TR T IEH RS LB

.
[0457]  4E /& IR TDP—43 [ P AL ik L AEALSAIF TLD-TDP (i A7 52 252006 ) i , 1R HR % Il HHALS
(1) 23 JR M RO T4 17 100 HR TARDBP 22 DR 4 SR A (5 47 FH(Giteho ) 572008 s i Fi fAs = 55,
2008) . B H #i A 1E, A4 HF 79N FKAG T R ZK R HHRIE T 38 A A 1 TARDBP R AR
(FHEP5E2010) . TARDBPRAZ (5 AT A I MEALSTS I 1) 294 % IR EALSTE I 291 .5 % .
[0458]  #{#20104F12 H, DA% A H 1340 5 SO MEMBUR EALSHH G ) R R RAZ . O 48 HIE
SCALS 55N H e G i A SR DR R FE B, A5 E Wik, 1 AR S0 HH BRI R AR

[0459]  F-TTDP-43% 1 il A8 () B L 2 By (MIT)

(04601 T A #81a) 41 i ¥ TDP-43 85 171 0 2% 4 1 AT sk /b BT iR SR AR I 1 F X, vk &2
J5R IR B 240K 22 B PR RN IUR MEALS IR 9 BE MR 4 AE I HAB R FTLD-PETES A 1
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[0461]  534b, SE5G = 24 27 , R 2 2 By 410 il SH-SYB Y 48 e o &2 s TDP-43 5K & . 7£ H
0.05uM MTYRYT )& , TDP-43 R EEMHL S k> 1750 %6 o 1% £ R B b 5 9% FL ik o3 A 43 21 1 1
A R (Yamashita)252009) .

[0462] PRIk, AR B AL A AR 2 G4 ] DL T36 97 L 46 ) 2= B Ak (ALS ) Fn A st Az
PE(FTLD) o

[0463]  FHT~ 7 SRl [ g A1 22 SR 45 U I Je o 1) R 5 G By (M)

[0464]  MTHEWS Jg /D4R 1) 2 A A B & A FUR AR, PIrid SR 42 2 7 S M [ 1) g 3
RRAE o 5 M0 22 B A T F W AN (1 2 B B CAGE I b 3% 518 iy - B AR et
WEH6-3ANEE , ML F LW, ek & F36- 121 EE PRI RAEFR 5 9mhD
Bk & 1 N SRS B i B 52 (1 CAG B I K B e Tl AH IR K

[0465]  SEIG = K 4 o , B 2 B B ) B 5 £ T B S A 102 BR R 2 R B i
SEAR = B A AT A R EY (JLEL T (van Bebber)Z52010) o 247E0uM. 10UMAT100uM
IR MT AR SO 7 207 3 5 £ b T R T id SR AR

[0466]  [Alith, A BH R4S W AIZH A )] DL R TR 97 5 W IO A H B 2 B A Bt ek
995, B AR A BE LA 2246 E (B0 JE 9 ) A UIRAZ 202 18 A BR 000 T 2% B Y4ERE 145 A
B /N i 3L 9 8 (BLUR (Orr ) FAAZEE (Zoghbi ) ,2007)

[0467] 2y AR By Al 4547 9% (Lafora Disease)

[0468] [ B BRIWLLAAL , BRI AE | o 7l 7 WP W B 25 93 (RCD) Hp s 0 6 4 52 2] 52 00 ) 25
H e FHRAIZ 2241 (CNS) o RCDIFJCNSFR IR 5 v AR AR A A Sk 0 FE 57 2R 1 2R
BB BNFEAS FEAE CIRRE 70 B 2 R (ZRRiAR YRR R ) B H BTN L, B & 7E
MELAS \MERRF .LHON.CPEO.KSS MNGIE \NARP | | & £ & fiF AR 2R il 7 — #H B v Ak 2R 9%
(Alpers—Huttenlocher disease)d 4R iE T 2 ki M & (5 Hi%r 8 /R (Finsterer) ,
2009) o ¥ o — BRI FE R I R RLAEIF IR BE R H4RE A5 . REE S — I D fe
S A AT e Bk R T R 0 AR S R N B 5 0 S AT I 2 ks AR PR R R
PRIFIR B AT T TR B 2 4 e L 22 Co

[0469] AR EHIAL G WAL Sk v] L TR SIFIREEE ST T TR ZhRe S g fil/
B2 A IR ) I SR AR 1 7 o BT il Ak & W0 BA VR ROl 73 i /80l % R R 1 B
77, BN B By i B A 7R E A 58 5 X 2 [ 3 AT # AL AR A A IR S 35 i
AT hRESZ A/ B = 5 82 RiAR M Zm , AR R AL S PIE e AT E A 111
(R AR R R AR AE L X 2 A BB A e A2 S T N 5 R T 20 2 (A 542 , HH Itk
AR PR IR DR B S IIT, K i 75 42 B4 e (L 3= Co

[0470] AL G RN G0 B A A pE VRS By 543 (1 B 77, Birad v PR 2. B iy 58
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[0578]  FEAKRHEH |30, “FasE” Pl eI B A B 1) 52 45 264 B K7 5 IR HF R
s AR B R 0 A PRI AT DAR FH B 2 8 T I aZ B4 853 25 A 1) [ 4 750 Y b 2 9 T
A28 P (4D [ 4 7] 28 S i

[0579] V&ML HI S &

[0580]  REAAA KA A s PE A 7 I S8 7 B 2910 Yow/w, (H 7] BLRE it 20 %6 BikE i
30 %w/wo )# FRRTC 420 Hh T 2 1 B T /N T 970 % w/wit L /N F60 % B/ F50 % w/
wo R, I, R A Az Ol ST BN 210 % w/w(B120 %6 B30 % ) 2]
2970 % w/w (60 % 5150 % ) o i W1 T SCHTA AR B A A4 b, W 23g A &Y a
IR A UGS VR e AR SR S I E 43

[0581]  FiEs

[0582]  y& P Al 7 AT BE I A B A H AT s 4 HL DA ] B8 75 250 IN0d B AR R LA S Bl R 46
[0583] PRtk , A< BT = 25 40 & il i A 22 /0 16 % w/w BE T 22 /020 Yo w/w. A2 /030 %
w/w /040 % w/wik & /050 Y% w/wi R R o

[0584] AT A FH ()4 B AL 4E DL N I — PhEsi 2 P« Tl A1 4 2 U S H B B L 5 &k (49 gk
PR VY TR B A B ) RO (19 Q2L RS TR RRR A e AR RN 2 2R A )

(05851 A 30 B 7RI A2 ok s 1 44 21 LR AN B R I o L0 R i e ) 5 25 158 XU T
AT B85 s B AR A A& e iE 5 .

[0586] L8 i AhHh R I, 2 B 20 4 B8 551 (1) ok s A1 4 25 W58 55 TR0 LR L e K
FLBE A H 52 B T (1) — Bh B2 Bl) 18 BC 004 SCHTIR I3 M o (Bl an A R B AL &4, 6l a0
LMTM) I, 7E7% PR El A IR R AL 2 AR e B B AE e KA A7 S IR AL 2 AR 1 3 3 1, PR [l 44
FIBL AR E N

[0587]  [Alith, A% BH 4k i & ALK - B3 ) & 59 (Ol I o B R = LMTM U 571D (19 7
S BT R AR ) LB A R R v A i 28 P 4225 1) Al P R0 s et 2 DA R 1) A
[H] o

[0588] Ak BHEAH A VI

[0589] AR B N IL O 2 mz kb i T AR S P ot () b 45 PR [ A 7] 28 e £ 0 Rk (0] 35 i ekt
[0590] 4 b SCAT i e IF HAN A BB 52 JR T 2108, TA 93 MR P 2 B By (MT) 3515 4 ] DA e A
B /BB BIE (GT tract) HRIRIA . PR, Jo 8 (FR 2 S B9y ) ek Py ookl s A2 R R Tk i 1
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BCADAG A R, DR I AT AR T80 K AT R & 1K) 24 22 U AL R

(05911 AL Py [ 44 1) 24 ) PR VA i 22 i 4, e AT RE 8 A6 B A1/ BT G T Hh PRast i v
il IR BEAE A A0 A R IR P i 3, DA SRR e

[0592]  #F— LS (5 v , X448 AR AR 25 S L PRSI, Ak B R EC A8 (L 72 30 4 Bh ) 22 20
TERE80% , IR TE 1573 Bh N 2 /D VSR80 % , BEARIEAE 104> B N 2 /D V5 k80 % .

[0593]  FF— LSy b, 2448 bR 28 L vE DAl I, A B R BC 5 (I 7R 30 43 il 22 /0
FEMR90% , IR AE 155 B /DY F90 % , BEARIEAE 103 B N 22 /DA 90 % o

[0594] A5 —ULsLyE 4 b, 2448 bR 285 L VAPl I, A B R L5 (I 72 30 43 i &2 /b
FEfR95% , IR AE 155 8P 2 /DY R95 % , AR IEAE 1073 BF N 22 /DA 95 % o

[0595] & fift i 2 m] DL ik a0 38 [ 24 $ (USP) ol F5 <7 11> A Birads 1 s o4 24 Ly 0 & IRAT
USPAEUSP 34 (2011) o Bl 1, A5 B A FR 0 1 345 gt dek 5 m] LA HIAR F USPIs i 25 L 2 (3R ) g 28
BNE,

[0596]  YE-—dLsgiiflrh , IAVAME R0, IMERER P L ~5ug/ml LMTH) AR AR
501 pmff) 238 T R VP Al o £ — LE ST L VA IR 2R 6O o A R VR A AR
S, M S UV / vis 3 6 EETE (Aax tir= 255nm) »

[0597]  HHTEAI14 ARz Tkl A gl 28, R A ST B 7 v Re e fe i A s A4
WA FE TS TR S ) o

[0598]  fE L i A7 i 4E 7 PRas VA i 22, RIATAE “ B2 261 (RIS INAIE B2 AR ) T il
A7 AR Qe o AR YR AR i BH T v YRG5 2E A A 1 PR Ao 2 R 0 R 1 AR R PR v
JET 32 AR A B 1) A2 AL T

[0599] H e pk%

[0600] 2 22 40 &5 47 J8 5 A e A0, 455 i 1) 7)o i 310 700 100 S 4300, G T 55 i T R4S B IR
LPRAN BEE IR « 1L &R H VS (glycerylbehaptate) V3 & L VA LS A (9, I
G DLVE B 7 Br R i (Carbowax ) WIS BRAL Y A ) (Union Carbide,Inc.) fHAHE
(Danbury ) \CTRAFRF R AW ) - AAEFERRER B H Ak JE0E e R B8 il i PR BE 5 H MR SL IR FR 4
(TR B MDA A B T o D0 32 i 0 790, 5 ol T TR Al T PR B8 ANl TR = 5 PR BN » B PR T
R R A2 Bl T R B - Vi Y A o S CREBAR) Al E &R 290.5% 21295 0% o By TV TR 7
&5 NLL.0%w/wRlZ)2.0 % w/w, AL N0 .5 % w/wRl2.0%w/w.

[0601] [ s B AN TG TR 7 41 , AR B I ER 25 2459 vh ok vl DA AE L8 FUROE 57« BTk
RN R 75160 45 5 A 7 Rl 751 AR R 5B 2R R Bt 75 . — SRR R m DA R 5 2 P R
BB ekl 05 R 7 A — 2

[0602]  Jy 551 i g 1) AT LA LA ST PR JA V2 i Pir 00 55 1) A7 AE o R RS 0 RIBUR B T
TP I 53 R IRE R0 BT o 77 28 v (R R 465 5 PR 7 B IR 7)o R AR 500 00 SE 91 B FE A TR ) 2R
A AL G BE R (52 SR YRR ) 32 L BRUE R BN SCHOR R AR E R (R R 22 8 B (sodium
croscarmellose) ) FIFRAR EEIE k0 T , B =P A G 022925 % w/w . Bl £
1 %w/wBI 215 % w/wH — /N 10%w/will /N T5%w/wo

[0603] k& 7] 22 {1 F B 44 VA e 7 v R A B R IR 791 o Rl 5 70K S8 ) B 4G A 4 2= T AR
(RP AR RN EPREAER RARSFYER RO R OHEA AR R4
B OB A5 G UM R L R R M 2 SRR A R I R IR R R TR R R
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5 M T 1L B | TR B Ky M AT (9 g e R ) VRERR B AR R 4
B f X IR (carrageenan ) 5556 B E K& R E R T2 US4, 600 8 H A Y090 % 2
95%w/wo W1 - SCRId , WRIE 1) AT LR 22 Mo e o i, 6 BRI T B PR RS 5770
(06041 Byt 77 2 s I K A rh DA ek L 20 14 14 420 Jo o B0 700 10 i 497 /60, 5 il TR 5 e
P AR (BT BAAerosi 1 2R 2 HA 5 (1)) T b FHE 8 o B 77 AT A BLO B 295 Yo w/wir) 7K
PR TR AW SR, B R RS 3E 5, Bk R 7] BLK ¥ 2 PhIhfe o 1 il i 1R
BRIV AR AT DA B BRI Th e

[0605] W] J: N AR K B 15 25 4 4 W vh (1) 2 € R ) s A s — AL KRN/ B0E T B 1 e
KL, B I FR N FD&C G} AR SR 0 7 IR LL 5 (A7) A K] BE T E SO TS R AR 95 A &
AH 5 T () S 4 B8 AR TR S0 AE AT DU S I 20 20 64 1 BB AR I — 3093, a0 R ST
GO T B A DL 42,0 % w/wit BAFAE THEAC T

[0606] i 71 &5 B Ml 2 VR T e £ 7= S 0k L 5 2 TR Pk AR S0 I A 3 F B AR SR U AR
V2 R AR R AU N T 50 AR 1% BB A Al 72 TR 22 B B 4 4 2 (HPMC) B
a3 KB 5 2 W B (PVA) JHPMCATPVA TR LA A R 4R BE (Co Lorcon ) LA 73 i 7 A R EZ AR
(Opadry ) PA& A ARG B p % 7 0B A R RC A 6 T 3R 15 - BRE AR AL e v LA 5
WAR R =BT (triacetin) 2 R VR BLBE BRSO A AL EK AT — FhEl £ Fi
Juplal g AR AT S B R AW, SRR ARG 4R AR ILRY (Bl
LS ST R AN 5 2B 2, ) B8 ) AN T 06 B e - R L T M IR R L R M IR R A a5 T
Sy b FRVE HLIR R AR 20 AR (1) W8 £ A% 0 T 70 7 MR R TV g 0 e £ o 0, AR T e SR L 1 Ol
(06071 X 7R A9 A AT LA 5 5 b A58 P o 0 4 A S it o 70 P 3 T 2 AR 3k s e 49 v, £
FH AN 0 25 0B A SR TN #4 B 21 HEGRE I8 B135-55C W FE AL 40-50 C o 1% 3 3 7]
BE 77 BN 7E45-T5 C Vi 50-65C I N FHEJE T BALO-154 B# N 0 2= R AR 5 &
A VR R (B M) P 7 FR0AZ (O 8 0 B0 04 A I LR TN 7K P A o 42 A1) 55 3o e DA A IR
AR 38-48°C AR IE42-44°C , BB T BN E (AR EER).

[0608] U E4i 7772

(06091  nASCHT AL, “FalE s e d8 A R AE FIBUK 5 R E A . TR 48 7] LA,
PSR R SIS B R — R B R 4, B AT LA B Xk (1 il (s1ugging) /
WUV BER ) -

[0610] B4 F 4 v DA &0 405 1 ol 43 538 T 82 1 A (1) s 8 91— S 14T T o BB e 4
BRI, HAT DA S ek A i b () e =k ) DA P A TR R R VR A, AR G
BTty A1 m] DL T80 PR 2 RT3 s H e TR 57 ) — i LR TR 48 o ] DB IR FR AR
TR B BRI RN

[0611] [ Ik, 78— LL S jifa 491 7 , A BH I [l 4 551 28 m DA 76, 5 7 B L 2 IR 4 1) i 2
PR R BSR4 R 7R R 43 (RS M s 23 (A AT 6 8 ) EL B AT IR R 7)) 491
WIHE B 15 A AL DL AR RO X8 e — B DL = AR B IR &, AR5 R A ALE
4h

[0612]  fF H & seia sl , Brid 20 A i i 2 ks T 2 & o T b2 15 A3 I R
AR R T2 N T S AREAT Tk ke, Hedl o 1 & 20— Gl PR R4 R RE571) ) 44
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ZIEER SR T G T RS (o VAT B i I 7 i =l 519 BRP=d% 59 P ol i S W I = B vp P =
KIS A L (R P e AL — AN S8 451 [ R US4 , 880, 37311 ) A e A () 4 Rl ok
KR A A Beey, i B o ml a8 R I R) 5 2 USRS S R 3 H e i T JaAl =4
5 1k B SR a4 dns kB EE AL U7 X4 H B i 0T 2B 8 B M T R 4 1 B i
S0 M T I A5V 1V VAN 97 7 el (I U 8 = A< = v L o W 7 N I 1
1B “KULGE7E”

[0613]  Fykidkiads vl 48 F B ML SR SE i o 7EFR IS AL , A4 RLRL 2 Jl ik 43 BT iR A4 R
T 1 2R 2 T T e e o] 5 AT AR A 0% S i e ol A 4 ok | R R ML) 3503 A ) B A 31 2
SIRHIURE K 71N o R i ] 4 350 ST R0RE 5480 G i S0 L e ) PR & DA A R R 7] (4
W, 2 G R L) o BR IR 29 g b, 3R A AE Ho e Tolkrp, Bl & ol s bkl 1T
MEATRERL T

[0614] it RiAE B MY B SRR R B s, HONIRES B @ AU AR iR
B #0 (Z W an, R 25 70 8L : v ) (FIAH = (Lieberman)  $i & = (Lachman ) it FL 2%
(Schwartz) (4u¥H) s & FE/R « iy /R A\ (Marcel Dekker,Inc), 552f, 1989) FIEE FH[Y)
EZRIF (RGNS » A » R(A.R.Gennaro) (4e#) ; & vi /A 7] (Mack Publishing Co),f#
i (Easton) ,PA, 55185 ,1990) ) .

[0615]  FEA K B G H e S B Fh , 770 20 e ot Tk 2 70 s s LA SR 40 5 N
J 3 (A ANLMTVD) SR il 2% o 3, Birad T 2508 B PG 18 a0 SR8 AN/ SO it 2 48 2= S 1R 4 R 771
il SR A B, AT B S RS A 770 481 a0 56 2 0 L g e i o A0V A e, SR Fe g 22 ), DA
T RRIURE o S8 Jo 4 i P ol 2 AR S ¥ ) 5 P A AT e 2 XD TR T 7945 1Sk 35 R — 2 9 1
A CATE B 55 o

[0616]  FRAEAR BHZH A Rl ig&

[0617]  AE—Besyifafa v , AT DL It 5 Y0 K A 08 8 1) S LL R 7 N B B ) BUR AR E &
Aot (R =) SN AH S (BREAR K HALE YD, BIAILMTM) o 3X L8758 7] DA A I i
SO T) 0 7 ot P A A ot T A B R B 1R — SPMTTE 1, R iR AR e IR 251 A4, T
IXFER B 1 IR AH IS Bl A7 48 ) I EE PR L

[0618]  [Al itk , HRAE AR i BH , ads B 14— b A, 55 G AR SC P ot 140 9 P i 40 AR 25 ] 422 52 (1) 381
R ZHEY SR T, iR HECY 7 /M 2 2 LA IEMTIE B 2 1 R « AN Ay B2 B T
B A ARIEPKL KT 1. 51K o 7 — LE S a5 v , BT IR R 2 LAS Yo w/ w125 % w/ Wit ) EAFAE
[0619]  fRikHh, BTk A4 i an b SO iR i) 20 R 46 77 v il 4%

[0620]  F-T A& B B HIPLERR 2 KR (pKL 1.9) JBEER (pK1 2.12) \HudR Mg (pK1
4.17) I BLER (K1 4.76) K 2 2B FHME VR o BT ¥ NI 1) 3 0 280 B mT DA B i e 8 5 0 1)
BARTT BIIG 08 BURLE 9 H B B A4 SUA BB BB & 1 B LU A 2
140 % w/wit) EATAE

(06211  i/%

[0622] 48 I, MTIR B I) 3 9 A3 v LI IR F2 Tk KRB & M) G R AR VE
SRS, o 10 %6 FUR A B KT LORCK I K /N o BRI G, MR 4 A R BRI 55— D9 1T
PR A — AL WIAS SCHT IR 13 M 1 o R IR 24 B ] 82 52 I B AR I R A1), R AIE R AME
T R S5 E &L 10%  BHA KT 10K KM R+
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[0623]  #ifk
[0624]  ©L 2RI, MTTI R 58 25 9 /> mT AT 3 e 36 45 368 1) 38 A A 1) e 1 Al /K I N 1
R TR ek SEBIL ol , B HE 2 AR 1 H A TR PO I B R Z R 1
Elcema TMAL-T- & izt B il 7K 1930 N SRk DM TIE Bt o £ B A7 4 27 L H 2 B FNE #1500 TMAN A
Ao IR AE T U E 1

[0625]  [RIfk, AR P A A 55— 5 T, 3R A — P 5 To £ (FR B B B ) AL A 4 (B AR
B A4, B A LMTM) R 2 _E m] 8252 IR AR M R 29 A4 B AEAE T, BTk 3044 /2B 1 cema
™., AR 2 25 H B BE B R 1500 TM.

[0626] gk

[0627] R4l A A AR 2 T8 K354 4 mT DA fnae aok e 445 1 7y 7R B 78 B A 3 (it
1] G A 4 S 45 1 3 4 ep BTk 16 T BTG 4 AL B BB AR BAS AT SR TS B 1k ) v 34T 1
T, LAS 3 A MR AE R EE 25 40510 .

[0628]  HRAE A< BH (%) s Fd iy BH B BRI e HPMC o I BT 70 0.8 LA S DA A 4 2%
FURATEMVER 2, B,

[0629] 4Eip

[0630] [l 56 A il i Ji RO AR b S B 792 il & 14T I 24 25 A AR P 420 B £ P 7K R
TR P I LA SRR o A, B AT AR IR HE 3SR 1 fi A7 e T

[0631] 4814, H 1hb: 1] 2% 1) 1= 25 TR e 420 (LMTMI) 7 =N 10 E & % BIS0H & % WLk 15 H & %
BI40 H & %6 )T LA N BN AT RE « AE AR B AR E T DUl 490 3 8 R S e i A8 g PR
7E25 CIIRLFEAI60 5 % HIAHXHEEE T, 752440 HRTHHA , AE 6 T-LMTMIE [ AR, LR WEBI 75
A2 .

[0632]  7F 4o 5 1A i) 1 it 47T, S0 £ (FR 5 I By ) A 25 9 (A8 G LMD ks mT DA B4 i 7 AR 2D
BMT(S W ECHE) .

[0633]  {EAR B ot i FL A A7 AE AR AT B /N BE (9 /N T 12% ) INT BAR A A =L (HTA
NI A G A B AT PR S, RN BRI ATLARAZ A AT Sk 1 LMTMAR & Fif 2L T 68 R (0
HL B AT SIMT 5 FeATH AR B8 6% 70 45 MR UL T IS SR B A AN i L G J0) IEIMT T 20 Bk 7 /24
B R0 AN R S5 1 4 28 3 18] 12 fi /D> EEMT RA b, A g B 1 e € — B L S8 By 05 mT S5 i T R
T EREAET AN U R, 15 21 58 2 (MT, e 5l A K A7 AE T o

[0634] A% B YRR — AN s 1 75 R T BT & B 21 A, 46110124 £E 25 "CF160 %
()RR T i A7 24 B 5 B0 /N T 12 %6 o 33 S $8 75 7 771 140 Ak 38 R il 47 350 1RD B2 A O MT 1) B
BB AR B R 7 V28 AR 2 IR TR R BOBIMT /N T5 96 5 AR5 75 56 U B 2RE 1) 4 A7 JH )
TE B8 K257 % [IMT X 336 22 /D244 A A7 31

[0635]  IXAE N SCURBCI LB 1S 3] THESE

[0636]  FIE

[0637]  FrJ@Us i H AR N SR T f# , Brid AL & A1 A5 Bk Ak A0 A& P00 A 38 57
ST DABE B8 AN R T AR AL o B ) B 1 A R 2 ORI T 3R A (R K S AT R B
A ERIME AT 4 o i RSP L T 2 PR 2 BAEEA R TR 1 A R E 1
Y AR R 2 TE] BT A B R 2 YR T RS 1) A I e A A
R/ BERA ARk  975 t 4) 7 B R PR R O Rt L S RS L FE i IR DG S A BEIR R S R
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7 5 AL B VD) B A4 24 B AT e 2 B FH R T 55 R B PR IR T s HLE S BT il 71 &8 9 22
T PR DA AEAE A 1A 381 S TR BB 200 5 1T AN 2 1 i S o M A S BT 36 BIE I Rk
[0638]  YEEEANYGYT HERE AT LA LA 50 8 3% s B ) &t (491 o, A& i TR) B R Ik R &)
SUME 45 27 o e AT AR 45 24 T BRORI ) B 1) A S D S 26 il g LA ) 52 RN 572 Pl #4580 5 9 HLIRE 4
b TY6 97 B EECY) Va7 B ) i b SRR 20 i R B a7 1 32 1 AR A T AR VR YT I
il S = BRI PRI T i e 611 7 U§7K3F5Fﬂ*%_ﬁj%ﬁﬁ${/\jigﬁ(%§“

[0639]  — R UL, Frid L&M1& B H & L EL100ng 3 2925mg (B IH ¥ £ 1ug | £
10mg) /T 5 52 i F AR 5 /R IFIVERI A

[0640]  7E—EsLyti i , Frid b G = RIELL T RIE T R4 T ANFKEH  4100mg , BER3
Ko

[0641]  FE—BesLyti i b , Frid b G RIELL T RIS R4 T ANFKEH  £4150mg , BER 2
Ko

[0642]  FE—BesLyti il b , Frid b S RIELL T RIE T R4 T ANFKEH  4200mg , BER 2
Ko

[0643] 5241

[0644]  FRALLLT SLABUNAN FH T B REA R BH 5 1 3 ANHT SR il HE

[0645]  SE 451 —& R IR AR

[0646] 10— BN, N,N" N" U HI By BERR -3 | 7— — JZ 1K) S35 25 5 il

( 5 J( J&Nﬁ“ M‘ lmz

[0647]
IR B

‘l

B3 i; NaNOs, DMSO, CHyCOOH, # % i (HaCCO)O, EtaN, DMF, #3% iii; PA/C, 2-M8THF, Hy $% iv; H,C0, Hy

fﬁ% iii; Zn, (aq) NH,Cl, MeOH, THF #% iv; H;CO, NaCNBH;, CHsCOOH

[0648] 37— /it dk—1 OH-My MEIEE (2) ) & %,

(06491 [ B TR AT Y S - VLIRS S VAR 0 L FF 1O S350IRL JEC O (RBIF) vt 75 10 I (MW
199.28g/mol,25.00g,125.5mmo 1) A1 — B FEEAN(250m1 ) , 5 Fr ik V8 A WPt bk 29 h sk L 5
Wy WEIGR V5 fift o SN S 1 V8 Bt 2 1 1 3 — - e A K 0 458 ve 2E /R (Dreschel bottle) .dR )5
B 0 RSB (MW 69.00g/mol,51.94g,752. Tmmo 1 ) U8 INBIRBF , 3 H% 2,12 (150m 1) 7 N 21
VIR A} o SR G 2220 9 B 18] LLZ T 5 508G 2, BRES INBIRBE o 18 2 RV A8 AT €1, 3 HLT
WP T E H A AR SE R BRSNS R A E BRI 5T (36-20 C) fit k2 /N, 48 5k
TR N RN95 °C I ELIEHE LT/INEE o 5 R VR A P74 20 2150 °C 8 IR B (100m1 ) FF FUKGE
W W RN22°C AR EHEA AR A U8, 9F B R (3 X 25ml ) Bk dE i o K ik

o1



CN 105853439 A iﬁ, EH :I:S 49/142 5T

BRHV R E T peds b, = 2 3093 8, SR R 7E50 C 1 157NN, 15 21 AR Cu [l 44 74 (MW
289.27g/mol,29.45g,81%).

[0650] VERE

[0651] 1. Z BRI N7 A NOL AR , 38 3 Bl iR AR S0 21— P IE 78 A7 /K 1 28 8 v 2E /R
TR BT aR S AR A BUH R o

[0652] 2. Z BRI N2 JECRI 3 FUR A MM 22°C EFA-2I36°C .

[0653] 3. ¥% I HR B2 A 75 BV AT AR 2L BR BN T ELAE N Buid RICAAE =4 7= S B K

[0654] 4. fgF A — R L HH B Ji (DMF ) 20 )1 (MeCN) « DY &Mk (THF) L TR BRI — AR O e
(DME)AE Hy e N FE I RE HEAT D A 1o

[0655]  NMR:#% 74 (5mg ) ¥ fift - T-DMS0—-d6 (1. 5m1 ) H 3 HL AT BE 75 E0K H A DL 58 4 1 i 1]
(8

[0656] 61 (400MHz ; DMSO-d6):6.72(2H,d,J 8.8,ArH),7.77(2H,d,] 2.8,ArH),7.87(2H,
dd,J 2.8,8.8,ArH)

[0657] 37— RSHE—-10-Z BRIy IEEER (3) K & hk

[0658]  fa] 2R P A I 2 U1 AIVA Bt 28 1 500m 1 1Y 330 51 JEC R HH s N3, 7— — fiH 2 — 1 OH—Wy R W
(MW 289.27g/mo1,29.00g,100mmo1 ) —H FEFEf& (58ml) . Z BREF (MW 102.09g/mol,
102.09g,1000mmo 1) FI =7, (MW 101.19g/mo1,40.88g,401mmo1) . FIR-S W in#E]105°C
IF HAE IR BN SRS /NN IR A Ve H BRI (21°C) R G N BI5°C, AL AL T
W e LN I 5 B B R B (3 X 30m ) ek 15 2109 0 0 25 s [ 44, 1 By
W [ 44250 °C T4 157N (MW 331.31g/mol,26.94g,81% ).

[0659]  yik%

[0660] 1. 4E M HAE], 2E105°C 411 /N Ja T BP0 i A

[0661] 2. fEV& EII , KER S P MIAELITOCYLIE -

[0662] 3. 1F FH B LI HT , F2MREtao

[0663]  NMR: #7747 (10mg ) ¥ fift - T-DMSO—d6 (1. 5m1) 1.,

[0664]  64(400MHz ;DMSO-d6) :2.25(3H,s,CHs),7.92(2H,d,] 8.8,ArH),8.28(2H,dd, ]
8.8,2,ArH),8.47(2H,d,J 2,ArH)

[0665]  10-Z, BHE-N,N,N"N" -4 FF FLwy MERE -3, 7- i (5) A ik

[0666] A 2 PiC A7 il B vH A4 BE 25 11 100m 1 ) 339 I B s N3, 7- —AH 2 -10- £ B At
WyBERE (MW 331.31g/mol,5g,15.09mmol ) EREAL (10% , T4 ,0.5g) F12-F FL Y Wk g
(25m1) e th B 25 AR IR, AR KR & Y N 2156 °C o 17/ e, ARG Ji 2 4
KB 58 (Z W JE gL (tle) %440) . B 2 &4, 3F Bl IntE /R Sk (MW 30.03g/mol ,
14.7g,181. 1mmol ) « FF-CRE IR Ah 3 2% H W HT5IR « MFEDS CHR INAE /R BARFFEET 170N
INf CIt I (8] 288 /NI ) f , d i t 1 ¢ A Wt Y FR 4k 58 il o 7E50 CRAE A Wit 38, FH2-H Y &
kg (3 X bml ) e igk K o fe Ak 75 3 H A F VRIS 5T o [ S VAV P s I R B (Bm ) DSV
AT VA VRS CATE T B A AT P DT ok o i — DI PR AR I B EE (1om 1) I B
W RIBAES CHEFES0 7 B o i 1k Y8 4 BRL ™ 1, 3RAS T Cu ] 44, AP B (3 X Bbm1 ) e isk B
IR Tt i A4 5 HAES0°C 16 /MR (MW 327.45g/mol, 2. 26g,46% ) o 6] R H 73 B 72 1 38
WK (50m ) , FE— B P A [ A W BRI AES CHU R 2/, S8 Jr il ok e 4 , A
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5 (3 X 5ml ) PSR IS 7650 °C T 13/ (MW 327 .45g/mo1,0.83g,17% ) . =Wk s = &
(3.09g,63% ).

[0667] VERE

[0668]  1.1EFHt1CcH A, BENRIRTH % IR 2.1 , 25 % A1 kG (40-60°C ) AUV , 254nm.
[0669] 2. — RYFEATIEM B BE R F520. 68, N (A BT i s S A= W7 B8 R F 420 25,
NEE B s IF H R AL IR R BE IR 92 0. 67, i I LB

[0670] 3. ARG 1/ M ik e B s B, i1 R 240 7= o B e 4 7K S5 43 s in 1)
R, R R 2 BT IR A R I i

[0671] 4. 17T/NBF i, t1e SRR BE A, F2 B A2 30 J 7=, DR B s AR

[0672]  5.88/INif i » t1c B B AR Y R JE4b P24, B Ao

[0673]  6.18% , 18 R AT AL 27572/ N SE A o

[0674] 7. FHANGUEER LH NMRIEE U 73 A1 45 21 AH [F) 1A 3 1 , e I 281) 2 FR 2k DY PO e 11 36 2 DA
K 5ppmAb IR FE 5

[06751  NVR #5747 (10mg ) VA fift T-CDC13(1.5ml) 1

[0676]  Sy(400MHz;CDC13):2.09(3H,s,CHs),2.86(12H,s,NCHs),6.54(2H,d,J 8,ArH),
6.64(2H,s,ArH),7.19(2H,brd s,ArH)

[0677]  10-Z.BEHE-N,N, NN ~JU B FLny MERE -3, 7- i (5) I AR A Ak

[0678]  [a]50ml [ JIBEHE P 8 N3, 7- —HEE-10- 2 BE AL Wy MERR (MW 331.31g/mol, 1g,
3.02mmol) JEEHY (MW 65.39g/mol,1.38g,21.13mmol ) A EE (6m1 ) A1 PY S IR (2ml) RS
Yimang150°C, I a1 i IS AL K BT (MW 53.49g/mol, 2. 26g,42. 26mmo] , V& fi# T-6m1
AKH) R AR (45-50°C ) AZEFRRIR AN o S8 J5 1 TR A 0 indA 21 70 'C I HL7E ShIE T i
FE2/NI I JE A SV ANBIIRETIR A (23°C) A HRR A Y0 s DL BB SR B AIGER
fi% (MW 30.03g/mol,1.09g,36.22mmol) FIEMNE L (MW 62.84g/mol, 1.14g,18.11mmol)
A2 (2m]) AbBE 5 A WA D8I R S I #81150 °C 3 HAE I B T i 37N o £E
AR AR JE (23°C) Ja, IN 7K (2 X 10m1) - B T8 3 R 16 /N o SR Ja i 3 i
LR, I B FEE (3 X 2m1) ek, A B 2K A & (of F-whi te ) [ 44 [ bR &AL A9 (MW
327.45g/mol,0.91g,92%) .

[0679] ViR

[0680] 1. it FH4&E AN S AL e /K VAR I 3 Ji Jse B R FF HLANIER , i B 5E Bl R 17 2/, Ji et
tlear i A H e Bt it 3.

[0681]1 2. fd F G LA LAk A0 « 0 28 FR I8 R 2 R 1) 38 J v P Ak B I BTG, 1A 3 58 ik
KA T 3/h .

[0682]  NMR #5745 (10mg ) ¥4 fift T-CDC13(1.5ml ) 1.

[0683]  Sy(400MHz;CDC13):2.17(3H,s,CHs),2.94(12H,s,NCHs),6.61(2H,d,J 8,ArH),
6.71(2H,s,ArH),7.26(2H,brd s,ArH)

[0684] & E1:N,N,N" N’ YRS 10H-WyMERE -3, 7- SR XU (R IR £h) (IMT . 2MsOH) 1)

g=g5
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Os _Me H
Y L
N,
Mew S e ———= N, "NZ
[0685] \'T' & N Me N Me™ H® Me
Me Me
MesS?  Mesd

L MSA, H,0, 91 4 g5°C
ii. EtOH T '

[0686]  H410-Z,BEHE-N,N,N' N’ —PU I 3 — 1 OH-WyIBE IR -3, 7— — % (AcMT) (150g) s i 2| 335
R R PE I o AN N R 25 (1. 81) FF EUB TR & 9 AR B R F AR FF 30min B A H1 R 70°C L 94
J B AL A 28 5uick 8 8% BIIA B A A AR 1H B0 e AR I R R R (150m 1) s I B 5 JeS )8
L o 3% FH SR ph e s LR AL PR 28  AE D N AR A L AV 28 B R B118°C , R IG i
7K (42m1 ) o1 Ji5 22 5min 7] 75 IR AR (MSA) (65.5m1,99% ,2. 2248 I 31
AK(18m1) o BT AW N E85 °C FEARFRF 3, LI ALt 1.c 23 B I SN 56 i o 17 T AH VA T4
HFN50°C, SR G 4 20min R INFE/KELOH(150m1 ) .48 F{150mg N, N, N’ N’ Y B J—1 OH—y g
-3, 7- s X (R R R £8 ) B MR & . O B2 90min 7R N 45 — BB 2 HIEtOH(600m1 ) 3 H 22
Lhol s 274 E1 320 °C & POZE IR TR e bl Lh, AR 5 ik g s £E [ 44 . FH3 X 300m1 MeCN
P IE O, Aominll T, HE B T H A LA, 19 2 8 6 45 0 1 4K =4 (85-90 % 77 %8 )
[0687]  Viax(KBr)/cm ;3430 (NH) ,3014(=CH),2649(C-H),1614(C=C),1487(C-C),1318
(S=0),1199(S02-0),1059(S=0) ,823(ArC=-H)

[0688]  Sy(600MHz;CDsOD);2.71(6H,s,SCH3),3.21(12H,s,NCHs),6.75(2H,d,] 8.8Hz,
ArH),7.22(4H,d J 2.9Hz,ArH),7.24(4H,dd J 2.9,8.8Hz ,ArH),

[0689]  8¢(100MHz ;CDs0D) ;38.2(SCHs) ,45.9(NCHs) ,115.0(CH),118.2(CH),118.7(QC),
119.9(QH),137.1(CH),142.8(QC)

[0690]  MP:271°C

[0691]  m/ziH 5 {E285.129970; W 54{H285.131292(100% ,[M-2MSAT") .

[0692]  m/z(ES-): it 54E95; MEL{HEI5(100% , [M-LMT] ).,

[0693]  JTLZAHT % (C18H27N306S3) : 1 C(45.26) ,N(8.80),S(20.14) ,H(5.70) ; M%<
HC(45.19) ,N(8.76),5(19.84) ,H(5.53)

[0694] VERE

[0695] 1. 042 [l 3 LA B ORACMT 58 A V5 i DA I A it 20 0k Suad P 2% R 2 R 17 B8 771
FEHT0°CH B br 2 B RA BHR FR AR VA TR P -5 0 0 R i 8 38 R pE 25 IR I AE 4R = 1% 2
BARZ MR .

[0696]  2.500m1 [l 42 FF 2R {7 s RLARFHG f2 5 M4 1Y) o /NP F R VR T o

[0697] 3. 4% il /K PRI LA B LR =0 1E N B B B LI M 45 &t oK 2P (Seeding)
JRZ A kIS KA AR BN AR AR ) 520

[0698] 4 ff HH2. 24 EMSAKSEIUK AT BB ph , R & N 2 &Rt &/ (0. 224 5) DA
B OR VI P DR A T o VAR TIIMSA 51 A2 B, DR SRR It 1) A5 3-8

(06991 5. {8 FHE tOHAE Ay I A5 VA ISR AL =M 0iie « FEEE RIS I — 307 LA R & PP oA 253
fiff o JERC TN IS () B R 7= 52 45 45 5 (S W RETRES) o
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[0700] 6. A] LAANT FH s P S e S 2, AH FF N e AT B ORLMT . 2MsOHER Ui , 32 By 1k T
FGE ) (8 G B BREMS , — s /8 (1) B A% 25 MR 1K) Bl P W) — A5 1% & O R vh R e T 21 ) AN
FELOH,

[0701] 7. & ik ml LA AR il P ke A2 1 37 B o X440 FHAEBIHER AR AR o AF 25 21 <100wm
(1) i BRI, WG 2 7 W 1) V- S50 R A% S 2 980 o 4481 FH <LOORm ) AR £ B B (1) & Fh NS, 0 A
S B Bk 808 o R, ASAy B2 RT3, ot Bl bR A2 1 B8 F 4B FE AN 2 i FoRE AR 1Y) R
B, 8 S I i b e 1 PN R OB o T PR L AR DR B

[0702] 8. &%), M AR X EOK I HAR L BREM, , 757 INE tOHEATE , K& 74 (5 ) ]
BE A PR 31 s B 25 4 L (49 0 T 3 P DASE 3ok 75 8 INE tOH i i #4/ ¥4 EN I 8 51N B pir i ok 72
SRk 2D o SR, A R 1 i P I — AN FIUREAS 21 (14 4 A A2 K VR JINE tOH Ji HE BRI &85 B2 4 R L
IV 2590 % o IR, AS 00 250 S e A /¥4 ENIE BA o 3XADLT- 5 /0N ) 8 ol K /0N T A BT T 2
5, PR A 224 16 FH AR G TR 11 <10 Owm 147 o i i Jse B2, W% 1) 45 B2 1 A TR] sk 2>

[0703] 9. EtOHM & I3 22 0 ki 42 FIE t OHI) AN EAA1E F o BRIE R i (<1h) 9/ Mki 42, {H
EtOHRI FF NN A2 s n (2h) B A I AE A DR e 40008 RSP 4

[0704]  10. ¥4 E Z B A ZEAME NI E A o BRIB0A 21 (<Lh) R /) , £ FEE tOHZK
(38 - S 12V4 E A A R AR

[0705]  11./EZBRAHIM L)y i , EtOH-5MeCN—REA 2L, AHAT FH & 2 4 Fr R B8 [ E tOHIK]
AKF BN

[0706]  N,N,N’ N’ —PUFRH FL—1OH-WyWEIE -3, 7— — Fesf A (R iR £k ) (LMT . 2MsOH) ) FAiF
[0707]  JTZ i UE )

[0708]  FriA s T 7Emk - & SR I BRI E 5 I (2 i 2 A R AT AHOG .

[0709]  JTE A Hr s

e CigH»7N3 0483

TE %I % 5 B {h
[0710] C 45.26 45.19

H 5.70 5.53

N 8.80 8.76

S 20.14 19.84

[0711]  "H—AZ R LR (NVR) Y 23 Hr
[0712]  {ETL B % (Varian)600MHz A %% 76 AL BECDsODH FR15H NMRI 3 3 Hon T 1

[0713]  'H NMRIEE I IRAE 21 F
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Ho, H
H ,?»,L g N ﬂ;;{,[{ 2.H
O WGLE
Hg\«»,??f{\. \;@‘& 8,/";;\3? Nxc*‘ig
[0714] N
GHy H H o CH
1§ ? e {;:u} &
HiC-8~0 Hal-§-0
o} o
[0715]
TRAA 1 F A2 #% (ppm) JEF A H
15/16 2.71 6H, s 2 x SCH;
11/12/13/14 3.21 12H, s 2 % N(CH;),
[0716]
1/9 6.75 2H, d, 8.8 Hz 2 x C-H (357%)
4/6 7.22 2H, d, 2.9 Hz 2 % C-H (F )
2/8 7.24 2H,dd, 8.8 #4229 Hz 2 x C-H (¥$#)

[0717]  PCAZREILR (NMR) ¥ 3 43 Br

[0718]  7ETL B 22400MHz NMRAY 2% - LL100 . 56MHz [R) 45 28 £E 574k FR B CDs0D 3843 1°C NMR
Bk HoR T2,

[0719]  SC-NVRJY B O I AA IR AE A& 3 T 5 E Sk 224 B R A o< e Lk s % - A L
BV SR GE  PIE R, E L« E(Pretsch E.)%E, i M4 (Springer) . /83, 5
12271) o

[0720]  H e R AH A FIDEPT-135 \HSQCHTHMBCSE 5y >k B s Hs i A R AR o 76 FL B 2 400MHz
NMRAX 2§ 1 BA100 . 56MHz [ 5 22 3R 43 DEPT-135 (A 2k AR A4 #% 3858 ) VHSQC (A% 2 & AH
F) FIHMBC( 5:4% 2 A IS ) il (S ML 3-5) .

IRAE s 4aFs (PPM)  NMR X DEPT-135

15/16 38.2 i3 CH;

11/12/13 /14 45.9 A CHjs

1/9 115.0 Fik-C CH

[0721] 4/6 118.2 Fik-C CH
4a/ 5a 118.7 Fik-C C
2/8 119.9 Fik-C C

3/7 137.1 Fik-C CH
9a / 10a 142.8 Fk-C C

[0722] 2L AR s34 (TR)
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[0723] 410 HE 55 200mg JE 7K KB r 7 B A A BIF AL o 440 U8 1 Y 4 3 0F 185 o SR U i PR L 1A
1500ps 1 1 776 IR A W0 16 6 AL IR Y o SR 5 76 Je i 778 NLik (Nicolet Avatar)320FT-
TRPAEAL_FFRAF IR o el n T 6t

[0724] 21 A1 v ) WA

[0725] | &k H (em™) = il TR
% 3430 T N-H F24$

3014 e =C-H i
2649 ey C-H 4244
1614 B C=C 31

[0726] 1487 7% C-C 4ty
1318 5% S=0 321
1199 5% SO,-0 F21#
1059 5% S=0 FifP
823 5% %% C-H 321¢

[0727]  Juig oy #fr (MS)
[0728] i HIRAFtH (Waters) LCT 538 (Premier ) XE 5T 34X SE it 5T 3% 73 4/ « K FH 1m1 /hr )
T o FH T3 11 40 40 0 B B U 22 P P A G ) W il e v 5 o P T AR PR AR 48 5 o A
R A2 52 B P A P T S L 5

[0729]  {if A L Filf 48 P S ), /£ 285 T ML EE 2 06 (S WK T) o X BT 4+ &+
C1eH19NaS o I & 1 AE B 5 & AR AR FY EL BE 3 b a1

[0730]
HibfH im,/ 2 FE (%) M {EL
285.129970 285.131292 100 CisHigNsS

[0731] WS KE W 5T 2 5 CasthiaNa SHTH B & AR — 3K
[0732]  fa FiY Pl Vo S5t S, 795 1 ML 52 21 F2 e (25 DL I8 o LM X 82 T 7044 15 -5~ CH3 03 S ) 7

FHT

[0733]
W /7 (%) A
95 100 CHs035

[0734]  E84h-1] WLy i 3 #fr (UV-Vis)

[0735]  ¥fomgit AFEVA MR T 2 B /K It HAR R P 42 2 100m 1 o £ 1A 95 b (M AE4A
G152 SR B P 43K (Perkin Elmer Lambda)25UV/Vi sy A o 52t 4 1 . UV-Vi st s T &9
i

[0736]  UV-Visy it (i MRAR -
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Amax (nm ) B
[0737]
226 1.7615
255 3.5860
[0738] 332 0.7527
664 0.1845
[0739]  AmaxfE255nm N )t R He 2 34254 . 64 X2 MR L AR-BI A B 54 3
A
[0740] E_C.Xl

[0741]  Horh , A=W ¥ Log(10/1)3.5860:C=ik Mol /Ls 1 =B 2K Flem.

[0742] Al £ 3 (HPLC)

[0743]  $222100mg R £ FI-THPLCA BT o 75 E A3 FH T [A) — PRI VWDAS I 25 B PDATY) 22 846
(Agilent)1200 R IARYE T rpIC R J7 592 M4 1T

[0744]  HPLCJ7V4:
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[0745]
A &
i Zorbax SB-CN, 50 x4.6 mm, 3.5
pum.
AR 283 K
S A O.l‘,’/tj viv AT K e TR
B:100% LA
it 4 1 ml/min
ESHRAR 5l
4%k B e 22 min
255nm &5 UV, 5% 4 nm.
- HA kK A B,
PDA 424% 190 nm 2] 800 nm (X F)
—i )
B S HEAFHUE 278K, &k,
B 1) A A | AEhAE
(min. ) (%) (%)
AR 09 - .
10.0 90 10
17.0 50 50
18.0 50 50
[0746]
18.1 100
22.0 100
[0747]  HPLCEE £~ T 100 R IA HLAEEE N99. 45 % w/w.
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HPLC 247 (48% ), Q467G
B 18]

LMT | MT" e X% B

[0748]

6.39 14.38
min. min.
99.45 | 0.55 <0.05

[0749]  #5HER

[0750] 78 Bk, DA4S B 4R LMT . 2MsOH. LMT . 2MsOHP 45 it TR 20 FH 18T 1 17 HE R X
ST 2R ARAT ST E B i Ui BH o XRPD IR BT 5, R W 51 1 45 A 7 2 o AT LA WL 46 1A 6 U i
SR AR AL, 3% LA A I PR T 5 R A2 22 S A A 0 B ) 2882 o IR 2% B Dl B RE B B T R 4
(0. Imm3%1 . Omm) , FAH XS U058 BE /N (ZNT50% ) o

[0751]  JEIIFT-Fi 2 IVE 5 (T6) R Z FIH & #05 (DSC) LB 2SR (DVS) 43 #1 Fi i
TAER B — B RIS (B 12-16) o AT LU I R 7 S HURRAE  TEASA .

[0752] M ZBE F R A K h3RAF F T B s XS 2o A i 4k - 2 LB 17 e

[0753] A HR4HT

[0754] X5t L& ¥n RKATHS : 47 & 5 08B 4 HE #r ((Bruker 08 Advance),Cu Ka%g 5§t
(k= 1.54180 A ),40kV/40mA, BXHL (LynxEye ) Kl 4% ,0.02° 205K, 37s /45, 2.5 -50° 204
FEYE R o AERATO. ImmB 1. Omm¥R 5 A ek B it A4 AR 22 R 20 RE , B T NN & 77 BA3R
1P R M A, B A BEATAEATREBR AL B o 78 D5 1A () 138 Bl iR e %

[0755] RZEHFEEIE 145 /RER (Perkin Elmer)DSC 743t , 3 P ZEN s
ZH20°C /min, FHEM-50°CHI280°C.,

[0756]  HhAs 2B « 1 B A 0 2 B8 30 (Pro jekt Messtechnik)SPS 11-100n7K 28
Bt 3 A o PR BT & R TS i R i b O HLAE 25 ° C RS0 % v h. T P4l , SR S5
625°C TG B TR T (50-0-95-50% . h., LA Ar.h. =5%h "FIRMH T 1 250
(isohumid) P FHBEAT 1)

[0757]  FT—$7 S 340 #1 « A7 & FERFS100.Nd : YAG 1064nmi % , 50mWiEOE Ih 2, Ge—#a I
2%, 128K FIHE, 5 50-3500em ™, 2em "4 HE R HRARE S

[0758] fRiEC WK E AR (Leica) OFC280CCORBAHMLIMZE K R H >4 (Leitz
Orthoplan) & 4% .

[0759] TG : TAMYARTGA Q5000 F AR, No S50, INFGE A

[0760]  10°Cmin ', yE#25-300°C »

[0761]  TG-FTIR: ™ A A1 & W FT- IR IEACYE i B (Vector) 22 () Tiif 4 F4 okl & K
(Netzsch Thermo—Microbalance)TG 2097 A AL EI A 34, N2 A, InHGE Z H10°C
min', {5 N 25-250°C .

[0762] AAZEEAZIR T HIE, $RUIEIE AR IMT . 2MsOHME —F2 e [ 2 i JE 20 . 2 i LG it
ROA TN, TERALE LT BT A 1 45 i 240w I (158 F IR A0 e T AU SE e A ) o

5.77 min.
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[0763]  dE & TEIMT . 2MsOHTA] BAJH I 28 & LMT . 2MsOHZK YA I3 K 1] 4% , SR , A6 &k TE M R AE 33
— b TR S B L AR A
[0764]  ACMTAIIMT. 2MsOHfF Tl HUkE 4 ik

i cs o el

[0765] B3H0 ¢ Q
MTC. 3H20 AcMT '—8 -0 _S_O
’ 6

LMTM
i; NoHgHs0, EtsN, MeCN, Ny, 85 °C, 1 h, ii; Acs0, Ny, 95 °C, 2 h, ii; MSA, H,0, ¥ X‘, . N, 85°C, iv; EtOH.

[0766]  10-Z,BEHE-N,N,N"N" 4 FF -1 OH-Wy BERE -3 | 7— — i (AcMT) ) R HIAR & il
[0767] % 2.5 (MeCN) (3001 ) N3 e B #51 (R1) I HA A B|-5-0°C A &AL FF AL B R

I = K& (MTC. 3H20) (150kg ) FH HAFIR FE A 2] 15-25°C i I = & (EtaN) (1001) , B f i3k
FTMeCNIE (201) o 22 30min R INEZK A4 (NoHa . Ho0) (121) o 22 1A fiz S35 T 316070 °C -
G IIE T 45 1h, SR % 3140-50°C o 2 1hifs 1 Z BEET (Ac20) (2401) , bl 5 34T
MeCN(201) 435t o A HLRHE FEF+ 2190100 °C H 4R 7 2h o 11 JE % 31155-65 C H H 28 2h 78 7K
(3401) , [FI I 4EFr BT IR LR o S8 5 48 2h i RURHE JE RS 21-5-5 C I HLAE i & AR Freh i it
PECEE 4K K DB 52 A A, SRS 7K (400 1) ER INBIRL AR R B FF B 15-25°C , AR5
W AB Ay T BE D8 BF o P AE B h T)eh, S8 J5 #0807 & : 90-110kg) -
[0768]  10-Z. BN, N, NN’ —JU B 1 OH-Wy MEmE -3 | 7— — Ji (AcMT) [ K E AR 4l 4k,
[0769]  H57K (3001 )FINEIRL, B JG A N 10—~ Z BN, N, NN =Y I -1 OH-Wjy MR -3 | 7
T (ACMT) (100kg ) o 8 i1 FR 24 (4001 ) F180 % 2, FRZK VAR (401) , B 5 HEAT /K 36 (501) ofF 4tk
B T 21 75-85 C AR FF Lh o 452 LB FE 28 FF HAE % 2P 30min o 5% T 0K E I HAR G
IS IETEE 7K (3001) 80 % L FRZKVE VR (401) , B fa #E4T KB (501) o KR S 7E75-85 C it
Lh, SR G b FFE 8, F B3 & 2 U 30min . 2 55 R 35K 2 3F AR G I 27K (3001) .
80% £ /K VAR (401) , B Ja BEAT /K e (501) « BB S M/ET5-85 CHtFE 1h, R Ja 5 LEhi
Ao H Z VIR 30min, 2R 5 LR T EUZ AR (3901) , 3 BB IR A HEFE Lh A5 1L HE3)
A FF AT Z VTR 30min o 225 N HKE FF HAF IR FERE 2)-5-5"C AT R EIR FEFA 2I80°C I H.
SRIGIE B IS EI60°CI , 4 2hfE FE R B-10-0°C IR S W Be4h , R S B i B 25T pE 45 .
WG IR E A K, AR B R 2R (150 1) BN BIR 8 B 2R AERT R 30min, 2R 5 & {ﬁ}iﬁ
TH R EDE eI JE g AR TRASh EL B ik <1 % , SR G # 8 (7
75-90kg) .
[0770]  N,N,N’ N’ U FF F£—1 OH-WyMEMR -3, 7— — & 86 X ( FR A R £ ) (LMT . 2MsOH) ) K R
Ak
[0771]  AGACMT(18-22kg) WS NEIRL AN 28 (EFA (1) =16 X AcMTH &) I HAH R A4
FFN90-100°C IR 5 30min o KH AR VA N F160-80°C , SR JG il i 78 £ 5 i I8 2% B3k i 97 #% 2
(R2) I o F5 HR 25 (501 ) I N3 S B2 281 (T AEZ970°C ) 31 HLAHE 30min o 17 b T b e it i 4k
ML PEds . PR EE R AR5 R Jl R 208 MAR2 R BRI & ORI 2 R2
BRIV, KB FIR TR BN AT AcMT (% 18-22kg ) MRLEEFZ BIR2 . 24R2 1 (R REBHARA
b ) ~ 340 1IN, 2878 58 B o AR 2 T 3195105 "C JF AR FF 156-30min, 8 J5 78 2N 2]15-25°C 47K
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(201) ¥R INBIR2 o I J5 S I FR A 85 (MSA) (331,99% , 2. 2298 , [A] I HURHE {7435 76 15-30
C NI = H 57K (101) 3 HLAE IR B IR A M HE 2h R TR S 0 #3180 -90 C H- R ¥F
3—4h o B UAHVETR YA 21 3]48-58°C , SR JG 42 15-30min¥#R INFEAKELOH( 751 ) o 5 1L 3 HE 2% I HAE
FH150g R R [ (<LOOR)IN, N, N’ N’ —JU B B — | OH-Wy 1R -3, 7— — e XU (R R R &6 ) 2 PR &
Y. 22801 10minis N5 —H A ELOH(3001) o I FE W A 10°CH H il fEiE 31)25°C
INF e A0 B B T 15 58 S20°C B A0 15-25 C Rt FE2h , R Jm il o 3ot e 4R [ 4 o e k4
JERHBITE 7K o #MeCN (3001) 8 N BIR2H H A% HE 15min, SR 58 4 T B I8 Bk 16 55 — 13001
[FIMeCN#R TN BIR2F HLH 5 P ik 72 B =7l pE 28 b 105 H BT 15451450 2% , S8 J 0
#(80-90% 72 ) .

[0772] A 2:N,N,N” N~ 1 OH-Wy MERE -3, 7— i W (L BR 1) 1 & Bl 20 Bt
(LMT. 2EsOH)

YO J{:'B’z : H
N '/"%‘1 N
OO0 OO,
[0773] SN s N~ Neog™ 8" ~gol
[ I | OC? 0 I
0’%—//‘%:0
0 0

W IR 1; H,0, MeOH, EsOH, IPA, 75 ] .
[0774]  LMT.2ESOHMI & R 712
[0775]  LMT.2EsOHI] & Al A& ik % 10- 2 B -N, N, N”  N” - /Y FF Bk -1 OH-Wy &R -3, 7— %
(1) R 7K AR SE I o BT R A2 2L TR I EL VA 4 A A2 TP B /K VAV o
[0776]  SEEGZHY
(07771 [ 100m1 [B JE&HEHE R A8 N 10~ 2 B JE-N, N, N7 N7 =Y FE R~ 1 OH-Wy e R -3, 7 i
(5g,15.27mmol ,MW 327.45g/mol) . (70% /KIFM) L T#2 (7.21g,45.81mmol , MW 110.13g/
mo 1) FITFR B (25m1 ) KR A PR 75°C I BLAEIGIR JE i HEA/ING SR 5 VR A I KoK
H) o VA AT Bl FF 7 3123 H 22 6 R B, 49 0K Tt 2 2 e tR A o [ I IR 42 v 78 o S TR
(25m1 ) 3 HF VR A 10 AR 20 [ 378 DA R 350 IR W o ¥4 E0 i ST RIS I 73 B L 2 T8 D iie ¥
WG BIF L VK AKAS EN /N, SR G 1L 38 , 15 21 2 5 6 AR L 7= 2 , Frik r= W 2 8: T 25
SJEAE G R TR R (3 X 5m1 ) Pk I HRT-3K , 159 21 £ 3% S [ 44 1 1=
(3.35g,43% ,MW 505.68g/mol) .
[0778]  Vuax(KBr)/cm *;3448(NH), 3263(=CH), 3030(=CH) , 2987 (CH) ,2938(CH) , 2582
(S0sH) , 2452(S0sH) , 1487(C—C),1211(0=5=0),1188(0=S5=0),1145(0=5=0),1026.
[0779]  84(400MHz;D20):1.07(6H,t,J 7.6,CHs),2.72(4H,q,J 7.6,SCH2),3.02(12H,s,N
CHs),6.54(2H,d,J 9.2,ArH),7.02(4H,brd s,ArH);
[0780]  Sc¢(100MHz;D20):142.3(QC),136.6(QC),119.9(CH),118.4(QC),118.2(CH),115.2
(CH),46.2(NCHs) ,45.3(SCH2) ,8.3(CHs)
[0781]  MP:208-210°C (IPA/TA )
[0782]  m/z(EI+): it /FE285.129970; M E{E 285.129761(100% , [M-2EsOH]") .
[0783]  m/z(ES-): i1 B & 109 MEL{E109(100% , [M-LMT] ),
[0784] k2%
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[0785]  #flg LMT.2EsOHIRFEIEM T LR (~0. 1) IF Ho¥ £ 1R LR 2 T80T TR 5 H
PE RIS T AR 4 B3R o di A AR A IR USCER , I I XS G AT 5 AT 3 » I B =P 9 XL
(LTEREY) .2 WK 17a,

[0786] & 3 :N,N,N’ N’ —PYH JE—-10H-WyMEBE -3, 7— — e 84 B Ot Y 28 0 g &h)
(LMT.szoH>Eﬁ‘*ﬁE$D&>H?

@
[0787] o®

] O
-—~<::>>—§ =0 O:i,‘QIID
W B 1; H,0, NayCOs, THF, Et,0, p-TSOH

[0788]  LMT.2TsOHfK) & %7712
[ww}LmzhmmA&%Ltm%@%¢ﬁNNwNh@%ﬁﬂMW%%%3%:@

TR YR BUAE B B A ATLE R R SE i o A6 R ORI R AL 3 A U 9T HAR R A
%Wﬁﬁ¥ﬁo
[0790]  SEEGHHY
[0791]1  [A150mLEEAF 7 IR ER 4 (0. 59g,5.58mmo 1 , MW 105.99g/mo1) Fl7K (10ml) , i HE
TRE Y E B A4 O 2V 171 100m1 730k =} H 48 NN, NN N7 =0 FE RS — 1 OH-Wyy IBE IR -3, 7
TS &AM (1g,2.79mmol , MW 358.33g/mol) DU IRME (35m1 ) Fl - Z Tk (5ml ) , SR J5 i
TR B AW A VBT o 1 v PR B 2 BR B WIS )2 T 3T 5K B 8 o 18 LA B b s o i
Je VB AL VY SR (5m 1) o o B R AR — K& 7 (1. 06g,5.58mmol , MW 190.20g/mol ) Jf
B BB A0k 4a 215, 43 21 2 5 g ki TRV R =) (MW 629.8216g/mol) .
[0792]  Vyax(KBr)/cm ;3440 (NH) ,3270( =CH),3032(=CH) ,2628(S0sH) ,1484(C-C), 1194
(0=5=0),1122(0=5=0),1032,
[0793]  64(400MHz;D20);2.24(6H,s,CHs),3.09(12H,s,NCHs),6.62(2H,d,] 8.4,ArH),
7.10(4H,s,ArH),7.13(4H,d,J 8.4,Ts-H),7.61(4H,d,] 8.4,Ts-H)
[0794]  6¢(100MHz;D20)319.9(CHs),45.9(NCHs),115.0(CH),118.2(CH),118.6(QC),
119.9(CH),125.5(CH),128.5(CH),137.0(QC),140.5(QC),141.9(QC),142.8(QC) .
[0795] Mp:108°C (THF/Et20)
[0796]  m/z(BI+): 5L /F &285.129970 ; M 4<{H 285.129398(100% , [M-2TsOH]") ,
[0797]  m/z(ES-): it B & 171.0116; WE{H171.0121(100% ,[M-LMT] ).
[0798] & 4:N,N,N” N’ —PU I J:—10H-WyBERE -3 7- — Jiedf 7, kR £k (LMT . EDSA) [ &
A W

‘ TO W
[0799] \r"{s,\ll/ ‘ ’\l/
O},/\\/ ‘:\O

B i: 10, EiOH, EDSA
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[0800]  LMT.EDSARI A Al e il I A 10-Z B3 -N,N N N =Y B - 10H-Wy ERE -3, 7— . Ji%
(K B IR S SRS I o BT PR A 1, 220 TR I VA 72 &9 LB KB

[0801]  SEEGZH Y

[0802]  [m)25m1 & JER IR R A8 N 10~ 2. BEFE-N,N, N N —PU FF 3~ 1 OH-Wy BB IR -3, 7— i
(1g,3.05mmol ,MW 327.45g/mol).1,2-Z, HiFR— /K54 (0.95¢,4.58mmol , MW 208.21g/
mol) 7K (1m1) FIZ. B (5ml) B VE A W0 N E185°C I HAE IR JE I RE2 . 5/, Horpr , 4t (1
[75] 44 A VAR T HE R o B R VKK VA Z130min , AR o i UK , 49 31 52 4 o €0 3 4 (1) KL A
Mo F 1% (3 X 3m1) Pl B4 3 H R 15min, SR G 7E70°CIlEit HT-3. 5/N i), 43 21| 2 3 8
[l 45 (KRR =4 (1. 33,91 % MW 475.61g/mol) .

[0803]  LMT.EDSAfI4ifk

[0804] [ 50m1 4 FE IR 75 kL HILMT . EDSA(1g, 2. 10mmol , MW 475.61g/mol) Fl7K (10ml) .
W HINFE95 C - HLAE I B EL B0 WA 4V i o AR i i A0 21025°C , Horp TR ik
S0 25 B A S SR 5 VB VKoKV 2030min , B 5 i U o AR B (3 X 3ml) BEI4 P & 1K)
3t B R 18/}, 43 21 2 25 dfeIR e e o [ A ) 240 7= 47 (0. 88, 88% ,MW 475.61g/mol) .
[0805]  Vyax(KBr)/cm ;3408 (NH) ,3280(=CH),3221(C-H),3036(=CH) , 2574(S0sH) , 2480
(SOsH) , 1484(C—C),1226(0=S=0)

[0806]  61(400MHz;D20);2.98(12H,s,NCHs),3.06(4H,s,SCHz),6.45(2H,d,J 6,ArH),
6.95(4H,d J 4,ArH)

[0807]  S¢(100MHz ;D20) ;46.2(NCHs) ,46.4(SCH2),115.1(CH),118.1(CH),118.4(QC),
119.8(CH),136.5(QC),142.1(QC)

[0808]  MP:7£268°C 4 fif (H:0)

[0809]  m/z(EI+):vH5H{E285.129970; W £2{H285.130948(100% ,[M-EDSA]") .

[0810]  m/z(ES-): 11511 188.9528; M £ZE 188.9535(100% , [M-LMT] ).,

[0811] Ay

[0812]  {540mg IMT.EDSABEEE M T # ) ALK (~1m1) o 3 HAERERE T 2 2t % 41 o i
AR IR I XA e AT 5 AT 43, I BLBA 1) L LLMT SEDSAING M) — K
“W. 2 WE1Tb.,

[0813] &5 :N,N, N N’ —PUH JE-10H-Wy MEMR -3, 7- &85 25 hafR £ (LMT . NDSA) I &
A W

b FI A
PN NN N
[0814] | | N @

i
| 3 ¢
W B i; H,0, EtOH, NDSA O 8=0
11
el

[0815]  LMT.NDSAR & 1%

[0816]  LMT.NDSAM A A2 B X 10-Z Wi FE-N,N,N° N —PY B B - 10H-Wy e R -3, 7— I
(1) B K f R ST o BT FHBR A 1 . 525 T % I ELVA I B 4 B KAWL

[0817]  SKIGHHY
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[0818]  [a]25m 1 &l JEKEHH H A IN10-Z e FE-N,N,N° N =0 FF 3L - 10H-Wy MER -3, 7— %
(1g,3.05mmol ,MW 327.45g/mol).1.5-%% T fRIY K54 (1.65g,4.58mmol , MW 360.36g/
mol) 7K (1m1) FIZ B (5ml) o K VR A4 N4 2185 “C I H AL IR B2 F #3043, Horr, plrik iR
EIASTT S o A BOR AP HR I 7K (Am 1) H05 s B2 INFAEI95 °C I HAE I FE R FES /N .
W BIFI A VKAKIA EN1043 81, SR Ja ik 98 , 15 21 2 9% S o[l A4 Ry kL il 7= 4 o AL 1l 4 FH 2L 1 (3
X 5ml) Pk IF HAT-3K , 15 31 2 1R 2k W8 €0 [l A Rk i =4 (1. 75¢,100% MW 573.71g/
mol) .

[0819]  Vuax(KBr)/cm 53382(NH) ,3302(=CH),3040(=CH),2525(S0sH) ,1478(C-C), 1238
(0=5=0),1219(0=S=0),1179,1158,1030.,

[0820]  61(400MHz ;D20)33.06(12H,s,NCHs),6.70(2H,brd ,ArH) ,7.14(4H,brd,ArH),7.43
(2H,t,] 8.0,7.6,25-1),7.94(2H,d,] 7.2,%5-H),8.87(2H,d,J 78.4,2Z5-H),9.10(1H,s,
NH)

[0821]  6¢(100MHz;D20);46.0(NCHs),115.3(CH),117.5(QC),118.7(CH),120.4(CH),
124.6(CH),124.7(CH),129.6(CH),129.9(QC),138.3(QC),141.7(QC),143.8(QC) .

[0822]  MP; 7256 °C 43 fif (MeCN)

[0823] m/z(EI+): 5 i 5285.129970 ; M £Z{H285.130367(100% ,[M-NDSAT").

[0824]  m/7z(ES-): it 41/ E286.9684 ; ML EX{H 286.9697(100% , [M-IMT]1 ).

[0825]  sEfs2- VR MR FERER

[0826]  i)N,N,N’ N’ —PYFFFL—10H-WyMERE -3, 7— Jedf IRALW) . —SEAL AT B (R 1 iR
£5) (LMT. 2HBr  LMT . 2HC1 FILMT . 2MsOH) £ ) 7 il &

[0827] I AdKREHCT (BM) /N Co b 7S 0 21 25 B8 7K Ok il 4 PR BlK A (pH 2.00/13.01 , 7
21.4°C)o

[0828]  FEARF—SKIGH B IR I — R omL /NIRRT °C i N — B o A idi #h
(LMT. 2MsOH\LMT . 2HC1BRLMT . 2HBr ) Jf ELRHVR A W44k b 20 LA [ 44 58 4 W i T 52 I 0 3R
HBIAR A — DI

[0829] ZEHURTREH:

[0830]

Eh pH(21.4°C) g/bml*(37°C)
LMT. 2HBr 3.01 4.726-5.236
LMT. 2HBr 2.00 4.822-5.096
LMT. 2HC1 3.01 4.978-6.029
LMT. 2HC1 2.00 4.404-4.961
LMT . 2MsOH 2.00 8.825-9.943

[0831]  sejtull T PR X R T 2 3] 58 A= VA A I 1 e B8 o B RO AETA B AT 73S I e B

=

Ho

[0832]  F[LAAEH,IMT. 2MsOHE A B 4FH /K A PE o

[0833]  ii)LMT.2MsOHEL I pHK i

[0834]  FEAHICSEIGH , 40T il % =Pz ph i % 76V (pH 2.pH 3MIpH 7) -
[0835]  pH 242 MKiATK

65



CN 105853439 A iﬁ, EH :I:S 63/142 5T

[0836] 15 4 fill 4 (0. 2M) &AL (KC1) (0. 745g , 47 T-50mL 25 B 17K Hh ) T« NI 75090 HH B
50mL 3 FL FH £180mL 25 B K BB o S8 S R FH (0. 200) B8R (HCL ) YA VBCH pIH i 4 212, B I i 2
B Pk DR, DARME B1200mL, 1053421 6°C R K RZpH 2.00.

[0837]  pH 3ZE1HIKIE

[0838] ¥ 2G4 (0. IM)AFZE R ERE A (2.042g, 47 T 100mL 2 55 7K v ) W - M TR
FUE100mL 3 HL FHZ)50mL 25 B F /K R o 4R J5 R A0 . 2M HC LA OH pH A 5 2103, B i 25
TR G H R, UM B200mL 021 TC R pH 2.99,

[0839]  pH 721K AW

[0840]1 ¥ %4 (0. IM)EREE — &4 (KH2PO4) (1.370g, 47 T 100mL 25 B 7K o1 ) VAR - I
VAV HH R L00mL 3 LI £980mL 25 B /K Wi o S8 5 0 FHHO . SMEELIL Y (NaOF) YA VA6 pH A 45 5
7,8 5 R B K — SRR, DUANE 21200mL . 18 5:22°C PRI pH 7.07,

[0841]1  J7yk

08421 5 % K4 L SmL /35 I8 545 BIORLBE P (mi cro—f Lea) /NI o 6 3/
B T W E A 25 CRIZKIE T o VAP -1 . 5g i I LMT . 2MsOH . 7ERFR AR NG » R VF 10
g I 5] DL B AT B P VA o S0 o PR R ST 2 010 59 50 M o 0 LA e B U
uviiset ARG 25 T I [ 4 8847 72 , W0 00 5 203 B R

[0843] 45 %

08441 45 R A I A PEPEL L 3ok S 410 7543 438, DRTIHe 7 T 6 5 0 4 0 VR A P
R bt 46 ik 425 S b B — AR A A TR R« 20 2 AT LT . 2Ms OHIR A S5 B8 g
BRI HLE A S S A LMT . 2MsOHIY & i S 4 At IR .

[0845]  =ANSEIG A — AL R ERITF -

[0846]

pH R (g/ml)
2.00 1.600-1.773
2.99 1.981-2.092
7.07 2.033-2.114

[0847] W LAFH HY, Y pHFEAGI , 8 M 2 A A 9/ ) » (HZ LMT . 2MsOHAE = AN KM J e 1 B
— A AR ARG

[0848]  f&.Z ,IMT.2MsOHEUMTC (AR 7 ) B A B8R 19 /K PR 3 EL VA 8 3 AR O T 4 B2 AL
VIR AR SR BT R« IX R BH L 90 T AR SR B ¥R 97 A0 F a1 s MR 38

(08491 S 6] 3— o) 55 G2 AR 25 14 114 0 il

[0850] v 4T o AN [E A o #r

[0851] v ZR A 43 #r 7 [l AH S % 4 v I FH 240 1 F 20« Fr B T VA AE 49 w096 /30766 1
BT T FEANHL A o ] B U, TR 4 B S VA R R ) T (R R R 297-391) [ AH 45
AR T (58 3E297-390) [0 45 & - BT & W 45 & 2 FI T AmAD 42338480, BTk HiikmAb
A235F S PE R IR B & ComGlu—39 L FR ZE (1) I AR AME B T 2 A WS4 T 72K JR 2% i BRI
i FH T 94/95— 8 R T I8 (R 297-390) (1) 955 3R 1 T 454 AH TLAE PN A4 i PR
TE R RERIE G, BT id 8555 380 7 B R e 41 22 (1) g A i 7K AR e 1A 0 FR R B o
[0852]  #4Bsoff (7 A I &= SE) Wl N t—145 58250 % WAL SR JE

66



CN 105853439 A iﬁ, EH :I:S 64/142 5T

[0853]  Jyi: BT 4L TSR A4

[0854] 43 A fe H T 376 /1N B 41 ML , T ik 4 22 22 L M 7E V5 32 i 3 (pOPRSV D) 2 1] F
TR A KM ASETE A B (ht40) FILELE R FE 5 (peDNAS. 1) 28 ih F 26 1A%k P 4 4 4 1)
1(295-390, dGA) . K EhT40) R 14 2 W3t 7R INTPTG (10-500M) 275 S 1), 3% 3k 1 45 P HOE L
PR AR 7 AR S M AR T« AE FAERREAR (1 dGA T AR 7E T R A A K- AN T o Bt
SRS AN R I BT 43 BT PELIT e A T EAZENO 02/055720FH HEAT 1 B B4 A .
[0855] 45 B N MK 1 2kD F B () A5 A 1150 %6 Bt 9 94 5 o BE FRFEE CoofEL o

[0856] 2 (4RI 2l ) 76 10-cmify AL A K B ~80 % G355 (conf Tuency ) , 4R JF 4V
PP 24U HAEH A K 24hr o R NS [RIAR BE RO N0 O ELZE 240 J5 , B INTPTG o 765
WH A G BRI, FIPBSBEV & AL ELIBIL s I R (Laemm] 1) 22 B S 40 o
AL AF T 20 C AAERE 5 #EAT HERCHL UK B A BRENIZE (Western blotting) FIFLAEARIC o i
JESDS PAGESY B BURE 45 SL44 B BIPVDFISE, O LR AR (Kodak Image Station) Lff
ECLAS I E 7 /51 HUAAR T v o 38 % 75— 52 1K BEVE IR W ZE4 MR BE T — U= I &
W), AE— AN B 1 XEAT B A L - BLAGA 5 hT40 8 (58 B Ll 2 (OH — (LN BV B0 2
REAE ) X 2R B2 2 B, 9 HLBL A7 2 bl P L 81 200 . SN F) B 1 2 ECoo L o

[0857]  FFik 7vEIL T T 215 JMTC(TRx0014 . 047 ) 7EFT A SL36 R4 Jykd BB AT , 3 B
ECsofti A4k A B A ECs0=0 . 59uMIMTC.,

[0858]
£ A& A
F1R J& tm e B 5 243U
F2KR I A IR 6 hdh
#3K TR, BAWIPTG
[0859]
#a4x FE, EIEAZ AP SATIE, B A AT

A E-20C

s FSDS PagestIx_LiZ AT, #4452 |PVDFE, A 7/51
PR ARG, AR ATE I DI AR Ep i HHAT 2 B 3%
HAREEAS D) BB (Systat) Kt AR TLA,

[0860] 1 : F T I EBCsof 3T FEFEHIIL &

[0861]  Jyvds: A EE AT

[0862] 140 g (3T6/]N B, £F 4 J5 2 ) 76 1 0—cm v A2 K 3 2180 % 4 i , S% J5 3 FL 2196 L
B, 10% 10—cm#L /BFI6FLIR , 5011 /FL . —FUSMFLIRFF = B CEAE A P A= 1) . 7o
VR M A T 2, S8 5 DAFF IR FE CRF TMTCELMT . 2HBrk Ut , 38 5 A 200uM) 4 25 4 In 214
AL, I BAE SR 2L AT FH L 28 8 R, Horbi e AL 40 FIPE G A 2501000 B o {45
AN96FLAR AT I PR A2 ) o A A A 28 W47 AE D IR F748hr , It J5 25 R B 97 25 H HPBSTE %
ST o A P A T 7L R B AU (LDH) 43 A1 (19 ZE FE4E 58 (Cy to tox) 96 FLIA A & (7% 2 4%
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(Promega) ) e I 5E 40K E - PIrad 43 B 5 St I 5 A o 1) 440 e 2R A8 J= R T 1) e B B LDH o R
AR DY e L 2 A i A1 65 B B (Formazan ) 7 49) (1) B A 7 B oI I & B RE 18 Y LDH. o By &2 i B 4
1) 5 55 I 2R 240 P ) 5 B el b 49

[0863]  fay St Uit , KF A i FHI50m 1/ FL 1 X 2B 5% iR 2R 45-60 53-8, B fi5 HI50u1/4LLDHAS:
Hri AL B 3043 I H 5011 /AL 2% 1E5% Ml 2% b R o £E490nm ™ B2 BB O E o BAAHR T
AL ER I AL RO B (CRACFR A = 1. 0) X 25903k 22 B o DA i 07 MR Ol B A
50 % o A FE DU 52 LDso.o 24 JUKLMT . 2HBr i , MTC(TRx0014 . 047 ) 7E Fr A3 SE56 Fh M4 Ay Xt s
1T, 3 H A LDsofE A% 1E ALDso=65uMEIMTC

[0864] 4EHL.

[0865] AR 45 A% B 1) & PSR ) 6 5 HL-5 A A642)) RN, N, N N7 =0 FE -1 0H-
WyMEBR -3, 7— %8s &AL (LMTC, LMT . 2HC1 ) AIN,N,N” N’ — Y B B~ 1 OH- Wy MEE -3, 7— -
fiss — (ALY LIT . 2HBr H -5 HF 22t B B S Ak M (MTC) #EATEL 3R

[0866]  AN[F] T Ak B Bny Eh B A S ML S T R k2

[0867]
e LDs; (pM) ECs (nM) |THx |Bs, (uM)
, ; 11956+ 16.1
MTC 65+5 0.59 + 0.04 110
(n=10)

_ 0.66+0.15 ,
LMT.2HBr 61 +4 (n=20) (1=8) 92 4724+ 276 (n=3)
n=e6

o , o 10.194+0.04 , -
LMT.2MsOH [34+4 (n=8) (=8) 179 | 238.2+74.2 (n=3)
1 e
0.63+0.10 _ -
LMT.2HCI 64+ 8 (n=10) =7) 102 1360.8+382 (n=3)
]‘l:
0.62 +0.34 ,
LMT2TsOH |87 +£10 (n=8) (ne2) 140 |296.0+37.9 (n=3)
n:
- , ; 0.71 £0.34 ; _ )
LMTNDSA |77 +£15 (n=8) (ned) 108 [333.7+63.2 (n=2)
n:
| 0.68+0.32 , ,
LMTEDSA |[78+6 (n=8) () 115 13999+ 17.6 (n=2)
n=4
o o ; 0.52+0.13 V .
LMT.2EsOH |52+3 (n=R8) (1=3) 100 1297.0+75.1 (n=3)
n=:
MSA* NE (20) - >500
EDSA* ” NE (20) « >500

[0868] K2 AKHNEHE 2 I
[0869]  THx,yR¥7 5% (THx =LDso/ECs0)
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[0870]  {HF AN FIHME £ SENE=T2 (FE S K IRFET)

[0871]  MSA=H {2 ; EDSA= £, T F%

[0872]  iFif

[0873]  LMT.2MsOHFILMT . 2HC1 B EC504E (CEI4H & SE) 43 7l 20,19 0. 04uMA10.63+£0.10
UM, FH A VR TFR A L TR 102,

[0874] b EW/E 3T A0 MR T— T SR AR AL ¥ FH O B &

[0875]  LMT.2MsOH>MTC.LMT. 2HBr \IMT. 2HC1 . LMT . 2MsOHf¥) VA 7 $5 5 EEMTC K63 % .

[0876] 71 J T~ 41 H 1 4 A1 H (W) RR BB L J7 EMTCLLMT . 2MsOH> LMT . 2HC1 >LMT . 2HBr &
LMT . 2MsOHAILMT . 2HC1 I B5OE 43 7l /& 238. 2 = 74 . 2uMAI1360 . 8 + 38 . 2uM . 7E TCZH L 40 B vh )
AHNF R RE NP A& LMT . 2MsOH>MTC LMT . 2HC1 \LMT . 2HBr

[0877] S f5|4-F5 3 5% % BN I I R IH) 5200

[0878] 4K AIMEME ETES (Wistar) KR 45 FLMT. 2HBr . LMT. 2HC1 \LMT . 2MsOHBRMTC , F 4k
14K s M LR BIEE 10K I & N95mg MT/kg/ K, M 11K 25 14K K55 & 60mg MT/kg/
RAEFTAIGIT AP HE BN L F 05 AT k55 (subdued behaviour) fI4x & 5 7717 I
PRABAE AELMT . 2HBr FIMTCYR T 2 i AR ¥R T AR AR T .

[0879]  7EFr A V67 4L MLBUFI & il #5E 2487 AR MRS M ) 40 i A i S 250 A - X 2
AR A HE < IR P PR 20 M 0 B B /) AL 2T B Ak B AT X 2R A 4 e B = 3 DA B B
O R 2 208 A 5 B o X A e R o 0 2 A KT K 3 A 2 2R 2 s XORAESE .
[0880] 7 Jir 6T S & BE AR H BINE PR 40 Bl & i ek /]S , HLMT . 2HBr ¥ Y7 40
T T A 2P R 30 2 R T e A o A P i 5 1 IV R R o O 81 (1) 8 o R 24 i gk 2D i
(neutropaenia) 7™ B FEE b F & BIX PR 2 5, HoAp LMT . 2HBry& Y7 (19 3040 H 1) 1240
7 200 i 5 2 R  MTCZEL A Rk /b , LMT . 2HC 1B LMT . 2MsOHZH A5 a2l o LR 9 45 S 3%
i, 2 /DR K B, LMT . 2HBr 5 R g Hh Mk 200 B 9 A 140 40T i) 7 =5 T-LMT . 2HC1 \LMT . 2MsOHEX,
MTC o 75 KB H BEAT 6 H 7 & (45mg MT/kg/ K )LMT « 2HBrafF 58 v , 19 Wi 22 il 240 v 14
S £ VR £ P B B DR/ o £E 45 T LMT . 2HBr Ji W 22 30 A8 e s 208 i F) i 2L B g o 2
I ek /D BLAR AT 00, H S S5 3 O B 52 BN Gy , R B AT 35 B AL R4
[0881]  [A|uth, 76 KK H, LMT. 2MsOH5 LMT . 2HBr A b ZE N 52 1 (B AHDE HEFE T2) 58 b ik
7 24 0 S5 2 TP A 73 T S i 7 5 ) A 5

[0882] K :7EZR 14K MRS, T IMTI AR ELIE 205 A8 KB 498 o PR 4 B s B o s e v
PR AE B S A S AR (Z9100) 1 F 23 bL s IWRRAN B #6251 40 e (JERET 1003 107)
SR BFN B AEAS AW TR PR IR AF A2 T R s R E A R MR T e S o R A8 R
B E .
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FHEF MEAAXHERL

Ao % b kS n e Mlmie T
o - e A >
(08831 WL A BR 15.50% 0/8 0/8
LMT.2HBr 3.00% * 8/8 2/8
LMT.2HC1 19.90% 2/8 0/8
LMT.2MsOH  18.30% 1/8 0/8

[0884]  xP<0.001, 5 %FHEAHEL

[0885]  JRLAHAE IR #rFRLMT . 2HCT AILMT . 2MsOHAH 24 , {H 7 3 P9 F £ 7 2% dh o UL 2% R
AFAE I AN [A] X T LMT . 2HC LS Uk, 75-A B3GR TR R I 2 &0 B e () A7 A5 3F B DAMEDUK 2 58
FW 07T A IRAE TN  AHEL 2R, ZELMT . 2MsOHA i A oy, AT LUK % 201 R il 152 2 T
IR R P IR (EMS JMS ) S 2% i 4% il AR AT 2 (1Ko

[0886] 7 KB, A /N Fp Sl o) e T R AR I BT A5

[0887] W %2 3| sy 2k il 41 £ 1 MILAE 1) B AR ) = & 72 KR A I 15mg MT/kg/ R (MTCAN
LMT. 2HBr ) B 7£ R K5 [1)30mg MT/kg/ K (LMT. 2MsOH) +5. 3mg MT/kg/ R (MTC) FHAE />
AR ) 10mg MT/kg/ K (LMT . 2MsOHANLMT . 2HBr)

[0888]  fr/NAYRE HRHEAT (19 HLMT . 2MsOHIF 7, FE R 28 K 25 T J& , 7£.3mg MT/kg/ R F
WA R ILAL B A IURE R FRAIE -

(08891 SRy , 21 Fir T AT , B 5 MTC L LMT . 2HBr BCLMT . 2MsOHf¥) 71 & 7K - 3G 0, X RBCH) A AL
IEIETARAE DA S A OC 7 U HH B, 3 e e vy R M40 B8 [ 7KSP B9 3G 0 DA S AE B 26 i 52
()75 8 R R M (M e (1) ML 20 88 (1 AE L0 40 B (R SR 464 (R T RAE B

[0890]  sfsil5-Z4 4R35 /12

[0891] & 18\ /~7E (LA 2mg/kg M1 15mg/ kg PR £8 11 57| & ) 45 T LMT . 2HBr \LMT . 2HC1 Al
LMT . 2MsOHJi5 , MT 43 B B 1) 76 4 H 5 L RR FE R L 3

[0892] T LLE H, LMT . 2MsOHIH Cuax (Tuax A 1ZNEF) A LMT . 2HCT BLIMT . 2HBT [ Cuax [ 245 LA
o PH B, IMT . 2MsOHT] LA L LMT . 2HC1BXIMT . 2HBr 5 45 &% Hb 52 5% T-MT.

[0893] s {565 JIJSI 7T

[0894] 5T (f8 FIMTCERIMT . 2HBr )28 K KK ) : Sk H & R B4 (terminal animal)[f) &
(1) T 326 () S Al R T KD R A 28 R 1 T P
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[0895]
Mg, BE. AR POt L s R ERE: SR (terminal kill )
Mk S
IM2ZM3M4MSM6M7M [IF2F3F 4F SF 6F 7F
MTC  LMT.2HBr MTC  LMT.2HBr
Mgk KF (mgke/K) 0 5 30905 309 [0 530905 3090

okt 5005005 5005 00 5
B (ERi)
B % 1 - - Loy ] )
2 - 1 =T - !
3 . - 1 - 1 1
Kisapbizia 1 . 1 - ) i

[0896]  F&fiff: “—“=AAFAERI, | =A%, 2=, 3=, 4= )" 5 , 6= 5
(08971 M _LSCRIFH 10N /4 AT BATIN T S 2%
[0898]
BE. BAE. FARTHMAEANLEERTERE: ARFR
e b i
IM 2M3M4MSM6MTM [IF2F3F 4F 5F 6F 7F
MTC LMT2HBr | MTC  LMT.2HBr
WAL, KF (mgkg/K) 0 5 30905 309 P 53090 5 3090

b o W o 0 1060 0 10 1000 100 0 10
g (dEmdE)
A X 1 - - 2 L - -
2 ; 2 -t ; 2
3 = - 2 - 2 2
gt 2 4 2 4
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(08991 AfF L (A HILMT . 2MsOHF) 28K KSR AT 7L ) < ok B &R S0 B B« AT 38 w0 B
T 1 b Al B A B A A R T E R T

[0900]
BE. Rl P et il Zsi2mT a4k, ARFR
bdle3 Wb
IM2M3M4M  1F 2F 3F 4F
248 Fa K I A (mgkg/R ) 0 5 3090 0 5 3090
A 100 0 10 1000 0 10
e o
B (dEmdt)
LES 1 * - - -
2 - 2 . 2
3 , ’ . 1
gt 2 3
KoM 2 i 1) 1 . 4 - 4
2 - - - 1

[0901]  *Kff: “—“=AEAERI, | =K, 2= , 3= & A= JE"&E 5=/"&
[0902]  Ixubsd B SR JIMT. 2MsOH S| AL B #l38/N T-LMT . 2HBr o

[0903]  SEH7—EFACY)

[0904]  RFCASEA1 - A5 A 82 I 4 il & LMTM A 7]

[0905] ek 42 Fe 4V R il & 2 A DA LR F il -
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[0906]
h#l4%2 (LMTmg/h #l)
50 150
75 100 125
B ( nng/)#*%ﬂ '
LMTM 84.43 126.65 |168.86 |211.08 |253.29
R R B 344,57 130235 [290.14 |392.92 |425.71
b s 4 £ ( Avicel )
‘ | 50.00 |75.00 95.00 |125.00 |150.00
PH102 2 PH112)
) o 15.00 | 15.00 1500 |15.00 |15.00
W HL et e B )
PR B4R 6.00 6.00 6.00 6.00 6.00
R ilE NS Ay 500.00 |525.00 |575.00 |750.00 |850.00

[0907]

B, IF HAR A T S A LR 4
[0908]

VO AR Lo SR B B AR
[0909]

YRS 45112 A Qb CRR s ) 1l 26 LMV 751

[0910]

73

i3 T R R il e HL AT LA AR Fri

TERNF 5 S AL 95 FLMTM . 153 55 T4 1) B S B ol it £ 208 2 2 S 4 TR A I 1R

% R PR ARG G SR RR IR M RRT  » FHF— R P R AR AR ) (R K P&
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[0911]
k#1482 (LMT mg/k #1)
50 150
75 100 125
R (mg/k #)
LMTM 84.43 126,65 |168.86 [211.08 [253.29
R TR H R 344,57 (30235 |290.14 [392.92 |425.71
fhan 442 & ( Avicel |
o 50.00 | 75.00 95.00 |125.00 |150.00
PH102 = PH112)
TIRGBH ( RBEHRT
o 15.00 | 15.00 15.00 |15.00 |15.00
Y K v e b B )
RS BR AR 6.00 6.00 6.00 6.00 6.00
il ot S 500.00 |525.00 |575.00 |750.00 |850.00

[0912]

IR 4E 2 Bk 53— B AR IR BR AN I BIURL P B A

[0913]
WO Fr 7AZ O SE i RAT AR
[0914]

VABCHDSE 3 it Tk Gl IR il 8 LMTM 5 7]

[0915]

74

i3 Ty AT G R R A H AT LA AR Fri) .

TERNF 5 S AL 95 FLMTM . 153 55 T4 1) B S B ol it £ 208 2 2 S 4 TR A I 1R
B o IR A R R AL oS VR A S e T i ok I LR e R TR £ s R AL (oscillation
granulator )i A& B o £ RUAR DL , 725 B AT~ A I R B L ml 723 AL AL

SR JE AT FHBR LA E G SRR VE MR i » FI T — RPN B AR RE) (KK PEE 7
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CN 105853439 A ijﬁ 72/142 T
[0916]
B #1443 (LMT mg/f A )
50 150
75 100 125
R (mg/h 7 )
LMTM 8443 [126.65 [16886 |211.08 [253.29
S E TR R R 34457 130235 |290.14 |392.92 |425.71
Fhah 4% ( Avicel |
| | 50.00 | 75.00 95.00 |125.00 |150.00
PH102 = PHI112)
RIEEBR ( RIEH R T |
N 15.00 | 15.00 15.00 [15.00 |15.00
W Aotk &k R )
7 fg PR 4R 6.00 6.00 6.00 6.00 6.00
bR P AN S 500.00 |525.00 |575.00 |750.00 |850.00

[0917]
7P 78D o
[0918]
[0919]
Bl IR R B VS I 2 UKL h 4B A
[0920]
VBRI Lo SE i B AR
[0921]

SRJE 3 A CAT 20 B 0 0 33 PR G ML LRI B el e B
FERGSEA o, £l s B A8 — - g IR Bk EL R AW S AL b R Z At s —

TERI 2 S AL 5 ALMTMARECIE 77, 28 05 A58 T s Ry AL s 246 DA 7= A 1 s Bk (3 1

SR A AT FHRR A e SRR VE MR s » T — RPN R AR EE) KK PE& 7

A FC ) S 45114 - 38 3 o WA 77 S e I G A - AE UKL A I N LMTMR il 6 LMTM 5]

[0922]

75

i3 i 2 2R il HL AT LA LRy Fr )«




CN 105853439 A iﬁ, EH :F; 73/142 L
[0923]
h #4AF(LMT mg/k 71 )
50 150
75 100 125
o (mg/H 7 )
LMTM 84.43 [126.65 |168.86 |211.08 |253.29
H gz 334.57 [292.35 |280.14 |380.92 |413.71
ah 4% ( Avicel
50.00 | 75.00 95.00 |125.00 |150.00
PH102 )
REBHER ( RIENTET |
| - 15.00 | 15.00 15.00 [15.00 |15.00
Mo b ool B )
B b Aotk R TR 10.00 | 10.00 10.00 [12.00 |12.00
RS FR4E 6.00 6.00 6.00 6.00 6.00
VN 500.00 |525.00 575.00 |750.00 |850.00 |

[0924]

0 ) RE 4B AR LB
[0925]

SR JE R IF B (4 e 5 R A PR A2 5

IRPEB TR A i L SE R AR

[0926]  JABCA)SE5 : IMTMER FE 1K) fhill %%
[0927]  #hil# B A5 DL 4R B 2 .

20 R RV T PR B A S LMTMS FIAE — 2 , B S5 7%
MU A HILE e 4 o 28 5 R AR ARG B G SR BRAOTE M g b » AT — R BRI IR B AR A RL) (1

76

FERF B A B A e B SRR R (R B 1/3) MR A 4R R AR e (8 Ve T
TR ERTPVPIE TN 15 MR RS o 7RI AL PR T2 v TR P B, 28 AR AT IS




CN 105853439 A iﬁ EH :FS 74/142 71
[0928]
REAE (LMT mg/lR &)
50 150 200
75 100 125
A mg/fR &
LMTM 84.43 [126.65 |168.86 [211.08 [253.29 [337.72
T R BB 191.07 | 14885  116.64 |7942 4221 |37.78
FRAERR ( RN R
AR 3.00 3.00 3.00  |3.00 3.00  |3.00
ARG BR5E 1.50 1.50 1.50 1.50 1.50 1.50
ELALES 280.00 |280.00 | 290.00 |295.00 |300.00 |3%0.00
[0929]  FEEN15-G ML 5 ALMTMAT A 77 o i F RS BEIE R WG TS 25015 SR 7 B AR

& (#50mg . 75mg » 100mg « 1 25mg F1150mg i i )38 78 21|15 B Z8 v 3 H o 200mg 1 Bc 4738 78 31

05 ) o il 26 B BC e 2 ATHPMCH 8 — 35

[0930]  AFECHDSEH6: IMTM 75mg A0 A& A I Ase T I 2
. WAEE
B8] &
WK, | 25°C/ 60% 40C
(H)
RH /75%RH
0 102.2 102.2
| 101.5 94.8
0931 # 3 100.0 942
HY%LMT ﬁ?% 6 96.4 Zt\ﬁ’f?
WA 9 95.6 RIEAT
12 96.0 KA
[0932] AT - IMTM  100mg AT AC Fr 751 R s M Ik 4 21
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CN 105853439 A 75/142 1
sk gl /83 g G4 E _
CH) 25C/60% RH | 40C/75%RH
0 101.0 101.0
1 96.7 93.7
[0933] 13 95.9 92.8
Y& H%LMT 7% ,
gy 6 96.0 94.2
BRSO —
9 97.1 APAT
12 96.8 K A7
[0934]  JEECASL 5118 : LMTM 75mg AT A F 70 A ik Ak 445
. B a) &, AL E
(A) 25°C/ 60% RH | 40°C/75%RH
0 2.16 2.06
1 2.05 3.79
[0935] 3 2.19 4.51
BT m 89 %MT | 6 2.83 5.71
9 3.53 R AT
12 3.28 RitAT
[0936]  JEECASL 59 : LMTM 100mg AT A 751 A B o b Ak 445 S
o i 1a] B AL B
UEES —
(A) 25°C/ 60% RH | 40°C/75%RH
0 2.07 2.07
| 1.78 3.27
00371 3 1.81 4.92
P 7% i 89 %MT | 6 2.51 507
9 2.72
12 2.88
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[0938]  {AFECA)SEMH10:IMTB 100mg A 4% i 7]
[0939]
o mg/ ki 7| mg/ 5 #| %
(44 LMT) (484 (A% )
LMTM )
J R
LMTB 100.00 163.03 32.61
(#4% 0802100070 )
K E TR R B 329.00 265.97 53.19
( Pearlitol 200 SD )
Wt E 50.00 50.00 10.00
TR 15.00 15.00 3.00
g B4R 6.00 6.00 1.20
i S 3 500,00 500,00 100.00
RUHEE (3mKig) 8.80 8.80
g 4.00 4.00
SRk 3.10 3.10
=B PEG 3350 2.47 2.47
gREEfs (K& ) 0.70 0.70
FAsk & 0.47 0.47
IG5k 0.45 0.45
B R AR 520.00 520.00
HligH 3 B SR
ERLE LA
( Piramal,
Morpeth, UK )
Rl AN A02581
#)1% B 2009410 A 15
H

[0940]
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CN 105853439 A iﬁ, EH :I:S 77/142 7T

DLV ECA AL ) o
[0941]  EECA)SEBILL :IMIM 75mg A A% F 5]

M mg/H A (2 | mg/h #) % (R4 )

K R

LMTM 75.00 126.80 24.15

(35 800225510 &
80224450 )
AT BReGHREE | 354.00 302.20 57.56
( Pearlitol 200 SD )

it & 75.00 75.00 14.29

IR TR 15.00 15.00 2.86

R 5 B4R 6.00 6.00 1.14

A g 525.00 525.00 100.00
[0942] ﬂ%ﬁ

ROHHBE (47K A8 ) | 13.86 13.86

ety 6.30 6.30

Rt 7 7 4.89 4.89

K & —B% PEG 3350 |3.89 3.89

IRAEERE (K2) 1.10 1.10

FAsk & 0.75 0.75

BRIt EE 071 0.71

BR AR A 556.5 556.5

#)1% 3 2RI

45 By 4 3]
ROy A04827
CEC Rz 20108 A 5
H

(09431 St 1 b= SCHTIA ) BB PR 40 1 4% L AT 3R 7 9 14 7096 FLAR e S s Ak (&
DL ETEESEBIL) o

[0944]  {AACH)SE B 2 IR i 5T
[0945]1  DA50rpmff) 3 it H (S WL 19) dnif Fe 2 5] 10 AT 1R By i & IO LMTB A A 571
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(35 100mg) FLMIMFT 7 (43¢ T5mg ) , I FL{% FRBRIEEZ Sk (USPB4) AT SCHBLSE e (P41
e
[0946] XA f1

A St
T 0.IM HC1 (i#idHesk A2/ A, )
IR ARAR 100ml, 64~ m
TR A, <3.0ppm
SR A 37C £0.5C
% B ASE (Teflon)
[0947] ez >0rpm
Jhiahgs 10 ml = & EHAF
Wk E HDPE 10 um
i IP 10 min, 15 min. 30 min#=45 min
g% am. 64~ (& )
Amax LMT 255nm

KA TAE R (pg/ml) #95 ug/ml (V£ 3 Bk ) LMT

ok IAERAE (pg/ml) #55 ng/ml (VEA % %k ) LMT
[0948]  (45minff,Q=75% % T-S13KUH , 4550 BT , 64 F 7 K164 AS /N T80 %6 VA fiFE ) o
[0949]  ZEFURTFRP.
[0950]  LMTM(4 X 75mg;Ht'5 :A04827)
[0951] V&R (o VAR -

e T=10  T=I15 T=30  T=45
min nmin min min

1 94 95 97 99

2 90 91 94 95
[0952] 3 94 94 97 97

4 95 94 97 97

5 92 92 94 94

6 93 92 96 97

F¥E 93 93 96 97

[0953]  IMTB(3X 100mg;#t= :A02581)
[0954] WA AR GEEY)
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%2 m T=10 T=15 T=30 T=45
min min min min
| 91 as 96 96
2 96 100 99 99
[0955] 3 95 98 98 99
4 93 95 96 96
5 96 98 99 100
6 98 102 102 102
FHE 95 98 98 99
[0956] &A% AAH R 5 v T D& AR IR (25°C /60 % RH) B B2 2 14 (40°C /75 % RH)
AT AR B A
[0957] ZEHIRTRRF,
[0958]  IMTM(4 X 75mg;#t 5 :A04827 )~ 4E4E25°C /60 % RHVE it (VAR % )
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AR T=10  T=15 T=30  T=45
Ja] e min min min min
1 97 97 97 99

2 96 98 101 101

3 98 99 102 102

14A 4 95 97 98 100
5 97 98 101 101

6 98 98 100 101
F¥E 97 98 100 101

1 91 93 95 97

2 92 95 96 96

3 93 94 95 97

3INMA 4 92 93 96 96
5 93 94 95 96

6 90 91 94 95

L0959 IHE 0 93 95 96
1 89 89 90 91

2 91 90 93 94

3 98 97 98 98

6/ A 4 97 97 99 99
5 94 94 96 96

6 88 90 93 93
FHE 93 93 95 95

1 92 93 92 94

2 90 94 95 97

3 86 91 90 93

9N~A 4 85 91 96 94
5 90 85 94 94

6 92 96 94 96
F¥HE 89 92 93 94

[0960]  IMTM(4 X 75mg ;b5 : A04827 )~ 4FAE40°C /75 % RHVARE (VAR % ) -
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f%x%&f 52 T=10 T=15 T=30 T=45
J8] " min min min min
| 94 95 97 98
2 94 96 96 97
3 94 96 94 96
1/~ A 4 94 95 95 95
5 100 102 103 101
6 93 94 96 97
IIME 95 96 97 97
1 92 93 95 96
2 93 94 95 97
[0961] 3 &9 91 92 92
3/4~H 4 89 89 89 91
5 93 95 96 97
6 93 95 98 97
THE 91 93 94 95
1 69 84 92 94
2 93 94 97 91
3 64 85 92 94
6 1~ H 4 74 89 92 94
5 91 95 95 96
6 73 90 93 94
FHME 77 89 94 94

[0962]  IMTB(3 X 100mg; 5 :A02581) (i 4F£E25°C /60 % RHIA itk (VAR % ) «
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%ﬁﬁ 52 T=10 T=15 T=30 T=45
8] " min min min min
1 96 98 98 98
2 94 97 97 98
3 94 97 97 97
3 A 4 98 100 101 101
5 92 94 95 95
6 92 95 97 97
PILE 94 97 98 98
1 89 92 92 92
2 89 92 93 92
3 93 96 96 96
3/4~H 4 95 98 99 98
5 95 96 96 96
6 96 99 98 97
FHE 93 96 96 95
1 96 97 96 97
2 95 101 100 101
[0963] 3 95 97 96 97
6 1~ A 4 95 95 95 96
5 96 98 99 99
6 95 94 94 96
FHE 95 97 97 98
1 87 91 93 91
2 88 92 94 92
3 90 93 91 92
94~ A 4 91 95 93 94
5 91 93 93 92
6 94 95 95 93
FHE 90 93 93 92
1 92 97 98 97
2 91 92 92 92
3 95 96 95 96
1248 4 94 95 95 95
5 89 89 89 89
6 97 98 98 98

F4E 93 94 95 94
[0964]  IMTB(3X 100mg ;L= :A02581)~fEfFAEA0°C /75 % RHYA MR (VAR % ) -
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4’%4%81‘ 52 T=10 T=15 T=30 T=45
J8] " min min min min
| 94 98 99 98
2 96 100 100 101
3 94 97 96 97
3 4 94 98 98 98
5 95 97 98 98
6 95 97 98 97
IIME 95 98 98 98
1 92 93 94 93
2 93 97 97 97
[0965] 3 90 92 92 92
3/4~H 4 84 89 94 94
5 84 97 97 97
6 93 94 93 94
FHE 89 94 95 95
1 8 72 96 96
2 48 82 95 96
3 91 93 94 94
6/ A 4 94 98 98 99
5 13 71 93 93
6 74 87 92 93
FHE 55 84 95 95

[0966] B s —fm A== E 4
[09671  IMT.EDSAI A== (B 17a)
[0968]  F1.IMT.EDSARY i A4 E3E AN M k5 15 o
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iR :FS 84/142 1T

[0969]
TR A A 6408CM 136
B R CisHyy N5 O5 S5
e 493.62
88 100 (2) K
Vil 0.71073 A
i % 2t
75 R B C2/c
A K] a=182832 (3) A a=90°
b=11.8667 (3) A PB=114.1990 ( 10) °.
c=109539 (2) A y=90°
R 2167.74 (8) A’
zZ 4
B (AR 1.519 Mg/m’
L 2 Ak 0.389 mm-1
F (000) 1048
A AR 0.28 x0.21 x 0.18 mm’
J B I £ 09070 2.11°%)27.51°
A 23<=h<=03, -15<=k<=15, -14<=l<=14
B 6 BAT 25214
1R 2 RAT B 2487 [R (int) = 0.0486]
0= 25.00°449 7 %M ( Completeness ) 99.9%
B AAR IE F A AR E ( Semi-empirical
from equivalents )
RAA R DB 0.9333#47(),8989
ls & P o B 1 Nt 5

$0dB /25 & (restraint) /5%k
s e a4t B

A RAGH[1>20 (1) ]
RABH (234545 )

R KATHIEA X (hole)

2487 /0 / 144
1.080

R1=10.0315, wR2 = 0.0906
RI1 =0.0336, wR2 = 0.0925
0.33342-0.654 ¢.A-3

[0970] 2. LMT.EDSA JEFALHT (X 10%) R & 1) [H A B 400 A2 % 107 ),U(eq) E

SCRIEAERIUNTK S (R 22614 1/3
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3

B

CN 105853439 A 85/142 1T
[0971]
X y z U (eq)

S (1) 10000 2270 (1) 12500 19 (1)
S (2) 3802 (1) 204 (1) 9934 (1) 11 (1)
N (1) 10000 370 (1) 12500 18 (1)
N (2) 7750 (1) 1619 (1) 7782 (1) 12 (1)
0 (1) 3943 (1) 435 (1) 11137 (1) 18 (1)
0 (2) 3830 (1) 1425 (1) 10131 (1) 17 (1)
0 (3) 3063 (1) -144 (1) 8793 (1) 15 (1)
C (1) 9411 (1) 1332 (1) 11218 (1) 13 (1)
C (2) 9493 (1) 154 (1) 11332 (1) 14 (1)
C (3) 9040 (1) =512 (1) 10228 (1) 16 (1)
C(4) 8481 (1) -30 (1) 9061 (1) 16 (1)
C(5) 8383 (1) 1126 (1) 8996 (1) 13 (1)
C(6) 8852 (1) 1814 (1) 10051 (1) 13 (1)
C(8) 7127 (1) 2225 (1) 8087 (1) 16 (1)
C(9) 8070 (1) 2352 (1) 7003 (1) 17 (1)
C (10) 4593 (1) -141 (1) 9448 (1) 13 (1)
0 (18) 5000 2203 (1) 2500 24 (1)

[0972]  323.IMT.EDSAf g K[ Al g fl° 1.
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CN 105853439 A

3

B

86/142 1l

[0973]

${1)y-Cctl)
SL1)-C(L)#l
S(2) 01
S(2)-01(2)
${(2)-01(3)
${2)-C(10)

N L)y -C(2)

N (1)y-¢c12)#
N(1)-:H 1)

NAZ) ¢ (5)

N (2) € (9)

N {(2)-C(8)
Ni{2)-H(2)
cily-c ey
C{i)-Ct2)
C(2)-C(3)

CA3) € (4)

C3) -H{3)
C4)-C(5)

C (4 <H 4)

C (5) =€ (6)
C(6)-H(6)

C£8) -H(8A)
C(8)-H{8B)

C(8) -H {8C)

C(9) -H {94)
C(9) <H (9B)

€ (9)-H (8C)
CLI0)-C (10) #2
C(10) -H (10A)

C (10 -H (10B)

0 (18) -H {101)

O CIS)-H201)
CO -5 1LY (1) #
Qi{1)-8(2)-0(2)
0(1)8(2)-0(3)
0(2)-8(2)-0(3)
O (1) -8 €2) € (10)
0(2)8(2)-CL10)
Q438 (2)=C (1)

1.7696 (.13
1,7696. {13
1.4488 ('10)

1.4629 (10),

1.4747 (10)
1.7802 (13)
1.3826 1 15)
1.3826 (15)
0.8800
1.4785 (16)
14959 €17)
149706 € 17)
0,9300
13913 (17)
1.4049 € 18)
1.3972 (19)
1.3908 {199
0.9500
1.3804 (19)
0.9500
13881 (18)
0.9300
0.9800
09800
09800
09800
0.9800
0.9800
1.522 ¢2)
0.9900
0.9900
0.7486
0.9717
102.05 (9)
113,66 (6)
112.60 (6)
L.52: (62
106.77 (6)
10671 (%)
104.89 (&)
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CN 105853439 A

3

B

87/142 7l

[0974]

C(2)-N{(1)-C(2)#]
C(2)-NL1)-H (1)
C(2)#IN(1)-H (1)
C{5)-N(2)C(9)
C(5)-N{2)-C(8)
C(9)-N{(2)-C(8)
C(5)-N(2)-H(2)
C(9)=N12)-H (2)
C(8)-N(2)-H(2)
C6)-C11)-C(2)
C6)-CL1)-8L1)
C(2)<C(1)-8(1)
N(1)-C{2)-C(3)

NT)-C(2)-C(1)

C{3)-C(2)C(1)
C{4)-C(3)-C(2)
C(4)-C(3)-H(3)
C{2)<C(3)-H(3)
C(5)-C{4)-C(3)
C(5)-C(4)-H(4)
C(3)-C(4)-H4)
C(4)-C(5)C(6)
C{(4)-C(5)-N(2)
Cl6)-C(5)-N€2)
C(5)-Cio)-CCL)
C(5)-C(6)-H(6)
C{1)-C(6)-H{6)

N (2)-C (8) -H (8A)
N (2)-C (8)-H (8B)
H (8A) -C (8) -H (8B)
N (2)-C (8)-H (8C)
H (8A) -C (8) -H {BC)
H (8B) -C{8)-H (8C)
N (2)-C(9)H(9A)
N(2)-C (9)-H (9B)
H (9A) -C (9) -H{9B)
N(2)-C(9)-H(9C)
H (94) C (9} -H (9C)
B (9B) -C (9) -H (9C)
C(10) #2-C (10) -8 (2)

12650 ( 17)
116.7
116.7

113.51 (10)

11213 (10)
111,06 (11)
106.5
106.5
106.5
120,17 (12
116.69 (10)
123.14 € 10)

118.76 (13 )
122:44 (13 )

118.79( 12)
120.95 (13)
119.5
119.5
119.15 (13)
120.4
1204

121.24 (12)
11850 (12
120.25°(12)

119.54 (12)
1202
120.2
109.5
109.5
109.5

109:5

109.5
109.5
109.5
109.5
109.5

109.5

109.5
109.5

111.21 (12}

C(10) #2-C (10) -H (10A ) 1094

§{2)-C{10)-H {10A)

109.4
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CN 105853439 A iﬁ, EH :I:S 88/142 1T

[0975]

[0976]
[0977]

[0978]
[0979]

[0980]

[0981]

[0982]

C (10) #2-C (10) -H (10B) 109.4
§(2)-C(10)-H(10B) 1094
H (10A) -C (10) -H (10B) 108.0
H (101) -0 (18) -H (201) 100.8

FHF 77 A S 50 ) S R L A

#1-x+2,y,-2+5/2 #2-x+1,-y,-z+2

4. IMT.EDSAM & 18 AT 250 A% x 107),

o AR FAEEL R LU R R —2p°[h%a™ UM+, . +2h k a*b*U']

U_'ll 2z 1733 12 U 1§ Jiz
S(1) 20(1) 10(1) 14(1) 0 -6(1) 0
S(2) 10(1) 12(1) 9(1) 0(1) 2(1) 01y
N() 22(1) 9(1) 14(1) 0 -3(1) 0
N@2) 12(1) 13(1) 9(1) 0(1) 2(1) -1(1)
oy 16(1) 22(1) 13D 5(1) 5(1) 0(1)
0Q2) 17(1) 13(1) 17(1) -2(1) 4(1) 0(1)
0(3) 11(1) 16(1) 13(1) -1(1) 0(1) -1(1y
() 12(1) 13(1) 11D -1(D 2(1) 2(1)
C(2) 12(1) 13(1) 13(1) 0(1) 2(1) 0(1)
C3) 19(1) 11(1) 14(1) 2( 3(1) 1(1)
Cé4) 16(1) 15(1) 12(1) -2(1) 2(1) -1(1)
CB) 1201 15(1) 10(1) 1(1) 2(1) 0(1)
6y 13(1) 12(1) 12(1) 0(1) 4(1) 0(1)
o)y 13(1) 18(1) 15(1) 1(1) 5(1) 1(1)
C9) 18(1) 22(1) 12(1) 2(1) 6(1) 2(D)
C(10) 11(1) 17(1) 10(1) 2(1) 3(1) 1D
O(18) 25(1) 14(1) 18(1) 0 “7(1) 0

225 LMT . EDSAFI L A4KF ( X 10 FI g 15 R B 250 A% x10°) .

X y z U(eq)
H(1) 10000 <H111 12500 22
H{(2) 7492 1019 7227 15
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CN 105853439 A i BB 89/142 T
H(3) 9114 -1305 10275 19
H(4) 8171 -489 8319 19
H(6) R791 2610 9978 15
H (8A) 6937 1734 8616 23
H (8B) 6675 2426 7248 23
H(8C) 7359 2011 8596 23

[0983] H(9A) 8321 3023 7531 26
H (9B) 7629 2582 6164 26
H (9C) 8469 1933 6802 26
H (10A) 4571 -955 9239 16
H (10B) 4521 284 8628 16
H (101) 5146 2050 3190 29
H (201) 4556 1790 2015 29

[0984]  IMT.2EsOHF s A= (B 17h)

[0985] 3K 1.LMT.2EsOHIK] i 455 4 AN 45 A K 2 .
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CN 105853439 A

iﬁ, EH :F; 90/142 1T

[0986]

1R A AL
05 X,
>TE
R
K

o A

7 |a) B
Sh K )

Z

FE (A
B B B

F (000)

SR K

J T353R R 09050 B
84T B

I 5 6 RS S

A3 BRI B

0= 25.00°64 7. H 4
FPALIE

s WINE s
Fls 7 ik

S BAE R

REAHRIGH[>20 (1) ]

RAG4L (304038 )
RRATHIEF X

6408 ¢cm173¢ Om
Ca0H31N3048;3
505.66

100 (2) K
0.71073 A
R

C2/¢c

a=40.8384 (12) A a=90°.
b=252658 (7) A PB=1154540 (10) °.
c=20.3833 (6) A y=90°
18990.2 (9) A’

32

1.415 Mg/m’

0.354 mm-1

8576

0.32 x 0.24 x 0.18 mm’
0.98°%125.00°

-48<=h<=48, -29<=k<=30, -24<=I<=23
108984

16707 [R (int) =0.0912]
99.9%

B F AL F 2 I RLE
0.9391420.8952

RTF 0y A FE 1 s ik
16707 /25 / 1205

1.085

R1=0.0628, wR2 = 0.1638
R1=10.0986, wR2 =0.1918
2.68342-0.811 ¢.A-3

[0987] 2. LMT. 2EsOH J5 AL A% ( X 10) FI&5 20 & 1 [ ML B 250 A2 x 107 ),U(eq)
E SCAIEAS IUYTK S 8 25 11 1/3
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CN 105853439 A

n B

91/142 il

[0988]

X ¥ 7 1 teq)
S (1A) 256 (1) 3950 (1) 1866 (1) 69 (1)
N (1A) 401 (1) 3176 (1) 1220 (2) 29 (1)
N (2A) 980 (1) 2230 (1) 2700 (2) 25 (1)
N (3A) 743 (1) 5348 (1) 744 (2) 25 (1)
C (1A) 207 1) 4102 (2) 1408 (3) 33 (1)
C (2A) 297 (1) 4633 (2) 1295 (3) 32 (1)
C(3A) 652 (1) 4786.(2) 916 (2) 24 (1)
C (4A) =926 (1) 4413 (2) 664 (2) 27 (1)
C (5A) 836 (1) 3880 (2) 784 (3) 28 (1)
C (6A) 479 (1) 3714 (2) 1142 (2) 2501)
€ (7A) 60 (1) 2948.(2) 1584 (2) 25 (1)
C (8A) 2741) 2402 (2) 1631 (2} 24.01)
C (9a) 308 (1) 2154 (2) 1988 (2) 25 (1)
C (10A) 614 (1) 2468 (2) 2318 (2) 24 (1)
C (11A) 588 (1) 3011 (2) 2281 (3) 29 (1)
C (124) 254 (1) 3255 (2) 1917 (3) 32 (1)
¢ (13A) 1017-¢1) 1896 (2) 3334 (3) 36 (1)
C (14A) 1092 (1) 1933 (2) 2196 (3) 41 (1)
C (154 662 12) 5526:(2) 130 (3) 50(2)
C (16A) -570.(1) 5712 (2) 1375 (3) 33 (1)
S (1B) 2816 (1) 1091 (1) 1548 (1) 26 (1)
N (1B) 2213 (1) 258 (1) 1144 (2) 21 (1)
N (2B) 3639 (1) 517 (1) 2667 (2) 27 (1)
N (3B) 1743 (1) 2378 (1) 956 (2) 22.(1)
C (1B) 2355 (1) 1198 (2) 1329 (2) 19 (1)
C (2B) 2237 (1) 1719 (2) 1291 (2) 22 (1)
C (3B) 1873 (1) 1825 (2) 1032 (2) 21 (1)
C (4B) 1620 (1) 1417 ¢2) 832 (2) 22.¢61)
€ (5B) 1738 (1) 896 (2) 890 (2) 21 (1)
C (6B) 2104 (1) 778 (2) 1128 (2) 21 (1)
C (7B) 2566 (1) 73 (2) 1537 (2) 22 (1)
€ (8B) 2628 (1) 468 (2) 1684 (2) 23 (1)
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CN 105853439 A

n B

92/142 7l

[0989]

C (9B)
C (10B)
€ (11B)
C (12B)

¢ (13B)

C (14B)
¢ (158)

C (16B)

St1c)
N (1¢)
N (2C)
N (3C)
¢ (1C)
€ (20)
C (3C)
C (4C)
C (5¢)
C (60)
¢ (7¢)
C8C)
C(9C)
C (10C)
¢ (11c)
C (120)
C (13¢)
C (14C)
C (15¢)

C (16C)

S (1D)
N ¢1D)
N (2D)
N (3D)
C(1D)
€ (2D)
C (3D)
C (4D)
C (5D)

2974 (1)
3263 (1)
3213 (1)

2866 (1)

3693 12)
3785 (1)
1835 (1)
1872 (1)
5390 (1)
4792 (1)
6224 1 1)

4310 (1)
4925 (1)

4803 (1)
4436 (1)

4184 (1.7

4307 (1)
4676 (1)
5145 (1)
5213 (1)
5559 (1)

5847 (1)
5788 (1)

5443 (1)

6374 (1)
6284 (1)

4375 (2)
4468 (2)
7907 (1)

7269 (1)

8670 (1)

6848 (1}

7440 €1)
7333 (1)
6969 (1)
6709 1 1)
6818 (1)

666 (2)
320 (2)
220°(2)
417 (2)
973 (2)
651 (2)
2684 (2)
2660 (2)
3672 (1)
2826 (1)
2099 (1)
4945 (1)
3774 (2)
4289 (2)
4388.(2)
398412
3464 (2)
3350 (2)
2651 {2)
2113 (2)
1925 (2)
2278 (2)
2813 (2)
3002 (2)
1945 (2)
1670 ¢2)
5182 (2)
5280 (2)
1349 1)
547 1)
B31(2)
2694 (1)
1484 (2)
2011 £2)
2136 (2)
1744 (2)
12200 (2)

95

2055 (2
2304 (2
2178 (29

1788 (23
3183 (3)

2126 {2)
426 (3)
1668 (3)
1826 (1)
1436 (2)
3029 (2)
1101 £2)

1581 (2
1510 (2

1235 (2)

1037 (2)

1126 (2)
1388 (2)
1833 (2)
1990 ¢2)
2384 (2}
2639 (2)

2493 (2

2087 (2)
2499 (2)
3576 (2)
496 (3)
1771 {3
2060 (1)
1633 (2)
2894 (2)
1136 (2)
1723 (29
1602 (2)

1304 (2)

1117 (3
1238 (39



CN 105853439 A

n B

93/142 7l

[0990]

C (6D)
C (7D
C (8D)
C (9D)
C (10D)
C ()
C (12D)
C{13D)
C (14D)
¢ (15D)
C (16D)
S (2)
5(3)

S (4)
$15)
S(6)

O (11)
0 12)
0 (13)
0 {14)
0 15)

7179 (1)
7614 (1)
7660 (1)
8001 (1)
8302 (1)
8268 (1)
7925 (1)
8743 (1)
8764 (1)
6807 12)
7078 (1)
525 (1)
827 (1)
1743 (1)
3048 (1)
5663 (1)
5874 (1)
gren 1)
8481 (1)
619 (4)
392 (10)
886 (4)
342 (2)
419 (6
893 (2)
1009 (1)
1031 (1)
718 {1
1911 (1)
1422 (1)
1667 11)
3321 (1)

2835 (1)

3217 €1)
5318 (1)

5728 (1)

5964 (1)

1080 (2)
338 (2)
209(2)
439 (2)
S0 (2)
437 (2)
662 (2)
962,420
=504 (2)
2848 (2)
3086 (2)
500 (1)
2850: €1
4426: (1)
3051 (1)
497 (1)
2562 (1)
2896 (1)
615 (1)
884:-(5)
52 (10)
594.06)
769 (3)
<77 (6)
480 (4)
2335 (1)
3269 (1)
2070 (1)
3966 (1)
4299 (1)
4851 (1)
2861 (1)
2637 (2)
3392 (1)
542.(2)
226 (1)
678.11)

96

1536 (2)
1971 (2)
2063 (2)
2370 (2}
2608 (2)
2537 (2)
221242
3435 (3)
2294 (3)
397 (3)
1700 (3)
1331 (1)
152 (1)
389 (1)
1414 (1)
1723 (1)
455 (1)
1391 (1)
291 (1)
1948 (7)
1452 (19)
1706 (8)
1689 (4)
1226 (11)
1357 (5)
358 (2)
635 (2)
613 (2)
826 (2)
<282 (2)
790 (2
1185 (2)
1525 (3)
2047 (2)
1772 (2)
1506 (2)
2388 {29

24 (1)
22 (1)
24.(1)



CN 105853439 A

n B

94/142 7T

[0991]

[0992]

0 (16)
0 (17)
O (18)
0119
0{20)
021)
0122)
O (23)
0(24)
CC18)
C (287
€(38)
C (48)
€ (58)
CL68)
CL78)
C(8%)
CL9s)
C(108)
C (118)
C (128)
¢ (138)
C(148)
C(158)
C (168)

5932 (1)
5774 (1)
6182 (1)
8126 (1)
8540 (1)
7918 (1)
8264 (1)
8590 (1)
8786 (1)
298 (2)
387 (2)
2064 (1)
1928 (1)
2748 (1)
2934 (1)
5504 (1)
5570 4 2)
5626 (2
5990 (3)
8047 (1)
7648 (1)
8200.(1)
7876 (1)
414 (1)

186 (2)

2520 (1)
2071 (2)
2836 (1)
2360 (1)
3032 (1)
3019 (1)
640 (1)
62 (1)
983 (1)
782 (2)
1337 (2)
4682 (2)
5196 (2)
3452 (2)
3925 (2)
2984 (2)
3516 (2)
921 42)
881 (4)
3340 (2)
3320 (2)
808 .2
454 (2)
2769429
3261 (2)

212 (2)
681 (2)
1038 (2)
1113.(2)
1876 (2)
1720 (2)
494 (2)
534 (2)
553 (2)
463 (4)
396 (37

95 (3)

337 .(3)

689 (3)
551 (3)
239 (3)
63 (4)
1016 (3)
989 (5)
650 (3)
118 (3)
708 (3)
490 (3)
254 (3)

66 (3)

32 (1)
s7(1)
39 (1)
31 (1)
35:41)
31401
26 (1)
31(1)
3301
62 (2)
45(1)
301)
39 (1)
3741)
32 (1)
39 (1)
54:(2)
38.01)
100 (3)
28 (1)
38 (1)
27(1)
34:01)
36(1)
49 (2)

3. IMT. 2EsOHM¥ 8 K [A A f(° 1.
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CN 105853439 A

3

B

95/142 1l

[0993]

S(LARC(1A)
S(14)-C(12A)
N(1A)-C(7TA)
N(1A)-C(6A)
N(1A)-H(1AA)
N(2A)-C(10A)
N(2A)-C(14A)
N(2A)-C(13A)
N(2A)-H(2AA)
N(3A)-C(3A)
N(3A)-C(16A)
N(BA)-C(15A).
N(3A)-H(3A)
C(1A)-C2A)
CLA)-C(6A)
CRA)-C(3AY
CRAVHZA)
C(AFCHEA)
C4A)-C(5A)
C4A)-HA4A)
C5A)-CI6A)
C(5A)-H(5A)
C(FA}-C(BA)
C(7A)-C(12A)
CI8A)-C(9A)
C(8A)-H(8A)
C{OA)-C(10A)
C(9A)-H(9A)
C10A)-C(11A)
C(LIA)-C(124)
C(11A)-H(11A)
C(13A)-H(13A)
C(13A)-H(13B)
C(13A)-H(13C)
C(14A)-H(14A)

C(14A)-H(14B)

C(14A)-H(14C)
C(15A)-H(154)
C(15A)-H(15B)
C(I5A)-H(150)
Cl16A)H{16A)
C(16A)-H(16B)
C{16A)-H(16C)
S(1B)-C(12B)
S(1B)-C(1B)

1.756(5)
1.759(5)
1.390(6)
1.389(6)
0.8800

1.485(5)
1.492(6)
1.495(6)
0.9300

1.474(5)
1.489(6)
1.494(6)
0.9300

1.384(6)

1.404(6)

1.371(6)
0.9500
1.384(6)
1.389(6)
0.9500
1.384(6)
0.9500
1.387(6)
1.399(6)
1.391(6)
0.9500
1.384(6)
0.9500
1.376(6)
1.388(6)
0.9500
0.9800
0.9800
0.9800
0.9800
0.9800
0.9800
0,9800
0.9800
0.9800
0.9800
0.9800
0.9800
1.761(4)
1.762(4)
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CN 105853439 A

3

B

96/142 1l

[0994]

N(1B)-C(6B)
N(1B)-C(7B)
N(1B)-H(1B)
N(2B)-C(10B)
N(ZB)-C(14B)
N(2B)-C(13B)
N(2B)-H(2BB)
N(3B)-C(3B)
N(3B)-C(16B)
N(3B)-C(15B)
N(3B)-H(3B)
C(1B)-C(2B)
C(1B)-C(6B)
C(2B)-C(3B)
C(2B)-H{2B)
C(3B)C(4B)
C(4B)-C(5B)
C(4B)-H(4B)
C(5B)-C(6B)
C(5B)-H(5B)
C(7B)-C(8B)
C(7B)-C(12B)y
C(8B)-C(9B)
C(8B)-H(8B)
C(9B)-C(10B)
CUB)-HOB)
C{10B)-C(11B)
C(1IB)-C(12B)
C(11B)-H(11B)
C(13B)-H(13D)
C(13B)-H(13E)
C(13B)-H(13F)

C(14B)-H(14D)

C(14B)-H(14E)
C(14B)-H(14F)

C(15B)-H(15D)

C(15B)-H(I5E)
C(15B)-H{15F)

C(16B)-H(16D)

C(16B)-H(16E)
C(16B)-H(16F)
S(1CHC(120)
S(1C)-C(1C)
N(1C)-C(7C)
N(1C)-C(6C)
N(1C)-H(1T)
NQ2O)-C(10C)
N(Q2C)-C(14C)

1.385(5)
1.392(6)
0.8800
1.474(6)
1.502(6)
1.512(6)
0.9300
1.479(3)
1.496(6)
1.501(6)
0.9300
1.392(6)
1.410(6)
1.372(6)
0.9500
1.391(6)
1.391(6)
0.9500
1.389(6)
0.9500
1.399(6)
1.406(6)
1.377(6)
0.9500
1.381(6)
0.9500
1.384(6)
1.388(6)
0.9500
0.9800
0.9800
0.9800
0.9800
0.9800
0.9800
0.9800
0.9800
0.9800
0.9800
0.9800
0.9800
1.760(4)
1.765(4)
1.387(5)
1.395(5)
0.8800
1.469(5)
1.498(5)
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N(20)-C(13C)
N(2C)HECC)
N(GO)-C(30)
N(3C)-C(15C)
N(3O)-C(160)
NGO)-HBO)
C1O)-C20)
C(10)-C(6C)
CEO)-CBC)
C20)H20)
C(30)-CEC)
C4C)-HEC)
CCICHEC)
C(50)-H(5C)
CICI-CEC)
CIC)-C(12C)
CRO)-CO0)
C(8C)-H(8C)
CO0)-C10C)
COC)-HEC)
C10C)-C(110)
CLC)-C(12C)
C(I1C)-H(11C)

C(13C)-H(13G)

C(13C)-H(13H)
C(13C)-H(13D)
C(14C)-H{14G)
C(14C)-H(14H)
C(14C)-H(14T)

C(15C)-H(15G)
C(15C)-H(1 5H)

C(15C)-H(151)
C(160)-H(16G)
C(16C)-H(16H)
C(16C)-H(161)
S(1D)-C{12D)
S(1D)-C(1D)
N(ID)-C(7D)
N(1D)-C(6D)
N(1D)-H(1D)
N(2D)-C(10D)
N(2D)-C(13D)
NEZD)-C(14Dy
N(2D)-H(2D)
N(3D)-C(3D)
N(3D)-C(15D)
N(3D)-C(16D)

1.503(5)
0.9300
1.482(5)
1.494(6)
1.497(6)
09300
1.377(6)
1.411(6)
1.380(6)
0.9500
1.381(6)
1.390(6)
0.9500
1.397(6)
0.9500
1.397(6)
1.413(6)
1.378(5)
0.9500
1.386(6)
0.9500
1.384(6)
1.377(6)
0.9500
0.9800
0.9800
0.9800
0.9800.
0.9800
0.9800
0.9800
0.9800
0.9800
0.9800
0.9800
0.9800
1.760(4)
1.761(3)
1.381(6)
1.389(6)
0.8800
1.471(6)
1.486(6)
1.495(6)
0.9300
1.483(6)
1.495(6)
1.504(6)
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N(3D)-H{(3D)
C(1D)-C(2D)
C(1D)-C(6D)
C(2D)-C(3D)
CG(ZD)-HEZDD)
C(3D)-CD)
C(4D)-C(5D)
C(4D)-H(4D)
C(5D)-C(6D)
C(5D)-H(SD)
C(7D)-C(8D)
C(7D)-C(12D)
C(8D)-C(9D).
C(8D)-H(8D)
COD-C(10D)
C(9D)-H(9D)
C0D)-C(11D)
C(11D)-C(12D)
C(11D)-H(11D)
C(13D)-H(13])
C(13D)-H(13K)
C(13D)-H(13L)
C(14D)-H(14J)
C(14D)-H(14K)
C{14D)-H(14L)
C(15D)-H(15J)
C(15D)-H(15K)
C(15D)-H(15L)
C(16D)-H(16J)
C(16D)-H(16K)
C(16D)-H(16L)
§(2)-0(2)

8(2)-0(3)
$(2)-0(19)

8(2)-0(39)
§(2)-0(2)
S(2)-0(1)
5(2)-C(18)
S(3)-0(5)
S(3)-0(6)
5(3)-0(4)

S(3)-C(158)

S(4)-0(7)
8(4)-0(9)
$(4)-0(8)
S(4)-C(38)

§(5)-0(11)

8(5)-0(12)

0.9300
1.389(6)
1.405(6)
1.379(6)
0.9500
1.381(6)
1.385(7)
0.9500
1.377(6)
0.9500
1.394(6)
1,409(6)
1.385(6)
0.9500
1.384(6)
0.9500
1.391(6)
1.388(6)
0.9500
D.9800
0.9800
0.9800
0.9800
0.9800
0.9800
0.9800
0.9800
0.9800
0.9800
0.9800
0.9800
1.32(3)
1.359(16)
1.423(7)
1.481(8)
1,510(16)
1.503(13)
1.756(6)
1.442(3)
1.459(3)
1,469(3)
1.795(5)
1.446(4)
1.461(3)
1.466(3)
1.779(5)
1.438(4)
1.456(4)
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$(5)-0(10)
S(5)-C(58)
8(6)-0(14)
S(6)-0(15)
$(6)-0(13)
5(6)-C(98)
S(7)-0(17)
8(7)-0(18)
S(73-0(16)
8(7)-C(78)
S(8)-0(21)
S(8)-0(19)
5(8)-0(20)
S(8)-C(118)
8(9)-0(24)
8(9)-0(22)
$(9)-0(23)
8(9)-C(13S)
O(1)-0(3)
C(18)-C(Z8)
C(18)-H{(181)
C(18)-H(182)
C(28)-H(251)
C(28)-H(282)
C(29)-H(283)
C(38)-C48)
C(38)-H(3S1)
C(38)-H(382)
C(48)-H(481)
C(48)-H(482)
C(48)-H(483)
C(59)-C(63)
C(58)-H(551),
C(58)-H(552)
C(6S)-H(681)
C(63)-H(652)
C(63)-H(6S3)
C78)-C(88)
C(78)-H(7S1)
C(7S)-H(782)
C(88)-H(8S1)
C(8S)-H(8S2)
C(88)-H(883)
C(98)-C(108)
C(9S)-H(981)
C(9S5)-H(982)
C10S)-H(10A)
C(108)-H(10B)

1.463(3)
1.775(5)
1.453(4)
1.456(4)
1.458(4)
1.749(5)
1.442(4)
1.479(4)
1.482(3)
1.744(5)
1.447(3)
1.452(3)
1.479(3)
1.776(4)
1.458(3)
1.458(3)
1.486(3)
1.765(5)
1.56(2)
1.470(8)
0.9900
0.9900
0.9800
0.9800
0.9800
1.534(7)
0.9900
0.9900
0.9800
0.9800
0.9800
1.506(7)
0,9900
0.9900
0.9800
0.9800
0.9800
1.550(7)
0.9900
0.9900
0.9800
0.9800
0.9800
1.511(10)
0.9900
0.9900
0.9800
0.9800
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C(108)-H(10C)
C(118)-C(128)
C(L18)-H(11E)
C(118)-H(11F)
C(128)-H(124)
C(128)-H(12B)
C(128)-H(12C)
C(138)-C(148)
C(138)-H(13M)
C(138)-H(13N)
C(14%)-H{14M)
C(148)-H(14N)
C(148)-H(140)
C(138)-C(168)
C(158)-H(15M)
C(158)-H(15N)
C16S)-H(16M)
C(16S)-H(16N)
C(168)-H(160)

CIA)-S(1A)-C(124)
C(TA)N(1A)-C(6A)
C(TAXN(1A)-H(1AA)
C(6A)N(1A)-H(1AA)

CO0ANNQEA)-C(14A)
C(I0A)-N2A)-C(13A)
C(L4A)-N(ZA)-C(134)
C(10A)-N(2A)-H(2AA)
Cl14A)-NQZA)-H(2A4)
C(13A)-NQRA)-H(2AA)

C(3A)-N(BA)C(16A)
C(3A)XN(BA)-C(5A)

C(16A)-N(3A)-C(15A)

C(3A)-N(3A)-H(3A)
C(16A)-NGA)-H(3A)
C(ISA)-N(3A)-H(3AY
C2A)-C1A)CI6A)
CEAFCLAKSA)
C6A)-CUA)-S(1A)
C3A)-CRANCLA)
CBAFCR2A)-H(24A)
C(1A)-CQA)-H(2A)
CRA)-CBANCHA)
C(ZA)-C(3A)N(3A)
CaA)-CA)NGA)
C3ARCHEAC(3A)
C(3A)-C(4A)-H(4A)
C(5A)-C@A)-H(4A)

0.9800
1.522(7)
0.9900
0.9900
0.9800
0.9800
0.9800
1.498(6)
0.9900
0.9900
0.9800
0.9800
0.9800
1.500(7)
0.9900
0.9900
0.9800
0.9800
0.9800

102.6(2)
126.5(4)
116.8
1168
112.3(4)
112.8(4)
111.3(4)
106.7
106.7
106.7
114.4(3)
111.3(4)
110.1(4)
106.8
106.8
106.8
120.3(4)
116.7(3)
123.003)
120.4(4)
119.8
119.8
120.6(4)
120,2(4)
119.1(4)
118.8(4)
120.6
120.6
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C(6A)-C(SA)-C4A)
C(6A)-C(5A)-H(5A)
C4A)-C(3A)-H(5A)
C(5A)-C(6A)-N(1A)
C5A)-CI6A)-C(1A)
N(1A)-C(6A)-C(1A)
C(8A)-C(IA)-N(LA)
C(BA)-C(7A)-C(124)
N(1A)-C(7TA)-C(124)
C(TA)-C(BA)-C(9A)
C(7A)-C(8A)-H(8A)
COA)-C(BA)-H(RA)
C(10A)-C(OA)-C(BA)
C10A)-COA)»H(9A)
C(8A)-C(OA)-H(9A)
C11A)-C10A)-COA)
C(11A)-C(10A)-N(2A)
C(9A)-C(10A)-NQ2A)
C(10A)-C(11A)-C(124)
C(10A)-C(11A)-H(11A)
C12A)-C1A-H(11A)
C(11A)-C(12A)-C(7A)
CL1ARC(1ZA)-S1A)
C(7TA)-C(12A)-S(1A)
NQ2A)-C(13A)-H(13A)
N(2A)-C(13A)-H(13B)
H(13A)-C(13A)-H(13B)
N(2A)-C(13A)-H(13C)
H(13A)-C(13A)-H(13C)
H(13B)-C(13A)-H(13C)
N(2A)-C(14A)-H(14A)
N(2ZA)-C(14A)-H(14B)
H(14A)-C(14A)-H(14B)
N(2ZA)-C(14A)-H(14C)
H(14A)-C(14A)-H(14C)
H(14B)-C(14A)-H(14C)
N(3A)-C(15A)-H(15A)
N(3A)-C(15A)-H(15B)
H(15A)-C(15A)-H(15B)
NBA)-C(15A)-H(15C)
H(15A)-C(15A)-H(15C)
H(15B)-C(15A)-H(15C)
N(3A)-C(16A)-H(16A)
N(3A)-C(16A)-H(16B)
H(16A)-C(16A)-H(16B)
N(3A)-C(16A)-H(16C)
H(16A)-C(16A)-H(16C)
H(16B)-C(16A)-H(16C)

121.8(4)
119.1

119:1

119.7(4)
118.0(4)

122.3(4)

119.7(4)
118.4(4)
121.9(4)
121.9(4)
119.0
119.0
118.4(4)
120.8
120.8
120.9(4)
117.9(4)
121.2(4)
120.4(4)
119.8
119.8
119.9(4)
116.5(3)
123.5(3)
109.5
109:5
109.5
109.5
109.5
109.5
109:5
109:5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109:5
109.5
109.5
109.5
109.5
109:5
10935
109.5
109.5
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C(12B)-S(1B)-C(1B)
C(6B)-N(1B)-C(7B)
C(6B)-N(1B)-H(1B)
C(7B)-N(1B)-H(1B)
C(10B)-N(2B)-C(14B)
C(10B)-N(2B)-C(13B)
C(14B)-N(2B)-C(13B)
C(10B)-N(2B)-H(2BB)
C(14B)-N(2B)-H(2BB)
C(13B)-N(2B)-H(2BB)
C(3B)-N(3B)-C(16B)
C(3B)-N(3B)-C(15B)
C(16B)-N(3B)-C(15B)
C(3B)-N(3B)-H(3B)
C(16B)-N(3B)-H(3B)
C(15B)-N(3B)-H(3B)
C(2B)-C(1B)-C(6B)
C(2B)-C(1B)-S(1B)
C(6B)-C(1B)-S(1B)
C(3B)-C(2B)-C(I1B)
C(3B)-C(2B)-H(2B)
C(1B)-C(2B)-H(2B)
C(2B)-C(3B)-C(4B)
C(2B)-C(3B)-N(3B)
C(4B)-C(3B)-N(3B)
C(5B)-C(4B)-C(3B)
C(5B)-C(4B)-H(4B)
C(3B)-C(4B)-H(4B)
C(4B)-C(5B)-C(6B)
C(4B)-C(5B)-H(5B)
C(6B)-C(5B)-H(5B)
N(1B)-C(6B)-C(5B)
N(IB)-C(6B)-C(1B)
C(5B)-C(6B)-C(1B)
N(1B)-C(7B)-C(8B)
N(1B)-C(7B)-C(12B)
C(8B)-C(7B)-C(12B)
C(9B)-C(8B)-C(7B)
C(9B)-C(8B)-H(8B)
C(7B)-C(8B)-H(8B)
C(8B)-C(9B)-C(10B)
C(8B)-C(9B)-H(9B)
C(10B)-C(9B)-H(9B)
C(9B)-C(10B)-C(11B)
C(9B)-C(10B)-N(2B)
C(11B)-C(10B)-N{2B)
C(10B)-C(11B)-C(12B)
C10B)-C(11B)-H(11B)

101.6(2)
125.1(4)

117.4

117.4
111.3(3)
114.6(4)
110.7(4)
106.5
106.5
106.5
113.0(3)
111.8(3)
111,1(4)
106.9
106.9
106.9
120.4¢4)
117.8(3)
121.5(3)
119.7(4)
120.2
120.2
121.1(4)
120.3(4)
118.7(4)
119.2(4)
120.4
120.4

121.1(4)

119.5
119.5
120.1¢4)
121.44)
118.5(4)
119.9(4)
121.8(4)
118.3(4)
121.6(4)
119.2
119.2
119.0(4)
120.5
120.5
121.4(4)
120.8(4)
117.6(4)
119.5(4)
120.3
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C(12B)-C(11B)-H(11B)
C(11B)}C(12B)-C(7B)Y
C(11B)-C(12B)-S(1B)
C(7B)-C(12B)-S(1B)
N(2B)-C(13B)-H(13D)
N(2B)-C(13B)-H(13E)
H(13D)-C(13B)-H{13E)
N(2B)-C(13B)-H(13F)
H(13D)-C(13B)-H(13F)
H(13E)-C(13B)-H(13F)
N(2B)-C(14B)-H(14D)
N(2B)-C(14B)-H(14E)
H(14D)-C(14B)-H(14E)
N(2B)-C(14B)-H(14F)
H(14D)-C(14B)-H(14F)
H(I4E)-C(14B)-11(14F)
N(3B)-C(15B)-H(15D)
N(3B)-C(15B)-H(15E)
H(15D)-C(15B)-H(15E)
N(3B)-C(15B)-H(15F)
H(15D)-C(15B)-H(15F)
H(15E)-C(15B)-H(15F)
N(3B)-C(16B)-H(16D)
N(3B)-C(16B)-H(16L)
H(16D)-C(16B)-H(16E)
N(3B)-C(16B)-H(16F)
H(16D)-C(16B)-H(16F)
H(16E)-C(16B)-H(16F)
C(12C)-8(10)-C(1C)
CTC)-N(1 C)-C(6C)
C(TC)-N(1C)-H(1C)
C(6C)-N(1C)-H(1C)
CULOC)-NC)C(14C)
C(10C)-N@2C)-C(13C)
C(14C)NQRC)-C(13C)
C(10C)-NQ2C)-H(2CC)
C(140)-N@2C)-H(2CO)
C(13C)-NQ2C)-H(2CC)
C(3C)-NGBO)-C(150)
C(3C)-N(3C)-C(16C)
C(15C)-NGC)-C(160)
C(3C)-N(3C)-H(3C)
C(15C)-N3C)-HB3C)
C(16C)-NBC)-H3C)
CRECUC)-CEC)
C2C)-C(1C)-8(1C)
C6C)-CUC)-SUO)
C(1C-CERO)-CEO)

120.3
120.3(4)

118.2(3)

121.2(3)
109.5
109,5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
101.72)
125.4(4)
117.3
117.3
114.9(3)
110.2(3)
111.2(3)
106.7
106.7
106.7
111.2(4)
112.9(4)
111.5(4)
106.9
106.9
106.9
120.3(4)
17.7(3)
121.8(3)
119.7(4)
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C(1O)-C20C)-H20)
CC)CR2C)-HE2O)
C2C)-C(3C)-C4C)
C(2C)-CBC)-N@EO)
C4C)-C(3C)-N(3C)
C(3C)-CHEC)-C(50)
C(30)-CdC)-H4C)
C(5C)-C(4C)-H(4C)
C(4C)-C(5C)-C(6C)
C4C)-C(5C)-H(5C)
C6C)-C(5C)-H(5C)
N(1C)-C(6C)-C(3C)
N(1C)-C(6C)-C1C)
C(50)-C(6C)-C1C)
N(10)-C(7C)-C(8C)
N(1C)-C(7C)-C(12C)
C(8C)-C(70)-C(12€)
COC)-CEC)-CTC)
COC)-CRCHEBC)
C(7C)-C(8C)-H(BC)
C(BC)-C(9C)-C(10C)
C(8C)-C(9C)-H(9C)
C(10C)-COC)-H(9C)
C1C)-COC)-C9C)
C(11C)-C10C)-N2C)
COC)-C(10C)-N(2C)
C(12C)-C(11C)-C(10C)
C20)-CIC)-H11C)
C(10C)-C(11C)-H(11C)
CAIC)-CU2C)-CTC)
C(L1C)-C(12C)-S(1C)
C(7CY-C(12C)-8(1C)
NQO)-C(13C)»H(13G)
N(2C)-C(13C)-H(13H)
H(13G)-C(13C)-H(13H)
N(2€)-C(13C)-H(131)
H(13G)-C(13C)-H(13D)
H(13H)-C(13C)-H(131)
N(ZC)-C(14C)-H(14G)
N(2C)-C(14C)y-H(14H)
H(14G)-C(14C)-H(14H)
N(2C)-C(14C)-H(141)
H(14G)-C(14C)-H(141)
H(14H)-C(14C)-H(141)
N(3C)-C(15C)-H(15G)
N(C)-C(15C)-H(15H)
H(13G)-C(15C)-H(15H)
N(3C)-C(15C)-H(15T)

120.2
120.2
121.8(4)
118.6(4)
119.5(4)
118.7(4)
120.7
120.7
120.9(4)
119.5
119.5
119.9(4)
121.3(4)
118.7(4)
119.9(4)
122.04)
118.1(4)
121.5(4)
119.2
119.2
119.3(4)
120.3
120.3
120.5¢4)
117.5(4)
121.94)
120.4(4)
119.8
119.8
120.1(4)
118:4(3)
121.303)
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
1095
1095
109.5
109.5
109.5
109.5
109.5
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H(15G)-C(15C)-H(15T)
H(15H)-C(15C)-H(151)
N(3C)-C(16C)-H(16G)
N(3C)-C(16C)-H(16H)

H(16G)-C(16C)-H(16H)

N(BCO)-C(16C)-H(161)
H(16G)-C(16C)-H(16I)
H(16H)-C(16C)-H(161)
C(12D)-S(1D)-C(1D)
C(7D)-N(1D)-C(6D)
C(7D)-N(1D)-H(1D)
C(6D)-N(1D)-H(1D)
C(10D)-N(ZD)-C(13D)
C(10D)-N(2D)-C(14D)
C(13D)-N@2D)-C(14D)
C(10D)-N(2D)-H(2D)
C(13D)-N(2D)-H(2D)
C14D)-N(2D)-H2D)
C(3D)-N(3D)-C(16D)
C(15D)-N(3D)-C(16D)
C(3D)-N(3D)-H(3D)
C(15D)-N(3D)-H(3D)
C(16D)-N(3D)-H(3D)
C2D)-CUD)-C(6D)
C2D)-C(1D)-S(1D)
C(6D)-C(1D)-S(1D)
C(3D)-C(2ZD)-C(1D)
C(3D)-C(2D)-H(2DD)
C(1D)-C(2D)-H(2DD)
C(2D)-C(3D)-C(4D)
C(2D)-C(3D)-N(3D)
C(4D)-C(3D)-N(3D)
C(3D)-CED)-C(5D)
C(3D)-C(4D)-H(4D)
C(5D)-C(4D)-H(4D)
C(6D)-C(5D)-C(4Dy
C(6D)-C(5D)-H(5D)
CAD)-C(D)-H(5D)
C(5D)-C(6D)-N(1D)
C(SD)-C(6D)-C(1D).
N(1D)-C(6D)-C(1D)
N(1D)-C(7D)-C(8D)
N(1D)-C(7D)-C(12D)
C(8D)-C(TD)-C(12D)
C(9D)-C(8D)-C(7D)
C(9D)-C(8D)-H(8D)
C(7D)-C(8D)-H(8D)

109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
102.4(2)
126.5(4)
116.7
116.7
114.5(4)
111.3(3)
110.7(4)
106.6
106.6
106.6
111.2(4)
114.3(4)
111.2(4)
106.5
106.5
106.5
120.2(4)
117.4(3)
122.4(3)
119.7(4)
120.1
120.1

120.7(4)

120.7(4)
118.4¢4)
119,2(5)
120.4
120.4
121.5(4)
119.2

1192

118.7¢4)
118.6(4)

122.7(4)

119.7(4)
121.5(4)
[18.7¢4)
121.8(4)
119.1
119.1
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3

B

106/142 1T

[1004]

C(10D)-C{9D)-C(8D)
C(10D)-C(OD)-H(OD)
C{8D)-C(9D)-H{9D)
COD)-C(10D)-C(11D)
C(9D)-C(10D)-N(2D)
C(11D)-C(10D)-N(2D)
C(12D)-C(11D)-C(10D)
C(12D)-C(11D)-H(11D)
C(10D)-C(11D)-H(11D)
C(11D)-C(12D)-C(7D)
C(11D)-C(12D)-S(1D)
C(7D)-C(12D)-8(1D)
N@D)-C(13D)-H(13])
N(ZD)-C(13D)-H(13K)
H(13))-C(13D)-H(13K)
N(2D)-C(13D)-H(13L)
H(13J)-C(13D)-H(13L)
H(13K)-C(13D)-H(13L)
N(2D)-C(14D)-H(147)
N(@2D)-C(14D)-H(14K)
H(141)-C(14D)-H(14K)
N(2D)-C(14D)-H(14L)
H(14J)-C(14D)-H(14L)
H(14K)-C(14D)-H(14L)
N(3D)-C(15D)-H(15])
N(3D)-C(15D)-H(15K)
H(157)-C(15D)-H(15K)
N(3D)-C(15D)-H(15L)
H(157)-C(15D)-H(15L)
H(15K)-C(15D)-H(15L)
N(3D)-C(16D)-H(16J)
N(3D)-C(16D)-H(16K)
H(161)-C(16D)-H(16K)
N(3D)-C(16D)-H(16L)
H(161)-C(16D)-H(16L)
H(16K)-C(16D)-H(16L)
0(2)-5(2)-0(3)
O(2)-5(2)-0(1")
O(3)-8(2)-0(1")
0(2)-8(2)-0(3
0(3)-8(2)-0(3)
O(1')-8(2)-0(3")
0(2)-8(2)-0(2)
0O(3)-8(2)-0(2)
O(1)-8(2)-0(2)
0(3)-8(2)-02)
O2)-8(2)-0(1)
O(3)-8(2)-O(1)

118.3(4)
120.9

120.9
121.7(4)

121.0(4)

117.1(4)
119.5(4)
120.3
120.3
120.0(4)
116.4(3)
123.4(3)
109.5

109.5

109.5
1095
109.5
109.5

109.5

109.5
109.5
109.5
109.5
109.5
109.5
109:5

109.5
109.5
109.5

109.5
109.5
109.5
109.5
109.5
109.5

109.5

118.5(17)
87.9(12)

108.0(8)

117.2(14)
31.5(6)

138.3(6)
23.8(18)

115.1(10)

110.6(8)

101.4(8)

111.9(14)
65.7(9)
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O(1)-8(2)-0(1) 42.6(5)
O(39)-5(2)-0(1) 95.8(7)
O(2)-5(2)-0(1) 134.1(9)
OR2)-8(2)-C(18) 117.0(16).
O(3)-8(2)-C(18) 118.1(6)
O(1)-S(2)-C(1S) 99.1(4)
O(3")-8(2)-C(18) 97.8(4)
O(2)-8(2)-C(18) 104.8(8)
O(1)-8(2)-C(18) 114.6(5)
O(5)-8(3)-0(6) 113.5(2)
O(5)-8(3)-0(4) 112.5¢2)
0(6)-S(3)-0(4) 111.9(2)
O(5)-8(3)-C(158) 107.5(2)
O(6)-S(3)-C(158) 106.2(2)
0O(4)-8(3)-C(158) 104.6(2)
O(7)-5(4)-0(9) 113.8(2)
O(7)-S(4)-0(8) 113:4(2)
0(9)-8(4)-0(8) 111.3(2)
O(7)-S(4)-C(38) 106.0(2)
0(9)-3(4)-C(3S) 106.6(2)
O(8)-8(4)-C(3S) 104.9(2)
O(11)-8(5)-0(12) 12.3(3)
O(11)-5¢5)-0(10) 114.1(3)
O(12)-S(5)-0(10) 109.9(2)
[1005] O(11)-5(5)-C(58) 107.4(2)
O(12)-8(5)-C(58) 107.2(2)
O(10)-8(5)-C(58) 105.5(2)
O(14)-S(6)-0(15) 112.2(2)
O(14)-8(6)-0(13) 113:4(3)
O(15)-8(6)-0(13) 111.4(2)
O(14)-8(6)-COS) 105.6(2)
O(15)-5(6)-C(9S) 108.3(2)
O(13)-5(6)-C(98) 105.4(3)
O(17)-8(7)-0(18) 114.0(2)
O(17)-8(7)-O(16) 114.2(2)
O(18)-8(7)-0(16) 110.7(2)
O(L7)-S(7)-C(7S) 105.8(3)
O(18)-8(7)-C(78) 105.3(2)
O(16)-S(7)-C(T7S) 106.0(2)
O(21)-8(8)-0(19) 114.32)
O(21)-8(8)-O(20) 111.7(2)
O(19)-S(8)-0(20) 111.95(19)
O21)-8(8)-C(118) 106.3(2)
O(19)-S(8)-C(118) 108.1(2)
O(20)-8(8)-C(118) 103.7(2)
0O(24)-8(9)-0(22) 113.23(19)
O(24)-8(9)-0(23) 112.94(19)
0(22)-8(9)-0(23) 111.07(18)
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[1006]

O(24)-S(9)-C(138)
0(22)-8(9)-C(138)
0(23)-8(9)-C(138)
$(2)-0(1)-0(3)
S(2)-0(3)-0(1)
C(25)-C(18)-5(2)
C(28)-C(18)-H(181)
$(2)-C(18)-H(181)
C(28)-C(18)-H(182)
S(2)-C(18)-H(182)

H(1S1)-C(1S)-H(1S2)

C(18)-C(28)-H(281)
C(18)-C(28)-H(282)
H(281)-C(28)-H(282)
C(18)-C(28)-H(283)
H(2S1)-C(28)-H(2S3)
H(282)-C(28)-H(283)
C48)-C(3S)-S(4)
C(48)-C(3S)-H(381)
S(4)-C(3S)-H(381)
C(48)-C(38)-H(352)
S(4)-C(38)-H(382)
H(351)-C(38)-H(3S2)
C(38)-C4S)-H(451)
C(38)-C(45)-H(452)

H(4S1)-C(45)-H(4S2)

C(38)-C(48)-H(483)
H(4S1)-C(48)-H(4S3)

H(452)-C(45)-H(4S3)

C(68)-C(58)-S(5)
C(68)-C(58)-H(5S81)
S(5)-C(58)-H(581)
C(6S)-C(59)-H(552)
S(5)-C(58)-H(582)

C(58)-C(68)-H(651)
C(58)-C(68)-H(6S2)
H(6S1)-C(68)-H(652)
C(58)-C(68)-H(6S3)

H(681)-C(68)-H(683)

H(652)-C(65)-H(653)
C(88)-C(78)-8(7)
C(88)-C(7S)-H(781)
S(7)-C(78)-H(781)
C(8S)-C(78)-H(752)
S(7)-C(78)-H(7S2)

H(7S1)-C(7S)-H(7S2)

C(78)-C(88)-H(8S1)

106.1(2)
107.7(2)

105.3(2)
52.7(7)

61.6(8)

115.9(5)

108.3
108.3
108.3
108.3
107.4
109.5
109,5
109.5
109.5
109.5
109.5
111.3(3)
109.4
109.4
109.4
109.4
108.0
109.5
109.5
109.5
109.5
109.5
109.5

1127(3)

109.0
109.0
109.0
109.0
107.8
109.5
109.5
1095
109.5
109.5
109.5
110.6(4)
1095
109,35

109.5

109.5
108.1
109.5
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[1007]

C(78)-C(8S)-H(8S2)
H(8S1)-C(8S)-H(8S2)
C(78)-C(88)-H(883)
H(8ST)-C(8S)-H(8S3)
H(882)-C(88)-H(8S3)
C(108)-C(9S)-S(6)
C(108)-C(98)-H(9S1)
8(6)-C(98)-H(9S81)
C(108)-C(98)-H(9S2)
S(6)-C(9S)-H(982)
H(9S1)-C(9S)-H(982)
C(98)-C(108)-H(10A)
C(98)-C(108)-H(10B)
H(10A)-C{108)-H(10B)
€(98)-C(108)-H(10C)
H(10A)-C(108)-H(10C)
H(10B)-C(108)-H(10C)
C(128)-C(118)-S(8)
C(128)-C(118)-H(11E)
S(8)-C(118)-H(11E)
C(128)-C(11S)H(11F)
S(8)-C(118)-H(11F)
HO1E)-C(118)-H(11F)
C(118)-C(12S)-H(12A)
C(118)-C(128)-H(12B)
H(12A)-C(12S)-H(12B)
C(118)-C(128)-H(12C)
H(12A)-C(128)-H(120)
H(12B)-C(128)-H(12C)
C(148)-C(138)-S(9)
C(148)-C(138)-H(13M)
5(9)-C(138)-H(13M)
C(148)-C(138)-H(13N)
S$(9)-C(138)-H(13N)
H(13M)-C(138)-H(13N)
C(138)-C(148)-H(14M)
C(138)-C(148)-H(14N)
H(14M)-C(148)-H(14N)
C(138)-C(148)-1(140)
H(14M)-C(148)-H(140)
H(14N)-C(148)-H(140)
C(168)-C(1585)-S(3)
C(16S8)-C(158)-H(15M)
S(3)-C(158)-H(15M)
C(168)-C(158)-H(15N)
S(3)-C(158)-H(15N)
H(15M)-C(158)-H(15N)
C(158)-C(168)-H(16M)

1095
109.5
109.5
109.5
109.5
104.5(5)
110.8
110.8
110.8
110.8
108.9
109.5
109.5
109.5
109.5
109.5
1095

113.0(3)

109.0
109.0
109.0
109.0
107.8
109.5
109.5
109.5
109,5
109.5
109.5
11.6(3)
109.3
109.3
109.3
109.3
108.0
109.5
109.5
109.5
109.5
109.5
109.5
112.7¢4)
109.0
109.0

109.0

109.0
1078
109.5

112
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[1008]

[1009]
[1010]
[1011]

[1012]

C(158)-C(16S)-H(16N)
H(16M)-C(168)-H(16N)
C(158)-C(16S)-H(160)
H(16M)-C(16S)-H(160)
H(16N)-C(16S)-H(160)

109.5
109.5
109.5
109.5
109.5

T 7 A 3 R F I S R AR
4. IMT. 2EsOHI & 1] S B 240 A2 x 10°),

1 SRR B F ORI DL TR 22 [h%a™Ul . +2h k a*b7U1?]

gt Uz s %3 UB 'U12
S(1A) 18(1) 21(1) 121(2) 12¢1) -15(1) “2(1)
N(1A) 15(2) 24(2) 36(2) 12 0(2) -3(2)
N(ZA) 19(2) 2009 272) 5(2) 12) 0(2)
N(3A) 17(2) 23(2) 27(2) 12} 32 1(2)
C(1A) 20(3) 22(2) 39(3) 3(2) -4(2) 12
CRA) 17(2) 24(2) 39(3) A2 “4(2) -1{2)
C3A) 22(2) 22(2) 23(2) 1) 72) 2(2)
C(4A) 1742) 29(2) 31(3) -5{2) ) 2(2)
CBA) 15(2) 28(2) 37(3) 6(2) 9(2) 6(2)
C(6A) 18(2) 23(2) 26(2) 2(2) 32) 3(2)
C(74) 22(2) 23(2) 25(2) aez) 5(2) -2(2)
C(RA) 21(2) 25(2) 21(2) -3(2) 6(2) “U2)
C(9A) 25(2) 22(2) 24(2) 2(2) 2) -3(2)
CLLOAY19(2) 24(2) 22(2) 3(2) 4(2) 2(2)
C(11A)19(2) 23(2) 333) 2(2) 12y -8(2)
C(124)20(3) 22(2) 42(3) 6(2) 22) -1(2)
C(I3A)28(3) 39(3) 30(3) 15(2) 0(2) -2(2)
C(14A)34(3) 44(3) 37(3) 1(2) 72) 13(2)
C(15A)96(3) 26(3) 36(3) 32 37(3) 203)
C(16A)32(3) 26(2) 30(3) 9(2) 4(2) 6(2)
S(IB). 17¢1) 18(1) a9 3(1) 701 1(1)
N{1B) 21(Z) 16(2) 25(2) 2(2) 8(2) 3(2)
N(2B)-29{2) 24(2) 2002) 42) 1(2) 6(2)
N(3B) 21{2) 19(2) 21D 2(2) 3(2) 2(2)
C(1B) 17(2) 20(2) 18(2) 0(2) 5(2) 0
€(2B) 21(2) 23(2) 16(2) 32 3(2) -4(2)
C(3B) 22(2) 18(2) 18(2) 2(2) 6(2) 1H2)
CEB) 16(2) 23(2) 2002) -1(2) 3(2) 0(2)
C(5B) 16(2) 21(2) 212) ) 3(2) 4(2)
C(bB) 25(2) 2002) 1#H2) 02) 9(2) 12
C{7B) 22(2) 24(2) 2002) 302 9(2) 0(2)
C(8B) 29(3) 19(2) 27(2) 6(2) 17(2) -2(2)
C(9B) 32(3) 20(2) 25(2) 32) 16(2) 4(2)
C(10B)31(3) 24(2) 14(2) 1(2) 2) 9(2)
C(11B)24(2) 23(2) 19(2) 2(2) 6(2) -1(2)
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C{12B)28(3) 18(2) 20(2) 0(2) 9(2) 2(2)
C(13B)53(3) 30(3) 26(3) 14(2) 11£2) 17(2)
C(14B)22(2) 30(2) 27(3) 1) 42 6(2)
C(15B)42(3) 22(2) 35(3) 3(2) 15(2) 3(2)
C(16B)39(3) 30(3) 25(3) -8(2) 22) 10(2)
S(1C) 16(1) 21(1) 34(1) 2(1) 6(1) 0(1)
N(1C) 15(2) 22(2) 312y -8(2) 4(2) -5(2)
N(2C) 16(2) 19(2) 23(2) 0(2) 6(2) 0(1)
N(3C) 21(2) 28(2) 27(2) 1@2) 7(2) 5(2)
C{1C) 16(2) 25(2) 15(2) -1(2) 2(2) 0(2)
C(2C) 202) 24(2) 17(2) 202 6(2) -1(2)
C(3C) 21(2) 20(2) 19(2) 1(2) 6(2) 5(2)
C(4C) 2002) 34(3) 20(2) -2(2) 7(2) 4(2)
C(5C) 20(2) 26(2) 20(2) -142) 6(2) -1(2)
C(6C) 22(2) 24(2) 15(2) -4(2) 72) -1(2)
C(7C) 18(2) 29(2) 17(2) -4(2) 6(2) 2(2)
C8C) 17(2) 22(2) 27(2) -8(2) 9%2) 6(2)
COC) 212y 20(2) 22(2) 3 10(2) 2(2)
C(10C)14(2) 25(2) 18(2) 3(2) 5(2) 1(2)
C(11C)15(2) 24(2) 21(2) 5(2) 6(2) 12
C120)18(2) 19(2) 21(2) -4(2) 72 2(2)
C30)17(2) 30(2) 29(3) 2(2) 9(2) 3(2)
C{14C)23(2) 23(2) 23(2) 2(2) H2) -2(2)
C(15C)46(3) 45(3) 56(4) 22(3) 29(3) 11(3)

[1013] C(16C)38(3) 33(3) 46(3) -18(2) -4(3) 8(2)
S(1D) 25(1) 23(1) 46(1) 3(1) 13(1) -4(1)
N(1D) 26(2) 23(2) 36(2) -4(2) 11€2) -4(2)
N(2D) 22(2) 35(2) 23(2) 2(2) 72) 2(2)
Ni(3D) 27(2) 24(2) 34(2) 0(2) 16(2) 2(2)
C(1D) 28(3) 28(2) 20(2) 3(2) 10(2) 0(2)
C(2D) 30(3) 29(2) 23(2) -5(2) 13(2) -4(2)
CGD) 33(3) 24(2) 24(2) -1(2) 13(2) 12y
C(4D) 27(3) 31(3) 33(3) 0(2) 10(2) -1@2)
C(5D) 26(3) 29(3) 36(3) -6(2) 8(2) -6(2)
C(6D) 29(3) 24Q) 192) -3(2) 10(2) 0(2)
C(7D) 23(2) 27(2) 16(2) 0(2) 9(2) 12)
C(8D) 30(3) 27(2) 19(2) 0(2) 15(2) -3(2)
C(9D) 29(3) 29(2) 16(2) 3(2) 9(2) 2(2)
C(10D)24(2) 30(2) 17(2) -2(2) 8(2) 0(2)
C(11D)26(3) 32(2) 172) 6(2) 72) 6(2)
C(12D)28(3) 24(2) 18(2) -5(2) 11(2) -1(2)
C{13D33(3) 60(4) 33(3) 19(3) 112} 10(3)
C{14D)30(3) 33(3) 32(3) 3(2) 16(2) 5(2)
C(15D)51(3) 34(3) 41(3) 6(2) 23(3) 10(2)
C(16D)35(3) 26(2) 47(3) 122 19¢3y 3(2)
S(2)  36(1) 27(1) 45(1) 9(1) 18(1) 2(1)
S(3) 23(1) 22(1) 24(1) B3(1) 4(1) 1(1)
S(4) 16(1) 23(1) 40(1) 4(1) 4(1) A1)
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S(5)  23(1) 24(1) 41(1) 8(1) 12(1) 4(1)
St6)  42(1) 19(1) 29(1) 0(1) 9(1) <2(1)
8(7) 31D 28(1) 39(1) 4 12(1) 1(1)
S(8) 20(1) 19(¢1) 24(1) 0(1) 4(1) -1(1ly
S(9)  23(1) 23(1) 27(1) =1(1) 7(1) A1)
oO(l) 67(4) 53(4) 52(5) 19(4) 29(4) 10(4)
02y 56(6) 25(9) 107(14) 17(8) 13(8) 20(7)
03) 554 54(4) 57(5) 23(4) 25(4) 8(3)
o1y 79(3) 68(4) 48(4) 25(3) 39(4) 31(4)
02y 53(4) 20(7) 109(13) 14(6) 97) -4(5)
03y 3503) 71(5) 68(5) 41(4) 21(4) 9(3)
Oy 26(2) 26(2) 44(2) 32) 7(2) 2(1)
05y 4b(2) 33(2) 35(2) -10(2) 0(2) -8(2)
0(6) 23(2) 312) 26(2) 2(1 9(1) -6(1)
o 2712 27(2) 72(3) 11(2) 112) 0(2)
o8y 16(2) 42(2) 57(2) -18(2) 3(2) -2(2)
09y 2402) 29(2) 38(2) 2(1) 14(2) -3(1)
O(10) 432y 49(2) 33(2) 12(2) 18(2) 30(2)
O{11) 37(2) 48(2) 95(4) 34(2) 42) 11(2)
0(12) 78(3) 30(2) 34(2) 2(2) 28(2) 3(2)
0(13) 52(3) 72(3) 56(3) “16(2) 35(2) -33(2)
O(14) 943) 25(2) 35(2) -2(2) 3(2) 13(2)
O(15) 37(2) 40(2) 35(2) 9(2) 1(2) 5(2)
0(16) 232) 37(2) 36(2) -16(2) 13(2) -8(1)

[1014] O(17) 59(3) 36(2) 68(3) 23(2) 2142) =5(2)
O(18) 28(2) 52(2) 32(2) 9(2) 9(2) 0(2)
0(19) 33(2) 19(2) 34(2) -1(1) 7(2) -2(1)
0020y 2002) 24(2) 45(2) -4(2) -1(2) 2(1)
0(21) 32(2) 34(2) 28(2) 3 14(2) 2(1)
0(22) 26(2) 27(2) 24(2) 201 9(1) 2(1)
0(23) 26(2) 23(2) 39(2) 3(1) 9(2) 8(1)
0(24) 26(2) 25(2) 42(2) -5(2) 8(2) A1y
C(18) 60(4) 50(4) 56(4) 14(3) 5(3) 6(3)
C(28) 48(3) 52(3) 36(3) 10(3) 19(3) 2(3)
C(38) 20(2) 37(3) 30(3) -4(2) 6(2) 5(2)
C(48) 32(3) 57(3) 28(3) 14(2) 12(2) 8(2)
C(58) 2303) 31(3) 50(3) 11(2) 9(2) 8(2)
C(6S) 37(3) 32(3) 26(3) 6(2) 13(2) 3(2)
C(78) 3203) 47(3) 38(3) 2(2) 14(2) 12)
C(85) 48(4) 22(3) 73(4) 9(3) 8(3) “3(2)
C(98) 45(3) 31(3) 43(3) 11(2) 24(3) 7(2)
C(10S)118(8) 88(6) 104(7) -11(5) 58(6) -22(6)
C(118)30(3) 25(2) 30(3) 3(2) 14(2) 202y
C(128)40(3) 40(3) 30(3) 32) 112) 2(2)
C(138)29(3) 25(2) 26(2) 0(2) 11(2) 1(2)
C(148)35(3) 32(3) 37(3) 2(2) 18(2) -2(2)
C(158)38(3) 39(3) 35(3) 2(2) 19(2) 2(2)
C(168)51(4) 50(3) 63(4) 5(3) 40(3) 4(3)

[1015]
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[1016] 5. LMT. 2EsOHIKI ZALHR ( X 10°) R4 ] [F AT B 250 A% % 10°),

X y z Uleq)
H (1AA) -585 2958 1019 33
H (2AA) 1142 2510 2886 30
H(3A) 993 5379 587 30
H (2A) -112 4894 1482 38
H (4A) -1173 4519 414 32
H (5A) -1024 3623 616 33
H (8A) 239 2190 1412 29
H (9A) 327 1779 2005 30
H(11A) 801 3220 2506 34
H (13A) 956 2107 3668 55
H (13B) 1268 1770 3586 55
H(13¢) 853 1592 3162 35
H (14A) 950 1606 2041 62
H (14B) 1350 1846 2447 62
[1017]  © (14C) 1048 2153 1770 62
H (15A) -399 5529 288 75
H(158B) -759 5883 21 75
H (15C) 775 5281 280 75
H(16A) -638 5607 1762 49
H (16B) 652 6075 1222 49
H (16C) 306 5694 1555 49
H (1B) 2048 25 885 25
H (2BB) 3779 238 2945 33
H (3B) 1492 2364 765 27
H (2B) 2408 2001 1444 26
H (4B) 1368 1494 658 26
H (5B) 1566 616 765 25
H (8B) 2428 <704 1523 28
H (9B) 3012 -1036 2140 29
H (11B) 3416 453 2358 28
H (13D) 3579 -889 3507 57
H (13E) 3953 -1033 3472 57
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H (13F) 3582 1293 2905 57
H (14D) 3650 952 1829 43
H (14E) 4042 744 2383 43
H (14F) 3758 345 1811 43
H(15D) 2099 2713 612 50
H (15E) 1729 3039 363 50
H (15F) 1737 2500 42 50
H (16D) 1800 2460 1997 53
H (16E) 1763 3014 1591 53
H (16F) 2137 2692 1883 53
H(1C) 4627 2587 1195 30
H (2¢C) 6358 2390 3285 24
H(3C) 4060 4939 950 32
H (2C) 4971 4574 1649 25
H(4C) 3932 4060 845 30
H (35C) 4137 3182 1006 27
H (8C) 5015 1871 1821 26
H (9C) 5601 1557 2480 25

[1018] H (11C) 5987 3052 2673 25
H(13G) 6256 1619 2248 39
H (13H) 6636 1887 2761 39
H (131) 6327 2230 2142 39
H (14G) 6168 1769 3891 36
H (14H) 6544 1621 3871 36
H (141) 6177 1339 3323 36
H (15G) 4636 5189 631 70
H (15H) 4280 5544 406 70
H (151) 4252 4970 55 70
H (16G) 4450 5092 2174 70
H (16H) 4333 5614 1683 70
H (161) 4723 5354 1894 70
H{ID) 7088 320 1462 34
H (2D) 8828 56 3133 33
H (3D} 6618 2711 1123 32
H (2DD) 7510 2283 1724 32
H (4D) 6459 1833 909 38
H (5D) 6639 950 1112 38



CN 105853439 A yi BB 115/142 7T
H (8D) 7452 -429 1911 28
H (9D) 8028 -812 2416 30
H (11D) 8478 655 2709 31
H (137) 8654 656 3792 65
H (13K) 9004 -828 3683 65
H (13L) 8618 -1085 3187 65
H (147) 8622 820 2060 46
H (14K) 9023 -587 2493 46
H (14L) 8707 220 1935 46
H (151) 7042 2819 377 61
H(15K) 6720 3214 295 61
H (15L) 6632 2612 33 61
H (16]) 7101 2976 2179 54
H (16K} 6965 3437 1582 54
H (16L) 7520 3101 1708 54
H(1S1) 354 568 117 74
H(182) 34 756 315 74
H (281) 348 1552 757 67

[1019] H(282) 230 1466 93 67
H (283) 641 1363 479 67
H (381) 2296 4750 523 36
H (382) 2109 4415 213 36
H (481) 1692 5133 749 59
H (482) 2102 5315 517 59
H (4S3) 1901 5469 21 59
H (5S1) 2641, 3235 241 44
H (582) 2548 3575 803 44
H (681) 3029 4152 984 48
H(652) 2760 4126 137 48
H (683) 3134 3806 444 48
H (781) 5283 2814 -129 47
H(782) 5465 3051 679 47
H (881) 5796 3675 290 81
H(8S2) 5368 3758 -148 81
H (8S3) 5587 3453 521 &1
H (9S1) 5428 806 551 46
H (982) 5579 1289 1119 46
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H C10A) 6182 981 1462 150
H {10B) 5993 1119 613 150
H (10C) 6028 516 875 150
H (11E) 8109 3705 840 33
H (11F) 8195 3253 387 33
H (12A) 7581 2956 -55 57
H (12B) 7605 3553 295 57
H(12€) 7500 3438 363 57
H(13M) 8341 797 1242 33

[1020] g (13m0 8118 1177 569 33
H (14M) 7744 447 -41 52
H (14N) 7716 589 698 52
H (140) 7955 95 671 52
H (15M) 272 2476 63 44
H (15N) 475 2669 763 44
H (16M) 317 3544 407 74
H (16N) 43 3188 97 74
H (160) 135 3371 -430 74

[1021]  LMT. 2MsOHF i 27 504 (B 17¢)

[1022] R 1.1IMT. 2MsOHIY] il A4 55 4 AN 45 Fa K %
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[1023]

R5 A 644128C171

LR C18 H27 N3 06 S3

atE 477.61

IR 150 (2) K

HK 0.71073 A

o8 F Z4dy

o 8] BE P-1

o LK a=11.6401 (6) A 104.682 (2) °.
b=12.0744 (6) A p=92.386 (2) °.
c=18.4846 (9) A y=116.151 (2) °.

R F 222042 (19) A’

Z 4

A GHEAE) 1.429 Mg/m’

LS 0.374 mm-1

F (000) 1008

AR Ky 0.30 x 0.18 x 0.04 mm’

BT HAE IR R 69070 B 1.16°%]27.57°

FeAGL B -15<=h<=15, -15<=k<=15, -24<=1<=24

MR8 B A 42564

AR 5L R B 10184 [R (int) =0.0662]

0= 25.00°84 7. &k 99.6%

AAL IE F R F 2 RUE

RK A iEs 0.9852420.8962

R SPGB R Rk

BRI RIASK 10184 / 198 / 552

SR EE N 1.071

RAHRIGH[T>26 (1) ] R1=0.0593, wR2 = 0.1399

RABEL (2804038 ) R1=0.0909, wR2 = 0.1566

% KATSHEFa R 1.19242-0.905 ¢.A-3

[1024]  #2.eull OmPJEFALKR (X 10%) FIEE R & 1] A B S5 A x 10%),U(eq) E
SCNTEAE USSR B R 261 1/3
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[1025]

% y z Uieq)
C(1A) 2847 (3) 7453 (4) 3069 (2) 28 (1)
C (2A) 2545 (3) BLIT4(3) 2643:(2) 27¢1)
C (3A) 3528 (3) 9173 (4) 2496 (2) 20(1)
C(48) 4823 (3) 9566 (4) 2760 (2) 37 (1)
C(5A) 5121 (3) 8863 (4) 3154 (2) 39(1)
CL6A) 4156 (3) 7809 (4) 3317 (2) 34 (1)
C{7A) 3630 (5) 3911 (5) 3768 (2) 48 (1)
C (8A) 4139 (3) 5179 £5) 4015 (2) 5501)
C (9A) 3314 (5) 4011 (5) 4119 (2) 58 (1)
C (10A) 1978 (5) 3531 (5) 3953 (2) 5201
C (11A) 1451 (5) 4217 14) 3678 (2) 45 (1)
C (12A) 2292 (4) 5408 (4) 3601 (2) 42 (1)
€ (13A) 3947 (4) 10426 (4) 1555 (2) 39(1)
C (14A) 3035 (4) 10981 {4) 2698 (2) 36 (1)
€ (15A) 479 (5 ) 2617 (4) 4788 {29 5610
C (16A) 422 (9) 1431 (7) 3338 (3) 21(2)
c16Yy 175 (7) 1295 (6) 3509 (4) 38(2)
C (1B) 1734 €3) 3733 (3) 1573 (2) 20 (1)
C (2B) 467 (3) 2802 (3) 1532 (2) 20 (1)
C£3B) -556 (3) 2949 (3) 1228 (2) 2012
C (4B) 328 (3 4011 (3) 986 (2) 21 (1)
C(5B) 938 (3) 4959 (3) 1054 (2} 2241)
C (6B) 1992 (3) 4819 13) 1335 (2) 21 (1)
C(7B) 4382 (3) 5861 43) 1707 (2} 21 (1)
C (8B) 5559 (3) 6955439 1766 (2) 22-(1)
C (9B) 6724 (3) 711 €3) 2126 (2) 22.(1)
C (10B) 6691 (3) 6167 (3) 2435 (2) 20 (1)
¢ (11B) 5535 (3) 5073 (3) 2382 (2) 20 (1)
C (12B) 4385 (3) 4907 (3) 2011 €2) 20 (1)
€ (13B) 2276 (%) 1245 (3) 1673 (2) 27 (1)
C (14B} 2081 (3) 892 (3) 3T (2 27 (1)
C (15B) 8932 (3) 7573 (3) 3209 (2) 26 (1)
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[1026]

[1027]

[1028]

C (16B)
c(18)
C(:28)
€ (35)
C148)
N (1A)
N{2A)
N (3A)
N (1B)
N (2B)
NA{3B)
0 (18)
O (28)
0138)
0(28)
018
O (38")
0 (48
0 (58)
O 68)
0178
0 (88)
0 (98)
O (108)
0O (118)
0 (128)
S{1)
S(2)
§3)
S{4)
S(1A)
S {1B)

§431 (3)
3536 (4)
8797 (4)
5403 (4)
6718 (6)
4480 (3)
3126 (3)
1056 (5)
3245 (2)
-1895 (2)
7903 (2)
1876 (5)
1457 (5)
3166 (4)
3198 (4)

2515 €5)

1291 (5)
10898.42)
9224 (3)
10527 (2)
6954 (2)
6130 (2)
4703 (3)

7552 (3

8403 (4)
6252 (3)
2478 (1)
9944 (1)
5818 11)
7286 (1)
1567 (1)
2994 (1)

5579 (3)
59 (4)
7948 (3)
3853 (4)
3037 (5)
7134 (4)
9915 (3)
2317 (41
5734 (3)
1871 13)
623742)
153 4¢5)
367 (5)
2156 (4)
1901 (4)
924 (5)
-191 (6)
10147 (2)
9462-(3.)
8353 (2)
2997 (3)
2435 (2)
1484 (2)
4905 (3)
3384 (4)
2791 (3)
713 (1)
9074 (1)
2588 (1)
3562 (1)
6322 (1)
3393 (1)

2180 (2)
4695 (2)
434 (2)
327 (2)
4356 (2)
3726 (2)
2118 (2)
4117 (2)
1338 (2)
1060 (1)
2774 (2)
5602 (3)
4352 (3)
5329 (3}
4683 (3)
5685 (3)
4380 (3)
1042 (1)
1796 (2)
1521.(2)
257 (1)
8§45 (1)
383 (2)
3786 (2)
3483 (2)
2924 (2)
4948 (1)
1257 (1)

1L 1)
3574 (1)
3376 (1)
1838 (1)

29 (1)
38 (1)
33 (1)
40 (1)
67 (2)
46 (1)
29 (1)
68 (1)
24(1)
21¢1)
21.€1)
31.¢1)
27(1)
28 (1)
26 (1)
25 (1)
27(1)
34 (1)
40 (1)
39 (1)
34.(1)
31 (1)
44 (1)
53 (1)
73 (1)
57 (1)
30 (1)
23 (1)
22(1)
26 (1)
32.(1)
26 (1)

#3.eul|_omiygE K[AFEMAL° ],

CUANCQA)
C(LA)-C(6A)
C{1A)S(1A)

1.390(5)
1.408(4)
1.753(4)
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[1029]

C(ZA)-C(3A)
CZAYH(2A)
C(E3A)-CHEA)
C(3A)-N(2A)
CAA)-C(5A)
C(4A)-H(4A)
C(5A)-C(6A)
C(SA)-H(5A)
CEAFN(1A)
C7A}C(124)
C(TAFN(1A)
C(TA)}-C(8A)
C(BA)-C{9A)
C(8A)-H(8A)
C9A)-C(10A)
CEAFHEA)
C{1OA)-C(11A)
C(10A)-N(3A)
C(11Aa)-C(124)
CLLIARH(11A)
C2A)-SA)
C(13A)-N2A)
C(13A)-H(134)
C(13A)-H(13B)
CH3ARH3C)
C(14A):N(2A)
C(14A)-H(14A)
C{14A)-H(14B)
CL14A)-H(14C)
C15A)N(3A)
C{15A)-H(15A)
CLL5A)-H(15B)
CU5A)-H(15C)
C(16A)-N(3A)
C{L6A)-H(16H)
C(16A)-H(16I)
C{16A)-H(161)
CB)-NGBAY
C(16")-H{16K)
C16)-H(16L)
C(16)-H(16M)
C(1B)-C(2B)
C{1B)-C(6B)
C(1B)-S(1B)
C(ZB)-C(3B)
C(2B)-H(2B)
C(3B)-C(4B)
C{3B)-N(2B)

1.388(5)
0.9500
1.388(5)
1.472(5)
1.387(6)
0.9500
1.390(6)
0.9500
1.393(5)
1.386(6)
1.394(6)
1.409(5)
1.380(7)
0.9500
1.387(7)
0.9500
1.399(5)
1.502(7)
1.386(7)
0.9500
1.768(3)
1.506(4)
0.9800
0.9800
0.9800
1.499(5)
0.9800
0.9800
0.9800
1L477(6)
0.9800
0.9800
0.9800
1.482(6)
0.9800
0.9800
0.9800
1.563(6)
0.9800
0.9800
0.9800
1.390(4)
1.398(4)
1.770(3)
1.394(4)
0.9500
1.384(4)
1.479(4)
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[1030]

C4B)-C(5B)
C(4B)-H(4B)
C{5B)-C(6R)
C(5B)-H(5B)
C{6B)N(1B)
C(7B)-N(1B)
C(7B)-C(8B)
C(7B)-C(12B)
C(8B)-C(9B)
C(8B)-H(8B)
C{9B)-C{10B)
C(9B)-H(9B)
C{L0B)-C(11B)
C{10B)-N(3B)
C(1B}FC(12B)
C(11B)-H(11B)
C(12B)-5(1B)
C(13B}N(2B)
C{I3B)}-H(13D)
C{13B)-H(13E)
C(13B)-H(13F)
C(14B)-N(2B)y
C(14B)-H(14D)
C{14B)-H(14LE)
C{14B)-H(14F)
C(I5B)-N(3B)
C(15B)-H(15D)
C(15B)-H(I5E)
C(15B)-H(15F)
C(16B)-N(3B)
C(16B)-H(16A)
C{16B)-H(16B)
C(16B)-H(16C)
C(18):8(1)
C(153-H(IS1)
C{18)-H(182)
C(1S)-H(IS3)
C28)y5(2)
C(2S)-H(2S1)
C(25)-H(282)
C(28)-H(283)
C(38)-5(3)
C(3S)-H(3S1)
C(38)-H(3S2)
C(3S)FHE83)
CHESy8@H
C(4S)-H{4s1)
C(4S)-H(482)

1.386(4)
0.9500
1.407(4)
0.9500
1.387(4)
1.3914)
1.397(4)
1.405(4)
1.398(4)
0,9500
1,385(4)
0,9500
1.387(4)
1.478(4)
1.386(4)
09500
1.766(3)
14Y4(4)
0.9800
0.9800
{9800
1.503(4)
0.9800
0.9800
0.9800
1.497(4)
0.9800
0.9800
0.9800
1.503(4)
0.9800
0.9800
0.9800
1.755(4)
0.9800
0.9800
0.9500
1.763(3)
0.9800
0.9800
0.9800
1,755(4)
0,9800
0.9800
0.9800
1.762(4)
0.9800
0,9800
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[1031]

C(4S)-H(483)
N(IA)-H(1A)
N(QA)-H(2A1)
NGBA)-H(3A)
N(1B)-H(1B)
N(2B)-H(2B1)
N(3B)-H(3B)
O(18)-5(1)
O(25)-5(1)
O(38)-S(1y
O289-S(1)
O(189-S(1)
O(38)-8(1)
O(48)-5(2)
O(58)-8(2)
O(65)-8(2)
O(75)-8)
O(88)-5(3)
O(98)-5(3)
O(108)-5(4)
O(118)-5(4)
O(128)-8(4)
CRAFCUA)CGA)
COAYCIA)-S(1A)
C6A)-C(1A)-S(1A)
CBA)»C2A)-C(1A)
CGAYCQAFH2A)
CIA)-CRA)H2A)
CZA)-C(3A)-C(4A)
C(2A)-CBA)-NRA)
CAAFCBA-NEA)
C5A)»CUAAKCBA)
C(5A)-CAA)H(4A)
C(3A)-CEA)-HEA)
CE@A)-C(SA)-CI6A)
C(A)-C(BA)-HGEA)
CEA)-CAH(GA)
C(5A)-CI6A)-N(1A)
C(5A)-C6AYCAA)
N(1A)-C(6A)-C(1A)
C(1ZA)-CTAFN(LA)Y
C12A)-C(TA}-C(8A)
N(IA)-C{7A)-C(8A)
C(IA)-C(8A)-C(TA)
COA)-CBA)-H(8A)
C(7AFC(8A)-H(SA)
C{BA)-C(9A)-C(10A)

0,9800
0.8800
0.9300
0.9300
0.8800
0.9300
0.9300
1.573(5)
1.422(5)
1.508(5)
1.528(5)
1.312(5)
1.473(5)
1.449(2)
1.447(3)
1:472(2)
1.458(2)
1.467(2)
1.433(3)
1.451(3)
1.417(3)
1.443(3)
119:8(3)
1177025
122003
120,3(3)
1199
119.9
120:5(4)
116.9(3)
1223(3)
118.9(4)
1205
120:5
121.7)
119:1
1191
120.6(3)
118.6(4)
120.8(4)
122.003)
118.7(5)
119.3(4)
120.2(5)
119.9
1199
120.164)
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[1032]

C8A)-C(9A)-H(9A)
C(10A)-C(9A)-H(9A)
CIA)-C(10A)-C(11A)
C(94)-C(10A)-N(3A)
C(11A)-C(10A)-N(GA)
C12A)-C{11A)-C(L0A)
C(12A)-C(11A)-H(11A)
C(10A)-C(11A)-H(11A)
CTA)-C(12A)-C(11A)
C(TA)-C(12A)-S(1A)
C(11A)-C(12A)-S(1A)
N2A)-C(13A)-H(13A)
N(2A)-C(13A)-H(13B)

H(13A)-C(13A)-H(13B)

NEAFCI3A)-H(130)
H(13A)-C(13A)-H(130)
H(13B)-C(13A)-H(13C)
N(2A)-C(14A)-H(144)
N(ZA)-C(14A)-H(14B)
H(14A)-C(14A)-H(14B)
N(2A)-C(14A)-H(14C)
H(L4A)-C(14A)-H(14C)
H(14B)-C(14A)-H(140)
N(A)-C(15A)-H(154)
N(3A)-C(154)-H(15B)

H(15A)-C(15A)-H(15B)

N(3A)-C(15A)-H(15C)
H(13A)-C(15A)<H(15C)
H(15B)-C(15A)-H(15C)
N(BA)-C(16A)-H(16H)
N(3A)-C(16A)-H(161)
NBAC(16A)-H(16T)
N(GA)-C(16)-H(16K)
N(A)-C(16"-H(16L)
H(16K)-C(16"-H(16L)
N(3A)-C(16')-H(16M)
H(16K)-C(16")-H(16M)
H{16L)-C(16)-H(L6M)
C2B)-C(1B)-C(6B)
C(2B)-C(1B)-S(1B}
C(6B)-C(1B)-S(1B)
C(1B)-C(2B)-C(3B)
C(1B)-C(2B)-H(2B)
C(3B)-C(2B)-H(2B)
C(4B)-C(3B}-C(2B)
C4B)-C(3B)}-N(2B)
C(2ZB)-C(3B)-N(2B)
C(3B)-C(4B)-C(5B)

120.0
120.0
120.6(5)
121.4(4)
117.8(4)
118.5(4)
120.7
120.7
121.8(4)
121.7¢4)
116.2(3)
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.3
109.5
109.5
109.5
109.5
109,5
109.5
109.5
109.3
109.5
109.5
109.5
109.5
109.5
109.5
109.5
1095
109.5
109.5
109.5
121.3(3)
116.9(2)
121.502)
118.7(3)
120.7
120.7
121.2(3)
118.7(3)
119.5(3)
119.7(3)
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[1033]

C(3B)-C(4B)-H@4B)
C(5B)-C(4B)-H(4B)
C(AB)-C(5B)-C(6B)
C(4B)-C(SB)-H(5B)
C(6B)-C(5B)-H(5B)
N(1B)-C(6B)-C(IB)
N(1B)-C(6B)-C(5B)
C(1B)-C(6B)-C(5B)
N(1B)-C(7B)-C(8B)
N(1B)-C(7B)-C(12B)
C(8B)-C(7B)-C(12B)
C(7B)-C(8B)-C(OB)
C(7B)-C(8B)-H(8B)
C(9B)-C(8B)-H(8B)
C(10B)-C(9B)-C(8B)
C(10B)-C(9B)-H(B)
C(8B)-C(9B)-H(9B)
C(9B)-C(10B)-C(11B)
C(9B)-C(LOB)-N(3B)
C(11B)-C(10B)-N(3B)
C(12B)-C(11B)-C(10B)
C(12B)-C(11B)-H(11B)
C(10B)-C(11B)-H(11B)
C(11B)-C(12B)-C(7B)
C(11B)-C(12B)-S(1B)
C(7B)-C(12B)-S(1B)
N(2B)-C(13B)-H(13D)
N(2B)-C(13B)-H(13E)
H(13D)-C(13B)-H(13E)
N(2B)-C(13B)-H(13F)
H(13D)-C(13B)-H(13F)
H(13E)-C(13B)-H(13F)
N(2B)-C(14B)-H(14D)
N(2B)-C(14B)-H(14E)
H(14D)-C(14B)-H(14E)
N(2B)-C(14B)-H(14F)
H(14D)-C(14B)-H(14F)
H(14E)-C(14B)-H(14F)
N(3B)-C(15B)-H(15D)
N(3B)-C(15B)-H(15E)
H(15D)-C(15B)-H(15E)
H(15D)-C(15B)-H(15F)
H(15E)-C(15B)-H(15F)
N(R)-C(16B)-H(16A)
N(3B)-C(16B)-H(16B)
H(16A)-C(16B)-H(16B)
N(3B)-C(16B)-H(16C)

120.1
1201
120.4(3)
119.8
119.8
122.503)
118,7(3)
118.7(3)
119.3(3)
121.7(3)
119.0(3)
120.9(3)
119.5
119.5
118.7(3)
1206
120.6
121.4(3)
121.003)
117.4(3)
119.7(3)
120.1
120.1
120.2(3)
117.6(2)
121.8(2)
109.5
109.5
1095
1095
109.5
109.5
109.5
1095
1095
109.5
109.5
109.5
109.5
1095
109.5
109.5
109.5
1095
109.5
1095
109.5
1095
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[1034]

H(16A)-C(16B)-H(16)
H(16B)-C{16R)-H(16C)

S(1)-C(18)-H(1S1)
S(1)-C(18)-H(182)
H(181)-C(18)-H(182)
S(1)-C(18)-H(153)
H(181)-C(18)-H(183)
H(182)-C(1S)-H(183)
S(2)-C(28)-H2S1)
$(2)-C(28)-H(282)
H(281)-C(28)-H(282)
S(2)-C(25)-H(283)
H(2S1)-C(29)-H(283)
H(282)-C(25)-H(283)
S(3)-C(38)-H(351)
S(3)-C(38)-H(382)
H(381)-C(3S)-H(382)
S(3)-C(35)-H(3S3)
H(3S1)-C(35)-H(383)
H(382)-C(38)-H(353)
S(4)-C(48)-H(4S1)
S(4)-C(48)-H(452)
H(481)-C(48)-H(482)
8(4)-C(4S)-H(4S3)
H(481)-C(48)-H(483)
H(482)-C(4S)-H(483)
C(6A)-N(1A)-C(TA)
C(6A)-N(LA)-H(1A)
C(7A)-N(1A)-H(1A)
CA)NNQRA)-C(14A)
CAA»NQ2A)-C(13A)
C14A)-NQAJ-C(13A)
C(3A)-N(QA)-H(2AT)
C(14A)-N(2A)-H2AT)
C(13A)NQ2A)-HQ2AT)
C(I5A)N(3A)-C(10A)
CI5A)-NBA)C(16A)
C(10A)-NBA)-C(164)
C(15A)-N(3A)-C(16)
C10A)NGAKC(16)
C(16A)-N(3A)-C(16)
C(15A)-N(3A}FH(A)
C(1OA)N(BA)}-H(3A)
C(16A)N(3A)-H(3A)
C(16)-NGBA)-H(3A)
C(6B)-N(1B)-C(7B)
C(6B)-N(1B)-H(1B)
C(7B)-N(1B)-H(1B)

109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109.5
109,5
109.5
109.5
109.5
109.5
109.5
109.5
1095
109.5
109.5
109.5
109.5
1095
109.5
124.8(3)
117.6
117.6
110.2(3)
114.9(3)
111.13)
106.7
106.7
106.7
111.1(3)
130.2(6)
101.3(4)
102.005)
119.1(4)
28.2(3)
103.9
103.9
103.9
116.0
125.8(3)
117.1
117.1
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[1035]

C(3B)-N(ZB)-C(13B)
C(3B)-N(2B)-C(14B)
C(13B)-N(2B)-C(14B)
C(3B)-N(2B)-H(2B1)
C(13B)-N(2B)-H(2B1)
C(14B)-N(2B)-H(2B1)
C(10B)-N(3B)-C(15B)
C(10B)-N(3B)-C(16B)
C(15B)-N(3B)-C(16B)
C(10B)-N(3B)-H(3B)
C(15B)-N(3B)-H(3B)
C(16B)-N(3B)-H(3B)

O(18)-5(1)-0(28)
O(18)-5(1)-0(38")
0(28)-8(1)-0(38")
O(18)-8(1)-0(38)
O(28)-8(1)-0(38)
O(38)-8(1)-0(38)
O(18)-8(1)-0(28")
0(29)-8(1)-0(28")
0OG38)-8(1)-0(28)
O(39)-8(1)-0(28)
0(18)-8{1)-0(18)
O28)-8(1)-0(18)
0(38)-S(1)-0(18)
0(38)-S(1)-0(18)
O(28)-8(1)-0(1S)
O(18)-8(1)-C(18)
0(28)-8(1)-C(18)
O(38)-8(1)-C(18)
0O(39)-8(1)-C(18)
O(28)-S(1)-C(18)
O(18)-S(1)-C(18)
O(48)-8(2)-0(58)
O(48)-8(2)-0(68)
O(58)-8(2)-0(68)
O(48)-5(2)-C(28)
O(58)-8(2)-C(25)
O(65)-S(2)-C(2S)
0(95)-8(3)-0(78)
0(98)-S(3)-0(88)
O(75)-5(3)-0(8S)
O(958)-8(3)-C(35)
O(78)-5(3)-C(38)
O(8S)-S(3)-C(35)
O(118)-8(4)-0(128)
O(118)-5(4)-0(108)
0O(128)-5(4)-0(108)

114.9(2)
109.12)
111.1(3)
107.1
107.1
107.1
114.9(2)
110.6(2)
110.8(2)
106.7
106.7
106.7

131.2(3)

123.5(3)
25.1(2)
71.73)

110.8(3)

134.9(3)

116.5(3)
84.3(3)

107.53)
45.00)
33.5(2)

109.1(3)
93.0(3)

103.3(3)

148.0(3)

107.02)

114.7€2)

102.3(2)

113.6(2)
95.2(2)

104.4(2)

112.76(15)
111.68(16)

112.07(17)

108.24(17)

106.71(17)

104.86(16)

112.41(17)

113.91(16)
LI1.12(14)

105.99(19)

107.38(18)

105.42(16)

112.8(2)

114.1(2)

110.8(2)
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[1036]

[1037]

[1038]
[1039]

[1040]

O(115)-S(4)-C(48)
O(125)-8(4)-C(48)
O(108)-S(4)-C(4S)
CLAYS(1A)»C(12A)
C(12B)-S(1B)-C(1B}

106.2(3)
107.6(2)
104.6(2)
100.76(19)
101.93(14)

T 7 AR SRR S IO R TR B AR -

F4.eull_Omf) & i MRS A% x 10°),
B A R FHRECR DA 20 [h%a U

.+2h k akbxab*U'?]

Ull. 22 17338 1723 i 2
C(1A) 22(1) 45(2) 19(1) 2D 1(1) 21(1)
CRA) 17(1) 41(2) 20(1) 4(1) 0(1) 14(1)
C(3A) 19(1) 46(2) 15(1) 2(1) (N 12(1)
CEA) 19(1) 57(2) 19(1) 4(1) 2(1) 12(1)
C(5A) 19(1) 66(2) 20(1) -6(1) -2(1) 21(1)
C(6A) 23(1) 59(2) 17(1) -4(1) -2(1) 26(1)
C(TA) 75(2) 90(2) 15¢1) 8(2) 5(1) 73(2)
C(8A) 86(2) 98(2) 19(1) 6(2) 0(1) 83(2)
C(OA)101(2) 92(2) 20(2) 6(2) 2(2) 86(2)
C(10A)100(2) 76(2) 18(1) 9(1) 3(2) 78(2)
C(11A)86(2) 71(2) 16(1) 14(1) 7(1) 69(2)
C(12A)75(2) 75(2) 15(1) 15(1) 8(1) 67(2)
C(13A)27(2) 44(2) 20(2) 8(2) 4(2) -3(2)
C(14A)39(2) 30(2) 25(2) 7(2) 10(2) 5(2)
C(15A)104(4) 34(2) 28(2) 4(2) -10(2) 34(3)
C(1B) 17(1) 22(1) 18(1) 4(1) 3(1) 10(1)
C(2B) 21(1) 22(1) 18(1) 6(1) 4(1) 10(1)
C(3B) 19(1) 23(1) 19(1) 5(1) 4(1) 10(1)
C(4B) 20(1) 23(1) 22(1) 6(1) 3(1) 12(1)
C(5B) 22(1) 21(1) 24(1) ) 4(1) 11(1)
C(6B) 18(1) 22(1) 23(1) 5(1) 6(1) 10(1)
C(7B) 21(1) 20(1) 23(1) 6(1) 6(1) 11(1)
C(8B) 23(1) 19(1) 26(1) 6(1) 6(1) 11(1)
C9B) 21(1) 19(1) 26(1) 5(1) (1) 91y
C(10B)19(1) 21(1) 19(1) 3(1) 4(1) 10(1)
C(11B)20(1) 21(1) 20(1) 5(1) 5(1) 10(1)
C{12B)18(1) 20(1) 20(1) 6(1) 5(1) 8(1)
C(13B)21(2) 30(2) 24(2) 10(2) 4(1) (1)
C(14B)24(2) 26(2) 21(2) 0(1) 0(1) 6(1)
C(15B)24(2) 22(2) 25(2) 0(1) 0(1) 8(1)
C(16B)27(2) 31(2) 27(2) 0(2) 2(1) 18(2)
C(18) 33(2) 49(2) 28(2) 7(2) 0(2) 20(2)
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C(28) 35(2) 29(2) 26(2) 2(2) -6(2) 12(2)
C(38) 62(3) 44(2) 31(2) 12¢2) 9(2) 40(2)
C(48) 95(4) 51(3) 30(2) 16(2) 22(2) 11(3)
N(1A) 42(2) 88(3) 23(2) 2(2) -6(1) 52(2)
N(2A) 20(¢1) 32(2) 19(1) 5(1) 2(1) 0(1)
N(3A)159(4) 58(2) 17(2) 1(2) -12(2) 84(3)
N(1B) 18(1) 25(1) 34(2) 17(1) 7(1) 9(1)
N(@2ZB) 17(1) 25(1) 21(1) 6(1) 2(1) 10(1)
N(3B) 18(1) 20(1) 21(1) 2(1) 1(1) 8(1)
0(48) 39(2) 25(1) 33(1) 10(1) 12(1) 9(1y
0(58) 37(2) 35(2) 34(2) 0(1) 14(1) 1o(1)
O(68) 30(1) 27(1) 54(2) 14(1) 111 8(1)

[1041]  O(7S) 27(1) 48(2) 42(2) 28(1) 16(1) 22(1)
O(8S) 33(1) 42(1) 34(1) 23(1) 13(1) 25(1)
0(9S) 33(2) 28(1) 53(2) 1) -5(1) 3(L)
0(108)96(2) 27(1) 26(1) 4(1) -11(2) 24(2)
O(115)84(3) 128(3) 45(2) 25(2) 15(2) 82(3)
O(128)43(2) 54(2) 28(2) 2(1) 5(1) -11(1y
S() 211y 19¢1) 45(1) 13(1) -12(1) 5(1)
S(2)  23(1) 22(1) 20(1) 5(1) 3(1) 9(1)
S33)  19(1) 22(1) 28(1) 10(1) 6(1) 11(1)
S 29(1) 22(1) 18(1) 6(1) 2(1) 41y
S(1A) 29(1) 43(1) 39(1) 19(1) 5(1) 26(1)
S(1B) 17(1) 22(1) 39(1) 15(1) 1(1) (1)

[1042]  %5.cull_Omf¥ZALHR (X 10N AN A PR 28 A% x 10°)
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X y 7 U (eq)
H (2A) 1662 7847 2452 32
H (4A) 5495 10304 2671 45
H (5A) 6007 9108 3318 47
H[8A) 5053 5489 4110 66
H (9A) 3662 3536 4304 69
H(11A) 536 3874 3547 54
H (13A) 4800 11131 1827 58
H (13B) 3517 10752 1260 58
H (13C) 4057 9728 1211 58
H (14A) 2513 10627 3064 54
H (14B) 2623 11370 2445 54
H (14C) 3910 11643 2966 54
H(15A) 173 3266 5213 84
H (15B) <13 1828 4928 84
[1043] w7 (15¢) -105 2958 4669 84
H ( 16H) 60 541 3357 32
H (161) 1086 1487 3019 32
H (161) -179 1679 3122 32
H16K) -683 569 3701 56
H (16L) 94 977 3039 56
H (16M) 708 1698 3407 56
H (2B) 301 2081 1708 24
H (4B) -1035 4090 775 25
H (5B) 1095 5709 911 26
H (8B) 5567 7602 1559 27
H (9B) 7524 7850 2158 27
H (11B) 5531 4439 2601 24
H (13D) 1727 843 1744 41
H (13E) 3189 582 1529 41
H (13F) 2161 1901 2148 41
H (14D) -1922 1307 -87 41
H (14E) 2973 184 197 41
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H (14F) -1468 547 355 41
H (15D) 9282 8071 2855 39
H (15E) 9634 7519 3485 39
H (15F) 8555 8004 3570 39
H (16A) 7739 4713 1898 43
H (16B) 9145 5506 2426 43
H (16C) 8752 6089 1829 43
H (181) 4324 513 5083 56
H(182) 3770 163 4204 56
H (183) 3106 -863 4655 56
H (281) 8396 8376 210 50
H(282) 8124 7229 571 50
H (283) 9237 7616 64 50
[1044] (381) 5170 3997 -144 60
H (382) 6146 4646 652 60
H (383) 4661 3623 594 60
H (4S1) 6520 2129 4255 100
H (482) 5930 3121 4436 100
H (483) 7389 3569 4811 100
H(1A) 5282 7506 3975 55
H (2A1) 2289 9350 1848 35
H (3A) 1596 2011 4279 82
H (1B) 3327 6282 1083 29
H(2B1) 2456 2212 994 26
H (3B) 7679 5766 3119 25

[1045]  ZZE R

[1046]  WARHZF AR « MVAHT 2R o SVBRALR AR « TG HiAG « A(1992) I HE TR &
Wity XS S ) 7 A 6 i T A% 1~ e TR i 1 I AT 1 70 CE oy Ao LA 0 B B0 PR R AR I E4T
e EiZ i, AR %4789, 377-380.

[1047]  (Abrahamson,M.,Jonsdottir,S.,0lafsson,l.&Grubb,A.(1992)Hereditary
cystatin C amyloid angiopathy identification of the disease—causing mutation
and specific diagnosis by polymerase chain reaction based analysis.Human
Genetics 89,377-380.)

[1048]  ZfHAR « P(2006) , 55 CuZnd S AL A S AL Bl 2 D] o B0 SR AR AR OS2 4 M) R A4
ML Ip o B AP Bl 2 R 56, 3746,

[1049]  (Andersen,P.(2006)Amyotrophic lateral sclerosis associated with
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mutations in the CuZn superoxide dismutase gene.Current Neurology and
Neuroscience Reports 6,37-46.)

[1080] S o T KA « MVEF T8 o T 7 « POl R « M1 « MUBTE « K. £ )2 - K,
IR e Z M o KL T HD o Mo/ © MOBEA « HATRK UL » H(2010) , ALSFTLDAITE & 42 A2 1k
SAIE A TDP—4.3 85 [ J5U33 A2 (14 4 MR AR 2R v (RO T8 1R AL 1 A8 E ¥ TDP - 43, F 23 27230, 170~
181,

[1051]  (Arai,T.,Hasegawa,M.,Nonoka,T.,Kametani,F.,Yamashita,M. 6 Hosokawa M.,
Niizato,K.,Tsuchiya,K. Kobayashi,Z., Ikeda,K.,Yoshida,M.,Onaya M. ,Fujishiro,
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[1052]  Bj 34t o VO EARIR o W o KFIUE IR « AC2009) , BN : SN A 42
B E RN S B0 P 5T IR 2 IEORT R/ ) T T A e A A S 1 AR T LSRR T o 2
19,493-506,

[1053] (Askanas,V.,Engel ,W.K.&Nogalska,A.(2009)Inclusion body myositis:a
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lysosomal degradation.Brain Pathology 19,493-506.)
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