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The invention relates to pyridone amide compounds of formula I and I'or pharmaceutically acceptable

salts thereof, useful as inhibitors of sodium channels:



1655187

TW 1655187 B

(R®), RY R,
2 2
R NN, R N SN
H
R® Q R? ?

The invention also provides pharmaceutically acceptable compositions comprising the compounds of the

invention and methods of using the compositions in the treatment of various disorders, including pain.

HHeE K

(Rs)p ,Rg (Ra)p 0
R! N R O \f\(
R2 N o R2 x-No



1655187
ZXEHEFERHE

(AHHERR - HSF FUEZEH)
(€ GIEEN Y

5 Ry o 48 18 58 671 B 2 Ut 0F B B B

PYRIDONE AMIDES AS MODULATORS OF SODIUM

CHANNELS
[ Hrsis]

AEHGBN AR EENHEER a8 - ZAEHTEEES
ARACLEMIBE LB HAY R ERAZSHSYEEERER
RZBEREZFE -

G IEST )

REGANRRESVBRESGEERGIL ZHEES Y & — 515
EZRERE - AT BFEFSHEABMBLEEEAEZBERRE
BEREMFIRRESRE BN o R 8RS % — T8 R g
ZRGSRZ 12K EE K (Dieleman, J.P.Z A - Incidence rates and
treatment of neuropathic pain conditions in the general population. Pain,
2008. 137(3): 681 H EF688H) - HEKRERFEA S BWE » Bk
B EZEABEES B RBEREBE OSBRI A -
RSAMEHEREEERESRHMERE BERAMEHEREYS(E£Y
RS - A KRG EEECE BB TR RE - SRR EEE
ARk & ERRGEMHEHRESRE) -

& BRI B §4 38 18 (Voltage-gated sodium channel » Nay)fE & 5 (5
NEETEMBEER - NavAEEHKEEBREEYEN  KIRE
3T 2% o] B 40 B M AL (Bl 20 v 48 5T ~ B RS ALAR R - L BLAIRE) > B s
BZZRBEAZIERENE S SEEEFELEBR P2 RS

C177557A.doc -1-



1655187

B HnEEERNEEERZRERE  $YWEE S ZEIRATRE R
B 40§ i 3 38 & B 2 R PR 82 B 55 R BA Nay 12 /8 & T #E & 2 /E A (Rush,

A.M. & T.R. Cummins, Painful Research: Identification of a Small-
Molecule Inhibitor that Selectively Targets Nayl.8 Sodium Channels.
Mol Interv, 2007. 7(4): E192H £ 195K ) ; England, S., Voltage-
gated sodium channels: the search for subtype-selective analgesics.
Expert Opin Investig Drugs 17 (12) > 55 1849H Z % 1864 F (2008) ;

Krafte, D. S. 2 Bannon, A. W., Sodium channels and nociception: recent
concepts and therapeutic opportunities.Curr Opin Pharmacol 8 (1), 2
SOE E %565 (2008)) - Nayfhif LI EBMRHAMBFOHET - FH
MLaape - LA zEBES I HRE LA ZERENE - AR
N FME P E5REE ZEEE REFE (Hille, Bertil, Jon Channels of
Excitable Membranes » & = KR (Sinauer Associates/y & » Sunderland,
MA, 2001)) - EH A NayEHRZTEFRZ LB REBEPAEZEH > K
WNayBFRZ BB BB LR EEREE > ANavBEREENR
BESHE A EEE 2B R PR KR Z T A E L (Chahine, M. »

Chatelier, A. ~ Babich, O. K Krupp, J. J., Voltage-gated sodium channels
in neurological disorders.CNS Neurol Disord Drug Targets 7 (2) » 55144
EZE$158EH(2008)) - HEFER EAERZEREHEER BNaviEE Z
IR - 5 &R B 82 (%1 40 ) 2% + [ (lidocaine)) #5 i #I1 f Nay 38 35 2R iE
% AREREEAMIEEY(HIN-FESF (carbamazepine) « iy &
(lamotrigine) & B35 88 T 5 R K 2 = IR T IR Bl )#E £ o 48 28 1]
& 42 /E F (Soderpalm, B., Anticonvulsants: aspects of their mechanisms
of action.Eur J Pain 6 Suppl A » F3IH £ 9H(2002) : Wang, G. K. »

Mitchell, J.J Wang, S. Y., Block of persistent late Na' currents by
antidepressant sertraline and paroxetine. J Membr Biol 222 (2) » EIIH

C177557A.doc -2-



1655187

E90H (2008)) -
NavyE REBRPFIZABFBEEBRE2GRE > YA SIEEE
B> EE RNavl.l1ZENayl9 - NEBEEEHN ZHESGEMNBEERE -
Navl 4 Fa Al TEMEE » BENavl SO TEHEE -
Nay 1.7~ 18R19EBEM E/MEFWZE L4 > MiNay 1.1+ 1.2+ 1.3R%
LB EFTRHELRRE R EHB LG L P RE WK TEE - 1
- HEEMZIIEMERN  CHEBRENERGNSHE AR
[E] (Catterall, W. A. - Goldin, A. L.} Waxman, S. G., International

Union of Pharmacology. XLVII. Nomenclature and structure-function

relationships of voltage-gated sodium channels. Pharmacol Rev 57 (4) >
% 397H (2005)) »

FEHEZ % > BRI Nay1.838 8 % 1k 58 ~ T £ £2 4 (Akopian,
A.N.~ L. Sivilotti}xJ.N. Wood, A tetrodotoxin-resistant voltage-gated
sodium channel expressed by sensory neurons. Nature, 1996. 379(6562):
B2STHEH262H) - 5K - BRNayl.8 5 4 £% /N DRG 8 £& ¢ th
ZEREES MG I ME R 2 BA B % 848 (Blair, N.T. X B.P. Bean,
Roles of tetrodotoxin (TTX)-sensitive Na+ current, TTX-resistant Na*

current, and Ca”* current in the action potentials of nociceptive sensory
neurons. J Neurosci., 2002. 22(23): Z510277E 25 10290HK) - Nayl1.8
HRZEME TR HERERBFIHE)T 2 ES M YR ENE
HJ (Roza, C.%£ A > The tetrodotoxin-resistant Na* channel Nayl.8 is

essential for the expression of spontaneous activity in damaged sensory
axons of mice. J. Physiol., 2003. 550(Pt 3): EN21EH £ F926H ;
Jarvis, M.F.Z& A > A-803467, a potent and selective Nayl.8 sodium
channel blocker, attenuates neuropathic and inflammatory pain in the

rat. Proc Natl Acad Sci.U S A, 2007. 104(20): 28520 &5 8525H

C177557A.doc -3-



1655187

Joshi, S.K.Z% A : Involvement of the TTX-resistant sodium channel
Navl.8 in inflammatory and neuropathic, but not post-éperative, pain
states. Pain, 2006. 123(1-2): FE75H Z 5 82H ; Lai, J.Z£ A - Inhibition
of neuropathic pain by decreased expression of the tetrodotoxin-resistant
sodium channel, Nayl.8. Pain, 2002. 95(1-2): 143 HZFE152H

Dong, X.W. % A : Small interfering RNA-mediated selective
knockdown of Na(v)1.8 tetrodotoxin-resistant sodium channel reverses
mechanical allodynia in neuropathic rats. Neuroscience, 2007. 146(2):
¥ 812H F % 821 H ; Huang, HL.Z% A ° Proteomic profiling of
neuromas reveals alterations in protein composition and local protein
synthesis in hyper-excitable nerves. Mol Pain, 2008. 4: 533K ; Black,
J.A.% A Multiple sodium channel isoforms and mitogen- activated
protein kinases are present in painful human neuromas. Ann Neurol,
2008. 64(6): % 644 H F % 653 H ; Coward, K. & A

Immunolocalization of SNS/PN3 and NaN/SNS2 sodium channels in
human pain states. Pain, 2000. 85(1-2): 41 H E£550 ; Yiangou, V.5
A > SNS/PN3 and SNS2/NaN sodium channel-like immunoreactivity in
human adult and neonate injured sensory nerves. FEBS Lett, 2000.
467(2-3): F249H F & 252 H ; Ruangsri, S.F A » Relationship of
axonal voltage-gated sodium channel 1.8 (Nayl.8) mRNA accumulation
to sciatic nerve injury-induced painful neuropathy in rats. J Biol Chem.
286(46): %39836H F £ 39847H) - £ Nayl.8Z /NDRGH K T & &
HRABEEREEEREEZHBREZSH - Navl 3RIANFIRET Z /)
ML 2 KIRIBENE TS 2 X B E (Blair, N.T. kX B.P. Bean, Roles
of tetrodotoxin (TTX)-sensitive Na* current, TTX-resistant Na" current,

and Ca’" current in the action potentials of nociceptive sensory neurons.

C177557A.doc -4

S



1655187

J Neurosci., 2002. 22(23): F10277HEE10290H) - Nayl.8H N E &
RZaF2REERPBRESRZEME T BXHTHEHELTN -
(Choi, J.S. & S.G. Waxman, Physiological interactions between Nayl.7
and Nayl.8 sodium channels: a computer simulation study. J
Neurophysiol. 106(6): 353173H 53184 H ; Renganathan, M. + T.R.
Cummins &2 S.G. Waxman, Contribution of Na(y)1.8 sodium channels to
*  action potential electrogenesis in DRG neurons. J Neurophysiol., 2001.
86(2): F629H £ 640E ; Roza, C.% A » The tetrodotoxin-resistant
Na® channel Nayl.8 is essential for the expression of spontaneous
activity in damaged sensory axons of mice. J Physiol., 2003. 550(Pt 3):
RO2NHEHI260H) - EEMILKZIEDRGH LT » Nayl 8L F A&
BEEHEZ TEHEEYRush, AM.ZE A > A single sodium channel
mutation produces hyper- or hypoexcitability in different types of
neurons. Proc Natl Acad Sci USA, 2006. 103(21): F8245H F 58250
H) - E—EHYARFEHEE S » EBERNayl.8 mRNAZ R £ £ DRG
hE B8 0 (Sun, W.2 A > Reduced conduction failure of the main axon
of polymodal nociceptive C-fibres contributes to painful diabetic
neuropathy in rats. Brain. 135(Pt 2): 55359EH £ 5375H ; Strickland,
I.T.Z A > Changes in the expression of NaV1.7, Nay1.8 and Nayl.9 in a
distinct population of dorsal root ganglia innervating the rat knee joint
in a model of chronic inflammatory joint pain. Eur J Pain, 2008. 12(5):
£ 564 H & % 572 H ; Qiu, F. % A - Increased expression of
tetrodotoxin-resistant sodium channels Nay1.8 and Nay1.9 within dorsal
root ganglia in a rat model of bone cancer pain. Neurosci. Lett. 512(2):
BOIHEFH66H) -
CAINavillFI B 2 T RRBGEEARE D% =E > BT GEH

C177557A.doc -5-



1655187

SEEMNEEMZEE AR Navl 8T ERBRREZEBZHETT
EEEMENay | STHET B R KT e B E IR EEMNEBRERZAR
g Rt ERNMBEAHHEMANGEEERE  WEMER
Navl. 8 - Fia 1 - KB EEMMERBRERL ZHF -
[SEAANE]
HESRAZAZLAYREBE LTERZ ZESYTRHEE
ERPIfR R SRR B 2 G - ZELEMERFEAIRD
(R%)p R\ _~__0O
RZ\/&NJ\\/LO R2j{\iﬁokN/\k:/\ER9
H H
Q

R3
R* G R?

I I

RHEEE LA -

ZELEYMRBE LAFESZHESYITRARABFEEERRR)
MTZ&BER REXRRENELHEN - @%KE -BRE -
RFEEEE -  NASREE AR E  $XMER  BEAR R
BMRE - SR ME(E - BB H = K E {& 8 (Charcot-Marie-Tooth
syndrome) + KEBLEAE -

(B EaRAE]

)
Tt
AR

[EHET]
E—BEF 2&%%%@%?@13«1’2%%% 1

(R®), (R%),
\ N R'" O \’ °
R% NJ\AO R% NJ;\NZQ
H H
R 0 R? ?

R* G R* G
I I;

C177557A.doc -6-



1655187

ECHEE LR

Ho > #\tﬂfﬁﬂéﬁwﬂi& :
RSQRS sté/ R®
RS RS ReT YN i

Gi% R’ . R B XRX;

X EESCI-Colit Bt » E P 32C-Colm B A K 0E Z 608 K= B4t
HPZC-Colit 2 2 Bx % W B R A CH,E T A K -0-F it

RIFFE  HRHRKC-CIBASIE » P2 C-CEBEES RS
BAHEMCHETTE-0-Bf > HEC-CEBEEAKVEEIERES
REKC-CHrEZ BARETR ;

R'YAH - BE * CNC -Celit » H 3 C-Colit 2 14 X 0 & 68
MERMA > BEPZC-CHREZRSMEFEMCH,E T LK-0-8
A

R*KH » B2 - ONSC,-CofiE + 5o 3% C,-Colst 2 (4 4L O 2 68
MERMR > HPZC-CHREZESMBEFHPCHLETHLK-0-F
7

Rf%H ~ BIEK ~ CNEIC,-Coli e » H P2 C,-Colit B R L 0E Z 6{H
MENMR  HPZC-CHREZHSWEFHMCHE T K-0-8
o,

 RY&H - & - CNZC,-Cofit £ % C1-Colt B A K OE E 618
NERR > EPZC-CHmEZESMBEFHBCLETTL-0-8
B

R{4H - % - CN¥-X-RX ;

R%H - % - CN-X-RY;

R®%&H - K& + CN=K-X-R¥;

R*{4H - & + CNZ-X-R¥;

i
_E.
g\gk

C177557A.doc -7-



1655187

R'%H - {ZE + CN5-X-R* ;
RGREC-Coli 2 » H 3% Ci-Colit & 4 K O1E 2 618 ¥ ZH H
R HPZC-CrEZHZMEREMCHETL-0-Ei
pHROEIHBEREORIZER  H
ROGHEC-Coli 2 » HPHC-Cli BT B S MERHMCHE
JTCH & -0-B#f o
EHRAZHE B > RBTEBEHKR - CASHR » Handbook of
Chemistry and Physics * BE7SHRRFE AR ITE - 4> ARILEZ
— s E B[R utt 7> " Organic Chemistry, ; Thomas Sorrell, University
Science Books, Sausalito: 1999 & ' March’s Advanced Organic
Chemistry, ; 8 5H%: Smith, M.B. Kk March, J., John Wiley & Sons, New
York: 20019 » E2HANEHLUSIAATAFARTF -
WMAXFM  ABHZ LG T EREE —NSEMAER
R WASFHI > KMBEABFHZHERR - TEREEHRMIT -
MAT PR > RINP P2 EER'ZREEELBER > fINRER
B - WEAELERMERRBRE  FAEARMARZIINREZHESE
GO RBESRCRB LT ZIEEMZHREHE - KXHEAZNEE
"RBE, BRIEUNTLEEY EEREANBRZ—HZEENMER
AHFEES B - BREEEW - AbRERZHRER - KA A%
SEENEL  E—BERAT BELEVWSALELIATZAEEY
BN TEEY HEACHKERZAET - EAFERKTHEMES
REFRGETREZS—BRHLAFEFEEELL -
FiE CEEREEA, TTRAE T ERARRERK, BRE
- —fkims > i "R, FHRATERESGFEME "R/EE,)
GIEAEENREEEERGEEETZEEE - ERIAEGMI
NEXEZPRETXHLLEMEEEGZHREAGS - RESEME > &

C177557A.doc -8-

S



1655187

AR EENARZEETEZEEH S —IRAMUEREE AR
HEE— S8BTz —EUEZUETE—EU LEAEEEE
MAEZERAR  EE-—UERZNAETHERIRE - BEE(F)
NHBIER)ITESES —BWBINBREE)  UPRIE- LB L4 0 §)
AREREZE—ELEERERT - AT RBERNEGTRD > ARHFR
HHZBREZEEGHTRRBERILE LAT 2 e HEE

‘e

AXFERZAE "&E ) REHNERIVINREREBERE K
ZE—EE - HIM0 "THEZF4, B 12 3RAFIF—F -

AXFERAZME "Bk, - "HEEEE, X "TiRE, BER
ERANEA NS EFHENE T EHEE > X NEIHE - K
MASRKENRZIEHE - BRIFZSFRE > SRIBEREESEIEZE20
ERERRET  -E—SFHE6+F > BEREEESHIEZ 10EE KHEE
F o EHEMBIES T  BREAESHIEEEEERKET - £FHEA
BEiplY  EEEESHIEZERKEKRET B X HME o
T EREESHIAZ4ERRRET  BEEREEAEWERRE
POEBRE T8 - CEASKREIARZEE - BE - & -

firsE "BEER ) K TRE EETREANEE NS EFR
BEMETTELFSERNVEEAS FZHBRH T EFE—HiEENER
BERUZSRIEVRASE - AXFRERAZME "SBL%, BEERED
MERZERE-RIBZRALEE  HOWERLAZELV-ERF
Bl A2ERET) > BEFEE - BESUIEB ALK -

ANFIERZMGEE "HE, KT, BHF - Cl- Brl - Rk
AR BRIAXFREMRZE "#E, - "TRBE, - THBE
By~ TRERRE, N TEREBN, BEEP-RSEBRATZ -
SEBETGBUEEIRETFZHESEERE B8  SBR=18%

C177557A.doc -9-



1655187

& - BB BABUON  HEUEF—XHZEFENE  E-LEK
Gl THEEIR, - THIBE, - THEEKR, - "HERE XN H
By, ZEEEAMEZ 4ERKE » HP L EBEKE GBI E
HE - f§XBZEREF BEREAKFZSERSAIMEZTEERK
% o

firsE "THRF, BRESE B & BRY(EE & B B
WZzE—EEEX F—HmMER 2 OHEEERERE 0 R TRA
& > BIMN (#03,4- Z §-2H-0HE0E B o) - NH (4005 0% B2 £ o ) B NR" (W0
N-EY R 2 L0 0E o)) -

AXFRERZME "TAaf, EEXYEF —HNFZEFENE
TR JE TS B R -

AXFERZME "IREE ) HTRAKRE {%#‘%EHJJ%( ¥t
S I "HARRE LV )EFHREZITREZOAFFER Z 5
% °

EBFERRIERBERIS@ "HEE, - "HEEE X "F
BEEENE ) P)z—HoERME "5E ) GEEFHLSEE 14
ERBERERFZER - ERR=ZBA%K  HPZARAGPE2V—EHRA
BFEEN > BEPZAKTZEBERESHEIEZTERIRE T © 755
TS E ) TTHGEE TS AR, RER -

EBEEARERBEABIE "HFRE X "TRHITEREE
Py —EBoERZME "HSE ) AEEFEASEZIMERKEZ
BR - -SBRE-BZ2% HPZRETF 22D -HERGTERY
AP 2EV—EREF—NSEEET  BEFZRATZIEMER
SHMEZETERKE - T8 "B E ) THEME T BT AR ) SiTE
"HEER L D]RER -

"D, kR Td, H&RER-

C177557A.doc -10-



1655187

BRIESERYE  SUATHET I ERAERAELEE
HREBEIOHGERE  FHEGEBBRAAGEBE)ER  f
W BE—FHBPLIRESER » ()R E)EREEE > B (2)KE)
MERWEE Al ALY E— TR E R R EaR
MR FHREBBERANES)RAVHBRASEREN - B
SERE  BUASPLAYZFALEERBYAYBRASHR
B - Bt ASAZBEERNAERIBRI 2 LAY DR RHBE - 2
HE ZSEBTEERIRAV 2 SRS HEB TR -

S5 BRIEBERE > THAXFER Y ERAEROEER
EHE—NSERANEEENANEEL Y REEREZEY - B
EEE Y LAY T A NS AR EEARPE R Y AFEENE
BHYEFERZET - RIBRUZ S WD FEE 2B E Y BH
BES B - & W SREZEME SIOGERER) H-
H B MC s BN 10 0 SSRF o S E I B R T RIS
D2 AL P P 1556 B LUSN IR o 18 56190 B /3 25 8 4B 484 4 6 53 17 o
B TR SIE B MDD FE RS - EAREY — MM =
B 5 H O BT A AR AR (B4 ) R B-14 (Bl O)R E - £ 4
SHErB—SED > AEORAGIUNSSERUEER— N2 EE
BT 4R i A R E S

EEAREET  BOTACHEBIRETREE Y B

(R%) 9 (R®)
R1 P \4\ N'R R' O P WO
RZ M R2 /K/ N.
N 0] N R9
H H
R 0 R3 0
R* G B RY G

BIEREE AR ZEETOLSEAFRBLE SRR E— -
FEMF0) X~ R*-R' R R R* R'ERZ B EHD

C177557A.doc S11-



1655187

ECH B (XTERN > TEREET)TL-0-BMR > HERGEF
A CH Bt  BERImFHENZCH, - fl4 - CH,CH,CH,OH{%: & I}
C-Cli = EHEN > HhBEMEREMCLETTL-0-BHR > Iy
AR EEYCHETEE-0-B# -

EZ—BHEA T AHEERARNIRI LS RIHEES
HpR%H: £ — BT REGERE - EB—FHEHAT > R'%
CN . ER—BHEFIF » RUAC,-Cehik » HFZCi-Coli AL OEES
ERZE!MA - EB—FHHIF - RYACF; -

ER—EHEAT  ASAFEARNIKIZLEYRIIFES -
HPRMGH ER—HHEA T > RGRE - £S5 B+ > R4
Cle EE—HMEHIH » RM4AF - ER—HEHEHI P > R*ACN - EH—F
Wi B > RM5C,-Colii s » £ 3% C,-Colst 25 5 S OB 5 618 50 Z I -
ES—FHEIT - RMACF; - EB—BHHIF - RMAC,-Colii 2 » H P
FC-Cl B HECIUEEERENA » HPZC-ColiZEZ —ECHE
TAHE-0-Bift - ER—HFHBIF - R*&AOCF; - B —HE B+ - R?
{#F - C1~ CN ~ CF;80OCF; -

ER—EEFT  FZAFHEBRINZ LAY RIHEE
HORGH ER—EHEHl T > REGRE - ES B+ > R4
Cl- HE—EFHEHFIFT > RM4F - ER—FHERFIF > RAACN - FH—F
FEfl D > RMAC,-Cetest » P ZC-CorEHEOEEEKHERM -
EBR—ERAT RGEE=ZTH - #Z—FHH T » R*4CF; - £5
—EHEB® > R*{%ACF,CF; -

CER—FHG T ABEEHAERNRIZEEUENEES
HoRY4H - ER—HHEH T >  RYANE - £ —EHF+ - R'%
CN - ER—BEHIF » RYAC,-Celi & » HPZC-Coli %L EOEZE6
ERZEMR - EE—FHEHI T > RMACF, -

C177557A.doc -12-



1655187

EBS—FHflT  ALPBEHRAERIK I ZLEWRIEES -
HephkO - £HR—EHBIT > pRIZEIZES » HRMGRE - £5—
BHHI T > pr1ZE3ZBH > ARMACL EE—FHHI+ > phl1ZE3>
BH > HRMAC,-Coli » HP % C-Col 4 Q0E Z 68 K Z B -
H P C-Colt 2 —HCH BT AE-0-Bit - TR —EHHIT - plk
1ZE32 8% » HR4CH, -

EB—BHEIT  ALHEABEAERNIRIZ SRS ES
HPRMGH - R —EHBI T > ROAC,-Cel s - IR — Bl » R
{f%CHs « FEB —EH B » RMAC,-Coli £ » H P C\-Colit £ 14 KL 0fH
ZOERERNA  EPZC-Coihr —HCHEBETHI-0-Bif - £5
—EWEfl+ > R’ % CH,CH,0H -

EB—BHEAIT  AZHBHEBRIRI (LSRR EES

H PGk
RS T RY
RS R%
R7
Hop

R’%H - ;& - CNZ-X-R*;

R>{4H - K& - CNZ-X-R¥;

R%%H - ;&  CNZ-X-RY;

R®{4H » & - CNZ-X-R¥ ;

R'%H - 9% + CNZ-X-R*;

X% EC-Colii £ » H P Cr-Colit E 4 K O1E = 68 55 Z B >
HEPZC-CiBEZ L MEAREMCHLETTLK-0-Bf ; H

R*FEHE - BHKC,-CBEE » EhZC-CRIEEIBEST
BAREMCH,E T i &-0-Bift » HZC-CGEERGLEVEEIFEES

C177557A.doc - 13-



1655187

B K Ci-Cobe B Z VR E B -
EE—BREA P AZAFHAAIKIZLEY R FEE

HoP Gk
R-”%FRS'
re” NN

R7
Hep

R*{&HE-X-R* ;

R> {4 HZ-X-R* ;

R°/&H - & + CNE-X-R*;

R'{&HB;-X-R* ;

X%EHC,-Colntt » HPHC,-CHOnEAROEZERZA
HpZC-CdnBEZ RS RMMEARAEMCHETTL-0-EHR ; B

R*FEHE > HBHYC-CIBEER  HPXC-CRERZRIW
ERAEMCH,E T L-0- Bk » HEZC-CHEEEACIEEIEEH
B E K Ci-Cofr B Z BURE L -

ER—BHAIF  AFHAFBRHAIXI Z SR T EE

H Gk
RS T RS
RO R®

R« E—FHEFS  REGBH- ER—FHEAT  ROGE
Z-HEZ—EWH T RMACl- ER—EFHE+  R%F- ER—F
HEBIE > RMHCN - EB—EHiflF » R&-X-R* - EH—FHEH+
R%-X-R* » HBR*FEHE - EE— B+ » R%-X-R* > H PR
FEHE > BEXGC-Col st » H 3% Ci-Colt 2 14 %08 Z 68 5 Z Y
R ES—BWHBF > ROBGCH; - ES— B+ - R°%-X-R*"» K
P R¥FERE > AX{AC-ColiE » HPZKC-Coli B AL OEE6ERE

C177557A.doc -14-



1655187

A HPZC-ColeZEZ —ECH BT 4G&K-0-Bift - £5 —E s
# > R*{%#OCH; » OCH,CH; - OCH,CH,CH;3{OCH(CH,), - 1£ 5 — B i
Bls > R°%OCH; - %5 —HHi Bl > R’{% CH,OH ° £ 5 — B Jti §
F  RM%OCF; - EEB—E B+ » R*4OCHF, -

Ex—HHAIT > ARARBAAIUZLEMER T ES -

H Gk
R5 y R5
SN

R6

R" o E—FHMBI P > ROGH - ES—FHH P > R (4-X-
R* - EB—EHBIF » R°%-X-R* » HBR*FEE - £ 5 — B 5 5
o RMA-X-R* » HFRYFERE » AXGC-Coli it » HP%C-Coli it
HEOEZERERMN - TS —FHBI T » RMACH; - £5 — & Hi
o R&-X-RY ) HPRYFEE - BEXEGC-Colnkt » % C-Colsi
HEOEZOERERMMN > HPZC-Colg 2 —ECH,ETAE-0-B
B ES—FHH F > R°{%OCH; - OCH,CH; - OCH,CH,CH; &
OCH(CH;); - EHE —EHfl® > R°M4OCH; - 5 —FHfl+ > R (&
CHOH - S — B MBI+ » R°{hOCF; - £ R —FHF & > R (4

OCHF, -

ES—BHEA T  FEHABBRANKIU 2GRS ES
He Gk

R I R®

R® R

R c E—EHH F > RP4H - E%—Eﬁ{ﬁﬁuqﬂ ' R4
R -EB—BHAIH  RHCl- EZ—FHAI+ > RS%&F - £R—F
B ROGCN « EB—F MBI > R (%-X-RX o« £ 52— T 5 Bl
o R&-X-RY HPR*FEE - £ — B+ > RV %-X-R* > &
PROREFEIE > BXMC-Colii s » HPZC,-COrBEGEIEEMEZ

C177557A.doc -15-



1655187

WA - EE—EHBIF » R {4CH; - B —FHHI+ » R %-X-R*>
HOR*FEE » BAX(ARC,-Colist » HPZC-CIrEAGROEE6ER
EWMMA HPZC,-Clp ks —HCHETHE-0-BH - £5—Fi
% » R {4 0OCH; - OCH,CH; - OCH,CH,CH; 8 OCH(CH,), - £ & —
FHF® - R°{4OCH; - EE—FEfI+ > R°{4CH,0H - £ 53— &
Bld > R {4OCF; - EB—E MBI+ » R*{4OCHF, -

ER—BHGT  ASHEBHAAIRIZLEUWRHEESE -

H Gk
R5 ~ R5
SN

R - E—EHH P RGH EE—FHEB$ > R&-X-
R*  #Z—HEWHH T > RO%-X-R*» HBR*TEE - £E—EHEH
> R%-X-R*» HBR*FEFE » BAXACi-Colii & » HC-Colii 2
HEOEZEERERMMN - EB—FHPFI P > RM4ACH; - 53— B i f
B0 R&-X-RY» HPR*REFEHE » BHXH%Ci-Colt it - H P& C)-Colii
HEOEZMEREWMA » HPHC,-CpEZ —ECH,ETHARE-0-8
e EE—EFHWH T » R°{4 OCH; - OCH,CH; + OCH,CH,CH; 5
OCH(CH3); » EE—EHEHIF » R°{%#0CH; - E B —HEIWEH F > R4
CH,OH - B —E M Hl+ » R°{AOCF;, - ERZ —EHEH F » R 4
OCHF, -
EE—Eipld  AERTHAEAXIKI ZIEERITEESR
HPGlh

R B R - E—EWHlT > RYAH - 55— B 5Bl
> RMAKE - EER—FMHAID » RY4Cl- ES—FHfl & » Ro&
Fo- EE—EHAIF » RYACN - EE—FH+ > R%%-X-R* - 5

C177557A doc -16-



1655187

—EHM BP0 Ro&%-X-RY» HPR¥RELE - R —EHH + » R4&K-X-
R » HFR*REHE » HX{RCi-Celth » HFZC,-Coli % KOEE6
ERERA - FE—EHBIF > RYACH; - EE— B+ - RM&-X-
R* > HPR*FEHE » EXHC-Colt & » HPZC-Colr EEOEE6
ERERA » HPZC-CliEr —ECHETHE-0-Bif - £5—
EHEfI$ - R°4OCH; -

ErR—BHAF  AZFHFBRAXUZLEYD RIS EH

H Gk
RS T RS‘
RS R®'

R c E—EWAFIH > R°%H - EE—FHH P > RO
Z S —BFIT  ROGCl- ER—FHHIF » REGF- £ 58—
Bl REAACN « EB—FH I+ » RE{%-X-R* o £ 2 — 5 i i
B RO%-X-R* > HPRYFREE - ER—FHEH + > R (%-X-R¥ » &
FR*FFE » BXAC-Colidk » HP¥C,-ClEGEIEZ6HERE
WA - BB —BMGIF > RO{ACH, - £FR—EHFI$ » R (&-X-RX>
HPRFREFE » BXRC-Coli k- Hth 3 Ci-Col E 4 4R 0E Z 6{B
ZHMA EPZC-CanEr —HCHE T HE-0-Bf - FR — B
s > R*{4OCH; -
Er—BlAlF  AZHFHEAEAIKI ZILEMERITEES

HP Gk
R T R>
RE RE

R - E—HEHEHH > R'{&AH - EF—FHEH T » R'M&4E
E-HES—EHOIP  R%Cl- EE—EFEH T > R4F - EE—F
HBld  RMACN - EB—BFHiflt > R&%-X-R* - £5— B Wil -
R'&-X-R* » HApR¥FEFHE - ER— BB P - R'{%-X-R¥ > H R

C177557A.doc -17-



1655187

RERE > AXBCI-ColiE » HPEC-Coli HGEOEZE 6K E W
- ERZ—EH B+ > R'4CH; - CH,CH; » CH,CH,CH;s( E R & - £
S—BEHBI T > RACF; - £S5 — BB » R'f&-X-R*» HPRF
B > BEX{BC-Cobik » EPRC-ColEATOEZMI A
HPZC-Ci 2 MEARMEMCHETAE-0-BH - £ER—EHHI
5 » R'"{%OCH,CH,0CH; - E B —E i+ > R'{4-X-R* » HPR*F &
10 BX{4C-Colitt » Hh#%C-Cli B ROEZ6ERERMMA » &
P CI-Coli 2 —(ECH BT 4 &-0- Bt - £R—EMHI+ » R'%
OCH; » OCH,CH; ~ OCH,CH,CH; ~ OC(CH,;); * CH,CH,0CH; * £ 5% —
=R R’{4OCF; - OCH,CF; ~ OCH,CH,CH,CF;&,OCHF, -

ER—BHEA T  ASEBEBRIRIZLEYRITHES
HPGlh

RE_A_R®
|
N

v c E— BB R'M&H- £5— B F » R'{&-X-
R EH—EWEH +F » R'&-X-R* > HFR*XEE - £5 —E Bl
i R'%-X-R* > HPR*REHE » BEXAC-Celi » P C-Coli
HEOEZEERNERNMNR - EB—EH PP > R4 CH; ~ CH,CH; »
CH,CH,CH;SRE R & - R — BB F » R'4CF; - £ 5 —H Il
> R'"&%-X-R* » HPR*FEFEE » BHXHC-Colt & » H P Ci-Colit £
(K8 OB T 648 R Z BV » o 3% C - Colst 5 = T B 7R A 25 CH, B 7T {4 8
O-Bif - EB—HHHF > RMEOCH,CH,0CH; - 1£ 53— FHi il -
R'&-X-R*» HPR*FEHE » BX(AC-Colii & > EHZCi-Coli E ALK
OEZE6EREMA » HPHC,-Colphr —HCHBETHE-0-Bif -
EFE—% % +£ » R {4 O0CH; - OCH,CH; - OCH,CH,CH; -
OC(CH;); ~ CH,CH,0CH; - fF B — &} f5l& > R"{4O0CF; - OCH,CF; -

C177557A.doc - 18-



1655187

OCH,CH,CH,CF;5OCHF, -
ER—FHAIT  AEEFHAXIXI LS EHHEH
H PGk
Rsﬁ R* Rsﬁjr R®
RS R RN
RT B R EE—FHAIT 0 R'&-X-RY - B Xk
# > HR™MACy-ColBRsIE > ARC-CEERAREEIEEENER
C-Ce B ZRMNERR - EZ —BHH+ > R'&-X-R* » b X{&
## > HRMAZIBREAK -
EE—BRAY  AEHFHEABRIKI ZLEVEHEES
HPGl&k
stiE[Rs' R 2 R®
R® R RN
RT B, R c EHB—EHAHI P > R'&-X-R* » HhX{4
Ci-Coletk » EFZC-CHEGRTOEEERERMN » 3% C-Colx
B Z—ECHETAGE-0-Bft > HRMAC;-CoBBI51E » B3 Cs-Cofs
GHEERZOERIMEEENERC,-COEERAERR - £ —8
FEBIF - R'%-X-RY » P X{HOCH, » HRMAERE -
En—EEAT  ABARHBARIR I 2SR EES

Hf Gk :
RS T R5
R6 RG'

C177557A.doc -19-



1655187

F ~ 0N
. . | T
jolibolholh oW s
~o F~ F F o> F - cl
v v | v s
cxi
F\i \i HO/\i cn\i o\: F\:
Cl F Fos Fos F Fos -0
v |
V0L 00 0 T
F F X L
F

ERS—BHEAT  AZARBLEAIRIZEEDRITFESR -
HP G :

C177557A.doc -20-



1655187

R
R6 N N 6/
R EG{%E‘%E F

ER—BHA T AEARBARH U ZEEVRMEEES

HoGl&
X-RX
Hre

XBEBHC,-Coli s HPHC-Coli ZE A EOEZ 6B R Z A
HpZC-Colt 2 LR EF EMCHLETITE-0- i A

R*AFFE > WBHEC-CBISIE » P C-CBER Y RS W
ERAEHMCHLETITL-0- B > HEC-CIBIS BEAERE%0EE 3{E
HEHNERC-Ci & 2 BURE A -

Er—BRAIT  AZFEFHARIRXIVZCLEVEREES -
H P GH-X-R* » HPXHC-Coli i » EPHC-Col 4L OE Z 6/
MERNK  HPZC-CHREZRIMMEFHFCHLETIL-0-8
> HR*FAHEE - £5 —EWHH + » X {4 CH,CH,CH(CH;); 5%
CH,CH(CH;), * HR*FF1E « £ 5 — E §i § &+ » X{% CH,CH,CH,CF,
5, CH,CH,CF; » HR*R#E1E -

EB—BHOIT  AEERHABRIRUZLEUEMEEE
H o GH-X-RY > Hd X8 > ARMAC:-CeBEAS IR » H P Cy-CIBHE
BZHSMEREBCH,TL-0-Bf » BHC,-CEBEREGKIEE]
EEERNERC-CoTEZHRERNNR - EE—FHAT » X4 B
RMAEBT I - MOk - B[22 1ERREBB.1.0]2 5 -

EE—BRAT  ARFERBARIKIZLEVEWEES
H P Gf%-X-R* » P XHC,-Colii ik » HEFHC,-Coli 4K OEE6(H
MERMA  HPFZC-CHREZRESMEFHPCHLETITK-0-8

C177557A doc -21-



1655187

# > HRMAC:-CoBASIE - Hh i Cs-CoIBAs 1R 2 i % Wi {E F A CH,
HTo&-0-Bift ; HZC:-CEBEERGRKIEE3IMEEENEKCI-Ct
EEAERM - EE—FHEH T > X%CH, » BRMAC,-CsIBAFIE -
ER—EMF P > X{%CH,» ERGENARBRE - €5 — FHH
> X{%#CH, > ER* 4 EE B S3IEBREANERC-CHEZBMAREZ
Cy-CsIBASHE - BB — BB » XtACH, » AR AI-FEBAE -
2,2- " HEBREAR2-ZABRE -

ER—FRH T AHHEFHEBRAIXNI ZLEYWRITFERE
H B GfH-X-RY » P XAC,-Colii B » H P % Ci-Coln B AL OE E 6E
REWMMR HPEC-ClZEr HSMEREMCLETGE-0-B
o BRMAC,-CoBBFsHE » HP & Ci-CIRAER Z & % W (8 -F HH# CH,
TK-0-Bift > HEC-CEEFEAKIEEIEEERERC,-CHtE
ECEE - B —EMOIT - XACH, » ARY4AC3-CoIBAEIK - H
2 C-CEBIEEY —HCHLETAEK-0-BER - ES—FHHF - XAk
CH, » HR*{%&3-VU & kg o

EE—BREAT  AEPEBFHEARIRIZLEWRIFFESE
HhGf%-X-R* B-X-R*4EH

L8587 4%
9 S

ER—BEFEF > AEHREAL-AKRP-AZLEY -

(RB)D \\/\ ,Rg (ORe)p \/YO
XX N N
RZ M R2 J\/N\ 9
” 0] u R
? ?
G G
I-A I’-A

C177557A.doc -22-



1655187

NEBE T EZE®E
Hif > SRERFHILH

G4 R’ . R7 EZJ;}(A-IRX§

XIHFERC-Colt e > H P C-Colt B A OE E 68 K E B
HAPZC-Coli B Z 5 % Wi B RN M HCHBE T ] 45 -0-B #

R*RFHE » BBHEC;-CBME IR » HPHC-CEEIEY B %MW
EFRHEMCHETTE-0- Bt » BRC-CEERGEVEEIEES
B R Ci-Cafse 55 7 BN B HL A

RMABIE * CNZC-Coli B > Hh#%C-Coli H 4K OEZE 6K
ZMA > BEPZC-ColtH 2 & % W B K 4 CH, B o 5 K -0-F
Ha o,

R°4H - & - CNZ-X-R¥ ;

R*{4H -~ & - CNZ-X-RX;

R°{4#H - & + CNZ-X-R¥ ;

R*{4H - & - CNZ-X-R¥ ;

R{%H -+ & - CN&-X-R*;

ROA B Z B C1-Colit 2 » B o1 3% C-Coli 2 14 48 08 2 6/ 55 2 1Y
R BHPHZC,-CHEZRSHEFHMCHETITLK-0-Bi% ;

pROZE3EBEORIZEE : A

RHHE C -Coli B » H 3% Ci-Colt £ 2 5 % Wi {8 °F 48 45 CH, &2
TTE4R-0-F # o

ErR—BEA+F  AEHEHFHARNI-AR-AZLEMEIEE

HARMAKE - ES—FHOIF - RM4Cl- £R—EHld > R
F - LB —FH BT > RAGCN - EE— B+ » R4 C-CoJz

C177557A.doc -23-



1655187

A ﬁ¢§%C1-C6%%£E{%aé¥0@§6@@%Hﬂﬁ - B —E BT - R?
{4CF; « ER — BBl > RMAC-Coli - P C-Coli E ALK OE
BOEREMM » HPZC-CoiEz —BACHLETGE-0-Eift - £5
—E MBI > RM4OCF; » ES—FHiGI$ » R*%F - Cl1+ CN ~ CF;
OCF; »

EE—8HHT  AFEHFBEAERI-AKI-AZIEESYRITEE
% HPph0- ER—HHAIT > ph1FE3ZEH > ARGEE -
B—EWHG T pR1BE3ZEH > HRM4Cl- ER—BH I+ - ptkl
FE3x 8 BRMAC,-CofiZk > HPHC CEGEOEZERNE
B HP%C-Cotg B —ECH BT &-0-Bft - £ 5 —EiEH
o pfalE3Z 8% - AR4CH; -

EE—FROT  ABEBHEBR-ARI-AZLEY R E
% EPRGH - ER—FEH P > ROGC-Coi % - £5 — B f
o RM4CH; - BB —FH B > R%HCi-Coli & » H P C-Colt £
HEBOEZE6EAREMM » EPZC,-Clp Lz —HCHETHE-0-B
o ES—FMBIF - R°{ACH,CH,OH -

EE—BEAD > ABE/FHARN-ARI-AZLEY R E
% HPG

Hoo

R’{4H - % - CN&-X-R*;
R {&H ~ B &  CN&-X-R*;
R°4H -~ Z - CNE-X-R*;
R {&H - % - CNE-X-R*;

C177557A.doc -24-



1655187

R{&H - (% + CNZ-X-R¥ ;

X {5 #BC1-Colt B > H P 3% C-Colit 2 14 K8 018 2 68 55 2 U AL -
H % C-Coli B2 B S M AR AP CHE T T &-0-Bifh ; H

R¥REFE » RBHRKC,-CoHMfs IR » B % Cy-ClB ISR B %
AR AR CH, B T T 4R-0-B i » B%C-ColB I B4 K@ 3E i 5
B E R C-Calt B 2 R B EUA -

ER—HHEH D ABHEHRRARC-AZ LS RIS E
% LGk

R {4HE-X-R* ;

R {4HE-X-R* ;

R/4H » % - CNE-X-R*;

R7{%HE-X-R* ;

X{AEBHC-Colit » HPFC-Coln A LOEE6H K EZ WA
HPZC-CoiBEZmE RMERHACHETIL-0-Bik ; A

R**FEE » WRHRC-CBASIE » HD 2% C-CEBERZ B ST
EARHMCHETIK-0-Bft > HZC-C:EBERGEVEZRI@ERES
R KCi-Coi B Z LR EE A -

EE—BRAYT  ABARBARN-ARDP-AZLEY R %S E
% HHGik

RO R®

RS RS’

R e FE—ERBIT 0 R&H - S — D R
Z -GS —EHEH T > R&GCl- EE— BRI+ > R&F - £ 52—

C177557A.doc -25-



1655187

Wil - RE4CN - EE—EHEFI P » R%-X-RX - B — B+
R*%-X-R*» HPR*FEHE - BEZ—EHBI+ > RO%-X-R*» HLHR”
KEE» BEXARC-Cn s » EPHC-ClpE G EOEZEAXREN
R EB—BFMOIP > RMGCH;, - EE—FHHI P » RP&-X-R*» &
FRYFREE » BEXC-Colik » HP%C,-Coli EGEOBEZE6EEE
A HPZC,-Claty —HCHETAGE-0-Bi% - £5—F
== 0 RS{%OCHg - OCH,CH; * OCH,CH,CH;3;5,OCH(CH;), - T 55— E I
Bl » R°M{HAOCH; - £ B —FHE B+ > R°{4CH,OH - £ 5 — & i f
1 » R*{%4OCF; - £ 3 —EHifl+ > R4 OCHF, -

ER—BHH P > AEFEBBAAAKI-AZ(LEY R E
% HFGk

N

R? c E—EWHIE > RMGAH EZ—EHEH F » R (%-X-
R* - #H— BB+ » R°%-X-R* » HFR*REFE - £5 — & i f
o R&%-X-R*» EPR*REHE » HXAC-Colii & > HPa%Ci-Colt £
HEOEEERENNR - £ER—HFH B+ > R4CH; - £5—E il
> RM&4-X-R* » HR*FRFEME » BXEHC-Cole i » H P Ci-Coli &
HEOEZRES[ERNMN » HPZC-Cotn A2 —ECHE T % &K-0-B
o FR—FHH + > R°%OCH; + OCH,CH; - OCH,CH,CH; 5
OCH(CH;), - £ R —EHEfl+ » R°{AO0CH, - B —EH & - Rk
CH,OH - £ R —FMEH &+ » R°M4OCF; - £ — B F > Ro%
OCHF, -
ER—BHES T AZHEEHAEXI-ARI-AZILEDETFE
% Gk

RG

C177557A.doc -26-



1655187

R« E—EHMF P RGH - EEZ—BHEH T » RO HK
E-EZ—FHEHT > RO%Cl EEZ—FHEH D » RO%GF- TR —&
HEBH » RMACN - £ B —FHEH + > R 4-X-R* - £ 5 — & I B
o R B-X-R* > HPR*FEE - EE—FHH+ - R &-X-RX > &
FRIFFE » BXIAC-Colik » HPHC -CHAREEGLOEZTER =
WA - EBS—BHHIF » R{4CH; - ER—FHEH + » R %H-X-RY >
HOR*FEHE » EX(AC-Cofii s > HPPC-ColrEirEIEEMR
ZWMA > HPZCColiEr —HCHETHE-0-Bf - £52 — 5
#il & » R*{%OCH; -~ OCH,CH; - OCH,CH,CH;5,0CH(CH,), - 1 3 —
BHiHI P > R°{4OCH; - £33 —HMEHI+ » R°{4CH,0H - £ 5 —Fifi
Gl > R*{%OCF; - EF—FHifl+ » R* {4 OCHF, -

ER—BHAID  FEEBHBAARI-AZ LS RIS E
= fo%w
RA A R®

l
N

R" o« E—FEHBIF > ROGH ES—EHEAF - R¥(%-X-
R* - EB—BHBI+ > R %-X-R* HFRYREE - £2—FHfl
o RA-X-RY o PR FEE » HXEGC-Col £ » H B C-Colit
EHEEOEZEN RN - £S5 —HEHFIF > ROACH, - £R— B
fl o R %-X-R* > HFR*FEE > AXGC-Coli & » H P 3C,-Cq
FeE RGO ZE6EREMM » H P C-Col i 2 — B CH, B T {4 48 -
O-B#ft - 5 —FHi® F » R”{40CH; - OCH,CH; + OCH,CH,CH,
OCH(CH;); - EZ—EMBI$ » R°{4O0CH; - EE—EHHI+ » R* (&
CHOH - B —E MBI F » R°(4OCF, - £EZ—FHfl+ > R 4
OCHF, -

R6

C177557A doc -27-



1655187

R HHH S AREEUBRARD-AZ SR KHE
% LG

R & R E—EHHIT  RYEH - ES—E A

o RMAEE - ER—EES T - RY4Cl- EB—EHH+ - R
Fo BE—EHAID > R4ACN - £ Z—FHE I F > RM%-X-R* - £ 53
—FHEHIF > R%-X-R* > PR FEE - BB —EHFIF > RO%-X-
R* » HAPR*REHE » BXARC-Colii > HPZC\-Coli EAHZOEZES6
EREWA - ER—EHEH T - RM4CH; - BB —F B+ > RM%-X-
R HHRYFREAE » BXMHC-Cofi B » HPBC,-Cofi B LOEEG
ERENA > HEPZC-Coir —ECHLETHE-0-BH - £5—
FHiBI o > R°%OCH; -

ER—BEA D A&HEEARARI-AZ SR EE
% H PGk

R R%

R6 R®’

R« fE— BBl REGH - BB —FHHIH - RE%HH
Z - ER—FHHIT > R¥%Cl- R —EHifIT > REGF- £5— 5
il sP - REMHCN - fES — B HEHI o » RO {&-X-R* « £ 55 — & I B
f > RO %-X-R*» HPR*FEFE - EB—EHHI+ > R %-X-R* - &
FR¥FEFEME » BEXAC-ColiiH » HPHC)-Coli K OE Z6/H N E
B ER—FHH T > ROACH; - EB—EH I+ » R*{%-X-R*>
HOR*FERE » EXRC-Coli > H 3% Ci-Colit £ 14 88 018 Z 68
ZHAR - EPHC-CliEkZ —HCHETAE-0-BH - E5—E
Flg » R®{ROCH; -
ER—FHA T ABEBEEARARI-AZ LSO RIEE

C177557A.doc -28-



1655187

# > HPGl

R - E—EWH P> RMEG&H- ER—EHH+F > R4K
E-EB—BHG® > RMHCl- £ —FHEHIH » R'AF- £5—F
FBIH » RMACN - EB—FHBIF » R'4-X-R - TR —EHHIl P
R'%-X-R* » HBR¥FEE - ER—BEHH P » R%-X-RX > H pRY
AEE » BXRC-Colit » Ho 3 C-Cole £ A K 0H Z 618 5 E W
R« EB—FHGI® > R'fACH; « CH,CH; ~ CH,CH,CH, S EH & - £
S—EHBI$ - RMACF; - ES —FHH £ » R'&-X-R¥ » HBRXF
B > BEXMHC-Cofi » HPHC,-Cr KA COEZ6HRZ WA
HA % C-Colt B Z Wi 8 R MCH B T4 K-0-B i - 15— B Wi
% > R'%OCH,CH,0CH; - £S—EH P » R'{&#-X-R¥ » HphRXF7F
£ BEXBC-ColiE » HEPZC,-Cli HGEEZEREmMML » &
FEZCI-Coti ZZ —BCH, BT 4 &K-0-Bfs - BEE—BEHH + » R4
OCH; + OCH,CH; ~ OCH,CH,CH; » OC(CH;); ~ CH,CH,0CH; - F 2 —
EHifl$ » R'{4O0CF; - OCH,CF; - OCH,CH,CH,CF,5 OCHF, -

EB—EROT  AEHEFHEAERARI-AZLEY RIS E
= ﬁqﬂg{%

RA AR

R61¢Nr '

R’ - E—EHGIF > RMAH- EE—FHEH + » R &-X-
R* - EB—EHWH &+ > R'&-X-R*» HpR¥FEK - 15— F i 6
o RM%-X-R* » HAPRYFEAE » BXMAC-Celit & - P C,-Colii
HEOEE6BMENENM - £FZ—EHH &= » R"f&ACH, » CH,CH;
CH.CH,CH: S E R E - £S —F @l » R™&CF; « £ 2 — % i §
o RY&-X-R*» HBRY¥FRERE » AXEGC,-Colii i - HP#C,-Coli

C177557A.doc -29-



1655187

HEOEZEREIMN - HPFHCi-Cole 2 Z W B A HA CHE TR K
0-Bif - B —FHEH+ - R'{HOCH,CH,OCH; - fE5—E i HI+ -
R'{%-X-R* » HFR*FEE » AXHKC-ColtF » HPZCi-Colt AL
OEZE6ERENM » HPZC-CliBEz —(ECHLETHE-0-EH -
S — &% + > R {4 OCH; - OCH,CH; - OCH,CH,CH; -
OC(CH;); * CH,CH,0OCH; - fF B —E 4 » R4 OCF; + OCH,CF;
OCH,CH,CH,CF;8,OCHF, -

EBZ—BHEA+F  AFHFALAN-ARI-AZILEY KT E
% HPGlk

¥OO® R ER—ERAIT o Rfp-X-RY KX

g ARMHC,-CoRASIR - B3C-CREE G COETIERERER

Cr-C BEZ MAEMM « 5 —FHH T R fp-X-R* > 2P Xtk
g > ARMBIBFHE -

R EHBIT  ASFHHARARI-AZ (LS W RN E

% HPGHK

R 2% R ER—EM P - RM&-X-R* > HP Xk
C-Cofi#t » HPHC-Celi B A EOEZ6E RN » HPC\-Celt
B —ECHE T HE-0-Bik » BERMAC;-C3E5HE © H#%Cy-ColBfiE
BEGHROEZEIEEERNERC-CIE Y MAREINR - £ 2 —F i f
> R’&-X-R¥» HHX{4OCH, » BRMABHE -

EE—EHGT  AHABHERARI-AZ SR EE
2 HPGhk:

C177557A.doc -30-



1655187

-31-

HGH®ESR -

C177557A.doc



1655187

Y.y

B, : °

EE—EHEIT  AHARBHRNAKI-AZEEY R T E
# > HPG -

R5 Y
R6 N N 6/
R EG%%E F

ER—EHGT  AHEAFHBAL-ARI-AZEEGY) R E
# > HP Gk

WA

X-RX

Hop

X% C-Colit B » P C-Coli Z G OB Z 6{H s ZEHUA >
BEPHC-CSHmEZRSZMERMMCHETL-0-Ei : B

RXFEME > HBHHC:-CHBIE K HPRC-CRERZESN
EFEMCH,ETHK-0-Bit » HHC-C:RBAEKRGEEREIEES
RZE R C-Coli 2 2 BUREEL -

ER—BHO D AHAFHBR-AR-AZLEY RIFHFE
% 0 HBGH-X-RY» HhX{AC-Celi » HPHC-Cli B HBOEE
GERERM » HPZC-Co X RS MEFHPCHETIL-0-B
o AR*FHEE - B —F Bl » X1k CH,CH,CH(CH,); B,
CH,CH(CH,), * ER*FEE - BB —E W+ » X{4 CH,CH,CH,CF;
5, CH,CH,CF; » BR*FXEF#& -

ER—BHET  AHASHEER-ARI-AZ LAY RIEEE
% HthG%-X-RY Xk BERMAC,-CIRAEIR - H P8 Cs-Cs
S E Y 8% W E R EBCH, T &-0-B#ft » H#%Cs-CaIE 54 4L 0E

C177557A.doc -32-



1655187

E3MHEENZERC-COEEZNRERR - EEZ—FHEA T » Xk
$ - HRYAE T - O - B2 2.1 ERKNEE([3.1.0]2 5 -
ES—EHO T AZEFHAERARV-AZ LS RIS E
%> HPGH-X-R* HPXHKC,-Colt st » HPHC-CHrE G KOEAR
6E R ZEE A » H K Ci-Colit & > 5% % Wi fE F 4 CH, B T 5] 48 -0-8
> HRMAC,-CoBBls % » A% Ci-CoBRs R~ & % Wi (B F #5 45 CH, &
TCH&-0-BH 0 HEC-CEEEACEEIEEENERC-Caalt
ZHRERMN - EB—EHGI T > X4CH, » BARMAC,-CoH8l5 1% - 1
S5—EHAIP > XHBCH,>» BER*GBRERBLE - €5 —F i §
o XfACH, » ER* G EA R Z3EREANZERC-CIRE Y Bt >
Cs-CeIRFEIR - S —BEHGIPF » X{ACH, » AR™ MAI-FAEBERFE -
22-—HABEAR-ZHBRE -

EES—EHEA T AREBFHBARAKN-AZ LAY RS E
£ HPGH-XR HBXARC-Coli st » HPHC,-CHREGEIER
OE B ZEN A » H % Ci-Colit 2 2 B % Wil K A A5 CHL B8 T (448 -0-B
0 HRMHCs-ColBRs IR > H 3% C,-Co B 5 £ 2 & % W {8 K 48 #5 CH,
H4E-0-Bi > H#Ch-CoBRERGCIEEIEEARNERC -Clutt >
MAERA - EF—FEHFI P > X{ACH, » BRMAC,-CoHBBASIE » Hh
% Cr-CoBIE R 2 —ECH E TR E-0- Bl - HE—FHOI+ > Xtk

H, » B R*%3-IU & 0k -
HEF—EHRA P FEHFHARARI-AZ LS RIS E
» i GfR-X-RY» H-X-RM&iEF

CEEIT N A

C177557A.doc -33-



1655187

EE—BEY > FFHRHKAXIL-BNI-BZLESY -

(R®) 0 (R?)

I-B I’-B

NEBE LT EZ S

Ho o BREHEFHILH

sti’wj[Rs' sti‘:'( R¥
R® RE RO i

Gi{& R’ . R7” % xR

X4 C-Coln s » HPFZC-Colr F R KO 2 61E g ZHLA >
BEPZC-CorEzmZMERNEMCHE T L-0-E#

R"Krr > BB HECy-CoIBAEIE » H P K C-CIBIEIRZ S W
EAREIMCH,E Lol &K -0-B#ft » HZC-GIREBREALEEZEIEES
B K C-Colie & Z BUFUEEUX

RY4KZE ~ CNEKCi-Colt > HEPZCi-Cole AR K OE 2 68 K
ZRMR > BEEPZC-ClrEZ S MENHMCHETAL-0-E
o

Rf4H - B§%& - CNE-X-R*;

R¥{4#H - B - CNE-X-R*;

R°{4H - {& - CNB-X-R*;

R®{4H ~ & - CN5-X-R*;

R'{%&H - % - CNZ-X-R*; |

RMAKI ZHC1-Coki & > H P8 Ci-Colit 2 5 KX OfH Z 6 {8 59 & B

C177557A.doc -34 -



1655187

R BEEPZC-CHEZRSMEREAMCHE T TK-0-Bif ;

pHROEIHEEOR3IZEY: B

RO{HHZC,-Colie i » E P 3% C,-Colt £ > 5 % Wi {E K 48 45 CH, &
TCH 4E-0-F i

EB—EHRAP  AEHEBHAXNIBRI BRI EE
% HPRGRE - HES—FHRFIT  R¥M&Cl- £5—EHHl D » R’
BF - EB—FHBI+ > ROHBCN - EE—FH B & » R*HC,-Cokii
B HPZC-CHmREGECIEEERENMR - TR —FHH = > R
BE=ZTHE -EZ—FWHEHF » RHGCF, - B2 —FHG$ > Rk
CF,CF; -

ES—ERO+  AEABRBAXIBHI-BZILEY RIS E
K> HPph0 - EE—EHAIT > pBr1ZE3ZEH  BRMGEE - £
S—EBHAIT  pr1E3ZEY > HRMACl- EE— B AT > pal
E3ZEYH > HRMAC, ConZ » HhZC-COrBEGEOERERE
B > P #C-Coti & 2 — HCH, B TR &K -0-B ik - £ 2 — B i
T pHRIEIZEY > HRMACH; - R —EHOIF > phl1FE3IZE
2 > HRM&D -

EE—ER+P > AFHEBBBRNIBHI-BZESW RIS E
 HpRAH - EB—FHEHIF » ROAC,-Coli £ - £ 5 — 5 i f
' Rf%CH; - £ B — BB » RO4C-Cofi e » H P C,-Colin £
HEOEEERZMM » HPC-Celp it > — (HCH, B T {AK-0-8
o FES—E M+ > R*%CH,CH,0H -

ES—BRAT  AZERBARIBRI-BZtEW RIS E
% HP Gk

H

C177557A.doc -35-

Lo



1655187

Hop

R{4H - % - CN={-X-R*;

R*{%#H - % - CN5-X-R*;

R%%H - j&E + CNE;-X-R* ;

R®{&H - & - CNE-X-R*;

R'&H -~ & - CNE-X-R*;

XGBHC\-Cotn Bt » HP % C-Colt B4 K0 ZE 6{H K Z A
BEPZC-CrEZREZMERNEMCLETTE-0-Eit ' H

R¥AEE - WBHMC-CBBAEE » HP &K C-CBEERZESW
EAMEMCHETTL-O- Bt » HZC-CIRBIRGEVEZEIEES
B % K C-Cofi 28 Z B AU -

EES—BHA+  ALHFEANXLBRI-BZILEYW KT E
# ,ﬁéqﬂg%

Ho

R&HE-X-R* ;

R*{&HE-X-R™ ;

R%%H - & - CNE-X-R*;

R'{%HE-X-R™ ;

X{GHEC)-Coli B » P HC-CrEGEBOEZEFE R ERA
BHEHPZC-CHarEZREZMEAEMCHETTL-O-Eft ; B

R¥FEHE > BBHNC;-CIBIEE  HPZC-CRERZESM

-136-

C177557A.doc



1655187

{B1 7 AF1 6 CH, 85 57 46 -O- T 8 + 3 Co-Co TR A 5 (4 SR OJH 2 3B 15
%% R Cr-Cr 2 B A -

S — B P o ARPEHARIBRU-BZ SR M =
% H G

R c E—BHFT  RGEH- BB —FHH T > RES
RS —BHBIFT  RMHCl- EB—HEH T » R%F - £5—F
HiBlS > R{ACN - EB— BBt » R*{%-X-R* « £R—F 55l -
R{%-X-R* > HHPR*FEHE - ER—FWHH &+ » R*%-X-R* » HpRY
AEE » BEXHRC-Clr s » HPa%Ci-Colt F 4R 0E Z 68 K & B
R ES—BEWPIH » R%ACH; - EZ — BB P » R°ACD; - £ 5
— BB > R%-X-R*» PR FEE » BEXAC,-Colust » Hbh
Ci-Cfi B HBOEZEREZMA - HPZC-Cokt &2 —HCH, B T
HR&E-O-BEM - £F —FHFH F > R {4 OCH; - OCH,CH; =
OCH(CH;), - E B —EHifl & » RM4AO0OCH; - £ S —FHi il - R (%
CH,OH - £ 5 — B il > R°4OCF, - £ 5 — Bl » R4
OCHF, -

ES—BEM T » AEHAFHRARIBHU-BZLEM R EE
% HP Gk

SPNLY
|
N

R - E—EHGI P RGBH - EE—FHOI+H » R &-X-
R « EB—EMBI P » RO%-X-R* » PR RE]E - £ 5 — 5 bl
o R%-X-R*» HBRYFEAE » BXMGC-Col#t » HP3%C,-Colip
HEVEEEREIMN - £H—FHHI T > RM4CH; - £ 52— FHifl
0 RY&CD; « B —EHFIT » R*M&-X-R* » HPR*REFE > BX{4

R6

C177557A.doc -37-



1655187

Ci-Celifh » HPZC,-CIREGTBOUEEMERERMM » HbP&C-ColiE
EY —ECHETHE-0-BEHR - FB—FME F » R°f%AOCH; -
OCH,CH;5,OCH(CH;), - £ 53 —E i+ » R°{4OCH; - £ 5 —E I
Fld > R°M{4CH,OH - £ 5 — B Wil F > R°{4 OCF; - £ 5 — & It
tf » R*4OCHF, -

EE—ERAT  ASBEEHARIBRI-BZILEYKITHE
%> HE Gl |

R - E—EMEFIT > ROGH - ES—EHEH P » Rk
D- EE—FHBlT RGEE -EB—EWHFI+H > RO{ACl- {£5
—FHEHI S RGF - ER—FHBI T » ROACN - £5— B it
i R*{&-X-R* « EE—FHH T » R 4-X-R*» LPR*KREFE - &£
S—EHEGI P R %-X-R*» HPR*FEHE > BXHGC,-Cole & - H
PC-Cli B HTOEEARENNR - EH—EHEHIF » R*{%CH;
ES—BREIP  REH-X-R*» HPRYFERE » BEXHC,-Coli & » &
F13% C-Coli B A EOEZMEEMAM » K C-Colt = Z —ECH,
BT hE-0-Bih - EE—EHH F > R° {4 0CH; - OCH,CH, =
OCH(CH;), - EZ— BBl » R°{40CH; - £ B —EHifHIP - R’ &
CH,OH -« £ 5 —EHEHl D » R¥{4OCF; - EB—FH & - Rk
OCHEF, -
CEER—BFHEGT  ASFEBHAERIBRI-BZLEMEIEE
% X+ Gtk

R o~ F—EWHHP RAGH - EE—EFHE T R {4
D- ER—BME+ » R°%-X-R* - FE—FHF + » RO {&A-X-R*

C177557A.doc -38-

S



1655187

HPRAEFERE - EH—FEMFIT > RV %-X-R*» HPR*R&EE » BX
RC1-Coli e » HPZCI-Colr A COEEEEGENMA - £R—FE
flh - RO {%CH; - EH—FHEFI T > R %-X-R*» £HhR*XG#E > A
XHC1-ColiE » HPZC-Cli B A EOEZ6EREZMM - HdhxC, -
Celt 22 —ECH,E L h&-0- Bl - £E—FHEH + - R¥(40CH;
OCH,CH;2,OCH(CHs), - E 5 — B Ml » R {4OCH; - 1F 5 —F i
il > R R CH,OH « £ B — T B » R*{4OCF; - £ 5 — 5 i §
1 » R*{4OCHF, -

ES—EHO P AEHBEARXIBRI B RIS E
% HPGih

R5j¢[R5' R~ | R®

R® re e N

R B R E—FHEHID o RMARH - £ 5 — B

F o RYAD c EB—FHEFI T > RMGAKE - TR — BT > R&
Cle EE— MBI+ » R%4F - EE—FHHl+ » RMACN - F 55—
W Bls > R%-X-R* - £E —FH A+ - R°%-X-R*» HPRXF &
- BB —BRH S RYA-XR* > HPR¥FTEME » HX{AC,-Colix
o HPZC-CHEGCLOEZERERM - F2—FHH - R
®CH; - EHB—EW I » R°M%-X-R* > HBR*FEHE » A X{%C,-Cs
ek HPZC-CHEGCTEZFRENMA » HhZ%C-Colpt>
—ECHE T H&K-0-B - ES—FHH$ » R%%O0CH,; -

EEZ—EROIT  AEPEBEBAXIBRI-BZLEY RS E
% HPGk

R> R*

R® R®

R? - E—EHEHID >  REAH - £ R —FHH D > REGK
- -GEB BT RGD- EE—FHH T > RE(&ACl- 2 —

C177557A doc -39-



1655187

BRI > REGF - EB—FHFIF » RACN - EB—FHHl+ -
R4 -X-R* - R —FEHHlI T > RE%-X-R¥ > HPR*FEE - £5—
BHEH & > RO%-X-RY» HPR*FEHE » AXAKC-Cofn & » Hb
Ci-Coli R A KOBEE6EREMMN - BB —FMPHI+ » R°{4CH; - %
B—FHEF D 0 RO %-X-R*» HPR*FEE » BX{AC,-Coli & > H
ZC-Cole B HEOEZ R ER » HPKC-Coli & 2 —ECH, &
TTHE-0-Bift - EB—EHBIF > R°{AOCH; -

ER—HBEG T ALERBAEXNIBRI-BZLAYRIHE
% HPGl

R - E—EHEF T >  R'"M4H - EZ—FHH T > R'AK
Z-AERZ—FHBT  R{ACl- EE—HEHGl+ RAF - £5—&
WGl > RMACN « £B—FHEFI T » R'%-X-R* - EB—FHEBI$ -
R'%-X-R*» HBR*FEE - EEZ—FHEIF > R'%-X-R* » HFRY
REML > BEXCI-Coli B » H 3% C-Colit 2 (5 45 01 = 6 B 55 & WY
K HEBS—EHHIF » R{ACH; - CH,CH; » CH,CH,CHsS{ BN & - 7
S—BHH+ > RYACF; - EZ—FHH + » R'%-X-R* > HHRYF
B > BEX%HC-Colii » HPZC-Coli G EOEZ6E S E MM >
HEdaZCi-Coli B ZMERHMCHETHE-O-BER - B — B HI
1 > R"{%OCH,CH,OCH; - £ B —F i+ » R'f4-X-R* » HPR* K&
o AXRC-Colist » HPZC-Colr B GEOEZEER RN - &
F % C-Coli =2 —ACHETGE-0-BH - EE—BHEH + » R'4
OCH; - OCH,CH; * OCH,CH,CH; » OC(CH;); * CH,CH,0CH; - 5 —
EHHlH » R’{#O0CF; - OCH,CF; + OCH,CH,CH,CF;&,0CHF, -

ER—EHGT > ASARKERIBRU-BXEY RITAE

C177557A.dac -40 -



1655187

% HP Gk

%R
R XN
R - E— B F > R'MAH- EE—F R+ > R'{%-X-
R* - EHZ—FMGI+F > R{%-X-R* HPR*FEE - £5 — F i 6l
o RM&-X-R* HBR'REE » HXMAC-Colf £ » P2 C -Colii
HEOEZEREWMMNA - FS —FHSF & » R"%4CH; - CH,CH; -
CH,CH,CH, S RN E - EE — BBl > R'4CF; - £ 5 — & i §
> R'&-X-RY» HPR¥FEE » AXMAC,-Coli > HP%C,-Coi it
H&EOME E 6B E B » H o a%Ci-Colit £ 2 Wi 8 °F M 55 CH, B 7T (4 &8
-0-Bf - EHE—FHH P » R'%OCH,CH,0CH; * 1 5 — 8} il tf -
R'%-X-R* » HPR*FEE » HXMGC,-Col - HPZC,-Cali A
OEZ6EREZERM  HPZC-Cati > —ECH,E T 4E-0-Bik -
5 — & B & » R4 OCH; - OCH,CH; * OCH,CH,CH, -
OC(CH;); ~ CH,CH,0CH; - fE = — &%+ > R’{40CF; - OCH,CF; -
OCH,CH,CH,CF;5,OCHF, -

ErR—BRA+  AZHESFEHAAXIBRU-BZ LSV EN % E
% HP Gk

stivj:Rs. stiW\l( R

R® RS ROOY

R ® R ER—EEHF 0 R'&-X-RY » Xk

B 0 HR™MAC:-ColBHsIE > B&C-CEERGAKIVEZIEEARNER
Cr-Cot & Z BUAREIR - B —HMHI + > R'M5-X-R¥ > £ o X4
$# > HRMAEBRE -

ER—BHEAT  A{FERHAASAIBRI B LEYEH%E
% HP Gk

C177557A.doc -41 -



1655187

Rs\/gj[Rs' Rsf‘;r R
RE R RreT YN
R B R o ER—EMAEIP 0 R'MA-X-RY HP Xk
Ci-Cefiit » HPZC,-Ci B HBOEZERERMN » HEPHC,-Cs
ek —(ECH BT A E-0-B# » BRYAC,-CHBASIE » A% Cy-CiB
EEASOEEIEAEENERC CoE Y ARENR - £5 — B
Fld > R"&-X-R* » HPX{4OCH, » ARMABRE -

ER—FHGIT  AHESEEARIBRI-BZ LRI E
% HPGHhES:

v F"T*F.N'w win H s Wi vy
0

O

C177557A.doc -42 -



1655187

ER—BHAT  ARERERARBRI-BZAL S MR % =
% HG

R
Y enaa P Gl
R’ HG{%%Q F

ES—Bifld > AEHEFHHBALBHI-BZLEMEIH E
% HP Gk

AN

X-RX
Hob
XHEBEC,-Celit F » HFZC-CHrEGROEZ6EREZHA -

HPZC-Colii B Z i % MEFHAMCH,E T &-0-Bi ; A

R*FEE » WBHHC-CBAEE > EPHC-CGEERZBSW
EAHMCH BT A 4K-0- Bt - BHZC-CIBERGLIOEEIFEES
B &R & Ci-Calie 2 Z BUA B HLA -

ES—BHRAT  AEARHESEXL-BHI-BZLE&Y RIHE
£ HPGH-X-RY HBXAC-Coli > HP#C-Cli B OEE
OB RN » HFZC-Colft B2 &% MR EMCHE T &L-0-8
# ARFEE - £B — B A & > X {4 CH,CH,C(CH,);

C177557A.doc -43 -



1655187

CH,CH(CH;); > BER*FFE - B —EHi Bl > X{4CH,CH,CH,CF,
5{ CH,CH,CF; » AR*FEE -

ES—EEA+F  AEHAFHBEAXBHI-BZILE KM FE
% 0 HPGH-X-RY Xk > BRYMAC-CHBAEIEK » HF#Ci-Cy
EISEY B %W EREPCH, T K-0-Bift » H%C,-CaB2 s & (4 4K 01
EIABEANERC-COREZMARERNR - ER—EHHF - Xtk
g2 HRMAEB T  BOK » SB22.1]BEERERB[3.1.0]CH

ER—FHGT  ZREHHBRIBRI-BZLEY R E
% HPGH-X-RY HPXEHC,-Colt » HPZC-CHiEGEOEE
CEREIMMA  HPZC-Coi B RS R EARAMCHETTL-0-8
#10 BR&KCs-CoIBlS e » H b 3% Cy-ColB IS 1R 2 5 % T {8 F A #F CH,
HraE-0-Bift: BEC,-CEEEAKVEEIMEELSRNEKCI-Clx
EZHARERNA - ER—EHEFIT > X{hCH, » BRMAC,-C:BBA5 1% -
EE—FHEAD » XthCH,» BR*GBRERBLE - £S5 —FH 5
B Xf4CH, » BR*4AEERS3ABEARNZERC-COEEZMAEZ
Cy-CsHEMSIE - BB —EHBI+ > X(hCH,» AR RI-FHEBRE -
2,2-“HEBRER22-ZHBRE -

ER—BEGT » A8AFHAXNIBHI-BZILEaY KKTHE
%> HPGH-X-RY HPXHC,-Cofik - HPFZC-CHREHTIEE
CEAREMM » HbhZC-Cop £ R RMBEAEMCHET4K-0-8
1 R K Cs-CoIBASIE » H 3% Cy-CoBB A5 1k 2 | % W B K 8 #5 CH,
H4%-0-Bif > ARC-CGEBERGESIEEINEEENERC,-CHit
BARERMR - ER—FMHEI P > XACH, » ARMAC;-CaIBASHE - H
ZC-ClBEEY —EACHETHE-0-Bih - EB—EHBI+ » Xk
CH, » HR*{%3-0 & Bk -

EB—BHAT  ABHAFBAXIBHU-BZLEV R FE

C177557A.doc -44 -



1655187

% HPGHER

CEET N T
L9 L

ER—BED  FEHAREAL-CHI-CZ{EEY :

(ORs)p\/ ,R® : : (RB)" \/YO
NN o) X
RZDiU\NMO RD:‘( J\/N\ 0
N ¥ R
R3 o R® o
G G
I-C I’-C

R® R®  Ri_~ I R®
RS RE' RS N e
Gk R . RT By XR;
X{HEC-Cotit 2 » HHPZC)-Coli A LOEZE6E S ZH
H 5% Ci-Cobi £ 2 B % W I A 45 47 JLEI 4R -O0-E i

R*REFLE ﬁ%H@‘zcs-cgiﬁﬁsﬁé‘e » HPZC-CoB R IEY RS W
{E R AEACH BT A 45 -0-B #a > H 3% Cs-Co BB S I 14 X 0fF B3 {3 5
B K B C-Cole 2t 7 BUR R ELAL

RMAEIE ~ CNHC,-Cofi 2 » H th 3 C,-Colt 4 £ 01 Z 6B 5
ZWMA - BEPEC -ClrE 2 &% W EF M CH,E T &-0-8
Ha

R E » CNZC-Coli & > P C-Cli B R EOEZ6E R
ZHR HEBHEC-CHmMEZHLMERHIMCHETTL-0-8

C177557A.doc -45 -

Ly



1655187

#a

R(4H - & » CNE-X-R* ;

R¥{4H - & » CNE-X-R*;

R%{%H - @% - CNE-X-R* ;

RO {4#H - % - CNE-X-R* ;

R’{%4H - & - CNE-X-R* ;

R ESC-Coli 2k » H P a% Ci-Colit & 4 4K 0fE Z 618 59 & B
R BHPEHC-CHarEZHZMERNEMCH,E T L-0-Ei#

pROZEIEBIEIRIZESE B

R4 HELC,-Colii & » H P 8% Ci-Coli & 2 5 % Wi {8 7 6 #F CH, B
TTE 4% -O-F 1 -

ER—BHA T AEHFHER/ALCHI-CZILEY K E
% HPRMGEZE - S B+ » RM%&Cl- B —FHfl+ - R’
BF - ER—BHOI T » RACN - F B —FHE Bl 5 » R*AC-Colt
B HPZC-CHELEIEEERENR - £#R—EHH P » R
{4CF; - BB —BHEFIF » RM4C-Cofi » HPZC-Colfr B ALK 0E
ZOERERMA > HPFZC-ClrHE 2z —ECHBTHE-0-BH] - £5
—EHEBIF » R*4OCF; - B —EHifl$ > R*#F - Cl - CN » CF3
OCF; °

ER—ERA+  AFHBFHAAL-CHI-CZESY K THE
% HPRGRE -EZ—BEG T > R%&Cl- EZ—FHEH$ - R
%F - ER—BHF F > ROACN - EZ—E Wl & » R{%C,-Cofit
B HPHC-CORBEGEEEMERENR - EEZ—FHEH+ » R’
GE=TH - EE—FEGIT > RM%ACF; - EF—EHHI+ > R4
CF,CF; «

ER—BHEAT  AEFEHFBRALCHI-CZILEY KT E

C177557A.doc -46 -



1655187

% HPph0o- ER—EHGIF > phl1FE3ZEE > ARMGEZE - &
H—EHBlP o phIE3ZEE > HRMACI- £S5 —FHEH + - plkl
FI3ZEH  ARMAC,-Cofix » EPZC-CHarE A TCIEZTERE
WA Hh#ZC-Cofi B2 —ECHETHE-0-B - £5—F
o pfR1ZE3Z B - HRMACH, -

EE—BA T > KERFBEAICKI-CZILEMRITEE
% HPRGH £ B T > R%GC,-Colr & - 15— F i fl
H o RMACH; « EB—F MG » RGC-Coli & » Hh % C,-Coli
HEOEZEEREMM » HPZC,-Colp > —HCH,BETHRE-0-8
- EH—EHHIF > R™%CH,CH,0H -

ES—EHAI+T  AZXEBHEBRICHI-CZEEYWRK%E
% LGk

H e

R3{%4H - % - CNE-X-R*;

R{4#H -~ & - CNE-X-R* ;

R*%H - B9Z - CNZ-X-R*;

R*{4H - & - CNE-X-R* ;

R'{%H - BZ& + CNE-X-R¥ ;

XHEEHC-Colt e » HPFZC-CrEARLIOEZEK ZH 4L
HPZC-Ci B2 LM EREMCH,ETHL-0-E#a ; H

R*AFE » RBHEC-CBISE » EPZC-CRBERY RS
EAHAMCH,E T K-0- Bt - BZC-C:EEEAKIERIERES
B 2 K C-Catie £ Z BUAR A FUR -

C177557A.doc -47-



1655187

ES—BEG P  AEHEFHALEHXI-CHI-CZ{EEH KT E
% > HP Gk

Hop

R*{4HE-X-R* ;

R* (& HZ-X-R* ;

RO%4H - % - CNE-X-R*;

R7{%#HE;-X-R* ;

X B C -Celit Bt » B3 Ci-Colie A 14 L 0E = 68 5 & B -
BESZC -CoEZ LM EREHMCHETTIL-0-EiR ; H

R*FEHE - HAHKC;-CIBRERE - HP#C-CRERZ RS W
EAEMCHLETHR-0-BE#f > HZC-CRERGLIERIEER
B ERC)-Coli £ Z BUTE A - |

EB—BRA T » AFHFHBR/ALCHI-CZEEY KM W E
% HP G |

R> R®

R6 RY

R o E—EWEHI T RMGH EE—FHEH T > RAS
% EB—EHBIP > RACl- EB—FHHIF  RGF- £B—5F
MBS - RMGBCN - EB—FHEHI P » R*&%-X-R* « EE—E B P
R*%-X-R* » R FEE - EH—FHHIP » Rf%-X-R* > HepRX
FEAE » BXMHCI-Colt s » B P 5 C1-Colt £ 5 8 08 = 6 {8 59 X Y
R EB—FRP P > RM4CH; - EE—EHHI T » R&-X-R* K
hRXFAFEAE » B X{5Ci-Cofii 2t » H B 3% C1-Colit £ 15 48 01 Z 6{E 19 %
B HPZC-Con iy —HCHETAE-0-Bif « 75— Bl

C177557A.doc -48 -



1655187

1 » R’ OCH; + OCH,CH; ~ OCH,CH,CH;=OCH(CH,), - £ = — &
Bl > R*{HOCH; - fE5 —E Wi Bl » R (% CH,OH - £ 5 — B }fi §
1 R{4OCF; - ES—EHiflF » R*4OCHF, -

ES—BRAT  AEHBFHERBA-CHI-CZILEMRITEE
o ,E:EPNSI{%

RAAR®
I
N

R - E—EHMBIP > RMGH - EE—FRHF » R &-X-
R* - ER —EHBl P » R°%-X-R*» HHR*FREHE - £5— Bl
o RMR-X-R* HPRYRERE » AXGRC-Col & » b2 C -Con
GEOEZERERMA - EF—FHEF T+ » R*ACH; - £5 —FHif
o RR-X-R*» HPRYFEE » BXHC-Coli s » Hb¥%C -Col
HEOEZ6EEEMA » HPAC-Coli B2 —(HCH,ETHREK-0-8
B EB—FMB & » R°%OCH; - OCH,CH,; + OCH,CH,CH,
OCH(CH;), - £S5 — BBl & > RM4OCH; - £EE—EHH & - R %
CH,OH - £ 5 —E Bl & » R°{20CF; - £R — &M Bl & » R (&
OCHF, -
ER—BEHbl+T  ALBEBEBR-CRU-CZILEYMRISE
% HPGk

R6

RT o« E—FHHIF  RGH- EEZ—FHH P > R4S
Z-ES—BHAIT  REC- EEZ—HHA$  ROGF- FR—F
BHH - RGBCN - EZ—FHH T » R %-X-R* - £ 5 —E il
o R&E-X-RY HPR*FEE - BB —FHH+ » RV %-X-R > &
PROFFE » HXGRC-Coli 2 » HPHC-Cr G EIEZERE
B - EZ—EHBI+ » R{ACH; - ES—FMEHIF - R {h-X-RX

C177557A doc -49 .-



1655187

HPR*FEE > BX(RC-Coltz » HPC-Cole A K OEZE6(F K
ZHWAR > HPZC-CoEr —ECHETHE-0-Bit - 5 —HIE
%4 » R*{40CH; - OCH,CH; - OCH,CH,CH;5 OCH(CH,), - £ & —
BEHEfI$ > R°{40CH; - EH—E M+ > R {ACH,0H - £S5 —E
Bl » R°{4OCF; - E£B—EHifl+ > R {4OCHF, -

EE—BRAP  XEHEHFBHAI-CKI-CZIEEMRHTFE
% ,E\EF'WQ{%

R6

R" - E—EHBIF RGH - B —FHEFF > R 4N
Z - EZ—FHHP > RO%Cl ER—FWHEI+P R (GF- £F—F
HEBls » RO{ACN - £EB—E MG+ > R {4-X-R* - £ 5 — & 5 §l
> R*{%-X-R*» HPR*FEE - EB—FHFI+ » R%-X-R*» &
FR¥AEFEHE » AXRC-ColiiH » HPZC-Cole G LB ZE6E N E
B - R —EHBIF > R°{4CH; - EH—FEHMFl+ » R {%-X-R* >
HPR*REFEE » BXHC-Colii > H P C-Coli & 4 L OE Z 6{E K
ZHMA HPZC-CohiE 2 —ECHETAL-0-BEf - E5— T
& > R*{%0OCH; - OCH,CH; - OCH,CH,CH;5,OCH(CH;), - £ 5 —
FHEflF » R {4OCH; - EE—E MBI+ » R°{ACH,OH - £S5 —E i
fld » R¥{%OCF; - S —EHifl$ > R’ {4OCHF, -
EE—BHEH+  AFEHFBRALCHI-CZILEYRITHEE
% HHPGH

R B R7 c E—E A 0 RM&H - £ 5 — 8 hEfl
b RMGANE - BB —BFHH+ » R4 Cl- £ — 6+ » R4
F- BB —EFmAIT » RCN - EE— W+ » R%&-X-R* - £ 5

C177557A.doc -50-



1655187

—EHHIH > R%-X-RY > HPR¥FEE - ER—EHOI$ » RM&-X-
R* » HAPR*ANELE » EXAC-Cofi & - B C-CHE E B KB ZE6
EEEWMMN - EF—EHGIT » R4CH; - ESE—FE Ml > RY&-X-
R* » HPR*REE » EX{AC,-Celi sk » HPZC-Colr LK OEE6
ERZERMA > HPEC-Cli B —HCHETHE-0-Bift - £5—
BB+ - R°f4OCH,; -

EE—BEAT  ABARBAERI-CRI-CZIEEYWRKT % E
% HEG

R~ EB—FHAIP > R%GH - EEZ— BRI+ » R (&
ME - ES—EWEHIT > RACl ER—EHFIF » REGF - 58—
BB > RO(ACN - EE—HFH Bl - RO {%-X-R* - 1£5— & i §i
oo RO f%-X-R*» HPRYREE - ER—FHHIP » RS 4-X-R¥» &
PRRFLE » HX{AC-Celi k> HFHC,-CorEGTIEEARE
MR- EB—FHH & - ROACH; - EE—FHHI P » R %-X-RX >
HPR*REFLAE » BXACi-Colie - H 3 C-Coltt £ 14 801 Z 6B
RWMA > EPZC-Cli 2 —BECHBETHE-0-Bit - £ — B
s > R®{4#OCH; -
EB—EHO T AEABHAERICKRI-CZILEY R % E
% £ PGk

R c E—BHHIT  REGH - EZ—FHHI+ » R'&AH
Z-ES B+ R&Cl- EEZ—FHHl+ » R'&F- £ 85— &
Wil - RMACN - FEB—EHEH o - R7%-X-R¥ - F5—FHfl+ >
R'%#-X-R* » HPR*FEE - BB —FHA F - R"%-X-RX » H R

C177557A.doc -51-



1655187

KA » BXMBC-Coli sk » H 3% C-Colit 2 5 48 018 2 68 5 Z I
- ER—EHHIT > R'{4#CH; - CH,CH; + CH,CH,CH; B RN E - 1E
B—EH G > R&ACF; - £ —HEEHF > R'{&-X-R*» HPRR
B4 EX(HC-Coi ke » H 8 C -Col 5 (R K 0E 2 68 = Z MK -
3 C)-Colt e 2 T8 R A M CHL B T (4 48 -0-B # - 1555 — i Bl
1 » R{4OCH,CH,0CH; « £ 53— EHi Bl - R'{%&-X-R¥ » £PR¥F#F
o BX{C-Cl s HbZC,-CorEARIESEREmMMA &
3 C,-Coli 7 — ECH, B T % & -0-Bif - R —HHEH T R'{%
OCH; * OCH,CH; ~ OCH,CH,CH; ~ OC(CH3); ~ CH,CH,0CHj3; - F5—
25 it > R'{%OCF; - OCH,CF, + OCH,CH,CH,CF;,OCHF, °

ER—EHAIT  ARPRBAR-CHI-CZLEY RN %EE
2% > ﬁtﬁg{%

RA AR
|
~_N

¥ R c E—EHGIH 0 R'AH - ER—FHEH+ » R'&k-X-
R « ER—BHAFI D > R'&H-X-R*» HFR'FFE - BEE—E I
1> RM&-X-R* » O R*REHE » BXIAC-Colt B » HPFZCi-Colit 2
HROEECERENR - RS —FHHIF - R CH; + CH,CH; »
CH,CH,CH B W& - £R —EHBlF » R'4ACF; - £ 5 —E g Hl
> RM%-X-R* » HBR*FTEHE » AXMRCi-Coli B - HP#ZCi-Colt £
(A58 0(H 2 68 K Z R » H 3% C\-Colim 2 2 W {8 K 18 4F CHL B JT (R &8
0-Bit - R —HE M+ > R"40CH,CH,OCH; - E5—BIEHIF -
R'%-X-R* » P RXFERE » BX{AC-ColtFE » HP&ZCi-Calt B ALK
VEEEREZmM » HPZC\-Cofe B2 —EHCHETHAHLK-0-E#H -
R — 55 # £ » R {4 OCH; ~ OCH,CH; - OCH,CH,CH; -~
OC(CH3); + CH,CH,0CH; - £ 3 — B i+ » R'{4OCF; + OCH,CF;

C177557A.doc -52-



1655187

OCH,CH,CH,CF;=,0CHF, -

ES—ERAF  ASHEBEHAERICHRU-CZILEYEI%EE
%> H PGk

RS T RS‘ Rs ~ I R5'

RS RS RS SN

R 2 R o EE—FHEHF  R'&-X-R*» Hdh Xk

> HRMAC,-CeBsiE » A¥G-GEBEEGRVEZIFEEANER
C-CliEZHARERNMR - EE—FWH + » R'%-X-R* » HEd X4
o BRMREBRE -

ER—FEG T > ABHBEHAERICKI-CZLEYRERIESE
% > HPGlx

R5 RS‘ R5 ~ l R5‘

R6 R6' RS NN

R = R o EE—FHAP  R'%&-X-R* Hb X4

CI'C6%% ’ /ﬁ\:qjgﬁcl'csi%%{%@ﬁo{gﬂ?HYf’Q ! ;E\iqjgﬁCl-C‘g)t}:ﬁ
H 7 —ECH,E T 44&K-0-B#n » HRMAC;-CsIBIS K » B 3% Cy-CIB S
BHREOEEIEEAREZERC-CHREZHARERMR - £52—F 54
i R'%-X-R*» HX{4O0CH, » HRMABHE -

ER -Gt > ASHBEHAERI-CHI-CZ{LEYMEH%E
%> HPGlh

RS T RY

R® R®

R”  HGHRER

F
s F“|"FM~ WA Annn v .

O, 0.0 0. 0L T

C177557A.doc -53-



1655187

BB D B S D T
R e el et

/0 ~
£ ; o

EE—BHAT > AFHKFBR/ALCHI-CZILEDRIMTHE
%> HPGhk:

C177557A.doc -54 -



1655187

RS RS B
R6 x~N F F ~-N l X
R  HGKREH ¢ AN

ES—BHEAT  AFABBR/XNL-CHI-CZEEMREHHE
%> HP Gk

W

X-RX

Hoop

XEBHC,-Celi B » HPEC-Col G TOEZE6E R ZHMMA
HpZC-CotE Y RS MERHMCHLETTR-0-Bi : B

R*FFIE » BHKC-CHBIEE  EHhZC-CEBERY RS
EFAEMCHE T LL-0-Bih » HEC-CIEBIEKRGALVERIFEES
R R Ci-Ca 2 2 BURZEEUA -

EB—EHOIT  AEHEBFEHABRLCRI-CILEYRITSE
% HPGH-X-R HPX{AC,-Colis » HPHC,-CIrEGREOER
6IE B EA » H P C\-Colie B 7 B % W F M CH, B T 7 4-0-8
> BR*FEHE - £S5 — B H & - X{k CH,CH,C(CH,); 5
CH,CH(CH;), » HR* X% - R —E Wil & » X{4 CH,CH,CH,CF,
=, CH,CH,CF; » HR*XE -

ER—8HRAF  AFHFBAEAICHI-CZILEYRITEE
% HPGH-X-RY HEX{&# > ARAC, CyBASIE -+ 3 B3 Ca-Cy
BIEGRZ &S MEREMCH,TL-0-Bi » AHC:-CHEISEAEHE
E3IEBEENEARC-CHiBEZHARERR - EX—FHA T » Xk
o ARMREBT It - BOK - SBR2.2.1ERREEB.1.012 45 -

EE—FHflT  ALHEBFHLBRLCRI-CZILEYRITSE
%> HHGH-X-RY ) HPXKC,-Cofi k- HPHC-CRBEGEOAE
6B RN HPZC-CiE 2 BSMEFREMCHE TIL-0-8

C177557A.doc -55-



1655187

1 BRMACy-CHBASIE - H e Cs-CoBRE IR 2 & % Wi {8 K M #5CH,
BT &-0-Bift ; A%C-CEEEGCIEEIEEANERCI-Cux
HEZERER - EB— B o XHCH, » BR¥%Cy-CoHBAS IR -
EB—BHEH T » XthCH,» ER*GAEBRERBRE - EZ—HE I
1 X{4CH,» HR*" 4 EFRZIFEHEEREKC-COr AT RMREZ
Cy-C:EBASIE - ES —EHEBGI &+ - X{4CH,» ARMAI-FHBREHE -
22-ZFABEER2-ZHBRE -

ER—HEHH T > ALEBFHBRI-CRI-CZEEYRIHEE
% HPGH-X-RY HPXHRC-Coli » HPC-Cor R G EBOEE
CERZENA > HPZC-CiEr REMBEAEMCHLETHE-0-F
oo BRMHKC-CeBBAs K - H P Cy-CoHBASHE 2 5 % Wi {8 °F 40 #F CH,
B AL-0-Bif 0 B%C-CoBEEGEIEEIEEENERC-Cukt
HBMARERMR - BB —FHF P - X{5CH, » ARYMAC-CHE A5 1% -
HoP % C-CoBIERZ —BCHLE T GE-0-BEH - B —FHHI T > X
{%CH, » BR*{%3-TU G Bk -

ER—BHEA T ABHPEEEAER-CHI-CZEEMRIEE
% HPGHhES

L8375 A%
G T

ES—BED > AFHREHAIL-DHI-DZEY

(R%) 0 (R%

R' Q pj\ijf R' 0 pj\i\fo
R 0 R? %
G G

C177557A.doc -56-



1655187

I-D I’-D
BCHBEEE A2 2
Hog ikﬂjfﬁﬁﬁﬁizitt :
Rs RS' Rs / I RS‘
R6 RE RO Y N i
G4 R7 . R’ 8 XRX ;
XHBEHC,-Coli B » HPZCr-Coli B4 K 0E E6E g E Tt -

HEPZC -CiZEZ m % MERHEMCHET&-0-Bi#t

R*FEFE » HBHHC-CIBASIE » P HC-CBIEEZ B S M

T AMEMCH,E T &-0-B > HZC,-CIEBEEAKOEEI@EIEH
8% R Cr-Cof i 7 B EEHL,

= H
o

%= H
o,

RUYAKIE » CNEC)-Celii it » HPEC-CnE A KOEE6EK
> BEPZC-ClEr & Z W E RN AEHMCH,E T &-0- 8

ROGHEZE » CNHC-Colit Bt » H P C -Colt Z 2K 0H 2 68
R BEPZC-COREZHELMMEARMEMBMCH,E T L-0-F

R*%H ~ 5% + CNE-X-R* ;
R {%H - & - CN&K-X-R*;
R¢%H  KZ + CNE-X-R¥ ;
R*{4H - % - CNZ&-X-R*;
R%H - {Z + CNZ-X-R¥ ;
RGEZEHC-Colii ik » HP B C-ColnEAEIEEMERERN

= > E_ﬁEP§§Cl-Csﬁ%Z%%W{@KW%CHzEﬁ:ﬂ@-O-E@ ;

C177557A.doc

pROZEIHBEORIZEE A
ROGHZC-Colt £+ E P 3% C-Colt 2 2 5 % W {8 K A8 4 CH, &2

-57-



1655187

TCE £R-0-B #2 -

EE—EHGT  AZHEHEHBRI-DRI-DZEEMRITHE
% HPRYGEZ - ES—FHEE T RUACN - EB—EHHI+
R'AC,-Cofi it » EPHC-CHREHEIEEMFAREZHNR - £#E —H
#iFl® > R'Y%CF; -
L EB—ERfT AFEEBRAERIDRI-DZEY R E
% HPRANZE - ER—HHEH D > R&Cl - ER—FHHl$ > R
fF - EE—EWEF T > ROACN - EB—FH Bl > R{&C-Cekx
BEOHPZC - CHREARIEZERERNR - £ —EHpl+ > R’
BE=ZTH - ES—HHEI T R4CF - EB— B+ > Ro{%
CF,CF;

ER—BEAT  AREFHERNI-DRI-DZLEY RHHE
% HdphOo  ER—FHHEAT  pkIZE3IZBY > BRMGEER - &
S—FHEAI > prl1E3Z 8 - BRMACI - B —EHHI+ > plkl
FE3ZBH > ARMAC-CeliZ » HPZC)-CHMEGTIEZEMERE
B HP#C-Cpiy —ECHETHE-0-Bift - £5— 5 6
> pfalE3ZBE © HRYACH; -

ERZ—BFES P ASESHAERIDRI-DZEYRHEE
% HORGH- £SR3 —BHEG D - RU4C-ColiZ - £ 5 —E I B
f > R°%CH; c BB — BRI P > R%C)-Colt & » HPHC-Coli &
HEOEEEREMMA > EPZC-Celi i 2 —HCHE T4 K-0-B
o B —HEHEBI$ > R*%CH,CH,0H -

EE—ERG T ASPEHEHMBRIDKI-DZEEY K E
% HP Gk

C177557A.doc -58-



1655187

H:

R{4H [ & - CNZ-X-R¥ ;

R {4H - % + CNZ-X-R¥ ;

R°%H + K% - CNzK-X-R* ;

R{4H - & + CN=-X-R¥;

R'{%H + &% - CNZ-X-RX ;

XHEBEC-Coli & » H P C-Colit (A K OE Z 68 5 Z Bt
HEFZC-CHEr RS MERNHMCHETTL-0-Bir ; A

R*FEE » WBHEC-CBASHE » P C-CBiEE Y BS W
EAHMCHE T L-0-B# - A%C-C:BEEASVEEIMEES
B E K Ci-Cofit L 2 B E AR -

ES—BRAT  AEHABFHAXI-DRI-DZ SRS E

H:

R>{%4HZ,-X-R* ;

R’ {4#HE-X-R* ;

R*4H ~ & « CNE-X-R*;

R7{4#HZ-X-R* ;

XHEEC -Coli B > HPZC-Col AKX 648 K Z B ¢ >
HEFZC-CBEZ RS MEREMCHE T &K-0-Bit ; B

R*FEFLE  HBHKC,-CHBIEE » EPH%C-CRBEREY RS W

C177557A.doc -59-



1655187

(B 7 16 46 CH, B 7T AT 48 -O- Bt » B3 Cy-CoIBBE IR0 SR OMB B3B8 5
8% R C1-Calst 2 2 AR ZHLAL -

GER—FH PP AREHBBRIDRI-DZ S WRHHE
%> KOG

R« E—HEWHIF >  R°%GH - EF—EHEH F > R&RK
£ - EBS—FHEFT > RY%4Cl- EB—FiEgl+ > RO%G4F- EF—&
FEBlD » RACN - ER—EHEHIF > R(4-X-R* - EB—FHiHl+
R*%-X-R* » HBR*FHEE - ER—EH B+ » RP%-X-R¥» PR
REHE  BHXEHC-ColiE » H o % C\-Cott £ 5 &L 0 Z 618 59 3 B
R EE—FMEAIT » RMACH, - EE—FHH + > R%-X-R* H
B R¥FEE » B XGC-Ceti & » HPZC-Coli B G EIEZ6ERE
B HP%C-Copr —ECHEThE-0- B - TR —EHH
¢ » R4 0CH, + OCH,CH; + OCH,CH,CH;8,0CH(CH;), - &R — & it
flth > R°4%OCH; - £E —E Bl - R°{4CH,OH - £ 5 — & i f
f1 > R*%OCF; « f£ 53 —E Ml » R°*{AOCHF, -

EE—BHEG+T  ABEBHEBADRI-DILEMRITHE
e ,E:EPE%

|
N

R o E—FHRIT > RM&H - EH—FHEH + > R%-X-
R* - ER—EHH T » RP%-X-RY HPR*TEE - £5— E i fl
B Rf%-X-R* » HR*FEHE > BEXGC-Colik » HP#C-Colt
HEOEEERERN - BB —HEMBFI P > R(ACH; -« 75— H i fl
> RY&-X-R* » HPRYRERE » AXAC,-Celi k- HPaZCi-Colt £
HEOEZEEERN > HPHKC-Coli 2 —ECHE T%E-0-B

RG

C177557A.doc -60 -



1655187

e EEZ—FHWMH + » R°%OCH; - OCH,CH; - OCH,CH,CH,
OCH(CH;), - TS5 —EHifl+ » R°%OCH; - £S —Fifl+ » R* &
CH,OH - £ 5 —E i fflf > R°4OCF; - £ —HH B = > R°(%
OCHF, -

ER—EBRAF  FEHFBRAL-DKI-DZLEYW RIS E
% HP Gk

R2 T R*

RG RG'

R E—EREHIE 0 ROGH - R —EHHI - R4S
Z -EB—FEHAIT > ROHCl- ER—EHHlS » REGF- £E—H
HEBIH o RO{ACN - £H—FH IS » R %h-X-R* « £ 5 — & i 5
o R&-X-R* » PR FEE - ER—FHH & > R¥{%-X-RY» &
FRURFIE » HX(AC-Coli > EPHC-CHRBEGBIEZEERE
WA ES—EROIH » R°{4CH; - EE—FHH $ - R {%-X-RY >
HAPR*RFEE » BXHC-ColtE » HPHC,-Cr E G EOEZEE K
ZHAR - HPZC-CltE 2 —HCHLETAHE-0-B - 5 — B
Gl & > R> {4 OCH; ~ OCH,CH; - OCH,CH,CH;5 OCH(CH;), - £ 5 —
B+ > R°{4O0CH; - B —EHEHI+ » R {ACH,0H « 1£ 5 — B i
& » R*{4OCF; - £S5 —E B+ » R*{4OCHF, -
EE—EHGT  ALEBFHERLDHKI-DZEEY RIS E
% HPGk

RN RS
|
N

R~ E—BHFld > ROGH - ES—FEHF - R 4-X-
R* - BB —EHfl+ > R"%-X-R*» EPR*KREHE - 5 — 5 i 6
o R % -X-RY 0 P RYFREE » B XIHC-Coli it » H 3% C,-Coli
BEGEOEZERNENMN - £R—FHH+ » RO {ACH, - £ 52— B

R6

C177557A.doc -6l -



1655187

Flth » R*{%-X-R* » P R*FEHE » EXHCi-CeltH » HH % Ci-Co
I EGTOEZEERERNR > HPZC-Chi 2z —HCHE T HEE-
O-B# - ER—EHFI+ » R*{40CH; - OCH,CH;  OCH,CH,CH;
OCH(CHs), - EB—EMEHI$ » R°{40CH; - EB—BEHi I - R* {4
CH,OH -« £ Z— BBl » R¥{4OCF; - EH—HEH I+ » R {4
OCHF, -

EE—FMET  ASHEBHAERI-DRI-DZ L&Y KK E
% HPGlh

R5j<j:R5' stikl( R5

RS R RO Y N

R ® R o FE—EHBIP > RYMAH - S —E G

o RANE - ER—EHEIT > RMECl- BB —EHHIP > R&
FofER—BHABIH » R4CN - EE—FHEF T » R%-X-R* - £ 53
—FHE Bl R%-X-R* » HBR*FAEE - EB—FHH+ > R%-X-
R » HOR¥FREHE » AXHCi-Celi s » HPHC-Coli AL OEES
BEEWMA - R —FHEAI T » RM4CH; - ER—E MBI+ » RO%-X-
R » HpR¥FELE » AXAC,-Cofi i > HPHKC-Colt B GZLOEEG6
ERZEA > HH#C-Coli B —ECHE T HE-0-Eft - £5—
B HE Bl - R°%OCH,; -

EE—FHAS  AZHFEHRHRDRI-DZLEY R E
% 2P

R - E—BHEH P o REGH - ER—FHERI T RGN
Z - EB—EHGIP  RE%Cl- ER—BHBI+ ROGF- £5—F
Wil » REACN - ER—EHEH T » R %-X-R* - EH—F Il
b RE%-X-R*  HPR*FEE - EZ— BB+ > R H-X-R*» K

C177557A.doc -62-



1655187

PR¥FELE » BX{RC-Colit & » HPHC-Coli ZEHEOEZ6/E N E
A - EB—EHEHIF > RO{ACH; - EE—EH I » R %-X-R*>
HAPR*AEFE » AXMRC-Colit 2 » H 7 Ci-Colit H 4 K 0{E Z6H K
ZWA - HFZC-Ci Lz —EHCH,ETHRE-0-B - EE—Fi
e » R*{4O0CH; -

EE—BHEGY  ALHEBBARI-DRI-DZLEMEI%EE
% HP Gk

R> RY

R6©:R6' '

R < E—EHflt  R&H - 5 —FHfl+  R&E

R ES BB+ R{ACl- ER—FHHI P > R'M&4F- 5 —&
HBlH 0 RMACN - £ B —FHEHI T » R'{&-X-R* - {E5—FHi il
R'%#-X-R*» HPR*REHE - ERZ—HFMHHI P » R'{%A-X-R* > HRX
ABFEME HXGC-Coli i » EhZC-CofE H &K 0E E 618 K & B
K- EH—EWBIP > RfACH; » CH,CH; » CH,CH,CH, K 2% - £
S—BEHBI P RUACF; - £Z—FMFI T > R'&-X-R* » £ pR*F
FHE > BX{HRC-Coti & » HPZC-Col B 4K 0E E 6H K Z B
HPZC-Col A Z MERHMCH,E T AE-0-Bik - £R—FHl
> R'%OCH,CH,OCH; * £ 53— B i flF » R'4-X-R* » £hR¥ Kz
£ BX{AC-Coli i » HPHC-CoEGQIEREREMMA » &
FZC-CiEZ —ECHETAE-0-Bifk - EE—FHH + » R'&
OCH; ~ OCH,CH; ~ OCH,CH,CH; » OC(CH;); ~ CH,CH,0CH; - ff % —
=R R7{%OCF3 » OCH,CF; ~ OCH,CH,CH,CF;8,0CHF, -

E—BEH » AFHESHARI-DKI-DZEEY R E
% HiGk

C177557A.doc -63-



1655187

R o« E—EHW®IP > RM&H - EH—BHEHF P > R%-X-

R« ER—FH Bl » R'%-X-R* > HPRYFREE - £ 5 — HHEf
> RM&%-X-R* » HPR*RIEME » A XAC-CeliH » HPKC-Cele &
HEOEZEERNERR - FB—EMBI+ > R'"{ACH; ~ CH,CH;
CH,CH,CH; R ERE - BB —FHMFIF - R'%CF; - B —FIEH
> R'&-X-R*» HPR*FEHE » BXHCi-Colii & » H P Ci-Colyp
HREOE BB ERNM » EFZCI-Coti &£ Z M A A CHE T H K
0-B - EB—EH B+ > R'{AOCH,CH,OCH; » £ B —E i 5l -
R'%-X-R* » PR KREFEE » AX{AC,-ColiiE » HPZC-Coli B ALK
OEZE6EEERM » HPHC-Coli 2z —ECHETHE-0-Bik -
52— w#H $ > R 4% OCH; ~ OCH,CH; - OCH,CH,CH; -~
OC(CH;); * CH,CH,OCH; - S —E e fl = > R’{4OCF, ~ OCH,CF; -
OCH,CH,CH,CF;5;0OCHF, -

ER—EHG+F  ALA/FHBAILDRI-DZEEWRIHEE
% HP Gk

RSKE[RS' sti‘%l/Rf"

R R RN N

R R - EB—FEHAIP > R'&A-X-RY HPXih

f > BRMAC:-CoBAsHE - BRC-CG:EBERGEIEEIEEENER
C-Cot B ZEBIRERMNK - EB—FHHI T » R'%-X-R*» HF Xtk
> HRYABHEE -

ER—BHA T  ALXAEBFHARI-DRI-DZLEWREITHE
%' HP Gk

C177557A.doc - 64 -



1655187

C,-C

RG RS' R6 x-N

R 2 R ER—FAIH » R&-X-R* > HdX{&
st > HPZC-Cdn A ALOEZ6ERNEZIM L » HEd2%C,-Cols

EZ —ECHE T AE-0- Bt » HRMAC,-CIBFS K » B Cy-CeIB s
BHREOEEIEEANZERC-CAREZHAERK - €58 — 25 H

s

=

R7{%-X-R* » HhX{40OCH, - HR¥&ABHRE -
EE—BEREAT  AZEEHAERI-DRI-DZLSY K5 E

HpGlh
R> Iy R%
RG RG

C177557A doc -65-



1655187

o) F .
F P P T Cl T <|) P F T Cl X
HO
Cl F Foos Fos F F -0
F F Fj@ Cl .
F F
/O /O ? F ~ F ~ /O

EHR—BG P FEAEFHF/AXI-DH-DZAESRITTE
% HPGk:

RS R | >
= l ~N I AN
R6 XN F F N | AN

R HGHkRER F - g~

EE—BHEH T+  FEHA/[FHRAALDHI-DZILERITTEE
% HP Gk

v

X-RX

Ho

XA C -Coli £ » H P C-Colit £ 4 45018 Z 68 K Z B L
HPZ%C-Cot Y B S RMEFEMCHETTL-0-BEft : B

R*FEFHE » WBHMC,-CIBAEE » HPC-CEERZ RS W
BFRHEMCHLETTL-0-BR » HZC-CREEGEEZEIEES
5 E R C)-Cole B BUAR B ELA -

ES—EHel+  AEHSHEXLDHI-DZLEVRITFE
%> HPGH-X-R HPXAC,-Coliitt » EP¥C,-Coi B GEOEZE

C177557A.doc -66-



1655187

AR ZERMA » HPHC-Colii e 2 B % W FAHMMCH,BE T 4&-0-8
o AR*FHEHE - #3 —HEHH £ - X{4 CH,CH,C(CH,); 5
CH,CH(CHy), » ER* R &L - EE —F W& » X{4CH,CH,CH,CF,
5, CH,CH,CF; - HR*F&EE -

ER—ERGI+  AEABHEBRI-DRI-DZEY RIS
% HPGH-X-RY Hb Xkt BRMAC:-CuHEASIK » H % C,-Cy
BISHEY RS MEREBCHTK-0-Bif » H¥%C,-CIBASEAZKE
E3EEENERC-CHREZHARENR - EE—FHOIF > X4
> HR™MREBTIE - BOK ~ BBR2.2.1]F RN EB([3.1.012 5 -

ES—BHEAIT  AEBEHEHBALDKI-DI Y RIS E
% HPGH-X-RY» HPXHKC-Coldh » HPHC-CHrB h@oEE
CERZERM > HPEC-Ci R RS W EFHBCH,E T T &-0-8
0 HR™MAC-CoBBHEIE - H o 3% C,-CoBB S 5 2 5 % Wi B K #8 45 CH,
BT -0-B#ft 0 H#C-CoBEKRGEEEIMEELNEKC-Ci
EZWMAERR - £ —FEHGI S > XhCH, » BERMAC,-CoIB5HE -
ES—BHEH T XhCH,» BR*'ABRERBRE - £5 — Bl
o Xf%CH,» BR*"GEARZ3ERENERC-CIE T MAEY
Ci-CelRAEIE - EE — BT » X{(hCH,» AR™ AI-FEBRHE -
22- " HEBERAS-ZHBERE -

ES—EEGT  AEHABEAEKXIDRI-DIEM R SE
% HPGH-X-R HPXHC-Colt s » HPZC-Coi A EEE
CERZHA » HPZC-CHEZRSMEREBCHETHK-0-8
B BRMURC,-CoBFEIR - 3 i Cs-ColR s IR 2 & % A {8 7 A48 45 CH,
Bur&-0-Bift > HEC-CBIERGCEEIERERNERC-Cx
HEZHARERA - BB —EMBIF > XhCH, » ERMAC,-CoIBRSIE
HPZC-CREKRZ —ECHE T AE-0-BEft - EZ—FHHHI P > X

C177557A.doc -67-



1655187

{%CH, » HR{%3-VU& LM -
ER—BHEA D ASEEHAERIDKI-DZILEYMRITEE
- HPGHRIES:

L83 3 A%
9

ES—BET  AFHPERHAL-ERDP-EZESY) |
(Ra)p R9 (Ra)p

ey e

2L S P

R; Ry
1-E I’-E
NHEBE FUESHE

Ho» SREBEFHILH

R4 ZE ~ CNZKC-Colt £ » H &1 3% C-Colit 14 L 0E = 618 55
ZHWAR > HPZC-CdrE 2 m S MERNHMCHLE T TL-0-Bik

R&% K ZE - CNE-X-R*;

R4 % - CNE-X-R*;

XHFEBC-Coli & » H Pk Ci-Colir £ (5 4L 018 Z 6B 59 FE ALK -
HEPZC-Coi A ZRZMEANHMCH,ETTL-0-E#

R*REHE » LBHHC-CBAEER > HPZ%C-CRBERZEZN
BEREMCH,ETHLK-0-Bft » B&ZC-CEERGLKIER3IEES
5 K K C-Colie 2 2 B EUAR

C177557A.doc -68 -



1655187

RMABI E B Ci-ColiE & B 1 3% C1-Coi £ 14 48 01 % 618 & Z HY
R BEEPZC -CHErBEMERABCHE T K-0-B# ;

pAOE3IHEEORIZEY : B

ROHHZCy-Cofe B > H o 3% C-Colit £ 2~ 5 25 Wi 1 K #5 45 CH, &
TTHK-0-F i -

EB—FEHAIT > REEEEBRIEXV-EZ SRS E
# > HPRGEE - AR —EHHF > RMACl- B —EHHP - R
HF - EB—FHBIH > R°GCN - EE—FHFIF » R4 C,-Celit
B HPZC-CHREGLIEZERNENM - EER—FMHIH » R?
%CFs - EB — BB » R*AC-Celii 2 » HhP 3 C,-Colt E (4B 0ME
EOEREMM » HPZC-ColiEZ —ECHETHRIE-0-Bif - £5
— B - RMHOCF; « £H—FHHl$ » R*%4F - Cl~ CN + CF,;5
OCF; o

EB—BHEGT  AEHEEARER-EX LS RMEE
% HPRGRE - R —BFHAIT » RM&Cl- ER—FHHI$ > RS
WF - E5—EHBIF > RYACN - B —EH B+ > R*%-X-R¥ - #£
S—BHAI P > R%B-X-RY HBR*FEE - EE—BEHHI P > R %-
X-R* HAPRYREHE » AXMGC-Coli & » H P C)-Coli H ALK OE
ZOERREN - TR —EWEF T » R*ACH; - ER—FHHI = > R
5-X-R* > HPR*FHEE » AXGC-Coli i » HPHC,-Clr B4 LK0
EZEERERMMA  HPHRC-Colr B2 —HCHE T HK-0-BH -
S—8HEfFlF » R°%OCH; - OCH,CH; - OCH,CH,CH;5,OCH(CH,), ¢
EB—BEMGIH > R°BOCH; - ES —EHEH > R*%CH,0H - 1£ 5
— BB+ > R{%OCF; - EE—F M #F » R*%OCHF,

ES—BHRAIT > AEHESERBRIER-EZLEY RIS E
%> HPRGRE - EZ—FHHIT > RM&ACl- £2—FHpl$ > R

CI77557A.doc -69-



1655187

f4F « R —BHBI® » RACN - FE—FMHI B > R"%-X-R* - 1F
B—gHEH T+ R'{&-X-R*> HPRRELE - EE BRI P > R'k-
X-R*» PR FEHE » AXAC-ColiE » H g% Ci-Colie 2 4 4K 01E
EEMEHMR - FE—HEM B+ » R'{ACH; - CH,CH; - CH,CH,CH;
HNERE - EE—BWH P > R'MACF - ER—F M+ > R'{%4-X-
R* » HAFRREE » HXAC-Colit > HFZKC-Coli A ZOEZES6
B ZERMR  EPZC-Coti & Z W {E A HAMCH,ET(HK-0-BE# -
S —|MEAFI P > R'{%OCH,CH,OCH; - £ B —F il T » R'f%-X-
R* » HPR* R EHE » BEX(ARC-Coli » HPZC-CorEGEIEZES
ERENMR EP%C-Ciiky —ECHETAE-0-BH - 52—
= 5 % & > R"{4 OCH; - OCH,CH; - OCH,CH,CH; - OC(CHj3)5 »
CH,CH,OCH; - ff % — & 5 % &0 > R’ {4 OCF, -~ OCH,CF; -~
OCH,CH,CH,CF;8,0CHF, -

ER—BHAT  ASHEHBRI-ER-EZ (LS R E
% HPRMA-X-RY P X% > BARYAC;-CBASHE » Bi#%Cy-Ce
FEEHEEZEIEEENAKRC -COtEZNARERNAK - EX—F
Bl > R'%-X-RY > HepXthgE > ARMABRE -

ER—EHEGT  ASHAFHBAEXC-EZLEDEIEE
% HPRA-X-RY HPX{HC-Coli & » HP % C-Coli 24 K0
EOERERMN  HPKC -Coli 2 —(HCHBE T %E-0- B » AR
{4 Cs-CoBBF51E » B Ci-CslRAE R K OE E3EEE M E K Ci-Cali &
CHARERNR - EB B+ > R'%-X-R* » £PX{A0CH, > AR
HRIERE -

ER—EBEHAP  AZHAFEFAXI-EXI-EZLLEMRITEE
% HPphO - ER—EHAIT  pHRIZFIZEH > AR'GNE - £
B—FHEHT > pRIEIZEH - HRMACI- EER—FHEHI + > plkl

C177557A.doc -70 -



1655187

EIZHEY > HRMAC-Ci > HPFZC-CHrBEGBETERZ
HU R > H 3% C -Coli 5 > — E CHL B T (4 48 -0- B # - 1F 55 — B Hi Bl
o pfh1ZE3Z 8 - HRMACH; -

EE—BRA+S  AEHSEARIERV-EZ(LEYRMEE
% HPRGH £ —EHBI D » RO%GC,-Colt £ - 15 5 — B i §
5 RM%CH; » ER—BE MG T > ROAC,-Coli £ » H B3 C -Coti &
HEOEZEE RN HFHC-Colf > —HCH, BT AK-0-8
o ES—EHMHI+ > R°%CH,CH,0H -

EB—BERGIT  AEAHHAAERI-EZLEYRKEE
% APRAGES : |

PLTTRIRTD
? mm

0 m® .0

S —EET K?%%&ﬁbﬁmwzkA%'

(Ra)p Ra)p

\«fo

Rs

4

R7
I-F I’-F
SGHEEE P ES 2E

Hoh o SREEEB I
ROMGKRE - CNC,-Celii & » HF8%C- céinﬁws‘so@%é@i
ZHWAR > EFEC -Coe 2 B S WMEREAMCH,E T T K-0-Bik ;

C177557A.doe 71 -



1655187

R&AKZ + CNE-X-R*;

R4 E + CNE-X-R*;

X4 C-Colit B » HPZC -Colt B G LOEZEFER EIA -
BHDPHC, -Coi B Z R % W B HACH BT K-0-F # ;

R*F A » RBHKC:-CHEEIR » R PKC-CREKZRSM
ERAEBCHLETTR-0-Bik » AZC-C:EBEKRGEIEEIEESR
K E R Ci-Cole & 2 BURE B

RMA I ZEBC -Coli B » B 3% Ci-Colt 2 (4 &L 0{E Z 6B K E HY
> BEPZC-Colr 2 B LW EFR M CHE T &K-0-Bi#ft

phOE3HAEORIZEY B

RPGHEC\-Cofi 2 > P HC\-Coli £ Z B LW E R HAMCH,E
TEE 4B -0-B i -

EER—gEF S AHPE/FHBAIFRU-FZIEEYRHEE
P RMARE - EER—EHESIG » RMACl- R —FHEHIH > R
c AR —HEWHHI T 0 RACN - EZ— BB+ » R4 C-CelE
 HPZC-Cli B EIUEEERENN - £ —FHEH + > R
GHE=ZTEH - ER—FHEH P > ROGCF - £B—FHHIF » R:%
CF,CF; o

ER—BHA+T > AFH/FHEAAXNLFHDU-FZILEY X E
% HPRGEE - EB—FHA T R%&Cl- ER—FHH$ > R
“F - ER—EFHHT » RACN - EER—FHF+ > R%-X-R* - £
S—EEI T 0 RM&-X-R* EPR*FEE - ER—FHEIF > Rofh-
X-RX» HPR*REHE > HXEKC-Colie » H 3% C-Colt B 4K 0E
FOERBEWMMA - ER—FHH D - RM%4CH; - EE—FHEHH > R
{#CD; - ES—BHEHI &+ > R&-X-R*» HFR*FEE > BX{RC,-Cs
bk HPZC-Cli B G KOBEZE6MMERMA » HFFZC-CetBZ

1]

C177557A.dac -72-



1655187

—BCHETHE-0-BH® - £#5 ~FHH & - R°{% OCH; -
OCH,CH; - OCH,CH,CH; 8, OCH(CH,);, - &F 5% — &= | & » R® 1%
OCH; - 55— E il > R°4CH,OH - EB —FHEH & » R {4
OCF; - £ 53— E 16+ > R*(4OCHF, -

EB—ERAT  FEEBHARNIFRU-FZILEYRHEE
FOHPRGEE -HESZ—FHEIT > RM&4Cl- ER—FWHEF +F > R
BF - EE—BHH T > RYACN - EE—BWHEH $ » R'{&%-X-R* - 1
S—BEHEI T R'&A-XRY EORRELE - TE—FHH T > R'{&-
X-R* » HAPR*FEFE > BXHGC-Coliih » H b Ci-Col B4 K O0ME
EOERERMA - S —FEH Bl > R'{%CH; + CH,CH; - CH,CH,CH,
HERE - ES—EMGIF > RMACF, - R —BF A B » R"&-X-
R » HPR*KRHFHE > BXGC-Colitk » P C-Colt A K OEZE6
ERERMR - EPZC-Coi B M ERECHBE T 4AE-0-Bi -
TS —EEH P > R'fAOCH,CH,OCH; - £ = — B i fl & > R7{&-X-
R* » HPR*FEFEHE » AXGC-Coliih » HP % C-Codr HGEOEES
ERZERMA - HPZC-CofrEr —ECHETHE-0-Bift - 58—
H 5 Bl & > R {4 OCH; + OCH,CH; - OCH,CH,CH; + OC(CHj); -
CH,CH,OCH; « £ 5 — & & % &= - R’ {4 OCF; - OCH,CF, -
OCH,CH,CH,CF,5,OCHF, -

ER—ERA T  AEHFHEABXIFXU-F2LEWEWEE
%> HPRA-X-RY Hp Xk BRMAC,-CHEFSHE » B 3% Cs-CiB
PERAHAEOEEIEEENERC-CHEEZHARERNNR - ER— B
Flep > R'&-X-R* > Hh X8 > BERAEBRE -

EE—BRAF  AEHFEAERIFRI-FILaYEHEE
% HPRMAB-X-RY HBXHC-Colt & » H P8 C-Colit £ {4 & 0
FEOEEEMM > HPHC,-Colit z —(HCH, B T4 4K -0-Bfa » AR

C177557A.doc -73-



1655187

% Cs-CelB A5 1E > A% Cs-ColB A5 A KO E3MEE K E KC-Colip £
ZHRERNR - EH—FHEE F 0 R'%-X-RY» ZPXHOCH, » HR”
GHIBREE -

EF—BHEAT  ALPERBAKXIFRU-FZEM R E
% Hbpko - EB—FHAIT  phIBE3IZEE BRGEE - &
S—BHH T phl1B3ZEE - BRMACl- ER—EHHI T » ptkl
FE3ZBH > HRMAC,ColiH - H#C\-Cole E 4G EOEZERE
B HPZC)-CliE —ECHETHE-0-Bik - EZ—HHHI
oo pfR1E3ZBE > HRYACH, - R —FHFI T > pr1ZEIZE
# > HRY%D -

ER—BHEA+  ARERBAERIFRU-FZEY R % E
%> HPRGH - BS— B+ > RAGC,-Celi & - £ 5 —F i Bl
> RM4CH; - B —BEHBI G » RM4Ci-Colie 2 > H B 3% C-Cole
HEOEEEAREZEM » HPHUC,-Colg >y —HCHBETHE-0-8
o B —EH B+ > R°{ACH,CH,0H -

ER—BHEA T AHABBARNIFRI- FZ A REIEE
> HPBAGER

PRIl chhclhel
© PP

A0 5 O

B —BET > FRHHEEHRAXI-GHI-GZEEY) ¢

C177557A.doc -74 -



1655187

R7
I-G I’-G
BCHEEE PO

Hd» §REEEBIIH

RMAKE « CNHC\-Coln & » HP¥C,-Coi BT OEE6{EK
ZHMR BEPEC-CREEZESHEREEBCH,E T K-0-8
o,

%l'

RIMABI & « CNBLC-Colii & > E P HC-Col AL 0E Z 6F K
ZMA BEEPZC-CHREZESMEFREABCLETTL-0-8
M,

R4 E - CNE-X-R¥;

R4 E - CN-X-R*;

X4 EC-Colidk » HPHC-ColR EGKOBEE 6T Z MM
BHEHPZC-Colt B Z 5% Wi {E M CH,E T o K-0-F i ;

R*FFE > RBHHEC-CHBASIE » HPRC-CEEEY S W
AR EMCHETT A &K-0- Bt - BC-CEBEREACVEZI@EES
B 2 K Ci-Cotie £ Z BV E U

RMABIEHC,-Coli 2 » EPHC-CrEGTOEEEKE L
> BEEFZC-CHREZRLRMERHMCHETTE-0-Bif ;

pAOZEIHBIFORIZ Y ; H

RIGHZC)-Celt & » H P Ci-Colit £ 2 5 % W 8 F A8 #F CH, &

C177557A.do¢ -75-



1655187

TEK-0-B i -

ER—HEG T > AZHEHBRLGRI-GZLEY KK E
% HPRMANZE - £2—FHHI T » RM4Cl- EE—EF P - R?
F - ER—FHHI P » RACN - ER—EHEHI + » R*%C-Coelt
o HPZC -CREGEIBEZEMERENR - £B—FHEH P - R?
{4CFs ° TR —E MG » RMAC)-Colit & » H 3% C)-Cofit £ (R Z 0
ZOERMERMR » HPKC-CliZEZ —ECHETHE-0-BER -
— I > R*{%OCF; - B —E M+ > R*%F - Cl- CN - CF;&,
OCF; -

ER—FHEG T AHHEHEEAERILGRI-GZILEMRIEE
% HPRAGAKNE - ERZ—FH6lT » RM4Cl- EB—EHpl+ > R’
BF - ER—FHBIT > RPGACN - EE—FEHE B+ » R°{%Ci-Cef
2o HPZC-CHikhECOEEMHARERN - £R—FHH P - R
GHE=ZTHE -EE—FHEF$ » R%GCF - £ —FHlF » Ro%
CF,CF; -

EE—BEAT  ASEHFEHARI-GHI-CZILEMRH T E
% HPRGNE - BER—FHpl+ > RO%Cl- EB—EHHI+ > R
{4F « TEZ—BHEH P » R°ACN - £B—FHEHI T » REH-X-R* - 7
S—FHEG T R%-X-R*» PR FEE - EB—EHEH P » Ro%-
X-R*» HBR*FEE » AXHC-Coli & » HPHC-Colt B (R E0H
FOERERMR - ER—FHHT > ROGCH; - EB—FHH+ > R
f4-X-R* » HOR*REFE » BX{AC,-Celit > H P #ZC-Cofn B A0
BEZEEREZRMNR  HPZC-CdiFE 2 —ECHET(GE-O-BEft - £
B & Ed > R*%O0CH,; - OCH,CH; + OCH,CH,CH;3;E;0CH(CH,); °
ES—BHGIF » RM4OCH; - £ER—FHiBl+ » R°{ACH,0H « £ 53

C177557A.doc -76 -



1655187

— B+ - R°{AOCF; - £S—FHifl+ » R*%OCHF,

EB—BFHEFT > AHBEEHAERI-GRI-CZLEM RIS E
%> HPRGHE - EF—FHHIT > R'&Cl- FE—FHEH$H - R’
oF - 5 —FHH + » RMACN - EB—EHFI T > R'%-X-R* - &£
S—EWAIP » R'{&-X-R* HPR*REE - ES—FHHI - R %-
X-R*» HPR*FEHE » AX(RC-Colis » P HC,-Colm E L ZOE
FOEREMA - TR —EIWEHFI+ > R"%CH; + CH,CH; + CH,CH,CH;
NBRAE - BB+ R'MACF - £S5 —EHH+ » R&-X-
R HAPRREFHE » BXMHC-Colik » HhZC-CHlr G EOEZE6
ERZWMA > HPFZC,-Clr B METREBCHLE TRE-0-8i -
EHE—EWBI P > R OCH,CH,OCH; - EXR —FE#l & » R {&-X-
R HPRRELHE » BXHC-Colik » Hh#C-Coli A ZOEZES6
EREWMA > HPZC-CrH 2 —~ECHLETAE-0-Bift - £52—
B jE %l & » R"{4 OCH; - OCH,CH; + OCH,CH,CH; + OC(CH,); -
CH,CH,OCH; - £ 2 — & i %l © » R’ {4 OCF, - OCH,CF; -
OCH,CH,CH,CF;5,0CHF, -

ER B ALABHEBRLGRI-GZILEYW R E
% HPR'MAB-X-RY HPXh#E  BERYMAC,-CoASIE » 3% C,-ColB
BEERGEMERIEEERNERC-COEEZRRERR - £ — B
s > RM%-X-R* » HepX{hi » BER¥GBERE -

ER—BRAY  FEFAFHRAA-CGHRIU-GZEEYWRITEE
% HPRMA-X-RY ) HPXHC,-Col# » H P Ci-Colit £ 14 L0
ZOENMENN » BEEPHZC-Coa & —EHCHETAL-0-BE » B
R™M&Cs-CoB 515 » A8 Cs-CoB A5 R (4 R OE E3EIE B M E K C-ColE
EZINRENA - BB —FHEH+ > R&%-X-R*» EPX4KOCH,» 8

C177557A.doc -77-



1655187

R4 & -

ER—BRAT  ABHEEHAERI-GRI-GZLEMRITEE
%o HifphO - EE—FHEH T > phr1Z3ZEE > HRVMGEE - £
BT prl1E3ZEE > HRM4Cl- ERZ—BHHIP » plil
E37 Y > BRMAC,Coli s » HPZKC-CHREHTIERFENE
A EP#C-Cafz —ECHBTGE-0-Bit - TR —HIEH
o pfa1ZE3Z 8 H © BHRYACH; -

EE—BHplT  AHABFHBRIGRI-GZLEYM RN E
% HPRGH - R —FHH T » ROGC-CliE - EE —EH Bl
5 R4CH; - ER—FHEBIF > ROAC-Cafi & - H P& Ci-Colt £
HEOEZEERERMM » HPZC,-Ci >y —ECHETHE-0-B
1o FEH—FH B+ > R°CH,CH,OH -

ER—BHH D ABHEELBRLGHI-GZ LAY R E
% HPBAGES:

0 \i F\i \i HO/\: Cl\i O\:
: . c cto» Foo» Foo» Foos Foo»
F ~ /O ~ /O ﬁ /O °

EH—EBEd  FEARBAXT-HHNI-HZEEY)

C177557A.doc -78 -



1655187

1 R 1 O
R® o o
©
R7
I-H I’-H
BCHBEE RS

b R T

RUGEIZ « NS C,-Colst 2 - H o 3 C-Co e 2 14 48 0 {8 5 68 59
ZHR 0 BEEFEC-CiZ 5% M EF M CH, E 7T 7 £-0-8
Ha o,

RMHABIE « CNZC-Cofiik » HPHC-CrE G TOEZ6EX
ZIMA  BEDRC,-Con 2 5 % W 8 F 184 CH, B 5t 7 (8 -0- B
e

-

R4 %E + CNZ-X-R*

RAKZE « CNZ-X-R*;

X{GHC -ColiF > HPZC-Coi A KOEE6EREZHMA
BEDPZC-CHHEZ RS MME R HMCHETTE-0-Bif ;

R¥F 7 » BAHRC,-CHBAS I » B ¥ C,-CBIS IR & %
ER A CH BT A4 -0-B > B Cy-CoIBIE R G KB EIEIES
R R C-Cofi & 2 BUR EREAL

RUAB R HC,-Celi i - HPHC-Colp Z AR BOEZ 685 E W
R BESZC-CHrBE 2 L WMERHMCHETITL-0-Bf

pROZE3IHAIEORIZEY : B

ROGHEC-Colii e » H 3% C-Colt £ 2~ 5 % W B K 48 #5 CH, B

Ci77557A.doc -79 -



1655187

TLE4R-0-B -

ER—EHEAIT  AZBEEHERXN-HKI-HZL &M R HE
% HPR'GERZE - ER—HHHIT  RYACN - EH—BHHIP -
RUYKC,-Celi s » HPZC-CrBEGBEZHNENN - B — &

BEBIF > RYHCF;

ER—EHGS  AHAHHER-HRI-HZ L&Y R HE
% HORGEE -  ER—EHEIT  RY4Cl- £ — B+ - R
%F - BB —FHAIT > RIACN - £Z — BBl > R{%C-Celt
B HPZC - CHmEGKKIEZSERENAR - £ —FHH+ - R
BE=ZTH - EEZ—FHEBIF > RO“GCF - ES—BHEH > Rk
CF,CF; -

EBR—HHEG T > AHPHHARIHRI-HZLEY R E
% HPRMANE - TR —FHEHIP - R*%&Cl- R —HEHEHIF > R
BF - EER—HEHEHI T > RM&HCN - EZ—FHEH F > RO%-X-R* - £
S—EH G R%&-X-R*» EhR*FEHE - EB—EHBI+ > R%-
X-R*» HR¥RBEE » BXBC-Coli - H % Ci-Colp 2 (4 &0
ZOENENM EE—FHHF 0 RO4ACH; - EE—FHEH + - R
%-X-R* » HPR*FHEHE » HXHRC-ColtF > H P Ci-Colm B A KO0
EEEREMM > HhZC-CoiE —ECHBETHE-0-Ef - £
22—yl P o R*{#0OCH, - OCH,CH; - OCH,CH,CH;5,0CH(CH;), °
ES—FHBIP - RM4OCH; - EB— B Hifl & > R°{ACH,0H - £ 5
—EHFI P - RMAOCF; - B —E G+ » R*{AOCHF, -

ER—FHEGD  ASBEEHARN-HKI-HZ &M RHHE
% HPRGEZE - ER—EHEIT > R'HCl- £ —HEH+ > R
%F - EB—FHBIF » R'HCN - £Z—FHF+ - R'%B-X-R" - &

C177557A.doc - 80-

S



1655187

S—EWEHIP > R'{&-X-RY HPRYFEE - EE—FHHI$ > R %-
X-R* HABR*FEFHE » HEXGC-Colit & » B o 3% C-Colit 2 (% £ 01
ZOEXERMN - EE—EM B+ > R4 CH; » CH,CH; » CH,CH,CH,
HEWNE - ES—HEF P » R'ACF - S —HFHBIF » R"%-X-
R™ » HPRYREIE » BXhC-Coliidk » HP¥C -Coli BAREOEES
EEZERMA > HPZC-CrE 2 MEFHABCHLETHAEK-0-Bi -
E5— BB+ » R4 OCH,CH,OCH; - £ 5 — B fl & - R"{%-X-
R* » HBR*FFE » BXHC-Cofidt » PP C-Clr G TOEEG
ERERA > HPZC-Clfi A —HCHLETHK-0-Bift - £52—
E Jj §l + > R’ {4 OCH; + OCH,CH; - OCH,CH,CH; + OC(CH,); -
CH,CH,OCH; - £ 5 — & # %1 & > R’ {4 OCF; - OCH,CF; -
OCH,CH,CH,CF;5,OCHF, -

EE—BHEAIT  AZEBFEHEEXIHK-HZ (LS RIS E
% HPRA-X-RY HPXGHE  BRMAC-CHBES IR - H#%Cs-ClB
FER A QOEEMABEENERC,-COREYMAERN - £R— &
fls > RM%-X-R* » HepXhi > BRMABERE -

ES—BHE T AHERFHBERNHK-HZ (LS RS E
% HPRA-X-R HbXH%C)-Colit s » % C-Col 4 K 0MH
ZOERERM » EPZC-Colt B2 —ECH,ET(HK-0-Bit » ARX
HCs-CoIlRE R » HEZC-CBIERGEEEIEEENERC-Clu it
ZHREDRNAR - ES—EHHI+ > R'%-X-R* » HFX4HOCH, » HRX
HRIBRNE -

ER—BHA T  ALARHEERI-HRU-HZ (LS R %2
HOHPpRO-ES—FHHIT > phrl1B3ZEE > BRMMEE - &
H—EHAIF - pRI1B3ZEE > HRMACl- ER—FHHI T » pial

C177557A.doc -81-



1655187

E3Z Y ARMAC,-Cor & » Hif Cli G EEE BN E
B ft 0 H 3 C-Colii it~ — (B CH, B TR R -0-B it - £ 52— B i
o pfalE3Z 88 - ARYMACH; -

ER—BHEAT > AHAHHAERAILIRNI-HZ &Y K% E
% HPRAGH  BE BT RGC-Cak - £B—E I
> R%&CH; » ER—H MBI F » RMAC-Celi & » H P C-Coli &
HEOEZ6EREMBMMN » HPZC,-CiEZ —ECHETHE-0-B
o EZ—E M+ R°ACH,CH,OH -

ER—BHRAT > AJHEBHHAR-HRU-HZ S R FE
%> HhmBAGEH:

%

@@@féo

A0 A0 = 0
FER—EET > AFHREAX-IX-IZAEY

Ra)p R%,

ol
-

1-J I’-J
HE#E nES o8
Ho o FREREGHILM

SE‘L

C177557A.doc -82-



1655187

RMABIE « CNZC -Colii & » H P 3% Ci-Col Z A K08 Z 68 K
EWMAR > BEPZC-CHgBEZ RS M EFRAHMCHE T L-0-8
o,

R4 ZE - CNE-X-RY;

X HC,-Colii B » H P2 C-Col A BOEE6H K ZH A -
BEPZC, -CIEZ R L RETHEMCHETIE-0-Bift ;

RURFAE » BBHEC-CoHBfSE » HP¥C-CEBERYIESM
B RAAMCHETTTE-0-BH » BHC,-CIERKRGEVERIFEES
B % K Ci-Cafi £ 2 BUAR E LA

RMAH » EHC,-Colii » HFZC-Col B G EOEE6ERE
WA BEPZC-CREZ RS MBERAAMCHETTIK-0-Bi% ;

pROEIHBEORIZEE A

ROGHEC\-Cole & » E P 3 C\-Colt £ 2 5 % W {8 F 48 4 CH, &
T K-0-B i -

ES—BHA T > AFEABBBERIX-IZEEY EHEE
 HPRMANE - EH—BHHIDT » R&Cl- EB—FHHl+ » R
HF - £ —BEHBIF > RACN - EE—FWH &+ > R*&C-Celit
 EPZC-CHliEGEOEZENENA - TR —EHMF > R
{f4CF; - EE—BHiBIH » R*4KC-Coli k- H P Ci-Col B R K OME
ZOoERMERMN » HPZC1-ColiE 2 —{HCHE T AHL-0-Bf - £53
— BBl > RHMAOCF; - £ B — B HF » RY&F - Cl -~ CN + CF;5
OCF; -

EE—BHflT  AEABFEBERIKIZLESYREE
% HPRGRZE - EZ—EREIP > R'M&ACl- £R—BHH P > R
BF - £S5 —BHAE+ - RMACN - EE—FHEFH + - R'%-X-R* -
%~%B’Wﬂ¢j R'&-X-R*» HPR*FEE - TR —FHHH F » R'{%-

Ui

i

C177557A.doc -83-



1655187

X-R*» HAPR*AEHE > HXHC-Colt > H 3% Ci-Colt 2 (R K OfE
EOEREWMM - £E—FEH AP > R4 CH; » CH,CH; » CH,CH,CH;
RERE - EB—HWEGF > RMACF; - ES—BFHHI+ > R'%-X-
R* » HPR¥FRELE » BX{HRC-Celt - HP % Ci-Cor B KOEZES6
B8 A £ o3 C,-Colit 2 2 71 A6 25 CHL B 75 (5 48 -0- Bt -
ES—HEH A+ > R'{%4OCH,CH,OCH; - £ 53— Bl F > R {h-X-
R* » HPR¥FHELE » BXARC-Celt - HPCi-Coi B A KOEZE6
ERZERA > HPZC-CliZEZ —EACHBETAE-0-Bifh - £5—
& e & > R"{4 OCH; - OCH,CH; + OCH,CH,CH; + OC(CH;); -
CH,CH,OCH; - ff 2 — & i %l ©© > R’ {4 OCF; - OCH,CF; -
OCH,CH,CH,CF;8(OCHF, -

EE—EHEA T > AEPE/FHBXNIRI-IZEEM RIS E
> EPRMA-X-RY Hd Xk BRYAC:-CoEBAS K » B Ci-ColB
EEAEIEEIEEERNERC, COE Y HARERN - £ — 8
Fl > R'%-X-R* » Hp Xk » BRYAEBRE -

ER—BEG T ASEHEHARIIRTIZEEY RIS E
% HPRA-X-R > HdX4C,-Colii B - H 1 3% C,-Coli 5 14 KL 0B
FEOEREMMN » HP#C\-Coli 2 —(ECH,E T(4&K-0-FEif » AR
% Cs-CIRfiE R » B Cs-CoIBEERG K 0E 232 B & KCi-Cofit &
THARERN - BB —FHES F - R'%-X-R*» HHX{4O0CH, > AR*
HBIERE -

ER—BHEGT > AEEFHBAALIRUIZ AW EIEE
%> Hdpho - ER—FHH T @ phI1E3ZEE > ARVGKE - &
S—FHH T pr1E3IZRE - ARMACL EB—FHEHI+ > plkl
EI3ZEBE > HRMAC,-Cduikk  HPHZC-COaBEGEIEZEENRE
A HF#ZC-CofiEr —BCHETLHE-0-BEft - £R—E Ml

C177557A.doc -84.



1655187

o pR1ZE3Z BE > HRMACH, -

ER—EHEFT  AEHBERBRLIRU I RIS E
% HPRGH - EB—FHH T > ROGC-Coi K - £5— B i Bl
o RBCH; » EB—FHHIt » RO%C\-Coli - HhZ%C,-Colii 2t
HEVEZEOERMERM » HPZCI-ColiFr — B CHE T4 R-0-8
e ER—EHE + » R°{4CH,CH,0H -

ES—EHEO P AEHBBARNIRIZ LS RKE T
% HPIEBGRER

ER—BET > FEHRBAL-KKI-KZEEY

(RB)D O - RQ

A,
3
4
O
/
Z
2!

R7
I-K
NHEHBE LU ES
H

o B R B I
5 &R~ CNBC)-Colit £ - 2

/|

+
ig
0
It

GE 5 4 0 Z 68 59

C177557A.doc -85 -



1655187

ZHMR BEPZC-COREZRSHERHMCHETTL-0-8
o,

R4 K Z - CN&-X-R*;

X{HBEC,-Colit B » HPZCi-Colit B R &K 01E = 618 5 E HU -
BEPZC, -CoitZ R ZMERHAMCHETTL-0-BEf

R"Nﬂ? » BBHKCs-ColBAEIE > HP & C-CBEEZ RIS W
EFREBCHLETTE-0-Bi » B#C-CRBIERGEERIFEES
% K C-Coli 2 BUREELA

RMAR ZEBC-Colit 2 » HPC-Col H 4K 0E ZE 68 K E H
> BEFZC-CoAEZHLZMERHMCHETTL-0-B#

pROEIRAFEORIZEY B

R’ (%HBK C,-Coli B » H P C)-Coli £ 2 £ % Wi {8 K #8 4 CH, &
TCHK-0-B i

ER—EHBT FAESPHHEERIKRU-KZEEURHEE
£ HORGEE - EE—FHA T > RM4Cl- ER—FHEFHI$ - R
HF - EE—FHH T > ROGCN- EF—BFHF T > R4 Ci-CeliE
B HbZC -CHRAEGEEZERERN - EB BB+ > R’
GE=ZTHE -EZ—FHH T RYACF; - EE—FHl$ - R&

CF2CF3 °
ER—ERAT  ASBEEHERIKB-KZILEMEWEE
% HPRGEZE - EE—FWHHI$ » R'{%&Cl- —EWEHI 5 > R

{%F - £ —EHBI+ > RUACN - £B—FHfl+ R%-X-R"o 1
BF—EHEHF - R'%-X-R* > HPR*REE - BB —EHFIF » R'k-
X-R* > HPRYFEHE » BX{AC-ColiiH » HPHZC-Colr E L 0H
FOERMEMNA - R —F MBI > R'%CH; + CH,CH; » CH,CH,CH;
HERE - EB—EHGIP - RMHCF; « EB—FHHI+ > R'%-X-

C177557A.doc - 86 -

S



1655187

R* » HHPR*FEHE » BXMAC-Coli > HPHC-CHi G EOEZES6
{E B FEAR » H P Ci-Colt 2 2 W B F A M CH B ST AR K -0-F i -
ES—FHHIF > R OCH,CH,OCH; - £5 —F &l » R'{&-X-
R* » HPRREME » BHXHC-Colit » HHZC-ClR EGTBOEEG
B RN HPC-Colt 2 —HCH B T4 E-0- B - 53—
B M #l F > R'{4 OCH; - OCH,CH; - OCH,CH,CH; + OC(CH,); -
CH,CH,OCH; - £ 5% — & i ) & » R’ {4 OCF; - OCH,CF; -
OCH,CH,CH,CF;8,0CHF, -

ErR—BEA T  REFEFHBRNIKKP- K AW ENEE
% HPRA-X-RY > HPX4# > BERMAEC,-CIBASIE » B Cy-ColB
BERGEOEEIEEENZERC,-CORBE 2 MARENMR - F£5—Fi
Bl R'E-X-RY > Heb X BRI -

Em—BHEOIT  AERAFHEAERIKRU-KZ &M EEE
% HPRMG-X-RY » HPXHC-Colit £t » H P 3% C-Colit B4 &K O
2 61 B & JUAK - EEIJ%%CI-CJ%J;EZ—{CHz%fc{%éﬁ-O-E@ » AR”
5 Cs-CoIRAENE » HZCy-CoBIEEGEOERE3@EBEE NERC-Cam i
ZHARERR - S —EHHIH > R'{&%-X-R* » HPX{AOCH, » HRX
HBRE -

EE—BREOT  REPBHARIKKU-KZ(LEMEMEE
&> HPpho- EE—BHOIT > prl1E32EH > BRMGENE - £
F—EBHHIF » HtphlE3Z28% > HRM4Cl- FE— 6+ >
EPprlIEIZEE » HRYAC,-Coliik » HPRC-CIrEGRKIEE
ORI » P C-Colfr 2 —ECH,ETHE-0-Bf - £5—
B » RMACH, -

ER—BEO T  REHEHFHABRIKRU-KZ &M RIS E
%o HhRGH - ER—FHEH P > ROAC-Coli & - 12— F 5l

C177557A.doc -87-



1655187

> RMACH; « ER — BB P » R4Ci-Coli & » e Ci-Colt £
HEOEEEREZHM » EPHC-ClpEZ —HCHETAE-0-B
o ER—FH B+ » R°ACH,CH,0H -

ER—FHEAT  ASHBEHAERLKKU-KZLEDRKHE
%> HPEBGEH

FEE—BEP  AEARBAL-LRI-LZAESY

(R®),

2
sz()fﬁ\N NN, R N NXNegs

R7 R7
I-L I’-L
HHBEFEZL

Hip» GREREHBILH

RMAMZE ~ CNZC,-Cofi £ > H P& C-Colt £ K OfE Z 618 &9
ZHR BEPHAC-CHEZESMBEFHMCHETTL-0-B
7’

RMAEE « CNEC,-Colt B » H P % Ci-Colit 2 K OE Z 68

C177557A.doc - 88 -



1655187

EZWA > BEPZC-Coli B 2 & % W H K 4 45 CH, B 7T 5] &KL -0-8
¥

R ZE + CNZ-X-R¥ ;

X HC-Colr B » H P C-Colip 24K 0fE 2 6/ 59 Z B AL -
BHEPEC, -ClrB 2 5% M ERHBCH,BE T &K-0-Fik ;

RXW?E » HBHEC-CelBAS 15 » HPZC-CRBERYESR
EREBCHETTTL-0-Bih > HEC,-CEBIEKRAKEEI @RS
R E R Ci-Colie 2 7 BUR BB

RMABI R T C-Colit 2 » HPZC-Clp % BOEZE6EREWN
R BEPHC-CHMEZ RS MEFAFCHETTK-0-B# ;

pROZEIAMEORIZ B : B

ROMGHZ Ci-Colit B » H P 3% C-Coft £ 2~ 5 % W {8 7 4 #5 CH, B
TLE 4R -0-B it -

ER—EHAT > ALSHEEEAERLLRU-LILEYRHEE
% HPRANE - EF—EHFIT > R%Cl- 2 —FHEfl+ > R?
WF - ES—BHBIT > RMACN - £Z —FHEH F » R*M4C-Colst
EHPZC CHuEEGEIEZEERENA - £ —Fifls » R?
BCFs » S5 — BB P » RMAC-Colii & » H P C)-ColR E A K OME
ZOBEERMA » A& C-CoiE T —HCHETHR-0-Bit - £52
— BB+ » R*{ROCF; - £S5 —FHH & » R*&F - Cl - CN » CF;5%
OCF; -

ES—BHHP > ASABEEAERLKC- LS RIS E
%> HPRGEZE - EB—EHEHI T - RACl- £R—EMHl+ » R
F - £S5 —EHAI S > ROGCN - ER—BEHEH F > R*&4C,-Colx

 HPZC-Ci B GEOEZEREmMM - £S5 —FHEH $ - R
BE=ZTE -EZ—FWHH P> ROGCF - AR —FHH P > R*%

C177557A.doc -89.-



1655187

CF,CF; -

EE—BHAT ABHAEFBAAXILLK-LZILEY KK FE
H HEPRGEZE - EZ—EHH T R4Cl- £R—FHEFI$ > R’
“F - £ B —FHEFIH > R'MACN - S —EFMFI+ » R'%-X-R* - £
S—FHEH S o R'M&-X-RY» HHR*REE - ER—FHEF S - R'kh-
X-R*» HPR*REME » BX{RCi-ColtE » HPHC-Colt H ALK 0E
FOERNEZRM - B —EM B+ - R'"{ACH; - CH,CH; + CH,CH,CH,
REFAE - ER—EHH T > R'MACF; - BB+ R'%-X-
R* » HPR*FTFEME » BEXHC-ColtF » HPZC-Colt K OEZE6
BERZEINA > EFZC-CiEZMEAHACHETHE-0-BE# -
ER—EHE+ > R4 OCH,CH,OCH; - EHB —F i+ » R"4%-X-
R* » HPR*RHFIE » HXHRC-ColtE » P C-Colt 4K OEZE6
BEERML  HPEZC-CiEZ—BECH,ETHE-0-BEH - £5—
% B 5 & > R’{4 OCH; + OCH,CH; - OCH,CH,CH; - OC(CH;); -
CH,CH,OCH; - ¥ % — & K # &= > R’ {4 OCF; - OCH,CF; -
OCH,CH,CH,CF;8;0CHF, -

ES—EHEAF  AEHFBAEX-LKI-LZEEY R FE
% HPRA-X-R HbhXhi# > BRYAC:-CaBAE K » B3 Cs-Co3B
EEGEOEEIEEENERC, -COEE T BRERR - 58 — B
Fldh » RM&-X-R* > Hp X% - BRYMABREE -

ES—BHAF  AEHFBABXI-LEU-LZIEE AN FE
F > HAPR%H-X-RY» HBIX{AC-Colie B » H P 3% Ci-Colit £ 14 X 0{H
FOEREMA » HPZC-Ci 2y —BCHETHL&L-0-E% - ARY
% Cs-CsBBREIE » HEC-CoBIEEACIEE3ERARERC,-CiHE
THRERR - FE—EHH P - R'%-X-R*» £ X{4O0CH, » AR*
HBRE -

C177557A.doc -90-



1655187

EE—BHEGT  AEHEEHBRALRI- L2 RIS E
% Hdph0 - EE BT > pARIBE3IZEY > ERMGNE - &
S—BHRAIT > pr1IZEIZEEH > HRMACl- £E— B 6+ > plal
FIZEY > HRMAC,Colisk » HPZC-CrEGTIEZTENE
B HPZC-Ci 2 —BECHERGK-0-Bit - £5—F M
o pfR1ZE3Z 88 - BHRYACH; -

EE—EHE+ REPHFHRALLRC-LZAE & KK E

> HPRGH EES—BHHI P » RUAC,-Coli &t - £ 5 — B Hi 4l
s RMACH; » E B — B RGP » R%C,-Colii > H b2 C,-Colm £

HEOEEE RN » HPHC-Cofi 2 —HCH, B L% LK-0-8B
- EB—EH Bl R%CHZCH OH -

EE—BHAIT  AEHBFEHAER-LK-LZEEY RIS E
% HPEBGIES:

S

C177557A.doc -9]-



1655187

Ry Rs
I-M I’-M
- kT

B SRR B I

RYAKZE » CNEC -Cole 2 » H P 3% Ci-Colt B 4L 0E = 68 K
ZHR > EEPEC-CREZESHBEFEMCHLETTL-0-8
Ha

R AR E ~ CNEKC,-Coli & > HPEC-Colii B K0 Z 6H K
ZWMA BEPZC-CHrEXRSMBEREMCLETTL-0-B
73

R4 K Z - CNE-X-R*;

X% C,-Cote 2t » HPZC-Coli B EOBEE6ERERMN
BEPEZC-CoEr R ZMEFEMCHETTL-0-B#

R¥*FEHE » MBHNC;-CBAE K HPFRC-CBIERZIREM
EREHMCHE TTL-0-EHft > BH&C-C:RBERGEIEZEIEES
% K C-Cofii e 2 B E B

RM4H « HENKC,-Colii > HPFZC-Coi B GHEIEZERE
B BEPZC -CdrE 2L MEANHEMCH,E T L-0-E#t

pAOEIR BRIz EE B

R HZC)-Celi B » H P Ci-Colii 2 2 5 % Wi {8 R M 4 CH, B
TTCHK-0-B i -

EE—Bf4d > AFEHEFHHNI-MHI-MZEEYKHTEE

C177557A.doc -92-



1655187

% HPRGEE - EB—HEGT > RMACN - £S5 —F i
RYARC,-Cefit > HPRC-Cli B AHEOEEERNERM - €5 —F
Hifls » RYACF; -

ES—BRAIF > AEPERHFHXNIMRU-MZ (LS R E
% HPRGHGEE HEB—HWHlT » R%4Cl- £E—FHplb » R
BF - ER—FHFI T > ROGCN - EER—FHEH & - RM&AC,-Celit
B HPZC-COREGEIEZEREZRNI - G2 — W > R
BE=ZTE EB—HEWEF P > RYACF, - ER—FHH +F » R&
CF,CF; -

ER—EBRAT  AEHEAFHAXNIMED-MZLEY R EE
% HPRGEE - EBZ—FHHIT > RM&Cl- £E—FEMFI+ > R
{%F - B —FHBIF > RACN - £ 5 —FH B+ > R'{%-X-RX - 7F
S—ERHH 0 R'&B-X-R* HPFR*FEE - EB—FWHH &+ > R4-
X-R*» HPRIREFH - BXMHC-Colit - H P C-Colt H R L0
EOENENA - S —FEH A+ - R"%CH; + CH,CH; + CH,CH,CH;
HEWNE - TR —BWBIH - R'MHCF; - £ —FHHIF > R7%-X-
R* » HPR*REHE » EX(AC-Celii s » 3 C-Cli A EOEZ6
ERERM - HPEC-Coli B ZRiEF M CH,BE T 4HK-0-Fik -
ES—EWFI+ > R OCH,CH,OCH; » £ 53— EHifl o » R'4-X-
R » HPR*REHE » BEXhC-Colit s » HPHC-Coli B EOEZ6
ERERNAA > HPZC-Cdi & —EHCH,ETHE-0-Bift - £5—
=T b o R4 OCH; - OCH,CH; - OCH,CH,CH; -+ OC(CH;); -
CH,CH,OCH; - £ 5 — E § # © > R’ {4 OCF; - OCH,CF; -
OCH,CH,CH,CF;8;0OCHF, -

ES—BESF  FHPBFHEARIMRI-MZ SR %ESE
%> HPR&-X-RY > HbX{&#E » BRMAC,-Cal8isHE » A%C,-Ci

C177557A.doc -93-



1655187

FEHEGEIE EIERENERC-CHEEZIRERR - £#E—E
Bl > R'"&-X-R*» Xk BRYGEBERE

ES—EBf P FEHEBRAIMIU-MZEEY KITHE
%> HPRMA-X-RY HPXEHC)-Colt &+ H 8% Cy-Colit £ 14 & OfE
ZOERERM » HPZC -Coli 22 —ECH,E T(4&-0-Ef - ARY
% Cs-CoBBAEIE > AR Cs-CoBIEIE A KB E3MBEARERC,-CaiE
TEARERNR c EE—EHH F > R'{%-X-R* > HPX{AOCH, » AR*
HRIEAE -

ER—BHH T > ASEBFHBXIMKI-MZEEYKHTHE
% Hbpho - ER—FHHI T pHRIEIZBH > ARVGENE - &
S—mEGT o ph1IEIZEE > ARMACL- EE—EHEEI T - plkl
FE3ZEBE - ARMAC,-Cois ' EPZC, CarE AT 0EZ6ENE
WA > HPC -Coli &z —BCHE T4HE-0-Bift - 5 —H Kl
o pfR1E3ZEE - ARYACH; -

EE—FHEG T ASHBEEEXNIMIRU-MZIEYWRITEE
% EPRGH - BB —FBHES T » ROGC,-Cele 2 - £ 5 —F i Bl
> R4 CHs » HE— BBl P > RO&C-Colii & » HP R C-Celt &
HEOBEEOERZMM » HPZKC-Colii £ 2 —EICHE T4 &K-0-8B
o ER—FHBI+P > R*%CH,CH,0H -

ER—EEG T » AZLAFHBRXI-MIU-MZ L&Y R E
% HPEBEBGER:

C177557A.doc . -94-



1655187

; © o) PO ? ; 0 0
~ CN » r N T . " F " N . >< . FﬂEF gz o
EH—BEY  AFHRESXIL-NKL-NZ1EEY

(SN

o XN q X
o) u R

g’]\)
Iz

Heo o SREEEBILH

RMAEIE » CNEC-Colii & » H 3% Ci-Colit £ 4 48 0fH Z 6B 55
ZWMAR > HEPZC-CHEE RS MEFR K CHE T T L-0-8
# ; |

R4 ZE - CNZK-X-R¥ ;

X C-ColT 2 - H P 3 Ci-Colip 25 &K OfH = 68 5 Z B -
BHEPZC, -CHEZRLRERHMCLETTE-0-Bi#f ;

R*FEE » WAHKC-CaBIEE » EhZC-CEBERIBEST
B AHBCHE T 4L-0-Ffft » H¥%Cs-ColB (A K OE B 3E % 5
5 % K C1-Cafe &  BUAR B AR

RMAE R IC-Coli B - H P 3% C-Colt E {4 B 0(H Z 648 K E WY
R BEPFEC)-CIEEZ B LW EF AMCH,E T K-0-Bif ;

pAOEIHEFEORIZEY ; 5

ROGHEC)-Colt 2 » H o 3 C,-Colig £ 2~ 5 % Wi {E K A5 45 CH, &
TLHK-0-B#

C177557A.doc -95.



1655187

ER—FHAT  ABHEBHHAERINK-NZLEWRKTHE
%> HPRMGEZE - ER—FHHI$T » RM&Cl- B —HFHHfl+ R’
4F - EE—FH B > RMACN - EE—EH Bl F » R*%Ci-Celit
B HBZC-CHmEGCIEEMRENMM - £ —FHEH F » R
{%CF; c ER—BEHGI P » RY4C-Coliik » HPKCI-Coli E K O0HE
FOEREWMA > HPHC,-CopEr —HECHETHE-0-Bift - £S
—E MBI > R*{%OCF; - £ —EHi B+ » R*4F - Cl- CN + CF3E
OCF; »

ES—EHEA T AFEEHBERINKU-NZALEY R HE
% HPRGEZE - EB—FHGID > R%Cl- ER—FHHI$ > R’
{#F - ES—FHEBIF » R°HCN - EB—F MBI+ > R*%-X-R* - £
B—WHFIF > RO%-X-R*» HPRIFEE - EH—WHEB+ - Ro%-
X-R*» HAPR*FFE » BXEHC-Colt 2 > H P 3% Ci-Colt 4 K OfE
ZOERMENN - EB—FHB P » R°4CH; - EB—FHEH+ > R
{%-X-R*» HPR*FAHFLE » BX(HC-Coli » HPZC-CeleE B KO
BEEERHEMMN » HFHZC-Cofe X —EHCHE T4 E-0- B - 7
H—gWH 4 > R°M4OCH, - OCH,CH; - OCH,CH,CH;3OCH(CH;), -
EB—EHEFIF > RM4OCH; - £ 5 —HEHiBl® - R°{%CH,0H - £ 5
—E B+ > R{4OCF; - EFS—E B+ > R*{%AOCHF, -

ES—BHEF T » AZELEHERINKRU-NZALSY R E
% Hdpko - ER—FHF T > phrl1BE3IZEE > ARMGEZE - &
S—"Hplt > prl1E3ZEE > ARMACI EE—FHEH F - pfkl
E3ZRE > HRMAC, Cofi > HPZC-COHREGEIEZHEXZ
B HFZC-Coi By —ECH BT 4E-0-Bf - £5—F i f
o pfh1E3Z 8 H > HRYACH; -

ER—FHEF T » AFEBFHEAXINKI-NZALE&Y R E

C177557A.doc -96-



1655187

%> HPRGH EE—BHH T » ROAC,-CHT & - 52— B i 5l
i R4 CH; - R — Gl - R4Ci-Cofik » H P C,-Cq
HEOEZEERENMR » HPZC-ColiZEr —HCHETHE-0-B
- ES—EHEH + > R*{ACH,CH,0H -

EE—FHP  AEHBFHBRINKI-NZLESY R % E

= ﬁﬂlﬂf;%c{%*i%ﬁ' H
cl Y o} JY \/o\é o\é
1oNael O,

i\
St
i

Yol el
0.

EE—BEY Y ALEREHKLI-OXI-07 &Y :

(Ra)p 2~ ’RQ (Re)p

L LT,
H H
R3

R " Rs

I-0
HHEE LSS
He» SREFVEFHILU
RYABE - CNZ{C,-Celiz £ >
EHA > HESZC-CnE &
o
R4 K% - CNE-X-R*;
X{%$# 5 C,-Cq

C177557A.doc

fed - Hohgc
BEBZC,-Colr 2 2 B % M B R #CH
R¥REHE » B BHE C-CsIB S 1E

I’'-O

H P Ci-Colit A K0 2 68 =
ZWEFNEBCLETTL-0-B

Co e 2 (4 &X 0 2 6E 59 K EULAX >
T & -O-E #

HPZC-ClRER IR S W



1655187

ERAEMCHETTE-0-Bitt » HZC-CHBIEEGROEEIEER
M & KCi-Coft B Z BUARE AL

R R RBC-Colst 2 B 1 3% C1-Colt 25 14 45 0 = 6B 5 Z B
R BEHPZC-CHEZ RS HMAEFHAMCHETTL-0-BEf

pAOZE3IHEEOR3IZEY: B

ROGHEC\-Coli s » HH P C-Coli B 2 & % W 8 F 8 # CH,
BT EHK-0-B# -

EE—BHAT AZFHEBEXL-OHI-0Z{LE5Y R HFE
% HPRGEE -EZEHEIT  RA&Cl- £ —FHEH$ - R®
BF - BB —EHMBIP > RYACN - B —FHFIF > R4 C-Colit
B HPZC-COBthTEZERENM - ER—FMFIH - R
GHEZTE -ES—FHBIT » RM4CF - £ —FHH P » R0
CF,CF; o

EB—BHGIF  AFHEHBRI-ORI-0ZLEY R % E
% HPRGENE - EF—FHEFF  R%&Cl- BB —FHEH$ - R°
“F - EE—FHBIT » RACN - EE—FHHI+ » R°%&-X-RX - £
S-S o R%-X-R¥» HPR*FEE - EZ—BHHIT - R%-
X-R*» HPR*FEFE » HXRC-ColiH » HPZCi-Coli A EOE
ZOERMENR - B — T T > RM4CH; - ER— T > R
-X-R*» HPR*REHE » EXHC-Coli > HPHC-Colii A L0
BEZEERZERA  HFZC-Coli 2 —ECHETHE-0-Bft - 7
S—EWHl+ » R*%AOCH; -+ OCH,CH; - OCH,CH,CH;5OCH(CH,); *
EB— BRI+ > R°%0CH; - ES—E B+ - R*{4ACH,0H - £ 5
—EH B+ > R%OCF; - EB—E B+ > R*(4OCHF, -

ER—ERG+  AFHEBAEKX-OK-0Z LAWK E
% HbphIBIZEHARGKE - ER—EHHld > phlE3ZE

C177557A.doc -98 -



1655187

B> BERMACI- EB—HEHifI+ > pR1IE3IZEE » HRYAC,-Colx
B HPZC-CorEmEIEZEEREMMA » Hh#C-City —
ECH BT HE-O- B - EF—BHH T > phl1E3ZEE - AR
CH; -

EE—EHAT  AZFERBERBAI-OXI-0ZLEY RIT5%E
F OHPRGH - EE—FHHIDH » R&C,-Com k- £ 5 — 5 f
> RM4CH; « ER—BHBI P » RM4C-Coli £ » % C,-Cote
HEOEZERERM > HPZC-CoiFEr —HCH,E THE-0-8
o EH—EHEIT > R*%CH,CH,0H -

EE—EHAIT  AFEFHERI-OXI-0Z (L& RIS E
% HPECHRES :

i P F i i H i o i
©. 0.0 0L 0L T,
*@

HRBET > AEFRHX-PHI-PZAEY
(R%,

N NG R® (R® b \4YO

0]
R2 /K/& 2 J\/ .
H H
R3 0 R3 0

I-P I’-P

toh > SRERIEHILH
RYAKZE ~ CNHC-Colin B » H P2 C-Coli E A E0EZE 68 K
CEBR BEFEC-CHEE RS R AR HMCH,E T &-0-8

C177557A.doc -99.



1655187

o,

RMMAKE  CNFC,-Colit 2 > H P C-Colt H %L 0B Z 68
ZHR BEEPEZCCHEZZZMEAFAHMCHE TAL-0-F
7

RAKZE - CNE;-X-R* ;

XthBKC-ColitF: » HPHC-Colt B AL 0{E = 648 pg R AU »
BEDZC, -CHEr B EMEREMCHETTL-0-Fif ;

R¥FHEE » RWBHKC-CeBASE » HPRC-CERERZRIW
B R P CHETTL-0-Bih » AZC,-CRIERGEERIEES
B E R C-Cofi i 7 BUREHUAL

RM&H « RZEBC-Colii & » HPZC-Cli B GEOEZE6ERE
B H P C-Colt B 2 5 % W (B8 A A CH, B T A1 48 -0- B 2

pAOEIEBEORIZEE: A

RM(AHEC-Colt 2t » HFZC-Celi EZ RS W E R HAMCHE
FTEEK-0-B i

EE—BHR T > ASHEHERIPKI-PZLEMRITHEE
% HPRMGKE - EZ—FHHID > RM%&Cl- EE—BHHIF - R
(WF - EZ—BHH T » RACN - ER—EHEHIF » R C-Cel
B HPPC-CHuEGCIEZERNENNR - £ —HEHpl+ > R?
{4CF; o ER—BHAIE » RMAC,-CelitEt » H 5 C-Colie H 4K 01E
ZOERZERMM » EFZC-Cdir —BCHETHEK-0-E#fr - £5
—FHEHI P » R*4OCF; - £Z—FHEHI & » R*&F + Cl1+ CN » CF35
OCF; -

EE—BHOI+T  AZEFHHEAXLPHI-PZEEMENTE
% HPRMGERE - ER—FHEAI T > R%Cl- EB—Ffl$ - R’
hF - EB—BEHH T » ROGCN - £S5 —EHEH P R*{% C,-Ce it

C177557A.doc -100 -

S



1655187

o HPZC-CHREGEEZEREN I - £ —FHH £ > R
GE=ZTEHE EB—FHEI+  RYACF, - EE—FHH > R %
CF,CF; »

EE—BHAT  AFHEBFHAXNIPHKI-PZLEYRITSE
FOHEHPRHRE - ES—FHESHT - RM%&Cl- £ —FHEH T > R
HF- ES—BHEF+ » R(ACN - 2 —FWHHI+ > R*%-X-R¥ &
S—EHGH  R%-X-R*» HPR*FTEE - £E—BHHI T  R3%-
X-R* HAPR*FEE » AXMGC-Colg » H 3 C-Colit B 4 &K 0/
ZOERENN - ER—HEHHIF > R%CH, - £EE—F Ml » R’
f5-X-R* » HBR*FEFHE » AXMC-Colit & » H P RC-Colit H AR KO
EE6ME RN - HHKC-Coli B —ECH, BT E-0-Bik - £
S—E i+ > R°M4AOCH;  OCH,CH; - OCH,CH,CH;5;0CH(CH,), -
EB—BEWRFIH > RM4AOCH; - ES—EHEHI o » R*%CH,0H - 15
—EEBl+ > R°{AOCF; - EE—FHEH & » R*%OCHF, -

ER—BHAIT  AEEBFEHBRIPRU-PZ LAY RS E
x> HPpRO-EE—BHAIT  pHRIZEIZEE » ARMANZE - £
S—EHGIT > pR1BE3IZEE > HRMACl- 2 —FHFlI+ » plal
E3IZEH > HRGC, CuE  HPZC,-CIREGRIER6ERE
A EPZC-Cofr 2 —ECH BT AEK-0- B - 15— EHifi
o pr1ZE3Z B# - HRMACH, -

ES—BHEFT  AEEBFHRBAIPRI-PZ LAY RS E
% HPRGBH EZ—FHHID > ROGHC-Coik - EE—EHfl
B0 RMBCH; « ER—F MBI & > RU&HC-Cofi & » Hh 3% C -Celi 2
HEOEZOENEMM » HF % C-Coln L —ECH,E THRE-0-F
o EHB—EHM I+ > R°%CH,CH,0H -

ER—BHA P FAEFEFHBXNIPHI-PZEEY R E

C177557A.doc -101 -



1655187
# HPIRCHKHER -
v F_T_F.N'vv A H Arne v v
0 cl o) \mtj mﬁD
0.0 0. 00 T,
Hﬂfﬁ
F .

EE—EET  FHAERHAT-QHI-QZLE -

SN (R®),

i L/L i
R2 A 2 /k/N\
\d\N ° R\CELN ¥
H H

R7 R7
1-Q I'-Q
EBETEZE

Ho §RHEBEBILM

RMAKE - CNHKCi-Celi & » HPHC-Colii B AL OEZE6H K
EWMMA > BHEPEC-CrEr RS MEFHMCHETTTL-0-8
Ha o,

R4 E - CNE-X-R* ;

R{AKZE + CNZ-X-R*;

XA C-Colt & » H P Ci-Colt B (A &80 Z 618 5 Z ALK >
BEDPHZC, -COrEZ S METHMCHLETTL-0-Bi#ft

R¥*FIFEE » MBHHKC,-CHBASHE » HPHC-CRERZIRS M
EREMCHE T LK-0-Eft » HZC:-C:EREBIEGHEOERIMEER
B9 & C,-Catie £ Z U A B

R¥YAH » MEKC,-Colii s » HPZC-Colt ZHGRBOEZERE

C177557A.doc -102 -



1655187

B BEFZC-CiRkZ RS MEREMCHETTL-0-Bif ;

pROEIEEEOR3IZES : B

ROGHBC-Colii 2 > H 3% C\-Cofi £ 2 5 % Wi {E R A #5 CH, &
TEK-0-Bif -

EE—EBHAT  AHHEHEARIQRI QLS RIS E
F o HPRGHRE - ER—FHFIT > RM4Cl- £S5 —FHEf$ » R
B"F - B — B+ > RGCN - BB —FHEH T » R4 C,-Colx
H > HPZC-COEGECIOEZERENR - £2—FHH $ » R
{4#CF; « ES — BRI » RM4AC,-Celi & » H 3% C -Colif 4 %K 0fE
ZOERERMM » HPHC-Colp Y —HCHETHRK-0-Bift - £5
— BB - R*{AOCF; - ES—EHflf » R*{&4F + Cl - CN - CF;&,
OCF; 0'

EE—BHEG+  AEERHEAR-QHI- QL&Y R E
%> HPRGRE - EZ—FHHID > R&Cl- EE—F WG - RS
fhF - EE—EHBIF > ROGHCN - ER—FHEH = » R%%-X-R* - £
SF—BHH P > RMA-X-R*» HBR¥FEE - B —EHEH P - RY%-
X-R* » HEBR*RIEE » AX(HC-Coliidk » H 3 C,-Colit H 4 K 0{E
ZOERNENMA - ER—FHEFI & > RMACH; - EE—FH G+ - RS
#-X-R* » HBR*FEE » B XAC,-Colii £ - E P2 C-ColT B R 4K 0
EZ6E R » HPKC -CeliE r —ECH, BT AE-0-Bik - 1F
S—EHFT > R%OCH;

EE—BHA T » AFEFEHARI-QHI-QZLEM R E
#H > HPRGHNE - ES BT RM&Cl- £S5 —FHFIF - R
BF - ES—EHHl+F > RYACN - EB—FHHl+ » R&-X-R* - £
B—BHFIH » R&-X-R*» EFR*FEE - TR —EHE+ > R'%&-
X-R* » HPR¥REFHE - BEXhCi-Colii sk » H 3 Ci-Cofit 14 K 01E

C177557A.doc -103 -



1655187

ZOELNEWMN - TR —EMGI+ > R'%CH; ~ CH,CH; ~ CH,CH,CH;
RERE - BB BT - R'M&ACF; - £B —F M+ > R7%&-X-
R*» HPR*FEHE » BHXAC-CofiiE » HPFZC-Cole B KOEZES6
ERZENMAR EPZ%C-CoE s MEREBCHLETAE-0- B -
ES—EHEI+ > R'{%OCH,CH,OCH; - £S — B Ml » R'4-X-
R*» HPR¥REE » BXAC-Coli » HPZC-Coti 2% EORES6
ERHZHWMR  HPZC-ColiZZ —(HCHETHE-0-Bik - £5H—
=l R’ {4 OCH; - OCH,CH; - OCH,CH,CH; - OC(CH;); »
CH,CH,0CH; - £ % — B i % = > R’ {4 OCF; - OCH,CF; -
OCH,CH,CH,CF;&,0CHF, -

EE—FRAT  AHESHEAERL-QRI- QLY RITEE
% HPRHR-X-R* Hp Xk BR™MAC;-CIRASHE © H#%Cs-CsiB
FERGBOEEIARENERC-CIRENAENMR - £5—FH
Bl » RM&-X-R* > Hep X% - BRMAIBHE -

EB—FHG+  AEERFHARQRI-QZILEWRITHE
% HPRH-X-RY > HhX{AC,-Colit it » H 3 C-Cott £ {4 L 0fE
EOEREWA > HPHC,-Coikz —EACHET4E-0-Eift - ARY
% C3-CsBBAS1E » B Cy-CBAERGEOEEIEEE NERC,-CHi sk
THARERR - EB—FHH P > R'%-X-R* » HFX{4O0CH, » HR*
BRI E -

ER—EHfT  AZFEH[FHBRI-QRI-QZLEW R HE
% HPph0 - EF—FHHIT  phrIZE3ZEY > ARGRE - &
S—EHB T phl1E3x8E > ERYACl- EE—FHHI T > plal
E3ZEE > BRMAC,Cofi > HPRC-CrBEGHEEEENE
BUf o B3 Cy-Coli# 2 — (B CHLE 7T (4 & -O- B it - 75 5 — B 1
o pfh1E3ZEE - ERMACH, -

C177557A.doc -104 -



1655187

ES—BHEAT  AZEBHARNIQRI- QLAY R % E
% HPRGH £ —FHO T > R&C-Colf & - 185 — B
> RO{ACH; - R —F MBI » ROAC,-Celii & » H B % C -Colz &
HEOEZ6MERERMMA » EPZC-Cole B —EHCH,ET(AK-0-8
o £ —BEWHIF > R%CH,CH,0H -

ES—BHA T > AFEBHBRAX-QHI-QZILEY KI5 E
£ HPEBEDHKRER

olie)

A0 =
FEHS—fEFES Ztié*%%ﬁt—iﬁl-R‘ajZI’-RZ{bé%¢
(RB),, (R®),
4\ o \/ 0o
” R
R3 0O
‘ RS
R7
I-R I’-R
SHEEE Fu g v

RIBEIE ~ CNTC-Celi » H D 3% Ci-Cofi Z 14 K08 Z 68 5
AN BEPZC-CGIREZRLMEFRHBCLETTL-0-8
7

ROHEIZE -~ CNZ-X-RX;

R4 % - CNZ-X-R¥;

XGHEBC-Cofi & » HPZC-Cali B AR OEZE 6 K8 E A
BEFZC-CHREZEZMEREMCHETTL-0-BH ;

C177557A.doc - 105 -



1655187

R¥*FEHE > HBHKC-CBEEEK  HPEC-CRBEEZRSM
{8 A HCH BT 7T &-0-B i » B Cy-CoMBERHEOEEIERES
K E R Ci-Caft Z VR E LA

R&H » EHC,-CeltE » HPZC,-ClEGLOEZ6ERE
WA BHE P Cr-Colt e 2 5 % W {8 A A8 # CH, BT 7 £ -0- B 4

pAOEIHBEORIZEE : A

R4HZC-Coli 2t » P HC\-Coli B2 RS MMEFAHMCHE
TCHK-0-B ik -

EE—BHRAT  AZPEEEAXIREZV-RZESYRKEE
 HPRMANE - B —EHHIH > RYACl- £B—FH6 + » R’
#F - TR —BRHIT » RACN - BB —FHH P » RM&AC,-Colx
B HPZC-CHREGEIEZMEEUENR - EB—FHA+ > R
GE=ZTE - ES—FHIT » RO%GCF - ES—FHH+ > R%
CF,CF; -

ER—BRH T  AZHEBHABRIRKZ-RZESYRHHE
%> HPRGBEE - ERZ—FHEAIT > RM%Cl- B —E M+ > R
“F - EB— B T > RY4CN - EE—FHEH $ » R°%-X-R* - £
BS—EHB P 0 R%-X-RY» HPR*REE - £B BB+ - R%-
X-R*» HPRIFREHE » BEXRC-Coli i » H P Ci-Colt £ (h &L 0(H
ZOERMEWMN - ER—FHBI P - R9UCH; - ER—BEH B+ > R
fa-X-R* > HBR*FEHE » BX(RC-Colii > HPZC-Colit &0
BEZEEREMM > HPZKC,-Coli & —HCHETHE-0-Bf - &
B—FHEflF > R°{4OCH,;

ER—EHRAT S EEEARIRK-RZEEWRIEE
> HPRGRE - ER—FHEIF  RM4Cl- EE—FHEH+ R
4F - S —FHH & > R'HCN - £Z—FHHI P » R7&-X-R* - £

S8

C177557A.doc - 106 -

S



1655187

B—EHHI P R'M&A-X-RY HPRREE - EE—FHHI S > R'%-
X-R* HPR*FEHE » B XHC,-Colit £ » H 3% Ci-Co it £ 14 48 0fH
ZOENEWMNR - EE—EH B+ > R'{ACH; + CH,CH; - CH,CH,CH;
HERE - EF—EWHBFF > R'MACF - ER—EHEF & - R™&%-X-
R* HPR*FEHE > EXHC-Coli st » HPHC,-Cr G KOEEGS
ERERMR - EPZCI-Colii 2 2 B R M CH,BE T AK-0-Bi -
ES— BB+ » R OCH,CH,OCH; - £ B —E i i = » R"{&-X-
R* » HHR*FREAE > AX(GC-Coli 2 - HPHC-Colt AL OEE 6
EREMM » HPZKC-Cli B2 —HCHLETHE-0-Bf - £5—
B B ] 1 > R"{4 OCH; - OCH,CH; - OCH,CH,CH; - OC(CH;); -
CH,CH,OCH; » ff % — & it #l &= » R’ {4 OCF; - OCH,CF; -~
OCH,CH,CH,CF;5 OCHF, -

EBR—ERAT  A{ABHEAERIRKI-RZESYRIEE
% HPRMA-X-RY Xk > ARMAC,-CsBISIE » B 3% Cs-CsIB
FERGEEZRIEEERNERC-COEEZMARERR - FE— B
Fle > RM&-X-R*» HehX{4a# - BRYMABEHE -

ErR—Bb+d  AEHBBARNIRI-RZIEEM R E
% HPRMA-X-RY HEXEHC-Colii » HP 3 C-Colm 4K OME
FOEBMERMM > HPEC-Coli > —HCHET(HE-0-BH » ARY
R Cs-CoBRFEIE - AR Co-CoBIEE G EOEE3MABEE NE RC,-Chr st
ZHRERA - EE—EWHEH F > R'&-X-R* » HFX{&OCH, » HR*
HIBAEKE -

ES—BEAT  AZABHBAIRIV-RZEEY RIS E
Z HPpho - ES—BREAT > pRIZEZEH > HRMGEE - &
S—ERAIT  pRrIZE3ZEH > HRYACl- £EE—BHEI+ > pkl
E3IZEY - HRMACCoH » HPHC -COREAROEZE6ERE

C177557A.doc -107 -



1655187

B B C-Coli B — [ CH, B TE (4 8-0-B it - 15— H i B
s pfh1E3Z 8% - HRMACH; -

ER—EHAT  ASHEUAERIRKU-RZALSYRITEE
% HPRGH: E5—BHHI T > ROGC,-Ci % - 7 5 — B i B
o RO%CH; BB —HH G ROHC-Celt & » H P % C,-Colip
HEOEECEHEMNA » HPHC-Cohi Y — EHCHE T E-0-8
o ER—EHHI P » R4 CH,CH,0H -

ES—HiEH D ABBEERARIRNI-RZ(SMEKSE
% HEEDHES

F’ ,io y?Ji;
ES—BET > AEHREEAL-SKI-SZ/EEY

SN

0
R2 N R2 N
oL oL
H H
R3 0 R3
R6

R7

S

I-

SRHEE S

Hep o §RHBHBILM

R4 & + CNZC -Colt & » H P % Ci-Colit (4 K 0fE E 6E X
ZHR > BEEHPEC-CHREZESHEREMCHETTL-0-8
o

RMAKE * CNBC-Colii > HPHC-Colt G EOEE6EX
EWMAR > BEPZC-CHREZBESHMBEFREMCLETTL-0-B

C177557A.doc - 108 -



1655187

b1/

RMAKE - CNE-X-R¥;

R4 & « CN5-X-R*;

XA HC,-Clf 2 » HPRC,-Colg B A TCOET 6 [ EE £
BHEPEC -CIHmEZRLRBERMEMCHETTE-0-Bif ;

R*FFE » AHHC-CeBIER » EPHC-CGRERYES W
ERAEAMCHETTL-0-Bik » AHC,-CIBIEEAKVEEIMEES
B % R C1-Cofsp 5 7 BUAR B HL A

RMABIE B Ci-Colp 2 B o 3% C-Colip K 14 48 018 T 6B 15 F B
R BEPHC,-CHEZRIHETF HAMCHETTL-0-Fif ;

pROZE3ABIEORIZEE ; B

ROGHHBECi-Coli > H P #C-Cofi B 2 5 % W B A5 # CH, &
THK-0-B i -

ES—BHEAT  AEABBBRLSKI- ST RS E
% HPR'GEE - EB—HEHEFIT » R%4Cl- ER—FHEHI - R
BF - EX—BHHAIF > RAMACN - R —FHH T » R4 C,-Coli
B> HPFZC-CHrEAGKIEZMENERN - FE—FiHEf+ » R?
{%CFs - TR —BHEHI &+ » RMAC,-Coli i » H 3 C-Colf 4 LK 0{H
EOEREMM » HPFZC)-Coli 2 —HCHETHE-0-Bif - £5
— BB+ - R*%OCF; « £E—EHEflt » R*AF - Cl- CN » CF35
OCF; »

EX—BHEAT > AFABEEBAISKI-SZEY RIS E
%> HPRGRE - EZ—HHEFI T » R4Cl- F2—FHfl+ > R
HF - S —EWHBIH > ROGCN - EZ—FHEHI P > RMAC,-Colt
> HPZC-CHREGRBIEZERENMR - £ —FHH+ - R
BRE=ZTE EHZ—BHH P > RMACF, - £ 2 —BEHH P » R34

C177557A.doc - 109 -



1655187

CF,CF; »

EE—FHEGT  AZABEBER-SHRI-SZEEYWRIEE
% HORAKE - ER—EHHIT > R%4Cl- BB —FEHI+ » R®
(#F- ES—BEHBIH - RACN - £E—FHEH F » R%-X-R* - £
S—FHEH B 0 R9%-X-RX» HPR*FEE - £E—HHEH T » Ré%-
X-RX » B R R » B X Ci-Colii B » B o1 3% C-Cof5t 2 {5 4 OfH
FEOERENR -  EE—FHEF T > RMACH; - B — BBl - R
%-X-R*» HPRYFEE > BEXHC-Colit > HPZC-Coli E RO
EZEEEEBM » HhZC,-Colp T —HCHETHE-0-Bik - £
B—EHEEl$ - R{AOCH; -

ER—FHAT  AEAFHEBRN-SHI-SZEEWRIEE
% HPRGERE - ES5—FERAT  RM4Cl- S —FHfl$ > R’
“F- ER—HHEH T > R'&ACN - EB—FHEH P > R'%-X-R* - 7
S—EHEIFT » R'&-X-R* > HBR*FEE - EB—FHHIF » R'k-
X-R*» HPR*FERE » AXGC-Celie > H P X Ci-Colit E 4 L 0fE
ZEOEREWMA - TR —FHBI+ > R4 CH; » CH,CH; + CH,CH,CH,
KENE - ER—FEEHIT - R'ACF; - ER—EHEH T » R'%-X-
R* » HPR*FELE » EX{AC-ColiE » HPZC-Cli B EOEZE6
EREIRR > HPZC\-Coli &2 M E R A CHE T HE-0-Bif -
ES—EHE &+ > R'{AOCH,CH,0CH; - E B — B Hl &+ > R {%-X-
R* » HhR¥FRERE » AXHCI-Celi s » HPEC-Cole BB EOEZE6
EREMMAR  EP%C-CopEr —EACHLETHE-0-Bik - £5—
= R’ {4 OCH; - OCH,CH; - OCH,CH,CH;  OC(CHj); -
CH,CH,OCH; - £ % — & i %l &= » R’ {4 OCF, - OCH,CF; -
OCH,CH,CH,CF;8OCHF, -

ES—ERAld  ABHFHEAISHI-SZIEEY R HE

C177557A doc -110-

S



1655187

% HPRMER-X-RY HPXGE > BRMAC-CBISIE » H 3% Cy-Col
FEIR A EOEEIMEEERNERC-CORE Y MARERR - €5 — B
Flh - RM%-X-R*» Hf X4 » BER*GAERE -

EB—ERAT  AXHEBHEAERISHI- ST RS E
# > HPRMAB-X-RY HPXKC-Coli > HHZC-Coli Z 4K OfE
EOEREMMNA  HPZC-Colf 2 —HCH,ETHE-0-Fi » ARY
M Cs-CoHR AR IR » HCo-CoIBREIE A EOEE3MBEE N ERC-Cn it
ZHRERNK - EE—FERGI$ - R'&-X-RY » HhX{40CH, » HRX
HIEFRE -

ESE—BHEAT  AEHABHEBALSKI- ST RKIT%EE
FoOHPpR0- EB—FHFIF > pRIE3IZEH - BRMGEE - £
S—EBEOIP > pr1EIZEE > HRM4Cl- £E—BEHHI P » pkl
EI3ZEY > HRMAC|-CiH » HPZC -CHEEGRKRIERERE
B P C-Coli 2 —(HCH BTG E-0-Bi  1£5 — 5 il
o plr1ZE3Z % > HRYACH, -

ES—EEPT  ALHABHAERI-SHI-STLEYRIEE
% HPRGH - £ —HEHEH T > RAC,-Colt & « 155 — 5 5
0 RM%CH; - B —EHEHI D » RAC,-Colit s » HPC,-Colii st
HEEOEZE 68K MM E:1:zzcl-csﬁgz~@cm$mm§s-o-§
M EZ—EMHIH > R %ACH,CH,0H -

T%~§%W¢’K%%%ﬁ%ﬁmwmﬂZﬁé%&W%ﬁ
% HPIRDHRE

Q?@

A B
EX—HH T > ARHABHANHIZEEY > Hb s

C177557A doc - 111 -



1655187

M HEE LTS B AEBR] - (£ H Cambridge Soft/Chem
Office 20107 ChemBioDrawUltra 120l &K E1P 2L EYZTE -

Rl LEVRT: EERLEERE

ZTI

= HN @]
HN_ O o
1 6 o I 1
/©/ F CFs
2-(4-FAEE)-N-(6-HIE E-

2-(4-BEEE)-N-Q-{IEE- 1,6- & 0HEE-3-5)-5-(= &
1,2- — GRtEIE-4-5) 5 B AR o) E R

H o] n o
HN 0O HN
o 0
JNe o
F CFs 5 .

2-(4-FAEFEE)-N-Q- I EE- CF3
1,2- Ut nE-4-5L)-5-(= & B 2-(4-BHREE)-N-Q-HIEE-
B ERR 1,2- Z & HnE-4-2)-4-(ZF

i B)E R

7 5
FoRe .

2-(4-BHEEE)-N-(6-flF5-
1,6- — sit0E-3-25) 7 R ERAZ

CFs3
2-(4-FAEE)-N-(6-fIEE-
1,6-— @ JH0E-3-F)-4-(Z&HF

B A Pl

-112 -

C177557A.doc



1655187

N._o N._0
HN.__O HN.__O
0 o)
7 F/©:F 10 F/@Me
CFs CF3
2-24-ZFFEHE)-N-Q-HIE 2-(4-F-2-F AR EE)-N-(2-
£-1,2- " gl -4-£)-4-(Z 8, IS EE-1,2- Z S nE-4-5)-4-
FR L) e (R FE) =Pk
H H
N._0O N.__O
HN.__O HN.__O
o) o)
8 MeO_~, /©/ 11 @[Me
CFs CFs
2-(4-Q-FEELEEIES N-(2-flgH-1,2- G Mtrg-4-
)N-Q-BIEE-1,2- = FHsE £)2-OR P ERER)4-(ZH
-4-)-4-(= 95 R0 5 R R i
H
N.__O N.__O
HN__O HN___O
o) o)
9 @ 12 Me/@
CFs CF,
N-Q2-fil&Es-1,2-Z EtuE-4- N-Q2-fil&Es-1,2- — S HtnE-4-
B)-2-REEA-CRFE)E B)-2-(HRFEER)-4-EH
R HRE A R

C177557A.doc

-113 -




1655187

N._0 N._o
J -
HN 0] OMe HN 0
o o

Cl Cl
4 F QAT REFINC- SRR PERER
& EE-1,2- — EtiE-4- 5% £)-N-(2-{HI & E5-1,2- Mg

FRRRRE -4-B5) 7 B i
H 0 H 0]
HN (@] Me HN 0]
o 0]

Cl (0]
LE20-FAFEERN. 426 R ER)-
2-fIEE-1,2- —FihE-4-5) N-(2-fl&AE-1,2- & thE-4-

A R &) 7S Pk
H 0 H 0]
HN 0] C HN O
0] o
S0 || &

Ci Ci
4-8-2-(4-FREE)-N-C2-l 4-F-2-2-F-6-FAEE)-N-
F1 2T AR Q1 2 M 425

iy A AR

C177557A.doc

114 -




1655187

19

ZI
O

@6

4-8-2-(2,6- ZFAFFE)-N
{EU%%-IQ-:‘ﬁﬂttﬂiA-%)%
PR

20

H
N o)

HN 0
L
F Me
Cl

4-8-2-(4-F-2- FEREE)-
N-(2-{HI| & EE-1,2- —F L 0E-4-
%)ﬂiﬂﬁﬂﬁ

21

N O

Q

4-JE-2-(4- %ﬁ%ﬁ)
{AlsEE-1,2- :’:\Uttﬂi-4-9_%)
R R

C177557A.doc

- 115 -

22

H
N 0]
QI

HN
o~ O
J@fo
F
H|
N

4-BE-2-(4-F-2-FEEHEE
E)-N-Q2-(lIEE-1,2- " Log
-4-F) 7 R

23

H
N o)
q

HN.__O
Me
ijo
F
I
N

4-BE-2-(4-5-2-HEREE
E)-N-(2-IEE-1,2- — G tnE
-4-55 )75 FR R

24

H
N 0

HN.___O
F
F CFa

2-2,4-ZHAEEE)-N-2-HIE
E-1,2- Z it ie-4-5)-5- (=&
FR ) 7 P et




1655187

N o N o
g EZ
HN O HN 0
& &

25 /©/ 28 @

NC CF, Me CF,
2-(4-FEXEE)-N-Q-HIg £ N-(2-fH&EE-1,2- — & OhE-4-
-1,2- & AErE-4-5)-5-(Z & F F)-2-GiEHREEE)-5-(=&

)RR Eﬁ%ﬁﬁf@ﬁﬂﬁ
H
N O N 0O
& J
F HN o] HN @)
0 0]

2 C[F\é\c& » F/(;Em\i/li\cf:3
2-(2,6- —FAXEE)-N-Q-HIE 2-Q-8-4-8 XK EE)-N-2-]
£r-1,2- G HHE-4-5)-5-(Z &, #E-1,2- & 0trE-4-5)-5-(=

FA L) 7 FA R & F B K B g

H H

N @) N O
P @

HN 0] HN 0O
O O

oL | [ ot
N-2-fH|&EE-1,2- — FAtoE-4- 2-(4-8-2-AEEFEE)-N-
) 2-(HEEEEE)-S-C R Q-BIEHE-1,2- Rz -4- )

BR B K ER R ey 5-(ZHEBHE)FEHER

C177557A.doc

- 116 -




1655187

H H
N O N 0
Ej g
HN 0] F HN 0
0 o)
3] /@: 34
F Me CF, F OCF,
2-(4- 42 R EEH)N-2- 2-Q.6-  FEEH)N-Q-HI%,
HIEEE-1,2- — G IHnE-4-£L)-5- #-1,2- — g MeE-4-50)-5-(Z &,
(CEFRE)FHEE B & ) R R g
N _o N o
q q
HN 0O HN @]
(0] O
32 @f 35 /©/
CFs Me OCF;
N- Q-2 GHbE4- N-Q-I 12— EPHTE4-
5)-2-REHE-S-CEHEPE)E H)-2-(HHREEEE)-5-(Z&
FR R B B R R
H O H 0O
HN 0 HN O
0 (0]
33 @[ 36 @[
F F OCF, Me OCF,
2-24-—8REF)-N-Q-HIE N-Q2-fl& £-1,2- — S tng-4-
E-1,2- G tig-4-55)-5-(Z &, B)-2-(MREEEE)-5-(=&
B & B A R B S8 2 ) K R

C177557A.doc

-117 -




1655187

N. o N. o
HN 0 HN 0
0] (0]
37 /@: 40 /@[
F cl OCF, F Me OCF,
2-(2- A SHEEH) N2 2 (42 FEEFH)N-2-
1 2 A 2)-5-(= U451, 2-= M4 55)-5-
BEHEE)FE PR CECEHEE) TR
N. o N. o
HN o] HN (@)
(0] (0]
38 /©/ 41 ©/
F OCF4 OCFs
2-(4-FAREE)-N-Q-RIEE- N-Q-fEEs-1,2- _ G ng-4-
1,2- — G HtiE-4-E5)-5-(= & B B)-2-REE-S-CHFEE)
S K 7~ ER R ey
N o N_ o
E HN O HN 0]
O O
39 42 /@[
Me OCF; F OMe OCF,
2-(2-F-6- HEREE)-N-(2- 2-(4-8-2- | EFEE)-N-
AlEEE-1,2- — mOttIE-4-5)-5- Q-fIEEE-1,2- — FttE-4-£)-
CRHEEE) PR 5-(CHEBESE) PR

C177557A.doc

-118 -




1655187

43

N._0
J
HN.__O
o\li/S/CF3
AL

2-(4- AR EH)-N-2- I E £
1,2- g ttne-4-£)-6-(Z & H
)4 PG

44

N0
J
HN.___O
\/o/©/ CF3

2-(4- ZEEFEH)-N-Q-HIE
£-1,2-ZGIE-4-5)-5-(Z 4
HH ) 2 F

45

N0
S
HN.__O
Me0/©/ CF3

2-(A-HEEFEH)-N-Q-HIE
B-1,2- g IE-4-5)-5-(Z &
FR ) < F B

C177557A.doc

-119-

46

¢
G,

2-2-ZE8HEFER)N (2 EE=)
H-1,2- G HIE-4-E)-5-(Z &
R ) B s

Qﬁ

47

H
N 0]
S

HN 0
OMe
o
Me CF3

2-Q2-FEE-4-FEKEHE)-N-
Q-BIEEE-1,2- — E I rE-4-£5)-
S-CRFEEHHR

48

H
N 0]

~
HN (0]
OMe
@°
F CF3

2-Q-F-6- FEBFHFH)N-
Q-BISEHE-1,2- = S OH0E-4- ) -
5-(CHFEETER




1655187

49

H
N 0
Qj
HN 0
Ci
MeO CF,

2-2-F-4-BEEFEE)-N-
(2-fIEE-1,2-Z FEie-4-5)-

50

5-(ZFFE)E FHE
H

N 0]

QZ
HN__O
Me
cl CF,

2-(4-F-2- AR EE)-N-(2-
BIEEE-1,2-— FHIE-4-5)-5-

51

(CEFE)F PR
H

N___O
S
HN___0O
F
cl CFy

2-(4-R-2-BAFEFEE)-N-2-fl
SE-1,2- g itiE-4-5)-5-(=
A )RR

C177557A.doc

- 120 -

52

H
N 0]

of
oo HN; ;o
O
i CF4
F
2-(5-F-2-HEEAFE)-N-
Q-fIEE-1,2- — g HIE-4-5)-

53

5-(Z& P E)EBERR
H

N 0]

O

N-Q-BIEHE-1,2- = St o-4-
H)2-(4- R EREER)-5-(=

54

& R E) R
N o
@I
OMe HN (@)
"@fﬁ
CF,

2-3-F-2-FEEREEH)-N-
Q-BIEE-1,2- — FItuE-4-5)-
S-CEHRFE)FFER




1655187

55

2-(2-F-4-HEEFEH)-N-

(2~ FE-1,2- — gt e -4-55)-

S-(ZREHE)FFE
H

58

N.__o
J
HN.__O
CI/©/ CF3

2-(4- KA EH)-N-- I8 E-
1,2- @M IE-4-£)-5-(=ZF F
A )2 PR

H

56

N 0]

@j
HN O
Me
06\
CF;
F

2-(5-F-2-FEFREH)-N-(2-

I8 EE-1,2- — EIHIE-4-55)-5-

CERPE)FEFEER
H

59

N__0O
EZ
HN_ 0O
O\&

Me0/©/ CF,

F
2-(3-F-4-FHEEAFEHE)-N-
(-l EE-1,2-Z G IE-4-55)-
5-(ZEFE)F PRk

H

57

N )

@j
HN 0
MeO 0. f
; CF;
F

2--F-5-FEEFEH)-N-

Q-8 FE-1,2- — E L rE-4-£5)-

S-(ZHFE)FEREERE

C177557A.doc

-121-

60

Cl N 0]
101
Me HN 0
&4
F CF;
N-(6-&-2-fIEE-1,2- — &t

UE-4-5)-2-(4-F-2- R EHEE
5)-5-CHEFE) R P




1655187

C177557A.doc

-122-

H H
Me N O N O
19
Me HN O
&A @ fi
61 64
F CF3
2-(4--2- FRELFEE 25)-N-(6- 2 Q- BFEEFEH (2 1Al
R -2 I - 1,2-— H - %%—1,2-_@&%-4-%)-5-(:
4-55)-5-(= B P B ) R
N. o N 0
o | ~
(O HN 0 ol HN 0
58 Sael
62 65
CF, CF,
N-(2-fIEEE-1,2- Z &I -4- 2-(2-BFEEE)N-Q-HIEE-
B)-2-Q-REEFEH)-5- 1,2-Z g ILIE-4-5)-5-(Z & F
& ) PR )3 PG
N N o
@j Qj
Me HN 0] ol HN O
0 (0]
o O ﬁ | 1Y ﬁ
MeO CF, F Cl
2-(4-FEH-2-FESESE)-N- 5-8-2-Q2-F-A-RAEEE)-N-
(2-{IE FE-1,2- — EIHEIE-4-50)- 2-fIEE-1,2- Z g itie-4-5)
S-(Z & FE) F PR S ARG




1655187

C177557A.doc

-123 -

N__o N__o
HN 0 OMe HN 0]
(0] 0]

67 /©/ \5\ 70 Jij 6\

F Cl F Cl
5-8-2-(4- B8R EE)-N-2-H] 5-8-2-(4-F-2-BEERE
FAL-1,2- T FIhnE-4- B KR F)-N-Q-HI&EH-1,2- — gt

(i -4-Fo) K A RERE
H 0] H 0
[ q
Me HN 0 HN O
(0] F 0]
of 0, || Do

F Cl MeO Ci
5-8-2-(4-F-2-HEREEE)- 5-8-2-G-F-4-HEEAES
N-Q2-f&£-1,2- — G HIE-4- £)-N-Q-fIEE-1,2- — S trE

B gz -4-F5) K B R
N_ o N__o
F HN 0 HN 0
(0] 0]
69 7 Q/

F Cl F4CO CF3
5-8-2-(24-“FFEH)N-(2- N-(2-IE5E-1,2- Z I IE-4-
RllEAE-1,2-— G Mtne-4-F) % E)-2-(4-(CEHEHR)ES

FRRERE B)-5-(Z & P E) K HERRE




1655187

73

N.__O
S
HN 0
F2H00/©/ CF,4

2-(A- (R P EE)FEEE)-N-

Q-{IEEE-1,2- — GO nE-4-55)-

S-(ZR AR P

74

ZT

0]
O
HN 0
F 30/©/ CFs
N-(2-fAI& - 1,2- — & Itre-4-
H)-S5-(CHFE)2-U-CHHF
B EE)F PR

75

N-(2-fil&E-1,2- — stk E-4-
E)-2-Q-CRBEEE)ES
H)-5-(Z R A)F PR

C177557A do

c

-124 -

76

2-Q-(ZHF EEEEL)N-
(2-RISEIE-1,2- = FHL O -4-25)-

77

S-(ZHHE)F PG
H

N 0]

S
o N O

0
fons
CF3
2-(2-8-4-FAEE)-N-(2-

FEE-1,2- ~ FHIE-4- )4
R XTI

78

H
N o)

r
HN._O
o)
S
CFs
2-(4-BFEEE)-N-Q-fIFEE-

1,2- G HE-4-5)-4-(Z H B
55 P g




1655187

C177557A.doc

-125 -

N._o N._0
HN 0] HN 0]
0] 0]
7 F300/©/ 82 FZHCO/©/
CF, CF,4
N-(2-{I&H-1,2- & MLoE-4- 2-(A-(ZRHEE)FEE)-N-
H)-2-4-CHRAER)FES (2-fIEE-1,2- — gtrE-4-K)-
E)-4-CRAE)FPEHE A-(Z R FE)FE PG
N._O N._0
I = ' /
HN o N 0
OCF4 OCHF,
o) o)
80 83
CF3 CF3
N-(2-{fI&£5-1,2- —FtuE-4- 2-2-(ZHEHEE)FEE)-N-
H)2-C-CRBERES (2-IEHE-1,2- — G nE-4-5L)-
F)-4-(Z R P E) KPR 4-(CHRTE)F R
N._0 N._o
HN 0] HN 0]
F
0 /©/O
81 Me0/©/ 34 MeO
F CF, CF,
2-3-F-4-FHEEFEE)-N- 2-2-F-4-HEEFEE)-N-
(2- Rl E-1,2-— St g -4-5)- Q-BIEE-1,2- Z E I IE-4-5)-
A-(Z BRI E Rk A-(=H B E)F R



1655187

OH H
H N 0
I
~
0
HN @] /©/
88 (:E
85 ° F .
FiC” F
CF,

F
2-(A- B FEEE)-N-Q-HIEHE-

2-(4-FHEEE)-N-(1-2-¥Z 1,2- G HIE-4-5)-4-(REZ
E)-2-[IE K- 1,2- Z G E0E-4- ) F B R
H)-4-(Z 8 5 E) PR ﬂj
H
s

0]

N O
|/ HN O
HN @] 0

Me

o 6 diced é
86 £ F
F FiC” °F
CFs 2-G-F-4-FEEIEE E)-N-

(2-{RISE - 1,2- S DE-4- )
(ST
H

2-(4-F7-2- B A EI)-N-(5-
- I 1,2- = LI

4-E5)-4-(= P B K PRk N_ O
I
q HN 0
OMe AN © ©
F\©/O 90 /@:
F F CF

87 3
F
CF3 N-Q2-{I&£E-1,2- &k -4-
2-3-E-2-HEEXEE)-N- B)-5-(ZEFE)-2-2,34-=
R-fIEE-1,2- — FILE-4-5)- BAREE)ETRR

4-(ZF P E)F PG

C177557A.doc -126 -



1655187

C177557A.doc

- 127 -

H 0] H 0O
HN (0] . Me HN (o]
Me 0\6\ Me\©/o\é\
91 : \E;[ 94
Me CF, F
Me Me
N-Q-IEE-1,2- = G E-4- 5--N-Q-IEE-1,2-— &t
)5 (SHEE)2-2,3,5-= IE-4-£5)2-(2,3,5-= FIELES
R ) T T p el
N 0 N o
HN 0 HN o]
2| X oy
Me F CF; F
o S48 N-(-[IEE-1,2-— &H
2-(23-—F-4-HEFEH)N- BE-4- )0 SR TR
Q-{HIEH-1,2-— -4 5L T o
S-SR E TR g
H
N 0]
| HN 0O
QX o
Me HN 0] 96
o F
3| . 2-(4- IS I)-5-5-N-
e Q-{BIEE-1,2-~ T -4- L)
N-Q-IEE-1,2- = 0t E-4- e E R
2)-5-(SEEE)2-24,5-=
R ) S T




1655187

97

H
N o)

L I ‘fi

2-@-(B=T8E)EEH)-5-
F-N-Q-fllEHE-1,2-— Gt E-
4-E)F PERRE
H

100

H
N o

Lo

538 N-2- P - 1,2- — Gt
A5 2- (- R E R )
L

H

98

N o)

et {SL

2-(4-ZEHEFEHE)-5-F-N-
(-l £E-1,2- — Gt E-4-5)
= F R
H

99

N 0]

J

HN O
Ysasl
S-85i-2-(4- RIS H)-N-

Q-{HIEAE-1,2- — Mt hE-4-5)
Z B

C177557A.doc

- 128 -

101

N O

@I
HN o
FsCO F

5-#-N-(2-fllEE-1,2- 5t
UE-4-75)-2-(4-(ZRFEE)F
=8 YRt i

102

5-F-2-(4-Q-PEE LA EE
H)-N-(2-fIEE-1,2- g itkie
-4-F5) ZE B




1655187

103

HN 0
Cl
MeO F

2-2-Fr4-PEEREH)-5-5
N-Q-IEE-1,2- e -4-
)% PR

104

5-9-2- (- F R E)N-
(Q-fRIZE - 1,2- — Ok TE-4- )

105

2 R
N.__0

J
Me HN 0]
Me F
Me
5-&-N-2-IEE-1,2- gtk

DE-4-55)-2-(2,4,5- = FHEEE,
)R P

C177557A.doc

-129 -

106

H
N 0
Q;f
HN 0
Me
(jo
F CF,

2-(4- 55 2- FEEFEH)N--
IS 1,2- ~ G 0E-4-55)-5-
CHRFRETER

107

H

H

=

N._0O
CFs /@/ O\é\
‘\o F

5-%-N-Q2-(I&£-1,2- — &t
UE-4-2)-2-(4-2,2.2-ZFZE,
B EE) FREER

108

H
N 0

T,

2-(4- R PR )
SN RIEEE-1,2-Z
-4 2 R R




1655187

109

H

N O
QI

cl HN @]
oy
F F
Cl

4 2- Q- B A FEEE) S5

N-(2-fAIEHE-1,2- &R0 -4-
ﬁ)ﬁ@ﬁ&ﬁﬁ

110

.

biat)

2-(2-8-3-F-4- Eﬁﬁﬁé
%)-N'(Hﬁﬂgi%-lﬁ-iﬁﬂttﬂﬁ
-4-5)-4-(Z R PE) FE R

111

FsC~ F
2-(4-F-2-FEEFKEH)-N-
Q-HIEE-1,2- = G LE-4-£)-
4-(EBLE)E T

C177557A.doc

-130 -

112

ZX
o

HN
Me
@O
F

2-(4-F-2-PEAEEE)-N-(2-
(I EE-1,2-— M IE-4-55)-4-
(éfﬁz%)ﬁﬁamﬁi

113

N O

O

4,5-—&-2-(4- %%g‘\‘ﬁ)
fﬁ”%‘g-l,z-_ﬁu&uﬁ_‘;_%)x
R A

114

H
N.__O
|

=

HN 0]
OMe

oy
F Cl
Cl
4,5-Z&-2-(4-F-2-REEHF
SA5)-N-(2-IIEE-1,2- — gtk
WE-4-B5) 4 PG




1655187

115

H
N 0]
q

HN 0]
MeO Ci
Cl

4,5-&-2-(3-F-4-FHEEFK
EEL)-N-(2-AIEE-1,2- — gtk
g -4-55) 4 G

116

N._O
(J
HN.__O
A
CF
2-(BREEE)-N-Q-HIEE-

1,2- & MHEE-4-£L)-4- (=& 5
Fo) A s

117

H
N 0
S

HN 0
/J\/O\ E
' CF,

2-F T EA-N-Q-fIEH-1,2-
G HE-4- ) -4-(ZF P )
2= AR

C177557A.doc

- 131 -

118

2-((2R)-E£EB[2.2.1 }i 2-HE,

E)-N-2-fllE45-1,2- — &g
-4-H)-4-(CHEFE)F PR

119

CF,

2-((1-FEAIRRNE)FEE)-N-

Q-HIEE-1,2-— G HE-4-5)-
4-CRAEEEREER

120

H
N 0o

7
HN @]
CF,

2-(BRIKE B EE)-N-Q-HIF
H-12- & IHE-4-£)-4- (58
) BR iR




1655187

121

N0

(J

o) HN 0
o

N-Q-{lIEEE-1,2- — &I E-4-

£)-2-((U g ikg-3-5)

124

ZTI
o

=
HN )

O :
CFs;

2-((2,2-“HASRNE)HE
£)-N-(2-fllE5-1,2- g it
—4-%)-4-(55\5!39%)%@@&%

122

E)-4-(CRFE) FP R

H
N O

o
HN 0]
U"(E
CF,
2- IR T &E-N-Q-fIE%E-1,2-

G EnE-4-E)-4-(ZFHFE)
%Eﬁﬁﬁﬁﬁ“

123

N O

CHHN

N-(2-fll&£s-1,2- _@U[;I;[I}EA-
B)-2-(444- =8 T E5)-4-
CECHRPEEPERE

C177557A.doc

-132-

125

N O

ﬁ

2-((1R,5S)-#38([3.1.0 a 3-%

EE)-N-Q-fHIEE-1,2-Z 5t

UE-4-5)-4-(ZH B E) K
i3

126

H
N o)

q
R F HN_ O
CFs

2-(2,2-ZHIBRNE)F EH)-
N-(2-{l & E-1,2- gtk -4-
H)-4-(Z R 2 FE R




1655187

127

ZT

7%
HN )
CF;

2-(EEFE[2.2.1]5E-2-E & E)-N-
2-{IEEE-1,2- — EIHIE-4-55)-

4-(CRHE)E R

128

H
N 0

HN; ;O
O

CF,
2-CROASE)-N-Q-HIE -

1,2-Z g tnE-4-5)-4-(Z
) P EGRE

129

H
N O

cs=3 HN

4-%-N-(2-{EU¥&%-1,2-—§\“H:

UE-4-£0)-2-(4,4.4-=E TEE)
2 FA e

C177557A.doc

-133 -

.y
O,

130
2-(GRIKEHEE)-N-(2- {EIJ%
g-l,z-:ﬁ%tni-4-;%)-5-(_%i
R R B R
N__o
HN 0]
)\/O
131
CF;

2-B T SE-N-Q-flIEE-1,2-
—EEIE-4-E)-5-(ZH P E)
7 F R R

132

N__0
@Z
HN O
Fic” O\é\
CFs

N-Q2-fIE £-1,2- — E L4
H)-5-(ZHEFE)-2-3,3.3-=
B A gk




1655187

133

H
N o)

o
CF3 HN o
E/O\é\
CF3

N-(2-{BIEE-1,2- — S tEiE-4-
%)-2'(4,4:4'5%41—%%)‘5-

136

N._0
O
HN.__O
G
OCF,
2-(BRIRE R EE)-N-2-HIS
E-1,2- Z g AnE-4-5)-5-(=%

CHEFE)F PR FR )% B A
N._o N._o

XM&

EZ
HN_ O
@1 é
OCF,

135

2-((1R,5S)-E£18[3.1.0]2-3-£

£55)-N-Q-flEH-1,2- g0t

E-4-55)-5-(ZFE P E) F R
7S

C177557A.doc

-134 -

134 137
2-((2,2-= FHBAE) T 2- (BT N-Q-HIES-
H)-N-Q-BIF -1 2-ZH M 1,2- -4 2)-5-(SH.
4-5)-5-(= R RN 45002 AR
H_o N.__0
HN o HN 0
CFs;
o -
SAWT oF, 138
OCF,

N-2-f - 1,2- &Mz -4-
B)-S-(SRFEE)2-(3,33-
SRS TR




1655187

139

H
N 0

@Z
CF3 HN_ _0O
Qo&
OCF,

N-Q2-{HI & EE-1,2- — F M 0E-4-
B)-2-(4,4,4- =& T E£)-5-
CRAPESE) AR

140

N o
(s
HN O
&o&
OCF4

2-((2,2-ZHAIRRNE)HE
E)-N-C2-IE5-1,2- — SHtuE
-4-B)-5-(Z R R EE) E R
S

141

H
N )

E;V

HN_ O
»
FsC~ N

4-(B=TE)-N-Q-HIEHE-1,2-
— G EE-4-E)-2-((6-(=F
) Hte-3- ) S R Rk

C177557A.doc

-135-

142

.

0]
NH
~
HN o
oy
~
F3C N '

4-(B=T E)-N-(6-fIEE-1,6-
A EE-3-E)-2-((6- (= FHF
Ho) ke -3-5) E A FE R EERE

143

N o
QZ
HN o]
O :
Cl
4-F-N-Q-BIEH-1,2-— &l

lg-4-55)-2-((6-(=FFH E)MtnE
-3-H)EE) PR

-

|
FsC”7 N

144

¢

H
N__O
~
HN_ O
oy
2
XogN
CF,

N-(Q2-fI&E-1,2- — F g -4-

E)-4-(SEFE)-2-(6-(C4

L)L IE- 345 S 6 R
B




1655187

145

0

| NH
~
HN_ O
oy
|/
F,¢7 N
CF,

N-(6-{fl&£:-1,6- — F it me-3-

E)-4-(ZHFE)-2-(6-(=ZF

ER R DLE O - 3- ) AR ) 4= FR
i

146

H
N 0

@I

HN 0
|/
Me N

CF;
2-((6-FRELILEIE-3- B & AE)-N-

(-l EE-1,2-Z gt ne-4-5)-

147

A-(ZF P E) SRR
H

N 0

O
HN 0]
| P
N Me
CF3

2-(2- B EEIHL -3 ) ) -N-

(2-fIEEE-1,2-Z gt ie-4-5)-

A-(ZF P E) A G

C177557A.doc

- 136 -

148

4-(F="T £)-N-(1-FE-2-f

SA-1,2- g e -4-5)-2-

(6-(ZF FHE)L0E-3-F)F
)4 R R

149

4-(FH="TH)-N-(1-F-6-{]
S FE-1,6- g itne-3-45)-2-
(6-(ZF HE) LI -3-B)
)7 A
H

150

N 0]

q
HN_ O
@[OKEL
| 7
N~ “Me CF3

2-((2- B AL IE-3- 2 & K )-N-
Q-EIE EE-1,2- — G 0E-4-5)-
S-(= &P E)F Fifk




1655187

151

HN (@)
B °
s
N~ “Me OCF,

2-((2-FA LML e - 3- B E AR -N-
(-l E-1,2- G MEIE-4-55)-
S-CRPEE)ETERE

152

2-2,4- “HEFI)N-Q-HIE
Ho-1,2- T EIHEE-4-55)-4,6-
CHREDXEPRR

H

153

2-(4-35-2- FRE S ) N-2-
BIEIE-1,2- GOl 4-25)-

4,6- 8 (= F A ) R HERRE

C177557A.doc

-137-

154

J

H

H
N 0
=
N 0]
/[:[O CF3
F OMe
CF,

2-(4-F-2-HEEFREE)-N-
-RIEE-1,2- " g E-4-55)-
4.6- 2 CRFE)FRRE

155

N_o

Y

HN.__O

o) CFs
§es

CF,
2-(4-FAFEE)-N--fIEE-
1,2- G L 0E-4-55)-4,6- (=

156

7 AR S R R
H

N )

EZ
HN o)
CF3

N-Q2-{HIEEE-1,2- Z E HEE-4-
H)-2-KEH46-E=FH
B PR




1655187

N0 N._o
HO HN o HN O
0] o)
157 i 159 OH
CFs CF,
2-(4-5-2- (R B B A5)-N- 2-((5-5-2- AT E) E5)-N-
(2-REEE-1,2- Z E e -4-5)- (-l EE-1,2- Z G e -4-5)-
A-(ZHEFE)FEHERR A-(Z B FE)FFERRE
N0 N._o
q E;r
OMe HN 0] CF, HN 0]
0 / &
i :] 160 /@
158 - 5 -
CFs 5-F-N-(2-fI&EAE-1,2- &t
2-(4-F-2-HEEFEH)-N- UE-4-5)-2-(4-(444-ZH T &
Q-IEE-1,2-Z EIHIE-4-55)- ) B R

(=R P E)F TR
E—BHAT » ZILE&Wk4S-ZE-2-G-E2-FEHEFEEE)-
N-Q2-flEE-1,2-Z gt 0E-4- B ) KA HG sk R 2 Lo 28 -

ErE—ERAF  ZILEWHR2-4-F-2-FEEFEE)-N-2-f
fE-12-Z8MIE-4-B)4- (2R L)V EPFHEHEEBEZ L #EZY

B

EE—ERAF  ZEEWHR4S5-Z&-2-4-BF EE)-N-2-f
SE-1,2-Z g HIE-4-B)F AR EBE LR -
ERZ—EEG T » ZIEEW44,5-“8-2-C-F-4-BEEFEHE)-
N-2-fl S &-1,2-Z“ F ke -4-F)FHGR LB R LT #EXZE -
EE—FHA T &YW Hh2-(4-F-2-HEEFEE)-N-2-f
AE-12-ZGHE-4-E)S5S-(ZRAFE)FHBREEBE L#EZY

C177557A.doc -138-



1655187

EE—EEA T » ZEEWEHEN-Q-fI & E-1,2- S0 5E-4-5)-
2-4-CRFER)FEE)4-CRABRFTREREBE L THES
B o

ES—BHEAT » ZEEWH2-G-BEEE)-N-Q-IEE-1,2-
—RE-4-E)-4- (R L E)F TR ERE LT R -

ES—BRAT » ZEEWHS-R-2-G-B-2-FEEXEE)N
(2-fI R E-1,2-Z G IE-4- ) F ARG o B g ol iz 2 88 o

EF—EHHAT  ZEEWHEN-Q-RAIEE-1,2-Z F UL E-4-K)-
2-(4-(CAFEE)FEE)S-CRFRFRFHRHE LB E o Hs s

B o

ER—EHEH P BB WH2-(-F-2-FEERE)N-Q-HI &
1244 CRE R TR LSS ey
B o

EE—BHAT  ZEEWH2-G-F-2-FELEE)-N-Q-H&
12-ZE -4 E)S-(ZRFER)RF LB AT

BB

AR BT > ZEEWH2-Q-E-4-FFREE)-N-Q-fI F -
L2-Z @t 0E-4-5)-5-CRFBEPFRE L BE LTI @ -

EFZ BT > ZIEEWHS-8-2-(4-F-2-FEFEEHE)-N-(2-
g E-1,2-Z G Mt ie-4-B)F PR L R Lo T o -

EF BT > &M H-8-2-(4-F-2-F EE EE)-N-(2-
R E-12-Z“ gt E-4- ) KPR LB LS ® -

ES—BHEAIT  ZEWHRS-F-2-Q-F-4-FFEH)-N-Q-H
FE-L2-"EME4-B)FFRE LB TS -

EF—EBEOT > ZEEWH2-((5-5-2-BEFTE)EE)-N-2-f

C177557A.doc -139-



1655187

fE-12-ZEME-4-E)4-CRFE)FRMERKEBRE L #ERZ
B

EF—EEA T > ZIEEWHEN-C-AIEE-1,2- = G L g -4-5)-
-EREESER)S-CRFR)FFHEE B ELTTHEZZHE -

En—BRA T ZEEWH2-Q4-Z8FEE)-N-Q-AIEE-
1,2-Z g M E-4-5)-4-CRFR)FFERCEBELTRZZHE -

EE—BRA T ZEEWEN-C-AIEE-1,2-Z g Mg -4-5)-
2-2-ZRFRE)FER)S-CRAR)FFREEEBEZE LaT#ZY
EE

ErE—8HO T ZtEWHh2-4-BFEEAE)-N-2-Hl & E-1,2-
TG M E-4-B)-S-CRRE)FHEE B E L ERZE -
W88 AR - Ak - RERHMER
B L OERBRESH

WAXFramill - ZSAREAERFIZE N EE ZHIHE 216
&y BEEARELSYE AR AREEBRRI)L T ZBER -
WIER PN - 1BHERE B - wE&REXE - ILAFHRER - K
BE - BRMAR - BERRE  RREMARE  SRMEAE - EEH
SRIEMREE - REBLEAE - At EFARFHZ S —BEF > #ZH#
BEFTEZZESY  EbPZFEEVEsE—AXFMELS
Y BERBERE SRR LA #EZ Z8E - ERBURE - EREEE S
T ZFEEYRBERE-— T B -—NSBEEMEER -

IRIER R > REAZHPLSYTURARERZFRELAEFE
HEBEURBE LRI ZVTEYRAEFE - REXRH  BEL
EZZUAEDEEERRN)BE LRI ZE - ZFELS
RE—HEEAEFTEZ K EKES ¥R ;048R AR M
MZIEEMRE RN IBRY ZEM NS IEITER -

C177557A.doc - 140 -



1655187

AXFEMRZMmE "BELTHEICE | AEEAEBE 2 A
HENEREAANBEREESVESEBEANEESEM - % -
BERERFEOLEEESHEGR/ARILEB S 5 SE - T8 L
EZZE  BEAZRALCEYZIE—UTESFENEE HEER
REREGENERNEAERERZHLEYRENEEERB YR
%%%°$I%E%Z%%rﬁﬂﬁ%ﬁﬁ#%ﬁ%%%J%%Eﬁ
i ) S5 BR P U 1% T JBR P 4% B 8 3 1 2 MR

EHLAFEZZBRARMERAFTE - Fl40 > S. M. Berge®
ANTEJ. Pharmaceutical Sciences, 1977, 66, 1-190 5% 4 R it B2 &% |- =] #3
RZE8 > ZXRUSIAAKXFARI S - RFHEIEY 2 BB Lo #
RZBUBTTLEEEEERRERBRB I HE - B LTHEI &
BRNMKEBZ B GESRKRWGID > B - SR8 - B B EE
[R)NEFRBEWBIN - 28 - &8 - BREE - Bofs - SR - 5%

MBS BN EREREARMGERNFTRZ LA &F
RPVREBEEPR S  HMBELTHEICEUEC _BRE - 5%
PRE - DURMBLEE - RAREY - FEMYE  F9PBE  HBED

TERES - TERE - BIEHYE  HISERE  SERBE  BRERNE
B —_HERBRE - O ANEBE - 2ERE  TRBE EER
B AEREERE - B  HEERE - L3S E=R®E O
PR SAPREE - 2R -ZRBY - AHY - ARE - AR
- AEAGERE  BREE - BRBRYE N K% FEB® - 2-
iR PR WERE  HBRE -  ERE - RS . e
PRBE - RIZFEREE -  BMEBE - 3-FANKRY WD  TuwpBg

FOKEREE - WEREE - DRGSR - BRI - Wit - BAMYE - RE

_[_.

B8 - H-FREERE - RS XEBRERENLE - TAEEE
EMZBUEREEDE RISBY  HEEN(Cl b8 - K%

C177557A.doc - 141 -



1655187

HAREEAAR M ez E— Bt fEBZUHEL - THEH
Z IR LB KBUR TSI o EEY - Rk 8B
t&EREEEMNE - HE e 58  SBERFEOLFE - -EEE
HMmBE rESI BEemEs Wk T > EGHEHE
MNEET S8R AR - WER - SRR - PR - BRREEE
BRRSEEBEREERE TR -

MAFMM  ARACBE LEZIZHSYRINE S B E
EEmRIEHE - EEISEE  OAXFER  HEBRERFEERS
ERBZE—ERFAALSE  WREBREMBEER - 280REREF
Bl - REEMNE - F2HE - EHEBI AL HRE - ER¥ES
| ~ BB Rt E - Remington’s Pharmaceutical Sciences > 2516
B§ » E. W. Martin (Mack Publishing/) 5] + Easton, Pa., 1980)i& 5% f
B L RRZHe I SRR RER ZEHEM - -8
ABRENTEZERAYRERNASHGEER  BEZEHEBFNEALR
ZHLLEYWAHEHERBAI  FIEEEFAREZ EYBENS I
DEEAABBE R FEZ2HEY b 2 EREMEDHEIER - —
L AR ELTHEZZEHB MBI ZEASBE(ERRR)HETFXHE
Bl - S biE - WEASERSE - UNEERE MAEO WA ABMEBE
B)  @EWEWIW - BERE - BB - LRBESOLREET)  fNE
YRR By HHEREY - K BXHERE (P OREARKEE
A~ BERRE 0 - BERE ST - BN HE - BRZS(W ZVE
)  BLMULRER ERGEE @ R2R-REAR-RERES
Y - EFME - BB AW WEERERE) D RS S0 EXKES
RESERY  BERERETEY  FIUNRPELHERN - LEBE
ERZEBBET HRREZFE £ HB  Fom BER - 4
WE RS R I Ol BIAITEAEE - RRAFE S ALAEH  Z MU
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B FRARAREH 2B fIORN_BREZ ZE B fl1H
BMIERAERZE  BE  &EH > fIUESLERSARAIE B
R BEARZK D FBEK MK AR (Ringer’s solution) 5 Z
ErERBRESR > UREGRFESHEEEH (B0 > BEER
Bt R HEREER %) 0 BRIBEC TR HE > REEWPRAEE
0 - BRCE - 2FE - HRA - BURBRSER - BHEE RIS
BH -

ES—BHT FLARBLEEEAEHLEYRBE L o#
ZRZBBZBEHEESY -

ES—EHET  ARARBREEEREREZARIRNAI LS
MZIEEMUEBE LTI HSTER — L TEEEE -0 52 2 88 %
HENRELSY -

EEWREBELIZEZZERAESYZ FH#

ES—EHT  ALUARELNFERBZERMZEHKEEY
fA 0 HESAERREXISA YN EEE o HEe 8T
BEUEASY EH P > EEFIEEHIEEHNavl.8 -

EXN—BRET  AZHEARBBLEEERBZEBERE  BE M
CREBAR NAFRERE  SMEE - EXUEE -  BEXRE - F
XHEARE  SRUELE EFH=ZREGRE X2 OLEFREIR
WHBEMZNZE HRAaREFHEZRIHALEMZILEY
HBZ RS ZENBEESY -

EX—BET > FLARAAEEEABZERNNELRES
ZhHAE > HPEEEEH X UEBRARE - KRB (Crohn’s disease)
ARBENEEEBRXERRE  ETZ7 88 REEREZAIHAL
EMZIee?  HBELOESICENBEEESY -

EN—BHES  FARHABRRAERERBIMERERBEIRE
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HEEMZGE ETHEREXFEE SRR MEHE - BERHME
o RMEHIVER MR HERE - = XHEE - OENBERE
BHETMERARE  JBR BHEEE ) MIEEEE  REKMEHE
(Morton’s neuroma) ; & BIREG - HFHERKE - R EEHREE - ®
CRFE - LFHER WEHRE  FHEEHRE > EREERERK
RIEMREF - EYFASIEZ AR EBELAEREASIEZWMERE - it
REFRBRASIEZHERE  FHEGERAE - RHEME/EEmL
WE - FEMRBEWERE=XEETHEHRE BT EES’
BARNEZAIRAIEENZLEY  EBELTHS I BENEEEE
&Y

EX—RBiEF  AEAFBEERERZ I AE K REIORK
HBEERZAEA  HTPHIARRKEESFHEXRER H -~
B BRERREESRE HPZ B EZEaREFRNEZAIHATIEEY
ZAEEY  HBELEIZBENBEHESY -

EX—BET  ARXHGRBREFEEZI S RERBRREH
BREMZHE > EPSFRUKEESBRERERME XA BRI E
HPZ A A e REFRNEZAIRA LG ZEEY - HEE LT
ERZEBRBEESY -

EX—EBEY  AFEFEBREFEEZEZERBEIRKE
BREMZAE  ETEZEUERARESEENE  HPZ T EEE8KRHE
ERBZAIRAEEMZLEY -  HBE LHESCHENBEES
8] o

EN—EHEY  ARFHRHRETINA-XNZEENHAXRE
ZAINATEEMZIeEeY  HBE L HEZZHENBEESYIER
R~ ZRISRZ B HEZ HAAaFEB e FERNITE -

Er—GHET  AXAFE AN EREZERMZEEMBEZ
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FE - HEsREEREXNIEAVLEw e - HBE Fa#g
ZEBEEEY  c S —RBET - EEFIERISNHEE%Navl.8 -

EE—EET  ALHSBANFEYEL > EEM R HE
BZHAZLZ HEBEEEVMERAEEREZANIXAEEWZ1LEY -
HEE LTSI ONBEECYER - £ —SET > BEPIEL
38 B (A Navl.8 o

ER—GHET  AEHTEAECEEBIUTRBRREERE
ERZHE: HRE BHERE - ERERE - SXMRE W
BiR - REER - MR S XEE - g E - —REmERE -
BE  EERRRAR - RSBV - WBHRE - BEE  IBE - €%
WERERGRE ~ LS8 E « LEAE - EEER  MERIWRE - EF
Rl - ZRMEEE  RIMEBEGES £2 NEE - BHESE
B REPRWERE MERBEHERE MEHRE - LBEHEHE - &
FBEE R B HEMNARE BEESUHER - EEMEX
NIRRT - BERE - PR - KIERE M - SMEHEISIEE
HAZ@EHESBAREE - BASIEZLORE EF3IL€ZLE
BL0B - aMBREEEBREY  HeaREEREZRIHAIE
EUMZLEY ABE LT ES I ERREEEY -

ESE—BET  AEHFERGRERBZUTABERRERER
EMZAA  REFEERE EBREEEERE  BRRMMEEGX B
FRETR © BHEERE  WwEREBTERE S IHBEEBEBE S e
o BCARBNEIRE MR - BB BEKE  IBSKE 18K
MEWEE RER BRMUER EEE BUEERSMMCRHEER
P RMEE ) BRRMHERE HIVERE SRS = X
G ERMZRWERE  BEEMEEMCRE  JEFHKES
RUHENEE RUOMRERKE > WERRKRE L2 EsEr
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MIRBEE S IHNBEEAIEZHEREEE AFURKRNERERE > F
EHEXE FREERE S PRBREKE  EMERE  EREEREXE
EMER 28R HESRAER  lEE S FEERE 5 S
NERRERE MEERRE BEETER SR IEX  BG/ES
KiE > cMARBE BTEAEX MEX  HEEX  BEZE TN
BRSO FAR BRE SHERERRE  EE HEEMNEKRE
=X BERIMEERRE S SHBRERE  TEARESRN
o 2MTRESERE S SRAEBANE: SHERX > ZEHER
B GHERE BXER IR ZHUEELEEM)KE HIBEK
o ME R E R 0 HZER KR (Behcet’s disease) & © 7 M AL HEIE
FRAR R &R 0 B E Z K& JE (Guillain-Barre pain) ; T BR 2 ik 8
E > B PEE K E {2 B (Haglund syndrome) ; FEIR4ALBIERE » £/
¥ EC 9 (Fabry’s disease) &9 @ BERY ROMFR ETHSEIR © FRAZE & BB
HWEETUE © BACARREMB®SE © BMEMBEMRJAC) » AiFIlE R 18 &I
RIEMET BB EME(CRPS) | BZMRE - HMREMRIE - B& -
HESLOCKEIEZRE  EE3REFREZAIHAIEEY 2L
ey HBE iR W BEESY -

ES—RBEF  XEHEBRGRERZ &R 2 KR BURE
HBEM 2% HEaREFREZANINALEYZLEY - &
BE TEZZBNBEAESY  c BB MERERFEHRER
fZ e - MERFMERE  BHHIVEREREBEMERE =X
AR - ORERERE: - BETITRAER - 4)8% - BHEwERE -~ 5
BHEEE  EEEKGSE  EERESG - SHRE - BREER
B AR - AEMCE - ARG FHEEWE c EETE
WA REREE - EYREEASIE AR BELAEFASIEZMWE
B NRERRERESIEZHEE  FHREEERERE  REEN&
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EHERE  EEURBHEREN =X FHEHERE -
I B

E—BHET  ARXAREAEAXTFIMAL LGV REEAESY
ARNEARIHERMZEMMNEECESR AR - B BT
B BR P47 AU 94 4 18 A Nav1.8

EX—EHET ARARBAXPFMRZ SR EE S
MARHERANEREBIUTABRRELRER 2 ERZHR
IEtE&RE - BR - ERERE ABRER SHRE - 25k
A~ BIERRE  FEMKRE SRMELE EEHZKEMREE -
RERLEBFE -

EX—EET  AERREATTFRL 2 S RBEE S
VARHERNGRERBZBBERNREEFREH B Hig > H P
BRESEXMBERARE  TERBEEEEEENERE -

EX—GERT > AFARBANPHRMEZ EEYRNBEES
VARREAR GFRERZHEHRER BRI RELREHE L2
®o HPHEREXROIMBRMEE - MRBEWER - BHHIV
MHEAMEREHERE  —XWEHE - OBENREEE - BFfrk
B 2B BUEMEE SMEUEWEE ) EER WA MEEE
B - AR - BBCEERE - ERE - LFWEHE ) SR
B BHEENRE  ERYERREEGEE  Z2YEASIEZHME
o BELEFEASEZMEE KNERRERAS R EE
FREGERARE  FEME/ISEHMEHRE  EXEEEMERER=
X B EHERE -

EX—BET  ARARHREAX T2 LAY RBEEGS
VHRRERANGRERBZINAETRERNREEREEZER
#oHPHARRABECSETWEXER BF - 48 BEARX
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i e

EXN—EED > AEHAFHRR AN FHERE Z SR
ZEGYARRERARARERZZEX MR FNRELFRESEZ M
ZHZ  HPS#XURARECSBHEREME XK ENIMEE -

EN—BEP  ARHREAXPHRMAZ e NEEES
VRANREREAR ERERZREMEARNREERERZELZH
@® R RERFUAFESEENRE

EXN—BED > ALHRKAXPHRMAZEEY KB EES
MANRKRER-NZEENHAZCEYRBEESYERZEAR - Z
I BB HMEHRBES I Em AR -

ErR—GEP  FEHRBAXTHRMAZEEYHNBEHES
VARREANEGRUTABNBREEBRERZERZHERE @ XA
FoEMRE - MEREAR  BXMARE - BEIX - REE - HE
B ZXHER - EewEE - — MR - R - ERIRRE -
CEMRE - RHRE - BRE - TBE - EBUBEEHE - Il
HLEAR - BEHER - wEROWRHIE - EERHA - ZHMEL
i~ RIBMBESRE - RE - ARE - SHEXKRE BEERMLE
B MBREEERE - ERE  LE5WERE -FF > BE > BF
A REERRE EERMARE - ERMEER INERE -
EASR - PR - KigHMerm - SMEEIRERE - IRZESERTEAER
AL - BAOSIREZ L08R - BF5IEZ 0GR - 0 > SMEBE

BB E

ErR— BT FAEHRBRAXFHAMEAZILEANEBEES
MARREANREGRUTRBERNBELRERZEZELZHAR * REE
ERE Bt EE  BECRIEREIR © BREIX  FHERE
HERB TR NSHBEAREEMRE  GERE BEMOTAR 18

%&i
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AR E - IBF  BREARE ) IBSEKE BUrRSMEE  FREE
RRMEERE ERE BUERSEWERERE B ERE B
PRFEIRE - HIVER M HERE S XHEHE EERA KL
e BEMEREWERE SN ARG BENEE ) B rm
KBEUGKE  HERKE B RASE ISR ERRE R
SIEZMEREBRRE  AEVRMTERRE PEEARE  SEREXR
W OPRBRAE AR ERMERABERE . U85 EE
MERRE: HAR SR FHERERE 2UENAERAE MR
BoOBEETER SR REX BE/EHRE aHNEE

BXCMEBX EEX CBEZE L BE OB BAR ¥
Q- SUHEERKRE R BIEEMAR &MEXYE - BERS
ERE KRR FEANBEESEUE  SUEBREB K
o SRR ME © SRR REUERE HERE BXK
AR SRMELEMS)RE  BFUNBE  MERKE 8
ERERAARE  BUHEHE: SRXAR BE_KRE TRAE
EHEEE  BBERREGE S RRAEERR ZHHRFEE
B BSRLEOLRAETES R PRAS  BEMEIAE U BRI E R
BY BIEMEBMRAC)  AUFIER R 18 RIIE 3R 5 14 B K E R B
(CRPS); RZMAR  HEMEE - B  HERLLEIIEZK
7 o

EF—ERT > ALARBEXPHAMAZCEYRBEAS
AR EERNEREERE ﬁf?ﬂ@“‘-ﬁiﬁ?éﬁZ?@mZFﬁb - £
—HBET MOREREGEARSHEEE  BRAMCSE  BE
HIVEMER R ERE - — X w&HE - OBRNBERE - BEife
AR AR R SMEM AR EER S - R
BIRE - BHERE - BB EEFE - MEIRE - SFWEE - W
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B - BRI - HEMBEARERE - BYFEEASIEZ WL
R BELASREASIEZMERE IKERREFASIEZWMER
HEREREERE ER#NENEEHERE  FXUREHERER=
X B EWHEEHERE -

B FEIBRASYZ RE

EAFRHPZFEETHEF > Zbe? - EEZ L #EZ 2
BELTEZZEEYWZ TARE ., RUARERERERE  BE -
HERERFE  NAFTHRER SHERE  FXEXRE - BEAR -
FEUERE ZSHUELAE EEH=KREREH KEHLEFES
ZHBERBREEBREEZE -

MBEAZHAGE > ZFLEORECHTERFRERE S
BAXHAIBZ FERFRRRERNRERBREEZ AR REM
REREKE - RERZYE - Fi Rk —KikD - BEBENE - FE
2R - HigHEARENLEENE > EEUETEERTEL - K
ZHLCLEVBREAECRBEEURAUERTRET—FE - A
ERHzRLE "HEEUPR ) GEERRKERBEZER ZYEER
BAr - 7800 > ERRAE > AR EVRESYWZIEORAETHEEE
A HECHBEHEEEARAE - ET-REBABREMRBZERE A
BEETHARSEREZ  SEMAERENFEREN  FTAER
&Mz EYE  RERRESY  ERZFEK  RBE - —HKBEK
o MRIRERE MR AEBLEEWZKERRE - KEEE KRR
RBRFERRE  BFAERRILcWEcKEARERZEY - KB
BRMPRAZEURE - AXHEAZMmE "EHE, XN "BE, E
BEY > BRERWMADY > ERERAE -

RAERBAZBESEME  AXHPZBELIRZZHESY
AT ARNAABEREME LR - &0 - LEE - FFERE - &S
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AN - KR2EAN - EBEAN - BRWESRE - )ESEE) - &0
EAEOEENEEHE)NEOLE  EEEFERA P A8HELES
P E] LA490.01 mg/ke(ERBAE /R FI4Y50 me/kefE s/ X HEEY]
mg/kg{E GRS E/ R E4925 me/kgH BB E/ AV EHEEE X —HLRK
OIS IR B 1 B LU 1S BR 06 B S E -

ARNEORAZ RBREGEERRR)EE FT#22 4K -
AL - BR - BRR  BEREE - BREMIESWI 0 R R
BHERKMFEIRNE 28R (B0 K 5 = A E) - 8 E K
ALHE > Bl 28 - RRE  WBZE - 2828 - $95E - %5
BRNEE - W~ 13- TE —HEPERE  IEENS BRE
Mo~ AEETH ~ EoKM - MR - WEH  BRCHEZROH) - H
UE MR B BERUNEFZENBEERLESY - RIELFEE
Foh > KOHEESYATBEEE - Fla - BERE - ALE R E2HE -
EHORAE - BURBI RS FHE -

BIAR IR AR 6 A B H 4y BB SRR B R R B Ak S R 6T 5
SPEEE] - BIA0 - ME TE S KM EOH M ORI o B O A SUBIR T
REREFEZFBEESZHEBSRAE P2 RETEHER - &

CFWECAR  BITFER LT IR 2SR - AR S
REBIXHEBK MEEBSHK USPREZEAMEBR - B4 0 iF
ERAEETESMHBHERBAESRBENE - HRIELEYW > T8EA
BERETHEN _HHE FMAMTES LN - B4 x4
R o HEO R SR -

ERNREYTWOERCAEBE ES BRI EHMARS
FIRETRE  ZEREBETEEAINSBES BN EG KN EM
BEEITINNEPZBEERESYER -

RERASFLEMZHUE  BEPEE K THI N EH KR
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SUEEWZIRY - KHHEEEREEBREKARZERNIFRETT
Bl RBBERARER - At - L&YW RWERREUAR B HEH
R WHBEREMIMAREBRINREEZER - Z—BELR
HG LM BRI BTN HEERPRERFERRELEYRALZ
EERY - EHETEYHUREEESYGIN > FAR-BEIRXEB)FRK
LeMzWBAERMETIHZERYEN - RILtEWERSHYZ
LERFTARBEREMZHENE @ TGS ZIRNER - KL
YT RRESY 2B ER(RER) KT @EE) - FTTEAKEE
MEANAGRBHSBHEZ EEREMAR T REEHERY T E5H A
] o

AREBNREREZHSYBRERRE - HRE B A%EH
LEMEBRT AR ERE RSB B0 - L 2B
YRR  ZERPEXERERREE TREREER AT
BEBENEETEEBHEERERNRECLEREEEE -

KOFAZEBBUGERE - A - B - BEIRBEM - &£
ZEEREAE D FEHLLEMGREE)-ERE LIEZZEERP
B E B (B0 > MEREANEER 5 R/RUTHERSE -2 HR
FIsiE 88 - Bl > B - ALK i BEE HBEBERYEK D)
FEE - PIMBTEBEESR  BHYE  UAR  EZGEWBER -
WERMIEE o) RBRE FlH M d) FHER - PR - KEE
B BEHERARERY  BER EOEWHBRERREN > o) BRME
HE > FIMAE > ) RUURER - Pl Ngizbs? > ) BHERE
Plan s EAS B R HOMEEAS B BE - b) RWE  BlUSHEKEE
+ o Ri) BB flwEaY  EERKS - HiERE  BEEL
B AREGRBARIESY ERBE {EEARZERET B
RS &ER -
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1 (€ A 56 W0 7L 1 (lactoseZmilk sugan) AR S FE R Z B K34
MLBFRPRZKE REHETHEBEES > SR RAEMER >
EIRH S IERETHE - §ER - BRI BE - AB KB EEE
MuEHBEEREREE N AaREEBERAEETTRAZE
i - U ETESHECH BN R R R E M EE & CRE
RVEBEZRE Mo PEBBUEERGNEESY - A BEES
MZBEPBERSWE KB - 72 # F 0 A5 (actoseE milk sugar)
EEnTERZZBRBNHESESRPHNKEREEHAABEBERE
Ho R RAMEDEN L EREHSMERERHE -

AL EVTRAIZ2RF —XNEBLABBEE Z MBLEER - 5
B~ MERSE - B - B RSN 2 B RS A T (E e B R AR R
o BIANBEEERE BREHCGERBEFALENTPROZH4a
e ERFEREED > TREECEMEE D - EESEHEEE W
W M AMESRRR)RES c ZEBIEBREEREE LR T aE

HEBR-WESHEMYWE - 50858 E B Kk H it B & BB (5w
WRERERMESER) £BE fERABZERT  ZEEL
NOESEEE  EURFZEaFEXBENTAEEEUEE TR
ECEDEBEZE-FOoTBEEERONEEY - IFERAZQ
HEEHZENEEZEME RS -

AREHREERERAZHLCEMZBACEHRE - B - 4
B B - BB BB BR - EBER - RABISME c EEE T
EREGRGTHEHECABE L EI 2 HE AT -FREHREB®N
EEHERES  IRAALY  BEHRERBSA&ENASHERR -
HI > AR EEERERMSR  EEARSBRELCED I ZEE
RZEIMER - ZEFAUTHEHBLEVMBRR IR EENE P8
o RAEARWRER RENZCENCBEEZBE - BRO#H
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HIRHEERZEFENEERCEEY IR RS Y E T SRR P R E
il

W EXFBE - AEFHESY I HEERPZEL N EE A
B - E—EBHOIP  ZEHZAEEWRESY B Nayl 8 Z HIHIAE
Hit » FHFEZEAFEERRE  ZFLEVRESYRIARE
BER - WASRE(E P ZER %R SR EH Kk Nayl .8 Z BUE
EMEE)RNRELEREY - EREER - HRIFIEP S K Nayl.8
ZHEBUEEBER  ZEWR O WARBRESTEELE "Navl 3N &EHY
R - WIRERIE ) - Bt S -8B > FRHREEHEERR -
AR BURE (P % R AR R R Nay1 8Z BUS BUE 8 & ) BB K
BEMZHE -

AP AENay L3I FI B Z AL &Y Z &M =] IR IB2 A SCE B 11
Mz FEBRBAE LR ERKME TR Z T A -
E 6 B H

MERE  AZPZLEYRBELIRZIZESYTRHRNE
EEE > ZELEYRBEETEZ ZHEY T E NS EEM
HZARBNEBEEFER - ZAINZEBKHE - EHEHTEFERZ
BERECERBENEF)EAEHZTRMEERBK/NEFZHENE K
AR ZHALIERENIE - TNIERE > FrAFEEATYHEEREEZERTE
HWEMDBIM > AGPEEYIEBREREERREZS —E8 K&
B1) » SCE T EM A FEBE (B EFHER A BRE) - 1A FATE
i BEREDERIBENFEERIFRZEMERREE "ERN
FraRERSRM, « fld > BOMZEMEREEEWEFRRR)
JEE IS R Ik Al (55 Bk - B 40 K 36 & B& (Etodolac) ~ 3| Ik 3% 3¢
(Indomethacin) * £F #A % (Sulindac) ~ £ T (Tolmetin) ; ZE K »
M 25 T % B (Nabumetone) ; & B (oxicam) - fl 40 0t & & &

C177557A.doc -154 -



1655187

(Piroxicam) : 2 REE KB ITEY » B4 £ B % ) (Acetaminophen) ; &
» B 40 3F 35 & %5 (Fenoprofen) ~ & bk /& 25 (Flurbiprofen) ~ 77 3% %%
(Ibuprofen) - i j& 55 (Ketoprofen) ~ 25 ¥ 4= (Naproxen) + Z 4§ « B
/b & & (Oxaprozin) ; JKiGEEEE » 40 F 5] UT Ak (Aspirin) « = 7K 45 B% i
i 8% - Z % J& W1 (Diflunisal) ; 7% #B B (fenamate) - 5 40 B & 25 B &8
(meclofenamic acid) ~ B 25 F{ B (Mefenamic acid) : J OHL0A » 540 % £
TEE) : EBR (B 2) 3 8 B (B 40 7] 5 [’ (Codeine) ~ 2 KB
(Fentanyl) ~ & % Bk fd (Hydromorphone) - /£ jE "% ;% (Levorphanol) - B
U (Meperidine) + 3 ¥) Bd (Methadone) - UE HE (Morphine) - ¥ %
(Oxycodone) * ¥% IE uk fif (Oxymorphone) + K &, (Propoxyphene) ~ T
™ £ B (Buprenorphine)  #7 #£ k3% (Butorphanol) ~ #f{% 3 (Dezocine)
4317 23 (Nalbuphine) 5z 8 % #7 (Pentazocine)) o 534 » o] 81 # B — 5 %
BALHCEYMESERIEEM LB AL - Bl - 5T 6 B /B G
MEN L ~ HEETHBTHT) - 1 &8 INFH(CNSER 1R 2 fh A8 bA R A1) ~ #h &K
AT (R HE BRI - HERN)  BREWEEEL BREE - B8
%’wi)%ufim( VR A-EIRNT - EYREHITRFE)FE - EAth
i E G BB S & (% 4t /A The Merck Manual » %5 198K » Robert S,
Porter )z Justin L. Kaplan, Merck Sharp &Dohme/ 5] (EiMerck & Co.y
8 ZF A HE), 2001 R & & B %Y E HEF (Food and Drug
Administration) @ ihwww.fda.gov » HEMAFLUSIBF R AL
l:p 0
EXR—EHEG S » HEEAEEGEEUT
(1) BHRALEFEE - FlOEeE - 788 N (heroin) ~ FIEHEERE - &
S UEE - EHEWSIZ - /& YR 4T (levallorphan) ~ EIVER - BEIE - ZF K
JE - T f @ (cocaine) ~ R - ZEH/HR - BEFE - 4 9
(hydrocodone) ~ W&} - 4135 %5 (nalmefene) ~ 4474 25 (nalorphine) ~ %X
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B - 498h R (naltrexone) ~ T R FEYE - RFLWESE  AVHR 25 SRR AT

(2) Ik %5 B [ B2 B 3k 2E (NSAID) - Bl 40 [ =] 0T #F - %5 52 3k AP
(diclofenac) * Z & EM - k5L EEE - % 4 25 (fenbufen) ~ JEFH IR 55
£.55 70 B (flufenisal) ~ EELIBZF ~ B HF ~ BICREFE ~ HIBS - BAS
A% (ketorolac) ~ B ZFANES - X AREE - 3278 & B (meloxicam) ~ 2T
£ - FL 4L - JEEE Fl(nimesulide) ~ HEFELZ 5 - BIDIR
(olsalazine) ~ BV - FET EE - M & EHF - 1 & b B Lo
(sulfasalazine) - &7 #KEE - #£35 T B4k X B4 (zomepirac) ;

(3) B Lt % B8 (barbiturate) $H #% B - B &0 B K B & &
(amobarbital) - [7] ¥ kb 3% (aprobarbital) ~ { T Lk % (butabarbital) ~ i fth
EE 3% (butalbital) ~ B % EE % (mephobarbital) + 22 7 bk 3% (metharbital) -
3% 8 tb & (methohexital) + & B2 [k # (pentobarbital) + % B tb &
(phenobartital) « 5] B % bt % (secobarbital) ~ fth 76 EG % (talbutal) ~ & [
¥ 3 (thiamylal) 5% /% B 2 HE & (thiopental) ;

4 EFHESBBEMERZEHF &G  flOHEZKAF
(chlordiazepoxide) + & #I B (clorazepate) * % i (diazepam) ~ & E
(flurazepam) ~ & & % 7 (lorazepam) - % H fE % & (oxazepam) ~ fLHE L
5E (temazepam)E = M ftf (triazolam) ;

S) EFEHESEHERAZEREMHE)ELRE > flOFEBAH
(diphenhydramine) ~ 0t #i7 B9 (pyrilamine) + & 8 K 7 (promethazine) + &
% 3§ (chlorpheniramine) 5 £, B2 1% (chlorcyclizine) ;

(6) $H &% Bl - i @0 #& & K B (glutethimide) ~ % H £ &
(meprobamate) -~ 2 HR Ei (methaqualone) = & @8 Ltk #&
(dichloralphenazone) ;

(7) B B A %5t B > Bl W B 5 7% (baclofen) ~ ® # & %
(carisoprodol) ~ #F A # ¥ #F (chlorzoxazone) - ¥ K % &
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(cyclobenzaprine) - % & [ E (methocarbamol) 3% B 2% I =
(orphenadrine) ;

(8) NMDAZBHE A » Fl404 3£ /0 2% (dextromethorphan) ((+)-3-
FE - N- B AL g o e ) 5 X 38 4 45 Wk St (dextrorphan) ((+)-3-$8 £ -N-H
EIGEUEST) - &M B (ketamine) + 35 € [l (memantine) - 0bk 1% 3 15 I 25 22
(pyrroloquinoline quinine) ~ JIF 2(-4- (% B B 57 & )-2- S G ML IE H g ~ #
fif. 5 (budipine) ~ EN-3231 (MorphiDex®) - BE Wk B2 5 3£ 025 > 4 & 3
Bc ¥ ) ~ #% % (topiramate) - X il 3£ 4 (neramexane) B, 3% % 18 K
(perzinfotel) > BLFENR2BIEHTA] » B 40 3L 35 #th B8 (ifenprodil) ~ #h & 28
i, (traxoprodil) 5(-)-(R)-6- {2-[4-(3- F A 5 )-4- FR B -1- X G L g B 1-1- 5K
ZE-3,4- 2, - 2(1H)-E K

9) o-FHF LR E > #l0% ) % & (doxazosin) + H & F ¥
(tamsulosin) ~ ©] % 7E (clonidine) + f % ¥ (guanfacine) - /5 3 L Bk UE
(dexmedatomidine) + 3% 3k [E (modafinil) B 4-F £ -6,7- — B &, & -2-(5-
B Yo - e R A -1,2,3,4- 0 4 5 1 R - 2- K ) - 5- (2- ML i o ) o e Ok

(10) =R GULHAI R Bl » 60 40 i & 05 B9 (desipramine) - >k fH BF
(imipramine) - fo] 5K %% #f (amitriptyline) 8% % B & #k (nortriptyline) ;

(11) HUEEER > Fla K E K F (Tegretol®) ~ i « FF -~ fI
FHBi B (lacosamide) (Vimpat®) 5 {& {5 i % (valproate) ;

(12) ZE B AK (tachykinin » NK)#E HUH| » 5 & i = NK-3 ~ NK-25
NK-1#E i E > 140 («R,9R)-7-[3,5- 2 (Z & B &) £1-8,9,10,11- 00 4, -
9-FE-5-(4-H AR E)-TH-[LA] " S BB F W [2,1-g](1,7]- 2808 -6-13-=
B (TAK-637) ~ 5-[[(2R,38)-2-[(IR)-1-[3,5- 8 (= F B E) K E 1 Z & %-3-
(4-F 5 )-4-I5 MR E - B 25 ]-1,2- — §-3H-1,2,4- = 4 -3-Fd (MK-869) ~ [
B4 M 48 (aprepitant) + B 230 4H (lanepitant) ~ 0 48 (dapitant) s 3-[[2- B
FE-S-CRRPEE)EE]-FERE]-2-FENEUIE(2S,3S) ;
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(13) BEHBHLE - F0 R E % (oxybutynin) ~ L5 & E
(tolterodine) - 7 IR 4& ¥k (propiverine) ~ il 5] £, 5% (tropsium chloride) -
# JF BR % (darifenacin) ~ & JE A #7 (solifenacin) + & K 4E #f (temiverine)
K B 7 L 8% (ipratropium) ;

(14) COX-2BEIZMEMMHIR - 1402 K & 1 (celecoxib) ~ EIEEAM
(rofecoxib) ~ fH K & 75 (parecoxib) ~ [k ith & 4 (valdecoxib) ~ E i & 11
(deracoxib) ~ fX L & 17 (etoricoxib) B £& 3= & #1 (lumiracoxib) »

(15) B ILEE - % E M = # 5 )& (paracetamol) ;

(16) % E & - fl 0 & WK | % (droperidol) ~ & W &
(chlorpromazine) ~ £ Ik B B2 (haloperidol) - {ffl %} & (perphenazine) ~ i
#| B% & (thioridazine) - 3 2 3 15 (mesoridazine) - = %5 HI UE
(trifluoperazine) - &, & Jy #% (fluphenazine) + & % F (clozapine) ~ B &
3 (olanzapine) ~ Fl 3% fd (risperidone) + 7% 11 75 B (ziprasidone) ~ BB
(quetiapine) + 2 12| U (sertindole) ~ P TT IR 4% (aripiprazole) ~ 2% %% Uk Mt
(sonepiprazole) - 77 E 5 #% (blonanserin) « £ 3% 1% Fi (iloperidone) ~ Uk
ZE UL [# (perospirone) ~ & & ) Fl| (raclopride) - #£ & F (zotepine) ~ B
2 5 (bifeprunox) ~ [ 25 25 I (asenapine) « % #iI 76 B (lurasidone) ~ R %
W Fl| (amisulpride) - 2§ ZE Hi (balaperidone) » E# % (palindore) ~ #KF]
& #k (eplivanserin) ~ B /) %5 3H (osanetant) ~ F| Z AR P (rimonabant) ~ %
53 #K3H (meclinertant) ~ Miraxion®3% /> 17 { 38 (sarizotan) ;

(17) FIMBEEEEZ R HE B (F 015 B Bs 3 = (resinferatoxin)
B 75 4 % E (civamide)) B¢ 45 H1 Bl (B 20 2R #U ¥ (capsazepine) » GRC-
15300) ;

(18) B-B LHR & - B4 %578 B (propranolol)

(19) FERREEER] - F 4055 75 2 (mexiletine)

(20) FEFE R - 60t 2 K A (dexamethasone) ;
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(21) S-HTRBEREBBHNEE > FEMS5S-HT iz ENE - 4l
40 4% 2K il % 18 (eletriptan) ~ £F & #ff 3 30 (sumatriptan) - B $i ff ¥ 30
(naratriptan) ~ {&£ oK i I 38 (zolmitriptan) 3%, F] B¢ #h ¥ 3H (rizatriptan) ;

(22) S-HTaZ RS HE > BIMR(H)-0-(2,3- Z F & H-FEH)-1-[2-
(4-F A 2 H)]-4-75 S L IE B B2 (MDL-100907) ;

(23) MEmmE (Pr ) L@ & - Bl 40 2 N 52 B (ispronicline) (TC-
1734) ~ (E)-N- B %k -4-(3-0t; 0F £6)-3- T % -1- B (RIR-2403) ~ (R)-5-(2- 4
FEIR T AR & E)-2-8 U IE(ABT-594) L FL i

(24) FHI'SE® (tramadol®) ~ 5 HIIEFER (Ultram ER®) - it 1
. 8 (Tapentadol) ER (Nucynta®) ;

(25) PDESHN®HIAE] - BI405-[2- £ & £ -5-(4-F £ -1- 75 & 0 1 A - 1
B 5L )7 A )-1-FR BE-3-TE PN &5 -1,6- — & -7TH -0t 0 3 [4,3-d] w5 g - 7- 9 (75 3t
#F JE (sildenafil)) + (6R,12aR)-2,3,6,7,12,12a- 75 45, -2- B #£ -6-(3,4- 25
B TS EIRA)- MR H[2°,1:6,1]- 0k 0F 3 [3,4-b]05] Bk -1,4- — & (IC-351 %
fifl 2 1L 3F (tadalafil)) ~ 2-[2-Z & E-5-(4- Z B - /X G0 0k - 1- - 1- R B A ) -
A )-5- K -7- N B -3H-0K M 3 [5,1-1[1,2,4] = 05 -4- i (% 30 BB JE
(vardenafil)) ~ 5-(5-Z B £&-2- T & & -3-MEME£)-3-Z &K -2-(1- 2 & -3-5
FEIRT £)-2,6- Z & -TH-ML I [4,3-d|E0E-7-FF - 5-(5-ZEEE-2-F &
B -3-MEUE A )-3-Z & -2-(- RN A-3-HHE T £)-2,6- G- 7TH-M ™ 3f
[4,3-d]VEUE -T-Bf ~ 5-[2-Z &2 -5-(4- Z B 75 & 0L ik - 1- B s Bl 5 ) Ot 0 - 3
B]-3-25&-2-[2-HEEAZE]-2,6- Z & -TH-IE W 3 [4,3-d]% 02 -7-BR -
4-[(3-F-4-FF & BT BB AE]-2-[(28)-2-(FE B 25 )M 08 0 -1- 6 ]-N- (W5 0 -
2-E R )ENE-S-FEERE - 3-(-BE-T-fl & & -3-NE-6,7- 2 & -1H- 1
D 3 (4,31 0E 0 - 5- 5 )-N-[2-(1- 51 28 0 04 02 -2 ) 7, 2 J-4- P 46, 2 S
B Bz

(26) o-2-0fc %8 » BIA0 D& T (gabapentin) (Neurontin®) - i
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& 7T GR (Gralise®) ~ 0 B2 & ’T B 3 & Lk (gabapentin, enacarbil)
(Horizant®) - ¥ ¥ 2 #% (pregabalin) (Lyrica®) ~ 3-B E I E & T »
(1[al,3[a],5[a])(3- i £ - EF AL - BB 2R [3.2.0] 58 -3- 5 )-Z B - (3S,5R)-3-1&
EEPE-5-FE-BEE - (3S,5R)-3-FF-5-HE-FREL - (3S,5R)-3-fF & -5-
BHE-FB - (25,49)-4-C-EFEE)WH L - (25,45)-4-3-F N &)-H#
BEEE ~ [(IR,5R,65)-6-(Rr B BL ) IR([3.2.0]R-6- K L8 ~ 3-(I-fg & H
E- B KB E)-4H-[1,2,4]05 —-5-fF - C-[1-(1H-Y"4-5-% H A& )-3#
BEE]-BERE - GS4S)-(F-EERFE34_BFE-BRKE)-ZK -
(3S,5R)-3-FE BB E-S-H A - B - (3S,5R)-3- B -5S-BHE-E & -
(3S,5R)-3-F Fk -5- B £ - B - (BR,4R,5R)-3-f & -4.5- " HE-REK &
(3R,4R,5R)-3-fx £ -4,5- _ HE-F %

(27) K > #I4KHK-6188 ;

(28) R A B REEL 2 B 12 #8 (mGluRDIEE A

(29) [7%F & B RUTHI&EIE B4 < i #K (sertraline) ~ <& i PRACEH
)% B E &M - F T (fluoxetine) » 35 % 877 (norfluoxetine > # g
TERERB#Y) - FARD A (fluvoxamine) ~ §HZE 75T (paroxetine)
75 Bk 35 BF (citalopram) ~ FEEKE B Y X P A EEE R - KM E B
(escitalopram) - d,l- % ¥ N B# (d,l-fenfluramine) - JF Z 7§ ;7T
(femoxetine) - {F %5 P4 )T (ifoxetine) ~ & & & Wi ¥ (cyanodothiepin) ~ #]
£ 7877 (litoxetine) ~ A 75 /] (dapoxetine) ~ Z£ /A M Fd (nefazodone) -
75 37 8. (cericlamine) & il M4 7 (trazodone) ;

(30) ZHE FRZF(EFT ERZ)BRUWINHIE - #1400 E &= M
(maprotiline) ~ )% JF #83 (lofepramine) + 3K & *F (mirtazepine) + MR &
# (oxaprotiline) ~ 3E M 57 B (fezolamine) ~ 3% 25 75 5T (tomoxetine) ~ 3K
% #k (mianserin) + %2 JF L d (bupropion) ~ 2z JF it E (X 2 ¥ 78 & & R A
BE - 22K 25 ¥ (nomifensine) J 4 )& /b % (viloxazine) (Vivalan®) » T H

C177557A.doc - 160 -



1655187

BRERZHEET LREEFRBINHIE > B0 5% K 75T (reboxetine) » 1 &
M= (S,S)-F K iaiT

Gl MEBEZRE-ZFELBRELEEHFRUINGIE - 61402 H 5% F
(venlafaxine) ~ X HI A F R FHWO-EBE XM EFE - &K iHH
(clomipramine) - &K HEA R B EFEKKMEHE - HE /T
(duloxetine) (Cymbalta®) - 3% HF ¥ & (milnacipran) & & 3¢ &
(imipramine) ; |

(32) FEUE/LE S HESGANOS)NEIE > Fla0S-[2-[(1-SE R £ Z
BEVEEILE]-L-B R - S-[2-[(I-SEEEAZE)-FE]Z E1-4,4-
“ s AL R - S-[2-[(-EREZE)HEIZE]-2-FE-L-¥
RERE B ~ (2S,5Z)-2-B £E-2-FF A -7-[(-GE B B Z BB 2 1-5-BE 1A B
[[(IR,3S)-3-fiz & -4-FE AL -1-(S-ME M 2L )- T B 1RR A ]-S-&-S-MtL ig FR g
[[(IR,3S)-3- fi B -4- A -1-(S-BE M A )T E MR J4- K EB R -
(28,4R)-2-FZ B -4-[2-R-5S-(ZAFE )R E MR -5S-ER T E - 2
[[(AR,38)-3-J& £ -4- 58 A -1-(5-BEM B ) T B 167 R 1-6-(Z & B £)-3-0 o
S ~ 2-[[(IR,38)-3-Fz £ -4-yR B -1-(S-ME M ) T BB R -5- & % &
B~ N-[4-[2-C-8FERE)ZEREAER -2- 5 Bk NXN-4625% il &
ZE ALY

(33) ZHEEMEHBEEAHE - §l40% =R ZE (donepezil) ;

(34) RUFIBRRE25:BY4 (EPA)FEHLE] » BIAIN-[({2-[4-(2-Z £ -4
TR -TH-BRUR - [4,5-c]MEBE -1- B R B | Z B B ) - B - 4- B KR
B B 2 4-[(15)-1-({[5- & -2-C-B X & H )M g -3- B | E B E)Z &%
B %

(35) B=VGEBAEHIE] + BIN1-(3-H R -4- 5 B A -4-H - of 15 -7-
B )-38 B B BL (CP-105696) ~ 5-[2-(2-38 Z %)-3-[6-(4- F E E F 5)-
SE-C 065 16 B % S5 - /X B8 (ONO-4057) 8 DPC-11870 ;
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(36) S-RE Ry IS + FI40 75 & i (zileuton) - 6-[(3-F.-5-[4-F E 2
-3,4,5,6- V0 &, - 2H- 0L 133 -4- B )) 30 &8 % - B A ]-1- B -2 - WG I (ZD-2138)
572,3,5-= B Bt -6-(3-0H IE 5 B £6)-1,4- %6 B3 (CV-6504) ;

37) sWBEMHER UM FHER FMZFEMNDEFRHA
(tetracaine) ¥, B (ZRS-201) 3¢ £ B X 5] F] & P& ¥ (eslicarbazepine

acetate) ;
(38) Nayl.7[H & & - %40 XEN-402 - H # 41 W0O2011/140425 ;
wW02012/106499 ; W02012/112743 ; WO02012/125613 3

PCT/US2013/21535F i RZ % » BE—HBFEEXEZ £ HA T LG
AAAFAERLS -

(39) Navl1.8[HERE - 40 WO02008/135826 5 W02006/011050 Fiy
BRZEE B FFEZE2BABTHUSIAATANFARILT -

(40) 484 2 Nayl.7%Nay!.8fHETE > 21 DSP-22308(BL-1021 ;

(41) 5-HT3#5#15| - 540 & FF =] 3 (ondansetron) |

(42) TPRV 1% 88 % &) &l - B 40 K #l &E (NeurogesX® -
Qutenza®) ; R EBE LS CBRIBFE S

(43) PRz RBEHUE - FI40{K & % (varenicline) ;

(44) NEUSE B ERE R > Bla0Z-160

(45) &L REFHHUR - B0t e Bk B i (tanezumab)

(46)_RKSEA VI ES R %Y - B140 % I 18 K5 B8 (senrebotase)

(47) MEWRBRIZE > FIZWEMA-401 ;

E—BEHAIS  HMEESERBGEBV-116517 » TiRHmEMK
ZIERIN LG E Ak - K0 E (Ezogabine) (Potiga®) - & iz Bl /[ 7K &
Wk 5 2% 9, 35 (Amiket®) « AVP-923 ~ I} & i 25 (Perampanel) (E-2007) »
fiI JE B B (Ralfinamide) - & fZ 1 tb & KN (bupivacaine) (Eladur®) -~
CNV1014802 -~ JNJ-10234094 (& B 5 % % (Carisbamate)) + BMS-
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9545618, ARC-4558 -

FENAZHESP 2 HEMEeER 2 EEABBERLERE
BHRIE R — B ER Y ESYPEELE 8 - AXFBRESY
o EAARE Y BT A SRR R E— A RSN E > M Sy
FREEGEEEZHNIONZEI00% 2 @EN -

NARAZELEYNEBE LTRSS AN ARRQE
MEABSLEEBOSEE  ATE MEBEY - TERES)YE
Ayt - At ER—EHET  ARFAEERRETHEALESH
&Y RESWE S LR B 7 A b BUE R R S5 R i > A 8
PLEYREREEZTEALEZ BN - EX— BT 585G
EREAEAMZTHEALE  RESWES F Xt HEA
DRI RS EMR Y ASB LA RENREERTHALES Y 58 -
BEHAKESAEIMEALEE Y — L8 & GM TN 28
6,099,562 ; 5,886,026 ; £ 5,304,121 - AX@EEGEYMHEEHEZS
M BHIKRBEESY  BREHEN FONE - BZE -
TAM - ZHIBZRAEREREY ZEARTRBLE—S5 HE
RWE S BZE BERHESZEEEREENERES
Y BH SRR -

BB 53— BE A 14 B S 1 4 48 S S BB o 2 Nay 1.83% 14
ZIEAERZABRARIRR LY REEZ LY AaY
BEREMERELER - AXFERAMGE AR, BEWESR
RIDEIEBEYREIENY  EWASYEE £ BT 5 E R
)RR - VER - R - BEE R IR M B SR Y -

M EMERT 2Ny SEUTARBERBERBTERCDZ &
BEM - ZSHNZEHEREFRMEMERERS DY NiE s
TR R 6 0 U 2 b BT
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K HE I R 5
ASELEMTESHEHNT HEREE - TXREEIEE
M3 TR A B L BT — T - |
REE : Kbz —KME

R2 R' O Z "N R' O Z “NH
OH R? P ~ R2 A
N (o} N o)
R3 F H —» H
R4 R3 F (d) R3 F

R1

(d)T
R2

o R" 0 N
R2 \I -
N 0]
™ —= I
R 0 @) R Q

RO G R G
(2) 2B B 0E 4B « 84 M (MHATU - EDCI « HOBT) - ##
(BPN-F EL 05 0k - EtN) ~ B E(EIDMF - Z & HB8E) 5 (b) SO.CI; -
DMF » FREBI (BN Z&Hfe)d 5 (c) 2-F & EMEE-4-f7 - @ (BIME
i)~ BE(EN =& ¥ % - DMF) ; (d) TMSIZ(HBr ~ A EI(AI ZHE = &
) (e) H%(B1Cs,CO; » Na,CO; ~ K,CO; ~ NaHCO;) ~ & %] (DMF -
NMP - ZBEke) ~ ok -
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E2 : A{bEaEmz—ByE
) " N_0O_ R o N_o
—_— N N =
R3 F H — H
(@) R3 F () R3 F
R* R*
(b) T‘C) (e) lG'O”
N._O
R' O TS U
R2 =
2
R cl N
; R0
R F R* &
J

. _N._0
sz&okm_l . Rﬁiug

(a) 6-F & ENEIE-3-B% - {8 & B (EIHATU - EDCI ~ HOBT) -
(BIN-BH A IS 0k - EtN) ~ A K (BIDMF « Z & B £E) 5 (b) SO,Cl, -
DMF - ZRBR(BI Z&FHe)H 5 (c) 6-F S EMEmE-3-f - ik (B0
E) BRI (BIZ& B - DMF) ; (d) TMSIZHBr » A BI(BIZBEHZ
B&) : (e) ®&(B1Cs;CO5 ~ Na,CO; » K,CO5 ~ NaHCO5) ~ 75 %l (DMF -
NMP + ZEERE) « ho#h -

~
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RIEE3 : XAMtEhz—BHHE

9
R2 X R X
R3 9 (a) R3 Q
R® G R G
(b)
9
R'" O AR
RZ “~
OH 0
R3 o]
R G

(a) R’-X (X=CI- BrzI) - @ (BINaH) - & % (EIDMF) - &k
5 (b) A& (BPHATU) - @ (BIEL:N) ~ FH(BI Z & H ) -
=g

— 5% UERSEU _HEHE-d (DMSO)EHE R(LBBIH 2
B R EE'H NMR (400 MHz) %5 - {5 F Applied Biosystems API
EX LC/MS% 4 ¥ 1585 5 (MS) - 25 /i #f #f§ HPLC{# fJ 5K & Phenomenex
~ Kinetix C18%& #£(50x2.1 mm > 1.7 umfi F) (pn: 00B-4475-AN)) K 4K
3N EEI%EV% RS EBZ EEHREETHNELEYWHAE KA E
R - AEIFEA = H,O (0.05% CF;CO.H) - J7R&1#EB = CH;CN (0.05%
CF;CO,H) » fi#= 2 mL/min > X §T#8%&=3 uL» BEMIEE= 50T -
FERARNEE20EZE400E 2WRBOEHRWYBREN - Bt ~ Z&F b
(CH,Cly) - W& Bk (THF) -~ — B B B i % (DMF) ~ Z g (ACN) ~ H g
(MeOH) Fz 1,4- — I {52 {4 2K H Baker8( Aldrich - HE —%£FHE T&ZFR
T 14 (R F £ 8 6 T 2 Aldrich Sure-Sealf - RIEEHA xR > SRIFFAE
K FESS HEATRE 1B HE -
=g
2-F-N-Q2-fIEE-1,2-ZEU0E-4-5)-4-CRFE)EPHE 2 HiE
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o)

ol

H
FsC F

FOC TH2-F-4-CHEFE)EFHE(R5.0 g, 1103 mmo)FR
SFREA25.0 mL)F ZABRERAME2-FH AL IE-4-82(13.7 g,
110.3 mmol) ~ HEBE(26.8 mL, 330.9 mmol) K& — & H%(500.0 mL)> &
et c FRREYAREZR  UEZBETEEBER - BZ%ES
PIEFEIZ1 N HC1 (200 mL) F Z & HF £E(200 mL)F - 3EESfE - B
AHRELBENGZERE  BRE UERKBTEE FEVYRCKEIEK
o BAUHCK UERBTEZREY RNELEEDHECEBEZ2-8
-N-(2-BH & E-4-M e £)-4-(Z 5 B E) A HERE (25.7 g, 74%) ° ESI-MS
m/zst B (EH314.07 > BUHIfE315.3 (M+1)"; BOEERT © 149580308
#1T) - '"H NMR (400 MHz, DMSO-d6) 8 10.96 (s, 1H), 8.15 - 8.04 (m,
1H), 8.00 - 7.85 (m, 2H), 7.76 (d, J = 8.1 Hz, 1H), 7.26 - 7.15 (m, 2H),
3.85 (s, 3H) ppm °

FFER ZEE (6.0 mL)$ Z2-F-N-Q2-F FHE-4- Mg K)-4-(ZF B
E)FEHEER(1.00 g, 3.18 mmo)FRIHBr (33% » FRNZEF) (3.9
mL > 33%w/v > 15.91 mmol) » HIF100C T Z EEigHL6/N0E - 2
SNARIOIHBr (2 mL - 33%  HFRZEET) ) BEZERTHZES YRR
BRE - REREIC TRZBEEYIMBA2NGE » REBHALSANERE -
ELBRIBHEKZEIEZEEY - DBEE > BRAZBZEQGR)E
WKE - BEHZERDAKREKE)ERKE  SHBEWHEE > &
B WHEBBTRE FHEBENFE-FE=THR Pk LiBE #®
i #5 2 2- % -N-(2- (A & £ - 1H- UL 0 -4- £ )-4-(Z & F £ ) 7 B g #r (731
mg, 76%) > ESI-MS m/z:t B {H301.05 » EH{E301.3 (M+1)"; M egas
135478834 $83E1T) - 'H NMR (400 MHz, DMSO-d6) & 11.33 (s,
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1H), 10.70 (s, 1H), 7.96 - 7.85 (m, 2H), 7.75 (d, J = 8.2 Hz, 1H), 7.35
(d, J = 7.2 Hz, 1H), 6.81 (d, ] = 1.9 Hz, 1H), 6.41 (dd, J = 7.2, 2.1 Hz,
1H) ppm °

62
2-%-N-(2-{EU%5%-1,2-:ﬁﬂttﬂi-4-%)-5-(zoﬁﬂﬂg)ﬁﬁﬂﬁ%Z%%

o) Jij\m
F3C\d\N =
H
F

FOC TH2-F-5-CHERPE)ERFHBACRS g, 1103 mmo)FER =
SEHA25.0 mL)P Z B RBHERMNME2-F R EME-4-F (13.7 g,
110.3 mmol) ~ BLIE (26.8 mL, 330.9 mmol) & = & B $%(500.0 mL)Z &
&t - FRREEGYABRERE  UHEZBE THEFBARE - KX RS
#I{EEIZ1 N HCI (200 mL) &k Z & F 52 (200 mL)F - o EERE - Hi
EMELTRERNEZE B YERBTRERE RMEINEXKSER
8 Z2-F-N-Q-F & E-4-ntmg £)-S(=ZH P E)E P EAK(33.6 g,
97.00%)  ESI-MS m/zzt B {#314.07 » ERI{E315.2 (M+1)+ 5 #HES
RS @ 1.4443 88 (348838 1F) - '"H NMR (400 MHz, DMSO-d6) § 10.94 (s,
1H), 8.12 - 8.07 (m, 2H), 8.07 - 7.98 (m, 1H), 7.65 (t, J = 9.2 Hz, 1H),
7.24 - 7.19 (m, 2H), 3.85 (s, 3H) ppm -

B 7 Z B (118.0 mL)™ Z 2-%,-N-(2- B & -4- W IE &)-5-(E R
BH AL )7 BB B % (3.54 g, 11.27 mmol) & & i1 TMSI (4.0 mL, 28.18
mmol) - FE50C THRZRERHBR - RBZLKE > UHHYWEFSE
RZBZET - BEBYWRAKER  KSHEBERGZRE > BRIBYE - 7
AW EBEREAZBZEFENR IR P (0%ZE100%) - BAZRFEER
TEERPO%E20%ZHEEA LK EZEBVEEE Z2-8-N-QC-fI &
B -1H-UH0E-4-E)-5-(CRFE)EFMHME G g, 89%) ° ESI-MS m/z5tH
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16300.05 » BRE301.3 (M+1)' : A FEER © 13443 335 S TT) -
'H NMR (400 MHz, DMSO-d6) & 10.85 (s, 1H), 8.10 (dd, J = 6.0, 2.2
Hz, 1H), 8.03 (m, 1H), 7.65 (t, J = 9.2 Hz, 1H), 7.49 (d, J = 7.1 Hz, 1H),
6.97 (d, J = 2.0 Hz, 1H), 6.57 (dd, J = 7.2, 2.1 Hz, 1H), 5.07 (s, 2H)
ppm °

B3

R i L |

0] /@H
Ji:fj\N =
H
Cl F .

EZEBTH4-8-2-8-FFHE(7.0 g, 40.10 mmol) - HATU (15.25
g, 40.10 mmol) * 2-FF & L 0L UE -4-F7(4.98 g, 40.10 mmol) & Et;N (22.4
mL, 160.4 mmo)FR & H 17 (63.0 mL)F Z AR IBE - FEHE
HENFMAZEZEER R ZHE (0%ES0%) SR /LHEES
Yo RMEAECCEREZ4-8-2-8-N-Q-FEE4-HEE)XHEE
B#(4.35 g, 39%) - BSI-MS m/z:t B {5280.04 » EH{E281.3 (M+1)*; 2=
HEERT - 13138 G9#EESIT) - '"H NMR (400 MHz, DMSO-d6) &
10.80 (s, 1H), 8.09 (m, 1H), 7.73 (t, J = 8.0 Hz, 1H), 7.66 (dd, J = 10.1,
1.9 Hz, 1H), 7.46 (dd, J = 8.3, 1.9 Hz, 1H), 7.21 (m, 2H), 3.84 (s, 3H)
ppm ° |

[BF R ZHE(145.0 mL)H 7 4-§-2- % -N-(2- B &, 2 -4- 0 g £ ) F 5
i f% (4.35 g, 15.50 mmol)H 3R I TMSI (8.8 mL, 62.0 mmol) » #£50°C T
BHREBEAR ERE2E EREERAZBZE—EHE -
EREHARETOR ULHIZMZERKE  RMESH4-8-2-5-N-
(2-fl & 2 - 1H-0E0E -4- 2 ) K R fe (3.8 g, 92%) - ESI-MS m/zzt B (&
266.02 > BHI(E267.1 (M+1)+; FHEIER © 1.23980G45EET) - 'H

C177557A.doc - 169 -



1655187

NMR (400 MHz, DMSO-d6) & 10.86 (s, 1H), 7.73 (t, J = 8.0 Hz, 1H),
7.68 (dd, J = 10.1, 1.9 Hz, 1H), 7.60 (d, J = 7.1 Hz, 1H), 7.47 (dd, J =
8.3, 2.0 Hz, 1H), 7.11 (d, J = 2.0 Hz, 1H), 6.71 (dd, J = 7.1, 2.1 Hz, 1H)
ppm °

" 4

S-Q-Z-Q-N-(Hﬁﬂﬁg-l,2-:@1&ﬂi-4-5§'-§)§1§Eﬁ@ﬁﬁﬁZi&%

OJiW
u\:%% /
H

EEETES-8-2-8-FHE 5.0 g, 28.64 mmol) - HATU (10.89
g, 28.64 mmol) ~ 2-FF & EL L 0E-4-F# (3.6 g, 28.64 mmol)E Et;N (15.98
mL, 114.60 mmo)TFEN ZEHKE(45.0 mL)h 2B KBWHBRE - FEHE
AR ZBRIEFENR R ZHEE0%ESO%)BNKRLAg/ILHES
Vo MELAZH0BERZS-8-2-8-N-Q-F &S5 -4-0L g )X B g
B2(3.8 g, 47%) » ESI-MS m/zit B {H280.04 - B AI{E281.3 (M+1)"; 45
WHFRE - 131G EET) -

EEFRZHE(126.3 mL)d 7 5-5(-2-%-N-(2- F & & -4- 0L 0g K ) K
R Bz (3.8 g, 13.50 mmol) s /RN TMSI (7.7 mL, 54.00 mmol) - Z£50°C F
Wz R ERHBR - ZBLE  WKEYVEBSBN B ZET - #
ERYRKERE  SRERER  BEINRE - BEEVBERERAZ
BEFERCREFO%ZEI0%EABZFEER —&F T (0%E20%)
CREGEEEEOCERY SR -2- 8 -N-Q-fl &5 1H- 1 17 -4-2)
% EF i B2 (950 mg, 26%) - ESI-MS m/zi B {6 266.03 » ¥ {8 267.1
M+1)" 5 FEEER ¢ 1.2457 88 (347 8 B1T)
B IS
5-&-2-F-N-(2- & £ -1,2- S UE -4- B E Pl e 2 845

C177557A.doc -170 -



1655187

o)

(0] /@\IH
d” g
H
NC F

EERTH4-EE-2-5-FHE6.7 g, 40.58 mmol) » HATU (15.4
g, 40.58 mmol) ~ 2-FA & KL BE-4-F#(5.0 g, 40.58 mmol) & Et;N (22.62
mL, 162.3 mmo)FR Z&F(E(60.3 mL)P X AREHER - EHE
HENERZEZEERCRP ZHE(0%ES0%) & HESY 7/t
MELEZE0EERZ4-TE-2-F-N-Q-F HE-4-Mng 2 FE BRI (7.3
g, 66%) ° ESI-MS m/z:t B {H271.07 » I H{H272.1 (M+1)" ; s
W L1790 EGo#EET) -

FFR ZHE(244.0 mL)H 7 4- G K -2-5-N-(2-F G A2 -4- Mg £ %
% (7.3 g, 26.99 mmol)H 3K AN TMSI (9.99 mL, 70.17 mmol) - 7E 50
CTHZKERHBAR - ZEBZKE ARBHEBUEAZEZE LW
B GEREHBREETYE LTHZBZELRE S 235
BERZ4-RE-2-F-N-2-f & £ - 1H-1thig -4-F) K B EEfE - ESI-MS
m/z5t B AH257.06 - BUHIE258.1 (M+1)"; HEFOGME : 1.085 (34 8
#1T) - '"H NMR (400 MHz, DMSO-d6) § 10.94 (s, 1H), 8.11 (t, J = 11.4
Hz, 1H), 7.88 (m, 2H), 7.53 (d, J = 7.1 Hz, 1H), 7.01 (d, J = 2.0 Hz,
1H), 6.60 (dd, J = 7.2, 2.1 Hz, 1H) ppm -

B 6
2-%&-N-(Z-fﬂﬂ’§u%-1,2-:’5\“&%-4-%)-5-(5?$%%>%$Eﬁﬂ£2§%%

o) b\m
F
3CO\C(”\N Z
H
F

EERTR2-F-S5-(ZEFEE)EFEG3 g, 23.47 mmol)
HATU (8.92 g, 23.47 mmol) + 2-FA & 0L 0F -4-F(2.9 g, 23.47 mmol)
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Et;N (13.09 mL, 93.88 mmol)EHR Z & B FE(47.4 mL)F 2 A RIEH#
K-FEHEEBNMAACEZEENRCHR T I E(0%ZE50%)5 i 2K
@RS RMELAEC0BERZ2-H-N-QC-FEE-4-HIEH)-
5-(CEBEEE)EHER .03 g, 65%) - ESI-MS m/z:t B {#330.06 »
3311 (M+1)" 5 MR 1.4843 (348 3E7T) - '"H NMR (400
MHz, DMSO-d6) & 10.90 (s, 1H), 8.10 (m, 1H), 7.73 (dd, J = 5.1, 3.2
Hz, 1H), 7.66 (m, 1H), 7.55 (t, J = 9.2 Hz, 1H), 7.21 (dd, J = 3.7, 1.8
Hz, 2H), 3.84 (s, 3H) ppm °

EFERZBE(167.6 mL)H Z2-%-N-(2- B & & -4-M g & )-5-(= &
HE )X FREREG.0 g 1523 mmol)d FJITMSI (5.6 mL, 39.60
mmol) - FES0C THZRERBHBR - RELHE @ UHEVNEFLTE
MNZBEZET - BEEBYAKER  KERBNEE > BENRE - 35
HWBEMN ZBMZEERCHEFO0%EI00%) #FEFFEFNR &
HiEH (0% ZE20%) 2 HEMEELEERCERZ2-H-N-(2-f] & £ -
IH-MEBE -4-25)-5-(ZR B EE)FREEM( g, 62%) - ESI-MS m/z51 &
{f316.05 > BHFE317.1 (M+1)"; HEER : 1.390BOOHET) -
'H NMR (400 MHz, DMSO-d6) & 10.80 (s, 1H), 7.73 (m, 1H), 7.67 (dd,
J = 8.7, 3.7 Hz, 1H), 7.55 (t, ] = 9.1 Hz, 1H), 7.48 (d, J = 7.1 Hz, 1H),
6.96 (d, J = 2.0 Hz, 1H), 6.55 (dd, J = 7.2, 2.1 Hz, 1H) ppm °
BT
2-‘%\-N-(2-{Eﬂ’§u%-l,2-:’@”&“&-4-9_—%)-4-(%%3Z%)fﬁEﬁEEHZEZ%%{%

0 /@H
d” ~
H
F4CF,C F

FOC T 4-R-2-F-FREEFE(2 g, 8.42 mmol)TF ¥ Z & H 5 (10.0
mL)$ 7 B R EE R E2-F AN E-4-f£ (1.0 g, 8.42 mmol) ~ HLIE
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(2.0 mL, 25.27 mmol) x & B % (40.0 mL)Z E&¥E - [EZEEY
FFEEEER > UEZRETHEEBAR - ¥LERSYWHEEBZEL N HCl
(200 mL)R Z&F HE(200 mL)t - HERE - BISESE KSR
B MEREBTRG RMAINEROGEEY48-2-5-N-
Q-FHEE-4-MIEE)FEFRERE (1.2 g, 44%) - ESI-MS m/zi B &
323.99  BHIE325.1 (M+D)" 5 REEEFRT ¢ 1.379 (35 #IETT) - 'H
NMR (400 MHz, DMSO-d6) & 10.80 (s, 1H), 8.11 - 8.06 (m, 1H), 7.79
(dd, J = 9.8, 1.7 Hz, 1H), 7.68 - 7.62 (m, 1H), 7.59 (dd, J = 8.3, 1.7 Hz,
1H), 7.23 - 7.18 (m, 2H), 3.84 (s, 3H) ppm -

5 B o 2 438 -2- 48, -N-(2- B 45, % - 4- 0t 0 66 ) 6 6§ 2 (800 mg, 2.46
mmol) & §7 (1.6 g, 24.61 mmol)¥F FADMSO (15 mL)Hh > 4% #8 #7557
o E1,1,1,2,2- R -2-B-Z 5 (4.1 g, 16,47 mmo) & EZB. HEE
BEHLIE120C TMELNE - BZRERSYWAKERE  H&=
SILWEBRE  EARAZHBZEG)EN - BERYSHE—IE
FABB/KEHE » ENaySOL82 0% » B WHERFTE R > #TAIEES
Y BHEREBRERZBRZETRCR T (0%E 40%) > # 4k %
HESY WMELZKE GEREZ2-5-N-2-F & -4 17 5 )-4-
(1,1,2,2,2- F 8 Z 5 ) % F B B (200 mg, 22%) - ESI-MS m/z3t & &
364.06 » BAI{E365.3 (M+1)+: HEFMER] : 139835 &EST) - 'H
NMR (400 MHz, DMSO-d6) 8 10.98 (s, 1H), 8.11 (d, J = 6.3 Hz, 1H),

l

7.95 (dd, J = 7.4 Hz, 1H), 7.89 (d, J = 9.9 Hz, 1H), 7.72 (d, J = 9.1 Hz,
1H), 7.23 - 7.19 (m, 2H), 3.85 (s, 3H) ppm -

F100C T RER Z B 2 HBr (1.3 mL > 33%w/v » 5.49 mmol)
2 2-F -N-(2- B F A -4-MEUE £ )-4-(1,1,2,2,2- A 5§, Z 5 ) % B B B (200
mg, 0.55 mmol)#E H2/NBF » LEEAR M mlFEWR 28 + Z HBr
(33%w/v ) HFE100C TR EEMBHANGE > REALANE=EE -
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RKWMEZKERSEY  BEKRALERY K ABWBEEE > HK
) ARE-B=ZTHAK LEZBEEEZET  RMBIE2ZKEE
B8 2 2-8-N-2-f & & - 1H-BLIE -4-5)-4-(1,1,2,2,2- A B L E)VE PR g
(138 mg, 72%) ° ESI-MS m/zit B {#350.05 » ERI{E351.3 (M+1)+; 7%
HEER 130 #ECoEET) -

& 58

2,5-:ﬁ-N-(2-{EU§u%-1,2-:‘§uﬂttﬂi-4-%)ifEﬁﬁm&Z%{%

0] bH
H
F

FOC TH2S-Z“HFEHFRAR.0 mL, 16.14 mmol) & — & F {7
(1425 mL)Z AR B EARIMZE2-HEFEANOE-4-B#(2.0 g, 16.14 mmol) -
MEOE (3.9 mL, 48.42 mmol) X & F I (57.0 mL)Z B EW+ - Fik R
EYAREER  UAEZBRETHEHEAR - KZEEWEEZEL N
HCIR —& B - JEEE  BENARBERBRINGE - BIE > I
ERBTRE RMSIZEKEER - FEBMN K050 mL)F g
o WBE EMEINEIRECEBZ25-Z&-N-Q-F&EE-4-UL1g
E)FEEER(2.61 g, 61%) - ESI-MS m/zEt B {H264.07 - 5 HI{&265.3
M+1)"; HEEEM - 1220 8G9 #ET) - 'H NMR (400 MHg,
DMSO-d6) § 10.83 (s, 1H), 8.12 - 8.05 (m, 1H), 7.58 (ddd, J = 8.3, 5.4,
2.9 Hz, 1H), 7.52 - 7.41 (m, 2H), 7.25 - 7.19 (m, 2H), 3.84 (s, 3H)
ppm °

B 7 Z B (15.60 mL)$ 2 2,5- — % -N-(2-F 8 B -4- 0L i £ ) K 5
B B2 (2.60 g, 9.84 mmol)H {RINFEN Z 8+ 2 HBr 33% (12.1 mL >
33%w/v > 49.20 mmol) » BFEI0C TR Z B S YWIEHS h- FIb RN
HBr (10 mL » 33% » TR ZEESP) BEIOC THZEESYBHAR -
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Mz REM A ZEZEN  YHEEE/KQ00 mL)d - BEZREEY - I
FEHBEBUWEER - AKQ2x50 mL)EHKERE - FEENCSEEExS50
mL) F 8% > WBIE - €& F12,5- Z & -N-(2-fIl & 5 - 1H-0H 5 -4- %)
% B EERZ(2.30 g, 9.19 mmol, 93%)  ESI-MS m/zF B {&250.05 » #H
B251.3 (M+1)" ; HEEER @ 11608 G94ETT) - 'H NMR (400
MHz, DMSO-d6) § 11.31 (s, 1H), 10.59 (s, 1H), 7.56 (ddd, J = 8.2, 5.4,
3.0 Hz, 1H), 7.46 (pd, J = 9.1, 4.4 Hz, 2H), 7.33 (d, ] = 7.2 Hz, 1H),
6.81 (d, J = 2.0 Hz, 1H), 6.42 (dd, J = 7.2, 2.1 Hz, 1H) ppm -

B9

4,5-:%-2-§L-N-(2-{Eﬂ’§u%-l,2-:‘§uﬂttﬂfé-4(;%)i§EF*Eﬁﬁf&Z%&{%

0 bH
H
C F

FE =R TR 2-FH S AU TE -4-F£ (186.2 mg, 1.5 mmol) ~ 4,5-— &-2-
#.-7 5 (285.1 mg, 1.36 mmol) + HATU (622.4 mg, 1.64 mmol)J iF
HHE IS (299.9 uL, 2.73 mmol)7F A DMF (3 mL)th Z & K # #1671
B - ZREREESYEEZ K > WHZBZEG)ER - BEIEY
BHE—RL  BKOGx) - BAKER  &KNaSO 420 » G _E(LWE
HE > WRREEE - BRI RUWHRHEBr (FRZE#4) (6.689 mL -
33%w/v > 27.28 mmol)¥F » W IEOST T#H#H16 He BZBRANEE

R BREREVRAKCHOERBRZEBMQ)%RK  YHEEZET
B MBI EXKOBEEZ4,5-Z8-2-8-N-Q-HI & & -1H-HL 0 -
4-F5)K B EE 2 (250 mg, 61%) - ESI-MS m/zzt B 6299.99 - #HIE
301.3 (M+1)"; AR - L1623 8ECOEETT) -

B0
4-8-2,5- " & -N-2-fI & £-1,2- Z | Mg -4-5) K i g >~ 2 %
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HOCTRFEFR-Z&KBEQS mL)F 2B RI-&-2,5-“FK-FFH
(5 g, 23.70 mmol)ZE B AN E 2-F & £ Mg -4-§5 (2.94 g, 23.70
mmol) ~ BEEE(5.75 mL, 71.10 mmol) & — & F $2(100.0 mL)Z B &
b FROREBYABREER > WEZEE TEH44INGE - KRS
fHEZ£1 N HCl (50 mL)¥ - AR FIRBEKESY > W5 BE
R CTEZTELZRER RMEELEVCERZ4-8-2,5- "4 -N-(2-
FH & AL -4-THh o B BB 2 (6.2 g, 88%)  '"H NMR (400 MHz, DMSO-
d6) 5 10.89 (s, 1H), 8.16 - 8.05 (m, 1H), 7.97 - 7.75 (m, 2H), 7.29 - 7.15
(m, 2H), 3.85 (s, 3H) ppm - ESI-MS m/z: E {5£298.03 > ¥ :HI{&299.3
(M+1)+ B BFR] © 1.437 Qo #ETT) -

[ F R HOAc (15.9 mL) 2 4-8-2,5- & -N-(2- FF & £ -4- ML 0E &)
KEEEREG g, 10.04 mmol)F R IIEF P HOAcH Z HBr 33% (12.31

L > 33%w/v > 50.20 mmol) » HF9I0C T EESW#EHS H- E4b
ANJIHBr (10 mL > 33%fF R HOAcH) » HEIOC TRZEES YR A
K- RZBEEYWRAZER » UEEZE/KA00 mL)F - BHZES
Y MREBBRWERR - AKExS0 mL)EKER - FEBRCHT
(2x50 mL)F g > M@K > r ‘RS ENHHEERBZ4-8-2,5-ZF-
N-(2-fi) &2 - 1H-0E0E -4- ) X HEERZ (969.7 mg, 34%) - ESI-MS m/z5t
B E284.02 » BAIE285.3 (M+1)+: FBERFR ¢ 1.3657 88 (357 8 &
17) -
gHl11
2-F-N-2-fl | E-1,2- — g b iE-4-5)-4,6- B (ZHE R E)F PRl <
i
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0]

CF3 O /@H
joa e

H
FsC F

#67 2- B 48, A 0t OF -4- B% (632.1 mg, 5.09 mmol) % DIEA (1.8 mL,
10.18 mmol)Z R DMF (15 mL)d » 3 F2-5-4,6-8 (= & H &) ZE H
A & (1500 mg, 5.09 mmol)7F jJADMF (2 mL) P Z AW R HERE - 2/\0F
% HERERBZBZEWHE > FHS0%6E f i & 8 5 K (2x20
mL) ~ KK EKER - X B WE K NSO R > BE > YRS
REBeRY - 1;-5%ZE%EZEﬁ/aﬁ(lo%§99%)2$%r§‘fzwﬂzi’)§ffﬁ&%#@
EXRECERBZ2-H-N-Q-FEEUIE-4-K)-4,6- L (ZEFHE) KRR
Bi(1.2 g, 67%) - '"H NMR (400 MHz, DMSO0-d6) § 11.29 (s, 1H), 8.42
(d, J = 8.6 Hz, 1H), 8.17 (s, 1H), 8.13 (dd, J = 5.4, 0.9 Hz, 1H), 7.14 -
7.10 (m, 2H), 3.85 (s, 3H) ppm - ESI-MS m/zi} & {#382.05 » #H:HI{E
383.1 M+1)+; B @ 1483 B EETT)

EERT T BEH2.54 g, 16.95 mmo)FR ZHE(75 mL)F 2~
BEYIARIITMSCI (2.15 mL, 16.95 mmol) » E7fF25C T & 8 &8
F£30 min - K& > BEKZEE(130.0 m)IRIDE B RS - HERMN2-
#A-N-C-HEFE-4-MEE)46-C(ZFFE)EPMHE 1.2 g, 3.14
mmol) - FEROC TEBHE T KB RERESWIES h» WHE60T T i1
RIVNE - R RIELA > AKER  MRZBZERERT - BEI%E
ZNa,SOMMR B > UTRWEZFERECER  KWEBHEZBLE/

—EHEETRUERRELE > ARE_SF R —EHENER
HE RBEREBUCIK —EAE FEZETLZEMESER Wit
EXBEBERZ2-F-N--fl & & -1H-0L0F -4- 5 )-4,6- % (= F FHH )%
FH g B (960 mg, 83%) - 'H NMR (400 MHz, DMSO0-d6) § 11.41 (s, 1H),

11.03 (s, 1H), 8.41 (d, J = 8.4 Hz, 1H), 8.16 (d, J = 1.7 Hz, 1H), 7.37 (d,
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J=7.1Hz, 1H), 6.71 (d, J = 2.0 Hz, 1H), 6.31 (dd, J = 7.2, 2.1 Hz, 1H)
ppm o ESI-MS m/z5t 5 {H368.04 » EAI{E369.1 (M+1)+; HBEHFRT -
128578 (3B ETT) °

BTHI12
N-2-fl&E-1,2-Z g 0E-4-5)-2-(-(ZEBF EE)F 8 E)-4-(Z&AF
E)EREE (192 B

0
0 Ji‘)\lH
d Y
H
F4C 0

OCF,

i Cs,CO; (651.6 mg, 2 mmol)ifR il 2 2- % -N-(2- I & £ -1,2- Z & 0tk
DE-4-F)-4-(ZHFE)EEE B (60.0 mg, 0.2 mmo)E4-(ZEEEE)
8 (259.1 pL, 2 mmol)7F X DMF (1 mL)F ZiER S » HFE100C T %
BREREBHUNG - BZRIEBRE > MFEHSBHEHPLCER ZBEFR K
b Z BB BE (10% 2 99%) 3t (£ F HCIME B ot B Bl #1741k - 1€ M & &£ N-
Q-fIEE-1,2-Z g1 -4-5)-2-4-(ZHFEEB)FEE)4-(=Z&5 H
E)ZEHEER(79) (25.7 mg, 28%) - ESI-MS m/zit B {H458.07 - BH{E
459.5 M+1)"; MECEEERT : 1.80 88 (358 ETT) o
HH13
2-((5-#-2-RETFTE)EE)-N-Q-Hl & E-1,2- ZF Mt 1g-4-5)-4-(Z & H
2)FE R (159) 2 B
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A 2-F -N-Q-fl & & - 1H-IH g -4-B)4-(C/ FE)EFH K Q11.2
mg, 0.70 mmol) F 4-%-2-(F% B £ )3 B (100 mg, 0.70 mmol)7E A N- B
O 0% 0E B (3 mL) o 2 5 K o R 0 B S $E (687.8 mg, 2.1 mmol) > A 7F
100C TH %R EWMIMB2LNG - B RIEASME25C » B > LS
WAHHPLCHE Fl Z 5 /7K (10% 28 99%) 2 6 & 3 {3 F HC14E Jy BB 81 e 17
it RMELESCERBZ2-(S-F-2-KBE-FH)FEE]-N-Q-A
E - 1H-UE0E -4-5)-4-(Z 5 B ) F P EEfE (159) (10.5 mg, 3%) - 'H
NMR (400 MHz, DMSO-d6) & 11.52 (s, 1H), 10.49 (s, 1H), 10.04 (s,
1H), 7.84 (d, J = 8.2 Hz, 1H), 7.78 (d, ] = 7.4 Hz, 1H), 7.33 - 7.23 (m,
2H), 7.05 - 6.91 (m, 2H), 6.91 - 6.79 (m, 2H), 6.61 (dd, J = 7.4, 2.4 Hz,
1H), 4.96 (s, 2H) ppm - ESI-MS m/z it E {5 422.09 » 0| {5 423.3
(M+1)+ ; A RHBERT ¢ 1.8343 88 (343 $%3EFT)
EH14
2-(4-F-2-FHEFREE)N-Q-AEE-1,2- ZEHIE-4-)4-(SHEFE)

7= BB B (10) 2 BU 4
0
joaae
H
FoC 0

F
FE100°C T 2-% -N-Q-fl & & - 1H- g -4-5)-4- (S 5 F 5)-¥ 5
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B RE(13.6 g, 45.30 mmol) - 4-%&,-2-FF & -FE(17.1 g, 135.9 mmol) -
Cs,CO; (44.28 g, 135.9 mmol)EDMF (340.0 mL)Z B & I0EL1.5/)
i - axea MR ZZ R LEEIZEKGS0 mL)F - KZIREWE
ZU$BH£30 min > R HIBIE - K E A K250 mL)%HKF » 3 8 FE
SE=THE(200 mL)—i#ER % - BREZESY » HFEBRECIT(2x400
mL)—i#ERE BEEEETEZRER  EtMEIEERBZ2-4-F-2-F
E-FEE)-N-Q-HI & £ -1H-ML U -4- B )-4-(=Z & F &) % F 5 7 (10)
(13.1 g, 70%) - ESI-MS m/zZt B {£406.09 » EHI{E407.5 (M+1)"; #& 5
BERS : 1734988 (34788 3E7T) - 'H NMR (400 MHz, DMSO-d6) § 11.28
(s, 1H), 10.63 (s, 1H), 7.84 (d, J = 7.8 Hz, 1H), 7.60 (d, J = 7.1 Hz, 1H),
7.31 (d, J = 7.2 Hz, 1H), 7.26 - 7.20 (m, 1H), 7.14 - 7.06 (m, 2H), 7.00 -
6.95 (m, 1H), 6.75 (d, J = 1.8 Hz, 1H), 6.38 (dd, J = 7.2, 2.1 Hz, 1H),
2.16 (s, 3H) ppm -

gH1s5
2-(4-F-2-(RHE)E R E)-N-Q-HI&EE-1,2- ZFR UL E-4-5)-4-(ZHH
BE)RHAREAST)ZEHE

OH

K5 2-8 -N-(2-fl & & - 1H-MLUE -4- B )-4- (= & 5 &) K B B e (625.3
mg, 2.08 mmol) * B EE §H(287.9 mg, 2.08 mmol) K 4-F,-2-(F B £ ) K )
(296 mg, 2.08 mmol)FR 0% 1-FF ENLIZUE-2-F& (3.0 mL)d » H7E80TC
TRzZKERHIO E - BRZKE  BEHEHENEILERRIAS
EHCHER BB Z10%ZON%NZBEERKFZHEERAg(ILZLESE
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7 WMELEZE20 BERZ2-[4-F-2-R P )X EEH]-N--fI & £&-
1H-0; € -4- 25 )-4-(Z 4 FF 2 ) F H B (157) (10.3 mg, 1%) - 'H NMR
(400 MHz, DMSO-d6) § 11.44 (s, 1H), 10.66 (s, 1H), 7.86 (d, J = 7.9
Hz, 1H), 7.61 (d, J = 8.0 Hz, 1H), 7.41 - 7.27 (m, 2H), 7.24 - 7.12 (m,
1H), 7.12 - 7.07 (m, 1H), 7.04 (s, 1H), 6.80 (d, J = 2.1 Hz, 1H), 6.43
(dd, J = 7.3, 2.2 Hz, 1H), 4.47 (s, 2H) ppm  ESI-MS m/z:} & (g
422.09 > BUAME423.2 M+1)+ ; BEEEER 13298 GO EET) -
BHl16
2-C-F-4-HEEFEE)-N-Q2-IEE-1,2-Z M IE-4-2)-4-(Z & F

E)VKBHEER (81) 7 8L
(0]
o) /@H
FaC 0
: F

OMe

6 Cs,CO5 (651.6 mg, 2.0 mmol);RIIZE 2-5-N-Q2-H & £-1,2-— 5,
MEUE-4-5)-4-(Z /B E) X FEEZ (60.0 mg, 0.2 mmol) f 3-%,-4-F & &
4 %1 (284.3 mg, 2.0 mmol)7F A DMF (1 mL) Z3FikH » BFE100C T
MR EBHEUNG - BMEKEBRE > WEAYEHEHPLCERZBEER
IR Z 15 FE (10% 2 99%) 3t 5 F HCIME By i B Bl 1T 4t - #8 B 4 2-
G-FA-4-FEEFXEE)-N-QC-HIEE-1,2-ZEHIE-4-5)-4-(ZEH£)
7 B B (81) (45.6 mg, 54%) o ESI-MS m/zit B {8 422.09 » 88 ({4
423.3 (M+1)" ; JHREIEERT ¢ 1.659 OGO EET) -

BEE X EEYIFTMAREREUZERE  E8—BF
THERTXMEZEE2-F-N-Q- & E-1,2- Z G UL 1E-4-5)-4-(=
AFPA)FEFHBENEUTIEEY -
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L&Y | EY i

i

144 | N-Q-HIEFH-1,2- ZGIL0E-4-5)-4-CHEFE)-2- | 6-(=ZF FE)ULoE
(6-(ZEEFEHMLIE-3-B) 8 ) X IR -3-Fg

116 |2-(BREEE)N-Q-HEE-12- Z G 0tiE-4- | ZIKE
B)-4-(ZHEFE)EPEER

5 | 2-(4-BFEE)-N-Q-fIEE-1,2- “FML0E-4-5)- | 4-BEH
4-(ZEPE)F PR
7 2-QA-ZHEEEE)N-Q-HIEE-1,2- ZEMIE- | 2,4-"FER

4-5)-4-CHRFE) S Pk

117 | 2-BTEE-N-Q-fIEE-12-“FHtE-4-5)-4- | R TE:
(ERFE)FFEER

146 | 2-((6-FAESIHELE-3-E) & EL)-N-(2- IS £-1,2- e | 6-FFEL-3-MnEH)
IHEOE-4- 5L )-4-(= 5 FP BN 2K P b

118 | 2-[(1R,2R4S)-F& 2k S5t -2- B | & A8 -N-2-fll & & - | (IR,2R 45)- [ 3%
1H-0HE0E-4-55)-4-(= R B R YE-2-B

147 | 2-((2-FREEOE0E-3- ) B -N-(2- [l B 1,2- T, | 2-FAk-3- Mgy
L 0E-4-5L)-4-(= 5 B S ) 5 PR iR

119 | 2-((-BFEBRE)BFEE)-N-Q-HIEE-1,2-—F | - FERFE)H
Ot 0E-4-5)-4-(= & B B KX P i iz

120 | 2-GRKE B EE)-N-Q-{IEE-1,2- Zg0tig-4- | BXEFEE
B)-4-(CZRBPE)E R

121 | N-Q-{HIEH-1,2- Z GFIE0E-4-55)-2-((LU S k-3 | VO & L -3- & H
B)REE)-4-(CEFE)E PR Bz

122 | 2-BBT &E-N-Q-IEE-12- S itig-4-5)-4- | BT
CRFPFERFETERK

123 | N-Q-fIEHE-1,2- “GItiE-4-£)-2-4,4,4-ZF T |444-ZRTE
EX)-4-CRPE)F TR

124 | 2-(Q2-“HEERE)FEE)N-Q-HEHE-12-122- —HERNKN
ZEMHIE-4-E)-4-CRPE)F TR £ FHEE
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1E&Y | EY) Az
RO
125 | 2-((1R,5S)-283R[3.1.0]C-3- B & E)-N-2-HIEE- | (1R,59)-3- & I8
1,2-Z g itE-4-5)-4- (S B P E) R Bk [3.1.0]cCEE
126 | 2-(22-ZRBRE)FEE)-N-QC-HIEE-12-Z | 22- “HFEBRE)
DItE-4-5)-4-(ZF P E) R HEERE HEE
8 |2-(4-Q-HEEZEE)FEE)-N-Q-HEE-12- | 4Q-FEEZE
— S MEE-4-5)-4-CHF E) X PRk )X
127 | 2-(BEIR([2.2.1]5E-2- B R B )-N-Q2- I 8 5-1,2- | R Ekke-2-Fe
| SIEIE-4-B)-4-(Z 5 B E) R H R
9 | N-Q-fIEE-1,2- Z G Ht0E-4-5)-2-FEE4-(= | £
B E Rk
11 | N-Q-IEE-1,2- @ InE-4-55)-2-Gif R B &, | 2- B3R
2)-4-(= FB P E)EH EEkE
128 | 2-CGRCESE)-N-Q- & E-1,2- — g utre-4- | B
B)-4-CHEFE)ER R
12 | N-Q-EE-1,2- Z G ULE-4-55)-2- (BT R R E & | 4-F AR
2)-4-CHFE)EP R
77 | 2-Q-F-4-BFEE)-N-Q-HIEHE-1,2- G IHIE- | 2-5-4-8- K
4-5)-4-CHRFEXR R
78 | 2-(4-EEFEE)-N-Q-RIEE-1,2- “FMIE-4-5)- | 4-53KF
4-CRFE)XFERE
80 | N-Q-fIEHE-1,2- —GHIE-4-5)-2-Q-(ZEFE | 2-(CaHER)E
)RR -4-CHFE) XL PR [
82 |2-(4-(CHEHEE)EEE)-N-QC-RAIEE-12-Z8/ [ 4-CEFER)E
ML IE-4-5)-4-(= . FH 5 K R i i
83 |2-Q-CHEAEHFEE)N-Q-HIEE-1,2-ZF | 2-(CHEFER)XE
NEoE-4-55)-4- (S /B E) R PR i
84 |2-Q-F-A-FEEEEE)N-Q-HIEE-12-ZF | 2-F-4-BEEL-HE
IEEnE-4-55)-4-(Z & B 2 R G i
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e&¥ | EY) i
AR
87 |2-G-F-2-FEEFEE)N-Q-HIEE-12-2F | 3-&-2-FEE-F
OpEBE-4-£5)-4-(= 3. R 252 R g By
110 |2-Q-8-3-F-4-FEEFEE)N-C-UEE-1,2- | 2-8-3-F-4-FHH
R E-4-55)-4-(= 7 B F TR -7 hp
158 | 2-(4-F-2-FEEFFE)N-QC-HIEE-12-26 | 4+ F-2-FEER
ILLOE-4-25)-4-( S R A R A
'HI17

2-(4-F -2-HEEFEE)N-2-JI & £E-1,2- 5 U 1g-4-5)-5-(Z & F

E)VE RS0 HHE
0]
0 | NH
F3C\(>’)J\N Z
H
O
©/OMG

F

41 Cs,CO; (651.6 mg, 2.0 mmol)iRIIE2-& -N-Q-f| & £-1,2- 2 &
0ht BE -4- 25 )-5-(= 5 FF 55 K B B f% (60.0 mg, 0.2 mmol) K2 4-%.-3-H & &
# B (228 pl, 2.0 mmol)7ZFHDMF (1 mL)F Z3FKRS - HEL100C T i
R TEBEE NG - MZRIERIE > WHEBFEAEHPLCHER ZBEFR K
th 2 BB FE (10%ZE 99%)3fi £ A HCIME K o B Bl # 17 &Mk - 1€ E £ 2-(4-
H2-BEEFEE)N-QC-HEE-1,2- G WIE-4-£)-5-CRFE)E
B B2 (30) (67.9 mg, 80%) - ESI-MS m/zit & {5422.09 » #8518 423.2
(M+1)"; W - 1.56 08B EET)

WG XML EFEUZERF - 852-%-N-(2-
BIEE-1,2- G H0E-4-F)-5-CHEFE)VEFHEBE R U TERELT
=k
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&y | EY fiz
i
72 |N-Q-RISEE-1,2- G 0LIE4-K)2-U-(ZEFE |[4-(ZE8FHEH)
B)REE)-5-CERE) EHI K
31 | 2-(4-F-2-FEEEE)-N-Q-HIEE-12- “EHIE | 4-F-2-F -
-4-5)-5-(CHEFE) KR PRER i
63 | 2-(4-HEE-2-FEAFEE)N-Q-HEE-12-2F | 4-FEH-2-FE
MHEE-4-55)-5-(Z & A R PR K
50 | 2-(4-F-2-HEEEE)-N-Q-HIEE-12- Mg | 4-8-2-F & -3
-4-5)-5-(CRFE) A FEER i
44 | 2-(4-ZREFEE)-N-Q-HIEE-1,2- “ G MIE-4- | 4-Z E
5)-5S-CHRPE) AR
49 | 2-Q-F-4-FEEFEE)N-Q-IEE-1,2-Z G0t | 2- &-4- F & &-
UE-4-55)-5-(ZH FF ) L PG K
90 | N-2-AlE£E-1,2- Z G MEIE-4-5)-5-(ZEHE)-2- | 2,34- S8 XK
(2,3 4-=FEEE) A PRk
29 | 2-Q2-F-4-FFEEE)-N-Q-{IEE-1,2- Z GMHIE-4- | 2-8-4-5-KF
£)-5-(=FFE)XHE
54 | 2-G-F-2-BHEEFEE)-N-Q-{IEE-1,2- 260 | 3-F.-2- B & E-
UE-4-5)-5-(Z & FE) X HERR By
59 | 2-G-F-4-REEFEE)N-Q-HIEE-1,2- 260 | 3-F-4-F & E&-
E-4-55)-5- (S HFE) X PR Ky
62 | N-Q-fIEE-1,2-THULIE-4-K)-2- Q- HEREEE | 2-WEEFKR
B)-5-CHRFE)FFE
73 | 2-G-CHEFERE)FEE)N-Q-HEE-12-ZF |[4-(ZEFEH)
WHERE-4-55)-5-( = A KRGk Z ]
28 | N-Q-ISEE-1,2- Z R OLIE-4-F)-2-G K E F | 2-BEXKE
5)-5-(Z R FE) X EER
53 | N-Q-fISEE-1,2- Z G HIE-4-5)-2--AEEFE | 4-WEEFEE
B)-5-(EHFE)FHEER
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et | EY s

Ek

75 |N-Q-BIEE-12- ZEMIE4-E)2-Q-CRFE | (SR T EE)
BRER)-S-(CH TR % T )

2| 2 FEER)N-QRIE 1,2 = I E-4-5)- | 455
5-(= RS R AR

76 |2-Q-(CEBEHEEE)N-QHEE12-ZF 2 CHRFEE)
-4 J8)-5- (= i P P 5

58 | 2-(-EHEH)N-Q-HIEH-1,2- ~ FIHIE4-2)- | 4-FEBD
5-(Z ) E TR

24 |2-QA-TEEFH)N-Q-RIEL-12- EME4- | 24-ZFHD
B)-5-(= SR P

46 |2-Q ZEEFEEE)N-Q-HIEH-12-FHIE-4- | 2 ZEEHET
B)-5-(S HFP ) P RERE

45 | 2-(-FEEREE)N-Q-RIEE-12- FHIE-4- | 4-FREEEE
5)-5-(= FF R E TN

56 | 2-(5-3-2- B ) N- Q- U E- 1,0-  GUHLIE | 5- 98, 2- FF 2 -
4-5)-5-(= PR K IR B

55 | 2-Q-B-A-FEEEERE)N-Q-BIEE-12- ZE0 | 2- 74 6
e-4-25)-5-(= ) P B %

51 |2-(4-S2-FHEEE)N-Q-BIEE-1,2- FHIE-4- | 4-5-2- 83T
B)-5-(= ) P B

52 |2-G-8-2 AR N-Q- 1,2 T EH | 5-5-2- B B K-
-4-25)-5-( SRR TR 5

65  |2-Q-EIEE)N-Q-BIEE-1,2- ZEHIE-4-2)- | 2-5UEB
5-(Z ) K T

64 |2-Q-BEFIEEEEE)N-Q-HISHE-1,2- ZEHIE- | 2-RATEEER
4-)-5-C TR E TR

61 |2-(-F-2-FEEFE)N-(O-FELAEE 122 | 4 -2 FE-%
FEE-4-20)-5-(S P ) PN B
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L&Y | EY i
i
47 | 2-Q-BEE-4-HEFFE)-N-Q-{IEE-1,2- 26 | 2-HEE4-FE
MEoE-4-55)-5-(Z | B E) R PR i)
92 | 2-(23-ZH-4-BAFREE)-N-Q-HEE-12- 26 | 23- Z“F4-FE
Nt0E-4-55)-5-(= B B ) K B ke E3i)
32 | N-Q-fIEE-1,2- Z FLE-4-5)-2- FEE-5-(= | B
B E) PR
132 | N-(2-fJ&E-1,2- Z S It0E-4-K)-5-(ZE BHH)-2- | 3,33- =5/
(3.3.3- =R NRE) APk
27 | N-Q-fIEE-1,2- ZFHIE-4-5)-2-(WHEEE | 4-BEHER
2)-5S-CHRPEXF R
91 |-Q-IEE-1,2-Z“EHIE-4-B)-5-(ZHFE)-2- |235- = HE R
(2,3,5- = P EAEEE) A PGk i
25 | 2-4-FMEFHE)N-Q-HIEE-1,2- Z G 0E-4- | 4-FEER
£2)-5S-CHEFEXHRER
93 | N-Q-fIEE-1,2-ZGHIE-4-B)-5-(ZFFHE)-2- | 245- Z FHE ¥
(2,4,5- =R EFXEE) X Pk i
131 | 2-ET & EN-Q-fIEE-1,2- Z G 0tnE-4-5)-5- | RTEg
CERPE)FPERE
135 | 2-[[(IR,5S)-3- 28R (3. 1.0] T £ 1EE - N-Q-fI& | (1R,55)-3- & 18
E-1H-00E -4-55)-5- (= 5 R )R P BRkE [3.1.0]C %
48 | 2-Q2-F-6-FEEFEE)-N-Q-HIEF-1,2- Mt | 2- & -6- F & % -
IE-4-55)-5-(CHFE) L PR )
86 | 2-(4-F-2-FAFEE)N-S-FHE-2-{IEE-1,2-— | 4-F -2- FE-¥
IE-4-5)-4-(CHRFE) R P i)
130 | 2-CRIKEFEE)-N-Q-HIEHE-12- — EMnE-4- | BILEFE
2)-5-CEHRPE) X PRER
74 | N-Q-fllEE-12- G IE-4-K)-5-(CEBE)-2- [4-(CHEFE)HE
(A-CEFE)FEEE) R PR )
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L&Y | EY) i
TEi

133 | N-Q-fIEE-1,2- G ME0E-4-5)-2-(4,44- =R T |444-=ZR T B
S5)-5-(SHEFE) S PR

150 | 2-((2- R EMEnE-3-56) EA0)-N-2-fIE £-1,2- & | 2-FE-3-HLief)
MHEE-4-55)-5- (= # P E) A PGk

57 | 2-G-F-5-FEEFEE)-N-Q-{IEE-1,2- 260t | 3-%-5-FHEE-
WE-4-55)-5-(= 3 P 5) 7 P BEh Z

26 | 2-(2,6- —FEEE)N-Q-RIEE-1,2- “EMEIE-4- | 2,6- “FFE
£)-5-(Z R P E) F IR

134 | 2-((Q2-—FREBRNE)FEE)-N-C-fIEE-12-2 | 22- “HERRK
FHIE-4-5)-5- S RPE) F R E)HEE

T8
5-8-2-(4-F-2-FEEFEE)-N-C-HEE-1,2-Z G M0 -4-F)F F R

B (70) 2 B4 5
)
0 (N
Cl. : \/U\N _
H
0
©/0Me

I

4 Cs,CO; (879.9 mg, 2.7 mmol)RIIE2-H-N-Q-H & £-1,2- =&
b 2 -4- 25 )-5- G S B B B2 (72.0 mg, 0.27 mmol) & 4--3- B 4.5 K B
(307.7 ul, 2.7 mmol)FFADMF (1 mL)¥ ZEHF > BFE100C T K%
R FEHBE NG o 3R FE IR - I 38 o A HPLCHE FI ZBE R A K o
> 5 (10%2 99%) 3 {5 FE HCI/E 2 3508 Bl e 17 4L 148 T 7 4 5- 8 -2-
(4-%-2-F EEEEE)-N-Q-HI G E-1,2- T GO 0E -4-5) 5 F FE R (70)
(31.8 mg, 30%) - ESI-MS m/z&t B {&388.06 » HHI{E389.10 (M+1)";
MR 1522 BIET) -
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BEEEXHHMEESYWTIOTMAREFEUZRERF » BS5-&-2-(4-
B 2-FEEFEE)-N-Q-EE-1,2-Z UHg-4-F)EFEREUT
EFEEEILTIEEY -

L&y |EY B
b
68 | S-F-2(4- 82 PEEEE)N-Q-BIEL-12- 26 | 4-5-2- F &-
IHh05-4- ) 5 PR B S
66 | 5-F-2-(Q-F-4-BEFK)N-Q-FIEL-12-ZHM: | 2- 4 - %
-4 1)K R £
67 | 5-B2(-FHEEE)N-Q-FIEL-12- = EIMIE4- | 4-55
) TR
N |SE2-C- B4 PEEERE)N-Q-BIEL12-2 | - F4-FEE
OIE-4-25) 5 R R
5119

4-F-2-(4-F-2-FEEFEE)-N-Q-AI & £-1,2- Z G 0E-4-5) X P Ef

W (16) 7 B4
(0]
0 bH
e QR
H
Cl O
©/0Me

¢

i Cs2CO; (651.6 mg, 2.0 mmol) RN ZE 2-F -N-Q-fHI & %-1,2- =&
UL UE -4- 2 )-4- R K B Ef R (53.3 mg, 0.20 mmol) K 4-F.-3-H E & K
(284.3 mg, 2.0 mmol)FDMF (1 mL)Z &K+ » HE100C THZK
FERFUNG - HEZKIEBRE > LEBRMHEHPLCERAZBEER KFZ
B (10% E 99%) 3 f A HCI/E Rt B W #1741k - 1T & 4 4-8-2-
(4-F-2-FEEFEE)-N-2- [ & £ -1,2- = G UE-4-5 ) % 5 R B2 (16)
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(22.1 mg, 28%) - ESI-MS m/z:+E {§388.06 » & HI{H389.15 (M+1)";

A R B

15357 E(3r EETT)

HBEAEXHHEEDIFMABEFELUZERF » BH4-4-2-(4-
A-2-PEEFEE)N-Q-EE-1,2-Z @M 0E-4-F)FEREER & T
ERHHUT{EED -

1t&Y | EY i
Hor
20 | 4-F-2-(4-F-2-FEREE)N-Q-AEE-12- 25 | 4-F-2-FE-FK
NELAE -4-55) % FR i e i
14 | 4-8-2-Q-8-4-FFEE)-N-Q-HIEE-1,2- g0t | 2-8-4-F-FH
UE-4-25) 2 R R |
15 | 4-8-2-(4-BEEE)-N-Q-HIEE-1,2- ZFitrg-4- | 4-F 5
B A PR
13 | 4-8-2-Q4-THREEE)-N-Q-{IEE-1,2- Z G0t | 2,4- 25 FH
0E-4-25) K P ERh
129 | 4-8-N-Q-flI&EE-1,2-Z G HtiE-4-5)-2-(444-= | 444- =5 T B
& | )X Pk
17 | 4-8-2-(2-F-6-HEFEE)-N-Q-AIEE-1,2- 29 | 2-F-6-FHE-F
OEL0E -4- 5 ) 2 B e i
143 | 4-8-N-Q-fIEE-1,2- ZEHIE-4-5)-2-((6-(ZF | 6-CHEF E)-3-
FREDUEIE-3-2) S8 FR B IEEDE gy
19 | 4-8-2-(2,6- “FFEEE)-N-Q-[ £ 1H-NEIE-4- | 2,6- —FH AR
B E PRk
18 | 4-F-2-(2-8-6-FAFREE)-N-Q-AIFEE-1,2- gt | 2-5-6-F- 48
0E-4-55) K P Bk
E #0120

45-Z8-2-(4-F-2-FEEFEE)N-Q- IS E-1,2-Z g ig-4-£)%F
B Bl iz (114) 2 T 5
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0]
O NH
CljdLNﬁ;
H
Cl (@]
@/OMe
F

1 Cs2CO3 (97.7 mg, 0.3 mmol)iR I E4,5- Z & -2-% -N-(2-{ & % -
1,2-Z g ML 0E -4- ) ZE F EE 2 (30.1 mg, 0.1 mmol) R 4-%-3-F & E KK
(42.6 mg, 0.3 mmol)F R NMP (0.5 mL)F Z B KT » BFEIOC T ¥
REBF2NE - KZREBE  LHEHEHAPLCER ZBEER KD
ZHEE(1%E99%) F FAHCIE BB B T4k > "MEE4,5-2&
2-(4-F-2-HEREFEEE)-N-Q- I & £-1,2- = G 0L 1F -4- 1) 3 B i i
(114) (13.2 mg, 30%) - ESI-MS m/z it & {H 422.02 - & H| (g 423.3

(M+1)" 5 FEEEER ¢ 15798308 ET) -
BEAEHHELEYIMFEREREFELUZEE » 84,5-28-
2-®-N-Q2-fI EE-1,2- G UL IE-4-E)FEF R R U TREEN TS

7 -
te? | EY A7
13 | 45- 28 2-(-BHEEE)-N-Q-RIEH-1,2- “HHE | 4- 55 E
-4-B5) A R
115 | 45-Z8-2-C-F-4-FEEFEE)-N-Q-{UEE-12- | 3-F-4- P&
— G -4- 2 ) A R B
BH21

2-(4-F-2- B EEHE)N-Q-f 6 %-1,2- S G IHIE-4-2)-5- (S RP &
)2 B BRI (40) 2 BU 18
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o)
o) Jij\m
Fsco\©\)LN _
H
O:

F

6 Cs2CO5 (651.6 mg, 2 mmol)ifi il £ 2-F-N-(2-f & &-1,2- Z F Mt
0Z-4-%)-5-(Z R PEE)E R (63.2 mg, 0.2 mmol) R 4-F-3-FEF
B3 (252.3 mg, 2 mmol)F ¥ DMF (1 mL)®f Z3FBF » HE100T T %
RIEBPE NG - R ERIE » WHEHFHEHPLCHER ZBEFR KT
Z B FE(10%Z 99%) 3 £ FAHCIE K it B Al E 1T &b > RMEE2-4-A
2- R EE)-N-2-fl & E-1,2- | UL E-4-F)-5-(Z R FEE)FH
B B2 (40) (36.3 mg, 43%) - ESI-MS m/z5t B {5422.09 » 8 HI{H423.9
M+1)"; R ¢ 1647 EGHEET) -

WAL LSt &AM B U Z B » H2-8-N-(2-
IS E-1,2-ZEHE-4-F)-5-CHRFEEB)FPIHE KU TEREL

T{EEY -
{t&Y | EY) B2
gmT
37 | 2-Q-8-4-FREE)N-Q-HIEE-1,2- Z g E0E-4- | 2-8-4-FB-FH
B)-5-CHRREE)F T
42 | 2-(4-F-2-FEEEEE)N-Q-HIEE-1.2- 280 | 4-F-2-FEE-
UE-4-£5)-5-(S R E5) F TR 2y
38 | 2-(4-FREE)-N-Q-IEE-1,2- g tiE-4-5)-5- | 4-BAH
CHRESE) &P
33 | 2-24-ZHEFEEE)N-Q-HIEE-1,2- TG -4- | 2,4-ZHEH
H)-5-CHRPEE)F TR
36 | N-Q-fIEE-1,2- & ME-4-5)-2- G R FEEE)- | 2-FELH

S-(ZHHF EH) % PG

C177557A.doc

-192 -




1655187

1E&Y | EY i
U
41 | N-Q-fIEE-1,2- G ILIE-4-5)-2-FEEK-5-(=Z &, | K
FHEE) EREER
35 | N-Q-HIEE-1,2- Z S IE-4-25)-2-(H R R A EE)- | 4-FESH
5S-CEHRFEE)EFEER
39 | 2-(2-F-6-FHAFEE)-N-Q-IEE-1,2- — G- | 2-F-6-FE-F
4-2)-5-(ZHF EE) X FEkF i
138 | N-Q2-flsEE-1,2- _Gltie-4-B)-5-C R FEE)-2- | 3,33- =5 E
(3,3, 3-=FANEE) L PGk
136 | 2-(RIKEHEE)-N-Q-fIEE-1,2- — & Hre-4-5)- | B EHE
S-CHRFEE)FTEER
139 | N-Q-flEE-12- “RULIE-4-B)-2-(444- =R T & |444-=F T s
5)-5-CEREE)EPER
151 | 2-((2-FHEEMEDE-3-B) & A8)-N-(2- & B - 1,2- Z &Ik | 2- B L -3- Dt o
IE-4-5)-5-(Z R F ) X Pk i
34 | 2-Q2,6- “HEFEE)-N-Q-HIEE-1,2- Z G MIE-4- | 2,6- —FFER
£)-5S-CHRFPEE)EPER
137 | 2-GRCESE)-N-Q-fIEHE-1,2- —qittig-4-%)-5- | IOk
CHRASRE) X PR
140 | 2-(22-“HEARERNE)FEE)-N-Q-HIEE-12-— | 22- ZHEE
FIEIE-4-55)-5-(Z F 8 A P AE)FEE
g 22

2-(4-F-2- FEBEFEEE)N-Q- [ EE-1,2- G0 -4-2)-4-(2 B2
)% B R A (111) 2 84 45
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# Cs,CO; (69.8 mg, 0.21 mmol)iRAIZE 2-&-N-Q-MEE-1,2- 2 F
MLUE -4-25)-4- (£ B L&) FE HEE I (25 mg, 0.07 mmol) jz4-F-2-F & &
A& (24.4 L, 0.2 mmol)7FANMP (0.3 mL)F Z/FRK+ » HFEL100C T
Kz K FERME4S T - REREREGWERZK.ZBZEO: P -
RBZREY > BEERBREE > AZBEGR REHEZBZE—IL
THIE - Wezke - RMSEHEEY - BESRK > LR ZBEZEEE
RMSEIE Z#ME - SREERBEHE L MEEZETEE  ®
MEIZE0EEBZ2-G-F-2-FEEA-FEE)-N-Q-AI & E-1H-LE1E-
4-5)-4-(1,1,2,22- L AL E)FE FEag (111) (15.4 mg, 45%) » ESI-MS
m/zEt B (g 472.08 » EH{E473.3 M+1)+; HEER : 1.62548 - 'H
NMR (400 MHz, DMSO) & 11.32 (s, 1H), 10.62 (s, 1H), 7.83 (d, J = 7.9
Hz, 1H), 7.51 (d, J = 7.9 Hz, 1H), 7.39 - 7.27 (m, 2H), 7.17 (dd, J =
10.7, 2.8 Hz, 1H), 6.88 (dd, J = 11.3, 5.7 Hz, 1H), 6.81 (s, 1H), 6.75 (s,
1H), 6.43 (d, ] = 7.1 Hz, 1H), 3.73 (s, 3H) ppm -

HEE LS EEWNIFTRAREFEUZER » B2-%-N-(2-
BIEE-12-ZH UHE-4-E)4- R ZE)FHFBBEAUTERELUT

L& -
L&y | B =
E
88 | 2-(-FEFE)N-Q-IEE-12- T EIHIE-4-5)-4- | 4-FED
(EFZ ) ETER
112 | 2G5 2- ) N-Q- - 1,2- Z B -4- | 4-98.-2- F -
B)-4- (SR ETER S
89 | 2-C-H-4-FELFEERL)N-Q-MES12-“EUE [ 3-H4-F &
4B -4-(2 B A ETHR -5
% 23

4-FE-2-(4-F-2-REEFEE)-N-Q-HEE-1,2-Z qMtie-4-F)F H
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B bz (22) 2 B4
0
0 /@\JH
Jo RN
H
NC o}
<:|/O\

¢

7 Cs,CO5 (651.4 mg, 2.0 mmol)iRINE4-F £ -2-F,-N-(2-] & £ -
12-Z @ ML 0E -4- ) F FEE K (51.4 mg, 0.2 mmol) K 4-5-2-F FE X R
(244 pL, 2.0 mmo)FFMNDMF (1 mL)F Z &K+ > HE100C THZK
FERH VNG - BZRERE > HHEAEHAHIPLCERZBEER KE
B (10% 2 99%) 36 (5 FHHCIE Ry st B B 1T 4l 1L » 1% 7 S AR 4- UL -2-
(4-F-2-PEEFEE)-N-2- I E £-1,2- = G0 0E -4- 55 ) 3K BB G iz (22)
(26.8 mg, 35%) - ESI-MS m/z5t B {8379.10 » EHI{E380.17 (M+1)+ ;
B 130 O EET)

ERA X EEYRFMAREFECUZERF » 82-8-N-2-
S E-1,2-Z @M IE-4-B)-5-(E R ZE)VFRBBE R U TERELT

ey -
ey | En B
w9 |
21 | 4-FHE2- G- EEEE)N-QBIEE-1,2- S EHIE4- | 455
B R
23| 4-EE2-(- 2 R N-Q-HIE - 12- T8 | 4- -2 K-
H0-4- 55 SRR %
% 124
S8 -N-Q- I G2 -1,2- = M 0 -4-2)-2-(4-(Z B G ) K )%
B (101) 7 34 48
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0

N
H
0

OCF,

¥ Cs,CO; (146.6 mg, 0.45 mmol)/RIIE2,5-— & -N-Q-fl & £E-
1,2-Z G0 -4- 1) K B EEE (37.5 mg, 0.15 mmol) R 4-= #, G K T
(80.1 mg, 0.45 mmol)FFADMF (0.9 mL) &t » H7E100T T
S T JE P 8NBS - YR FE MR G + 686 £ 3 AH HPLC(E F Z B 72 1A K
> R (10% 75 99%) 3 5% F HCIfE B 260 48 47 604 > 40 70 28 42 5
N-Q-BIEE1,2- T E I -4-2)2-(-(ERFRE) KAL) ETFHEE
(101) (1.9 mg, 3%) - ESI-MS m/z 5t & {§ 408.07 » #5 H {& 409.3
(M+1y+: HEEER 1,685 8 (35 W)

RE S b A B A 1015 MR PR L2 A2 F - H2,5- -
N-(2-f S -1,2- ~ IS -4- ) E PR R M TR R AU TS -

L& | EY i

i

100 | S5-F-N-Q-IEE-1,2- — G IHIE-4-5)-2-(4- A & | 4-NEEFERH
EREE)FFERRK

108 |2-G-CEAEHER)FEE)-5-A-N-Q-HEE- | 4-CERERER)
1,2- — G e -4-55) R ERRE K

98 |2-(4-ZEHEFEEE)-5-H-N-C-HIFE-12- &Mt | 2-(4-Z8EFE
IE-4-55) Pk

103 | 2-Q-F-A-FEEFEEE)--FB-N-Q-{IEE-1,2- | 2-F-4-FEE-F
Z G e -4- ) R i i

107 | S-&-N-Q-AIEE-1,2- — GHtIE-4-£)-2-(4-(2,2,2- | 4-2.2.2-=FRLE
—HLEE)FEE)FRER E)FH

C177557A.doc - 196 -



1655187

1ty | EY i
i
96 | 2-(4-IBRNEFEE)-S-FA-N-Q-RIEE-1,2- Z g0t | 2-4-IBREER
0E-4-50) A PR
97 | 2-G-FE=TEE)EEE)-5-F-N-Q-{HIEH-1,2- | 2-G-FE=T & &
Z G420 PR i
104 | 5-F-2-(4-FAEEFEE)-N-Q-HIEHE-1,2- Mt | 4-FEEER
e -4-55) 4 R
04 | S-F-N-Q-BIEH-1,2- " FHIE-4-5)2-2,3,5-= | 2,3,5-= FESF
REFR S X
95 | S-F-N-(2-flIEE-1,2- ZGE-4-5)-2- K G H T | Ky
R
105 | S-3-N-Q2-IEE-1,2- S 0EIE-4-5)-2-(2,4,5-= | 2,4,5- = FELK
RS R PRk
99 | 5-#-2-(4-ENEFREE)-N-Q-HIEE-1,2-ZFMt | 4-BEEFER
e -4-55) 4 FF e
102 | 5-F-2-4-Q-FEEZE)FEE)N-Q-HIEE- | 4-Q-FEEZE)
1,2- Z GIhE-4- ) 78 FR R A K
160 | 5-&-N-Q-[IEE-1,2- ZFEH0E-4-5)-2-(4-(4,44- | 4-4,44-ZB T &
0 =& ] §R)EXER) X E)FE
B H25

4-8-2-2-F-4-FFEEE)-S-FH-N-QC-EE-1,2- Z G UHhg-4- B H
ARz (109) 2 Bl

0
0 bm
H
Cl 0
@C'

F

1% Cs,CO3 (244.4 mg, 0.75 mmol);RIIE4-5-2,5-= & -N-Q-HI &

C177557A.doc

-197-




1655187

E-1,2- Z G MENE-4-2)F R EER(71.2 mg, 0.25 mmol) Kk 2-F-4-B & H
(109.9 mg, 0.75 mmol)FH DMF (2 mL)$ ZFKF » HE100C Tk
R TEBEING - BZRIEBIE  MFHEHYEHEHPLCER ZBEFR K
th 7 B FE(10% Z 99%) ¥ F FHCHE Bt B BIET4L > (EME£4-8
2-Q2-8-4-BREE)S-B-N-QC-HEE-1,2- “ S M IE-4-F)F HEE K
(109) (22.8 mg, 27%) ° ESI-MS m/z &t & {§ 410.00 - ¥ | {H 411.2
(M+1)+; FEREEER] - 1.76 383 EETT) -

B 26

2-(4-F-2-F AKX EE)-N-(6- I E E-1,6- — U 5E-3-F)-5-(ZHFH)

% EHEEBE (106) > B
H
o N 0]
F3C\©\)LNU
H
(0]

5

F

[ 6- BF 48, BE Ot E -3 -] (20.5 mg, 0.16 mmol)7E ¥ Z & FH £ (0.5 mL)
b BARPIRM2-(4-F-2-FE-KEE)-S-CHEFEH)FPEHEE (50 mg,
0.15 mmol) » HERM_-BEREZIZ(26.2 pL, 0.15 mmol) » HFE25TC
THRZRERESYEHI/NE » BREBAZER -

1% oK B B B 7o B 2t A RS B R HBr (7R AcOHH) (250 pL >
33%w/v > 1.02 mmol)d » Wi ES0C FIIHS/NE - HZNERSYH
KR YHAZBMZEGHEN - RARYEHE B URBEL
B2 o #EHHPLC (1%ZE99%F N KH ZACN » H P HCIHE K X E A4t
LRI EQERBERZ2-4-F-2-F &-FHH)-N-(6-fl & £ -1H-ME 1g -3-
H)-5-(Z & FE)EFEER(106) (29.97 mg, 45%) - ESI-MS m/zzt & {E
406.09 > EREI{E407.10 M+1)+ ; FHHBER ¢ 15238 G #EET)
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g 127
4-(B =T E)-N-Q-I & £E-1,2- Z S UL IE-4-F)-2-((6-(Z & F 2 )Mz -
3-EEE)FEHE R (141) Z B

obm
N/
H
es
=
N

|
N

CF3

FEZER THE4-(F =T 5)-2-(6-(ZH P &)Uz -3-2) & &) E H g
(169.7 mg, 0.5 mmol) ~ HATU (190 mg, 0.5 mmol) ~ 2- B & & 0} 0 - 4- ¢
(62.1 mg, 0.5 mmol) } = Z #%(278.8 uL, 2 mmol)7E R Z & F i5(5 mL)
FZBRBHETLNG - EHYBENMERZBZEERCE P 2 HE
(0% ZFE40%) (LXK IE » TEMEE£4-(FBE=T £)-N-(2-F & E U ug -4-
2 )-2-((6-(= & 25 )0E e -3- 25§ &) K Bl % (137 mg, 60%) » ESI-MS
m/z5t B {H445.16 » BURA{E 446.3 (M+1)+; MSEEER : 1.8748 G &
EAT) -

FAFERZE@G.9 mL)H Z4-(58 =T &)-N-(2- 5 & £t 1g -4-58)-2-
((6-(Z & B AU iE-3- )& ) F FEER (137 mg, 0.3 mmol)FR I TMSI
(93.3 pL, 0.66 mmol) - ES50C T K& K IERPEI2/NES - BREASHE
25°C - MK > W HFEHHPLC (10%ZE99%7F KK 2 ACN » H b
HCHE BB RD4L - RMEEL4-(FE=ZTE)N-QC-HIEE-1,2- 2 &
UL UE -4-F5)-2-((6-(= & BF £ )b g -3- 2 ) & ) P EE g (141) (14.4 mg,
13%) o ESI-MS m/zit B {H431.15 > 8HI{E432.3 (M+1)+; #ESGEERg ¢
1.787 8 (377 #E1T) -

EREEXHMEEYWIFMRIEFEN REEFSE T
EY
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1LE&EYR | EY
i

6 2-(4-BAEE)-N-(6- (| & A- 1H-MEIE -3-5)-4-( = F R E) X P
i

4 2-(4-FAEEE)-N-(6-FI FH-1,6- G MEIE-3-F)-5-(Z B R E)FE
G

43 | 2-(4-FEEE)-N-Q-IFE-1,2- “ G ItiE-4-5)-6-(ZHFE)E
HERRE

142 | 4-(E=TE)-N-(6-fIEE-1,6- —gtle-3-4)-2-((6-(=F P )t
e -3-H5) 5 A B AE

1 2-(4-BAREEE)-N-2-RIEEE-1,2- — gnE-4- 2 R ERRE

145 | N-(6-fI&FE5-1,6- —FMENE-3-H)-4-(ZFFE)-2-(6-(=FF )L
e -3-F5) A ) 4 R e

3 2-(A-F A EE)-N-(6- I EE-1,6- — GHEIE-3-25) 4 R EEAE

628
4-(F =T HE)-N-(1-BHA-2-fl & £&-1,2- Z G U IE-4-F)-2-(6-(Z & F
B )L IE -3- 5 ) F A ) F H R AL (148) Z

CF4
FEER T R4-B=T E)-2-(6-(ZF B E)MIE-3-F)RE)FHE
(67.9 mg, 0.2 mmol) - HATU (66 mg, 0.2 mmol) ~ 5-fF £ -1-5 B 0t og B
-2-FH(24.8 mg, 0.2 mmo) B =Z (111 pL, 0.8 mmol)F R — & EH Iz
(0.9 mL)d Z B RIBHT2/NEF - iGx R EBIR » I 7 HHEAHHPLCHE A
ZBEFRKPZHEE(10%EII%)IN F FAHCHE &t B B #1741k » 1€
ME£4-(F=TEF)-N-(I-FE-2-f & E-1,2- Z G MbE-4-5)-2-((6-(=

C177557A.doc -200 -



1655187

98 )0 D -3 ) 4625 % R B (148) (1.2 mg, 1%) « ESI-MS m/zit
B 445.16 » B 446.3 (MrD)+ ; MEFEERY ¢ 1.8553 88 (35 48
) -

6 P B 1 S S L& o 1487 0 37t B PP 2 100 I B L /5 3 5 4- 55
=T E-N-(1- B -6 2 -3-0 0 ) -2-[[6-(= 48 B 45 -3- L BE L ) &
£ 135 B B B (149) -

B 5129
2-(4-BHEEIE)-N-(1-Q-FZ5)-2- [ E - 1,2- Z G0 4-2)-4-(Z
B )3 B B (85) 2 BU 45

o J/OH
H
o:

I

B RDMF (1 mi)5 2 2-(4-95, 5 455 )-N-(2- il & 2 - | H-0 0 -4
£)-5-(C T HE)EFERE(78.5 mg, 0.2 mmol) B RIGEALMAE.E me,
0.20 mmol) K 2- Z B (14.17 pL, 0.20 mmol) - B 7 338 T 4 3 7 JE 18
PELG/N » (3% S JE B 37 5 45 (4.8 mg, 0.20 mmol)B2-52 7
B2(14.17 pL, 0.20 mmol) » i FEHES/NES + £ SBANRIE B2 &
(L3R 2-RZ B > HAES0C P RIENMSBA - RI129 mg NaHR
86 WL 2-RZ B8 0 HIESOC FHS 8K MEMM2.5/N8F - BiRH29 me
NaH86 pL 2R Z 8 - B1E100C T 452 K MENIELS/INES - F o0 S 28
WEERE  BAERE THEEE - SEEYSEADMED » B8 1
5 £ 20 161 180 5 220 B AR U P 2 75 HCIME 5 3500 81 2 10% 25 99% 7 A Kk
T ZBE BT T2 (R E R E)N-(1-Q- R 2 )2
(A0 26, 2 -1,2- — 400 0 -4- 25 )-4-(= /0, B AL )36 G AR (B5) (43.6 mg,
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50%) - 'H NMR (400 MHz, DMSO-d6) & 10.63 (s, 1H), 7.99 (d, J = 2.3
Hz, 1H), 7.83 (dd, J = 8.8, 2.4 Hz, 1H), 7.54 (d, J = 7.4 Hz, 1H), 7.38 -
7.22 (m, 4H), 6.98 (d, J = 8.7 Hz, 1H), 6.85 (d, ] = 2.4 Hz, 1H), 6.42
(dd, J = 7.4, 2.4 Hz, 1H), 3.87 (t, J = 5.5 Hz, 2H), 3.57 (t, J = 5.5 Hz,
2H) ppm - ESI-MS m/zit & {£436.1 » BHIE 437.3 (M+1)+; B
fE : 17257883 s#ETT) -

B #1130

2-(4-F -2-FHEEFEE)N-Q- I & E-1,2- Z G LI -4-£)-4,6- % (=
R E)E PR (154) 2 W

o)

CF; O /@H
o
H

F4C o)

©/0Me

¢
e 2-8 -N-(2-fl & F - | H-ILE BE -4-55)-4,6- 88 (= & 2 ) FH R iz (40
mg, 0.11 mmol) ~ 4-&-2-FHEE XK (12.4 pl, 0.11 mmol )5 i s §F (45
mg, 0.33 mmol) Z &K & H KR DMF (0.5 mL)¥ » WE90C T hn#E16
he ¥ KEBIK > FADMSO (0.5 mL)#H#E » I % i # fH HPLC{E A
25%E 9% ZBE K Z HEIWFEHS mM HCUE B E B ET4(E > #&
miEf2-4-B-2-FREFEE)-N-Q- & £-1,2-Z F L1 -4-5)-4,6-
(=& B E)FEEHEEERE154) (17.2 mg, 32%) - 'H NMR (400 MHz,
DMSO0-d6) & 11.38 (br s, 1H), 10.91 (s, 1H), 7.91 (s, 1H), 7.35 (d, J =
7.2 Hz, 1H), 7.26 (dd, J = 8.9, 5.8 Hz, 1H), 7.20 (dd, J = 10.7, 2.9 Hz,
1H), 7.15 (s, 1H), 6.88 (td, J = 8.5, 2.9 Hz, 1H), 6.73 (d, J = 2.1 Hz,
1H), 6.37 (dd, J = 7.2, 2.1 Hz, 1H), 3.79 (s, 3H) ppm » ESI-MS m/z;t &
{6490.08 » HHI{E491.3 (M+1)+: AHEEEFRA] : 1.603 G EETT) °
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fEA S EXSt b SIS IE P I 2 R FENE - 84 4% B T

B -

et | Ew B

Eh

156 | N-(2-BISEE-1,2- = GHLUE-4-55)-2- S0 -4,.6-56(= 7, | 5T
P G

155 | 2-(-FHEE)N-Q-BIELE-1,2- = G IE-4-5)-4,6-
(SR TR T

153 | 2-(4-F2 FEEEHE)N-Q-FFE-1,2- T EHIE-4- | 4- -2 %
£)-4,6- (= 5 PR K T RERE B

152 |2-QA-ZHEEEE)N-Q-HEL 12— FEHE-4-5)- [ 24- — 5%
4.6- (S F R EFIER B

AEPEEM M BBRER TR2® - FBHEMHAPLCHE AR
H Phenomenex ~ Kinetix C18%#£(50%2.1 mm > 1.7 pm#r F) (pn: 00B-
4475-AN)) 5 88357 88 H 1% FE 99% 5% Eh A B2 8 B 1 1 38 17 00 & /8 52 (f
MWR2F ZMHIEIR) - FIEHHA = H,0 (0.05% CF3;CO,H) - Figh1EB =
CH;CN (0.05% CF;CO,H) * i #= 2 mL/min > ¥ §f &&= 3 pL - &
HARE=50TC -

R2. HBE
{E& | LCMS MS 'H-NMR (400 MHz)
Yidwm | TR
s | Mo |
(DMSO-dg) & 11.23 (s, 1H), 10.44 (s, 1H), 7.62 (dd, J =
7.6, 1.7 Hz, 1H), 7.50 (m, 1H), 7.25 (ddd, J = 9.4, 8.6,
1 1.48 | 3253

5.3 Hz, 4H), 7.12 (m, 2H), 6.91 (d, J = 8.0 Hz, 1H), 6.77
(d,J = 1.9 Hz, 1H), 6.40 (dd, T = 7.2, 2.0 Hz, 1H) ppm

(DMSO-dg) & 11.40 (s, 1H), 10.64 (s, 1H), 8.00 (d, ] =
2 172 | 393.1 | 2.2 Hz, 1H), 7.83 (dd, J = 8.8, 2.3 Hz, 1H), 7.30 (tdd, J =
6.9, 5.9, 3.4 Hz, 5H), 6.9 (d, J = 8.8 Hz, 1H), 6.82 (d, J
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{E& | LCMS 'H-NMR (400 MHz)
wiE | e |
st | rcan | N0
= 1.8 Hz, 1H), 6.43 (dd, J = 7.2, 2.0 Hz, IH) ppm
(DMSO-dg) § 10.09 (s, 1H), 7.92 (d, ] = 2.8 Hz, 1H),
7.63 (dd, J = 7.6, 1.7 Hz, 1H), 7.50 (m, 2H), 7.23 (m,
3 147 | 3253
| 3H), 7.08 (m, 2H), 6.93 (d, ] = 7.6 Hz, 1H), 6.38 (d, J =
9.7 Hz, 1H) ppm
(DMSO-de) § 11.54 (m, OH), 10.24 (s, 1H), 7.95 (dd, J =
19.3, 2.5 Hz, 2H), 7.81 (dd, J = 8.8, 2.1 Hz, 1H), 7.51
4 1.7 | 393.1
(dd, J = 9.7, 2.9 Hz, 1H), 7.27 (m, 4H), 7.01 (d, ] = 8.6
Hz, 1H), 6.38 (d, J =9.7 Hz, 1H) ppm
(DMSO-dq) & 11.31 (s, 1H), 10.63 (s, 1H), 7.85 (d, J =
7.9 Hz, 1H), 7.63 (d, J = 7.9 Hz, 1H), 7.29 (ddd, J = 8.2,
5 1.72 | 393.1
6.6, 4.6 Hz, 3H), 7.21 (m, 2H), 7.14 (s, 1H), 6.76 (d, J =
1.6 Hz, 1H), 6.39 (dd, J = 7.2, 2.0 Hz, 1H) ppm
(DMSO-dg) § 11.43 (s, 1H), 10.27 (s, 1H), 7.90 (d, J =
2.7 Hz, 1H), 7.84 (d, ] = 7.9 Hz, 1H), 7.62 (d, J = 7.1
6 1.69 | 393.1 |Hz, 1H), 7.48 (dd, J = 9.7, 2.9 Hz, 1H), 7.27 (dt, J =
12.2, 3.0 Hz, 2H), 7.18 (m, 3H), 6.37 (d, ] = 9.7 Hz, 1H)
ppm
7 1.55 | 411.17
8 1.52 | 449.26
(DMSO-dg) & 11.26 (s, 1H), 10.62 (s, 1H), 7.86 (d, J =
7.9 Hz, 1H), 7.63 (d, J = 8.0 Hz, 1H), 7.44 (m, 2H), 7.30
9 1.69 | 375.1 | (d,J=7.2Hz, 1H),7.23 (t, ] = 7.4 Hz, 1H), 7.15 (dd, T =
| 7.1, 6.1 Hz, 3H), 6.75 (d, ] = 1.7 Hz, 1H), 6.37 (dd, J =
7.2,2.0 Hz, 1H) ppm
10 1.79 | 407.1 | (DMSO-dg) § 11.27 (s, 1H), 10.63 (s, 1H), 7.84 (d, J =

C177557A.doc

-204 -




1655187

& | LCMS MS "H-NMR (400 MHz)
Yidgm | FEEF

s | raca | M
7.8 Hz, 1H), 7.60 (d, J = 7.8 Hz, 1H), 7.31 (d, J = 7.2
Hz, 1H), 7.23 (m, 1H), 7.10 (m, 2H), 6.97 (s, 1H), 6.76
(d,J = 1.6 Hz, 1H), 6.38 (dd, ] = 7.2, 2.0 Hz, 1H), 2.16
(s, 3H) ppm
(DMSO-dg) § 11.27 (s, 1H), 10.64 (s, 1H), 7.84 (d, J =
7.8 Hz, 1H), 7.60 (d, J = 7.9 Hz, 1H), 7.30 (m, 3H), 7.16

11 1.76 | 389.1
(td, J = 7.4, 1.1 Hz, 1H), 7.00 (m, 2H), 6.75 (d, ] = 1.8
Hz, 1H), 6.38 (dd, J = 7.2, 2.1 Hz, 1H), 2.17 (s, 3H) ppm
(DMSO-dg) 8 11.27 (s, 1H), 10.60 (s, 1H), 7.83 (d, J =
8.0 Hz, 1H), 7.59 (d, J = 8.0 Hz, 1H), 7.31 (d, J = 7.2

12 1.8 389.1 |Hz, 1H), 7.25 (d, J = 8.2 Hz, 2H), 7.05 (d, J = 8.5 Hz,
3H), 6.76 (s, 1H), 6.38 (dd, J = 7.2, 2.0 Hz, 1H), 2.31 (s,
3H) ppm

13 148 | 377.1

14 1.55 | 393.1
(DMSO-dg) 8 11.25 (s, 1H), 10.48 (s, 1H), 7.65 (t, J =
8.5 Hz, 1H), 7.29 (m, 4H), 7.19 (m, 2H), 6.91 (d,J = 1.9

15 1.48 | 359.2
Hz, 1H), 6.75 (d, = 1.9 Hz, 1H), 6.38 (dd, J = 7.2, 2.1
Hz, 1H) ppm

16 1.53 | 389.2

17 1.53 | 373.2

18 1.43 | 393.0

19 1.43 | 377.1
(DMSO-dg) & 11.48 (s, 1H), 10.57 (s, 1H), 7.65 (d, J =
8.2 Hz, 1H), 7.36 (d, J = 7.2 Hz, 1H), 7.30 (dd, J = 8.2,

20 1.57 | 373.2 | 1.9 Hz, 1H), 7.21 (d, J = 9.3 Hz, 1H), 7.10 (m, 2H), 6.83
(d,J=1.9 Hz, 1H), 6.74 (d, ] = 1.9 Hz, 1H), 6.45 (dd, J
=7.2,2.1 Hz, 1H), 2.16 (s, 3H) ppm
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& | LCMS 'H-NMR (400 MHz)
i | R |

Ly

21 1.26 | 350.1

22 1.3 380.2

23 1.4 364.1

24 152 | 4112

25 1.28 | 400.3
(DMSO-dg) & 11.30 (s, 1H), 10.71 (d, J = 7.0 Hz, 1H),
8.03 (d, J = 2.1 Hz, 1H), 7.83 (d, J = 8.4 Hz, 1H), 7.39

26 147 | 411.2
(m, 4H), 7.03 (d, ] = 8.7 Hz, 1H), 6.84 (d, ] = 21.3 Hz,
1H), 6.46 (m, 1H) ppm

27 1.62 | 389.3
(DMSO-dg) & 11.28 (s, 1H), 10.62 (s, 1H), 7.99 (d, J =
2.2 Hz, 1H), 7.80 (dd, J = 8.8, 2.2 Hz, 1H), 7.31 (ddd, J

28 1.58 | 389.3 |=12.7,9.2, 4.5 Hz, 3H), 7.20 (td, ] = 7.4, 1.2 Hz, 1H),
7.12 (m, 1H), 6.81 (dd, J = 12.2, 5.3 Hz, 2H), 6.41 (dd, J
=7.2,2.1 Hz, 1H), 2.15 (s, 3H) ppm
(DMSO-dg) & 11.29 (s, 1H), 10.62 (s, 1H), 8.02 (d, J =
2.2 Hz, 1H), 7.83 (dd, J = 8.8, 2.2 Hz, 1H), 7.69 (dd, ] =

29 1.57 | 4272 | 8.4, 3.0 Hz, 1H), 7.45 (dd, J = 9.1, 5.3 Hz, 1H), 7.40 -
7.30 (m, 2H), 6.92 (d, ] = 8.7 Hz, 1H), 6.79 (d, T = 1.9
Hz, 1H), 6.42 (dd, J = 7.2, 2.1 Hz, 1H) ppm

30 1.56 | 423.2
(DMSO-dg) & 11.77 (s, 1H), 10.79 (s, 1H), 8.00 (d, J =
2.2 Hz, 1H), 7.80 (dd, J = 8.8, 2.3 Hz, 1H), 7.45 (d, ] =

31 1.6 | 407.2 | 7.2 Hz, 1H), 7.25 (dd, J = 9.3, 3.0 Hz, 1H), 7.16 (m, 2H),
6.95 (d, J = 1.9 Hz, 1H), 6.83 (d, J = 8.7 Hz, 1H), 6.56
(dd,J=7.2,2.0 Hz, 1H), 2.14 (s, 3H) ppm

1 s 1759 (DMSO-dg) & 11.32 (s, 1H), 10.62 (s, 1H), 7.99 (s, 1H),
7.83 (m, 1H), 7.47 (t, ] = 7.9 Hz, 2H), 7.29 (m, 2H), 7.19
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& | LCMS VS "H-NMR (400 MHz)
Yitw | TR

% | o | M
(d, J = 7.6 Hz, 2H), 7.00 (d, J = 8.7 Hz, 1H), 6.79 (s,
1H), 6.41 (m, 1H) ppm

33 1.59 | 427.1

34 1.51 | 427.2

35 1.64 | 405.2

36 162 | 4052 |,

37 1.61 | 443.1

38 1.56 | 409.1

39 1.6 423.1

40 1.64 | 423.1

41 1.54 | 391.1

42 1.62 | 439.1
(DMSO-dg) 8 11.29 (s, 1H), 10.80 (s, 1H), 7.69 - 7.56

43 1.51 | 393.3 |(m, 2H), 7.34 - 7.25 (m, 3H), 7.22 - 7.14 (m, 3H), 6.71
(d,J=2.0 Hz, 1H), 6.34 (dd, J=7.2,2.1 Hz, 1H) ppm
(DMSO-dg) § 11.43 (s, 1H), 10.62 (s, 1H), 7.95 (d, J =
2.4 Hz, 1H), 7.80 (dd, J = 8.9, 2.4 Hz, 1H), 7.35 (d, J =

44 1.83 | 419.3 | 7.1 Hz, 1H), 7.22 - 7.10 (m, 2H), 7.07 - 6.95 (m, 2H),
6.95 - 6.80 (m, 2H), 6.45 (dd, J = 7.3, 2.1 Hz, 1H), 4.03
(g, = 6.9 Hz, 2H), 1.33 (t, ] = 6.9 Hz, 3H) ppm
(DMSO-dg) 8 11.51 (s, 1H), 10.66 (s, 1H), 7.96 (d, J =
2.2 Hz, 1H), 7.80 (dd, J = 8.9, 2.4 Hz, 1H), 7.38 (d, J =

45 1.73 | 405.4 | 7.2 Hz, 1H), 7.24 - 7.10 (m, 2H), 7.08 - 6.96 (m, 2H),
6.92 - 6.86 (m, 2H), 6.48 (dd, J = 7.2, 2.1 Hz, 1H), 3.77
(s, 3H) ppm
(DMSO-dg) 8 11.31 (s, 1H), 10.50 (s, 1H), 7.95 (d, J =

46 1.81 | 419.3 |2.3 Hz, 1H), 7.78 (dd, J = 8.8, 2.4 Hz, 1H), 7.33 (d, J =
7.2 Hz, 1H), 7.31 - 7.24 (m, 2H), 7.20 (dd, J = 8.3, 1.6
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{E& | LcMS 'H-NMR (400 MHz)
viE | e |

s | mcan |0
Hz, 1H), 7.04 (td, J = 7.6, 1.6 Hz, 1H), 6.89 - 6.74 (m,
2H), 6.43 (dd, J = 7.2, 2.1 Hz, 1H), 4.02 (g, J = 7.0 Hz,
2H), 1.12 (t, ] = 6.9 Hz, 3H) ppm
(DMSO-dg) & 11.28 (s, 1H), 10.50 (s, 1H), 7.92 (d, J =
2.3 Hz, 1H), 7.75 (dd, J = 8.8, 2.3 Hz, 1H), 7.32 (d, ] =
7.1 Hz, 1H), 7.16 (d, J = 8.1 Hz, 1H), 7.05 (d, J = 2.1

47 1.84 | 4193
Hz, 1H), 6.85 (dd, J = 8.1, 2.1 Hz, 1H), 6.82 (d, J = 2.1
Hz, 1H), 6.74 (d, ] = 8.7 Hz, 1H), 6.42 (dd, J = 7.3, 2.1
Hz, 1H), 3.72 (s, 3H), 2.35 (s, 3H) ppm
(DMSO-dg) & 11.52 (s, 1H), 10.64 (s, 1H), 7.97 (d, J =
2.3 Hz, 1H), 7.78 (dd, J = 8.9, 2.3 Hz, 1H), 7.41 - 7.36

48 1.73 | 423.3 | (m, 1H), 7.36 - 7.30 (m, 1H), 7.14 - 7.00 (m, 2H), 6.90
(d, J =2.0 Hz, 1H), 6.83 (d, ] = 8.8 Hz, 1H), 6.51 (dd, J
=7.2,2.1 Hz, 1H), 3.79 (s, 3H) ppm

49 1.8 | 4392

50 1.89 | 4233

51 1.79 | 427.1

52 | 174 | 4233

53 1.94 | 4334

54 1.73 | 4233
(DMSO-dg) § 11.50 (s, 1H), 10.70 (s, 1H), 7.98 (d, J =
2.3 Hz, 1H), 7.81 (dd, J = 8.8, 2.3 Hz, 1H), 7.43 - 7.28

55 1.74 | 4233
(m, 2H), 7.10 (dd, J = 12.7, 2.9 Hz, 1H), 6.95 - 6.83 (m,
3H), 6.48 (dd, ] = 7.3, 2.1 Hz, 1H), 3.79 (s, 3H) ppm

56 1.8 | 407.4
(DMSO-dg) & 11.52 (s, 1H), 10.90 (s, 1H), 7.74 (d, J =

57 1.58 | 423.3 | 2.3 Hz, 1H), 7.47 (dd, J = 8.7, 2.4 Hz, 1H), 7.33 (d, ] =
7.2 Hz, 1H), 6.87 (d, J = 8.6 Hz, 1H), 6.84 - 6.72 (m,
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t&
V4R
Bt

LCMS
AR
GilCar- )

MS
(M+1)

"H-NMR (400 MHz)

3H), 6.17 (d, ] = 7.2 Hz, 1H), 6.06 (d, J = 2.1 Hz, 1H),
3.69 (s, 3H) ppm

S8

1.81

409.3

39

1.72

423.3

60

2.04

441.3

(DMSO-dg) § 11.41 (s, 1H), 10.95 (s, 1H), 8.02 (d, J =
2.1 Hz, 1H), 7.81 (dd, J = 8.8, 2.3 Hz, 1H), 7.29 - 7.09
(m, 4H), 6.97 (s, 1H), 6.84 (d, J = 8.7 Hz, 1H), 2.13 (s,
3H) ppm

61

1.85

421.3

(DMSO-dg) 6 11.45 (s, 1H), 10.57 (s, 1H), 7.97 (d, J =
2.2 Hz, 1H), 7.79 (dd, J = 8.8, 2.3 Hz, 1H), 7.26 (dd, J =
9.4, 2.9 Hz, 1H), 7.22 - 7.08 (m, 2H), 6.81 (d, J = 8.7
Hz, 1H), 6.67 (d, J = 1.3 Hz, 1H), 6.27 (s, 1H), 2.15 (s,
3H), 2.14 (s, 3H) ppm

62

1.91

433.4

(DMSO-dg) & 11.27 (s, 1H), 10.47 (s, 1H), 7.95 (d, J =
2.2 Hz, 1H), 7.77 (dd, J = 8.8, 2.3 Hz, 1H), 7.36 - 7.23
(m, 3H), 7.23 - 7.17 (m, 1H), 7.08 - 7.00 (m, 1H), 6.84 -
6.77 (m, 2H), 6.42 (dd, J = 7.2, 2.0 Hz, 1H), 3.90 (¢, J =
6.3 Hz, 2H), 1.62 - 1.38 (m, 2H), 0.67 (t, ] = 7.4 Hz, 3H)
ppm

63

1.81

419.3

(DMSO-dg) & 11.38 (s, 1H), 10.62 (s, 1H), 7.96 (d, J =
2.2 Hz, 1H), 7.77 (dd, ] = 8.8, 2.3 Hz, 1H), 7.35 (d, J =
7.2 Hz, 1H), 7.11 (d, T = 8.8 Hz, 1H), 6.94 (d, J = 2.9
Hz, 1H), 6.90 - 6.80 (m, 2H), 6.74 (d, J = 8.8 Hz, 1H),
6.45 (dd, J = 7.2, 2.0 Hz, 1H), 3.76 (s, 3H), 2.10 (s, 3H)
ppm

64

1.87

433.4

(DMSO-dg) 6 11.29 (s, 1H), 10.46 (s, 1H), 7.96 (d, J =
2.2 Hz, 1H), 7.78 (dd, J = 8.8, 2.0 Hz, 1H), 7.40 - 7.12
(m, 4H), 7.12 - 6.93 (m, 1H), 6.86 - 6.73 (m, 2H), 6.42
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& | LCcMS 'H-NMR (400 MHz)
i | e |

R
(dd, J = 7.2, 2.1 Hz, 1H), 4.69 - 4.41 (m, 1H), 1.07 (d, J
= 6.0 Hz, 6H) ppm
(DMSO-dg) & 11.30 (s, 1H), 10.62 (s, 1H), 8.02 (d, ] =
2.2 Hz, 1H), 7.84 (dd, ] = 8.8, 2.3 Hz, 1H), 7.65 (dd, ] =

65 1.74 | 409.3 | 7.9, 1.5 Hz, 1H), 7.54 - 7.39 (m, 1H), 7.39 - 7.24 (m,
3H), 6.91 (d, J = 8.7 Hz, 1H), 6.79 (d, ] = 1.8 Hz, 1H),
6.41 (dd, J = 7.2, 2.1 Hz, 1H) ppm

66 1.64 | 393.1

67 1.46 | 359.2

68 1.57 | 373.1

69 1.46 | 377.1

70 1.52 | 389.1

71 1.46 | 389.2
(DMSO-dg) & 11.29 (s, 1H), 10.62 (s, 1H), 8.02 (d, ] =
2.3 Hz, 1H), 7.86 (dd, J = 8.7, 2.4 Hz, 1H), 7.58 - 7.40

72 1.93 | 459.3 | (m, 2H), 7.40 - 7.21 (m, 3H), 7.11 (d, J = 8.7 Hz, 1H),
6.76 (d, J = 2.1 Hz, 1H), 6.38 (dd, ] = 7.2, 2.1 Hz, 1H)
ppm
(DMSO-dg) & 11.77 (s, 1H), 10.79 (s, 1H), 8.01 (d, J =
2.3 Hz, 1H), 7.85 (dd, J = 8.9, 2.4 Hz, 1H), 7.49 - 6.99

73 1.83 | 441.5
(m, 7H), 6.94 (d, ] = 2.0 Hz, 1H), 6.54 (dd, J = 7.2, 2.1
Hz, 1H) ppm '
(DMSO-dg) & 11.55 (s, 1H), 10.93 (s, 1H), 7.83 - 7.67

74 1.75 | 443.5 | (m, 3H), 7.61 - 7.45 (m, 3H), 7.33 (d, ] = 7.0 Hz, 1H),
6.88 (d,J=8.5Hz, 1H), 6.11 - 5.98 (m, 2H) ppm
(DMSO-dg) § 11.28 (s, 1H), 10.63 (s, 1H), 8.04 (d, J =

75 1.83 | 459.3 | 2.3 Hz, 1H), 7.86 (dd, J = 8.7, 2.4 Hz, 1H), 7.60 - 7.54
(m, 1H), 7.54 - 7.43 (m, 1H), 7.43 - 7.34 (m, 1H), 7.34 -
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1E& | LCMS "H-NMR (400 MHz)
i | maes | D
2 | moya | M
7.28 (m, 2H), 7.05 (d, J = 8.7 Hz, 1H), 6.75 (d, J = 2.0
Hz, 1H), 6.38 (dd, J = 7.2, 2.1 Hz, 1H) ppm
(DMSO-dg) 8 11.56 (s, 1H), 10.69 (s, 1H), 8.02 (d, J =
2.3 Hz, 1H), 7.84 (dd, J = 8.8, 2.4 Hz, 1H), 7.47 - 6.97
76 1.76 | 441.5
(m, 6H), 6.94 (d, J = 8.7 Hz, 1H), 6.87 (d, J = 2.0 Hz,
1H), 6.49 (dd, J = 7.2, 2.1 Hz, 1H) ppm
(DMSO-ds) 8 11.29 (s, 1H), 10.64 (s, 1H), 7.87 (d, J =
8.0 Hz, 1H), 7.71 - 7.61 (m, 2H), 7.39 - 7.26 (m, 3H),
77 1.78 | 427.3
7.13 - 7.06 (m, 1H), 6.75 (d, J = 2.0 Hz, 1H), 6.39 (dd, J
=17.2,2.1 Hz, 1H) ppm
(DMSO-dq) & 11.28 (s, 1H), 10.62 (s, 1H), 7.87 (d, J =
8.0 Hz, 1H), 7.67 (d, J = 7.1 Hz, 1H), 7.48 (m, 2H), 7.30
78 1.73 | 409.3
(m, 2H), 7.13 (m, 2H), 6.73 (s, 1H), 6.36 (dd, J = 7.2, 2.0
Hz, 1H) ppm
79 1.8 459.5
80 1.74 | 459.3
81 1.65 | 423.3
82 1.71 | 4413
83 1.68 | 441.3
(DMSO-dq) & 11.34 (s, 1H), 10.67 (s, 1H), 7.83 (d, J =
7.8 Hz, 1H), 7.60 (d, J = 7.9 Hz, 1H), 7.32 (m, 2H), 7.09
84 1.67 | 4233 |(dd, J = 12.7, 3.0 Hz, 1H), 6.98 (s, 1H), 6.87 (m, 1H),
6.80 (d, J = 1.7 Hz, 1H), 6.42 (dd, J = 7.2, 2.0 Hz, 1H),
3.79 (s, 3H) ppm
(DMSO-dg) & 10.63 (s, 1H), 7.99 (d, J = 2.3 Hz, 1H),
7.83 (dd, J = 8.8, 2.4 Hz, 1H), 7.54 (d, J = 7.4 Hz, 1H),
85 1.72 | 4373
7.38 - 7.22 (m, 4H), 6.98 (d, ] = 8.7 Hz, 1H), 6.85 (d, ] =
2.4 Hz, 1H), 6.42 (dd, J = 7.4, 2.4 Hz, 1H), 3.87 (t,J =
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{E& | LCMS 'H-NMR (400 MHz)
i | R |

# | e | MY
5.5 Hz, 2H), 3.57 (t, ] = 5.5 Hz, 2H) ppm
(DMSO-dq) § 11.66 (s, 1H), 9.91 (s, 1H), 8.22 (d, ] = 2.4
Hz, 1H), 7.85 (dd, J = 8.8, 2.4 Hz, 1H), 7.45 - 7.28 (i,

86 1.89 | 4212
4H), 7.20 (td, J = 8.5, 3.1 Hz, 1H), 6.78 (d, ] = 8.8 Hz,
1H), 2.17 (s, 3H), 1.96 (s, 3H) ppm

87 1.67 | 423.1
(DMSO-dg) § 7.87 (d, T = 7.9 Hz, 1H), 7.59 (d, ] = 7.6

88 1.59 | 443.5 |Hz, 1H), 7.37 - 7.25 (m, 3H), 7.24 - 7.16 (m, 2H), 7.07
(s, 1H), 6.73 (s, 1H), 6.37 (d, ] = 6.9 Hz, 1H) ppm
(DMSO-dq) § 11.28 (s, 1H), 10.62 (s, 1H), 7.87 (d, J =
8.0 Hz, 1H), 7.58 (d, J = 8.2 Hz, 1H), 7.31 (d, ] = 6.9

89 1.58 | 473.3 |Hz, 1H), 7.27 - 7.16 (m, 2H), 7.07 (s, 1H), 6.98 (d, J =
8.9 Hz, 1H), 6.76 (s, 1H), 6.38 (d, ] = 7.1 Hz, 1H), 3.84
(s, 3H) ppm

90 1.76 | 429.3

91 1.98 | 417.4

92 1.81 | 4252

93 1.99 | 4174

94 1.83 | 367.3
(DMSO-d¢) 6 11.24 (s, 1H), 10.49 (s, 1H), 7.54 (dd, J =
8.4, 3.2 Hz, 1H), 7.43 - 7.32 (m, 3H), 7.28 (d, ] = 7.2

95 1.5 325.5 |Hz, 1H), 7.12 (t, J = 7.4 Hz, 1H), 7.05 (dd, J = 9.0, 4.5
Hz, 1H), 7.03 - 6.97 (m, 2H), 6.71 (d, J = 1.9 Hz, 1H),
6.37(dd,J=7.2,2.1 Hz, 1H) ppm

96 1.69 | 365.3
(DMSO-dg) & 11.23 (s, 1H), 10.46 (s, 1H), 7.50 (dd, J =

97 1.66 | 397.3 |8.4, 3.2 Hz, 1H), 7.40 - 7.32 (m, 1H), 7.28 (d, J = 7.1
Hz, 1H), 7.00 (dd, J = 9.1, 4.4 Hz, 1H), 6.98 - 6.92 (m,
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{E& | LCcMS MS '"H-NMR (400 MHz)
Yigm | R
# | e | TV
4H), 6.72 (d, ] = 1.8 Hz, 1H), 6.37 (dd, J = 7.2, 2.0 Hz,
1H), 1.24 (s, 9H) ppm
98 1.61 | 369.3
99 1.74 | 3673
100 | 1.73 | 383.3
101 | 1.68 | 409.3
102 | 153 | 3833
(DMSO-dg) & 11.26 (s, 1H), 10.50 (s, 1H), 7.52 (dd, J =
8.4, 3.2 Hz, 1H), 7.36 - 7.27 (m, 2H), 7.17 (dd, J = 6.0,
103 | 1.61 | 389.5
3.0 Hz, 2H), 6.97 (dd, J = 9.0, 3.0 Hz, 1H), 6.81 - 6.73
(m, 2H), 6.43 - 6.36 (m, 1H), 3.77 (s, 3H) ppm
104 | 154 | 3555 |
105 | 1.85 | 3673
106 | 152 | 407.1
(DMSO-dg) & 11.27 (s, 1H), 10.49 (s, 1H), 7.52 (dd, J =
8.4, 3.2 Hz, 1H), 7.41 - 7.23 (m, 2H), 7.13 - 7.00 (m,
107 | 174 | 4233 |4H), 6.94 (dd, J=9.1,4.3 Hz, 1H), 6.75 (d, ] = 2.1 Hz,
1H), 6.39 (dd, J = 7.2, 2.1 Hz, 1H), 4.73 (q, J = 8.9 Hz,
2H) ppm
(DMSO-dg) & 11.28 (s, 1H), 10.48 (s, 1H), 7.49 (dd, J =
8.4, 3.3 Hz, 1H), 7.40 - 7.23 (m, 2H), 7.04 - 6.97 (m,
| 2H), 6.97 - 6.91 (m, 2H), 6.91 - 6.86 (m, 1H), 6.77 (d, J
108 | 1.78 | 395.3
=2.0 Hz, 1H), 6.40 (dd, ] = 7.2,2.1 Hz, 1H), 3.77 (d,] =
7.0 Hz, 2H), 1.28 - 1.07 (m, 1H), 0.62 - 0.42 (m, 2H),
0.39 - 0.20 (m, 2H) ppm
(DMSO-dg) 6 11.39 (s, 1H), 10.60 (s, 1H), 7.88 - 7.79
[ 109 | 176 | 4112 |(m, 1H), 7.61 (dd, J = 8.4, 2.9 Hz, 1H), 7.33 (d, ] = 7.2
Hz, 1H), 7.31 - 7.16 (m, 3H), 6.74 (d, J = 2.1 Hz, 1H),
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t&
MR
Bt

LCMS
FReH R
[E ()

MS
(M+1)

"H-NMR (400 MHz)

6.39 (dd, J=7.3, 2.1 Hz, 1H) ppm

110

1.52

457.3

(DMSO-dg) 6 11.48 (s, 1H), 10.66 (s, 1H), 7.86 (d, J =
7.9 Hz, 1H), 7.63 (d, J = 7.9 Hz, 1H), 7.47 (d, ] = 8.7
Hz, 1H), 7.41 (d, J = 11.6 Hz, 1H), 7.37 (d, ] = 7.2 Hz,
1H), 7.03 (s, 1H), 6.83 (s, 1H), 6.45 (d, J = 7.1 Hz, 1H),
3.89 (s, 3H) ppm

111

1.62

473.3

(DMSO-dg) & 11.32 (s, 1H), 10.62 (s, 1H), 7.83 (d, J =
7.9 Hz, 1H), 7.51 (d, J = 7.9 Hz, 1H), 7.39 - 7.27 (m,
2H), 7.17 (dd, J = 10.7, 2.8 Hz, 1H), 6.88 (dd, J = 11.3,
5.7 Hz, 1H), 6.81 (s, 1H), 6.75 (s, 1H), 6.43 (d, J = 7.1
Hz, 1H), 3.73 (s, 3H) ppm

112

1.66

457.5

(DMSO-dq) § 11.29 (s, 1H), 10.66 (s, 1H), 7.87 (d, J =
7.9 Hz, 1H), 7.57 (d, J = 7.9 Hz, 1H), 7.31 (d, J = 7.1
Hz, 1H), 7.24 (dd, J = 9.2, 2.7 Hz, 1H), 7.17 - 7.04 (m,
2H), 6.90 (s, 1H), 6.76 (d, J = 1.8 Hz, 1H), 6.38 (dd, J =
7.2,2.0 Hz, 1H), 2.15 (s, 3H) ppm

113

1.53

393.1

(DMSO-dg) 6 11.32 (s, 1H), 10.57 (s, 1H), 7.95 (s, 1H),
7.34 - 7.24 (m, 3H), 7.22 - 7.15 (m, 3H), 6.74 (s, 1H),
6.38 (d,J=7.2 Hz, 1H) ppm

114

1.57

4233

(DMSO-dg) & 11.27 (s, 1H), 10.49 (s, 1H), 7.90 (br s,
1H), 7.32 (d, J = 7.2 Hz, 1H), 7.28 (dd, ] = 8.9, 5.8 Hz,
1H), 7.14 (dd, J = 10.7, 2.9 Hz, 1H), 6.89 - 6.82 (m, 2H),
6.77 (s, 1H), 6.39 (dd, J = 7.2, 2.1 Hz, 1H), 3.76 (s, 3H)
ppm

115

1.52

4233

(DMSO-dg) 6 11.41 (s, 1H), 10.57 (s, 1H), 7.94 (s, 1H),
7.34 (d,J=7.4 Hz, 1H), 7.30 - 7.12 (m, 3H), 6.96 (d, ] =
8.5 Hz, 1H), 6.78 (s, 1H), 6.40 (d, J = 7.1 Hz, 1H), 3.83
(s, 3H) ppm
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& | LCMS '"H-NMR (400 MHz)

v | e |

s | e | MY
(DMSO-dg) 8 11.41 (s, 1H), 10.35 (s, 1H), 7.71 (d, J =
7.8 Hz, 1H), 7.49 (s, 1H), 7.39 (dd, J = 15.4, 7.6 Hz,
2H), 6.83 (d, ] = 1.7 Hz, 1H), 6.43 (dd, J = 7.2, 2.0 Hz,

116 | 185 | 369.1
1H), 4.18 (t, ] = 6.4 Hz, 2H), 1.75 (td, J = 13.4, 6.6 Hz,
1H), 1.62 (q, J = 6.5 Hz, 2H), 0.90 (t, J = 8.0 Hz, 6H)
ppm

117 | 158 | 3552

118 | 177 | 3933

119 | 162 | 3672

120 | 172 | 3812

121 133 | 383.2

122 | 155 | 3532

123 | 157 | 4092

124 | 1.72 | 3812

125 1.6 379.2

126 1.5 389.2

127 | 172 | 3932
(DMSO-dg) & 11.36 (s, 1H), 10.32 (s, 1H), 7.70 (d, J =
7.8 Hz, 1H), 7.48 (s, 1H), 7.36 (dd, J = 14.6, 7.6 Hz,

128 | 185 | 381.1
2H), 6.81 (s, 1H), 6.42 (dd, J = 7.2, 2.0 Hz, 1H), 4.68
(m, 1H), 1.88 (m, 2H), 1.44 (m, 8H) ppm

129 | 147 | 3752

130 | 1.64 | 3813

131 1.52 | 355.3

132 | 156 | 3952

133 1.5 409.3

134 | 164 | 3813

135 | 154 | 3793
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& | LCMS 'H-NMR (400 MHz)

wim | mEss |

s | mcan | M

136 | 171 | 3972

137 | 168 | 3972

138 | 158 | 411.1

139 | 156 | 425.1

140 1.7 | 3972

141 | 178 | 4323
(DMSO-dg) & 10.12 (s, 1H), 8.45 (d, J = 2.8 Hz, 1H),

2 | 1o | a3ms 7.87 (d, J = 8.7 Hz, 1H), 7.77 (s, 1H), 7.66 (d, J = 8.1
Hz, 1H), 7.44 (m, 3H), 7.32 (d, J = 1.8 Hz, 1H), 6.33 (d,
J=9.6 Hz, 1H), 1.30 (s, 9H) ppm
(DMSO-dg) & 11.41 (s, 1H), 10.62 (s, 1H), 8.56 (d, J =
2.7 Hz, 1H), 7.92 (d, J = 8.7 Hz, 1H), 7.76 (d, J = 8.2

143 | 1.58 | 4103 [Hz, 1H), 7.62 (dd, J = 8.7, 2.7 Hz, 1H), 7.51 (m, 2H),
7.32 (d, ] = 7.2 Hz, 1H), 6.72 (d, J = 1.9 Hz, 1H), 6.39
(dd,J=7.2,2.1 Hz, 1H) ppm
(DMSO-dg) & 11.29 (s, 1H), 10.69 (s, 1H), 8.57 (d, ] =
2.8 Hz, 1H), 7.94 (t, ] = 8.8 Hz, 2H), 7.82 (d, ] = 8.2 Hz,

144 | 1.67 | 4443 |1H), 7.76 (s, 1H), 7.62 (dd, ] = 8.7, 2.9 Hz, 1H), 7.29 (d,
J = 7.0 Hz, 1H), 6.67 (s, 1H), 6.33 (d, ] = 7.4 Hz, 1H)
ppm

145 | 1.64 | 4443

146 | 098 | 390.2

147 | 097 | 3902
(DMSO-dg) & 10.49 (s, 1H), 8.45 (d, ] = 2.8 Hz, 1H),
7.88 (d, J = 8.7 Hz, 1H), 7.66 (d, J = 8.1 Hz, 1H), 7.57

148 | 1.87 | 446.1 |(d, ] =7.4 Hz, 1H), 7.49 (dd, J = 8.1, 1.8 Hz, 1H), 7.42
(dd, J = 8.6, 2.8 Hz, 1H), 7.32 (d, J = 1.7 Hz, 1H), 6.70
(d, ] =2.3 Hz, 1H), 6.38 (dd, J = 7.4, 2.3 Hz, 1H), 3.33
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LCMS
i
MG

MS
(M+1)

'"H-NMR (400 MHz)

(s, 3H), 1.29 (s, 9H) ppm

149

1.85

446.3

(DMSO-dg) 6 10.15 (s, 1H), 8.45 (d, J = 2.7 Hz, 1H),
8.10 (d, J = 2.7 Hz, 1H), 7.88 (d, J = 8.7 Hz, 1H), 7.66
(d, J=8.1 Hz, 1H), 7.48 (dd, J = 8.1, 1.7 Hz, 1H), 7.39
(m, 2H), 7.32 (d, J = 1.6 Hz, 1H), 6.37 (d, ] = 9.7 Hz,
1H), 3.39 (s, 3H), 1.30 (s, 9H) ppm

150

0.95

390.3

151

0.98

406.2

152

1.57

479.3

(DMSO-dg) 6 11.37 (br s, 1H), 10.96 (s, 1H), 8.02 (s,
1H), 7.59 - 7.52 (m, 2H), 7.41 (td, J = 9.2, 5.5 Hz, 1H),
7.34(d,J=7.1 Hz, 1H), 7.24 - 7.15 (m, 1H), 6.70 (d, ] =
2.0 Hz, 1H), 6.33 (dd, ] = 7.2, 2.1 Hz, 1H) ppm

153

1.64

475.3

(DMSO-ds) 6 11.36 (br s, 1H), 10.94 (s, 1H), 7.95 (s,
1H), 7.34 (d, J = 7.2 Hz, 1H), 7.29 - 7.24 (m, 2H), 7.21 -
7.11 (m, 2H), 6.70 (d, J = 2.0 Hz, 1H), 6.33 (dd, J = 7.2,
2.1 Hz, 1H), 2.16 (s, 3H) ppm

154

1.6

491.3

(DMSO-dg) & 11.38 (br s, 1H), 10.91 (s, 1H), 7.91 (s,
1H), 7.35 (d, J = 7.2 Hz, 1H), 7.26 (dd, J = 8.9, 5.8 Hz,
1H), 7.20 (dd, J = 10.7, 2.9 Hz, 1H), 7.15 (s, 1H), 6.88
(td, ] = 8.5, 2.9 Hz, 1H), 6.73 (d, J = 2.1 Hz, 1H), 6.37
(dd,J =7.2,2.1 Hz, 1H), 3.79 (s, 3H) ppm

155

1.58

461.3

(DMSO-dg) § 11.34 (br s, 1H), 10.91 (s, 1H), 7.99 (s,
1H), 7.47 (s, 1H), 7.38 - 7.28 (m, 3H), 7.29 - 7.24 (m,
2H), 6.69 (d, J = 2.0 Hz, 1H), 6.31 (dd, J = 7.2, 2.1 Hz,
1H) ppm

156

1.55

443.1

(DMSO-dg) 8 11.34 (br s, 1H), 10.92 (s, 1H), 7.9 (d, J =
1.5 Hz, 1H), 7.53 - 7.43 (m, 3H), 7.35 - 7.26 (m, 2H),
7.20 (d, J = 7.6 Hz, 2H), 6.69 (d, J = 2.0 Hz, 1H), 6.31
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{E& | LCMS MS "H-NMR (400 MHz)
Yiém | FREEEE L
% | mee | M

(dd,J=7.2,2.1 Hz, IH) ppm

(DMSO-dg) 6 11.44 (s, 1H), 10.66 (s, 1H), 7.86 (d, ] =
7.9 Hz, 1H), 7.61 (d, J = 8.0 Hz, 1H), 7.41 - 7.27 (m,
157 1.32 423.2 | 2H), 7.24 - 7.12 (m, 1H), 7.12 - 7.07 (m, 1H), 7.04 (s,
1H), 6.80 (d, J = 2.1 Hz, 1H), 6.43 (dd, J = 7.3, 2.2 Hz,
1H), 4.47 (s, 2H) ppm

(DMSO-dg) 6 11.33 (s, 1H), 10.58 (s, 1H), 7.81 (d, J =
7.8 Hz, 1H), 7.55 (d, J = 8.7 Hz, 1H), 7.37 - 7.26 (m,
2H), 7.17 (dd, J = 10.7, 2.9 Hz, 1H), 6.86 (m, 3H), 6.42
(dd,J=17.2,2.0 Hz, 1H), 3.76 (s, 3H) ppm

158 1.7 4233

(DMSO-dg) 8 11.52 (s, 1H), 10.49 (s, 1H), 10.04 (s, 1H),
7.84 (d,J=8.2 Hz, 1H), 7.78 (d, J = 7.4 Hz, 1H), 7.33 -
7.23 (m, 2H), 7.05 - 6.91 (m, 2H), 6.91 - 6.79 (m, 2H),
6.61 (dd,J=7.4,2.4 Hz, 1H), 4.96 (s, 2H) ppm

159 1.83 4233

160 1.45 451.2

BRARBHIESHZNayFIFIEEZ 57
FIEBH M Z E-VIPRY B R B9 5%

SNRE R EHENESSEEERBLRNEZERRE N
EOE - -BRIMESREATEGHGRMIMNPCT/US01/216528 + i &
S AEe  HUSIAAXALLPALERE-VIPR - ZEBES
MEBEEHEES ANBRBTERLAHMARTHRELRRANE
(oxono)BEEH Z KB LG - KR AEKRE - ERNERZEH NS RE
BREBALTZHEE  -ABSABHZEHT  LESKERAEZEEFRL
ZEBERB T EEREMERER Z LA MM -

TEE-VIPR b 43 #fr Z A 24/NBF » #§3R 3 A Nav1.8Z HEK4H A DA
15,0008 40 i /7L Z 20,000{E 40 A/ FLIEE R 384 B BE A BE B IR P -
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EHEK4H A 7X ¥ 52 5 10% FBS (B& 41 JE > B4k : GibcoBRL4R 5%
16140-071) 52 1% Pen-Strep (HF B Z -8 # % ; GibcoBRL% ¥ 15140-
122) 7 BB AEMEVEASYGHEE —HARER R NaVER)f 4 & -
EAAEEIO%NRE RS5% CO,TREFHEBRRAZERTEE -

100 mg/mL Pluronic F-127 (Sigma#g 5% P2443) » N & /KDMSOth
IEE¥R : 384FLEIJEMR » Bl # Corning 3847, B/ 1% B & 4 5t
3656

AMRER - 3B4FLAH BT B YR AR - 20 GreinersF $3781091-1B

10 mM DiSBACs(3) (Aurora4g 5%00-100-010) » 7R K DMSOth

10 mM CC2-DMPE (Aurora%g3%00-100-008) » £ &K DMSO

200 mM ABSCI » R H,0H

Bathl G & /% : @& #E10 mM (1.8 g/L) - EALEE(HE/K) | mM
(0.095 g/L) ~ &1$52 mM (0.222 g/L) ~ HEPES 10 mM (2.38 g/L) - &
{E$F4.5 mM (0.335 g/L) ~ & E$7160 mM (9.35 g/L) -

CERRIER © BathlGE &R+ 0.5% B-EBMIME (1F (5 AT S 5 otk -
Sigma#4F §F C4767) ~ 8 uM CC2-DMPE + 2.5 pM DiSBAC¢(3) » 5 8%
% B > FTA1Z10% Pluronic F127{#% 5 5K 2 BBF& % 1 CC2-DMPE
+ DiSBAC(3) Z B8 1E - B IE ¥ 14 5t )R & Pluronic & CC2-DMPE » #}
% /AN TIDiSBAC(3)3l: [F] B /& g » #4312 /R iBathl + B-ER#HE -
FITTE

D&Y (F R4 FDMSOF) THE E Z(EEMIN T - #FEE Y
i (40’ DMSO) - [5 M ¥ 88 (20 mM DMSOREE B RIUKHE - £ F
B4 R125 pM) R AL S Y AE R 4/FDMSO T 160xH W B 48 A i
ANMEFG—FLT - RECEYWRBE R0 uL (B 1 pL DMSOE 2 8043
TR EEBZHEERE BIOEREHRE) . SR ELZS
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¢ DMSOJRE £0.625% -

2) BB CERLHBEK -

3) BlEHAEMN - EAMER > KT EE > WH100 pL Bathl
BRAGHEBR=ZK > B —FLPER2S uLEBREHR

25 pL/IFLZ CERAR AR ZHEMR P - EZRKIRRERK
HTEEH0EEISTHE -

5)# 80 pL/fLz Bathl 3 ZL &YW/ P - KA E=E1T (1
mM) © B R L E4.5 mMEHK20 mM - L EUR PR NaVes B K 53 4

6) F1100 pL/FLZz Bathl G4 E K=K » B T25 pLZzEerke
B REB2uL/ALBLEMRBRZAEBRT -  EERERERET
EE205E R 35578 -

7) fEE-VIPREHIREE - FHERERBARS » LEZXI10PZ
5 08 B 87 & 200 HzZ IR R - B RS ATC 8 L E0.5% > LA
EERERBEEER - FIBERZBRAB0SH ZRBETE > iR
BEEFRZET

BN

SHEE > Wi 8460 nmE 580 nmBE P BRI B HBE
ZEMELER - BEME LI REGCHAERATAMEGZLER

(8 460 am - HF B 460 am)

(5% /& 580 am - 77 5% 580 nm)
HETBWHERIREARILERE-FHLZEE - ZFK
188 R 1 IS AT B A 2 — B0 43 B & R B T A Pl e A R U8 B 30 8 R 2 A e
LHAR Z P REE - REFEHRNBRZKER= R/R > WL H
P BF Fef 4L -
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HEHERARPEMREZCEY@ENNRE)ZEFET(BHEER)
MEHFBER I AFETEREEHBIEES M RESHEBERE - @
LM EHBHEMWEGHEP)HBZRE - (CEWRABIEEAGE

% WY :
R-P,

N-P  HPRGEAREEWILEERKE

HHAEEY ZNayE R AFZ B4 BB Hr

AR NELHEETAHEE IR ET RS EE T
TZRMIFEENE - BRBEHETEHRRMEE S8 - WENGF (50
ng/ml) (3% % & Rt 2 A B27 - BAERME B K 31 &£ & 2~ NeurobasalA4H
FOZFETHERBE2RZEIOR - BAES/NERUET(EE RS
25 > B R8 pmE12 pm) - I F E B A~ 41405 5 B (Axon
Instruments) EATERH - £/ T B ER A B, 45 5036 19 40 A 4R 5 7E - 60
mV T REFEEEMZICso - Hoh» B TERHFH , HRXHR1EE
VIHETNEEREAMERSEERL IR - ZSEHRZEEFTHR
FEALEYZ IR -

MERAEAXFMEZMFAENENTRIFFRER » Akl
R B R Z b & Y Navl 8B EE B E M o

2%3. Navl.8 ICs)E 1M

A=

LSRR | Nay1.8 ICs, (uM) {ESYI4R5R | Nay1.8 ICsy (M)
1 1.09 9 0.093
2 0.054 10 0.014
3 13.5 11 0.056
4 0.35 12 0.106
5 0.039 13 0.106
6 0.245 14 0.065
7 0.05 15 0.076
8 0.33 16 0.014
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{EEYIERTE | Nay1.8 ICs, (nM)
17 1.8
18 12
19 6
20 0.03
21 0.843
22 0.1
23 1.5
24 0.058
25 1.1
26 9.65
27 0.34
28 0.044
29 0.028
30 0.011
31 0.017
32 0.205
33 0.095
34 12
35 0.47
36 0.101
37 0.051
38 0.069
39 0.69
40 0.04
41 0.26
42 0.068
43 0.38
44 0.02
45 0.064
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{EEYI4RSR | Nay1.8 ICs, (uM)
46 0.064
47 0.135
48 2.7
49 0.024
50 0.019
51 0.087
52 0.094
53 0.047
54 0.03
55 0.07
56 0.069
57 6.9
58 0.054
59 0.032
60 0.126
61 0.113
62 0.034
63 0.018
64 0.108
65 0.107
66 0.037
67 0.069
68 0.03
69 0.112
70 0.013
71 0.092
72 0.013
73 0.035
74 5.175
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1EEYIERTR | Nay1.8 ICs, (nM)

75 0.051
76 0.054
77 0.029
78 0.031
79 0.011
80 0.105
81 0.026
82 0.036
83 0.046
84 0.046
85 2.8

86 3.55
87 0.027
88 0.012
89 0.016
90 0.026
91 0.42
92 0.135
93 1.45
94 1.4

95 3.45
96 0.4

97 0.745
98 0.3

99 5.15
100 0.155
101 0.12
102 17.1
103 0.33
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{EEYIERIR | Nay1.8 ICs, (uM)
104 1.15
105 3.55
106 0.099
107 0.39
108 0.285
109 0.019
110 0.89
111 0.003
112 0.016
113 0.006
114 0.001
115 0.007
116 0.488
117 1.145
118 0.765
119 14
120 0.15
121 19
122 4.2
123 0.355
124 0.485
125 17.5
126 1.4
127 1.3
128 0.56
129 0.94
130 5.1
131 1.5
132 0.33
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{EEYIERIR | Nay1.8 ICs, (uM) {EEYIERI | Nayl.8 ICs, (uM)
133 5.8 147 3.8
134 21 148 0.45
135 1.65 149 1.65
136 2.6 150 6.6
137 12.65 151 8.4
138 1.45 152 0.044
139 3.05 153 0.01
140 15 154 0.005
141 0.078 155 0.011
142 0.653 156 0.052
143 3.35 157 0.058
144 0.615 158 0.002
145 5 159 2.6
146 4.6 160 1.39

TonWorkssr 7. B Lth 734 LA E A F B L&Y B JENay1.83@
BZEN -  FRHBEHLER 3 4% lonWorks (Molecular Devices
Corporation’A B )L 8k SN E R - B H ST B YW R BT Navin B 2 4
B o A% H DL mL Bathl SOEE E400E EHMENBIZRP -
IonWorksf# 23 LB EGRIR R RO M PO Z X (E B384 A& =X i
MENKNERANEFAMEMERFN 2B - #HIonWorks » LIEE
WHEAERERINNA LG ZAERZBRAREER T EE R
BEZEBLEELN mVZAHEBEERAEH E-RERM % - EHHBEZ
TEALLEYMHERZEZE -

MANRERBEMEDIN. KLeWHEXREIXABEFBNBREEAETF
NADPH—EAEITCTREEL N BB EEHARPIREIONHE - DIE
A AN EZEEE R - AMBPERNADPH - B HRE A1 uM
£ (0.2% DMSO) ~ 0.5 mg/mLFF &0k 8 -« 2 mM NADPH 0.1 MBS B

C177557A.doc =224 -



1655187

B ERERR  LARRNEREESENEEM T KALZHERE
EOHLE EROIRE  BREQErREEZSHAEE—SH
ARTME R ZSO%FEB/KBRMGR » BAKBE LETLC/MS/MSS T
RELCTRLEEY HMUBRBEMHEGTERS BTS2 BE30

TEEFGZEET I -

FERMESHAEASRAZMELEYERNR KA EIF Mk
PZMAEREN RIUNGB S BEFHEHBAEI0SEER G
EeMaotbREE NEFMWUE(T HLM | ) K& K B FF ok 5

(TRLM | )78 5 1 B8 -
%4. HLM R RLMIS & 1% B 3

{EE4RS: HLM RLM
(TE302 580 7 FER%) | (FE305 SEAF > FlEr%)

2 100 104
7 97 99
8 90 86
10 93 82
20 104 88
28 79 70
29 107 107
30 76 78
31 92 91
33 100 110
37 100 97
44 93 84
66 100 106
68 98 72
72 100 95.5
75 90 95
76 97 93
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{EEYIRST HLM RLM
(FE30 58T Z FIER %) | FE30 #EF Z FER%)

79 103 100
82 101 98
88 100 102
90 101 104
101 97 89
109 103 100
111 91 90
113 105 102
114 91 82
115 102 95
120 87 79
123 103 98
142 38 50
152 103 100
157 101.5 102

O FNE L TR £T P R AR o W] ¥ RS P BT R A B e B AT S
ZEUARAE MATRARXHER - AXF MM Z BB E
EREOIRAE -

[FF3eaniA]

i
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PYRIDONE AMIDES AS MODULATORS OF SODIUM
CHANNELS
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[3&X]

The invention relates to pyridone amide compounds of formula I and I'or

pharmaceutically acceptable salts thereof, useful as inhibitors of sodium channels:

RS 9 R®)
R ( )p\AN’R R’ ( pWO

The invention also provides pharmaceutically acceptable compositions comprising the

compounds of the invention and methods of using the compositions in the treatment of various

disorders, including pain.
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