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The present invention relates hydroxypyridoxazepine compounds, methods of making them,
pharmaceutical compositions containing them and their use as Nrf2 activators. In particular, the invention
relates to compounds of Formula (I), and pharmaceutically acceptable salts thereof, or a tautomer thereof,

or a hydrate thereof.
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The present invention relates hydroxypyridoxazepine compounds,
methods of making them, pharmaceutical compositions containing them
and their use as Nrf2 activators. In particular, the invention relates to
compounds of Formula (I), and pharmaceutically acceptable salts

thereof, or a tautomer thereof, or a hydrate thereof.
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[E#HAEREAE ]
QRN EEE=Y {F Ry NRF2;E (LR Z FEALMEOE H S 8 P
[330H4f%]  HYDROXYPYRIDOXAZEPINES AS NRF2
ACTIVATORS

[seftremse ]
[0001] ASZHARA R FEELMLLE H A A HME &) BUSWNF 2574
2 E S RENRY K FRE RN 2R (EE 2 S -

[ SRt ]

[0002] Nrf2(NF-E2-MHEAAF 2)5& & ARl o e B g s
fig (zipper motif) 2 cap-n-collar #§% N T BEAVEL & © fEEMERRMAT
Nrf2 & &2 FIE N BE 4SS aHIFI R+ KEAP1({EL Kelch By ECH
MHEAE D DAVEASFES] - KEAPL &4 % Nrf2 HE AR Cul3 #Y E3
T ZEBIE SR L T 2L E O RS E M - LR ALIER IR T -
DJ1 (PARK7)# & (L #E A lA 1E Nrf2 Bl KEAP1 A6 & /E FH2Kf8 2 Nrf2
& H - b5 KEAPL FRJEME R BEHIE & o] i 1 KEAPL Z i P X
> LMo Nrf2 54 R (e Nef2 872 - Witk > 4ifE+ N2 V& &
EEEHY T EERFREEE @ BEZ A EAiEmEn Nef2 &2
Ko RUEEHY T Nrf2 S5 1M BREBR TR0 PR R S HE -

[0003]) M¥HFEEALER - Nef2 JEM B E LI 2R AE M
ZE M BT 9% (COPD)HY R B f% &l - Yamada, K., et al. BMC Pulmonary
Medicine, 2016, 16: 27 ~ 2 0] (R Nrf2 JE(EH B EE(LRH (520 DI By~
& w2 SR (B E (5540 Keapl 1 Bachl).Z EJHY - i 2 Fr 8
£y o (At > COPD BEHMiH Nrf2 JEMEAYIRIE EEZUA TRy B 1EFA
TR IRES - 55 A4S AT AR (RS RO R R N S SRR Y E TR0 28 3% -

B 1H > 164 HEETRRIAS)
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B EFAAE IR KI5 COPD ATiFV4HRECRE -~ FisEBHyIREM&EE
18 (eI B4R IR YRR » IR > Nrf2 JE (BB 0] /&4 COPD (Boutten, A.,
etal. 2011. Trends Mol. Med. 17 :363-37 1)1 Ath WE0R B2 9% > AL HE S
2V fifif8 {5 (ALI) (Cho, H.Y.,f Kleeberger, S.R., 2015, Arch Toxicol.
89 : 1931-1957 ; Zhao, H. et al., 2017, Am J Physiol Lung Clee Mol
Physiol 312 1 L155-L162 > EZUABK 2016 4 11 B 18 H ; doi
10.1152/ajplung.00449.2016) ~ 2k LK 2% 3 fiF 7 BE (ARDS ) 1 fii 45 4
{E(Cho, H.Y ., Kleeberger, S.R. 2010. Toxicol. Appl. Pharmacol. 244
43-56) o

[0004] Nrf2 E(LEIEYEHE 1%L COPD B &/ M B iR 4 AL 22
BIEREA - HoA Nrf2 BRI A IER B o ATk B 3 B R E 81T
MR - B AR RO RE 2 E - HAEMERSNAID Nrf2 JE{L ]

AR IER o NI BT RS SL  E Nef2 JEMERYAE 7T 85

FH kD i B0 JRl 2 2K 46 e COPD AL

[0005] ph{&FEH Nrf2 JE(LEIZE & hi & (Sulforaphane)s8 3 » %
SEMEEIFE K H R BN EEEZN/NE 2 COPD E g 4 A Al At i B 1k
MRS 0 BA B R S A B 4R 2 B8 (MARCO)RY R » {EIMiEE
Lo SRR Y A B 0 (F FH (SRIR AR B - JR AR BLUE AR B K B RS A AR A
FI4HEER: - (Harvey, C.J., et al. 2011. Sci. Transl. Med. 3 : 78ra32)

[0006] &% Nrf2 {i:ffi HEVAREE SRR COPD « g @ $1 ¥
Nrf2 B&AKT] $2 ik oA 2 35 (LI R o BY A AT RO IR, 224 0 (R 0 12
MR MR  IRERBEEERRNAESR - SRR IR E
FEBEBAINELER - @i - SMERELEC (B > 7 E Noah, T.L.
et al. 2014. PLoS ONE 9(6) : e98671) ~ 4HEHECE ) - 18 M2 |2 -
al iR GE§ESF - ALL- ARDS FIFEfELE4E(E(CF, Chen, J. et al. 2008.
PLoS One. 2008 ; 3(10) : e3367) ;A%

F2H > 164 HETRRAE)
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[0007] &F¥F Nrf2 RREEAVER AT 2L MFIFR 248 2 ST
TEERIR o #F% Nrf2 JE(L IS HA FAVER & B 8 e R B (4 R -
IBD ~ MS) » 2285 Nrf2 jE{L R E 7] H i 8 88 RIEER -

[0008) fEEEIR | » $F%f Nrf2 BREMeEy(HEE L ERE
(bardoxolone methyl)) &1 B i PR 9% B 5 /18 M B % (CKD)AY i FR &
& % b BT H B R (Aleksunes, L.M., et al. 2010. J. Pharmacol. Exp.
Ther. 335 :2-12) > fRE T ILZ Y LR CKD i E IR EE
Y I 3B - P A S8 1B I e sk i A AL BT E RS S AU S MRS -
Hfir & M B 4B {5 (AKI) B (Shelton, L.M., et al. 2013. Kidney
International. Jun 19. doi : 10.1038/ki.2013.248.) » F1E g f% it HARS
H B 59 B R P B S 7 XY

[0009]) fr.Lafgsrisi - B Al AL B A Bk BEAY B 1T
HETD L RIZAIE - B ELFEHH ARSI E Nef2 By 8yt o] 1 ik
S RIR N o A BIR AV LALF - S LERIE I > EEUEE LRI 2 0E
MEEYE (ROS)FE R [Cire (1987) 76(2); 458-4681301 %5 4 N s6F0 /4
CUHYE R FMEAER[Circ Res (2000) 87(12); 1172-117913E hn¥H L A
BIEURA: [ of Mol & Cell Cardio (1991) 23(8); 899-918] - fFEE /IHE&
HF (TAC)HY/NERAE 2 H » Nrf2 BRPRIFN &R 1 8 2 B il 208 O Y P K
S AR 5 h0 - (B A B US40 1y A P BEE A R Y 208 EE T R 27 i B BB Y 1% BT ORK
/V[Arterioscler Thromb Vasc Biol (2009) 29(11); 1843- 5 1850; PLOS
ONE (2012) 7(9); e44899] < L:4f » LR T &M HY/NEHE A H » Nrf2
EALE BN ML AL S E S A R L ALET - @4k L - FERFITIEERE
% o [Arterioscler Thromb Vasc Biol (2009) 29(11) ; J of Mol & Cell
Cardio (2014) 72 ; 305-315 ; J% 1843-1850 ; PLOS ONE (2012) 7(9) ;
e44899] o Nrf2 JE (L B TH /N BHY Lok /R #5215 10[Circ Res (2009)
105(4); 365-374; J of Mol & Cell Cardio (2010) 49(4); 576-586 11 [% 1K

53 H > 3164 HETRRAE)
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Relig UR BEZIVLHLECIEE - FHIL - #5hE G5 Nrf2
MEY T NBEEERNRPR RS EEL - SmEE - F0 =g
(Oxidative Medicine and Cellular Longevity Volume 2013 (2013),
Article ID 104308, 10 K) ~ T M rd iR BIARAE i85 - L AL ZE - LHLEE
OBEEE ~ LEREAEE - LBEEIS G O 0r B B 70 % (heart failure with
preserved ejection fraction) ~ U EEEIG & (F4T H 43 BV (heart failure
with reduced ejection fraction ) I 7RI 140 LIRS < 25 F L LB RIS o -
B AT o (EA Nrf2 JEEFIH AR E 2R e o s BoA ki M L e S e R &
> L E T EE[Tian, C, et al., JPET, doi: 10.1124/jpet.119.261792 (2019
F10H 10H)] -

[0010] JE(L Nrf2 PEICAVEEY) L T] AT A2t 1 a R T MR
7 BREHSARIEPD) ~ 2288 IE(AD) ~ LIAZE 1A #E IR
F{EE(ALS) (Brain Res. 2012 Mar 29 ; 1446 : 109-18. 2011.12.064.
Epub 2012 Jan 12.) ~ =) TEHK FEEHD) ~ L3 LEMS) - H3E
1815 - AIGMERSIREG - shintE R - R - EERE - BUEMEREM K
IRAE ~ 2 T S-SR E)-Je sE R BT ~ SRS B & & H (prion) 2K
AT F M RREE ~ 18 MR EMERSA (CTE) ~ MIgOR (L ~ Few ~ 4
B e R~ Tau ZEHJK (tavopathies) ~ RV R ~ ILRRE ~ JE
S VL5 (Neimann-Pick) [IE ~ FHBE IIEIE - ML RIEBE(FEBS 201 8,
doi : 10.1111/febs.14379, Pharmacology & Therapeutics 2016, 157,
84-104) o ZH{E RS N TR Nrf2 KO /N F 8 G 1 5 5
4 AV ERS T R BUR o (ERSH MM PR A F > B Nef2 JE(ERI =4 T
ESBR(BHQ)AFE KIS K BHY BB » I HAE#& T tBHQ 1% » Nrf2
55 A AT IE KO /NEAY Y B E L T IR & &34 0 (Shih, A.Y., et al. 2005. J.
Neurosci. 25 : 10321-10335)  JE{LH A B 2. Nrf2 fy Tecfidera™ (&
Bt HEIEERECKAE RN GRS & A 2 3 (BEMS) -

F4H - 164 HETRRAS)
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C¥E Nrf2 BYE(L AT A B AR AR E e OE B A - K HEA
{E SR RN M3 il B Nrf2 JE {5248 (Paupe V., et al, 2009. PLoS
One ; 4(1) : e4253 - BLIEE[Z (omaveloxolone » (RTA-408) H.{L1E 3=
B b I AR B SR S A B PR B R

[0011] F£%¢ 3R M:HGE PR (IBD ~ TefE FOENUE S M 4EHG %) K/
SRR RE 2 B - 7 Nrf2 87 Ry O U FHRVER R FTE8 42 (Khor,
T.O., et al 2008. Cancer Prev. Res. (Phila) 1 : 187-191) o

[0012] FFHEAHBAM:=IEEM(AMD) Ry 50 Bl B2 AR TSR
Ay LR o W8S FE T B M (2 20O AMD  H 5] &8 2 Hr i & 14 OF
ZO)AMD By FE Gk IR o 58 YN EE PR A fE b 09 3830 S DU R B
TERRIBEMER IR AT - Nrf2 BEE08 RHLAERE F 2 ey i & bR
JEFO%¢ 3% Y FHET (Schimel, et al. 2011. Am. J. Pathol. 178:2032-2043) o
Fuchs X f& B IA K7 258 fiE (FECD) & — fl LA AS 5 A Sz AR A T B B8y
BITHEECE WER - H A —TEBEYER/KT: 2 Nrf2 R3] K /S REE R RYE
(BN AL JE S Ny 2295 (Bitar, M.S., et al. 2012. Invest Ophthalmol.
Vis. Sci. August 24, 2012 vol. 53 no. 9 5806-5813) o J}:4h » Nrf2 JE1k
Pl 0] PR 7 5 A 3k B HCA 3% SR MERR R

[0013] JREFEM:HE A A 32 (NASH) By — 7 & 4 it /D 15 T 20 A 1
Y EE RN Z FERERYRE I 0 ~ RAEFIE G 2 59A - (R R AT iR =
Efk= Nrf2 89 KO /N DAk = FH AR e B FORE BRay X & =5 Bplis - KRR
# NASH {98 (&Y dhry S., et al. 2010. Free Rad. Biol. & Med.
48:357-371) o Nrf2 JE(LHIBREZ L Al (oltipraz) M1 NK-252 & ik = fE i
N L-BFEARERZNEN KBRS REHBERZFENER  LHZR
44 {(Shimozono R. et al. 2012. Molecular Pharmacology. 84:62-70) o
AT IEAE Nrf2 38 S Y AL 2 Ry 3 B R iR R (B0 - ZRRH B 5
ZHIFF) ~ IR EMERF £ - fIiF (L (Oxidative Medicine and Cellular

55 H > 164 HETRRAE)
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Longevity Volume 2013 (2013), 3 ID 763257, 55 9 H) °

[0014] mATHIWTFCEAIGREITE ROS i 17 B B 58 40/ K i
HYE R - —IESH B4 R B R R R A N BN — S bR EY)
YEHN - AL M BKE S AL EEE M ~ BEA Sl E AR REEGR
BEI (5 » LAE & 1550 B B i 1 2 F 45 8O B (Dipali P.K., et al.
Indian J Clin Biochem. 2010 October ; 25(4) : 388-392) - }:4p » Nrf2
EABEI T Y E RS 1 K R /B Bl %2 2 (Schifer, M. et al. 2010. Genes
& Devl. 24 : 1045-1058) K N - 88 5 7 88 0 e & I (Kim, J.H. et al.,
J. Clin. Invest. 2014 Feb 3 ; 124(2) : 730-41) -

[0015]) 78R Ze 08 Nref2 JE(LAE o] A A7 i AiE - 5 A
Ry B 2-5% WY Ix 7 B A K & i BR A 2B 5 PR Y =97 (Annals of
Anatomy - Anatomischer Anzeiger Volume 196, Issue 5, September
2014, Pages 268-277) o

[0016] E&/RATEIRE N EASES WER SRR - £
A S G EAVIEER T H - BA Nef2 SRV &Ytbi2 5 Nef2 /&
MERI{E &Y E 4T © (Lisk C. et al, 2013, Free Radic Biol Med. Oct 2013;
63: 264-273)

[0017]) Nrf2 FEEIHEIEHE R WO 2015/092713 2015 4 6 A 25
HANBE ~ [BI{E s AYE R FHEEZ WO 2016/203400 2016 45 12 H 22
H/AB W0 2016/203401°2016 7E 12 H 22 H/NEW02018/104766 ;
2018 £ 6 H 14 H/ABH » WO 2016/202253 > 2016 5£ 12 H 22 H/AE S
K W02018/109646 > 2018 £ 6 A 21 H/ABEH »

[IANE]
[0018] fE—REAET > AZFOHFE LR LG H | B PR L) ~ =
HE(Fr 2 HEE 48 ol pi7avEs) ~ sNH G2 BEY) - i Kad) -~ 1

56 H > 3164 HEETRRIAE)
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2 E B RENRY) - #r%ﬂﬂt A% 2 {baam—EEae

(D>

Hrr e

R Byg B &

R B g B A

Ry B ~ -OH ~ -C 3 f2 B ~ -CF; ~ R HE ~ BE

Y B& ~ -Crslikt ~ -Cs, )54 - -CF; ~ -CHF, » %-CH,CF; : &
Y & ~ -Crs ik ~ -Car BBlEE « -CF5 ~ -CHF, ~ 5-CH,CF; ;
Y MY P R-C IR A

HEE P2 KEGEREY - KEKEY -

[0019]) fESS—Reked » AFHERESA-FEANEZ2EFE ZADL
e~ RHEGFHEEEEE R 2 - RE TS REY - EHK
G o REARAE—TERAPNEEERZARERE Nif2 SRR .2
ADEEY) ~ NHBEEHZ L8 F o2 0VE) - st g SR EY) -
HHEHAKEY - fE B avREE T REHEEE AN AR ZROLE
Yy~ SCHE R 2 B g L) - SH G EREY) - HKE
Yy HAEg Nrf2 JREIVEREURIE R E T 2 MR BRI R
COPD - ®li ~ ALI ~ ARDS ~ @4E{L ~ 1M Rim SR ~ RS
BB IER - SRR - 1SR R ~ ol BURE O
7~ BRI - BRI - REEIRE - 1BMER - BUmESS
T MEEE - SHEEBEGAKD - B IR & R 2 BR E)
REPERE - FREIAR = ~ BIARSHEREE(L - SR - LIEEE - SR E)

5 TH > 164 HETRRAE)
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ARIEMERE ~ LALEZE ~ LALEIE ~ OREEE - LEAE - LEEIE SO
PREGET 03~ LR IE & OF 5 o RIBCD ~ BEFR R ML AR ~ SCD
FEMEAM CRS ~ (HEARKAE(PD) ~ 28BN RE(AD) ~ 18 A& i 5o K
AEE) R (FA) ~ FLAZE A1 2 R IR B (LIE (ALS) ~ 2 MR (LE(MS) »
=T FEFEE (HD) ~ #8185 - AIGMISIEE - Mk g E - o -
BEE UE ~ BUEMERIEMERIRE « & HT - LT g - e O R EE - M
BA% B B B (prion) fR0K ~ MEATIERZ FAHERTEE ~ 121 B 14
(CTE) ~ &R (L ~ FER ~ BH#ERR ~ Tau & JK(tavopathies) ~ &
FMEARAERE %~ IE5eRIE ~ JE 2 ULse(Neimann-Pick) (RJE ~ 2L 1 #E
i~ PORIPERE - RER MRS E R - KRB~ HmE M EZE)AMD R’
ME M:GEZDAMD ~ lR15E - Fuchs [RAEEN KB E(FECD) ~ %4
AR SR BCH At SR RE MERR R ~ FREAE MERE I HE SR (NASH) ~ HERFHATAR
(B0 - ZEahE B sh & aIRHR) ~ WE MR R - FFE(E ~ AR08 - SRt
BRI ha 2~ BRIR P ERGT 2B AV R - FRATE - s WE -
[0020] fE—REAEH - ASFEAER AL —TE H VA8 Nrf2 JHETHYE R
BURIE < (D&Y ~ ECHE (R hl2 BB % F iz iyil) ~ siH %
REY) ~ SHAKEY) - AE =5V F - R IHRE—ERRIEE R
WEGRE < (EEY) ~ SHE (R R S HE 82 F R 2avE) ~ siH 4
B RIEY) BCHOK &Y s RN BURIE K 88 5 N 51 2 IR BRI IR 5 ik -
COPD - i + ALI - ARDS ~ @4t ~ B M Rim oM mim - BRER
LI R - SVERER R, - B AT AT R - ol DURRE OB E
7~ EHEGMEL - BRERERERRE - BEREEIRE 8RR - BUmiEss
HNEMEEG - SUEBRG(AKD ~ B igiSE B o R 2 Bk e
AEFREEE - AEIAR S B - EiARSEEREE(L - SMEE ~ LlEEE - SRS
ARIEMERE ~ LALEZE ~ LALEIE ~ OREEE - LEAE - LEEIE SO
PREGET 03~ LR IE & OF 5 o RIBCD ~ BEFR R ML AR ~ SCD

58 H > 3 164 HETRRIAE)
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FEMEAM CRS ~ (HEARKAEPD) ~ M2Z28B R E(AD) ~ 1848 i 5o K
AEE) S (FA) ~ LA ZE 4A 1 2 R (AR (LIE (ALS) ~ 2 MR (LE(MS) »
=T FEFEE (HD) ~ #8185 - AIGMISIEE - Mk g E - o -
BEE UE ~ BUEMERIEMERIRE « & HT - LT g - e O R EE - M
BA% B B B (prion) fR0K ~ MEATIERZ FAHERTEE ~ 121 B 14
(CTE) ~ &R (L ~ FER ~ BH#ERR ~ Tau & JK(tavopathies) ~ &
FMEARAERE %~ IE5eRIE ~ JE 2 ULse(Neimann-Pick) (RJE ~ 2L 1 #E
iE - PORIPERE - RERMREE R - RIBE - FrinE 4 EZ2=0) AMD . R’
ME M:GEZDAMD ~ lR15E - Fuchs [RAEEN KB E(FECD) ~ %4
AR SR BCH At SR RE MERR R ~ FREAE MERE I HE SR (NASH) ~ HERFHATAR
(B0 - ZEahE B sh & aIRHR) ~ WE MR R - FFE(E ~ AR08 - SRt
BRI ha 2~ BRIR P ERGT 2B AV R - FRATE - s WE -
[0021] F£—SS54PRRER F » A IHR — T A% Nrf2 SHEIHY R
WECRIE < )75 » R IR BUR IE By BE 5 N A1 2 IR B SR I R iE
COPD - i + ALI - ARDS ~ @4t ~ B M Rim oM mim - BRER
LI R - SVERER R, - B AT AT R - ol DURRE OB E
7~ EHEGMEL - BRERERERRE - BEREEIRE 8RR - BUmiEss
HNEMEEG - SUEBRG(AKD ~ B igiSE B o R 2 Bk e
AEFREEE - AEIAR S B - EiARSEEREE(L - SMEE ~ LlEEE - SRS
ARIEMERE ~ LALEZE ~ LALEIE ~ OREEE - LEAE - LEEIE SO
ORI H 0 3~ LR IS & BRAT T o AR D - BEFR I M LR~ ST A
LLIMEBRFRIFH (SCD) ~ FEFENLL B EMEEE(CRS) ~ HEAAKAE(PD) ~ [
2575 IE (AD) ~ A (&8 5 oo (B K 38 (FA) ~ Bl ZESEMEHREAIER
BE(EAE(ALS) ~ 28 MBI (EAE(MS) ~ =T SR ME(HD) ~ 381865 -
BB ME GRS ~ RRim e R~ R - BEE E - BUEMEZRIEMERIRE -
T S-SR AT E- S O (R B - SO R B S AR (prion) ENR ~ T

F9H > 164 HETRRIAE)
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7 ErEE R E ~ 18 MEAISEMERGR (CTE) ~ idiR (L ~ R ~ ZIRETERE
& ~ Tau ZEHJF (tauopathies) ~ EEREMEHMABER ~ LW KIE ~ E2 UL
(Neimann-Pick) [ JE ~ BB IIEE ~ SORIFERE « 8 RV ERIF - K
e ~ Fr e M (220 AMD M e MECEZ)AMD ~ BR{8{5 - Fuchs
KA RN F2 < BHE(FECD) ~ A R SR BCHAM SR AEVERR 7= ~ FETEAS TERR
HiRT R (NASH) ~ S REFEEHIIAIF B0 > JEEREE R ZEAHR) - W
PERT 3% ~ BFEE(L ~ A4 Ko ~ BBETE R R/ E -~ RN RS R
EIEANE] ~ TRACE ~ S E - REERaFEARERN OB
SCHEE (R e H B2 E ez ey ~ SN BB EEY) - sl KePifk
TEAFTENELS -

[0022] fE—SoMayEta - AN Db » BB
AIEHEE S E a2 i) - SREHGEREY) - HKEY R - K
AR BUE /G Nrf2 SR EIRVRIN EOURE L 889 - fE— R IMayREE o - &%
Nrf2 58 5 BV BIR BORE Ry BE B T 51 2 W BRI IR fiE - COPD -~ Sl
ALI ~ ARDS ~ @igE(b ~ 18V mim A0St mln ~ BRI 7 B2 A S 1Y Bl 0 =
7 > S MERGER RS ~ 1R ERTEN R ol DIBRE BB RIA - RS
HAEG R ~ IR EIRE ~ 12 MEER - BUUER SRS MR85
=B RE(AKD ~ B fe tE B o 3 2 BR s Re R ee ~ A Eh Ak =
B2 ~ BiRSEAREE (L ~ S EE - LB EENE - SR IREIARE (B ~ LA
ZE -~ LALEE - DBEEZE - DEAR - LEERSFRE R E TR L
it =2 e o OFF A L o3 RO~ BEPRIR IR L AILIR - SCD ~ FZJER CRS -
E<E A& ICRE(PD) ~ FIZ5 /8B RE (AD) ~ 188 b 5o KA B < 58 (FA)
HLAZGE MR B RIRE (LE(ALS) ~ Z S8 MERE(BAEMS) ~ 7T TR 528
ME(HD) ~ Haaf i - gIE LSRG ~ shin kT E - fE - BEE RE
FUEMEFRMEARIRIE ~ SHre- R E- o e s - MEREESE
H (prion) = ~ HEITVEZ EidlinBE - 12 RIS MR (CTE) » ik

%10 H - 4k 164 HEETIEREIE)
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BAE -~ BEow -~ BB EER - Tau £ H JK (tauopathies) ~ B & VAR AR %
Ve iRIE ~ B & Ut (Neimann-Pick) [RIE ~ Bk I E - REAIIERE -
% R MERS R ~ KBS ~ #h B M (2 20 AMD #0358 MECR ) AMD -
HRE{5 ~ Fuchs £ fRE N f7 2k B iE (FECD) ~ #) 4 5 38 0 EL A 3 e 1A R % ~
FEEAETERE A R (NASH) ~ R A ERYIIR (P14 - ZEEke By eh A AT
)~ IREEMERE R~ BFAEAE ~ TR~ SRRV R /R E - BRI R
I SR ER Y e ]~ R ATE ~ RS LRE -

[0023]) fEm—ReEET A IR HE —FEAME Nef2 JE(LEILUG
A SR HY IR BORIE < (DAL & e B (R 2 H B 82 F a2 ay
HD) ~ sl H G BEEY) - SiHKEY) -

[0024] AL - ASHMEAN—FEFE Nef2 2 750%  ZHEEE
(e AR IR (D 2 AL E Y s LR (R i 2 B 28 E o[ R 2V ) ~ Bl g 5
BIEY) ~ oK EYREE

[0025]) fE—REfE » AOHIRME—TEESAHNKY) » HE s —fE
RBEARD LY B R RS B % FulRezaVEl) ~ s 4G S 2
)~ BCHEHOKEY) > F— el RS EE L n] RE 2 BRI A o

[0026] fF55—REEEH - A BHRHIY —FH R 7Y )EH Nrf2 SH SRy %=
R ERE < B EEAH Y - P Z A E e —ERBXOLEY - 5
HERr 2 HE 8 F a2 iVl ~ sl g B R1EY) -~ siHKEY) - M
— B TEE EE F O] REZ VR R -

[0027] 1 T 7IAZEERE RS LAY EF AR IR H o — 20 1l A 5% I
< HAth BEELAI{E B -

QEENLRETEED
(0028 M 1 AT AR)-3-(1,4- ~ HE-1H-5H[d][1,2,3] =1
-5-F)-3-(3-(((R)-2- 2 K& -7- 8 7 -2,3- G MEIE 3 [2,3-f1[1.4] & &
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L4(5H)-E) H L) -4- HE BRI B Ol B 20~ BUIL T 58 BABY Y R T
2R X G456 5 B 2 (XRPD) -

[0029) [ 2 fE K (R)-3-(1,4- — FEE-1H-E9F[d][1,2,3] =14
-5- 5 )-3-(3-(((R)-2- Z, B -7- FL BE 2,3 &R I UE 3£ [2,3-/1[1,4] 5, AT
L4(5H)-E) H L) -4- HE BRI B Ol B 20~ BUIL T 58 BABY Y R T
> B R VR R (DS RIELE 55 T (TG A) i 45 -

[0030) [ 3 fEii T R)-3-(1,4- — HE-1H-EIF[d][1,2,3] =04
-5- 5 )-3-(3-(((R)-2- Z, B -7- FL BE 2,3 &R I UE 3£ [2,3-/1[1,4] 5, AT
L4(5H)-E) H L) -4- HE BRI B Ol B 20~ BUIL T 58 BABY Y R T
T BRI B (FT-HL B 38 -

[0031) M 4§l (R)-3-(1,4- — H BT H-2E F£[d][1,2,3] = ME-5-
H)-3-(3-((R)-2- 2 Bk -7- ¥8 £ -2,3- — & W 0 3 [2,3-1[1,4] & & ¥
L4(5H)-E) HEED)-4- HUELHEED NI K 21 - UL T 8B RIS 5K &
Y2 XRPD -

[0032) [ 5 fE 5 & (R)-3-(1,4- — HE- 1 H-E9F[d][1,2,3] =04
-5- 5 )-3-(3-(((R)-2- Z, B -7- FL BE 2,3 &R I UE 3£ [2,3-/1[1,4] 5, AT
L4(5H)-E) HEED)-4- HUELHEED N K &) - BUEL T 8 BIEY) . FT-fi1 2

[0033) [ 6 fEili 5 & (R)-3-(1,4- — HE- 1 H-59F[d][1,2,3] =14
-5- 5 )-3-(3-(((R)-2- Z, B -7- FL BE 2,3 &R I UE 3£ [2,3-/1[1,4] 5, AT
L4(5H)-E) H ) -4- B EL SR N B K &) SO H S B DSC Al
TGA Hi% -

[0034) [ 7 fE 65 & (R)-3-(1,4- — HE- 1 H-E9F[d][1,2,3] =04
-5- 5 )-3-(3-(((R)-2- Z, B -7- FL BE 2,3 &R I UE 3£ [2,3-/1[1,4] 5, AT
S4(SH)- ) B L) -4- HRCHEED) S 2ERABEHS - S R FT-Hu
i

Kim
=114
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109104455 FH YR A0202 1093191287-0



1843806

[0035] [ 8 fEi &5 (R)-3-(1,4- ~ HIE-1H- 9 [d1[1,2,3] =1
-5- ££)-3-(3-((R)-2- Z #&-7-¥8 £ -2,3-  F L IE 3F [2,3-/1[1,4] & FIF
ASH)-BE)HE)-4-HEREOWNE FHER  HHEE2RBEY 2
XRPD o

[0036) M 9 #ulsE S (R)-3-(1,4- “HE-1H-X I [d][1,2,3] =M
-5-E6)-3-3-(((R)-2- £ A& -7- F A -2,3- S ML WE F [2,3-/1[1,4] & & ¥
-4(5H)-F) B ED)-4- HECR A NI H B R B K &) ~ SRH G B R2EY) 2
XRPD o

[0037) W 10 f5ii4E 5 (R)-3-(1,4- — HE-1H-ZEH[d][1,2,3]1=
M -5-25)-3-(3-(((R)-2- £ A&-7-F8 KL -2,3- @ MEE 3 [2,3-f1[1,4] &M
-4(5H)-F) B ED)-4- HECR A NI H B R B K &) ~ SRH G B R2EY) 2
FT-fiI 5%k -

[0038) B 11 f#iift4s 5 (R)-3-(1,4- — H B -1H- 3 [d][1,2,3]1 =
M -5-25)-3-(3-(((R)-2- £ A&-7-F8 KL -2,3- @ MEE 3 [2,3-f1[1,4] &M
-4(5H)-F) B ED)-4- HECR A NI H B R B K &) ~ SRH G B R2EY) 2
DSC 1 TGA #h43 -

[0039]) [E 12 fi KEAP1 [HETEI/Nrf2 JE (BRI (R)-3-(1,4- — HHE
SLH-ZE 3 [d][1,2,3] = ME-5-F6)-3-(3-(((R)-2- £ B&-7- 58 EL-2,3- & IE0E
FHI2,3-A11,41 R EE-4(SH)-E) HE)-4-FEZFEH NI ~ BEeE - s(H

SEEY( B 1 Z/ea¥)S)-3-(1,4- “HE-1H-Z£[d][1,2,3]
= M -5- B )-3-3-(((R)-2- £ A -2,3- = & UL BE H [3.4-f1[1,4] & =
-4(SH)-E) H A)-4- FHE R ED)-2,2- “HEANB (L&Y B) L/ TACHA
B0 B DI RE A B TRV 2 28 - DA A= B M & T B AR MR a AT

TEEEMBENYR) « BIRFRR B TFEEE s.em) « FTA p [EHLHE
BECEL - B[] ANOVA -
[0040]) B 123755 :Sh (f(sham)>n=6)-V (TAC &% n=13)

Pﬁﬂtfﬁﬂt
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EX 1 [TAC + (R)-3-(1,4- — H 2 -1H- % 3§ [d][1,2,3] = M -5-
B )-3-3-(((R)-2- £ A& -7- ¥ AL -2,3- & 1k 0F H [2,3-f1[1,4] & & ¥
-4(SH)-ED) HHED-4- HEAR B NIE - BERLEE - Bl 5 S E2EY)N 1 mg/kg
(n=11) ~ 3 mg/kg (n=12)F1 10 mg/kg (n=10)] ~ EX B [TAC + (5)-3-(1,4-
CHE-1H-FEH[4][1,2,3] = ME-5-F)-3-(3-((R)-2- £ -2,3- &ML
F[3.4-f1[L41 R EF-4(5H)-B) H A )-4- FH AR BD)-2,2- “HE N
100 mg/kg » n=7] «

[0041] B 12(A)EHE 3% LV HHENH L - (EX 14
FAALDUERD 1~ 370 10 BIRPEE T EX B 4558 5 LUEES 100 HYFRTP
(& &) e

[0042]) B 12B)fE7 /002 NQO1 B EM: - 8 A ELEIHY 25
8 o (EX 14584 DUERL 1~ 3 /0 10 IR EIZER © EX B 4558452
fZEC 100 B RIPE &) -

[0043] B 12(O)fFHi0% » G LB 8 (bpm) < (EX 1 455 (%
DAIFEES 1~ 370 10 B RIPEE R  EX B §5 54 DUEED 100 HY (R IP [E 25
TR)

[0044]) E 12(D)fF#ALEEEAER)EF(EHBE - (EX 145
FAALDUERD 1~ 370 10 BIRPEE T EX B 4558 5 LUEES 100 HYFRTP
(& &) e

[&EhE 5201
[0045] ASEHEHLEADESY)
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109104455

HO 1) >
Hrr e
R Byg B &
R B g B A
Ry B ~ -OH ~ -Ci 3 f2 B ~ -CF; ~ R HE ~ BE
Y B& ~ -Crslmk ~ -Cs, 38)5E - -CF; ~ -CHF, ~ 5-CH,CF; :
Y & -~ -Cs ik ~ -Cy  BBYEE: - -CF; ~ -CHF, ~ 5-CH,CF; ;
Y MY P R-Cr IR A
HEE P2 KEGEREY - KEKEY -

[0046] ik (RiEE A ERKERFEHE ~ B EMELHE-
B0 - Cia i mig BA 1 2 3 {#ixp B R FHYEEA o FeAs v & B i s
o AR R B — » B RS o AR A O
NEENEMBANE) TEOETE T E R TE - M=4TE)
TRECERE s =4k 2 E) - IcE(FoE - 2o & =R i) -

[0047] TERfEA | BRISEAEEHRKER FEE 2 BEMMN
NEIFNEER < 40 - Car RS R BRI B A 3 2 7 (bR B[R FaYER i A
(RIESHRS - E—EEREEY > C, BIEEGEREAR 3 2 5 @k
B R FAVERGEE: » ARG AEL IR N AT —s L Eh -k g - IR
BeEA B I7 I o IRpE R TEIRNA - IBNME BT E R TEE I8
TeE - BIEE - BOE - ABOEE -

[0048] EfFEFANAHEE - flfeE ToaFE . M1 TEAE . HRlERE
o Ao ORIUE > REE - BE - BE - FIEE -
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[0049] FARAEMEZ " &R ) Fon LA E bk & R T3 T —
B (I8 R T8 E T E AR Z B AV U A B A - JERRER - TS
R BfE TR EARE AU UAT e SRR TR A E ZE
ATEE - HZIREZRE e OREl - ~FEsEmEmES - 2]t
SRR B MR TE R KB R AR a e ER SV T o) -

—ZAE A B E AU ENT - BB — 2 % (R
M) Bk B R T AT EEHUAY - thoh - BREINEYE — k8 R 7 A 48 8 —(F
Y AL Z AT EZ R T L B EE - AP RS &
BRI A A E T e il & AU -

[0050]) flosE "J@irsth ) EIEAEEE —MEAREAES Z(E 5
HARERVER T - WERARE I RHEEECAE - s > ST
RUEE S Aty o] ge LR 2 2 El B ] -

[0051]) A#ZHiEFEAD LY SEREEY RILESGY) - £
&Y xfs LA R 7 T EE Y K/EEEEE A ES{EEY) -
SREE B EE E G EEY) B e Rk e T ErYsE /I B (TR
EEY) - IREBEAD 2 baVar —2 A HH .0 R & T LT
L) > ELIRPE ] BU(E U85 G R A ~ JRR G R Y S I E AP =
R GYIFL - AR EERPASameA%HT gREES
Y -

[0052] FH:r LR Al FAE S BUACE: (BT B) 1 - FERTEEF
R AP EFER AL R E—EE2EREFR TS L2
BHFER T 2SRRI E L MR ERY N AR - Witk
aH NS EF T LIRBEA O Z e LONEREEY) B2 iR
B EEY) RSV AR G B R ey (R IR BB YR ER -

[0053] & —EE (A & .0 HVRE (D Z L & VI (E 3T
A% FE YY) o] FE h VB Z AR & TR 7R Bt - s - sz Bt |l (1)
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P ARIER G EBRE - sV AEY - (DR MBI R
Yy BV SR BE RV I > Bl R RIS EEE R © B M
FHEBRE T B0 e FEER(EAE s PR UE 2 ZS (W) EE3HE
FHBBIEAL T) L R-REBGRAR BT AETT « fKiln N B IEIRAE - (L8 H

iy B T L — B R TR LR E R B L S — LR ERZE
T TES—HRARER TR 2 o 2 - Al 8- G R e
MRS 28 B ECR B EGE A AR SRR — R e R EYE L
R —RBEEYRG I ETRERY -

[0054] ¥vs AARSZEHSEAREEY) - EH0IT{EHNERE
BT - (@B IBRIEREMERER 0 OER 50, s > A1z
BB EARMEVEC N © ROM " & 5 20", 2ERE - AL
SIS - B RINHTERY -

[0055] fERER - ASCSIH M b EY) e G 1S 2 Tt 2 -
FFMME] ~ 22 HEP (P40 2 H e 8% Fu] #22 iV ER 2 20) 2 =0(D)
b - Rt - A —(EEREET - AFWHEHRERAOLEEY - £5—
HhiRetE T ABRHEAHN A eV 28 - AE— R/ EHERR R T+
AERFGRN (DL e 2 B8 ol 2 /e - £ —E R T > A
FHFE N (DS - £ — S/ MY E R T - AR ARBAR
(DB e B 8E [ alheZHYE -

[0056] HEAMLEYIER BAMRIEREMLRLE - HREE AT
WMEEET YA AR RANE - (NEE > E—EHEREE T > AM(EEYIA
B PEBE T2 -

[0057) 4ASCRTH] » ' B&8E ERlRE2ry ) (RfE e o BB E HEr
s (5] A 708 1 s L {1 e A A A (o P i e 208 R 2 M ~ SRR M A ] R
PFSEIE ~ P e i/ B e 2 M F LoV (RIS ~ A~ dR)
KEAED BRSNS > BERNBHEARZLEY - BEREYRI AR

>Ct}

}
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) BREE (I - KEYFIEE 2 /KEY)) ik 5 H R A E i+
N E AR RS F A - BAIFE S BRI E S T eSS
BB B EOSFI SRR 2 g E N > P R E S A IR A&
V) e BRI &) 2 FHEY) -

[0058] B24% b ol 7V pl B a1 SR AN Berge, J. Pharm.
Sci., 1977, 66, 1-19 tf %> sk i %17 P H Stahl #1 C G Wermuth, editors,
Handbook of Pharmaceutical Salts ; Properties, Selection and Use,
Second Edition Stahl/Wermuth : Wiley- VCH/VHCA, 2011 (£: 5 http :
/lwww.wiley.com/WileyCDA/ WileyTitle/productCd-3906390519.html)
P

[0059] BEZEEEEE bR 2 AR v AL & WY B 4% oy BEFD S {E3
[ SR Az B B0 5 oo Al 78 & e R R B o At s e e I T R i
A b b e KRB - Hlm (DY) iRk - AlZ(b&
Ve R i T =X AT S 2 TR R A BY R 8 T A KB BLiE
St ElA R CEE t A e b eV U E S pK, 2 i EL
Atk R - U SRR E S BB B M E se A 2 AL
V) EEREE - RIRZ AL & ey S e e B B2 2 =X o] #5 fh 32 TH B 2 /1 BV AR ]
BE AR AFERREA R R 2 BEMH AR LS
VI T UEHY pKa Z R ECH T « AR R AL E
) Ry — T (3 40 R ) AL Ry AR L & YWY 55— e R (9] 30 b B
) -

[0060] JEZHE N E S LEaEYEH _BE L EmEEd 7
AP AV EE T EEE 1 2 EZEENH - 2SR/ aF 12
B M I M T P EEERER -

[0061] KDL& B8 Frl eV 2 (L2 8 RIF LS
EPAEFELAZEHE C@EN  BFEXREETERE - flE 5
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FeaEBE—FEEEET -
[0062] &7 gt R s At e 1 B RE A < (DL &P aVEE v #5
o2 SRR o SR EY ARl 3 & U7 A B - (0 B e B e o (ORI B A
PRIV INp B B E E A TR 4- LB EAHEEE - B -
CBRER B UM R - KA HEER R - SR ik B BE (benzenesulfonate
besylate) - ZRHEEE ~ it s - BHAOKESE - TIRE - (OB - &

PSS ES ~ M S A% L B8 (camphorsulfonate » camsylate) ~ SXFZ Bl (caprate >

(u

decanoate) . i E8 (caproate s hexanoate) ~ Z 5 Efi (caprylate s octanoate)
NI - RS BO RS - AR - 2,5- AR HEE
THRIELER T e B b B2 B (R L BL B8 (estolate)) ~ (i FL ED
(edetate) (L _HEVULBEER) ~ {RITEEH (estolate) (HEERMIBLER) - Lk
-1,2- “HERS EE (£ _hEBE EE (edisylate)) ~ i £ EF (ethanesulfonate >
esylate) ~ HEEHD - B EILE - P AR RIRE) - FEMEREE(2,5- K
FORHELER) - 4 BEF% B8 (glucoheptonate > gluceptate) ~ & iEELER - i
BEED - BAMZBEED - T BRER - THOMBRIRE - JEIRE - AR
- lPRILER ~ "a g (hydrabamine)(N N - (A SR & E)-L ) »

- EORRED - SUMRERED C RRACEHIGE - BT IRE - AR - A
- AR - SRR - BORERER - N BEER - SR AFEEEED - HH

d(methanesulfonate » mesylate) ~ HHEFTEEEE - 58 EE (mucate) -

o=
4
><r

]
Ei’&
52

N
]
)

=
Al
S 3R
53

=k
=
D
E&“& S
iy
D
FH
B}

\lﬂ‘l
ol
=
=
£

i
L
b1

= i % B8 (3% — hid 2 ¥ (napadisylate)) ~ 5% -2-fis % B8 (3% 2 B0
(napsylate)) ~ FrURBZEE - 0 ERER - JHARED - FRMEIBRER - BN A ERR
B~ B AOKG IR - BRCEER R (BUK BEER (embonate)) ~ JZFEER ~ R
PCER -~ BRI - RE LY  FRALEDILZEEE - BiEeE - FP
G (toluenesulfonate » tosylate) ~ £
BREBZRR - B - KGIRER - X R - tAEREEE - K ABEE - If

GRS - Hrte e B0 - DB R - BR S IRER - T A BRER - 2R E B R (teoclate)(8-

\

)
.
=
bt
)
o=
B}

)
i
ey
1

+
o
)
)
S
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[

Z 55 8 (chlorotheophyllinate)) ~ i S BLEE - = 2 Bi{E# (triethiodide)
+ IR EE ~ +—IRHRREE - AIIKEE
[0063] FRfE~ < A REEHMBEMEEREE LAYV E 5
P B 70 i S ME S B o SRR B P n A7 0V B ] R R B B R o2
AIFS T 2 i B « (ORMERSEE 1 0T RE 2 AVl D B B B R (HR BRI 88
2P BE-2- (B EE)-1,3-N B2 (TRIS » j# T =M% (tromethamine)) - fZ M
f% ~ A L N (benethamine)(N-Z H B 7K 2 B%) ~ *F 2 (benzathine)(N, N -
THEHEL TR B-Q-RZEK - 85 BEEFRR - Il - 5T
TR (clemizole)(1- ¥ A5 H AL -2-BEOK 0E - - B AL R ORIA) ~ FRC
B~ ZRHEL R O A=l W ZHEZRER
SO - JBERE - £ R - L-4HRERG - 3 - SR - §h Y€ (lepidine) -
£~ BEREEE - #F - AR (N-HECE R B - UROE - IRNE - 89 - BE
KA - 255 W - B - 87 - ZERT REAIEE o
[0064]) fF—{EEMEET » AEHRE-FEXNOLEY > HE
KEY) - CHEBREY) - IEX—FREET - ABHEAR)-3-(1,4-
CHE-TH-ZRH[A][1,2,3] = ME-5-FE)-3-(3-(((R)-2- £ A -7- 58 A-2,3-
SEBE H12,3-A11 1,41 F E -4 (SH)-B) H ) -4- H AR ) WEE K &)
ECH G BEEY) - (NS —EHEET - ARFRMLERR)-3-(1,4-2
HHE-1H-ZR 3R [d][1,2,3] = ME-5-56)-3-(3-(((R)-2- £ A -T- 58 A -2,3-
IEERE H-[2,3-f1[1,41 R B E-4(SH)- £ HE)-4-HERE)NBOKEY) ~ 5
HOBREY) - X S—EHEET » KAEHEREEESR)-3-(1,4-H
Be-1H-Z8 3 [d1[1,2,3] =ME-5-55)-3-(3-(((R)-2- £ B:-7- 58 A:-2,3- &t
BEH[2,3-f1[ 1,41 R EME-4(SH)-E) H E)-4- HER ) NBE K &EY) - SH
SEEY > HYEEAEE FHE 4 FATR—EZ XRPD EHX - f—
SR E HERE AR 0 AR SRR A (R)-3-(1,4- A -1H-F 5
[d111,2,3] = M -5- B )-3-(3-(((R)-2- £ £ -7- ¥& £ -2,3- = g Uk 0g H

B G

By o

:

e
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[2,3-f111, 418 EF-4(SH)-B) HE)-4-H AR NEE K &) ~ sSCH G &
HIEY) > HNEAEERZ/D S HEER 4 F 2 EREBENE - £ X —5
SMVE B » ASIHR M —FE(R)-3-(1,4- “HE-1H- 5 [d][1,2,3]
=M -5-F)-3-(3-(((R)-2- £ & -T- 8 A -2,3- & ME0E H[2,3-f1[ 1,41 | &
IE-4(5H)-2) HE)-4-H AR E)NIE K &Y - SRH G2 RZEY) 2 8
RIZMER 1.5406 A By x 4R E Y x M RENIE - LEAaS
FA15.76° ~ 7.86° ~ 9.58° ~ 1 19.07° +£0.2° 20 Z A x-5 454 A L2 5 B
:T:ﬁ o

i

[0065] fE—(AEMELET  AFWFEE—EXODEa? > Eh

il

~ N
\
/N
N
N OH
—
B (e}
O\
@ N
A HO
(o]
I N \S//
HO \\

" s H G BREY) - fE N S —FHEET - A%
PE LA (R)-3-(1,4- HE-1H-ZRH [d][1,2,3] =ME-5-75)-3-(3-(((R)-2-
-7-FEEL-2,3- g MEBE (2,311, 41 A M- 4(S H)-Fk) H 5k ) -4- FH
YWB R LR ~ SNEL G B REY) - £ 5 —FHaReET > A%
& (R)-3-(1,4- I E-1H-ZR - [d][1,2,3] =ME-5-75)-3-(3-(((R)-2-
-7-FEEL-2,3- g MEBE (2,311, 41 A M- 4(S H)-Fk) H 5k ) -4- FH
YWB R LR ~ SNEL G B REY) - £ 5 —FHaReET > A%
& (R)-3-(1,4- I E-1H-ZR - [d][1,2,3] =ME-5-75)-3-(3-(((R)-2-

-7-FEEL-2,3- g MEBE (2,311, 41 A M- 4(S H)-Fk) H 5k ) -4- FH
RENB AR - G BREY) > KNSR EE LEE 8 T AR
— 2 XRPD B - /£ — SV E R & - AR M~ 5

(R)-3-(1,4- Z H E-1H-ZE 3+ [d][1,2,3] = ME-5-55)-3-(3-(((R)-2- £ % -7-
$21E - 4 164 E(EIRRHE)

N
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!
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T

FLEE-2,3- g MEBEH[2,3-f111,41 A P-4 (S H)- B B -4- FHEL R FO N
BeorhEBz e - sSCH G B REY) HNBREFEV SHEEERS P&
WEIERIE o A2 X —5/MIEHERE T - AWM (R)-3-(1,4-2
- TH-Z5 51 [d1[1,2,3] =M-5-55)-3-(3-(((R)-2- L Fk-7-FEHk-2.3- T
MEBE FF[2,3 111,41 2 A NE-4(SH)-BL) FHED)-4- R AL W R b R B
By H G R 2 B o RIEEH 1.5406 A By x WG R x 545
KEFNE  HEAFGEH 25.18° ~ 22.53° ~ 16.66° ~ 1 7.82° +0.2° 26
LR x-BF &R R G aTE = -

[0066] feis—EMEEAET » AW EE—EAODEa? > Eh
HHBREEE - S G B BAEY) o 2B _HIERREE T > A IR M —fE R
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R B B
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109104455

R, B&

Y BENE K

Y’ Ry AR

s CHE(Frhl 2 KB 8E RV ~ SR B 2EY) - slHKEY)
[0113] FEAREHZ H—FHEET » NAEEVWT ¢

R B=.

R EBS

R, B&

Y BENE K

V=5

s CHE(Frhl 2 KB 8E RV ~ SR B 2EY) - slHKEY)
[0114] FEARZHZ H—FhHEET » NAEEVWT ¢

R B=.

R EBS

R, B&

Y BENE K

Y’ Ry AR

S HE RS HEEE Fa]RzavE) ~ 5 EIEY - HAKEY) -
[0115]) KMEXAR @ AL E FICE S8R F1'Rr 2 A B Y AT A 4

& o
[0116] KXW LaV BREEHIERE T -

(R)-3-(1,4- “H E-1H-ZK - [d][1,2,3] = M-5-F)-3-(3-(((R)-2- L -7~

FOEL-2,3- G MEEH[2,3-f1[ LA E A -4 (SH)-£) FH &) -4-H AR E) N

Bz

(R)-3-(1,4- _HE-1H-ZKH[d][1,2,3] =ME-5-F)-3-(3-(((S)-7-FEE-2-F

PN AE-2,3- G EBE (2,3 -f11 1,41 E R E-4(SH)- £ FH A)-4- H AR ED N

F37TH - k164 HEEFIERE)

FHEYE A0202 1093191287-0



1843806

Bz

(R)-3-(1,4- “H E-1H-ZFF [d][1,2,3] = ME-5-55)-3-(3-(((R)-7-FE A& -2-
FNA-2,3- @M [2,3 /11,41 FEME-4(SH)-Br) R )-4- FH AR
Nl

(R)-3-(1,4- “H E-1H-ZFF [d][1,2,3] = ME-5-55)-3-(3-(((R)-7-FE A& -2-
HHA-2,3- g bW H 2,3 A1 1L 41 R B P-4 (S H)- B ) B -4- HEZR B ™Y

W :

(R)-3-(1,4- - H -1 H-JE 3§ [d][1,2,3] = 1-5-36)-3-(3-((7-FE % -2.2- =
HEE-2 3- M OE (2,311, 41 R FUF-4(5H)- 5 H 4 -4- A HE )
W :

(R)-3-(1,4- — 1 B -1 H- % 3 [d1[1,2,3] = 14k -5- 5 )-3-(3-(((5)-7- 5% %
2-(SFEHHE)-2,3- ZEILIE 2,311, 41 EEIT-4(SH)-F) B ) -4- H
)G

(R)-3-(1,4- - FIEE- 1 H-2E 35 [d1[1,2,3] SH-5-36)-3-(3-(((5)-2- L H6-7- 55
2,3 ZEILE I 12,3111 4] 5 EIT-4(SH)- ) 5L )-4- BB )
% :

(8)-3-(1,4- - H - | H- 3 [d)[1,2,3] Z0-5-25)-3-(3-((R)-7- 5 -2
PEE-2,3- ZEIRIE I 12,3101 416 FIT-4 (S H)- ) B )-4- B I

W%

P AE-2,3- @ MEBEH (12,3111, 4] R A E-4(SH)-F) H A)-4- AR A N
Bz
(8)-3-(1,4- “HE-1H-ZFF[d]1[1,2,3] =ME-5-55)-3-(3-(((R)-2- £ £&-7-F¢
EL-2,3- @ MR BE A (2,311, 4] | R -4(S H)- B ) H A )-4- B SR A N
Bz

(8)-3-(1,4- ~ B B -1H-ZH [d]1[1,2,3] = ME-5-56)-3-(3-((7-F8 £-2,2-

38 H - 4k 164 HEEHIEREIE)
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HEE-2 3- M OE (2,311, 41 R FUF-4(5H)- 5 H 4 -4- A HE )
% :

(8)-3-(1,4- - BEE- 1 H- A [d][1,2,3] Z0-5-56)-3-(3-(((5)-2- £ - 7-55
2,3 ZEILE I 12,3111 4] 5 EIT-4(SH)- ) 5L )-4- BB )
% :

(8)-3-(1,4- = B EE- | H-ZE 35 [d1[1,2.3] Z04-5-55)-3-(3-(((R)-2- £ - 7- 55
2,3 @ UL UE 5 12,311,416 B IF -4(SH)- 2 ) B )-4- B L
£)-2,2- " BN

(8)-3-(1,4- = HEE- T H-2E 35 [d1[1,2,3] = M8-5-55)-3-(3-(((R)-7-FE1-2- FH
2,3 @ UL UE 5 12,311,416 B IF -4(SH)- 2 ) B )-4- B L
£)-2,2- " BN

(8)-3-(1,4- = I EE- T H-2E 35 [d1[1,2,3] Z04-5-5)-3-3-((R)-T-¥E H6-2-
P -2,3- I IE 5 12,311,414 B -4(SH)- 2 ) B A )-4- B AL
£)-2,2- " BN

(8)-3-(1,4- B EE- 1 H-ZE 3 [d][1,2,3] Z0-5-56)-3-(3-(((5)-7-FEH-2-
P -2,3- I IE 5 12,311,414 B -4(SH)- 2 ) B A )-4- B AL
£)-2,2- " BN

(8)-3-(1,4- — I - L H- 5 JE[d1[1,2,3] =0 -5-55)-3-(3-((7- 8 2 -2.2-
2,3 UL OF 5 [2,3111,41 6 EU 0T -4(SH)- 4 ) B 5 )-4- 1 L 3%
£)-2,2- " BN

(8)-3-(1,4- - BEE- 1 H- A [d][1,2,3] Z0-5-56)-3-(3-(((5)-2- £ - 7-55
2,3 @ UL UE 5 12,311,416 B IF -4(SH)- 2 ) B )-4- B L
£)-2,2- " BN

(8)-3-(1,4- - HI Bk -1 H- % 3F [d][1,2,3] = M -5- 56 )-3-(3-(((5)-7- % %
2-(SFEHHE)-2,3- ZEILIE 2,311, 41 EEIT-4(SH)-F) B ) -4- H
HHEHE)-2,2- T L

-~
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(R)-3-(1,4- — H 2 -1 H- % 3 [d][1,2,3] = M8 -5- 56)-3-(3-((R)-7- & %
2-(SFEHHE)-2,3- ZEILIE 2,311, 41 EEIT-4(SH)-F) B ) -4- H
HEHEE) N

(8)-3-(1,4- = F B -1H- % 3 [d][1,2,3] = M -5- 5)-3-(3-((R)-7- 5 %
2-(SFEHHE)-2,3- ZEILIE 2,311, 41 EEIT-4(SH)-F) B ) -4- H
HHEHE)-2,2- T L

(R)-3-(1.4- — B -1 H-JE 3§ [d][1,2,3] = M-5-5)-3-(3-((R)-2- 2, F-8-
- T-§EE-2,3- AR IE A 12,311 A1 EUT -4 (S H)-F5) B 2 )-4- B AL
)WL

(8)-3-(1,4- 7 HU - L H-H 35 [d][1,2,3]) S5 5)-3-(3-(((5)-7- 38 £-2- H
2.3 2 I BE 5 (2,311,416 50T 4(SH)- 5 ) B 5 )4 H B
$)-2,2-  HEEN G

(8)-3-(1,4- B Fe -1 H- 53 [d1[1,2,3] = 18-5-25)-3-(3-((7-FE 2 -2.3- =
G IE T2, 3111415 FUIE-4(SH)- ) I 5 )-4- HIEESEAE) -2, 2- ZHIBE
% :

(8)-3-(1,4- = 1 B -1 H- % 3 [d][1,2,3] = 14 -5- 2 )-3-(3-(((5)-7- 5 %
2-(SFEHHE)-2,3- ZEILIE 2,311, 41 EEIT-4(SH)-F) B ) -4- H
HEHEE) N

(R)-3-(1,4- — B -1 H-JE 3§ [d][1,2,3] = M-5-5)-3-(3-((R)-2- 2. F-7-
P2~ HI -2, 3- LI I 12,3101 41 R FIT-4(S H)-35) B ) -4- B 4
SEH) WL

(R)-3-(1.4- BB 1 H-FE[d][1,2,3] Z0-5-55)-3-(3-(((5)-2- 2B 7-58
-0 BHEE-2 3 AR IE A 12,311,415 BT -4 (S H)-HE) B 5 )-4- B L
)WL

(8)-3-(1,4- = F B -1H- % 3 [d][1,2,3] = M -5- 5)-3-(3-((R)-7- 5 %
2-(SFEHHE)-2,3- ZEILIE 2,311, 41 EEIT-4(SH)-F) B ) -4- H
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EEFE)NEE
(R)-3-(1,4- “HHE-1H-ZRH [d][1,2,3] =ME-5-F%)-3-(3-((7"-FE A-3 H- 1R
(32 T E-1,2°-HEBE FF[2,3-f1[ 1,41 R NE-47 (5" H)- B ) H ) -4- B BLZR B )
NEg - &
(R)-3-3-(((R)-2-(=& T £)-7-¥8£-2,3- @ MENE H[2,3A1[1.4] K A
-4(SH)- ) W k) -4-FH BRI EL)-3-(1,4- B - 1 H-ZR 9 [d[11,2,3] =ME-5-
EOWNEE
SCHE (R e B2 E a2 avEl) ~ sl g8 EEY) - HKaey) -

[0117] WAAZRH eV SEAREEHLRYT - F5HEN
ENEFSHBEMDIEE FAryE AR - iz 60%4 > FE G
/D TSP Hif R 2/ 85%  THEE/D 98Rd(Rr AEE/EE
i) o ALEVIRYA SRR A F P R B S Y T (E R AP = -
m=gZk0

[0118] #iflft N BHE T A © 25 AL BT Al Y HL A2 B AN S o Bl
WG R T AR A AITEUCE: o] S RO R (1R E /Y 3 & ReB A O -
Pt B B A1 R M N e o By — 38 e BE RS Bk - LU BE AT ARy o 77 E H AR
GV HE RS A R EHZ FEE RSB R AR OR A R AR 2 T
A RFEZIAR M E AR - HE R E Y T. Greene M P. Wuts,
Protecting Groups in Chemical Synthesis (3rd ed.), John Wiley & Sons,
NY (1999) - f£—EE4F 5 T > HUACE m] &85l B2 LUFE P (58 P A B fE AR
N EARIEN: - fLiB BN T o SRR P Ry B R R 55—
HUACE: > HRAT AR L EYEch B (b Bk Z HURE -

[0119] =&Y R H B 8E E al R 2 /YT A= VIR R Y & Bl AT
IR T HIJTE A B F fTatsepl - 42 AR S - BRIES AR - ZH
A EACE P AMEEVIFTER - SR HROE A 7P ATESR < 1A
Pk B T B B I VE B2 R ST & BRI A TE T B da w2l aE -

F41H - 3k 164 HEETIERPE)
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— R ERITE

[0120] (L&) LAD I & i € B AT 48 R B SRR Fr Y LR
B o AETTE A B (BEW 1 el R FRI GE G- VU &k - B
- bR~ SRR bRV TRIELIES (e 1T HAL s GGE
MEALS) B E R - f2E BB I A 2R B R SR B (B LU Bl o T 9
III -
THEA

Br Br Br

a b
HO HO 0
PMB~
0]

| I I
1E1E T a) BH;-DMS ; b) NaH » PMB-CI -

[0121] J5% BRI &R XIV AL EYIHTREAS - B {58 FH B iz
B AR R a?) IV E(EE(LEY) V- aJ{E N-RIRIRE 52 iz
AL NRHEEY) VIB(ELIE B &) VI - (L&Y VI AL EE GE AR
BOHIFAE T HEBEFERGEOE) R - LU VII (&Y > HARZKE]
FERR IR E T UE R R nebp B = T BR AU s il m > LUP B &
VIII - {b&%¥) VIIL o] Bk fC (7 B (G A0 = AR sl = A R B ) &
VAL SR (G A0 B s 741 T FH PS5 BE s (GE Q0PI MG B2 B s ~ M B LS
NEEE =4 T - LIPEEEY IX - (b IX A HiGEU S
FE# AR  MNEEGEU=a B RHE  LIPEREEY X - iR
(FEN = LR RENEORIFAE T - AR E 573 o 5 AR
TH=EZNELRAESZEHEEGY) X ERINE(E#(S)-4-ZRH 050
We-2-BE LA e (b &9 XT - nIRE A A $£8 /8 - reike s/ EK Turbo (&
{EENESHFHECY) A > Dbl ~ ZR 2% - sl a bR
TR AR EBESL - AP REeY I ZREESE - kb s

F42H - 2k 164 HEETIEREIE)
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Y1 X1 (L 2 b &Y XTI ifi BT sl 2 AT 52 U P & A] A2 iR (& 4R
{8 ~ BAEH ~ BCHRALHDEVEFL TEMA PRI EY) XII - AR
(BB EB I E TR GEN LB ) TR b a? XII B{LE(ba?)
XTI fe s & =T A DDQ fEfi it IS 57 fke b &) XTI £ &ALk
T PR (LG XTIV -

HEB

E H H H

a - N b e N c e N d
—_— —_— —_— —_—

O:N O,N O,N Br H,N Br
v v Vi vii
, g
\{/ \\ OH
o)

Vil

N i :;
NI\ 0 \‘(

\N / N

Xl X

,N
N

\N I;"h OEt

o
HO XIv

f%/%: a) MeNH, » EtOH ; b) NBS ; ¢) Fe » HCI ; d) t-BuONO > HF-BF; :
e) t-Bu-PiJ&BEES » PA(OAc), > P(o-tol);; f) TFA ; g) THF > PivCl > TEA
25°C ;2. LiCl » (§)-4-ZEELIZ040E 2-FF 5 h) 1. THF » Mg » IIT ; 2.
CuBr-DMS » -40 %#-30°C ; i) EtOH > MgBr ; j) DCM > DDQ -

[0122] 5% CREA—HEA N G XVIILE S PR ER L » AT {5H
A=HELMAEZFARGEU = O ENEIEFELE T EEEIEE
TAB AL R ERAVRE T - BRI EAC#E AT (R)-4- TR B WS M 0E -2 - >
Y XEB{E2LEY XV - AIREMERH S8 - reike BB EL turbo

F43H - 4k 164 HEETIEREIE)
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109104455

s A o FER - TURAGE BB E (B B T A 2 P BB TR
KR aY) L ZASER s iR ba?) XV \{EE(LEY) XV
M BT B 2 A AR ae s AR 12 o] A2 SR (FE AR B8 - siE s - BUE LR
HTFAE N ERUPEREEY) XVI - o {E AR B R1EE /3R GE 40
ZEFECH ) TR L E?) XVIE (L2 {bEY) XVIL > KFE& ] {#EH DDQ
e EIEE TR RHE &Y XVIL AL LR TR AR Z(L P
XVIII -

TEC

1%/ + a) 1. THF > PivCl » TEA » -25°C ; 2. LiCl » (R)-4-ZKELISMANE -2 -
fi§ ; b) 1. THF » Mg > A3 ; 2. CuBr-DMS > -40 £-30C ; ¢) MeOH >
MgBr ; d) DCM » DDQ -

[0123] 5% D SRA—FERARN ezl XX(Ee Ry EEEE < o/ (E M
568 i (5 o0 B (= FH AR B 2R B B (b s B B ( = W B D B B e (B 8) > A bl
R T A IRE TR i (b & XVIILE{E 2 (baP) XIX »
HpE& s L s LR TEAH DDQ ettt IR E T A M i b 2k
) XX -

F44H - 2k 164 HEETIEREIE)
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N
b N\‘N O OMe
(o)
w0 )
/4 2 a) 1. THF » NaHMDS > Mel » RT ; 2. NaHMDS > Mel > 5C ; b)
DCM - H,0 > DDQ -

[0124] {775 E & » (%) XXI A XX f i 8 8 o2
SCBRFR AT AL B T SA B « (B XX 5T/ T A m (G e
2 W) T R R R GENE0BE - DU 2 XXIL(E&Y) - 5 Y %81
T - AEAEERGEOME (L - SATE NN ZEEALTE
(L) FE R JEE FoaM i () XXIL FiJ 2% G 2 PheE P
PRI DUBE4 (B4 XXIL» 2o ROGWEATATES - 508 » AIEE e
P B T A0 5 00 T R T 3 0 4 T B BB B 8 O 7 42 T8
T o R L O S TR % (20 XXIL 8L (B2 XXIII-
(b XXIIL {E3% B G0 = 40 T B BB TEAE T+ AERE R T
AN+ BEETRAD boc-BEETHE » AER(EE (£ &%) XXIV - {05 E Y R -
BRI (T BT + 030 P A A (34 40 (B P9 ) 48 (0) ¢
S (" BEFPIE) —#(0))  ERCfir E (340 bippyphos « XPhos -+ 5
tBuX Phos) il & 48 L4205 (5 404, (L S B 4 (960 B T2 B RFDE -
T (L) XXTV L% (L) XXV o TR 5 = 5.2
B S EBATE R M IR 1 T I (£ &9 XXV IR R (E &) XXVI -

HEE

F45H - 4k 164 HEETIEREIE)
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109104455

Y i - Ygi/ ° i
~ — NH, — > Yy — R
Y Y R ~F N\)( 1

1
XXI XX o SN N H XXl

Y Y
0-_iaY 0-aY
OGNS O
HO” N N, HO” N NH
xxv B¢ XXVI
15/ - a) NH; » MeOH ; b) NaBH(OAc¢); » THF 5 MeOH - MgSO, >

NaBH, ; ¢) 1. KOtBu » DMSO > 100C ; 2. Boc,0 ; d) 1.EMWEBHTIE
2. CsOH - Pd(dba), > Bippyphos > 90°C ; e) HCl/ _IZ{5%E -

[0125] 5% F SHHA—ERAR R XXIX E &I L » K
Y R AN R FATEEF - al#E M EmMEIRE TEBERY A T HRETRGE
JnnE i B O B B - FEE A IR GE A = R RO RYEFAE T a1
FEE T AR S AR T XXVIAGEEAL - ik XXVIL{EEP)
L2 LEY) XXVIT - =0 XXIX (L&A 38 i S KRR (EEP)
XX VI 8 > HUARY R EVAE - fld > %5 R &y H > BKERRRALTT
=HURE T AipGEUE S b Ea s bm) Aot E 578 & GE
HEEECAER) LT - U > 35 R &y Me > RIZKER R R (AL =006 B J R
AR S o o (0 ! e b E S LI R T EUR TR
TAR L AH G (GEA0 HH EE A KO AE R B B T 2
HEF

XXViI XXVII XXIX
14 a) 1. DCM » S(O)Cl, ; 2. MeCN » XXVI - DIEA > 55°C ; b) ROH -

F46 H - 4k 164 HEETIEREIE)

FHEYE A0202 1093191287-0



1843806

aq. NaOH-55C (R =H)E{ _I=Z{5% 5N NaOH> 100C (R =Me)E;MeOH -
H,O > LiOH » 120C -

HEG

[0126] FEJ7%E G v - MEmE A FHEE v Ry T & s nl A8 RS Sl o
Aty EL R0 7 AR - AR E T A B GE R O EHER
Bl GO S b8 - SEM S LI = L fE = A S b8k i A R s
M e Ak B I DUPE o PR 2R (2-H S| BRI ~ 2,4- RS BL R B ~ B3R
) - IELE XXX (LEY) - Hf X BEZRGENRBCR)H R JeAl
EEF - AT EBMEE AR T GEOHRE HRAEY XXI EEEY
XXX Ko Y egiEES - LESA e XXXI - (E&Y) XXX {154
g (GEA = T EES ~ SAban ~ BERCIEDRIFAE T AR IR E TR
gkl > AR{EE(EEY) XXXII - {ba¥) XXXIT A {E st il 7 (G40
(T ED) 2380 B2 (2 R A EE) 58 (0) A0 G iz A (B A
bippyphos + XPhos + B¢( ‘BuXPhos)RJ{F/E N FHAELYIEGEUN AL
e E A L) e > DUEA (b XXXIIT - w14 JE R M2 3 of (5 =
& LR R AL B ML R F TR B2 XXXTIT iR PR E(E &%) XXVI -

HEG
OH
F F .\\Y'
RIS _q rY b D F Ny
PR H A~ N o M~ N
X N X N Y. X N
o ]
XXX OMe  J xxi XXXI OMe
OMe OMe
Y Y Y
O-ZaY Y
e Y Y_,RM\/R _e,R1.\°j
R T T HCI
X7 N NN HO” N N HO™ ~N” \NH
XXX XXX XXVI
OMe OMe
MeO MeO

F4TH - 4k 164 HEETIERE)
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1544 a) NaBH(OACc); > DCM s HOAc ; b) XXI» MeOH 5 40°C ; ¢) NaH >
DMF; d) Pd,(dba); * '‘BuXPhos » KOH > —IEZ>H,0>100°C ;d) 1. TFA >
80°C ; 2. HCI » &= o

[0127) EJF&E HF - (L&Y 1A EL 4,4,4°,4°,5,5,5°,5°- JUHE
-2,2°- B (1,3,2- & 5% B8 TG Bl 55 (dioxaborolane)) 1 # f#f &% (55 40
PdCl,(dppf)-CH,Cl, MR AR (5540 L BE S )HYFAE T i - DLEAE
XXIVAL&ED) -

TEH

S

XXXIV
fEAF T a) 4,4,4°,4°,5,5,57,57- N E:-2,2° H (1,3.2- SRR b -
PdCl,(dppf)-CH-CL ik ¥ » KOAc » IS f5E o

L

[0128] 40 FAil » RS T2 (L&) 8 Nef2 5 (LE] - BT FRE
R N2 S0 BRSRIE © 7E— AANIEEEE D - Nef2 388 1 P aoms
e 2 B SR (M 5 )RR SR - 340 - 1 5 T A1 IR =g
NEUE I © COPD - 405 - ALL - ARDS « &4 (L - MM 1 0% -
AT T4 S (TR BT R - VRGBT - PR - o) BIMEE
SRR - TR - SRR « BRI B -
55 S 2 M B - 2 M BRI (AKD) « BB LR o B 2 B
PSR PERE - FEIARETEE - BRI (L - RO - LR - S
TERBIIRAE IR « LAVEIE - LHLEE - LBES LR - L
8 BB BT I 255 LBEEIE & BRI D~ BRI ML I -

F4A8H - 2k 164 HEETIEREE)
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SCD ~ BEfEM CRS ~ IHEAKIEPD) ~ FZZGBKIE(AD) ~ fER1E
B pe AR B R 3 (FA) ~ BN Z 48 1 B RE IR R (LAE (ALS) ~ 23 MEaE(L
EMS) ~ =T FERDE(HD) ~ 28818E ~ BIEMEISIEE - #hintd: &
&~ R EERE - BOEHRIEEAIRE - & BT - LR T8 - 2 sUE
B ~ R AHBRE B en B H (prion) B ~ AT MEAZ EAHAERCEIE ~ 121 Al
(SR (CTE) ~ S AR (L~ R o ~ SR 25 5 5= ~ Tau %5 H J% (tauopathies)
EBEMHAEER - TRRIE - JE2 U5 (Neimann-Pick) [LIE ~ KT
EIE - POAIPERE - S RMERGIERER - KBk - BB M GEZE)AMD
HrimEMECREDAMD ~ BR#8{5 - Fuchs [KAREN 7 LB E(FECD) ~ #]
M R BCH A RAEMERR I ~ R MEREHIAF R (NASH) ~ EZRFLAYAT
(I > ZERHEBY SR AYIR) ~ RN R~ BFEE(E - AR - BRAY
MER R /s - BRI IR ST F B nY e B iIH] - FRIFTE ~ RIS U -
[0129] MR T ZALEWRIEY SRR 7 HSFE AL > 1]
{50 P08 & ORI E U7 75 K i E i BE L & W /F By Nrf2 JEALFKIRY &M -
[0130] R T ALEWRIEYEM:GA T YIS -

BEAS-2B NQO1 MTT 43#ft

[0131] NAD(P)H:REALEZEFEE (NQOL) » i A DT= IEN -
Fy—fE & FADW[E A YlE - " fELER < & NAD(PYHRFE M —
BRI 2 F —E 2R R E mENEE S EE
PEFOREREMETE ) - NQO1HY#E g 7 Nrf2FF HEHEN - H IR IENQO1IEME &
Nrf2 E{CHY RIFHEIE - L —K > B2 HAYBEAS-2BAAA(ATCC) LK
SE R E o EFEL > 36 2L250,000(F 4 A/ mLAYEE FEY - B A iaF
AR FHAE384fL R B AR - FZ AR AE37C 5% CO, MEE B -
L5 K BB O SO nLEY (L& IR 2 40 - B iR
FE37°C ~ 5% CO, NEFEAS/NIF « fEFAR - (EZBPRINITEL - 1135

F49H - 4k 164 HEETIERPE)
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10 mLYAfERE A A 13 nLAY1X Cell Signaling Technologies 7 fif
4 BRI 1 Complete, Mini, fEEDTAZE H Bl H & 52 2 (Roche) B iEH
SIS R EY) - B2 1% R T 208 N EE208# - B _WUts
fE 7 Y7 B 1Y Cell Titer Glo 73 7 (Promega) » i 8 ff MTT )R &
(cocktail)(Prochaska et. al. 1998) FHAHIENQOLEM: « i A+ Fay
MTT)E &R INE &L » RHEEHEEL > dE{EEnvisionZE 2 # (Perkin Elmer)
FEERIR R EESTO nmAR S 30578 - By EHIE VIRV - 0
4 B S FE RV (L (A OD/min) ${E & YR EHVE BFE - B ELT
=28HE  stREHNQOR E/E M ERYpECs

[0132] FRIESSAHHD » &RIAEBEAS-2BAHAE 73 #fr o A SR iy
FTAE RIS B AEME(ZRASELD © ECsos <InM (+++++) » ECsps
InM-10nM (++++)° ECs50s 10nM-100nM (+++) > ECs¢s 100nM-1uM (++) >
ECs5s 1uM-10uM (+) «

[ZR1]
Ex EC50 Ex EC50 Ex EC50
1 +++ |11 ++ 21 +++
2 ++ 12 + 22 | 4++++
3 +++4+ |13 +++++ |23 +++
4 +++ |14 ++++ 24 | +++
5 +++ |15 +++4++ |25 | +++
6 +++ |16 ++++ 26 | ++
7 ++ 17 ++++ 27 | +++
8 +++ |18 ++++ 28 |+
9 ++ 19 +++4++ |29 | +4++
10 +++ |20 + 30 | +++
AJ PXR E{LOHT

[0133] fEEMEAEHER® A PXR NEEEECRIRE 2
A CYP3A4 B T-HI IR 8iis 2 FuGENE™ I Sy A SEAT 4HAR A

FS0H - 4k 164 HEEFIERE)
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tr(HepG2)fth » JI&E PXR FUAGHYZ UG {E(Transactivation) &1 -
Ft% o KRR 2 R E E FEAERT -

[0134] sr#rE X - BUCEAE - £ CEDEX f#as E5t8 - &L
50,000 & AHAE/mL FEFEH 7T 10% A [/ BERR 2 2 FBS HYIERFAT
DMEM-F12 fizg i 20 pl (VAR R 7B £ 2 0.1 mL £ DMSO
2 ESYIHYE & Nunc 384 FLERAYS AL o REERAEFTEAERIME
EY R EEE 24 /NEY > 2141 10mL Steady-Lite " R TE N E S
FLH o FERAE Pherastar' " pifR @ HETHI B ERE L RIS A HL
EPEFoR AAHEG 10 pM F1E - (rifampicin) s 5% 2 B Ka5 38 1 0% -

& PK 3%

[0135] FrAWIFEIgHE GSK BB YRR M(E HZ & g% (GSK
Institutional Animal Care and Use Committee) % % W fE 18 GSK E i
VIRV EH ~ [BFFEE ISR (GSK Policy on the Care, Welfare and
Treatment of Laboratory Animals.)# 1T - £ FHFANHZE 2 il » B 8187
BEFEEEN 2 M B RAIEREE - CHRER > KEE
B g F3 B A B A R B R B A R o AR BB A T - (R &R BRI B 2R R AR AR
PRE 4 /N MR IR IR 'Y - (8 IR N EEHE T RRARAD RIS TR
AV EEY) ) T2 TT ¢ SR AL (E VU & M A i - B T IR S W

(=3

>

i

[0136] KRHFEFEHEEMRACERA 1 Z(LEY - Fifk
&% A (WO 2018/109646 By E i) 1 Z L&) -

[0137] AAMEEIRANKE TR EGEEB R Z AEL 20%
Cavitron'" f{1 5% DMSO # ~ HIME &V R & - 1T 2 /T 0 B
AR A= FRECY 848 0.22 ORIV TUE 5% (PTFE) IS 28 7808 - A
O AR RIS T AU & (4 B % B AE 6% Cavitron' " fl 5% DMSO 2 %

FS51H - 3k 164 HEEFERE)
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HFE( L&Y RAE&  WAER FRTES 0.22 f#kk VWR PTFE #8258
JE o

[0138] & EY#Z 60 7y sEfF R SR B B & 1 mg/kg AYIE
B2 (4 mL/kg BIE/ETE) - 7ETHAF ISR A7 AR PR &8 R AR L (=5 &Y
0.25mL) o {E458E 2 Fii DL R AL AFARBEBAZATREY 15 ~ 30 ~ 45 ~ 60({LH
RELIE AT ~ 62~ 65~75~90 ~ 120 ~ 180 ~ 240 ~ 360 ~ 480 ~ 600 ~ FI
1440 oy 21y HAENG R E K H 2RI EN Y 2 R - #i)
PEZOIRBIEMNENY) MG EERTIREEHEa® 5~ 15-30-45-60 -
90 ~ 120 ~ 180 ~ 240 ~ 360 ~ 480 ~ 600 ~ 1 1440 4y #& .~ H ISR &1
R - FEHEE O MR P oy B AT - 10HF 30uL 55558 RS 2 R AT
Z(EWRE F > CEE A bk RHREASHE » W KE-80C T REfFE
B FIFE AR E i/ BB E s (LC/MS/MS) 7 i s (L & VIR RTE -

/NE PK T %R

[0139] FrAIAZEI9/E GSK #EIEEYEHMHEHZ S g4 (GSK
Institutional Animal Care and Use Committee) & 7 1% Wi iR 2 GSK HE;
BT ~ 18 FIF G 5 (GSK Policy on the Care, Welfare and
Treatment of Laboratory Animals.)#7T o f£—{E %2 H N#1T LR &

IREEYE) TR (EEIL = CD1 /M -

[0140] KAFRFERALEY BACERE 1 2t&Y A1k
&%) A (WO 2018/109646 HYE ] 1 2 E&9)) -

[0141] OB REIE G 1% HEBREZ B RTEE - BE
YRR E M B RZ 30 me/kg AYERAIE (10 mL/kg HIERH) - (€
AEARER B2 MUK R (2549 0.025mL) - {E4a 8% Z R DL R AF R BB 818 15 -
3060~ 120~240-480 1 1440 73 s HY H S8 ERE MR & o & 25uL
ZoraEinE &R 250l KEVFERFZ L E S - fEEIRE & bk F PR

F52H - 4k 164 HEEHIEREIE)
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2B WAEREY-80C TMtfF > BEIRE R A/ &8 B 'H 35 (LC/MS/MS)
TITHE L EYIRTRRE -

KB PKH5E

[0142] FrAEW5EIgHE GSK i YE A & 8 &4 (GSK
Institutional Animal Care and Use Committee) ZE& 12 W IE1E GSK Fii
BV EH ~ (BRI REE ISR (GSK Policy on the Care, Welfare and
Treatment of Laboratory Animals)#E{T  ILAFZEAE R BT HIETK X
st - BT H ZBIA — RWWKER - £ mR 2 b =X =&
K BT HIFE <2 Ffla i A BIREFEAR ~ REBIARAD S EE - o 5l R B A E
F > RIMAORBERT - ER T ZRBERERR  WEEKRTE
FYVINEIERE - T3 PK 282 RBR T 2 BEUYVHEIRR =E3
5 - iv Tl 0-24 /NG GBI b IR  LUIE BRIA -

[0143] AT ERILEY BAERE 1 2t&% - A1k
&%) A (WO 2018/109646 Y E i 1 Z(E&Y)) -

[0144] AR ERAG A% T AIEI £ (R 42 20% Cavitron™ F1 5%
DMSO &l - fE% T 277 @ AR B E B E R 0.22 HURHYER
i L4 (PTFE) g e5 B8 - AR O RA KRR THE & HRE 6%
Cavitron' ¥ F15% DMSO o &L » i f£ % T A0 0.22 ##>k VWR PTFE

[0145] fEHFRHIE —K - FEHYREZ 30 J#EFIREE 1
mg/kg HYFEFEREIE (4 mL/kg HIE/TE) - fEMIRNE X > &Y
BEIMERZ 2mg/kg AVIEREIE (16mL/kg FIE/HE) - CREIREE
FEREE MRS 0 (B 4V 0.11mL) - fE 45 8% 7 Fif DL R AT FFAR BN EFR 0 18 HY S5
1529~ (pF 2 Fi) ~32-35-45-~60-~90~120~ 180~ 240 ~ 360480 ~
720~ 960 ~ 1200 1 1440 77 ##HY B ARG B SRERZFFIREI 2 HVEIY) < M

553 H - 4k 164 HEETIEREIE)
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R - HRNEZORBENSY) > EEEMARRERER S 15
30-45-~60-~90~120~ 180 ~ 240 ~ 360 ~ 480 ~ 720 ~ 960 ~ 1200 F1 1440
HY E AR PR AR MR R e~ R B O (R MR T s MM AE - A0 30uL %
R E R R ERIEVE T AEBEIRE S bR EIRE SR WAEKR
&J-80°C T - EEHE fRAH [/ & I E & (LC/MS/MS) 73 A HisA (b
BYIHIRE -

[0146]) {EAIEfR=E J % (£ Phoenix WinNonlin 6.1.0 2k 8.1.0
RGETEFTAREN PK B FERYEEY8) 1 28 - (£ S BP0 B IR SR M
MEEREAEMASE - thE THIMERBE(AUCLER 2D =1#
FIEEE LR FERY AR NIRE SR Bl B o3 T e - %R R 48 H AR R A AR A oK Ui
HERBPERAVG LA 7 B o BHVE PK TR - (A2 B i ERFIREE 22 Eh 1)
HY P AR RN B B A AUC . {5 > LAIEAS X7 2ETHE D R R EY £ YA
HE > B KE PKIFE - LIS ETR -

/NERIMEEETE SR

[0147] BifEgAE _HaufR(DMSO)F Y Img/mL JREEHYA S F
B 1 B EEYFLEY A (WO 2018/109646 =~ E i 1 FY{L&Y)) <
AR o SRR/ NE A+ £ 2000 ng/mL #Y
B KEIFE R EIRGY) - DMSO BYSCERE R 0.2% - REFRARAY M AF 3O
PABR AR R - SRR - AL ATH 1 %6k B 7K ROR i AR may
pHEFEH 2L 7.5 - HHHEREY - BRE= D 10uL F ol 2 &5
BIRAYNIGET o BBV LEYRE - BEBEESYHINE
Ty A BRI HY [ B & &Y (polyallomen) @8 2R 8 (VE T - RAIE&E
SEEYIATE Beckman 42.2 Ti ##Frf L 42,000 rpm(214,361 x g)* 37°C &
O 3 /MBS - R IERARCR - Bz - = EEER R FEFRT
RE—{7 S0uL 9ZF s - BEFGREFHNEYERTS - Kk

554 H - 4k 164 HEETIEREIE)
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F=0y 10uL Foraltx - DUREE K H B 0VE 2 E S PVIRIAREUCR < R’k
anfEEIRE S bR B PRER SR > WA KEY-80°C T EEF - B EFE MR

H R OE (LS PIRI R [EIR

T = 22 4 100

Cinit

7/ 66 58 B 58 (LCIMSIMS) 53 47 I (L WA R « P T 9 A 2 H B

Hoep Cplas By LR AVE S MAES YRR Cinit 55135 ¢]4A B LA

LEaVRE -

[0148] A TAIAETEREMEREE LHRES

Fu=S" 100
Cinit s

47 EE(Fu) -

Hoep Csup B LR MAE FERICEYIRE > Cinit S 755 9146 (HE/ LA

LEaVRE -

[& 2]
{EEY A BB 1
\ )
N:N:Q'm oH \NN]@ OH
\?— B [¢]
tevssE oﬁw& ONNVCSN
& :
2N N
HO
Nrf2 BEAS-2B NQOI 16 oM 13 oM

ECsg

Aiﬁ PXR ECSO / Emax

25,000 nM/56%

> 50,000 nM/10%

KBTI

HUEPRR 1.9 mL/min/kg 5.2 mL/min/kg
MRT 4.0h 6.5h

TREEYE) 12 .

HUEPRR 10.9 mL/min/kg | 0.41 mL/min/kg
MRT 1.6 h 18 h

/NEREEY B T E
HRER/ ARSI R
MFEHGE S > PES

31 mL/min/kg
99.7%

15.6 mL/min/kg
91.6%

109104455

555 H - 4k 164 HEEHIEREIE)

FHGTE A0202

1093191287-0
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[0149] 405k 2 1 fm - HHifh 1 (ECso= 13 nM)FI{EEY) A (ECso
= 16 nM){E4HAE F 2 B A ERERAY Nrf2 R 20 (L - BAE KB ErAE
LRV EEY 8 T1 B2 28 - 281N B AR TR0/ B EE ) &) J1 520 78 R 3 F At sy -
MR ea?) A > BHd) 1 BRER -

[0150] AR 298 71(PK) 2B EE{L SV LIS EFIE
PRAVERSEIR R R B FE S IBE S S R NN E A S F
HFTRHVEEY) R BEa n et - ACEHA 1| ZALEYVIRVEIERZR(CL)
R4y 27 (% > 58 & 0.41 mL/min/kg 2 CL-> Wi{E&® A (WO
2018/109646 » Eifl 1 B L&Y AEREFEE 10.9 mL/min/kg
HY CL « fEEBEMGET » ACERA | 2 L&Y T2 E R E(MRT)
R~ HEE0H 18 /NFHY MRT [ &%) ASEHH 1.6 /NIGHY MRT o
fE{&HY CL A RHAY MRT #24t PK ) » HERASCE KA 1 21ba
Yy {E R EE S H — R RER P AR R & T -

[0151] FE/hNeEad - OR&EEEZ 1R - BhHaP 1 CFRF/ LR AT H
# = 15.6 mL/min/k)F{L&Y) A CERRZ/AERS 7] H 2 = 31 mL/min/kg)
AP MAE T #EE - 7800 - #HLEY A BUNRIMRED SEE
£099.7%) - B A 1 ByRHEE /DI MEESSEE (91.6%) - Hi
B 1 W ERMAEEOSESRAFLEERE N HEA L LEY A BEEX
AL

[0152] $H¥f AR ANMEZ2 5 (preganane) X AZA5 (PXR)HY/E M 2k
BALEYI IR E MR RAVBAEIELE - [N PXR JE(EE]H] 5 {5 Hth 4t
[FI4AEEHY BRI BEY-BE M G R - ASCETEH] 1 2 baPth=
HHIEHRY PXRJEM:(ECso > 50,0000 nM)Fom AL EY EAEEZ
B PR EE Y-S5 O F A AY Rk -

/NEAR R EBRHEZRE (TAC) L EBITBRE B

56 H » 4k 164 HEEHIEREIE)
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ERINGEEIECE 1-3 K o AEREAFTEE T EERMK - E£ENR
TIER 3%H) RaE i (Ra M) ER (1.0 L/min)jifE/NE - A RIEBES
SR HLAERFAE 1.5 % (MEFEE ) o WA IE T &R Ay 72 I AN A i | 5 DT
Y fa i b5 B —(#/ N YT (~5 mm) o US4 ATL DA SH 48 DL 27 B i A
W b TR e o R B iR Y 3 o B I 4 [0 DA SR B E Bk S - (5 R al $45E T
il $H 7% 55 L BIAR E A0 T T EYERE - 3 7-0 SR&RIMRE T SRR 2
B IR SR G EBIAR T > A8 SR - R S R AL — /NS
#1027 G gt B REE RS20 - A X BAREGE%E (EREGE%E 60-70%) © {#
AR Z 6-0 SG@EGHRHAS I > A& H Medbond FA& FE -
¥ 7 (sham procedure) 2 tHEIHY » 2H FBIIREE S - HUAR SEG5E
AeET > HAE 0 E RECF TR 1-2 BRI R EEYI% T GEAER R E A1)
HFFEZIPTFEE R - FRIEE 12 s 5IMEE - &RVNEUEYIRT
{E&¥) - TAC UIFEHIR R 6 #EEC 10 B FFER ] o LT FeaE R F PR R
A TAC WFEacEn o LBRER TR > A5 AL TR AR E BRI O 17 4 -80
CEEN 10% T & E 1R ERTEZE o -

[0154]) LMBEEE R © B/ INE TAC 5T » 7 Vevo 2100 S5k
24 FET OB SN EE - 2-3% R EmEEY WA 1% 248
Yoe e B ) A 17 SEATAE DO ELES b o (E ) = (.00 3% BHEY B AUl B2 B R B
t 73 R(EF) ~ LEERAEREDY) ~ LEWGEARPIEFRESV) ~ LV
BEMOER - BB LEEREEFE - (£ ECG KHELF -

[0155] NADPH fiR SE§[EE]-1(NQO1)EM: : (£ NQOL JE
il 2R B RS R RV 2D BRE Al (Abcam, Cambridge MA)HIE 2L E (LV)
dH& NQO1 JE T -

[0156)] KEAPI [HERE(/Nrf2 jE{EH] > (R)-3-(1,4- _HE-1H-7%
H[d111,2,3] = M -5- 5 )-3-(3-((R)-2- £ & -7- FL A -2,3- g I g 5

5 5TH - 4k 164 HEEFIERE)

109104455 FH YR A0202 1093191287-0
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[2.3-A1[1, 4158 EIF-4(SH)-E) HE)-4-HER ) NI - BELE - (L
SEREY (B DOUE £ & E )7 D) R(S)-3-(1,4- ZH E-1H-FJf
[d][1,2,3] = ME-5-F5)-3-(3-(((R)-2- £ :-2,3- _FHEBEH[3.4-fI[ L. 41E 5
-4 (5 H)-B8) H L) -4- B R RD)-2,2- HHECN B (BB B) DUR 28 MUK
B RS2 10 /N 2 TAC HEETREAS - WE(L &Y BRET
&)U - AT LT AE T RERFRYG - R BRET B 0 RERE - 5 e LK) AE
seEIEFE L > /£ LV i NAD(P)H R & (LEZEFEE 1 (NQOI ; HiisA LEgFI
Nrf2 fERVEREY)IBEERIEMREA S - WL AZELREER -
7% A PRI E1#L (unloading) /i (B (K (i JBE ) SCHR 1500 2 1 48 4 BB HH 47
ROV S FEH T TIHY HF J59% (ACEi/ARBs ~ B-fHERHE - .LANLUL
45 773 SR ) A AR AR BT = L B R o Bt & B 08 AR R i BE ALV ER R
ARk o 25E 12 -

[0157) [ 12 fE3kifE g 10 38 TAC A KEAPI-kelch 35 [HET
B /Nrf2 JE B A (R)-3-(1,4- = H B -1H- 2K ¥ [d]1[1,2,3] = M -5-
B )-3-3-(((R)-2- £ A -7- & AL -2,3- 2 & UL BE H [2,3-f1[1,4] & =
-4(SH)-F) B E)-4-HER )N - BRRE - s\ o 2 BEY (B 1
Z it & ®) f(9)-3-(1,4- = B B -1H- 78 3F [d]1[1,2,3] = ™k -5-
B)-3-(3-(((R)-2- £ A&-2,3- G MEWEH[3,4-f1[1,4]1 | B ME-4(5SH)-B) H
B)-4-HEZRA)-2.2- “HENKJLEEY B) ¥ LB & - E - F1NQOI
B BNV E - FrA &Yt TAC 215 2 HEEIG LB Y4 EE - [fiE
TELAT © Sh (& > n=6) » V (TAC FIB¥))ZHEE > n=13) » EX1 [TAC
FI(R)-3-(1,4- — H EE-1H-FE 3 [d][1,2,3] =M -5-F£)-3-(3-(((R)-2- 7. &
-T-FREL-2,3- U E ML IE (2,311 1,41 5E R -4 (S H)- B AL -4- AR AL
Nl - BIRE - SCHE2REBY > ffa®F Ll 1.0mg/kg/d (n=11) -
3.0mg/kg/d (n=12)F1 10 mg/kg/d (n=10)] > EXB [TAC F1($)-3-(1,4-_
B R -1 H-ZE 3 [d][1,2,3] = ME-5-26)-3-(3-(((R)-2- 2, B -2,3- & L g 3

\
/

1
-t-

S8 H - 2k 164 HEEHIEREIE)
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[3,4-A1[1,41 8 -4 (S H)-B) HA)-4-H A 7R A)-2,2- “HANWE - 8
YLl 100 mg/kg/d n=7]1° (12A) 4 H 77 & 7.0 2 ARV E 77 bR S (12B)
fe0 % NQO1 BRIEYE: » EEIEREF 100% ; (12C).0:% > (bpm) &5 §#
LRt R(2D)ELEBEEEECERFRESBER B TEEGE
s.e.m) ° {1 F] Dunnett Y2 B LLEOAE A BN ANOVA IEE P1E -
FRA p BURTPTEED BLHERILE L o (EX 1 &RE RS 1~ 371 10 #Y
FIZE - EX B &R R ERD 100 I RZIED

e T

[0158]) ASEHALEY) s Nef2 JE{LE » B ol A EEETEN B E
A Z R B EPFI R E - COPD ~ il ~ ALL ~ ARDS ~ @R4E(L - 18
PSR AT S M R~ BRI R R A SRRV B IR~ S ED 18 M
R ~ ol PUBRESERF - BREGSEL - BROERR - BREE
W 1BMER - MMES S MEE RS - SEEEEGAKD - FiF
o E AR o R B R B RE R REE ~ BB AR B ~ AR AL » =i
B~ Lo EE - SR REIARE (B DL ZE - DALEE ~ LiEEE
DEAE - LRSS R T R LRSS OF 5 EH o R
MEFRI M LR ~ SCD ~ BREFEAM CRS ~ fHE AR KEPD) ~ f] 225 2K
RAE(AD) ~ 1858 5 e IR B 8 (FA) ~ AL A Z= 41172 Ra (R BE (LA
(ALS) ~ Z#MEEEEMS) ~ FITHK S EHD) ~ 5881815 - Bl
MR ~ BRI ME TR - TR - BEERE - B RERIRE - S8h=
-SRI - R RE (RS ~ R B E S EE H (prion) BRIF  BETTMERL
B E ~ 18 MERIE MR (CTE) ~ HEERAE ~ Fesw ~ BAMIEERER ~ Tau
# H /A (tauopathies) ~ B R MEHFEERX - EwKRIE - 2 EX
(Neimann-Pick) [ JE ~ BB IIEE ~ SORIFERE « 8 RV ERIF - K
e ~ Fr e M (220 AMD M e MECEZ)AMD ~ BR{8{5 - Fuchs

FS9H - 2k 164 HEEHIEREIE)
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KA RN F2 < BHE(FECD) ~ A R SR BCHAM SR AEVERR 7= ~ FETEAS TERR
HiRT R (NASH) ~ S REFEEHIIAIF B0 > JEEREE R ZEAHR) - W
PERT 3% ~ BFEE(L ~ A4 Ko ~ BBETE R R/ E -~ RN RS R
EIEANH] ~ TRIAVE ~ A0 UE

[0159] Nt > fE—REH T - AR GHEZFRI LA -

[0160] A% a7 ARaR aRANENRE 1 Z(tE
PIECH R (R pl e LB 2E Al 2 i) ~ s G B R REY) - B(HKEY)
& T E2HFERIMERE -

[0161]) {fE—(AEHEREEE T » ASFIHFE Gt —FH A I a R Ah Bk =
BZAMEEY) - SCEE RS L2 F 2 i) - sl 52 B
Y~ HIKEY) » A2 —E A T > AR (R — 1 A Ha B E Ak
b2 AMEEY) ~ REB RS 88 a7 a0 ) ~ s 55
Y - KV - L m—EHEReE T - AR AR aFES
MmEEZMEEY) ~ BRI E 88 LAl 2 aVEs) ~ s E 8 R
&Y~ EKEY) - fEm—EHERsE T > AR PRRME AR e
HAREIARE 8 < (DG ~ B (Rl e H B % E 2/ E)
HGEEREY) - NEKEY) - fEm—EHEREEE T > AR —fE A
FrLAEZE G Z A (DB ~ REE (Rl e H B % E 228V )
EGBEEY) - EHKEY) - AL —HIEEET > A%IHEMR —EA
e LA E ZAMEEY) ~ REE R e LB % 28V E)
EGBEEY) - EHKEY) - AL —HIEEET > A%IHEMR —EA
FeaR LB E S 2 A (DG ~ REE R e B % 28V E)
EGBEEY) - EHKEY) - AL —HIEEET > A%IHEMR —EA
FUaRLEA B ZAMEEY) ~ REBE R e % 28V E)
EGBEEY) - EHKEY) - AL —HIEEET > A%IHEMR —EA
BB RRIE M O AR Z A MEEY) ~ BCLE G RIE %8 2

60 H - 3t 164 HEEHIERIIE)
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HVER) ~ RE G ERREY) - sUHKEY) - R —EHRRE T - A0
f—fE AP MEKE ME 2 WD EEY) ~ BB e H %
EATREZRVE) ~ SEH G2 REEY) - HKEY) - LS —EHERRE T
ASFUATE St — M B F R 2 EN O BERERE ZADEEY) ~ I
(Rl e 2E a2y El) ~ sREH G2 EREY) - B(CHKEY) - (25—
BT AR AE AN EFRHeARE ZXMEEY - sH
BRCRr RS B BT 2 Ve ~ SRE G B REY) - NEKEY) - 5
—E R T AR AN E R B E Z (DIEEP)
SCH B (R KB 8 Fal R zav ) ~ SREH G B REY) - BCHKEY) -
R —EHERE T > ASE IR (I — T8 A HYa R (i i e A ) R i
A(DEEY) ~ BB (Rl e KB ae Ll pi2 iy i) ~ SR G2 REY) -
EHAKEY) - AL — ST - AR RS AR AZE L
IREELEE R A (D(EEY) ~ REE R e B % 2 aVE)
HGEEREY) - NEKEY) - fEm—EHEREEE T > AR —fE A
FOBE 2 S LE 2 (DB ~ BB RS KB 88 F Al A7 /Y
)~ SKH G B EEY) - KV - AL —EHEREET > AR
—HAREFEFTITHREZEE ZADLEEY ~ SREEE S EE L
AR HIER) ~ BRH EEREY) - EKEY) - B —EHRERET - K
ZPEM—ERAREREEEEE D EeY) - LB e H B2
EATREZEVER) ~ BH G2 EEY) - KV - £ —EHEREE T

AR —TEA R ERAIGIEEESE ZAOLEEY - BB EHIE
HES8E F Al P70 ~ SR G2 BEEY) - IHKEY) - £ —EHHERE
e ABHEE AR ER I T RO ~ BB
AIEHEEE LR ZaE) - SREHGEREY) - WHKEY) - m—F
fERef T - ASHE R AR ER TR ZMEEY) ~ S

e AR E AR ZHE) c KGR REY) - EHAKSY) -

61 H - 3k 164 HEEHIEREIE)

109104455 FH YR A0202 1093191287-0



1843806

[0162] fE—Refieh - AR —HEIEH COPD 257k > HA
e AN ENAMEEY) ~ REBE RS L% 28V E)
sCHGBREEY) - NHKePie T2 AFENER - BRNE > A%H
fEft—fE)a% COPD % HAE SR aFAUER(R)-3-(1,4-HE
-1H-ZE 53 [d][1,2,3] = M4-5-55)-3-(3-(((R)-2- £ B -7- 78 F5k-2,3- g ML e
FH12,3-AILATEENF-4(SH)-B) A -4- B SRR N BZ ~ s B (Rl 2
HESgE E AT P70 ~ SR BB EEY) - KR T ERFEL
58S -

[0163] fE—REtxT > AFHEHR TR OMZIGE L TE > H
BEREFEANENADLEY) - B ER e LB % E 28V E)

|

AFHER -EEFLOEEE 2% HEaREREANER

(R)-3-(1,4- “H E-1H-ZFF [d][1,2,3] = ME-5-55)-3-(3-(((R)-2- L A& -7-
FEAE-2,3- @ MENEH[2,3 /111,41 B ER-4 (S H)-H) HEL)-4- HEZREDH ™

Bz ~ BCHER (R /e B g E ez ayel) ~ s G B REY) - SIHKEe
VT 2 AT RN - AL n —EHERREE T AR A —RE 70 b
B2 )5 HESRIERFEANENLGE S R)-3-(1,4- “HE-1H-ZHF
[d]1[1,2,3] = M -5- £ )-3-(3-(((R)-2- £ £ -7- FE A -2,3- = & W e
[2,3-f1[ 1418 ENF-4(5H)- B ) BB )-4- IR B N RE Cir BE D 20) ~ B0E
BEBYVRTEAFEOER AL —SBIMVETERRE T > AR
— i aR RS 2 U7k - HEE RN A ER &M (R)-3-(1,4-H
B -1H-Z2 5 [d101,2,3] =ME-5-55)-3-(3-((R)-2- £ B -7-F8 5:-2,3- ik
BEFH 12,3111, 41 F A M- 4(S H)-F) ) -4- HELSR B R ~ s G52 R
&Y~ REKEYRT 2AFERIFERE -
[0164] {E—REEET > AFFHBHIN —HIEHR LTS o 8 o
R 2k HaaraRawENADEeY - = B ERIEH

62 H - 3k 164 HEEHIERIE)

109104455 FH YR A0202 1093191287-0



1843806

A L) - SRHEBREY) - K EYRT 2 A TR
% o AE—EE RS T > AR — e RO EIE & OF 5T 7 FR I
b2 T HEERIGE A ERI(R)-3-(1,4- Z FHE-1H- 755 [d][1,2,3]
= ME-5-F6)-3-(3-(((R)-2- £ A&-7-F8 £-2,3- G MEBE H[2,3-1[1.4] | &
P-4 (SH)-55) HEL)-4- RSB N BE ~ BB (Rl 2 HL B8 8 F T 27|y
B~ SKH G B EEY) - NIRRT EAFEMERE - 25— Ft
AR KR IR LRI & 05 W o RED 205k HA
2R AR H SRR &R (R)-3-(1,4- Z AL -1H-ZR 5+ [d][1,2,3] =1-5-
B )-3-3-(((R)-2- £ & -7- FE £ -2,3- 2 & WE W€ JF [2,3-f1[1.4] &/ &
-4(SH)-E)HE)-4-HEAF )N OFEEIZ D) ~ sl G2 ZBY/RT 2
ARBENEAG - AL — I EHEEA T - ARt —f a5 L g
B RE ZE > REEREFEA N ERGE R (R)-3-(1,4-2_H
B -1H-Z2 5 [d101,2,3] =ME-5-55)-3-(3-((R)-2- £ B -7-F8 5:-2,3- ik
BEFH 12,3111, 41 F A M- 4(S H)-F) ) -4- HELSR B R ~ s G52 R
&Y~ REKEYRT 2AFERIFERE -

[0165] fE—REHET > AFIHRHN —REF L= S OFor e 5T
MR %A HEERaRANENEEY » SCHBEHIEH
g5 Rl P2 eVER) ~ BRH B ERY) - HKeYiie T 2R F R
S o AE—(EE R T - AR — e Ll = I & OF PR 88 51 o0
RZIT% > HEERIGEANERN(R)-3-(1,4- Z HE-1H- 75+ (d][1,2,3]
= ME-5-F6)-3-(3-(((R)-2- £ A&-7-F8 £-2,3- G MEBE H[2,3-1[1.4] | &
P-4 (SH)-55) 5L -4- AR B N ER Cr BEZ 20) ~ BB (R il 2 H B8 4%
EATREZRVE) ~ SEH G2 BEEY) - UKV T E27FERERE
S —ERRE T AR HREE R LERIE S FRESH TR
FiE > HE SR FEANERGES (R)-3-(1,4- ZHE-1H-5R3[d][1,2,3]
= ME-5-F6)-3-(3-(((R)-2- £ A&-7-F8 £-2,3- G MEBE H[2,3-1[1.4] | &

o

o

i

i

%63 H - 4k 164 HEEHIERIE)

109104455 FH YR A0202 1093191287-0



1843806

ME-4(SH)-%) k) -4- AR B N EE sl D 20) ~ SN BB 2 @Yt T
EFFEAMEIE - A£—SIMVETERER T - AR —fEa R L=
IS EFRE R R 2k HE R aFA M ERSE SR R)-3-(1,4-2
- TH-Z5 51 [d1[1,2,3] =M-5-55)-3-(3-(((R)-2- L Fk-7-FEHk-2.3- T
MEBE (2,3 11,41 B A NE-4(5SH)-B) B -4- R ESREH NI ~ sl g8
BV ORI TE AR EMEE -

[0166] fE—REHET > AFIHFE M —RE o E BURES R JEBR MM 18
ZRTEHY DB IS IEAR Z 775 - HE &R e A RERMEEY) ~ 2
HE(Fr 2 HEE 48 F ol pi7avEs) ~ sl 2 BEY) - I KEeYRT
EATENERG - AL —HETEREE T AR ft— RS UL R FE
ik 0 PE 48 (5 P 2.0 B = I8 iEIR 2 5 7% - HE &R ia R AN ER
(R)-3-(1,4- “HE-1H-ZRF [d][1,2,3] =ME-5-F)-3-(3-(((R)-2- £ &~ 7-
FLEE-2,3- g MEBEH[2,3-f111,41 A P-4 (S H)- B B -4- FHEL R FO N
Bz ~ BCHER (R /e B g E ez ayel) ~ s G B REY) - SIHKEe
YT EHFEEAEEE - £ — SHNIE i RERE T - ASFIHIR It — T
BICRREE PRI Rk PR AR5 BT B B =2 18 EAR 2 5% HEL &2k ia A 3
ERSE & (R)-3-(1,4- ZHE-1H-ZRF [d][1,2,3] =M-5-5)-3-(3-((R)-2-
LT -2,3- @ e (2,3 /111,41 E A NE-4(SH)- B ) U EL)-4- B A
FEOWBR O 20) - R BB BEYR T 2 AFEZAIERE - LH 55—
B R T A SEUASE Ot —FH 0 SRS IR F R R I R 48 5 B B O i =
VEREIR < 0572 A &R e AN EREE & (R)-3-(1,4- ZHE-1H-Z5JF
[d]1[1,2,3] = M -5- £ )-3-(3-(((R)-2- £ £ -7- FE A -2,3- = & W e
[2,3-f1[ 1418 EMF-4(SH)-F) HE)-4- H AR WK &) ~ S E =
REVRTE2AFEOEE - AESE RS ZSE S NIERMmM:15
(AT R Lo s 2 EAR B AR B A PR O ARG R ~ (B ~ FlERAE AR -
PRI e ~ Y  BEREERENY C FF -

o

564 H - 4k 164 HEETIEREIE)

109104455 FH YR A0202 1093191287-0



1843806

[0167] fE—RERET > AR HE—IER A MR E AT EHY
Lg% HaERiamaENAEE?) » BB E
HESEE F AT P70 ~ SR G2 EEY) - UK EYIR T EAFEN
{E8S - e — (I EHEREE T > AR fE—H e N6k i B 5 P 2L
=g 2 ik HEERIERANER (R)-3-(1,4- ZHE-1H-Z5 )
[d]1[1,2,3] = M -5- £ )-3-(3-(((R)-2- £ £ -7- FE A -2,3- = & W e
[2,3-f1[ 1418 R -4 (S H)- ) B )-4- B ED N E ~ SR B (R il 2
A L) - SRHEBREY) - K EYRT 2 A TR
% o AE— BNV E R T > AR IHIE M — AR N wh M MBS BT 2 Y
ORERS Z T7%  HEERIEFEAMENAE S (R)-3-(1,4- " HE-1H-&
H[d111,2,3] = M -5- 5 )-3-(3-(((R)-2- £ & -7- FE B -2,3- - g ML g 5
[2,3-f1[ 1418 ENF-4(5H)- B ) BB )-4- IR B N RE Cir BE D 20) ~ B0E

BEBYRTEAFTEOEE - ALHS—EHEEET - ARHEM R —
fE aRR LM B EMER O RS 2 75 HEEREFRANENSS
A (R)-3-(1,4- “H B -1H-ZR 9 [d][1,2,3] =M -5-F)-3-(3-((R)-2- £ %
-T-FEEL-2,3- g MEBEH[2,3-f111, 41 R A P-4 (S H)-Fk ) B ) -4- FH EL SR )
HNEEKEY) ~ NGB REEYR T 2 AT EAIFERE -

[0168] fr—REfry AR —TE AR /B K /B TR BT Nrf2
s B AHBR BV Z (B &) ~ BB (Rl & H B 48 F [ 228V E)
CHGEEREY) - K - LR T - AR ARE
% Ko /ECTREG B Nrf2 3 51 AH B BV 9 It Z (R)-3-(1,4- ZH B -1H-Z55F
[d]1[1,2,3] = M -5- £ )-3-(3-(((R)-2- £ £ -7- FE A -2,3- = & W e
[2,3-f1[ 1418 R -4 (S H)- ) B )-4- B ED N E ~ SR B (R il 2
A b)) » SR B RREY) - HKEY) - i m—EHEK
B RSFUATE AL A B AER Nrf2 SR ETHE B RV BRIR 48 & (R)-3-(1,4-2
- TH-Z5 51 [d1[1,2,3] =M-5-55)-3-(3-(((R)-2- L Fk-7-FEHk-2.3- T

=
&=
W

e

65 H - 4k 164 HEEHIERIE)

109104455 FH YR A0202 1093191287-0



1843806

MEBE 2,3 /111,41 E R P-4 (S H)-F) FHEL)-4- RSB N R Cis BEFED 20)
CH G EREY) A —BIHVERER T AR M /AR EL Nrf2
s 511 B Y PR 2 & (R)-3-(1,4- AL -1H-ZR 5 [d][1,2,3] = M-5-
B )-3-3-(((R)-2- £ & -7- FE £ -2,3- 2 & WE W€ JF [2,3-f1[1.4] &/ &
-A(SH)-F) A -4-HERFNE: ~ SRH G 2R EY) - HKeY) -

[0169] fE—Refieh > AT M —FHFET Nrf2 257k » %574
BEFEMEAAOLEEY - B RS 2E F a2 aER) » B
HREEY) KGR - £ — (BT > AEIFIe M —fE
81 Nrf2 257k > ZFAESEAEAER)-3-(1,4- ZHE-1H- 55 3F
[d]1[1,2,3] = M -5- £ )-3-(3-(((R)-2- £ £ -7- FE A -2,3- = & W e
[2,3-f1[ 1418 R -4 (S H)- ) B )-4- B ED N E ~ SR B (R il 2
A L2 » G BREY) - WCHOKEY R - R
RERR T ASFIHIEME—MEREE Nef2 250k - R AEE LA &
(R)-3-(1,4- ~HHA-TH-ZRH [d][1,2,3] = ME-5-F)-3-(3-(((R)-2- L &~ 7-
FLEE-2,3- g MEBEH[2,3-f111,41 A P-4 (S H)- B B -4- FHEL R FO N
Bz Chedl i 20) ~ B G B REV M - L — MV EREE T > A%
Eft—MEFEE Nrf2 250k > 7 AE e AR RESAR)-3-(1,4-H
B -1H-Z2 5 [d101,2,3] =ME-5-55)-3-(3-((R)-2- £ B -7-F8 5:-2,3- ik
BEFH 12,3111, 41 F A M- 4(S H)-F) ) -4- HELSR B R ~ s G52 R
&Y~ HKEY R -

[0170] fE—Referf AR TR BEZAZHLEEY -
fE—EE A T AR —RE AR ER 2 AOEEY - BB
AR BEEE E 2 R ~ BRI EBREY) - HAKEY) - 58
FEREBE T - ASFIHIR M AN /EH 2 (R)-3-(1,4- AL 1H- 755 [d][1,2,3]
= ME-5-F6)-3-(3-(((R)-2- £ A&-7-F8 £-2,3- G MEBE H[2,3-1[1.4] | &
P-4 (SH)-55) HEL)-4- RSB N BE ~ BB (Rl 2 HL B8 8 F T 27|y

66 H » 4t 164 HEEHIEREIE)

109104455 FH YR A0202 1093191287-0



1843806

B - SNH A B REY) - HAKEY o E—FBIMRVETEE S - A%H
P Bt R Y B R 2 & & (R)-3-(1,4- B B -1H-ZK 31 [d][1,2,3] = ™ -5-
B )-3-(3-(((R)-2- 2 & -7- ¥8 H: -2,3- — S0 0 3% [2,3-/1[1,4] & % 1%
-4(SH)-F) HE)-4-H AR B NR CF P =0 ~ SN G EREY) - 12X
FEHEET  AEHREERNERE 2GR R)-3-(1,4- _HE-1HK
F[d11,2,3] = M -5- FL)-3-(3-(((R)-2- £ B -7- 5 A -2,3- - F ML BE FF
[2,3-A111,4158 EF-4 (S H)-£) FHE)-4- B Z) Wik ~ s 5 B R AEY) -
BHAKEY) o

[0171] fr—REEE  ARSFORFRHE—RE FMF B Nrf2 JE (LA~ 20D
b&y) ~ SRHBGT I E HEEE ol aE) - E G2 REY) - BH
KEY - fE—EEMEREF » NEHREEHAFESLE Nef2 JHELE 2
(R)-3-(1,4- —HH E:-1H-K I [d][1,2,3] = ME-5-5)-3-(3-(((R)-2- L AL -7-
FOEE-2,3- G HEBE (2,311, 4] R B F-4(S H)- B H A -4-H ESR AN
Bz ~ BCHE (R A2 HEEE R ol aVEl) - SR B REY) - SiHKE
Yo Em—EEET - KEHEMEAER Nef2 JELH 2 & &
(R)-3-(1,4- —HH E:-1H-K I [d][1,2,3] = ME-5-5)-3-(3-(((R)-2- L AL -7-
FOEE-2,3- G HEBE (2,311, 4] R B F-4(S H)- B H A -4-H ESR AN
Bz OB 20 ~ SR G B EEY) o f£ — BNV BB T - KSR
FE Ry Nef2 JE(BHE 2 455 (R)-3-(1,4- _ HA-1H-Z8FF[d][1,2,3] =ME-5-
B )-3-3-(((R)-2- £ A -7- & AL -2,3- 2 & UL BE H [2,3-f1[1,4] & =
-A(SH)-E) HED)-4-FHEFEWNE: - siH 7 2 R2EY) - SiHKEY) -

[0172] fE—fEEEd  AFHREANRAMEEY)  SCHBE EH
G B AR AVED) ~ SR G B REY) - SCHOKEY 2R - AR
a7 COPD- BAGIM = » AL HEAR (R)-3-(1,4- “HE-1H-Z I [d]1[1,2,3]
= ME-5-F)-3-(3-(((R)-2- £ A -T-F8 A -2,3- G HE0E H[2,3-f1[1,4] &R
-4 (5 H)-H) FED)-4- B A IWBE ~ BCH B (R il /2 H B B2 Pl B2 Ay

567 H - 3k 164 HEEHIERIE)

109104455 FH YR A0202 1093191287-0



1843806

) ~ sREGBEREY) - NEKEY AR - HIBRAR/EHE COPD -
[0173] fE—Refeoh > AFHEHL-FEADLEY - B ERH]
e HESEE F TRtz » SRE G B RREY) - UKeY AR - Hi
APER LTS - AE—(FAE AT » AFHEMER)-3-(1,4- 2%
-1H-ZE 53 [d][1,2,3] = M4-5-55)-3-(3-(((R)-2- £ B -7- 78 F5k-2,3- g ML e
FH12,3-AILATEENF-4(SH)-B) A -4- B SRR N BZ ~ s B (Rl 2
HESgE F AT 70 ~ SRE G2 EEY) - IEKeYIZ g > H{RH
OB LIRS o AL —EHEE T > ARHEMSG K (R)-3-(1,4-22H
B -1H-Z2 5 [d101,2,3] =ME-5-55)-3-(3-((R)-2- £ B -7-F8 5:-2,3- ik
BEFF[2,3-A111,41 2 A NF-4(SH)-55) ) -4- R SR FL) W BZ (R BT 20)
sCH G B EEY) 2 ik HARARER LR - £ — 3B R
oo ARSI R A & (R)-3-(1,4- A -1H-ZR 9 [d1(1,2,3] =M -5-
B )-3-3-(((R)-2- £ & -7- FE £ -2,3- 2 & WE W€ JF [2,3-f1[1.4] &/ &
-4(SH)-F)HE)-4-HEFRE)NH ~ sWH G2 REY) - sidUKRe 2

- HBR R ER LR -

[0174] fE—Refeoh > AZFHEHL-FEADLEEY - B EH]
HESEE F Al 780 ~ SR G2 BEEY) - IUKeY T > Hi
HFER LB TIS & 0P 5T B 0 R ) « AL — (W E AR T - A SFIATR (]
(R)-3-(1,4- “HE-1H-ZRF [d][1,2,3] =ME-5-F)-3-(3-(((R)-2- £ &~ 7-
FLEE-2,3- g MEBEH[2,3-f111,41 A P-4 (S H)- B B -4- FHEL R FO N
Bz ~ BCHER (R /e B g E ez ayel) ~ s G B REY) - SIHKEe
Yo ik HARRRIaHR O BEEIS S 05 H o RV - 55— E etk
oo ARSI R A & (R)-3-(1,4- A -1H-ZR 9 [d1(1,2,3] =M -5-
EL)-3-3-(((R)-2- £ B -7- ¥& & -2,3- 2 o 0L BE F [2,3-f1[1,4] & & ¥
-4(SH)-£:) FHER)-4-H AR B WL Ol B TP 20) ~ s 4 52 BARY) 2 it -
HARNGR LIRSS o RED - fE— SV E R T - A

F 68 H - 2k 164 HEEHIERIE)

109104455 FH YR A0202 1093191287-0



1843806

3 R 45 5 (R)-3-(L4- B E -1H- % 9T [d[1,2,3] = 1 -5-
H)-3-(-(((R)-2- Z, H -7- ¥8 £ -2,3- = & ML BE 5 [2,3-A1[1,4] & & ¥
SA(SH)-HE) HIED)-4- FE AL R0 I ~ B0 B EASY) « UK S

C AR AR OB SR G B A R -

[0175] fE—BEEep - AZIRREE ALY - LB

RS )  KELEBREY KSR - K
TS aI DS DR BT 5 « (i — (HEFFEASHE o - RS IasR
(R)-3-(1,4- " Hl -1 H- 2 3£ [d1[1,2,3] = ME-5-)-3-(3-(((R)-2- Z B -T-
FOEE-2,3- IEBE I (2,311 1,41 8 EU-4 (S H)-25) B AL )-4- RS ) P
B - S HEBCRERI S LRSS P V) UK B EEY) - K
Y2 g HAR AR OEEEE S R % « B — B HiRs A
of A8 B R 4 S (R)-3-(1,4- B L - LH- 26 9 [d][1,2,3] = 4-5-
H)-3-(-(((R)-2- Z, H -7- ¥8 £ -2,3- = & ML BE 5 [2,3-A1[1,4] & & ¥
(S H)- ) HIE)-4- HRC SR IS B O FE 20 - s L s LA > 8
A% AR B8 & O R I H 53R - {E— SBAMEF RS B o -
3 R 45 5 (R)-3-(L4- B E -1H- % 9T [d[1,2,3] = 1 -5-
H)-3-(3-(((R)-2- 2 -7- §5 £ -2,3- — G 0 B IF [2,3-1[1.4] 5 5
SA(SH)-HE) HIED)-4- FE AL R0 I ~ B0 B EASY) « UK S

C HAH R A0 BEEIR & HR A 4 -

[0176] fE—BEEep - AZIRREE ALY - LB
RS )  KELEBREY KSR - K
90 3% FA 4 9% COPD 2 559))  FLBSTTI S » ASIHHRH (R)-3-(1,4- —H
E-LH-5 5 [d][1,2,3] S0E-5-55)-3-B-((R)-2- 2. 56-7-F8 -2, 3- it
BE 12,311 1,415 FUF-4 (5 H)-55) H L) -4- BFEC A0 P ~ S EL B (R 71

—

¥
U

/

e B F a2Vl » BRH G B EREY) - KGR > Hik
&S Y /A9 COPD 2 BEY) -

569 H - 3k 164 HEEHIERIE)

109104455 FH YR A0202 1093191287-0



1843806

[0177] fE—Refeoh > AFHEHL-FEADLEEY) - B EH
e B F ey El) » BRH G B EREY) - NHEKGsYI AR > Hik

1 Gl

RBEUSHP RO EER 287 - £ HEEREET > A%HE#
(R)-3-(1,4- B B -1H- 5 [d][1,2,3] = M-5-2£)-3-(3-(((R)-2- Z % -7-

FLEE-2,3- g MEBEH[2,3-f111,41 A P-4 (S H)- B B -4- FHEL R FO N
Bz ~ BCHER (R /e B g E ez ayel) ~ s G B REY) - SIHKEe
Yo ik HABEEISE ARG O EETEE L 88Y) - (£ 5 —EHRek T
A g% I Bt & R (R)-3-(1,4- B & -1H- 2K J3F [d1[1,2,3] = ™ -5-
B )-3-3-(((R)-2- £ & -7- FE £ -2,3- 2 & WE W€ JF [2,3-f1[1.4] &/ &
-4(SH)-£:) FHER)-4-H AR B WL Ol B TP 20) ~ s 4 52 BARY) 2 it -
HAAMEUE AR B O RIS 285 - (£ — I E R > A
TR &S R (R)-3-(1,4- U EL-1H-Z55F[d1[1,2,3] =M-5-55)-3-(3-(((R)-2-
LT -2,3- @ e (2,3 /111,41 E A NE-4(SH)- B ) U EL)-4- B A
REONEE ~ SRH G B REY) - SCHKEY 2R - HaatsUERNE
FOLE G 2 ) -

[0178] fE—Refeoh > AFIHEHL—FEADLEY) - SCHEHEERH]
HESEE E Al 780 ~ SR G2 REEY) - IUKeYI T > Ei
HREUE A HYEHF LIRS o 0F 5 0 R D 2 889 - A — (W E H et T
A% I 1 (R)-3-(1,4- = W & -1H- 2K f [d][1,2,3] = M -

B )-3-3-(((R)-2- £ & -7- FE £ -2,3- 2 & WE W€ JF [2,3-f1[1.4] &/ &
-4(SH)-F)H AR)-4- FHESR A B ~ BB (i il 2 L B 8wl %2 1Y
CECHEBREY) - HKEY R > HARELS ARG R O
TG R Z88Y) - fL S —EHaRER T - ARG S
(R)-3-(1,4- “HE-1H-ZRF [d][1,2,3] =ME-5-F)-3-(3-(((R)-2- £ &~ 7-
FLEE-2,3- g MEBEH[2,3-f111,41 A P-4 (S H)- B B -4- FHEL R FO N
Bz Ol 20 ~ SRH G B REY) 2 ik - HARELS AR aH L =S

mm

FT0H - 4 164 HEEFEREIE)

109104455 FH YR A0202 1093191287-0



1843806

GO H o RIE D 2 BEY) - E— SNV E R 0 AN IHRAAE R
(R)-3-(1,4- _H E-1H-ZK 3 [d][1,2,3] = ME-5-F5)-3-(3-((R)-2- £ A& -7-
FOEE-2,3- G HEBE (2,311, 4] R B F-4(S H)- B H A -4-H ESR AN
% ~ BCH 2R EY) - NEKEY AR HeEELERER LS
VG & OF AT L o IR 2 BB

[0179]) fE—REfE » AEHREE—-HEXOLEY - BCHE A
EHEEE F ARz  BCHE B RBY) - HKEY MR Hik
RS AR L =S & GF Or B B 0 R 2 B2 - fE — (A E ha fe i -
AR # R®-3-1,4- = H A -1H- 2K JF [d]1[1,2,3] = ™ -5-
B )-3-3-(((R)-2- £ A -7- & AL -2,3- 2 & UL BE H [2,3-f1[1,4] & =
-A(SH)-E) HE)-4-HE R B NBE - SREE (il 2 HE &% E 28y
HD) - sRH O BREY) - SCHKEY R - HIREEEUE R L g
ZIRGHREN T IR ZEY) - £ —HHEBET - AEHEMLE
(R)-3-(1,4- _H E-1H-ZK 3 [d][1,2,3] = ME-5-F5)-3-(3-((R)-2- £ A& -7-
FOEE-2,3- G HEBE (2,311, 4] R B F-4(S H)- B H A -4-H ESR AN
B OFd e =0) ~ SRH G B REY) o iR - HGHEIERNER L ESIE
G RE R R BEY) - i — SNV EREET - NEIHRALE S
(R)-3-(1,4- _H E-1H-ZK 3 [d][1,2,3] = ME-5-F5)-3-(3-((R)-2- £ A& -7-
FOEE-2,3- G HEBE (2,311, 4] R B F-4(S H)- B H A -4-H ESR AN
% ~ BCH 2 REY) - NEKEY AR HGtEIE AN AR LS
V& OF IR BT o R 2 BB

[0180] fE—REfEH » ASHHEME TR HYER COPD 2 X (DL
e REBEHIEHE S a2 rvE) - B G B REY) - sHEHK
&Y - BT > KRHEAN AR &% COPD Z(R)-3-(1,4- _H E-1H-
S H[d][1,2,3] = ME-5- ££)-3-(3-(((R)-2- 7 BL -7- ¥R £E-2,3- — G L g 3
[2,3-f111, 41 R E -4 (SH)-5x) H A5)-4- BB N I ~ s ER (Fp il

—

A

FT1H - 3 164 HEETIERE)

109104455 FH YR A0202 1093191287-0



1843806

sE 9 O HEZIVED © SH B RS - REKSY -

[0181] fE—HEbEep - ARSI E—MEATAR LIS 2 20
(b ~ LB R S a2 e © Sl 2 B - SR
K&y - E—FEEEEES - ROLEYEBIERLKER >
(R)-3-(1,4- " Hl -1 H- 2 3£ [d1[1,2,3] = ME-5-)-3-(3-(((R)-2- Z B -T-
FOEE-2,3- IEBE I (2,311 1,41 8 EU-4 (S H)-25) B AL )-4- RS ) P
B - S HEBCRERI S LRSS P V) UK B EEY) - K
V) o EB— BT AR EREARERELEEL S S
(R)-3-(1,4- " Hl -1 H- 2 3£ [d1[1,2,3] = ME-5-)-3-(3-(((R)-2- Z B -T-
FOEE-2,3- IEBE I (2,311 1,41 8 EU-4 (S H)-25) B AL )-4- RS ) P
BECHEEY 20 © S BB REY) - f— BB AR - ARSI
FE A S8 0 R U8 7 5 & (R)-3-(1,4- — B - 1 H-2E9F (][ 1,2,3] S 0-5-
H)-3-(-(((R)-2- Z, H -7- ¥8 £ -2,3- = & ML BE 5 [2,3-A1[1,4] & & ¥
SA(SH)-£5) ) 4- HUESE R IR K &)~ SUEH RS -

[0182] fE—AEREF » A SRR HE— T A H G0 LM 5508 2 (i
TR 2 S E) « SR AR S % TR AT E) - S

H#REY) - SHAKEY - (A E R - AR IR AR L
B £ F 5 L 43 TR D S 2 (R)-3-(1,4- — - LH- 569 [d][1,2,3] = 0
-5- )-3-3-((R)-2- £ K -7-§ £ -2,3- @I BE 91 [2,3-A1[1.4] & BT
SA(SH)- B F ) -4- BRSSO P ~ LS CRERIE HL B8R b AT 2 Y
H) S BREY) K EY - BB - AR
FE B0 2 08 1 3 B 3 TR0 /D S 2 5 R (R)-3-(1,4- B 6 1 H- 3
I 1d111,2,3] = M -5- 5 )-3-(3-((R)-2- £ H -7- ¥E £ -2,3- — G 0L B 9F
(2,311,416 EUF-4(5H)-55) EH 6)-4- B EL S B N B Cle B R 20) ~ =L

s EEY) - (L — BT ERS BE B - AR IR A B IR EEIE & F
5 TR R D A I 2 A R (R)-3-(1,4- — B EE- L H- 6 91 [d][1,2,3] = 14-5-

FT2H - 4k 164 HEETIEREE)

109104455 FH YR A0202 1093191287-0



1843806

H)-3-(3-((R)-2- 2 Bk -7- ¥8 £ -2,3- — & W 0 3 [2,3-1[1,4] & & ¥
SA(SH)-H) HIED)-4- FE AL R0 NI K &) ~ S B RASY) -

[0183) fr—BE#Erd » ARG IR —HE PO G0 B EEI8 2 B 7

Y% 2 RO EEY - SCHEE R S F B2 - s

% B K S - fE— MBS - ARIHREA AR
S0 £ G (7 S 5 HH 43 32 2 (R)-3-(1,4- - H L -1 H- 559 [d1[1,2,3] =04
-5- 5 )-3-(3-(((R)-2- Z, B -7- FL BE 2,3 &R I UE 3£ [2,3-/1[1,4] 5, AT
S4(SH)-H) HHEL)-4- HBLSE ) S ~ oL B (4 B LB B T PR A
BE) - SHE SAEREY) - HKEY o E BB o A% IR
FE B S 000 B T2 08 2 (7 B S 5 3R 2 65 8 (R)-3-(1,4- — L G- 1 H- 3
I [d11,2,3] = M -5- 5)-3-(3-((R)-2- 7, B -7- X £ -2,3- — & I 0 3¢
(2,311,415 EUT-4(S H)- ) F B )-4- FEE S5 0) P M CRF T 20) ~ 0
G - AL —BIMOE RS ARSI R A O RIS
B (7 S BT HY 49 32 2 48 8 (R)-3-(1,4- — B L 1 H- 26 9§ [d][1,2,3] S 1-5-
H)-3-(3-((R)-2- 2 Bk -7- ¥8 £ -2,3- — & W 0 3 [2,3-1[1,4] & & ¥
SA(SH)-H) HIED) -4- LR B K &) ~ L =AY -

[0184) frfEstiH s R LBEAEN T ROEEY - LB
RIS H B EE AR (VE) - S B EEY - SUKSYETRE L
ChEERIWIE TR BB H 4338 « AE— SRS - A RUBR M — TR A 0 0
WD EE IR 4B IS A R (DB a ¥ ~ SR R 2 2 |-
AR - BT B RAEY) - SEKEY o A EE RS A
SRR 6 FE B 0 0 B I RS G 181 9B 26 69 B 1 43 3R 2 (R)-3-(1,4- B
H-1H-E 9 [d1[1,2,3] S 0E-5-55)-3-(3-(((R)-2- £ K -7-FE £6-2,3- 4l
BEFE12,3-7111,41 5 FTE-4(5 H)- L) B 4- F B0 U ~ o 1L (4% 1)
POHEEHE TR IVER) - SO EEEY) - HKeY - B —EE
BEREER » A S5 D4Rk AR 00 M D) B IG5 98 26 B9 B 5 R 2 4

FT3H - 4k 164 HEETIERE)

109104455 FH YR A0202 1093191287-0



1843806

(R)-3-(1,4- - H -1 H-3E 3F [d1[1,2,3] = M5 55)-3-(3-((R)-2- 7. 2 -T-
FOEE-2,3- G HEBE (2,311, 4] R B F-4(S H)- B H A -4-H ESR AN
BECRMETYEY) « SUEL LB RASY) - (£ — SRR - AR AT L
0 D B R R TEHR SR 3 Hh 4 32 2 46 8 (R)-3-(1,4- - F - 1 H- 3 9
[d][1,2,3] = M -5- B )-3-(3-(((R)-2- £ A& -7- #& A -2,3- Z F UL 0E 3
(23111 AVEEIT-4(5H)- ) B )-4- B SE B0 U B K 5] ~ 30 2
HEY) -

[0185] LSRG IR HT M T A BHERT » tha] A FRHER « {4
TR Y —BERE LB SHIB DA (RIS TR B « (EAH5TR 2 B—AeiE
o DR AR e BT - (EAIE Y —SBAMIREE T+ BT
{445 50 R R e 1 45 5 7 0 . B0 (BB - B 7 A
5 e R 7 L T s S L 5 T B L 08 RO « AT
— SIYMTRE R » S (4 5 SRS 7 5 1 PRI R A B 5 T B
B SR (RABHOER, 3% SR A AE (R IR S LR b - (R - RIER
BERE  IRUR A - RS MRS - 5% -

[0186] fE—RERECR » ACSETR R (t— T 10 3% SRR T A2 1 R
S AR {5 T B 0 B BIE (BRI 2 (D (29 ~ SULBCR
RIS IS - LB REY - REAKEY - £ (AE
EAE K o » A F08 14 FF A 20035 RS 7 A 7 PR R B8 T B
i %22 18 < A S HYFE AR 2 (R)-3-(1,4- ~ H A -1H-ZRF [d][1,2,3] =ME-5-
B )-3-(3-((R)-2- 2, 2 -7- ¥8 4 -2,3- - 4, ML 0 3 [2.3+/101.4] 5 &L IF
(S H)- ) H RS )-4- FRRE ) P~ SCELE (R BLBE 5 1 TR
B) « S EREY - SEAKEY) - L — BIE IR - A%
{8 R B 35 SRS 770 1 PR AR I M B 05 T B i 308 2 (B
iE R Z & & (R)-3-(1,4- = H & -1H- & J3F [d][1,2,3] = ™ -5-
B )-3-(3-((R)-2- 2, 2 -7- ¥8 4 -2,3- - 4, ML 0 3 [2.3+/101.4] 5 &L IF

FTAH - 3k 164 HEETIEREE)

109104455 FH YR A0202 1093191287-0



1843806

-4(SH)-#) FHE)-4-H AR ) WB O e P 20) ~ sREH G2 REY) - 11
B AR T o AR L RS BE BRI Y IR R BRI MR B A
PR B 08 < (B BS HVIEAR 2 &5 i (R)-3-(1,4- B B - 1H-Z5 51 [d1[1,2,3]
= ME-5-F6)-3-(3-(((R)-2- £ A&-7-F8 £-2,3- G MEBE H[2,3-1[1.4] | &
ME-4(SH)-£) A -4-H AR R NI KEY) ~ sl G 2 BEY) - s
B hEReRE Z S (f o > [NIERA MM IR AT 20T L B =08 ZEAR B (B A TR
FLLARIGER ~ (RIEE - FVERAEAR - PPk S ~ 57 ~ BEIRE SRR

[0187]) {E—(REHEREEE T » A SEIHTRE Bt —HE A 0 B B 77
TEFRIESR M I8 5 P2y O M =18 ERR VIEAR . XDEEY) - E
BRCRr RS B BT 2 i) ~ SR G B REY) - IHKEY) 0 %F
TEREFEEARS LRI - RIMEE - FIPRAERR - "R (e ~ 55 ~ @
BREERIETY - FF - LG —EREET - AT A EE B
AL B IRFE R 1 15 65 A 209 O Bl 22 08 2 (8 58 BYAE AR Z (R)-3-(1,4-
CHE-TH-SRIF[A]1,2,3] = ME-5-86)-3-(3-(((R)-2- L #&-7-F8 £6-2,3-
AIEE H[2,3-f1[ 141 EEM-4 (S H)-F) H B )-4- B ZR R N EE ~ s A
SBEEY > ZFENEEEARPORER - (KRMmEE - RIERAERR - MFk
=l - BERRERERY - %5 - RS —"HiERET - A%
A TR B 7S O 2 SRS 7 AE S PR G B i 111 1 38 15 P B0y 0o it =2 08 < (A
B E IR Z & & (R)-3-(1,4- = B B -1H- % JF [d][1,2,3] = M -5-
B )-3-3-(((R)-2- £ & -7- FE £ -2,3- 2 & WE W€ JF [2,3-f1[1.4] &/ &
-4(SH)-#) HE)-4-H AR ) WB O P 20) ~ sREH G B RIEY) - ZF
TEREFREEARS LR - (R B - MIERFERR - "R E(E ~ K55 - B
BREERETY - FF - L 5 —EiEET > AFWRERRNE
B JBCHE A 7L IR ik I M 48 (5 BT 20y 0 B 2= 18 2 (1 98 BYE AR 2 &5 &
(R)-3-(1,4- “HE-1H-ZRF [d][1,2,3] =ME-5-F)-3-(3-(((R)-2- £ &~ 7-

0

FT5H 4k 164 HEETIERE)

109104455 FH YR A0202 1093191287-0



1843806

FOEL-2,3- G MEEH[2,3-f1[ LA E A -4 (SH)-£) FH &) -4-H AR E) N
Bz KEY)~ B 5 5 BAEY) 5% FREIR B FE (B A PR L ZR 0 R~ B BR
FIERRERR ~ PP EE ~ S - BEIRREIRERY - FF -

[0188] ff—REfEH - REHFEE-FEHNIGEEHRNBMMIE
ERT By L RS 2 (FRE YN (DB EY) ~ BB (Rl S HL B 2% b o #%
ZHVER) ~ BECH OB REY) - HOKEY) - E—(EEREET - A%
AL YA R A R Gk M 1E 5 P 300 e = 18 2 (E 88 2Y (R)-3-(1,4-
CHE-TH-RH[A]1,2,3] = M54 56)-3-(3-(((R)-2- £ A&-T7- 58 B:-2,3-
FIEBE F[2,3-A1 LA FEE -4 (S H)-E) H A)-4-HEZF )WL - s HE
(Frhli2 BB 8E FulREzaVE) ~ sk B REY) - siHKEY) - £—5
SNEE AR EE o A SFIRER (I Y AR A Rk 4 18 5 P 20y L b=
Vg < i #e HY & & (R)-3-(1,4- = B A -1H- 7 3% [d][1,2,3] = M -5-
B )-3-(3-(((R)-2- £ A& -7- ¥% B -2,3- = & Wk BE FF [2,3-f1[1.4] | &
-4(SH)-E) A -4-H EFR ) NBE (P Z0) ~ SREH G 2 REY) - £
FH—E MR T AR MY A B NGk 185 P 2 L b=
Vg < i #e HY & & (R)-3-(1,4- = B A -1H- 7 3% [d][1,2,3] = M -5-
B )-3-(3-(((R)-2- £ A& -7- ¥% B -2,3- = & Wk BE FF [2,3-f1[1.4] | &
-4(SH)-B) HE)-4-H AR R WEOKEY) ~ sl G B R EY) -

[0189] &g A & fe BR g0 B 3= 18 A 7e 1 MR 0 e 3= 0 v & #a (s
g o

[0190) #WASZATH » " j&% (treat ~ treating B treatment) | E+5
£/ ()~ EMEFEPIR R — i E A YRE - ('
() E B H IR VIR — 2 (ERE - 2(b)aZ ™ ey — 20
TR - (3) B B2 5 i M A HY — B2 R E AR BOUE - B(4) B4R
82 I7 L BCRZ I Y — B S R AR W ER AR B Y R o TR R BRI Y VA IR
5 AR DUEAR B R n] 3252 09 5 ZURF A B I E S R A2 A - ol

FT6 H 3k 164 HEETIEREIE)

109104455 FH YR A0202 1093191287-0



1843806

0 EFrac - FBTERG ~ BHAT ~ TEPG ~ JaEEIa AT Nrf2 /B /Y BRE EUR
FE o

[0191]) Fiifn N S/RFERAE " FEDG , A @B ilnss - B2t > 18
b 3 IR AR Ry e te SRV TR T DLEE RR HR I s A V)R
REY A RE M B B M o B B2 L B L AR VR IR Y SR 1 -

[0192] WUASCFTH > "IBRAME | HIEESEIYE R A
BN AP L EYRYE R LUBE B & IR LB e 5 (R LU 2 B =RV E((F
HCE e m e/ Bt - WL - fla > JasaaEROEae?
SCHEE (R e H B2 E a2 avEl) ~ SR G B ERY) - Sl KaP R
—EERAFHER > EXTEEFENMEBE - & R/ECER
Nrf2 8y7EM: > (e e B MR B E R RIA > B RES ~ AR TADS -
{baVIRy/aFA S E R AT R R E e (PIausribaey
HYRTT ~ PRI~/ ¢ BTEE AT TS RRa AV © RHEIE
R ERTE  RPeREEER - K/ BEMSRIRL © ek
ARV S JBREV R @R BEDe AR - BT R AaESUR ¢ B
FAFAEEYRZE > B 2R B A B HTHIREE -

[0193) WASCRTA - " &&, =" HES ) HIEAME -

[0194] AP EREMEERT BERT  SE2s
MieTEHET % 25U TERORET - BEINET - &
& T~ EER TAREIRARKLT - BEIMETHRER 7B ~ &R
FEM A LM TR - BB LR BUEE - I E NS T B A
AR ~ BILAIRD B TR Bl E - A GRIEIe T 2 EE AR T - M5 (%
e sER A - FmEE T aMEEINE LB ARIREAN - B~ [2
BN~ RENET -

[0195] AZPF(LEP AT —REMRBEGEHE T ERT - HPEF
SRIE B E < —BIF R DU [E RIS R 7 - Bl > iR T

FTTH - 3k 164 HEETIERE)

109104455 FH YR A0202 1093191287-0



1843806

— 2 ZERUREIE - I TR E B IR T E YA FCR Ry (R B
PRIt SEFF TR A B - AR eV LB E G EIUARZL
CYIRVEEYIB) I S GEARUT ~ AT =) - Hoamisiis A Bk
TE © Wb R EY LB EGEE TR (BIEZ TR I THIREDEUA
REEBAAN - FaFRRNBERE - e S L Fik 5k
TEM ~ FRAREYESE 2R - [ aRHyMEE - FTEHaROUR ~ KAt
e N B Z R e s [E N Y AN 2R - 2 F 5000 A\ SR — 20 T AR
HEGE T F AR FEENE B EHNGEE TR R IEFE BRI
(] 1] S5 o 7 T b e T T AU -

[0196] HARIRyHE H A& ] DARIZEZRY R E R TR i -
AR O R& TRy AT E B AL | mg £ 1000 mg » {EASEIH 2 — (@
Hhiretx T - sNWIEaP) » SR Rl E R 88 F ol 7 /9 ER) ~ i E
BEEY) KV 2T BBRM R -ALARHZ B —EHReE
AMLEY) - RHE RSB 2 F A B2 avE) - sCH B ARY) - 5%
HARGY 28/ T REBR—R - H£—R/MEREET > S(EEY - =
HE (Rl e ae Lol zavEl) - SR EZ2REY) - IHKEY 2/ T
BERVIR—R -
9%y

[0197] AL EVEE BA —EAgEE 288 ZATRACH S
SEAHRY) o NI - AL 55— e > AR E e A% LaYmes s
EATREZHVEE B B ) - fRIE A AR RS A
FU LB YR Rs & ] 2 iy BRI B 2 B g i ey

[0198] ASE0H 7 5 sl pk ) o] B AT B EE i 2 20 - Hodra]
TRHUEEA N E ALY REE S T 85 s 0 LU B SR 22 A
o= e B > ARSI B EEAH e A DLER IR B g B 25 - Ko 59
H BB R amaFANENARIE(EEY) - & LB A KIR B A

FT8H - k164 HEETIERE)

109104455 FH YR A0202 1093191287-0



1843806

AN 2 B ERH A YIEE 3 1 mg £ 1000 mg - NIL - fE—REHEF
AR M — RS FEdH Rl - HE & 1-1000 mg HYASZF[LEDY) -

[0199] ASEHH 2 BEEH pli VB s oA — AL e - 240
RS AT AR BaH Y e A B AR EEY) -
plan - AEFEEEHERREE T > A IH Z BERH Y & MR AR H S
Yo JEAN > ARSI 2 B AR E Y AT TR M — D B — B T S MY
e EMbay -

[0200] dASCRTHL > " BE&E B2 aVRIE R, BlEAERSET
55 SEAH PRI 2\ B [ 2 B 8 b a RE 2 YRR ~ SHERYI R - B R
ey SEP RO ARSI EER o HE  EEERANES
> WA o0 3R EE E R AR EaY) 2 D8y B 1F A LU E 2R
SR A R RS EE E AT VM B MR A - 1B > SEPEIE ANBES
JeHE Y AEE DA HL Ry B8 8 B a A7 | -

[0201] “A30H 2 (L& Vrnes & b nl 32 B B s il Bl <5 i
AR AC R F R LLRT RV R T IR 1S i T B By B AL - (40 - A AL fE
AR OO RS TREOSER - B2 - 25 - U~ se8] - Bfl - BE4E
M ~ OFR  ER - LR - NEENRER (OB E IMET R
EAR - BFIRAAR B K - Q) TR SRR - (DE
B TAARH - (W AZSL TEENEN ~ SREB R ~ BOFRAER  A1(6)
FEE TR ~ WO ~ DU BRI IR JMIREALAERE

[0202] & Be8E b A] 52527 BB TP i AR 2 A B 128 s e U A
DU - RSN o B E RS AR A R BB E B AT IR By 1 2 m] B SR T 2
FrEDIRE MR EE - a0 - FRELEE &2 b u] B2 <2 Ay W TP B A IR R 18 e A2 B
i 25 2V BB Y RE T i BE 1R - KL UB B A% b T RE 2 AU BRI B A] N R 1K 5 (e i
BUSTRE AR 2R 2 o FEb B8 b a2 iy P B o] A Ry 1K % — B
AEIEER iR AR 2 b aYsb eV F it — B NI i

I

g

I

FT9H - k164 HEETIERE)

109104455 FH YR A0202 1093191287-0



1843806

Ay — B0 73 17 SR B E1 55— (i 25 B U3 R Y — Bl 70 Z RE J7 1 4% - ik
5 S5 b T RE 2 B R B AT DR R 16 55 3 5 AR AR T R Y BE 7 1 R 4

[0203] & %% Fulpez A Bl HE T8 2 B E] © i
R~ HRH ~ ZiE R - ARECE] - EUEE - Bg ] - SRR - R
R O~ LVAR  ROEE] - FUARE - EHORE]  SEURE » ER
B~ ZEEH -~ TSI - fRORE - BEH - BAEE - RE A - SR
BRI~ BHIEH] ~ TeE R ~ FREEVER R B - £y A SRe B g 5 L Be
&% bl RE sz BT Bl o] s B —fE U as - B T BUA RSBy 7 AE %
D SRR B R 58 FC ) = A AR AR B e o i P R S5 3R DI BE -

[0204] Feifs A BB AZIARMAVRIEATGE - (8 H5E 50 B 1
EEE ez fIE R LB E R E AT - 14N it ABH
TRl Es % n] RE 2 Ay B HL o] RS B O B A% b ] R AR
Em - &Ra{EH - E4/8EF% Remington’s Pharmaceutical Sciences
(Mack H Rk ZyE]) ~ The Handbook of Pharmaceutical Additives (Gower

o

G
I

Tl

HERATEZE]) ~ A1 The Handbook of Pharmaceutical Excipients (3E[E]
B2 atify o [ B2 8% iR+t (the American Pharmaceutical Association and
the Pharmaceutical Press))

[0205] ASFHH 2 B EE2H s ) (4 (i I 2AE S E U & E R BV E A
HYRHT AN 5 058 o IR % F Y — S )7 /AR 207 Remington’s
Pharmaceutical Sciences (Mack HHRRZY &) -

[0206] fE—fEHe » AREFIHGRN —EER L REA - sEa05E
BeCR 2 - IR ARSI eV O IRIE T 2 & B2l Resz AT Al
BIEMERISUE A o 388 MR R E 7o B s U0 - RN ~ A e
TR - WALER ~ By (B0 EoR By ~ & 82 iy FOFR IR IR ) ~
AR R HOTEY (PO S E R) -~ Bz F5 MR 85 » Tk & Ae
R —F MmN EE - BERSHEERR (B0 > SoRBR - B

% 80 H - 4k 164 HEEHIERIE)

109104455 FH YR A0202 1093191287-0



1843806

\

Bk R TR S BN ) ~ DHRE ~ TR RE ~ SRl o - Rl - =mERE
TR BB ~ BX4ERE (povidone) F Gl 4fE 2 B LT AR W) (P40 - T4 S B 3R o
1 ke ] 3% 20 2 o] 2 — 20 6 & HR BB - 28 5 AR AR 6 95 5 B 2 4 I
(crospovidone) ~ iy LBE B § ~ AT Tk B BL FR & 4 Z (croscarmelose) -
SRl R R R A GAER B - RGBS A v — P RSB - BE S
P EIEGEAEEE - i ASEE BE - tERREEYS OB A -

[0207) BN E @ AHPRE-FEEEEHKY - HEaz=01t
&Y~ BCHE RIS EE F i pizayE) - sl 58 REY) - SiHK
eV M—e S ER % FulREZ AP - £ — ([ ERRs T - A%H
A (R)-3-(1,4- “HE-1H-Z I [d][1,2,3] =M-5-55)-3-(3-(((R)-2- L &
-7-FRER-2,3- G MEBE FF[2,3-£1[1,41 E A NE-4(S H)- B ) AL -4-H B SR A
Nl ~ SCHE RS HE 2 Rz avE) - s G 28 R85EY) - 8K
eV M—EC R % Fal R 2 AP - i —EhaRek d - A%
ft—TERFH Y HE S5 R)-3-(1,4- “ HE-1H-ZFF1[d](1,2,3]
= ME-5-ED)-3-(3-(((R)-2- Z A -7-¥8 A -2,3- & MEE H[2,3-f1[ 141 & &
ME-4(SH)-B) B E)-4- AR ) NI O s P20 ~ s G 8 REY) - A
— BB THEE 2 b [ ReZ AVHRTE A - £ XS —E i ReiR o - AR A —
fEE S HY) - HEEE & R)-3-(1,4- " HE-1H-ZR I [d]1[1,2,3] =M
-5-F)-3-3-((R)-2- £ A& -7- ¥ £ -2,3- g ML 0E HF [2,3-/1[1,4] & &5
-A(SH)-E) B E)-4-HEARE)NEE - s G 2 RZEY) - siHKEeY) - [
— B HHEE &% R Bz BT A -

[0208] ff—REELH » RFFHFEE AN ORE T 2 B a2 H /T
) HAaa=(Dbel) - B HIEHE 4 F ol iz iy ) ~ sl g
BREY) - NHKEY) > M—E S 2 F o] R 2T E - £ — [ E
R > AHHEE-EHARORETZBEERY B85
(R)-3-(1,4- —HH E:-1H-K I [d][1,2,3] = ME-5-5)-3-(3-(((R)-2- L AL -7-

%81 H - 4k 164 HEEHIERIE)
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FLEE-2,3- g MEBEH[2,3-f111,41 A P-4 (S H)- B B -4- FHEL R FO N
Bz ~ BCHER (R /e B g E ez ayel) ~ s G B REY) - SIHKEe
Yo MI—E S HEEE g E Al 2 BVEE R - A2 — B HEReR T - AR
R—fE AR ORI T 2 B EEH Y - HE ST R)-3-(1,4-ZHE-1H-
A F[d][1,2,3] = ME-5-F)-3-(3-(((R)-2- L F-7-FL B -2,3- g ML UE
[2,3-f1[ 1418 EF-4(5H)-F) HEL)-4- FHESR B N G Cis D 20) - Al —
SRS B ] B A7 BB ID A » A2 — SR IM E HERE I T > A SRR —
AN O RE T B8R - HESERR)-3-(1,4- 2 HE-1H-R5F
[d]1[1,2,3] = M -5- £ )-3-(3-(((R)-2- £ £ -7- FE A -2,3- = & W e
[2,3-f1[ 1418 E-4 (S H)-B) B )-4-HECRED WG - SR 2 Ry »
sCHIKEY) - F1—Bi 2 TEsE & E a2 R A -

[0209] fE—ReBeof > ASEHATE L —FE H BB Nrf2 SR ERTRIA
BORAE L B EEH RV - a2 A MEEY ~ BCELEERHIE
HESgE F Al P70 ~ SR G2 BEEY) - K o AL —(HE RS
B AN SEER R At — A FH A A 9 Nrf2 SR 8T Y220 BORIE < B R 4R Y
Ho gz B & (R)-3-(1,4- W B -1H- 75 3F [d1(1,2,3] = M -5-
B )-3-3-(((R)-2- £ B -7- ¥8 £ -2,3- 2 & M BE JF [2,3-f1[1,4] = &
-4(SH)-F)H AR)-4- FHESR A B ~ BB (i il 2 L B 8wl %2 1Y
) ~ SKE G B REY) - KV > M—B e gE F a7 AU
Bl o AL —EHERER T > AR AT HYA T Nrf2 SR RIA R
RIE L B Y » s il B & & 5 (R)-3-(1,4- I E-1H-Z59F
[d]1[1,2,3] = M -5- £ )-3-(3-(((R)-2- £ £ -7- FE A -2,3- = & W e
[2,3-f1[ 1418 ENF-4(5H)- B ) BB )-4- IR B N RE Cir BE D 20) ~ B0E

BEEY) > FM— S TERE 4 E a2 IR A - 4 — SN E R
d o AKEFIRIR M —TE R HY A Nrf2 SRR BURITE 2 B BEH )
HZ Y& & & R)-3-(1,4- Z A -1H-ZR 5 [d][1,2,3] =M-5-

%82 H - 4k 164 HEEHIERIE)
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B )-3-3-((R)-2- £ £ -7- & A -2,3- G WL 0E 3 [2,3-f1[1,4] & &
-4(SH)-F) B E)-4-HER NI - s 5 S 2EY - SiKEeY - A
— RS 2 o] Rz i A -

[0210] fE—(HEHREREF » AEHER-EHANORET B
ARy HEEEE FEAE 1 ZHH[E XRPD B A74E & (R)-3-(1,4-
CHE-TH-ZRH[A][1,2,3] = ME-5-FE)-3-(3-(((R)-2- £ A -7- 58 A-2,3-
SEBE FE[2,3-A111,4]1 F EE-4(SH)- B H BD)-4-H AT EOHNEE ~ sH G
SR (FEBERE0) > M— S EEEE a2 E - £ —FEE
MERERE  AIRE At —EEEARY)  HEEEYE FEAE 1 Z2HEE
XRPD [& =AY &5 & (R)-3-(1,4- — H E -1H- % 3F [d][1,2,3] = Mk -5-
B )-3-3-((R)-2- £ £ -7- & A -2,3- G WL 0E 3 [2,3-f1[1,4] & &
-4(SH)-F) HE)-4-H AR RN - sNE G BEZBY R - f1—
B TEE B Lo R AR A -

[0211] frsS—ReEd - REHEARN —EENBEEIMET 2R
ERVEIR > BREEE T ~ LA - BRARNECR A ARG B IME T 2 B AR
FLYEiE T & A LR - SEE - B &Ry B2 E
1% 5 56 2 VS B Y K M R IR K MR B SRR R P B R R A R B
Bl 2 A R JEK MR B R 0F R - SR L) ] DABR A B & 5 2 B S S ()
W EEIE RN 23R BT 2 28R CRED R T » R AL
{5 P RIS I B R B R (40 > RS OK) o BREEESTIA IR RBIER
A B EE R~ R R SE R LA -

[0212] frs5—RetEd - REHEGRN —EENE IR AL T
FEFZEIR - flan o REFLEGY LN - KRB - BIFK - 205
LN

[0213) FREEHRR A LRI 2 Hk Y EE s & 24
ZAREBP LGV 2K 2 — B IERE EE b o] B2 i IR T — ke - R ]

% 83 H - 4k 164 HEEHIERIE)
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e R Rzl < B EE ] 2 BB P B Ry VE % T il & B AIHY HALFE
FLME ~ By~ HERES REERE - RER S

[0214] EiE58 Nrf2 fEAYEARELIR 2 AR ) Bl & AT
MER S ERYROAE & - AT ARSI R © RITEE H'E K E(UPR)
FEEE FEBU ME(ISR) By BRISE HY PREEER 18 > HLAENS M BR AT AEHY 1B 0
T © g& 7 FE N B (Martinez et al, 2017. Aging Cell, 1-9.;
Pakos-Zebrucka et al, 2016. EMBO Reports. DOI
10.15252/embr.201642195) - UPR FI ISR BR{E & FE i EZHLEBHRT
2(elF2a)Hy o ZELIT & b B (L AR ) R G 28 B 1 > <2 B VU{I elF200 8L
fi#(PERK ~ PKR » HRI » 1 GCN2) KRR & - AL RIT M RIF T &
W HREEE] elF2o W FL (LIE NI EE B E & R R - L] B & s B 25 i
o] ¥ MG R B B F1 = 3B (Moon et al. 2018. Trends Mol. Med.
https://doi.org/10.1016/j.molmed.2018.04.001; Trinh and Klann, 2013.
Neurobio Learning Memory, 105, 93-99) FH3& » {£ & tnag T 2837 Ay UPR
ISR JEAE IR B R BUE B BLEA L IR DL R AR TSR T M 2 R IR
R (Hoozemans et al, 2005. Acta Neuropathol 110, 165-172; Scheper
and Hoozemans, 2016. Acta Neuropath, DOI
10.1007/s00401-015-1462-8; Stutzbach et al. 2013. Acta Neuropathol
Comm, 1, 31, http://www.actaneurocomms.org/content/1/1/31) - (R [If; -
PHER e S e (B st EEMERENISIE &Y (G4 UPR HIHIAE - elF2a
R B eIF2B JE M B B SR ) B Rl R SR AR 17 M 5= I AT B8 KL e
iy % 1£ & & - (Smith and Mallucci, 2016. Brain,
do1:10.1093/brain/aww101; Freeman and Mallucci, 2016. Brain Res.
http://dx.doi.org/10.1016/j.brainres.2016.03.029; Sidrauski et al., 2013.
eLIFE, 2:e00498, DOI: 10.7554/eLife.00498) -

[0215] Nrf2 Rff UPR HEUE(LAY PReEM M EE B HiEH

% 84 1 - 4k 164 HEEHIEREIE)
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B PERK J§E M (Ramsey et al., 2007. J Neuropathol Exp
Neurol, 66, 75-85; Kubben et al., 2016. Cell, 165, 1361-1374) - A1 °
FEMEME RN JE 1 B Y UPR (F53EE 2 SR AAEBEVE N T > Nrf2 1)
AE & RIAZ B d i e T FE RS B2 48 « B0 - AE P 2008 BRIRE ~ B8 5 A R R
MR EREF T E®E Nrf2 JE {ir 1[4 AY 58 5 (Ramsey et al., 2007. J
Neuropathol Exp Neurol, 66, 75-85 ; Kubben et al., 2016. Cell, 165,
1361-1374) - EEEH'E GHZ FHIHRF - f£98 M UPR 0 ISR JE{EHAR]
Nrf2 22 A AL PR i g Y 15 5% v 3 — 25 3 5 s N 2R PR By 2 i ) - e
[EREFI S TCE S BT o R > Nref2 SEVERY S (B 7S] 6 i 8 5 4]
il Y 4H & BT S b0 0 OREE M BT S B S M NI 775 248 A1 R A e s A 4
Ry el ] BV IR LB AV B RERGS ©

[0216] HWEH - & 7IaERN - ARHALEYEEEEFHRY)
H] B SR B (GEANBIAD - 7 A AR ) ~ B H B B2 ECY) — e T - il
A AL &) m] B 3R B (5 40 K2 B A [T ) — e SR AC R B — 3HC Y - 5%
WA A Z #2F B0 - 208 Ba i bay) 2 Bae iy a4
ERETRE(GEN B EERR) 2 B EERECY) — AT o FRFEUERI -
FE—EEREET - B AR LeY BERECYME & iR B G
U0 R B HA AR ) 2 B B ECY) BT & B B E I & 7 S8 R A EI B 1% T HY
WAL EE -

[0217] RIRBUARIA(EEY —fIE THVEE W EHEE R A A
ARG #2 FFA (fluticasone furoate) ~ N EE & 1A (fluticasone
propionate) ~ NS & & KA (beclomethasone dipropionate) ~ 7%=
/= (budesonide) ~ IEZE Z5{E (ciclesonide) ~ ¥ 5 3= i fA (mometasone
furoate) - #5 %7 F7/'E i (triamcinolone) ~ & T 4EFA (flunisolide) 1% #& #%
= (prednisolone) « fEARZIH Y — M EHEE T - FN&E MR A BLAS
HAL &) — & 7 HY 28 M E B A R B & & R 2 (fluticasone

%85 H - 4k 164 HEEHIERIE)
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furoate) ~ N g & & K14 (fluticasone propionate) -~ N & (& Z KA
(beclomethasone dipropionate) ~ 7 #fl Z5 /& (budesonide) ~ IR & &
(ciclesonide) ~ ¥ & 5% = fiff f¥ (mometasone furoate) ~ Hl & & 45 7o
(flunisolide) °

[0218] EH - & 76 COPD » A& 2L &Y)E R 250
Py Bl — B ST SR E TRIRA SR B SRR — T o Bl A%
HAE &Y n] B — B 2 SCRVE B R A — L S B B B — SR Y - sE AR
R A ZEe iy BB - B Ba ARt eY cBERARYTEEas
— B SR E R R A < B O — e T o [ BRI o A 55—
EEES G AR eV REFERN AR &8 a5 —

2

I}

i

SCRERERE] 2 BEGHICY) —lR & T o A~ (M E LT - BaA%H
LEV L BERICYNE S — S RS R 2 B8 82l lc Y o] &
HAEWALE G SE R AR T WS IC VIR E - A2 — RN E T
EET BEARP LY SCRERERE BRI E S 5 —

REEERN BRIy — Ko S BEWEEEN — S & HEA
G T WA BB RY A B -

[0219] EAZHILEY—EETHEE LREEEREHE AR
RIS Bo-B ERR R Z RS (e BRI TS m A - Bo-B AR R Z A (e B0 &
{9 ELFE (51400 ) 4 B 7 2 (vilanterol) ~ /b 3255 2 (salmeterol) ~ /b T fzfiF
(salbutamol) ~ fEEHF2E (formoterol) ~ /D ZERIE (salmefamol) ~ JEEFF
2 (fenoterol) ~ FEFFZE (carmoterol) ~ {{¢IH4F2E (etanterol) ~ FPHE4 28
(naminterol) * 7% ZE (clenbuterol) ~ 447 4E (pirbuterol) ~ & | Hr&k
(flerbuterol) ~ ¥ %5 Z8 (reproterol) ~ FIAA454E (bambuterol) ~ £ 2T 4k
(indacaterol) ~ A fll#f (terbutaline) 5z B8 > (407D =788 & 5 25 FREE
(xinafoate) (1-F8E:-2-ZX HEEER) ~ /b T B2 < bl BE B B AR S5 e
BEED - W E DU m A GE A - SEUR #7 (umeclidinium) (120 2724k

N
it

DY

% 86 H -t 164 HEEHIERIE)
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Vi) ~ BN LR #% (ipratropium)( ] 40 2R EY)) -~ | LR #%
(oxitropium) (40 2 & LY)) f WEFEIR 8% (tiotropium) (| W1 £ & (EH)) -
FEARSEH  — M EREA T - KEILeY i —1E B,-F LR Z8E
(ke SACRR| 5 A0 4 Tl 2 S — TR i M e 2 (9 4 Je R g — b4 T o

[0220] L& EBE 2 ERIEFEREME - T
(Tacrolimus) - {3 % BS (Mycophenolate mofetil) - 5§ #\ (Prednisone) -~
ffi Mk I 15 (Azathioprine) - P ZE £ T] (Sirolimus) -~ 3 T ¥k E i
(Daclizumab) - L FI[ & Bif7i (Basiliximab)f1 OKT3 4H-&{HH -

[0221] KREFIA(LEY)nI Bl e MR FEsE A R - ACE flIHI% -
B FHETE - ARBS ~ $55 v 18 A FHE A - F1H 2 E MR Z RS R (MRA)
HEFEH -

[0222] ‘A2 AL &%) n] Bl 55 — .0 Mg =5 U8 28 W) 56 40 kS Wk K B
(neprilysin)$H & A -

[0223] RBEUR(EEY oI EGIRERIFEEYIFELW SGLT2 HiiEHEIH
EfEM -

[0224]) A& — (& h fe 5w 2= B & — el il oA G R
HE - AFILHERGT AR A S - fEEEEN T - HACEE K 7T LU
(P40 22 g <2 J B e BRI U B LABE IR ER) ~ BUAT2E ~ B2 B (PI{RiRE
b ) - SCEBHIEYI(PIKEY) 2GR - DIEEE L < S
Ko/ 8k TE M B B PR MR (B AV A FE ) B (1B - JRIEFRE » fE & 1K
SLT SRR FI DR A B -

[0225] ECPTR R Z&H&E B 150 A o] 5 (3t LABE B2 5 Bo ) 2 TP
ANERHR A& Rl P E & 240G PR 8% B o] 32 AV R B 5
Bl —te 2 BRI oA — 5 IMIREEE -

[0226] #ZFaHEZMAHEEYI Ly B & 2 B a2 Ec Ik
Feel[FIF & T - £ —(HE R T - ZFE ML ek LIl & 2 B2

g

% 87 H - 4k 164 HEEHIERIE)
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FCPIEIRF T o AL — S I REER T > A SEIH A IEHE (i —FR B Bl )
HESARH ALY S — e FE R —Erds -

B i B

[0227]) THIEHEGIEREEAZEER o WA 7 278 o E I PR i 435 55
2 #ilE - MR AR A BB AERAAREBELEY) - A R 1A
YR  BEZARRI O SRR 2 R e E AR AR - Rl A\ B E T AR N 1E A 3
B AN EE T - T S ECE B IR -

[0228]) FRACREHMRMKELS T - FrABRNE hiks THEZ
AR R B P SO AL KR (4 T & (AN BCR (N RE N &
T

[0229] Analtech &% GF 1 E. Merck #/ i 60 F-254 ;&g k4
ASETZ BT - IR FIE SN — & (4 1C E. Merck Kieselgel 60 (230-400
B BB BB E T RS ZE T A 4i{E 2 CombiFlash® 245 (4% Isco,
Inc. - CombiFlash®4fi{L{%(# I TESCIE 7 2 W B > AR 254 nm UV
WA - RS TEARSOSEIH & EEAT -

[0230] #UFHH HPLC (%{EH EA o[ & UV il 2 Gilson £
RGN BEAEE LB & UV gl F 2 Agilent 'EH 8 Hq
AutoPrep (MDAP) A4 EFH UV/PDA fgll.2 Waters SUF5AY A 415
Shimadzu PREP LC 20AP 17 « £ 3 &b i S E A S 1 fla0
Luna 5m C18(2) 100A - SunFire C18 - XBridge C18 - Atlantics T3 -
Kromasil C18 ~ Xbridge £ B » BURPGLH T 2 R 2EAE
fEHERE o 1 CH;CN MK Z B ERIB(IEEY) « TR AE(ER CH;CN
FOAK R TS A oM MR B e (8 A BR X 47 > 0.1% TFA (1
% CH;CN HIZK ZF) B 0.1% H i - Fe g M (5 (4 (50 Pl b o e 9 - 2
B 0.1% NH,OH (JUZE/KH)E 10 mM BEE S8 (LK) ~ 5 0.05%

%88 H - 2k 164 HEEHIERIE)
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NH,HCO; (i /Kdr) -

[0231]) 4y #r#! HPLC {4{EF Agilent %% > Shimadzu/Sciex
LCMS - B & UV fell > EREMEENRE > EHEA 0.02 5
0.1% TFA (02 &5 H]) 2 CH;CN MKE LT - LC-MS {&({E
F PE Sciex Single Quadrupole 150EX LC-MS -~ B Waters ZQ Single
Quadrupole LC-MS 5 Agilent 1200 %1 SL ({Efsgs : Agilent 6140
single quadrupole F1 Agilent 1200 MWD SL)ZE£3HIE - (b&W{&FEH
WAERE (B4 - Thermo Hypersil Gold C18) 734 » E BAEE Lt
HYEE MR (5B 40 0.02% TFA 34 0.1% H B sis e MR (3540 5 mM BBz
AR /KHHE £ pH 10)HY CH;CN FIK 2 AR RS - f5 2 T BE J70% |
I (R f5 7K H 2 0.1 % H iE F1 CH;CN A5 (1.8 min. 0.9 mL/min Ji &) -
{85 F§ Waters Acquity UPLC HSS C18 ; 1.8 ; 2.1x50 mm ££ 50°C T

"WE A %%5 95 1 5 H,0+0.1% NH4,OH : CH;CN (pH = 9.4)F1/Kf%H
J& (1.8 min. 0.9 mL/min Ji&) > {#£F Waters Acquity UPLC BEH C18 ;
1.7 ps 2.1x50 mm ££ 50°C ™A1 " @&l A | 1345 95 1 5 H,0+0.1%
NH,OH : CH;CN (pH = 9.4)f1/K#£E (16 min. 0.8 mL/min i &) > {5/
Waters Acquity UPLC BEH C18 5 1.7 p; 2.1x50 mm £ 50C | °

[0232] #EHRFH: SFC BEHEFE KK UV Rl 2405
PDA {Hfg @5~ Thar/Waters BL{EH SFC 48417 - ST SFCEE
(540 Chiralpak IA ~ IC ~ AY ~ AD ~ OD ~ OJ ~ C2){&fE 4L -
{fE AR RS SRS CO, FIIL/ARI(ZE40 MeOH ~ EtOH -~ TPA ~ F178 L5
R EEN A FLAIRVE )RR EY) - KRR E B I
M2 (0.1%HY TFA ~ NH,OH ~ DEA = DIA) -

[0233] #2311 SFC REREAEK K UV fgHl=l PDA
{Him s < Thar/Waters SFC Z &7 o &M F 1 SFC &+ (40
Chiralpak IA ~ IB ~ IC ~ ID ~ AY ~ AD ~ AS ~ CCLY) &R {ERR4i{bT -

%89 H - 4k 164 HEEHIERIE)
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(i FIFBEE FLR B CO, FILL A8 (3440 MeOH ~ EtOH - IPA ~ Fli5 &6 /57|
REBLEYEEN 2 AERFIEE)ERLLEY - BRBERETEAN
ME(0.1%9 TFA ~ NH,OH - DEA) ¢

[0234] Celite® B g R S L FTAR R 2 BT - B BRIEEH %
JNFHIET Manville Corp. 3 EHIZ o Isolute® R A B AE(LATRY B>
0 75 > H B ER B Biotage AB Corp..” 3: P64 -

[0235) #ZREILIR st (4 (E A Bruker AVANCE 400 = Brucker
DPX400 5 Varian MR400 400 MHz Y523 7 400 MHz 8% - CDCl;
By A& - DMSO-Dg 7S i H aE i, » F1EHET-d, & DU
(L2 DL B N BB 28 PU B ELAY e (TMS) B {835 [& (downfield ) HY H &

7y Z —(ppm) FHEEFZAEZE NMR AHE|(FI40 » 4 CDCl; 2 CHCl3)H
5EERE TE9% - NMR BURIVMER AT © s=8l% > d=%H& > t==1H
e > q=PUEEIE > m=2%E % > dd=EE EIEHIEEE % > dt=—F &AL EIE
app= HHEH » br=% o J LR LAMF 22 (Hertz) HIEHY NMR (& H 8

[0236] {8 FHHVCR B8 5 hO 20 f2 1SR &1 {4 Biotage Initiator®sg
CEM Ui [2 25 1T » B RSO E -

[0237] AIERHEAZEEYAEREE B - ©BEAVSH)Z
BIEEMIE BLEYRERE  —&m - (B " R BREEE R R e
Ll R IEREGYNEY) - ILEEFE NH, BN SPE-ed SPE (2K
H Applied Separations) & . Zf#E SPE (2K H United Chemical
Technologies, Inc.) -

[0238) FT-Ar= sk - il XeE (% FHACH 1064 nm Nd:YVO,
B EE S - InGaAs FIRAE Ny /442 Ge (H1% 25 K& MicroStage 2 Nicolet
NXR 9650 5; NXR 960 5t {#%(Thermo Electron)U{ £ o FT yit g (H
Fi Happ-Genzel YJRE LS 2 4RIE 7 E(2-level zero-filling) L 4 cm™
FRITRE - 64 RIFHHIERS -

F90H - 4k 164 HEEHIERIE)
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[0239] ¥k X-BF4342853(XRPD) PANalytical - XRPD %% 4 [E]
{4 PANalytical X’Pert Pro 8 5&T {5 FJ Ni J& )7 Cu Ka(45 kV/40 mA >
1.5406 A Sy E)ERHFI 0.03° 20 Ay £ (step size) &z X’celerator™
RTMS(HIEF Z R Hig R - ASTHLRMAMECE © AT 28Uk (10
mm B & [5) > 0.04 rad ZE 4 (Soller slit) » [&]E HY S B 17%4£(0.507)
F1 10 mm B o GEAHLRMAAYECE © PTEEAY AU 48 (10 mm B
R 0.04 rad REIPEE - KR S-TP LT H &= Si MElLL -

[0240] ¥ X-Bf43485F(XRPD) Bruker - XRPD %4 [& o] i
Bruker D8 Advance Z47(SN:2631) > ffF] Cu Ka (40 kV/40 mA)#E 5 F1
0.03" 20 2 P& K LynxEye {Higes &G - AGHOERMAVECE * Goebel
8% > SRS 48 (0.2 mm) > 2.5 FERENEGE - S T) o BERS R MIEVAC
B RS E® mm)A 2.5 EREIIKEE o BRI R
Si & F -

[0241] REFREFEIADSC) - DSC HHAECHH B EE 2
BOR 2 8 2 &80T TA #45 Q100 2 Q2000 #Z R im i B ZVE £ 40 mL/min
N, Wi TH#ETT o BRIESSHEREA - T RILEERE Al 8 (crimped Al pans) 9
LA 15°C /min #YJ&%5 DSC RS ELEE -

T ®BRE

aq =7/KB R

‘BuXPhos @ 2- - =4 T EEE-2°,4°,6°- = BN AR
CHCI; : #&1fh

CH;CN : /.f&

DCM : & HE

DDQ : 2,3-"%-5,6- & H-1,4- 7

DMF : N,N-_ HELH iz

DMSO : — HEH

TEA : =/
EtOAc : A& 25
EtOH : /%

F 91 H - 3k 164 HEEHIERIE)
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109104455

g

h @ /NEF

H,SO, : Iifig

HCI : B

HOAc : 2

HPLC : S38URMEEMTE

IPA @ BNEE

I BaEE

KOAc : Z &8y

LC : JRtHENTE

LC-MS © iiajg B

NaHMDS : /< BB Y e 1

L AF

LiOH : f& b#

M:EH

MeCN : 2R

Mel : fift FH 5

MeOH : Hfig

mg ! Z5%

Hz @ JRH

min ° 57§

mL : Z7f

mmol : ZEEH

- R
MS  BiE

m/z : ‘Efafbh

Dy N —AN:: |
N: BEEEE

. ==
N> & ESR

NaBH(OAc); : = Z S EMEEn

NaH : F (LR

NaHMDS : /B 1 S5 8

NaHSO; : i i &5

NaNO; : gof¥f FE 51

NaOH : g & (LA

NBS : N- B IARE 50 f

NCS : N-ZIZIARE 50 f

NH,HCO; * ik E8%

NH,OH : fiEfb#%

NMR : #ZH 3L x

F92H - 4k 164 HEETIEREE)

FHGTE A0202
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1843806

PdCl,(dppf) © [1,1’-BE( 2B — e ] — &t (D)
Pd,(dba); : 2(Zno N EAEE)-#E(0)
Pd(OAc), : L3

P(o-tol); © = (G HF A=) sk

[Rh(COD)CI], @ &(1,5-3RF ) s (D) _FY)
RT : =0

rt @ E Ry A

TEA @ =/

TFA : =& 4

THF : PUE IR

UV @ RN

wt% : EHE 5tk

XPhos 1 2- IR EREE-2°.4°,6’- Z 2N EFE

HE?

Br

PMB/O\/(;

m
B A ¢ (5-R-2-FESEE) HER ()

[0242]) & 5-)8-2-HHEKHEE (100 g 465 mmol){£ VUG LI (1.2
L)y 2 HBEEBERIEKaF A A E 0°C » & AR} (additional funnel)
£ 90 min NEIIE THF F22 2N ffz- H B8 &%7(302 mL - 605
mmol) o {7 fEEGYIRAZZ)RIEE 24 h - FRIEESY) 246120
C » FHEE(200 mL)ZFAEIEFE 1 oo FEIR0EE T B 25 VAR Il A8 P 15 08 o
BAE LB (1 LA IN HCL (1 L) Z [H e 77 B @il — ZE# (2 x 500 mL)
ZHUKE - FrE AV A R INHCI (2 x 500ml) ~ E7KBE0 - H
ML SNEZ I - BB AREDRMEESaER 2 6aY 1197 g 100%E
%) « "H NMR (CHCls-d) &: 7.54 (s, 1H), 7.33 (d, J=8.0 Hz, 1H), 7.05 (d, J=8.3 Hz,

B

=
h”‘

1H), 4.66 (s, 2H), 2.28 (s, 3H), 1.99 (br. s., 1H). LC-MS: rt =0.74 mins (UPLC),
m/z 183.0 [M-OH]*

F 93 H - 4k 164 HEETIERE)
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FE B 4-R-2-(4-FEEFHE)EE)FE)-1-FEFJALD

[0243] HEAE8EM FHY 60% & (L53(24.83 g » 621 mmol) Z fEPUE
RO (800 mL) 1 Z #HEIFIR2AIZE 0C « 11 90 7y N E L& 1
(96 g » 477 mmol){EPUGBKIF (100 mL)H 2 ARG HEZ 1R HE 15 77 8# o
£ 10 73 88 PR AN 1-(RHED)-4-H EA% (71.5 mL > 525 mmol) - {H4
PRPIREVE ZRGRRE 24 h o 3 h 2% - & DMF (200 mL)fil % 52 fE ]
&Yt - 24 h 2 1% 0 RINRIE(8.23 g > 95 mmoD) Wi R EYIEFE 1 h -
5 R R &) 2 Al 22 0°C 16 A 7K (200 mL)JZ2 & K 3% F] - LBt (1.5 L)A0
KA LA EESE - A28 (500 mL)ZEHUKE - # & HFEH
ZH 7K (2 x 500 mL) ~ 1IN HCI (2 x 500 mL) ~ BE K50 - 0 EE 4
BZ MR I AT R BE TR A LA e &0 o FE A BB 7R (0-20% L% L BE/
ChDR A EDUIR S EMEm 2 (b4 I (145 g 9S%ER) - 'H
NMR (DMSO-dg) 8: 7.49 (m, 1H), 7.38 (m, 1H), 7.24-7.33 (m, 2H), 7.14 (m, 1H),
6.88-6.97 (m, 2H), 4.48 (m, 4H), 3.70 (s, 3H), 2.20 (s, 3H). LC-MS: rt = 2.93
mins (UPLC), m/z = 321.0 [M+H]*

P

o _.0
B

&

XXXIV
SE A (2-HE-5-(4,4,5,5- TR E-1,3,2- Z SRS -2-8) K E)
2 (XXXIV)

[0244]) [E{E&W 11 (70 g > 348 mmol){E 1,4- 125 (400 mL)
ZRABRNINZBH(34.2 g > 348 mmol) » #ETE 4,4,47,4°,5,5,57.5°-
JURHEE-2,2° -8 (1,3,2- S\ R R TUHE (80 g > 315 mmol) il Rs S fEIR &
¥ A & R MR s/ 30 mine & PACl,(dppf)-CH,CL, fnpk#)(17.0 g-20.9 mmol)

MERIEREYIRIERGYIINEE 100CL 16 h - fERIERGY) <
94 H » 4 164 HEHRHE)
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Al £ 50m > AR AT 5 T BAR TR AR T REE IR - #E Y BB ATA 4
1 i BE-EtOAc)Raz WA (L LU fff 2 = EIfiE 2 (L EP) XXXIV (60 g
64% &) - 'H NMR (CDCl3) & 7.80 (d, J=31.6Hz, 1H), 7.64 (dd,J = 16.3,7.5
Hz, 1H), 7.23-7.08 (m, 1H), 4.73 (t, ] = 92.0 Hz, 2H), 2.51-2.23(m,3H), 1.33 (d,
J=6.4Hz, 12H). LC-MS: rt = 2.93 mins (UPLC), m/z 231.3 [M-OH]"

B A N,I-ZHE-2-HEFR(Y)

[0245] W 1-%-3-H E-2-H5E75(50 g » 322 mmol)/A AL LB
(250 mL) R WAL K 2 40% H FZ(98 mL » 1128 mmol) © & 2 JEE
YA ZORE 8 h HAR LAl 2200 - R EEEY)# )8 LR #t
EREEEE LSV (47.9 g 89%FE %) - 'HNMR (DMSO-dg) &: 7.29 (t,
J=8.0 Hz, 1H), 6.70 (d, J=8.5 Hz, 1H), 6.55 (d, J=7.3 Hz, 1H), 6.51 (d, J=4.3 Hz,
1H), 2.78 (d, J=4.8 Hz, 3H), 2.30 (s, 3H). LC-MS: rt = 1.47 mins (UPLC), m/z
167.2 [M+HT*
FEE B 4-IR-N,3- “HE-2-IHEFRE (V)

[0246] L&YV (47.9 g > 288 mmol)/ER#{E N,N- _ FHE HHfR
B (250 mL)HR i 2 SR &) 2 Al 2 5C o &R s (e
N, N-—HEHEERF (150 mL)H 2 N-RIRIABEREZ(51.3 g > 288 mmol)
WAEZR NREE 24 h o KR HER S PEI A K (1.5 L) Rl i LR (i 2 45
EEE (a1 VI (73.5 g > 99%E ) - 'H NMR (DMSO-dg) &: 7.56 (d,
J=9.3 Hz, 1H), 6.66 (d, J=9.3 Hz, 1H), 6.26 (d, J=4.5 Hz, 1H), 2.73 (d, J=4.8 Hz,
3H), 2.25 (s, 3H). LC-MS: 1t = 1.47 mins (UPLC), m/z 247.0 [M+H]"
HEE C : 4-58-N1,3- “FHESE-1,2- ZB(VIID)

F 95 H - 2k 164 HEEFIEREIE)
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[0247]) #£ O°C Tk (89 g 1600 mmol) ~ 22 2N HC1 (320
mL > 640 mmo)JIE{E&Y) VI (78.4 g » 320 mmol)£E £ £ (500 mL)F]
LER(S00 mL)H ZAK  REEEYIRFE 1 h WREE Wi e % L8 8 KR
“EIEIR LARR L KBS L B2 - F LB Z B8 (800 mL)F17K (800 mL)F# R B
YN oy BES G o A AR /K (500 mL) ~ 10% bR [ . 3974 7R (500
mL) ~ /KRR E R NR4E LR R 24l el 2 (EEY) VI (67 g
97% =) - 'H NMR (DMSO-dg) 5: 6.75 (d, J=8.5 Hz, 1H), 6.22 (d, J=8.5 Hz,
1H), 4.48-4.90 (m, 2H), 2.69 (s, 3H), 2.17 (s, 3H). LC-MS: rt = 0.38 mins
(UPLC), m/z = 215.2 [M+H]"
FEE D 5-R-1,4- " HE-1H-KF[d][1,2,3] =B (VIII)

[0248]) Koo ¥ =4k T B5(61.5 mL » 467 mmol » 90% T 3£ 4K)
VU E % (97 mL » 623 mmol » 48 %7/KIE K ) AL 50 mL #Y ZiE Al
RAZE 0°C - FINE AL LH5 (200 mL)FIPU s 81 f£ (97 mL > 623 mmol
48% /KB R L ERFHIEEY) VII (67 g 311 mmol) Z/FRLRFFA
HOREMRRY ST - MRIERSYME ST MR 2 hllREE =R MR
H1h - KRERSYEIASEALIN00 g > 2500 mmol)f£7K(4 L)H .2
BHER - AIE LN E 28R Z 6 - #8 i B UL AT 5 E RS A
K(2 x 3 L)k - gz > R B EREITIA(25-100% L8 LB/ C )
W EDURERZREEER 2 (EEY VI (61 g 86%ES) - 'H NMR
(DMSO-dg) 8: 7.66 (m, 2H), 4.30 (s, 3H), 2.70 (s, 3H). LC-MS: rt = 1.03 mins
(UPLC), m/z = 226.0 [M+H]"
HEE E : (E)-3-(1,4- _H E-1H-EIH[d][1,2,3] =M-5-F) N IREE =4k T
B (IX)

[0249] R{b&) VIII (100 g > 443 mmol)F1 N, N-— FHE: H iz
(1000 mL) 2% & H ERMIT 30 min © JRAI=AFH AR (27.0 g - 89
mmol) * PA(OAc), (9.95 g » 44.3 mmol) ~ iEEEH#H(184 g » 1330 mmol)

F96 H - 4k 164 HEEHIERIE)
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FIPIIERE =4 T BE(130 mL > 886 mmol) i # i R &ML S5 E T
100°C fNEN 24 h » B ESR YA AN E 208 - FK( DA ZBEZE(1 L)
FRREL Y B - FIZBE 2852 x 1 L)ZERUK @G 2 & I A 12
B 7K (2X) ~ BAKSEE - FRRR R SREZ IR - 3R 08 e A1k BE T 28 385 -
Y L 0 T B 1L 2 TS B (triturate) o 3RS B R EL 22 TN G 1R LA R
ERGFEEE (S IX (109.3 g > 89%EF) - 'H NMR (DMSO-de) 8:
7.89-8.00 (m, 2H), 7.67 (m, 1H), 6.54 (d, J=15.8 Hz, 1H), 4.29 (s, 3H), 2.79 (s,
3H), 1.51 (s, 9H). LCMS: rt = 1.45 mins (UPLC), m/z 274.2 [M+H]"

SEF : (E)-3-(1,4- “FE-1H-FH[d][1,2,3] =H-5-5) N iF 8 (X)

[0250] ¥4 =% 28250 mL)HIZE {5449 IX (107 g> 391 mmol)
£ S B E(300 mL) o 2 35 R I SR S AR R T B 2 h o FER
BE T 7R 58 AT R AR B0 3130 P 15 188 DL Z BB HE DURE £ 20K
tEEfE EEY X (80 g s 94N ER) - 'HNMR (DMSO-dg) 6: 7.90-8.02 (m,
2H), 7.69 (m, 1H), 6.55 (d, J=16.1 Hz, 1H), 4.30 (s, 3H), 2.80 (s, 3H). LC-MS: rt
= 0.66 mins (UPLC), m/z 218.2 [M+H]"

SB G (S,E)-3-(3-(1,4-Z B E-1H-F 3 [d][1,2,3] = 1-5-5) FiFEE
B)-4- 5 H - IR - 2- JF (XT)

[0251) ¥ =2 (131 mL > 939 mmol)IiZE (L&) X (82¢g » 376
mmol){EVI E L (1.5 L) Z IFIR 5 S IER &1 /4 Al 2 -25°C 127
fI= % ZFEE #(46 mL > 376 mmol)FI#E-25C T ###E 30 min « —%&
PEAIAZAL$E(17.52 g » 413 mmol) » BEE T (S)-4-FERLIEMEE -2- [ (58.8
g > 361 mmol)ilfi {ff 7 JER &R EVE 2= R 1B HE L h - BEOR S AA
£-25C BN BN = HEZFEEZ(12m], 98 mmol) R F#iEHE 1 h
S0 THF (300 mL) ~ $#3 /2 (5)-4-ZE B IEEE-2-Fi(10 g » 61 mmol)Fl
SHEZEEEZA8mL 0 147 mmol) W EHRESYIFE 10C THERE | h B
EEERTEE 18 h BRIEESYRAZBZEN LFENH 5%

F97TH - 4k 164 HEEFIEREIE)
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NaHSO; (1 L)tk o #5 i1 8 8 W B BT 15 [ S A0 F 7K A0 £ Bt e ok DAER £t
EXEEEEEEY XTI (104.4 g > TTRER) o 'H NMR (DMSO-dg) o:
8.05 (d, J=15.8 Hz, 1H), 7.71-7.88 (m, 3H), 7.30-7.45 (m, SH), 5.61 (m, 1H), 4.83
(m, 1H), 4.30 (s, 3H), 4.24 (m, 1H), 2.78 (s, 3H). LC-MS: rt = 1.29 mins (UPLC),
m/z 363.2 [M+H]"

B H : (5)-3-(R)-3-(1,4- — B & -1H- ¥ 3 [d][1,2,3] = ¥ -5-
#)-3-G-(4-FEEXFE)EE)PE)-4-FEFE)REE)-4-F &S
NEAIE - 2- Fe (XTT)

[0252]) H5§£(4.87 g > 200 mmol) F1##(0.141 g » 0.556 mmol)~
BREPIIIEE 75C4& S mine 4L 15 N oA IMEE®) L (50.0 g »
156 mmol)f£ THF (200 mL) §1 Z 757K G REE S VAL EUR T EFE 1 h K3
RN RIEEIER A - E B KRB H(D- FH R BHE & 7(16.0
g > 78 mmol)f£ PUERIF (150 mL)H 2R & V)% Al £ -40°C i I HH b it
(41.1 mL > 556 mmo) iz #f - & K JEIR & YI{E-40°C N EEE 25 min - 1 1
INIF LRI 2 AR TE R A PREFIREAE-35 £-45C 2 - (EREREY)
VR -20 ClEREE — RN AE &%) X1 (20.2 g » 55.6 mmol) » K T{E
REPHE-20C THIHE 30 min - HE5HIDRAE-10CAARH 30 min -
IR EACSKBT  HERZBZE(.5 L) RS - AR
HUPIRI K4 x 500 mL) « BAKHHE - FIGR B AVAZAE » B8 ROBRIE F DL
PRASH - H & EE R BETE0-100% 28 L8/ C ) @b DR 2 5
Ol (Ea) XIT (24.5 g » T3% %) « "H NMR (DMSO-dg) 8: 7.56 (m,
1H), 7.41 (d, 1H), 7.21-7.25 (m, 3H), 7.16-7.20 (m, 3H), 7.04-7.16 (m, 4H),
6.82-6.89 (m, 2H), 5.36 (m, 1H), 4.91 (m, 1H), 4.69 (m, 1H), 4.34-4.41 (m, 4H),
4.24 (s, 3H), 4.10 (m, 1H), 3.88 (m, 1H), 3.74 (s, 3H), 3.60 (m, 1H), 2.70 (s, 3H),
2.18 (s, 3H). LC-MS: rt = 1.81 mins (UPLC), m/z 605.2 [M+H]"

FE 1 (R)-3-(1,4- B E-1H-F3H[d][1,2,3] =ME-5-5)-3-(3-((4-FF &

F I8 H - 2k 164 HEEHIEREIE)
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=X HE)EE)HE)-4-FEFE) NI L8 (XI)

[0253) 8 {EEE(1.629 g-8.85 mmol) il % (&4 XIT (2.140 g -
3.54 mmo){£ L% (30 mL) §* Z 7&K RS S R S8 4 h - iD= 4h
EAL$E(0.81g, 4.5 mmoD) Wi RHEEYIRFE 18 h » RN E b7 KA R
IR W B &R K A RS REEERER 2 EaY XTI
(1.46 ¢ » 85%FE#2) « "H NMR (DMSO-dg) &: 7.56-7.62 (m, 1H), 7.48 (m, 1H),
7.12-7.22 (m, 4H), 7.05-7.11 (m, 1H), 6.83-6.90 (m, 2H), 4.84 (m, 1H), 4.39 (m,
4H), 4.24 (s, 3H), 3.87-3.97 (m, 2H), 3.75 (s, 3H), 3.08-3.23 (m, 2H), 2.75 (s, 3H),
2.18 (s, 3H), 1.01 (m, 3H). LC-MS: rt = 1.77 mins (UPLC), m/z = 488.2 [M+H]"
FEB I (R)-3-(1,4-ZFFE-1H-FF[d][1,2,3] =M-5-5)-3-(3-(FRE:-H
=)-4-FEEE)RNE ZEE(XIV)

[0254]) #/K@G5 mLYnE{E&XIIT (53.6 g > 110 mmol)ff &,
HH7E (700 mL) 7 2 08 RO S ECR &2 81 £0°C - /R 1DDQ (37.4 g »
165 mmol)ill R fZ JER EVIHE0C M &2 h - R’ R IEE &Y 10 %% ER
QB R(L LYF ZEHBE(750 mL)MEEAEIE o 7 BRI — 2 H
(3 x 750 mL)ZEHUKE & GFRVA AR A K ~ B/KRIE - A
% B 2 R I AE RBE TR o A& BV BB @ T4 (0-100% LB L5/ C )5 )i
FEERIEE DR A 2R B 2 (E&PIXIV (38.1 g > 94%ER) - 'HNMR
(DMSO-dg) 6: 7.55-7.63 (m, 1H), 7.46-7.52 (m, 1H), 7.26 (s, 1H), 7.07-7.14 (m,
1H), 6.99-7.06 (m, 1H), 4.98 (m, 1H), 4.85 (m, 1H), 4.41 (m, 2H), 4.25 (s, 3H),
3.94 (m, 2H), 3.07-3.21 (m, 2H), 2.76 (s, 3H), 2.16 (s, 3H), 1.03 (m, 3H). LC-MS:
rt = 1.20 mins (UPLC), m/z = 368.2 [M+H]"

F 99 H - 2k 164 HEEFIERIE)
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B A (RE)-3-(3-(1,4- ZH E:-1H-F I [d]1[1,2,3] =™-5-F) N 5 B
5)-4-FE-ISIIE-2-FF (XV)

[0255] RIET5E B 208 G KB B EEY) XV - FHI(R)-4-FEME
M E -2 - e (7 (S)-4- R BL S IR g -2 - » 15 ] 5= S [E 55 (195 g2 81 B E ) «
'H NMR (CDCl5-d) &: 8.20-8.25 (d, 1H), 7.80-7.88 (m, 2H), 7.25-7.45 (m, 6H),
5.60 (m, 1H), 4.67-4.81 (t, 1H), 4.25-4.28 (m, 1H), 4.23 (s, 3H), 2.82 (s, 3H).
LC-MS: rt m/z = 363.0 [M+H]*
3B B . (R)-3-((S)-(3-(1,4- — B E: -1H- 7 3t [d][1,2,3] = ™ -5-
#)-3-G-(4-FEE-FHRE)EE)FH)-4-FEXE)NEE)-4-£E
IS IR g - 2l (X VT

[0256] #RIZ7ZE BB HARKBIE(LEY) XV FH{E&Y) XV K
BEEY X1 BEIHEEE(104 g 59%EFR) - 'HNMR (DMSO-dg) 3:
7.50-7.60 (d, 1H), 7.38-7.42 (d, 1H), 7.10-7.22 (m, 10H), 6.80-6.90 (d, 2H),
5.35-5.42 (m, 1H), 4.84-4.97 (t, 1H), 4.62-4.72 (t, 1 H), 4.38-4.40 (d, 4H), 4.25 (s,
3H), 4.08-4.18 (m, 1H), 3.80-3.90 (m, 1H), 3.75 (s, 3H), 3.50-3.62 (m, 1H), 2.70
(s, 3H), 2.20 (s, 3H). LC-MS: rt = 1.81 mins (UPLC), m/z = 605.2 [M+H]"
HER C: FE(S)-3-(1,4- I E-1H-F3H[d][1,2,3] ="-5-5)-3-(3-(((4-
HEEFEFE)&E)-FE)-4-FEFE)NEE)-4-FEISKIE-2-FH
(XVII)

[0257) fRBZFE B DER 1 KEIFE (L&Y XVIT - fI{E&Y) XVI
RELEY XK AR EHR HHE SR E B EE (148 20 92%FE ) -
'H NMR (DMSO-dg) 8: 7.50-7.60 (d, 1H), 7.45-7.48 (d, 1H), 7.10-7.21 (m, 4H),
7.05-7.09 (m, 1H), 6.81-6.85 (d, 2H), 4.81-4.90 (t, 1H), 4.30-4.42 (d, 4H), 4.21 (s,
3H), 3.74 (s, 3H), 3.50 (s, 3H), 3.08-3.22 (m, 2H), 2.77 (s, 3H), 2.18 (s, 3H).
LC-MS: 1t = 1.66 mins (UPLC), m/z = 474.2 [M+H]"

FEE D (S)-FFE-3-(1,4-ZHE-1H-FFH[d][1,2,3] =%-5-5)-3-(3-(F%

55100 H > £ 164 HEFHARAD)
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HE)-4-HESE)-WERE(XVII)

[0258] #R{ZETHEBAFRIKEF(ELYIXVIIL > FHEEPIXVII
BLaPXII BSEOEEREG.2g  67%EF) © HNMR (DMSO-dg) 5:
7.46-7.61 (m, 2H), 7.26 (d, J=1.5 Hz, 1H), 7.08-7.14 (m, 1H), 7.01-7.07 (m, 1H),
5.01 (t,J=5.4 Hz, 1H), 4.85 (t, J=7.9 Hz, 1H), 4.41 (d, J=5.3 Hz, 2H), 4.25 (s, 3H),
3.49 (s, 3H), 3.17 (dd, J=7.9, 2.8 Hz, 2H), 2.76 (s, 3H), 2.17 (s, 3H). LC-MS: rt =
0.82 mins (UPLC), m/z = 354.2 [M+H]*

\
N
N
‘N O OMe
(o]
HO O XX

F B A (S)- & -3-(1,4- = B & -1H- 3R 3f [d][1,2,3] = % -5-
#)-3-G-(4-FEEFFE)-S8)-FH)-4-FEFH)-2,2- “FERNE
5 (XIX)

[0259]) ¥ NaHMDS {f THF 27 1M %% (91 mL > 91 mmol)—
KM &K LL N, WiREY{E& ) X VI (21.5 g > 45.4 mmol){E THF (175
mL)§ ZIETR o R ERSYAE RT THFE 25 min - B H—Z0HRI0
Mel (1.35 mL > 21.5 mmol)li i’ [ fERE &Y+ 25 min  {EJKEE T %
48 SR &) £ HIA I NaHMDS {£ THF 1.2 IM 7&K (363 mL -
363 mmo) i i K fEIR & )4E RT NREE 25 min» fE /K0G8 F 2412 5C »
¥ LG 18 /YR — MR Mel (28.4 mL > 454 mmol) - B FRKE -
KRIERGYBAE 1 h - GRIERSYIE/KGHAEIZE 5C » HEEFE
{b#z% 0 > F EtOAc (Sx)ZH » RFA I &6 » FZK - BKEHk -
PR BE SR EZ LR - B8 S AT KB T 282805 R - #FEh B BB A(0-40% &
B% 2 Ba/ O Be) s 2 (B RS AL B — (EHDR DR 2 5 8K 2L &)
XIX (13.4 g 59%7 %) - 'HNMR (DMSO-dg) 5: 7.55-7.64 (m, 2H), 7.11-7.24

55 101 F - 3t 164 HEEHERE)
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(m, 4H), 7.03-7.09 (m, 1H), 6.84-6.91 (m, 2H), 4.79 (s, 1H), 4.34-4.46 (m, 4H),
4.25 (s, 3H), 3.75 (s, 3H), 3.42 (s, 3H), 2.70 (s, 3H), 2.18 (s, 3H), 1.20-1.36 (m,
6H). LC-MS: rt = 1.79 mins (UPLC),m/z = 502.2 [M+H]*
S B (S)-HE-3-(1,4- “HE-1H-F3H[d][1,2,3] =H-5-5)-3-(3- (8
FHE)-4-FFEEE)-2,2- _FHERKEE(XX)

[0260]) #7K(20 mLYfnE{E&%) XIX (26.4 g > 52.6 mmol){f
ZH (400 mL) 1 2RI R IER WA AIE 0°C « S
DDQ (17.9 g » 79 mmol) i 4 7 R & WIAE 0°C TH8HE 1.5 h « i JER
GBI 10%0R B G 8H0EIR 2 AR L) BB ROE > F/Kf DCM
PelE o SEESBHATEM > A DCM (3 x 750 mL)FEHUIKAH - #ATHE
ZEIE B 0 FIOK ~ BEKYENE o IR IE SARZ IR 0 AE R TR - K TRAR
W B % (IR 4B 2 1 5 T B BB F@ A3 (20-100% Z. B 2.5/ 2 J5t) St AE L
REZHEEBE (LG XX (48.5g > 5T%ES) - 'HNMR (DMSO-dg) 8:
7.55-7.68 (m, 2H), 7.27 (s, 1H), 6.98-7.13 (m, 2H), 4.99 (t, J=5.4 Hz, 1H), 4.78 (s,
1H), 4.42 (d, J=5.3 Hz, 2H), 4.25 (s, 3H), 3.43 (s, 3H), 2.70 (s, 3H), 2.16 (s, 3H),
1.21-1.36 (m, 6H). LC-MS: rt = 1.25 mins (UPLC), m/z = 382.2 [M+H]"

\

0"

o0

HO N NH

XXVI-1

FEE A (R)-1-FFE T -2-F(XXII-1)

[0261) BRAEHEFTHTMZER(IL » 6.99 mo)jlE =FH (R)-4
f5E(74.4 ¢ > 1.03 mo)F2LIEE R EHR T - BRIER &S S8l 2S5

g
N

e

RSB LT AE0 min - 250 I I BRI R4S NS - g
EREVITTAAIESC o HARSDUEBHD 30 min - JRKEHE
UERT TR ho £ TR IER &1 KBTS DCM

Il 7R 3 (3 x) AL HL ZE FPEZ R PATR (1 2 78 I 2 XXTI-1 (101 g > 62%E
55102 B - 4 164 F(EGHHHE)

O

X O
Cﬁ{ -
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2> 56%4l) o '"H NMR (FHfE-dy) §: 3.44-3.47 (tdd, J=8.0, 4.5, 3.6 Hz, 1H),
2.68-2.72 (dd, J=13.1, 3.5 Hz, 1H), 2.52-2.57 (m, 1H), 1.41-1.53 (m, 2H),
0.97-1.00 (t, 3H).
FEE B ¢ (R)-1-(((6-F-3-FMLE-2-5) FE) e E) T -2- B (XXIII-1)
[0262]) ¥ 6-F-3-FMEPEFEE(10.5 g » 65.8 mmol) ~ FHEZE =/
fig A A S (E#M(34.9 g » 165 mmo) I E(EEY) XXIT-1 (17.6 g > 197
mmol){£ THF (200 mL) 5 7 77K S R &AL RT THR#E 4 h o K
IR EYIR 10%0kEL S8 A2 > H EtOAc 250 » RA 1AM K
e o PR BL B EZ R o B R SO AR RBE T 2R AR - #FE Y Bt A
(0-70% 3 : 1 EtOAc-EtOH/C )57 ) ihfH AT L 4l DAHE it 2 oK Bl 8 2
&Y XXIII-1 (6.73 g » 44%ER) - 'H NMR (DMSO-dq) &: 7.81 (t, J=8.7

)

Hz, 1H), 7.51 (dd, J=8.6, 3.3 Hz, 1H), 4.49 (d, J=4.8 Hz, 1H), 3.72-3.91 (m, 2H),
3.29-3.51 (m, 1H), 2.55 (s, 1H), 2.39-2.47 (m, 1H), 2.16 (br. s., 1H), 1.35-1.47 (m,
1H), 1.23-1.35 (m, 1H), 0.85 (t, J=7.5 Hz, 3H). LC-MS: rt = 0.32 mins (UPLC),
m/z =233.1/235.1 [M+H]*
HE C: (R)-Z8T &-7-8-2-25:-2,3- ML F[2,3-/1[1,41 8 FE
-4(5H)- g5 (XXIV-1)

[0263] 7Rf =&k T EZ§H(4.87 g > 43.4 mmo)JI1 £ 5% XXIII-1
(6.73 g » 28.9 mmol)f£ DMSO (55 mL) ™ 2 75 7& i [ iR &)1 90
C T 3h - HRIEREY) 2812 RT » J] EtOAc (600 mL)#ikE » H
JK(3x) ~ BR/KPENR - IR B3N EZE - 80 SAE R 253878 R - K72 Bk
YnyafEE DCM (200 mL)H » ¥ ERID TEA (6.05 mL - 43.4 mmol) -
P& E boc-FERET(7.58 g > 34.7 mmol) ik S JECR S WI1RFF 5 h o RS fE
BEVIR A - FbEE e - 8 E AR T 28305 - F iy iz
JE@Ti5(0-50% EtOAc/ )R fH B IR e 4i(E LUR Bt 2 m RS 2 1k
&) XXIV-1(4.71 g > 52%ER) - 'H NMR (DMSO-dy) &: 7.45 (d, J=8.4 Hz,

55103 H > £ 164 HEFHRAD)

109104455 FH YR A0202 1093191287-0



1843806

1H), 7.33 (d, J=8.6 Hz, 1H), 4.39-4.74 (m, 2H), 3.90-4.15 (m, 1H), 3.50-3.75 (m,
2H), 1.54-1.67 (m, 2H), 1.21-1.42 (m, 9H), 1.01 (t, J=6.7 Hz, 3H). LC-MS: rt =
1.15 mins (UPLC), m/z = 313.1/315.1 [M+H]"

FBE D 2-Z2F-7-RE-2,3-Z @I [2,3-f1[ 1,418 FE-4(5H) - F R
(R)-=# T BE(XXV-1)

[0264])] ¥ Pd(dba), (0.612 g > 1.064 mmol) ~ 5-( - =4&F T £k
f5e & (phosphanyl))-1°,3,5"- = K E-1H-1,4" -JgE 0 (Bippyphos) (1.078
g ° 2.128 mmol) ~ MFEA(LHEE/KSY)(13.40 g 80 mmo)JIEH N,
ViR A(E &%) XXIV-1 (8.32 g>26.6 mmol)f£ FEf5E(120 mL) i 2 35 »
ACRE R SR & W4E 100°C TR 5 h - R ERGY)<2 8l 2 RT WAL
B TR4E - TI7K(20 mL)iE A SN HCL & 7KAH 2 pH % £~pH 7 A
EtOAc (2 x 300 mL)ZHUKA - & HFZEHY) - R REZER > BIE AL
TR ER T 2R SRR o Rt H B eR ) IE AL DCM oGRS Y BB AT A
(0-60% 3 : 1 EtOAc-EtOH/BEfe)di{b LR 2 Rk @i 2 (b &
XXV-1(5.5g 70%E®R) - '"HNMR (Hfg-dy) §: 7.41 (d, J=9.6 Hz, 1H), 6.41
(d, =94 Hz, 1H), 4.28-4.69 (m, 2H), 3.83-4.00 (m, 1H), 3.70 (br. s., 1H),
3.36-3.48 (m, 1H), 1.55-1.72 (m, 2H), 1.44 (br. s., 9H), 1.10 (t, J=7.4 Hz, 3H).
LC-MS: rt = 0.76 mins (UPLC), m/z = 295.1 [M+H]*

HE8 E : (R)-2-2.4%-2,3,4,5-DU S MEBEFF (2,311, 41 FEF-7- B — BB IR
[ ] ((R)-2-ethyl-2,3,4,5-tetrahydropyrido[2,3-f][1,4]oxazep-7-o0l
dihydrochloride)(XXVI-1)

[0265] iKf 4N HCIA£ IS 2 7F K (75 mL - 2.46 mol)fI £ 1k
aY) XXV-1 (5.50 g > 18.7 mmol){f ~ZEH (20 mL) o ZF Rl K2
JEREYME RT THEH S h - fERE T RBRIEEEY > KERLIL L
Bt 512 > #@E > H BRI EZE TSR R ME I E B G
G (ba) XXVI-1 (4.79 g » 91%ZE =) - '"HNMR (H[E-d,) &: 7.93 (d,

55 104 H - 3t 164 HEEHERE)
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J=9.4 Hz, 1H), 7.06 (d, J=9.4 Hz, 1H), 4.49-4.68 (m, 2H), 4.12-4.24 (m, 1H),
3.64-3.79 (m, 1H), 3.51 (dd, J=13.7, 10.4 Hz, 1H), 1.69-1.91 (m, 2H), 1.17 (t,
J=7.4 Hz, 3H). LC-MS: rt 0.24 mins (UPLC), m/z = 177.0 [M-H,01"

| HCI
HO” N7 \_—-NH

XXVI-2
SR A ¢ (S)-1-BEEET -2-B(XXII-2)

[0266] RIFEHEESTARKFLSYIXXIL-2 > H(S)-LEBRS
ZHERE (R)-ZERALNE  FEIEHM28.9 ¢ TIRER > 15%4h) -
"HNMR (Hf-d,) 3: 3.46 (tdd, J=8.0, 4.6, 3.7 Hz, 1H), 2.70 (dd, J=12.9, 3.5 Hz,
1H), 2.54 (dd, J=13.1, 8.0 Hz, 1H), 1.35-1.60 (m, 2H), 0.93-1.06 (m, 3H) -
SEB - (5)-1-(((6-8-3-FMLIE-2-5) F 2 I E) T -2-B2 (XXIII-2)

[0267] #R{E T EED BBAREF(EGYXXIN-2 - H{ESY)
XXI-2fE (L& YXXIT-1 - {SEEFM (7.4 g > 48%ES) - 'H NMR
(DMSO-dg) 5: 7.81 (t, J=8.7 Hz, 1H), 7.51 (dd, J=8.6, 3.3 Hz, 1H), 4.49 (d, J=5.1
Hz, 1H), 3.74-3.88 (m, 2H), 3.42 (1d, J=7.5, 4.3 Hz, 1H), 2.54-2.55 (m, 1H),
2.39-2.46 (m, 1H), 2.16 (br. s., 1H), 1.35-1.46 (m, 1H), 1.23-1.35 (m, 1H), 0.85 (,
J=7.5 Hz, 3H). LC-MS: rt = 0.37 mins (UPLC), m/z = 233.2 [M+H]*

S C:7-8-2-2.%-2,3- Z“FMIEF [2,3-/1[1,41 88 F-4(SH) - FHEE (S)-
=& T ER(XXIV-2)

[0268] RIEFZ E BB C RKEHFHILEY) XXIV-2 - HESY)
XXIII-2 & (L&Y XXITI-1 - SEEH (5.2 g » 53%ER) - 'HNMR
(DMSO-dg) 8: 7.45 (d, J=8.62 Hz, 1H), 7.33 (d, J=8.36 Hz, 1H), 4.44-4.69 (m,
2H), 3.93-4.11 (m, 1H), 3.51-3.75 (m, 2H), 1.52-1.69 (m, 2H), 1.15-1.45 (m, 9H),
1.02 (t, J=6.72 Hz, 3H). LC-MS: rt = 1.24 mins (UPLC), m/z = 257.2 / 259.2
[M+H]"

55105 H > £ 164 HEFHHRAD)
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B D 2-ZE-T7-RE-2,3- R MtE I [2,3-11[1,4] R E0F-4(5H)-FHER
(8)-=4 T B (XXV-2)

[0269]) 1R /T FEFX BEDAREFHELAGYXXV-2 > ALEY
XXIV-2t (LS XXIV-1 > BF]EEH(0.80 g » 34%7 %) - '"HNMR
(DMSO-dg) &: 11.12 (br. s., 1H), 7.23 (d, J=9.1 Hz, 1H), 6.26 (d, J=9.1 Hz, 1H),
4.48 (d, 1=9.6 Hz, 1H), 4.27-4.39 (m, 1H), 3.74 (br. s., 1H), 3.29-3.47 (m, 2H),
1.46-1.59 (m, 2H), 1.36 (d, J=17.5 Hz, 9H), 1.00 (t, J=7.4 Hz, 3H). LC-MS: rt =
0.77 mins (UPLC), m/z = 295.3 [M+H]*

B E: (5)-2-2%-2,3,4,5-FURILBE F[2,3-f1[1,4] S EIF-7- B B
B (XX VI-2)

[0270] #RiE H ZEF BEKEHFH LAY XXVI-2 > L&Y
XX V-2 (L& PXXV-1 > S FEIH(0.63 g 82%FEFK) - 'HNMR (H
fiZ-d,) 8: 7.99 (d, J=9.4 Hz, 1H), 7.12 (d, J=9.1 Hz, 1H), 4.54-4.72 (m, 2H), 4.22
(tdd, J=8.3,4.1,2.2 Hz, 1H), 3.75 (dd, J=13.7, 2.0 Hz, 1H), 3.53 (dd, J=13.8, 10.5
Hz, 1H), 1.69-1.92 (m, 2H), 1.17 (t, J=7.4 Hz, 3H). LC-MS: rt = 0.29 mins
(UPLC), m/z = 195.3 [M+H]*

o—"

B A L (R)-1-(((6-8-3-FMLoE-2-8) F E ) fr &) N -2-B2 (XXIII-3)

[0271] RIB )7 FEESEEBAREL (L EYXXIT-3 - B (R)-1-fE &N
2-FERB LA YXXI-2 > BEIfEEMH(36.0 g0 >100 %ER) - 'HNMR
(DMSO-de) 6: 7.82 (t, J=8.9 Hz, 1H), 7.51 (dd, J=8.6, 3.3 Hz, 1H), 3.94 (br. s.,
1H), 3.83 (dd, J=5.7, 1.9 Hz, 2H), 3.69 (dd, J=11.4, 6.3 Hz, 1H), 2.41-2.49 (m,
2H), 1.03 (d, J=6.3 Hz, 3H). LC-MS: rt m/z =219.1 [M+H]"
B B (R)-Z4 T &-7-8-2-FHE-2,3- G MEIE I [2,3-f1[ 1,418 & F

55106 H > £ 164 HEFHHRAD)
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-4(5H)-H R (XXIV-3)

[0272] #RIEGE E TEE C KEHFH LG XXIV-3 - L&Y
XXIII-3 & (et XXITI-1 » BEEIEH9.5 g 23%E %) - 'HNMR
(DMSO-d¢) 6: 7.38-7.45 (m, 1H), 7.31-7.35 (m, 1H), 4.43-4.69 (m, 2H),
4.20-4.42 (m, 1H), 3.52-3.70 (m, 2H), 1.15-1.46 (m, 12H). LC-MS: rt = 1.05
mins (UPLC), m/z =299.0 [M+H]"

FER C: (R)-=Z8T &-7-8BE-2-FE-2,3- “ G IF[2,3-f1[ 1,418 F
NE-4(5SH)-FFEEES(XXV-3)

[0273] #RIEFZE E TBE D KEELa? XXV-3 - FH{LEY
XXIV-3 {5 (L&Y XXIV-1: (585 B E (6.8 g° 73%E %) - 'HNMR
(DMSO-dg) 6: 11.13 (br. s., 1H), 7.21 (d, J=9.4 Hz, 1H), 6.25 (d, J=8.9 Hz, 1H),
4.44-4.54 (m, 1H), 4.27-4.41 (m, 1H), 3.89-4.08 (m, 1H), 3.70 (d, J=14.2 Hz, 1H),
3.40 (br.s., 1H), 1.36 (d, J=15.7 Hz, 9H), 1.21 (br. s., 3H). LC-MS: rt = 0.65 mins
(UPLC), m/z = 281.1 [M+H]"

FB D (R)-2-F%-2,3,4,5- DU R UEREFF[2,3-f1[1,4 1 EP-7 - —EREE
B (XXVI-3)

[0274] #RESE E BB E KBFH(LSY XXVI-3 > A&
XXV-3 (R (L&) XXV-1 FEDRERERE(6.2 g 96%EF) - 'HNMR
(DMSO-dg) 6: 9.44 (br. s., 2H), 7.47 (d, J=9.1 Hz, 1H), 6.65 (d, J=9.1 Hz, 1H),
4.29 (d, J=8.6 Hz, 1H), 4.13-4.25 (m, 2H), 3.45-3.54 (m, 1H), 3.18 (d, J=12.9 Hz,
1H), 1.33 (d, J=6.3 Hz, 3H). LC-MS: rt =0.15 mins (UPLC), m/z = 181.1 [M+H]"

3 oy
Ho/(N:(/NH HO/EN:(/NH
XXVI4-a XXVI4-b
FERA L 1-(((6-8-3-FALNE-2-5) B &) E)-3-FE T -2-F (XXIII-4)

[0275] RIEVTRESEBAREFE(LEYIXXIIT-4 > F1-f5Fk-3-H
55107 B - 4 164 FEHHHE)
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HT-2-FABLEYXXI-1 BEREEERE(144g 88%ETR) - 'H
NMR (DMSO-dg) 8: 7.81 (t, J=8.87 Hz, 1H), 7.50 (dd, J=3.30, 8.62 Hz, 1H), 4.45
(d, J=5.07 Hz, 1H), 3.74-3.88 (m, 2H), 3.20-3.29 (m, 1H), 2.57 (dd, J=3.55,11.66
Hz, 1H), 2.44 (dd, J=8.24, 11.53 Hz, 1H), 2.17 (br. s., 1H), 1.52-1.63 (m, 1H),
0.83 (dd, J=3.68, 6.72 Hz, 6H). LC-MS: rt = 0.41 mins (UPLC), m/z = 247.2
[M+H]*

B B =4 TE-7T-E-2-RRE-2,3- & MLE 2,311 4] F R IF
-4(5H)-E s (XXIV-4)

[0276]) BT EXEFFHCAEEF L EYWXXIV4 » HIEEY)
XXTI-4 8L & XXIII-1 > EF BT (22.1 g » 84%FE %) - 'HNMR
(DMSO-dg) 5: 7.43 (d, J=8.36 Hz, 1H), 7.32 (d, J=8.36 Hz, 1H), 4.60-4.72 (m,
1H), 4.43-4.55 (m, 1H), 3.58-3.85 (m, 3H), 1.88 (qd, J=6.59, 13.18 Hz, 1H),
1.18-1.42 (m, 9H), 1.01 (dd, J=6.59, 18.00 Hz, 6H). LC-MS: rt = 1.25 mins
(UPLC), m/z =271.1 [(M-tBu)+HT"* ¥ (L & ¥ X XII1-4% i /£ EtOH (70 mL)
%% FH SCF -4 4t {L.(Chiralpak 1G > 30x250mm » 5p)fH20% EtOH%
Mok B sR B EZAEY) > BRIEE 0l 2 (EEYXXIV-4-a (10.3 g > 46%)
ME=EEH Z(EEYXXIV-4-b (10.3 g » 46%) -

(R)-=8 T H-7-8-2-BNE-2,3- Z eI [2,3-/1[1,41 | K IE-4(5H)-
F R (XXIV-4-a)

[0277] 'HNMR (DMSO-d) &: 7.4 (d, J=8.62 Hz, 1H), 7.32 (d, J=8.36
Hz, 1H), 4.60-4.72 (m, 1H), 4.43-4.55 (m, 1H), 3.57-3.85 (m, 3H), 1.88 (qd,
J=6.59, 13.18 Hz, 1H),1.17-1.43 (m, 9H), 1.01 (dd, J=6.84, 18.00 Hz, 6H).
LC-MS: rt = 1.25 mins (UPLC), m/z = 271.1 [(M-tBu)+H]*

($)-=&R T &-7-8-2- RN E:-2,3- Z R ULBEFH[2,3-f1[1,4] R EIE-4(5H)-
g B (XXIV-4-b)
[0278] 'HNMR (DMSO-d) &: 7.4 (d, J=8.36 Hz, 1H), 7.32 (d, J=8.36

55108 H > £ 164 HEFHHRAD)
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Hz, 1H), 4.61-4.72 (m, 1H), 4.44-4.54 (m, 1H), 4.36 (t, J=5.07 Hz, 1H), 3.78 (dd,
J=5.83, 11.15 Hz, 1H), 3.57-3.74 (m, 2H), 3.45 (dq, J=5.20, 6.97 Hz, 1H),
1.83-1.93 (m, 1H), 1.18-1.42 (m, 9H), 0.94-1.10 (m, 6H). LC-MS: rt = 1.25 mins
(UPLC), m/z = 271.1 [(M-tBu)+H]"

S C: R)-Z&TE-7-8E-2-BERE-2,3-Z“ &M FH[2,3-/1[1,41K
FIP-4(5H)-H g (XX V-4-a)

[0279] REHEELS BEDKHEF(LEYIXXV-4-a > F{EEGY)
XXIV-4-aftBE(LEYXXIV-1 550 EEAS (4.4 2> 46%FE ) - HNMR
(DMSO-dg) &: 10.86-11.34 (m, 1H), 7.22 (d, J=9.12 Hz, 1H), 6.24 (d, J=9.12 Hz,
1H), 4.43-4.61 (m, 1H), 4.21-4.36 (m, 1H), 3.69-3.90 (m, 1H), 3.39 (br. s.,2H),
1.74-1.86 (m, 1H), 1.26-1.42 (m, 9H), 0.92-1.05 (m, 6H). LC-MS: rt = 0.86 mins
(UPLC), m/z = 309.2 [M+H]*

($)-=&k T £&-7-8BE-2-ARNE-2,3- Z G0 H [2,3/1[1,4] & ¥
-4(5H)- B g (XX V-4-b)

[0280] #RIE S EEFBEDAKAFLEPIXXV-4-b > F{EEGY)
XXIV-4-bRE L&Y XXIV-1- BEDREERE (2.9 g0 72%FE %) - HNMR
(DMSO-dg) 8: 11.06 (br. s., 1H), 7.22 (d, J=9.29 Hz, 1H), 6.25 (d, J=9.03 Hz, 1H),
4.43-4.62 (m, 1H), 4.20-4.36 (m, 1H), 3.70-3.91 (m, 1H), 3.34-3.54 (m, 2H),
1.72-1.90 (m, 1H), 1.35 (d, J=18.57 Hz, 9H), 0.90-1.10 (m, 6H). LC-MS: rt =
0.87 mins (UPLC), m/z = 309.3 [M+H]"

S D : (R)-2-RRNE-2,3,4,5- TG HIEH (2,311, 4| REY-7-BE B
g (XX VI-4-a)

[0281] #RIE S FEDBEREFE (L EYXXVI-4-a » FH{EEY)
XXV-4-af{ B LE&YXXV-1> BEHEER0.0g 94%EH) - ' HNMR
(FHES-dy) 8: 7.79 (d, J=9.38 Hz, 1H), 6.93 (d, J=9.38 Hz, 1H), 4.54 (d, J=7.60 Hz,
2H), 3.99 (ddd, J=2.53, 5.39, 8.05 Hz, 1H), 3.69-3.80 (m, 1H), 3.57 (dd, J=10.77,

55109 H > £ 164 HEFHHRAD)
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13.56 Hz, 1H), 2.03 (d, J=5.58 Hz, 1H), 1.13 (t, J=6.59 Hz, 6H). LC-MS: rt =
0.35 mins (UPLC), m/z = 209.3 [M+H]*

(85)-2-R N E-2,3,4,5- 0 S HEEE H [2,3-/I[1 41| EE-7-BF - LS
(XXVI-4-b)

[0282] tRIBE T EEFBEEARHFH (LS XXVI-4-b - FHI{L&EY
XXV-4-b{E(EEYXXV-1 52 HEEE(2.4 g 86%EFR) - ' HNMR
(FEZ-d,) &: 7.89 (d, J=9.12 Hz, 1H), 7.03 (d, J=9.38 Hz, 1H), 4.60 (s, 2H), 4.07
(ddd, J=2.03, 5.32, 10.65 Hz, 1H), 3.77 (dd, J=2.15, 13.56 Hz, 1H), 3.59 (dd,
J=10.77, 13.56 Hz, 1H), 1.95-2.14 (m, 1H), 1.03-1.23 (m, 6H). LC-MS: rt = 0.36
mins (UPLC), m/z = 209.0 [M+H]*

o
HO N NH
XXVI-5
SHEEA L 1-(((6-8-3-F LE-2-5) B ) E)-2-H E RN -2-5E (XXIII-5)

[0283]) MRIEHEEDEBKEF(LEXXIII-5 » f1-f7E-2-H
EN-2-FE ALY XXII-1 » BEKEEEEG8.2g > 85%FER) « 'H
NMR (CDCl5) o: 7.34-7.39 (t,1H), 7.20-7.24 (m,1H), 3.99 (s, 2H), 2.56 (s, 2H),
1.34 (s, 6H). LC-MS: rt = 0.83 mins (UPLC), m/z = 233.2 [M+H]*

SE B =4 TE-7T-8-2,2- _HE-2,3- _&HIEFH[2,3-11[1,4]1 8 EE
-4(5H)-E|3@E§(XXIV-5)

[0284) B HEEFECKEFHILEWXXIV-5 - FH{EEY
XXIII- 5 EF L& XXIII-1 » T%EEU}%@E%(&O g 65%@%) - 'TH NMR
(CDCl,) 8: 7.13-7.23 (m, 2H), 4.58-4.63 (d, 2H), 3.59-3.63 (m, 2H), 1.46 (s, 9H),
1.22 (s, 6H). LC-MS: rt = 1.13 mins (UPLC), m/z = 313.0 [M+H]*

SHEE C ! =4 T &-7-8RE-2,2- " HE-2,3- _aEBEFH[2,3-1[1,4]18F,
IIS|2-4(5H)-E|3MHE-(XXV-5)

55 110 H - 3t 164 HEEHERE)
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[0285] R H XEXFXEDKEFELSYWXXV-5 - L&Y
XXIV-5RE L EWXXIV-1- B F] 25 0 E (2.5 g 53%E %) - 'HNMR
(DMSO-dg) §: 7.57-7.18 (d, 1H), 6.24-6.27 (d, 1H), 4.36 (s, 2H), 3.52 (s, 2H),
1.37 (s, 9H), 1.13 (s, 6H). LC-MS: rt = 0.82 mins (UPLC), m/z = 295.2 [M+H]*
B D 1 2,2- " FEE-2.3,4,5- DU BEHE[2,3-F1 1,4 | B EIp-7- » — B
Fs B (XX VI-5)

[0286] fRiE F ZEFS BBEAK B FHL S XXVI-S » A&
XXV-5EBEEYXXV-1 > B2 HEEEO4 g 93%EF) - 'H NMR
(DMSO-dg) 5: 11.19 (s, 2H), 10.26 (s, 2H), 7.46 (d, J = 9.2 Hz, 1H), 6.74 (d, J =
8.8 Hz, 1H), 4.23 (s, 2H), 3.33 (s, 2H), 1.30 (s, 6H). LC-MS: rt = 0.62 mins
(UPLC), m/z = 195.0 [M+H]*

N ¢
HO/ENI/}H
XXVI-6
FER AL (S)-3-(((6-F-3-mMUL e -2-5) F &) I £)-1,1,1- = ® N -2- B¢
(XXIII-6)

[0287] #RIEJTHELBEBAK B F(E SV XXITT-6 > F(S)-3-fa
-LLI- =& WN-2- U Ea P XXI-1 S35 GERG.5 g 8T%ER)-
'"H NMR (DMSO-dy) 3: 7.82 (t, J=8.7 Hz, 1H), 7.52 (dd, J=8.6, 3.3 Hz, 1H), 6.31
(d, J=6.3 Hz, 1H), 4.02-4.14 (m, 1H), 3.81-3.94 (m, 2H), 2.76-2.85 (m, 1H),
2.65-2.74 (m, 1H), 2.35 (br. 5., IH). LC-MS: rt = 0.36 mins (UPLC), m/z = 273.1
/275.1 [M+H]"

FE B (S)-=Z8&T E-7-8-2-(Z&FFE)-2,3- ZGHBE I [2,3-11(1,4]
S EP-4(SH)- FHEZEE (XXIV-6)
[0288] #RiZ 5 HKEDSBCKEFELEYXXIV-6 - L&Y

XXIII-6 (0 (L& XXIII-1 » (5555 B [E (2.7 g > 38% E %) - 'HNMR
55111 H - £k 164 HEERETE)
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(DMSO-de) o: 7.58 (d, J=8.6 Hz, 1H), 7.42 (d, J=8.4 Hz, 1H), 5.05 (d, J=6.3 Hz,
1H), 4.67-4.78 (m, 1H), 4.52-4.65 (m, 1H), 3.85-4.04 (m, 2H), 1.11-1.49 (m, 9H).
LC-MS: rt = 1.20 mins (UPLC), m/z = 353.2 / 355.2 [M+H]"

BB C:(S)-Z/ T E-7-RE-2-(ZHEHE)-2,3- &M H[2,3-11[1,4]
S & IF-4(5H)- FHEEEE (XX V-6)

[0289] #R#E2 HEES BEDK B E L ESWXXV-6 > FHEEY
XXIV-6 LB (L&Y XXIV-1 - BE[IRE @EE0.54 g 30%ER) - 'H
NMR (DMSO-dg) 6: 11.27 (br. s., 1H), 7.31 (d, J=9.1 Hz, 1H), 6.33 (d, J=9.1 Hz,
1H), 4.53-4.75 (m, 2H), 4.36-4.47 (m, 1H), 3.98 (d, J=12.4 Hz, 1H), 3.74 (d,
J=9.4 Hz,1H), 1.37 (d, J=19.8 Hz, 9H). LC-MS: rt = 0.85 mins (UPLC), m/z =
335.3 [M+H]"
HEED:(S)-2-(E&/FE)-2,3,4,5- UG MEBEFH[2,3-11[1,4] & EIL-7-BF
—EREEEE (XXVI-6)

[0290] #R#2 /5 XEH BEK B FH L& WXXVI-6 - A L&Y
XXV-6 (LB EYXXV-1 > SR EERE0.33 g 66%ER) - 'HNMR
(FHAE-dy) 6: 7.56 (d, J=9.1 Hz, 1H), 6.70 (d, J=9.1 Hz, 1H), 4.77-4.86 (m, 1H),
4.57-4.63 (m, 1H), 4.41-4.48 (m, 1H), 3.99 (d, J=2.0 Hz, 1H), 3.95 (d, J=2.0 Hz,
1H), 3.79 (s, 1H), 3.76 (d, J=2.8 Hz, 1H), 3.73 (s, 1H). LC-MS: rt = 0.30 mins
(UPLC), m/z = 235.2 [M+H]*

o CF3

o

HO N NH

XXVI-7
FEE A (R)-3-(((6-)R-3-FMLE-2-2) R iFEE)-1,1,1- =& N -2-F

(XXIII-7)

[0291]) fRIBE A FEFEBAREFH (LS XXIII-7 » FH(R)-3-FFE
-1L,1L,1I-Z58 N -2-IBREB(EEYWXXII-1 - SRMEEETE(16.6 g0 97%E

5112 H - 3t 164 HEEHEHRE)
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%) - 'H NMR (DMSO-de) &: 7.69-7.77 (m, 1H), 7.62-7.66 (m, 1H), 6.29 (d, J=6.4
Hz, 1H), 4.07 («d, J=11.3, 3.3 Hz, 1H), 3.88 (br. s., 2H), 2.75-2.85 (m, 1H),
2.65-2.74 (m, 1H), 2.34 (d, J=1.7 Hz, 1H). LC-MS: rt = 0.41 mins (UPLC), m/z =
319.0 [M+H]*

S8 B (R)-=&TE-7-R-2-(ZHFE)-2,3-Z EMEIEFH[2,3-11[1,4]
SEF-4(5H)- FEREE (XXTV-7)

[0292] RFEHFESBEDRKEF(EEPXXIV-T » F{EESY)
XXII-7HRB L& YXXIT-1 > SEEEH(3.79 g 18%E®R) - 'HNMR
(DMSO-de) 8: 7.51-7.56 (m, 1H), 7.45-7.49 (m, 1H), 5.07 (br. s., 1H), 4.59 (br. s.,
1H), 3.92 (d, J=8.6 Hz, 1H), 2.68 (s, 1H), 2.33 (d, J=2.0 Hz, 1H), 1.15-1.48 (m,
9H). LC-MS: rt = 1.22 mins (UPLC), m/z = 342.9 [M-Bu]"*

SEC:(R)-= T E-7-8E-2-( SR FE)-2,3-Z&MIEF [2,3-11(1,4]
SEIF-4(5H)- F R (XXV-7)

[0293] #RE S EEDEDKEFE(ESVIXXV-T > H{L&Y
XXIV-7E (L & YXXIV-1 - S EDR EE 2 (2.66 g 83%EF) - 'HNMR
(DMSO-d) 5: 10.81-11.85 (m, 1H), 7.30 (d, J=9.0 Hz, 1H), 6.33 (br. s., 1H),
4.52-4.75 (m, 2H), 4.36-4.46 (m, 1H), 3.98 (d, J=13.2 Hz, 1H), 3.72 (br. s., IH),
1.36 (d, J=18.3 Hz, 9H). LC-MS: rt = 0.84 mins (UPLC), m/z = 335.1 [M+H]"
FERD: (R)-2-(Z R FE)-2,3,4,5-TUGEHEBEFH[2,3-f1[ 1,41 EEE-7-BF
BN (XX VI-7)

[0294] #RIEF = E DB E KEEHLEGY) XXVI-T > HESY)
XXV-7 (& (L&) XX V-1 SEPREREFE(2.24 g 92%EF) - HNMR
(FHE5-d,) 5: 7.61 (d, J=9.0 Hz, 1H), 6.76 (d, J=9.3 Hz, 1H), 4.82 (ddd, J=10.9, 6.2,
2.2 Hz, 1H), 4.39-4.67 (m, 2H), 3.97 (dd, J=13.6, 2.1 Hz, 1H), 3.77 (dd, J=13.7,
11.0 Hz, 1H), 3.68 (s, 2H). LC-MS: 1t = 0.31 mins (UPLC), m/z = 235.1 [M+H]*

5113 H - 3t 164 HEEHERAE)
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Fl\Oj
HO” N7 \—NH

XXVI-8
BB A  (R)-1-(((6-8&-3,5-Z & MENE-2-5) A BB E) T -2-BF (XXIII-8)

[0295] #RETEEDBEBAR F(LEY)XXII-8 - F6-&-3,5-2
AILIE HEEFURR6- B-3- ML IE R - FEIEEERQ23 g 31%EXR) -
'H NMR (CDCLy) & 7.31-7.35 (t, 1H), 4.15 (br. s., 2H), 3.97-4.01 (m, 2H),

+

Hi

3.65-3.71 (m, 1H), 2.80-2.84 (dd, 1H), 2.55-2.66 (dd, 1H), 1.47-1.58 (m, 2H),
1.26-1.28 (t, 3H). LC-MS: rt = 0.78 mins (UPLC), m/z = 251.0 [M+H]"

S BB (R)-7-8&-2- Z £ -8-%.-2,3- = G WML BE 7 [2,3-/1[1,4] & & ¥
-4(5H)-HEE =4 T Be(XXIV-8)

[0296] TRiE 5 HKEFS DR EF LS YXXIV-8 - L&Y
XXIII-8 & (L &XXIII-1 - BFfFEHI(1.43 g » 62%FER) - 'HNMR
(CDCL3) §: 7.15-7.18 (d, 1H), 4.73-4.78 (m, 1H), 4.44-4.49 (m, 1H), 3.87-3.99 (m,
2H), 3.47-3.50 (m, 1H), 1.61-1.78 (m, 2H), 1.42 (s, 9H), 1.08-1.13 (t, 3H).
LC-MS: rt = 1.95 mins (UPLC), m/z = 275.1 [M-'Bu]*

SEEC ¢ (R)-2- 2 -8-F-7- B -2,3- Z R MEBE FF [2,3-f1[1,4] & &I
-4(SH)-HEg =4k T B5(XXV-8)

[0297] R{E T HEF DK EFE L EYXXV-8 > LG
XXIV-8HE (L& YXXIV-1 - BEHEERS(.1 g 90%FE ) - ' HNMR
(CDCL3) §: 7.14-7.16 (d, 1H),4.75-4.79 (d, 1H), 4.25-4.33 (dd, 2H), 3.63-3.68 (m,
1H), 3.14-3.20 (m, 1H), 3.14-3.20 (m, 1H), 1.59-1.70 (m, 2H), 1.43 (s, 9H),
1.07-1.11 (t, 3H). LC-MS: rt = 1.24 mins (UPLC), m/z = 313.1 [M+H]"

SEE D (R)-2-Z.5-8-%.-2,3,4,5- TR L H[2,3-/1[1,4 ] FEF--7-B%
— B (XX VI-8)
[0298] #RiE 5 HED BREKHFH(E &Y XXVI-8 » L&Y

XXV-8HELEYWXXV-1 - BRI HEEARO0.70 g > 96%EF) - 'HNMR
5114 E 4 164 FEHHT®)
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(FHPE-dy) 8: 7.36 - 7.38 (m, 1H), 4.40 - 4.44 (m, 1H), 4.27 - 4.30 (m, 1H), 3.91 -
3.96 (m, 1H), 3.60 - 3.63 (m, 1H),3.35 - 3.41 (m, 1H), 1.69 - 1.76 (m, 2H), 1.11 -
1.16 (m, 3H). LC-MS: rt = 0.58 mins (UPLC), m/z = 213.1 [M+H]"

O

m
HO™ N7 \—NH

XXVI-9
FERA 1 (S)-1-(((6-3R-3-FMbnE-2-5) F A ) A ) N -2- B2 (XXIII-9)

[0299] #RIZFENEEBAREFH (LS XXIIL-9 » FH6-R2-3-F0t
0E Bl AU 6- - 3- L e FR R FO A () - 1- B B N -2- B AU XXTT-1 > 15
B 4T 5 B (22.6 g > 70%EER) » 'HNMR (DMSO-dg) §: 7.68-7.74 (m, 1H),
7.59-7.65 (m, 1H), 4.49 (d, J=4.4 Hz, 1H), 3.81 (d, J=3.7 Hz, 2H), 3.62-3.72 (m,
1H), 2.39-2.47 (m, 3H), 1.03 (d, J=6.4 Hz, 3H). LC-MS: rt = 0.31 mins (UPLC),
m/z =263.1/265.1 [M+H]*

BB 1 (S)-7-7R-2-FE-2,3- " @ LIEFHF[2,3-f1[ 1,41 R R IF-4(5H)-F &
=& THE(XXIV-9)

[0300] fR#E /7 ZEXEED KA (LS XXIV-9 - H{L&Y
XXII-9CE L& XXIT-1 > BF=EH(1.3 g0 4%EFK) - 'H NMR
(DMSO-dg) 5: 7.45 (d, J=8.3 Hz, 1H), 7.32 (d, J=8.3 Hz, 1H), 4.57-4.70 (m, 1H),
4.19-4.43 (m, 1H), 3.51-3.70 (m, 2H), 3.34 (s, 1H), 1.21-1.41 (m, 12H). LC-MS:
rt = 1.09 mins (UPLC), m/z = 345.1 [M+H]" :

FERC © (5)-7-RE-2-FHE:-2,3- “FMLLEFF[2,3-f1[1,4] A EE-4(5H)-
AR =4k T BE5(XXV-9)

[0301]) BB HXEFBEDAKHFHE L ESYWXXV-9 > HIEEY
XXIV-9EE S YXXIV-1> 15 F] K EE B (0.64 g 60% ) - 'HNMR
(DMSO-dg) 5: 11.19 (br. s., 1H), 7.21 (d, J=9.3 Hz, 1H), 6.24 (d, J=8.1 Hz, 1H),
4.42-4.55 (m, 1H), 4.24-4.41 (m, 1H), 3.88-4.09 (m, 1H), 3.69 (d, J=13.9 Hz, 1H),

5115 H - 3t 164 HEEHERE)

109104455 FH YR A0202 1093191287-0



1843806

3.40 (d, J=10.5 Hz, 1H), 1.35 (d, J=15.9 Hz, 9H), 1.20 (br. s., 3H). LC-MS: 1t =
0.67 mins (UPLC), m/z = 281.2 [M+H]"

SE D : (5)-2-FE-2,3,4,5-0RMEIEFF[2,3-/1[1, 418 KIF-7-8F - BBRE
B (XX VI-9)

[0302] #RiEFH = E PE E KEEHLEGY) XXVI-9 - HESY)
XXV-9 (R (L&) XX V-1 FEPREREFE0.45 g 92%FE) - HNMR
(DMSO-de) 5: 9.94 (br. s., 1H), 9.59 (br. s., 1H), 7.36 (d, J=9.0 Hz, 1H), 6.50 (d,
J=9.0 Hz, 1H), 4.30 (dd, J=14.4, 9.0 Hz, 1H), 4.04-4.18 (m, 2H), 3.52 (br. s., 1H),
3.13-3.27 (m, 1H), 1.33 (d, J=6.4 Hz, 3H). LC-MS: rt =0.21 mins (UPLC), m/z =
181.0 [M+H]

Io@
HO™ N \—NH
XXVI-10
FEEA ¢ 1-(((6-8-3-FILLE-2-5) A E) &) Z-2- B (XXIII-10)

[0303] tRIZ 7 FEFFEBARE (L&Y XXIT-10 - H2-FEEAN
-1-TEREXXII-1 B3 =EEfE(3.37 g 52%E ) - 'HNMR (DMSO-dg)
o: 7.81 (t, J=8.74 Hz, 1H), 7.50 (dd, J/=3.30, 8.62 Hz, 1H), 4.53 (t, J/=5.07 Hz, 1H),
3.82 (d, J=2.03 Hz, 2H), 3.46 (q, /=5.32 Hz, 2H), 2.61 (t,J=5.70 Hz, 2H), 2.19 (br.
s., IH). LC-MS: rt = 0.17 mins (UPLC), m/z = 205.3 [M+H]"

F BB ¢ 7-8-2,3- " K ABEF (2,3, 1LAIE R E-4SH)-FEE=40 T B
(XXIV-10)

[0304] tRIE T EZES BDAK (LS XXIV-10 - FH{E&Y)
XXII-10AE (L& XXI-1 > BEEEEOFEEQ2.09¢g 0 43%ER) - 'H
NMR (DMSO-dg) 8: 7.43 (d, J/=8.62 Hz, 1H), 7.31-7.36 (m, 1H), 4.63 (d, J=19.77
Hz, 2H), 4.25 (br. s., 2H), 3.74 (br. s., 2H), 1.13-1.48 (m, 9H). LC-MS: rt =0.97
mins (UPLC), m/z =229.2 (M-tBu)+) °

5 116 H - 3t 164 HEEHRE)
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HERC: T-REE-2,3- R ULIEH[2,3-f1[1, 4| B EIF-4(5H)-FHE =4 T B
(XXV-10)

[0305] fR{E T XEL BEDAK B FH (L&Y XXV-10 - L&Y
XXIV-100E L& XXIV-1 > SR EERE(1.16 g 63%ER) - 'H
NMR (DMSO-dg) &: 11.13 (br. s., 1H), 7.22 (d, J=9.3 Hz, 1H), 6.25 (d, J=9.0 Hz,
1H), 4.43 (br. s., 2H), 4.00 (br. s., 2H), 3.66 (br. s., 2H), 1.35 (d, J=15.4 Hz, 9H).
LC-MS: rt = 0.58 mins (UPLC), m/z = 267.2 [M+H]*

S EED ¢ 2,3,4,5- V0 & HLOE I (2,311 4] EEF-7-B2 > _ B
(XXVI-10)

[0306] fRIZEJFZE E FEE E KEFELLESY XXVI-10 - F{EEY)
XXV-10 {E &) XXV-1> 555 @ E5(1.03 g0 96%Z %) - ' HNMR
(DMSO-dg) 5: 6.96 (d, J=9.3 Hz, 1H), 6.10 (d, J=9.3 Hz, 1H), 3.99-4.19 (m, 5H),
3.55 (dt, J=4.5, 2.4 Hz, 2H), 2.90 (dt, J=4.5, 2.4 Hz, 2H). LC-MS: rt = 0.09 mins
(UPLC), m/z = 167.2 [M+H]*

\
O N o\g..
Ho/ENI:I\E Ho/(r\l:(/NH
XXVI-11-a XXVI-11-b
HEE AL 1-(((6-8-3-FMENE-2-5) B B e s )-2- A &L T -2- B2 (XXITII-11)
[0307]) tRIZJ; EEDS BB B (LS XXIIL-11 » F1-faks-2-
HE T -2-B 0 (L& WXXII-1 - BEIREEH(12 g0 83%ER) - 'HNMR
(CDCl3) o: 7.37-7.42 (t, 1H), 7.24-7.27 (dd, 1H), 5.20 (br. S, 2H), 4.03-4.03 (d,
2H), 2.57-2.76 (q, 2H), 1.46-1.59 (m, 2H), 1.17 (s, 3H), 0.85-0.98 (t, 3H).
LC-MS: rt = 0.72 mins (UPLC), m/z = 247.0 [M+H]"
FEE B 7-8-2-25-2-FE-2,3- | MEIEFF[2,3-11[1,418 FI-4(5H)-
FEE =4 T B5(XXIV-11)

5117 H - 3t 164 HEEHERAE)
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[0308] TR{EHFEFBECAKHE (L AGWXXIV-11 - L&Y
XXHI- 11L& XXIT-1 > {FEFFEHB.0 g 66%ER) - (L&)
XXTIV-118E[FREE(E R BECH -

FB C:2-ZE-7-RE-2-FE-2,3- | eI [2,3-f1[1,4] | 81T
-4(5H)-HEE =4k T B5(XXV-11)

[0309] TR HEXESBEDAHEELEMWXXV-11 > BLEY
XXIV-11{E (B & PXXIV-1 - BEEEEFE0.64 g 26%ER) - 'H
NMR (CDCl5) §: 7.18-7.24 (m, 1H), 6.39-6.43 (m, 1H), 4.59-4.63 (d, 1H),
4.36-4.40 (d, 1H), 3.64-3.83 (dd, 1H), 3.43-3.48 (d, 1H), 1.50-1.66 (m, 2H), 1.44
(s, 9H), 1.09-1.11 (d, 3H), 0.99-1.02 (t, 3H). LC-MS: rt = 0.92 mins (UPLC), m/z
=309.1 [M+H]" » (L& XXIV-1175fR{FMeOH » i #E H FH:HPLC
(Lux 5p @4t E-3 » AXIA)HCE-MeOHFRE AT 2K 77 B R (R S8
FRIE=EER 2 LEYXXIV-11-a (0.27 g - 2%)FE=EER L
& XXIV-11-b (0.265 g > 41%) -
(R)-2-Z,55-T7-$RE:-2-FA 5:-2,3- Z R MLBEF[2,3-f1[1,4] E EI¥--4(5H)-FF
B =45 T H5(XXIV-11-a)

[0310] 'H NMR (CDCly) §: 7.18-7.25 (m, 1H), 6.40-6.44 (m, 1H),
4.57-4.62 (m, 1H), 4.35-4.39 (d, 1H), 3.64-3.84 (dd, 1H), 3.42-3.48 (m, 1H),
1.50-1.67 (m, 2H),1.45 (s, 9H), 1.09-1.11 (m, 3H), 0.90-1.05 (t, 3H). LC-MS: rt =
0.98 mins (UPLC), m/z = 253.2 [(M-tBu)+H]*
(8)-2-ZF-7-RE:-2-F E-2,3- G MLBE F[2,3-f1[1,4] K & I¥-4(SH)-F

=4 TE(XXIV-11-b)

[0311] 'H NMR (CDCly) & 7.22-7.27 (m, 1H), 6.47-6.49 (d, 1H),
4.56-4.62 (m, 1H), 4.34-4.40 (m, 1H), 3.65-3.85 (dd, 1H), 3.44-3.49 (m, 1H),
1.54-1.67 (m, 2H),1.46 (s, 9H), 1.10-1.11 (m, 3H), 0.99-1.03 (t, 3H). LC-MS: rt =
0.98 mins (UPLC), m/z = 253.2 [(M-tBu)+H]

118 H - 3t 164 H(EHRE)

109104455 FH YR A0202 1093191287-0



1843806

109104455

BB D ¢ (R)-2-Z38-2-H5E-2,3,4,5- V0 G HL0E 3 [2,3-711,4146 EIF-7-
B —ESREEE(XXVI-11-2a)

[0312] #9577 FEEH BERME (LG YXXVI-11-a - L&Y
XXV-11-aftB (L& YXXV-1 - S8 E @FEEO0.173 g - 81%EF) - 'H
NMR (CD;OD) 6: 7.78 (d, J = 4.0 Hz, 1H), 6.96 (d, J = 4.0 Hz, 1H), 4.35 - 4.54
(m, 2H), 3.56 (s, 2H), 1.60 - 1.85 (m, 2H), 1.33 (s, 3H), 1.04 - 1.19 (m, 3H).
LC-MS: 1t = 0.54 mins (UPLC), m/z = 209.1 [M+H]"

(5)-2-Z #-2- A 25-2,3,4,5- O UL BE FE (2,31 LA EEIT-7-B -
BEEE(XXVI-11-b)

[0313] #8957 EEH BEA A (LS WXXVI-11-b » L&Y
XXV-11-b A (L& XXV-1 - GE O EEE©0.179 g - 81%EF) - 'H
NMR (CD;0D) 6: 7.88 (d, J = 4.0 Hz, 1H), 7.06 (d, J = 4.0 Hz, 1H), 4.45 - 4.58
(m, 2H), 3.57 (s, 2H),1.68 - 1.87 (m, 2H), 1.34 (s, 3H), 1.04 - 1.08 (m, 3H) .
LC-MS: 1t = 0.54 mins (UPLC), m/z = 209.1 [M+H]"

oJ;

| X

p

HO N NH
XXVI-12

HERA * 1-(6-1R-3-FME0E-2-58)-N-(2,4- ~ FH S AR H A B 2 (XXX)
[0314] 76-/R-3-wmALIEHEE(11.7 g > 57.6 mmol) » 58 L&
(3.30 mL > 57.6 mmol) fjl & (2,4- " HE R KX E)H{Z(10.6 g > 63.4
mmol)f£ ~ ZH (150 mL) o 25K - 5 SRR &V KOs F 24l
HERNN= 2B AMAEIN18.3 g - 86 mmol) - BERI/KIE > Al
R SYIAERT MR h o R EY)/ N0 A 8RN, COs 7 B H 2
ZEIPh 7 iR E - FIDCMZEHUKA > & fFA Y - FiNa,SOLHZ8E -
HE > RAEEE TR BIER - BB EEEMIAN00% S K E50%
EtOAC)RFHEEIRG4i b BRI E 2=l (LB XXX (12.6 g0 62%)

5119 H - 3t 164 HEEHERE)
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'"H NMR (DMSO-dg) &: 7.63-7.69 (m, 1H), 7.56-7.60 (m, 1H), 7.18 (d, J=8.3 Hz,
1H), 6.50 (d, J=2.4 Hz, 1H), 6.45 (dd, J=8.2, 2.3 Hz, 1H), 3.71-3.78 (m, 9H), 3.62
(s, 2H), 2.39 (br. s., IH). LC-MS: rt = 0.59 mins (UPLC), m/z = 355.1 [M+H]*
BB 1-((((6-72-3-FMnE-2- ) FE)2,4- _HEEXRFE BE)-H
)R T -1-FR(XXXI-1)

[0315] Kil-F5EER[2.3]Cke(0.66 g » 7.84 mmo) il EAL &Y
XXX (1.99 g » 5.60 mmol) {5 FHEZ(9 mL) R 7 751 i ik 2 R & P9 4160
CTEFE3 h o BB T &3 AR AR S A2 TRz DIR
fit 2385 U 2 (E S WXXXI-1 (2.3 ¢ 0 93%) - 'H NMR (DMSO-d) &:
7.58-7.68 (m, 2H), 7.30 (d, J=8.3 Hz, 1H), 6.46-6.49 (m, 1H), 6.45 (d, J=2.4 Hz,
1H), 4.84 (s, 1H), 3.78 (d, J=1.2 Hz, 2H), 3.74 (s, 3H), 3.70 (s, 3H), 3.68 (s, 2H),
2.63 (s, 2H), 1.73-1.90 (m, 4H), 1.42-1.57 (m, 1H), 1.08 (dt, J=10.6, 8.9 Hz, 1H).
LC-MS: rt = 0.78 mins (UPLC), m/z = 441.1 [M+H]*
FEBC:T-R-4-Qa4-_HEEFHE)-4,5-Z“F-IH-IE[B T bt
-1,2° D BEFE[2,3-/1[1,4 1 & EIE] (XXXII-1)

[0316] K60% = (L#H(0.314 g » 7.85 mmol)—XRMENIE LAIZE0
CHIESXXXI-1 (2.30 g » 5.24 mmol)fEN, N-_ FF E (20 mL)
th s RS - R R IERSYIERT MR 240 - R IEREEY)
FH,OZ %, » FHEtOAc (2x)Z<HY » A& 0F - REKZLE - H
Na,SO4HZ e » W88 K AL KR T 22878 H - F s E L ETA(100% 2
Be 2 100% EtOAc) B R M LU REE=C R ZELEY
XXXII-1(1.61 g > 73%) - 'HNMR (DMSO-dg) 8: 7.35-7.50 (m, 2H), 7.23 (d,
J=8.3 Hz, 1H), 6.57 (d, J=2.2 Hz, 1H), 6.52 (dd, J=8.3, 2.4 Hz, 1H), 3.77 (d, J=4.6
Hz, 6H), 3.67 (s, 4H), 2.91 (s, 2H), 1.88-2.03 (m, 4H), 1.75-1.87 (m, 1H), 1.51 (dt,
J=10.9, 8.7 Hz, 1H). LC-MS: rt = 0.72 mins (UPLC), m/z = 421.3 [M+H]*
FEBRD  4-Q4-“_HEEEHE)-4,5-"R-3IH-BR[FR T ke-1,2°-0LLg
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3#12,3-f1[1,4156 E1E]-7’ - B (X XXIII-1)

[0317) ¥Pd,(dba); (0.176 g » 0.192 mmol)FI'BuXPhos (0.326 g >
0.768 mmol) ~ FZEZ(LEXXXII-1 (1.610 g > 3.84 mmol)fE —IE{z
(15 mL)H 2 7 FI4E 7K (15 mL)§1 22 KOH(0.646 g » 11.52 mmo)i &
AN HF 2 100 mLEEHE - i S JECR &P AE N N A 100°C i #A18 h -
M RIEREY)ASEIZERT » (LR T B4 > FAHOM B IN HCIE K
MHZpHFEE £ ~6 - FJEtOAc 3x)ZHUKM - & fFHYZHIY) FI Nay SO,
Rzl o BB S AT T 2R AR - #5h SR B ERE(100% C e 2
100% 3 : 1 EtOAc-EtOH/BE)5m) i fH B 78 x4 L DATR it E s ta Bl RS
AEE Y XXXIII-1 (311.7 mg > 23%) - "HNMR (DMSO-dq) &: 11.06 (br. s.,
1H), 7.15-7.29 (m, 2H), 6.46-6.61 (m, 2H), 6.22 (d, J=9.0 Hz, 1H), 3.77 (d, J=2.7
Hz, 6H), 3.61 (s, 2H), 3.50 (s, 2H), 2.82 (s, 2H), 1.84-1.99 (m, 4H), 1.72-1.84 (m,
1H), 1.40-1.56 (m, 1H). LC-MS: rt = 0.55 mins (UPLC), m/z = 357.2 [M+H]"
FBRE : 4,5 -"&-3H- 18] T He-1,2°-HLBE F[2,3-f1[ 1,41 & & F]-7°-
B > —ESRGE(XXVI-12)

[0318) ¥ =& 23 mL)IIZE(E&XXXIII-1 (300 mg > 0.842
mmol)ilfi & i R G YI1E80C T Hn#2 h - R IER &Y 28l ZRTIAL
JKEE TORMERBICHC]; (2X)2L7# - KifH B R GBS 70 /5 {E EtOACKI6N
HCIZ [ > B F I8 » FIHOFIEtOACE MR » /B S & - RIKMAE
JBE T 25 5% o R R B RS A R AEMe OH A » {EIRER N 25 382X » i [ iR 0A
A (R B AIMeOH G » SHORIN — 28 - IR T 288 5B = B
MR EA DR EZEREERE 2 L&Y XXVI-12 (237 mg > 101%) -
'HNMR (FEfiE-d,) 8: 7.86 (d, J=9.3 Hz, 1H), 6.95 (d, J=9.3 Hz, 1H), 4.44 (s, 2H),
3.75 (s, 2H), 2.24-2.35 (m, 2H), 2.14-2.23 (m, 2H), 1.97-2.09 (m, 1H), 1.76-1.90
(m, 1H). LC-MS: rt = 0.30 mins (UPLC), m/z = 207.2 [M+H]"
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o
I
HO N NH
XXVI-13
FEEA 1 (R)-1-(((6-7R-3-FULIE-2- ) F &) 2 4- _HEEXFE)F
)-3,3- " HET-2-B(XXXI-2)

[0319] 1R#E7ECHEBREM(LEWXXXI-2 » F(R)-2-(=4k
TERELAB(EEY-EFER3ICKE > SREQaEEB 2 ta
#XXXI-2 (13.4 g 92%) - "HNMR (DMSO-dg) &: 7.58-7.70 (m, 2H), 7.21 (d,
J=8.3 Hz, 1H), 6.50 (d, J=2.4 Hz, 1H), 6.45 (dd, J=8.2, 2.3 Hz, 1H), 4.03 (d, J=2.0
Hz, 1H), 3.76-3.82 (m, 1H), 3.72 (d, J=13.2 Hz, 6H), 3.52-3.69 (m, 3H),
3.21-3.27 (m, 1H), 2.60 (dd, J=12.8, 2.8 Hz, 1H), 2.36 (dd, J=12.8, 9.9 Hz, 1H),
0.75 (s, 9H). LC-MS: rt = 0.78 mins (UPLC), m/z = 457.3 [M+H]*

HEEB : (R)-7-R-2-(Z8K T £)-4-2,4- _HEEAFHFE)-2,3,4,5-UG M
BEH[2,3-11[1,41 8 & (XX XII-2)

[0320] R T EGHECKEFH (L EYXXXIT-2 - HILE&EY
XXXI-2E (L& XXXI-1 58] 2= 0l 2 &Y XXXIT-2 (4.69 ¢
22%) » HA25%HEE&XXX1-2;55% - 'H NMR (DMSO-d¢) 5: 7.58-7.69
(m, 1H), 7.31-7.47 (m, 2H), 7.21 (d, J=8.3 Hz, 1H), 7.17 (d, J=8.3 Hz, 1H), 6.54
(d, J=2.2 Hz, 1H), 6.47-6.51 (m, 1H), 6.45 (dd, J=8.2, 2.3 Hz, 1H), 3.87 (s, 2H),
3.75 (d, J=5.4 Hz, 7TH), 3.71 (s, 2H), 3.63 (dd, J=8.4, 1.6 Hz, 1H), 3.56 (s, 2H),
3.05 (d, J=12.5 Hz, 1H), 2.85 (dd, J=13.7, 10.3 Hz, 1H), 2.60 (dd, J=12.7, 2.7 Hz,
1H), 2.37 (dd, J=12.8, 9.9 Hz, 1H), 0.96 (s, 9H), 0.75 (s, 4H). LC-MS: rt = 0.84
mins (UPLC), m/z = 437.3 [M+H]"

HERC : (R)-2-(Z8K T &)-4-(2,4-_HFEEXFE)-2,3,4,5- WS HLEF
[2,3-F1[1,41 8, E0E-7- B (XX XIII-2)
[0321] TREBHEGHEDREFH(LEYXXXIIL-2 - L&Y

5122 - 3t 164 HEEHERE)

109104455 FH YR A0202 1093191287-0



1843806

XXXII-2F & XXXII-1 » {3 25 aEE 2 b Y XXXIIT-2
(1.78 g » 45%) ° 'H NMR (HHfE-d,) §: 7.43 (d, J=9.5 Hz, 1H), 7.21 (d, J=8.1 Hz,
1H), 6.50-6.58 (m, 2H), 6.41 (d, J=9.5 Hz, 1H), 3.85-3.94 (m, 1H), 3.81 (s, 6H),
3.69 (d, J=2.0 Hz, 2H), 3.58 (dd, J=10.1, 1.3 Hz, 1H), 3.20 (d, J=13.9 Hz, 1H),
2.85(dd, J=14.1, 10.1 Hz, 1H), 1.00 (s, 9H). LC-MS: rt = 0.66 mins (UPLC), m/z
=377.3 [M+H]"

HEBD ¢ (R)-2-(Z4k T #)-2,3,4,5-TU G IEBE H-[2,3-11[1,4] & & 0E-7- B
(XXVI-13)

[0322] REHEGCHTBEKRMUELEWXXVI-13 > H{LEY
XXXII-2 (b &Y XXXII-1 > [F 8 2R AL EEE ZLEY
XXVI-13 (1.20g > 92%) - 'H NMR (FHfE-d,) 8: 7.83 (d, J=9.3 Hz, 1H), 6.96
(d, J=9.3 Hz, 1H), 4.58 (s, 2H), 3.96 (dd, J=11.0, 2.2 Hz, 1H), 3.81 (dd, J=13.4,
2.4 Hz, 1H), 3.60 (dd, J=13.4, 11.0 Hz, 1H), 1.13 (s, 9H). LC-MS: rt = 0.43 mins
(UPLC), m/z = 223.3 [M+H]*

BB

B 1 (R)-3-(1,4- = B & -1H- F ¥ [d][1,2,3] = % -5-
F)-3-(3-(((R)-2- Z % -7- & -2,3- & ML UE 7 [2,3-f1[1,4] & & ¥
-4(SH)-EB) &) -4-FEFEE)NEE

y
’N
N,
e}
F N, N
—N

HO B35

FB A (R)-3-(1,4- " HE-1H-FF[d][1,2,3] =M-5-F5)-3-(3-(((R)-2-
ZEE-T-RBE:-2,3- @M FF[2,3-f 11,41 EEIP-4(SH)-5) H &) -4-F &
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FE)WNEE ZB (XX VIII-1)

[0323]) ¥EakiBE&.(1.05 mL > 14.3 mmol) I % (L& XIV (2.64
g > 7.18 mmol){E “FEHGE(20 mL)H 7Rl I R S WI{ERT N8
FE4 ho AR IRUBR T 2K 58 A I 58 & 07 28098 (3x) - REER BRI VB B AT LB (20
mL)H o BHIRIXXVI-1(2.32 g > 10.06 mmol) ~ 22 — BN FH(6.27
mL > 35.9 mmol) » 3 R EYI{E60°C N R4S h - KK IEREY)
2B RT G AT R N ZE 38 VAR - R TR BRI B AL J e 2B - FZK(2x)
FORE 7K - F VR B SNRZ R - 1B 8 R (L R T 2R 38 VA - e TR BRYIIs AR
FEDCM A WU AL BY BB THIE SR AT Y 3l 36 il S FE A4 (S10,0 120g »
£)YA50%C4%-3 1 1 EtOAC/EtOHZ100% 3 : 1 EtOAC/EtOH (20 min)
BT R 2 B @R LG YXXVIIL-1 (3.70 g » 95%FER) «
NMR (DMSO-dg) &: 11.13 (br. s., 1H), 7.42-7.57 (m, 2H), 7.26 (d, J=9.1 Hz, 1H),
7.09-7.13 (m, 2H), 7.04-7.08 (m, 1H), 6.25 (d, J=9.1 Hz, 1H), 4.83 (t, J=8.0 Hz,
1H), 4.24 (s, 3H), 3.92 (q, J=7.1 Hz, 2H), 3.87 (d, J=14.7 Hz, 1H), 3.64-3.74 (m,
2H), 3.45-3.58 (m, 2H), 3.06-3.22 (m, 2H), 2.75 (s, 3H), 2.54-2.71 (m, 2H), 2.21
(s, 3H), 1.28-1.41 (m, 1H), 1.05-1.15 (m, 1H), 1.01 (t, J=7.1 Hz, 3H), 0.80 (t,
J=7.4 Hz, 3H). LC-MS: rt = 0.74 mins (UPLC), m/z = 544.2 [M+H]*
FEB : (R)-3-(1,4- ZHE-1H-EFF[d][1,2,3] =M-5-F)-3-(3-(((R)-2-
ZEs-T-RHE-2,3- | MLIEFE(2,3-1[1,4] 8 FE-4(SH)-E) FE)-4-F &
FE)NE

[0324]) ¥ NaOH 5MER(5.44 mL > 27.2 mmo) JIE (L&)
XXVIII-1 (3.70 g » 6.81 mmo){E£ L HEZE(30 mL)H 2 7% I s S VR &
YIHE60C THEFE24 h o (HZJERGY) 202 RTAIEJRKER T 2838 /AR -
KT 5 B B8 A R/ H,O0 (§920mL)HF » 2412 5°C » MIfEH6N HCLZ /&
RCE M KipHES R 22 pH 5-6 - K [EI#8 108 - FH,O%E0% » RALEZE THz

ELREEQEEE BB (3.21 g0 91%E) « 'HNMR (HfiE-d,) 8:
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7.52 (q, J=8.8 Hz, 2H), 7.45 (d, J=9.4 Hz, 1H), 7.14-7.23 (m, 3H), 6.48 (d, J=9.4
Hz, 1H), 4.96 (t, J=7.9 Hz, 1H), 4.30 (s, 3H), 4.08 (d, J=13.4 Hz, 1H), 3.83 (d,
J=4.8 Hz, 4H), 3.03-3.22 (m, 3H), 2.94 (br. s., 1H), 2.78 (s, 3H), 2.34 (s, 3H),
1.44-1.59 (m, 1H), 1.23-1.38 (m, 1H), 0.96 (t, J=7.4 Hz, 3H). LC-MS: rt = 0.62
mins (UPLC), m/z = 516.2 [M+H]*

[0325] 208 ESCRARS B M B 1Tk < A2 Fr A1 B EVE 32 TR R i
BOABEESE - EnERRd - B TR EY)

BHEB 2: (R)-3-(1,4-—FFE-1H-FK I [d]1[1,2,3] =M-5-F5)-3-(3-(((S)-7-
REL-2-RNH-2,3-Z GMEBEF (2,311,418 S IF-4(SH)- ) B 5)-4-F

EEE)NE
N
NN:@ OH
PP
—N
HO

LTty

BB A (R)-3-(1,4-ZHE-1H-FF[d][1,2,3] =1-5-K)-3-(3-(((5)-7-
RE-2-BRE-2,3-Z @M F 2,311,418 8 IP-4(SH)-B) FH &)-4-F
FEFL) N ZER(XXVIIT-4)

[0326] FRIETHFHERAKBFLEYXXVII-4 > XX V1-4-b
RE(LEWXXVI-1 > SEEEER©0.181 g » 68% &) - 'H NMR
(DMSO-d) 8: 7.45-7.59 (m, 2H), 7.24 (d, J=9.3 Hz, 1H), 7.03-7.14 (m, 3H), 6.25
(br. s., 1H), 4.80 (t, J=7.9 Hz, 1H), 4.24 (s, 3H), 3.65-3.96 (m, 4H), 3.44-3.57 (m,
3H), 3.13 (d, J=7.8 Hz, 2H), 2.59-2.77 (m, 5H), 2.21 (s, 3H), 1.41-1.53 (m, 1H),
1.00 (t, J=7.2 Hz, 3H), 0.65-0.88 (m, 6H). LCMS: rt = 1.16 mins (UPLC), m/z =
558.3 [M+H]*

FEE B¢ (R)-3-(1,4-ZHE-1H-FIF[d][1,2,3] =MH-5-F)-3-(3-((($)-7-
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RE-2-AWE-2,3- “E M FH (2,311,418 8 F-4(SH)-&) H &) -4-H
EFE)NK

[0327] RIFEFTZ FDER B RBFERS] 2 - A XXVII-4 {0F
(b4 XXVIII-1- 15 2% (5[ #%(0.057 g > 60%2Z %) - 'H NMR (DMSO-dy)
8: 11.63 (br. s., 2H), 7.44-7.57 (m, 2H), 7.25 (d, J=9.29 Hz, 1H), 7.09-7.15 (m,
1H), 7.07 (br. s., 2H), 6.24 (d, J=9.29 Hz, 1H), 4.78 (t, J=7.78 Hz, 1H), 4.24 (s,
3H), 3.66-3.90 (m, 2H), 3.44-3.57 (m, 3H), 3.04 (d, J=7.53 Hz, 2H), 2.60-2.76 (m,
S5H), 2.21 (s, 3H), 1.47 (dd, J=6.27, 12.80 Hz, 1H), 0.82 (d, J=6.78 Hz, 3H), 0.69
(d, J=6.78 Hz, 3H). LC-MS: rt = 0.950 mins (UPLC), m/z = 530.2 [M+H]*

B 3: (R)-3-1,4- = B & -1H- F ¥ [d][1,2,3] = & -5-
#)-3-3-((R)-7- A -2- RN & -2,3- Z & ML BE I [2,3-/1[1,4] & | F
-4(SH)-EB) &) -4-FEEE)NEE

EHE(I3
SEE A (R)-3-(1,4- " FE-1H-FH[d][1,2,3] = HE-5-5)-3-(3-((R)-7-
RRE-2- BN E-2,3- @ HEBEF[2,3-f1[1,4] & E P-4 (5 H)- ) B k) -4-
HEE) A Z B (XXVIII-5)

[0328]) #R{EHEFHEAKBFE(LESYXXVIIL-5 > XXV1-4-a
RELESYXXVI-1 » BF 5 @EE0.104 g > 70%7EFR) - 'H NMR
(DMSO-dg) o: 11.30 (br. s., 1H), 7.40-7.57 (m, 2H), 7.24 (d, J=9.3 Hz, 1H),
7.03-7.15 (m, 3H), 6.24 (br. s., 1H), 4.82 (t, J=8.0 Hz, 1H), 4.23 (s, 3H), 3.92 (q,
J=7.0 Hz, 2H), 3.86 (d, J=14.8 Hz, 1H), 3.69 (d, J=14.8 Hz, 1H), 3.44-3.57 (m,
3H), 3.08-3.16 (m, 2H), 2.73 (s, 3H), 2.65 (br. s., 2H), 2.21 (s, 3H), 1.37 (d, J=6.5
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Hz, 1H), 1.00 (t, J=7.0 Hz, 3H), 0.78 (d, J=6.5 Hz, 3H), 0.66 (d, J=6.8 Hz, 3H).
LC-MS: 1t = 1.14 mins (UPLC), m/z = 558.2 [M+H]"*
S B (R)-3-(1,4-ZRE-1H-F31[d][1,2,3] =M-5-F)-3-(3-((R)-7-
RE-2-BNE-2,3-Z G F 12,311,418 8 IP-4(SH)-B) H E)-4-H
X)W

[0329] RIFEFZ FDER B RBFERS] 3 - A XXVII-5 {0
{E&Y) XXVIII-1- 553 (4[5 #2(0.054 g 54%7 %) - 'H NMR (DMSO-dy)
8: 11.66 (br. s., 2H), 7.39-7.57 (m, 2H), 7.24 (d, J=9.3 Hz, 1H), 7.03-7.14 (m, 3H),
6.24 (d, J=9.3 Hz, 1H), 4.80 (t, J=7.9 Hz, 1H), 4.23 (s, 3H), 3.64-3.90 (m, 2H),
3.44-3.57 (m, 3H), 3.03 (t, J=7.2 Hz, 2H), 2.73 (s, 3H), 2.65 (br. s., 2H), 2.22 (s,
3H), 1.29-1.41 (m, 1H), 0.78 (d, J=6.8 Hz, 3H), 0.65 (d, J=6.5 Hz, 3H). LC-MS:
rt = 0.877 mins (UPLC), m/z = 504.2 [M+H]*

BHH 4 (RB)-3-(1,4- = B K -1H- F F [d][1,2,3] = % -5-
£ )-3-(3-((R)-7- R & -2- FF £ -2,3- = & Wk BE 3 [2,3-1[1,4] & & W
-4(SH)-E:) A )-4-FE R E) g

\

N
)
N,
N
)

Q
—N
Ho Ehela
HEBE A ¢ (R)-3-(1,4- I E-1H-FEH[d][1,2,3] = BE-5-55)-3-(3-(((R)-7-
PR 2-FEL-2,3- “SILBE I [2,3-11[1,41 8 EIE-4(5H) -5 5L -4-Fi &
EE) R Z B (XXVII-6)

[0330) #RiEH EFHEEAKRBLE (LS YXXVIIL-6 > FAXXV1-3(%
BALSYXXVI-1 » BEEBEME (0.196 g > 100%7E %) - 'H NMR
(DMSO-dg) 6: 7.47-7.58 (m, 2H), 7.26 (d, J=9.4 Hz, 1H), 7.15 (s, 1H), 7.03-7.11
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(m, 2H), 6.24 (d, J=7.6 Hz, 1H), 4.83 (1, ]=8.0 Hz, 1H), 4.24 (s, 3H), 3.96-4.08 (m,
1H), 3.93 (g, J=7.1 Hz, 2H), 3.86 (d, J=14.7 Hz, 1H), 3.68 (d, J=14.7 Hz, 1H),
3.52 (s, 2H), 3.15 (dd, J=8.0, 3.4 Hz, 2H), 2.75 (s, 3H), 2.55-2.73 (m, 2H), 2.20 (s,
3H), 0.98-1.05 (m, 6H). LC-MS: rt = 0.69 mins (UPLC), m/z = 530.2 [M+H]"
S B (R)-3-(1,4-ZRE-1H-F31[d][1,2,3] =M-5-F)-3-(3-((R)-7-
REE-2-HE-2,3-Z @M H (2,3 /11 41E8IP-4(5H)-B) F E)-4-FE
FE)NE

[0331] RIFEFZ FDER B RBFHERCS] 4 - A XXVII-6 {0
{b&%) XXVIII-1 > B2F5 @5 (0.136 g > 95%E ) - 'HNMR (DMSO-dy)
8: 11.65 (br. s., 1H), 7.53-7.57 (m, 1H), 7.45-7.49 (m, 1H), 7.27 (d, J=9.4 Hz, 1H),
7.14 (s, 1H), 7.03-7.11 (m, 2H), 6.25 (d, J=9.1 Hz, 1H), 4.81 (t, J=7.9 Hz, 1H),
4.24 (s, 3H), 3.96-4.06 (m, 1H), 3.87 (d, J=15.0 Hz, 1H), 3.67 (d, J=14.7 Hz, 1H),
3.53 (s, 2H), 3.18 (s, 2H), 2.97-3.13 (m, 2H), 2.74 (s, 3H), 2.66-2.73 (m, 1H), 2.60
(dd, J=14.2, 9.4 Hz, 1H), 2.20 (s, 3H), 1.02 (d, J=6.3 Hz, 3H). LC-MS: rt = 0.57
mins (UPLC), m/z = 502.2 [M+H]"

BHH S : (R)-3-(1,4-ZHE-1H-FIF[d][1,2,3] =1-5-F)-3-(3-((7-£
Fe-2,2-ZHE-2,3- T @M F[2,3-1[ 1,41 | EIF-4(SH)-5) FH £)-4-H
EEE)NE

BHES

FBE A (R)-3-(1,4- " HE-1H-KFF[d][1,2,3] =M-5-F5)-3-(3-((7- R E
-2,2- " E-2,3- R EEH[2,3-f1[ 1,41/ B IF-4(SH)-B) &) -4-F &
FE)NEE ZER(XXVIIT-12)
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[0332] #RIETEFDERAKEFH(EEPXXVIIT-12 > FXXVI1-5
RELEWXXVI-1 > FEZEEM©0.152 g - 100% Z ) - 'H NMR
(DMSO-dg) 8: 7.49-7.55 (m, 1H), 7.41-7.46 (m, 1H), 7.04-7.17 (m, 4H), 6.24 (br.
s., 1H), 4.83 (t, J=8.0 Hz, 1H), 4.23 (s, 3H), 3.93 (g, J=7.1 Hz, 2H), 3.53 (d, J=6.6
Hz, 4H), 3.15 (dd, J=10.0, 8.2 Hz, 2H), 2.71 (s, 3H), 2.21 (s, 3H), 0.93-1.05 (m,
9H). LC-MS: rt = 0.81 mins (UPLC), m/z = 544.3 [M+H]"

S B (R)-3-(14-ZHE-1H-Z31[d][1,2,3] =M-5-K)-3-(3-((7-BE
-2,2-ZHE-2,3- T @ MEBE I [2,3-f1[1, 41 R F -4 (SH)-B) B EL)-4-F &
FE)NEE

[0333] #RIZEF5 % FAUER B ARKEFEHPE] 5 - A XXVIIL-12 (&
E&Y) XXVII-1 > JEEE @ E 8 0.140 g > 76%E %) - 'H NMR
(DMSO-dg) &: 11.58 (br. s., 2H), 7.50-7.54 (m, 1H), 7.42 (d, J=8.6 Hz, 1H),
7.04-7.16 (m, 4H), 6.24 (d, J=9.1 Hz, 1H), 4.81 (t, J=7.9 Hz, 1H), 4.23 (s, 3H),
3.53 (d, J=6.8 Hz, 4H), 3.35 (br. s., 2H), 2.93-3.14 (m, 2H), 2.71 (s, 3H), 2.21 (s,
3H), 0.97 (d, J=13.2 Hz, 6H). LC-MS: rt = 0.66 mins (UPLC), m/z = 516.4
[M+H]*

BHBY 6: (R)-3-(1,4-_HE-1H-FKF[d]1[1,2,3] =M-5-5)-3-(3-(((S)-7-
RE-2-( =& FE)-2,3- Z G ML IE F[2,3-/1[1,41 & F ' -4(5SH)- &) H
#)-4-HEEF) AR

FB A (R)-3-(1,4-Z"HE-1H-KF[d][1,2,3] =M-5-55)-3-(3-(((S)-7-
RE-2-(Z & FE)-2,3- & MEIE F [2,3-/1[1L41 &K F P -4(5H)-F) H

5129 H - 3t 164 HEEHERE)
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& )-4-FEFE )N LB (XX VIII-16)

[0334] #RIETT 2 F08 ARBEF (L) XXVIIT-16> F XXV1-6
B EY XXVI-1- 1325 EH(0.159 g 83 % E ) 'H NMR (DMSO-dy)
§: 11.32 (br. s., 1H), 7.51-7.59 (m, 2H), 7.39 (d, J=9.1 Hz, 1H), 7.28 (s, 1H),
7.03-7.14 (m, 2H), 6.34 (br. s., 1H), 4.77-4.90 (m, 2H), 4.24 (s, 3H), 4.04-4.13 (m,
1H), 3.91 (g, J=7.1 Hz, 2H), 3.79 (d, J=15.2 Hz, 1H), 3.51-3.65 (m, 2H),
3.05-3.22 (m, 2H), 2.95 (br. s., 2H), 2.74 (s, 3H), 2.22 (s, 3H), 1.00 (¢, J=7.1 Hz,
3H). LC-MS: rt = 1.06 mins (UPLC), m/z = 584.4 [M+H]"

SE B (R)-3-(1,4-Z“HE-1H-F3F[d][1,2,3] =H-5-F)-3-(3-(((5)-7-
RE-2-(Z8 FE)-2,3- Z G M5 H (2,311, 41 & 8 ¥ -4(5H)- £ ) BB
£)-4-FEEXE)NK

[0335] fRIZTZEFDEEBAREAEGEI6 > AXXVIII-16{CE L
EYXXVII-1 - 55 H @EE0.072 g 49%7 %) - 'HNMR (DMSO-dy)
§: 11.80 (br. s., 2H), 7.53 (q, J=8.79 Hz, 2H), 7.38 (d, J=9.38 Hz, 1H), 7.27 (s,
1H), 7.03-7.12 (m, 2H), 6.33 (d, J=9.38 Hz, 1H), 4.72-4.92 (m, 2H), 4.24 (s, 3H),
4.06 (d, J=15.21 Hz, 1H), 3.78 (d, J=14.95 Hz, 1H), 3.52-3.64 (m, 2H), 2.92-3.10
(m, 4H), 2.73 (s, 3H), 2.22 (s, 3H). LC-MS: rt = 0.94 mins (UPLC), m/z = 556.4
[M+H]*

BHEBI7: (R)-3-(1,4-_HE-1H-FF[d]1[1,2,3] =M-5-55)-3-(3-(((S)-2-
ZF-T-58H-2,3- Z | MEBE (2,311, 41EFIF-4(SH)-2) F &) -4-F &
FEWE

BHEGI7
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SEE A (R)-3-(1,4-ZHE-1H-F3 [d][1,2,3] =H4-5-%)-3-(3-(((5)-2-
ZE-T-H-2,3- @ MIEFE[2,3 711,418 EIE-4(5H)-B) F E)-4- A
FE) R 2.8 (XX VIII-18)

[0336] #R{EHZEFSEAKEF(ESYXXVII-18 » FIXXV1-2
RE(EEWXXVI-1 > BFEEHE (0.250 g » 84%FE %K) - 'H NMR
(DMSO-dg) 6: 7.53-7.57 (m, 1H), 7.47-7.52 (m, 1H), 7.25 (d, J=9.1 Hz, 1H),
7.03-7.13 (m, 3H), 6.24 (br. s., 1H), 4.81 (t, J=8.0 Hz, 1H), 4.24 (s, 3H), 3.92 (q,
J=7.1Hz,2H), 3.86 (d, J=14.7 Hz, 1H), 3.68 (d, J=13.7 Hz, 2H), 3.51 (d, J=4.3 Hz,
2H), 3.43-3.48 (m, 1H), 3.14 (d, J=7.9 Hz, 2H), 2.71 (s, 3H), 2.68 (s, 2H), 2.20 (s,
3H), 1.35 (br. s., 1H), 1.25 (br. s., 1H), 1.01 (t, J=7.1 Hz, 3H), 0.85 (t, J=5.8 Hz,
3H). LC-MS: rt = 0.75 mins (UPLC), m/z = 544.5 [M+H]"

S B (R)-3-(1,4-ZHE-1H-FF[d][1,2,3] =H-5-%)-3-(3-(((5)-2-
ZE-T- B E-2,3- “ G I F 2,311,418 8 IF-4(5H)- 2 ) &) -4- A
EEINE

[0337) #R#E 5 FH 8 B KB EHEH] 7 0 A XXVIII-18 (L&
{E&Y XXVII-1 > BE & EE S 0.182 g » 77%ER) - 'H NMR
(DMSO-dg) 6: 11.77 (br. s., 2H), 7.54 (d, J=8.62 Hz, 1H), 7.47 (d, /=8.87 Hz, 1H),
7.25 (d, J=9.38 Hz, 1H), 6.96-7.13 (m, 3H), 6.24 (d, /=9.12 Hz, 1H), 4.79 (t,
J=7.86 Hz, 1H), 4.23 (s, 3H), 3.79-3.87 (m, 1H), 3.60-3.73 (m, 2H), 3.41-3.58 (m,
2H), 2.92-3.10 (m, 2H), 2.71 (s, 3H), 2.54-2.70 (m, 2H), 2.20 (s, 3H), 1.30-1.45
(m, 1H), 1.10-1.21 (m, 1H), 0.82-0.92 (m, 3H). LC-MS: rt = 0.62 mins (UPLC),
m/z =516.5 [M+H]*

BB 8: (5)-3-(1,4-_HE-1H-FF[d][1,2,3] =M-5-F5)-3-(3-(((R)-7-
RE-2-BAE-2,3- gL I (2,311,418 R F-4(SH)-B) F &) -4-F
X)W
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Y
,N
NI o
el
7NN
=N

Ho A
B A (5)-3-(1L4-Z“HE-1H-F I [d][1,2,3] =M-5-F)-3-(3-(((R)-7-
RE-2-ERE-2,3- “@UHEF[2,3-f1[1,4] K & I¥-4(5H)-BE)F E)-4-H
HEHEE)N B (XXVII-9)

[0338] #RIZFEFTEEAKREFH (LS XXVIIL-9 » AXVIIIE
{EEPXIVAHXXVI-4-af{F (L&Y XXVI-1 2 H E[E48(0.263 g
92% 7 %) » "H NMR (DMSO-dg) 8: 7.51-7.56 (m, 1H), 7.43-7.49 (m, 1H), 7.23
(d, J=9.1 Hz, 1H), 7.08-7.13 (m, 1H), 7.02-7.08 (m, 2H), 6.14-6.33 (m, 1H), 4.80
(t, J=7.9 Hz, 1H), 4.16-4.28 (m, 3H), 3.85 (d, J=15.0 Hz, 1H), 3.69 (d, J=14.7 Hz,
1H), 3.43-3.56 (m, 6H), 3.14 (d, J=8.1 Hz, 2H), 2.59-2.74 (m, 5H), 2.13-2.26 (m,
3H), 1.39-1.53 (m, 1H), 0.82 (d, J=6.8 Hz, 3H), 0.69 (d, J=6.6 Hz, 3H). LC-MS:
rt = 0.76 mins (UPLC), m/z = 544.5 [M+H]"

S B (5)-3-(1,4-ZHE-1H-FIF[d][1,2,3] =M-5-F)-3-(3-(((R)-7-
RE-2-ERE-2,3- ZRUHBEFE[2,3-f1[1,4] K EI¥-4(5H)-E) H E)-4-H
ERE)NEE

[0339] fRIZETZE FABR B KB E P 8 » A XXVIIL-9 &
{E&Y XXVII-1 > SF B EERS0.178 g 66%ER) - 'H NMR
(DMSO-d) 5: 11.56-11.84 (m, 2H), 7.53 (d, J=8.6 Hz, 1H), 7.45 (d, J=8.6 Hz,
1H), 7.23 (d, J=9.1 Hz, 1H), 7.10 (dd, J=7.9, 1.8 Hz, 1H), 7.02-7.07 (m, 2H), 6.23
(d, J=9.1 Hz, 1H), 4.78 (t, J=7.9 Hz, 1H), 4.17-4.29 (m, 3H), 3.84 (d, J=14.7 Hz,
1H), 3.68 (d, J=14.7 Hz, 1H), 3.41-3.55 (m, 3H), 2.94-3.09 (m, 2H), 2.59-2.77 (m,
5H), 2.13-2.27 (m, 3H), 1.40-1.54 (m, 1H), 0.82 (d, J=6.6 Hz, 3H), 0.70 (d, J=6.8
Hz, 3H). LC-MS: = 0.68 mins (UPLC), m/z = 530.5 [M+H]"
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BHEBY 9:(S)-3-(1,4- " HE-1H-FF[d]1[1,2,3] =M-5-55)-3-(3-(((S)-7-
RE:-2-RNE-2,3- T G MEBEF (2,311,418 8- (SH)-E) B E)-4-F
EEFE)NEE

A
L on
%\ O
e
—n
He DI

FE AL (S)-3-(1,4-ZHE-1H-FH[d][1,2,3] =M-5-F)-3-(3-(((S)-7-
RE-2-RAE-2,3- " GMENEFF[2,3-/1[1,41 8 FF-4(SH)-B) F 5)-4-F
EHEF) A AR (XXVII-10)

[0340] #RIETEFFEAKE FLEYXXVIIL-10 - FXVIIIf
EEEVXIVAIAXXVI-4-bEF (L&Y XXVI-1 > {F2]H GE#2(0.267
g7 90% 7 %) - 'H NMR (DMSO-ds) 8: 7.52 (d, J=8.6 Hz, 1H), 7.41 (d, J=8.9 Hz,
1H), 7.23 (d, J=9.4 Hz, 1H), 7.09-7.15 (m, 1H), 7.02-7.08 (m, 2H), 6.10-6.36 (m,
1H), 4.82 (t, J=7.9 Hz, 1H), 4.16-4.29 (m, 3H), 3.85 (d, J=14.7 Hz, 1H), 3.68 (br d,
J=15.2 Hz, 1H), 3.42-3.57 (m, 6H), 3.06-3.21 (m, 2H), 2.73 (s, 3H), 2.57-2.69 (m,
2H), 2.13-2.28 (m, 3H), 1.29-1.43(m, 1H), 0.77 (br d, J=6.6 Hz, 3H), 0.65 (br d,
J=6.6 Hz, 3H). LC-MS: rt = 0.74 mins (UPLC), m/z = 544.5 [M+H]"

FE B 1 (5)-3-(1,4- B E-1H-FH[d][1,2,3] =P&-5-F)-3-(3-(((S)-7-
RE:-2-RENE-2,3-ZGMEEFH[2,3-/1[1,4]1 K FMF--4(5SH)-F) F E)-4-F
ERXE)NR

[0341] RIZTZE F20 8% B KB B EHEHT 9 > A XXVIIL-10
(L&) XXVI-1- B2 F748 . EHS(0.198 g 72%/% %)« 'H NMR (DMSO-d)
5: 11.53-11.92 (m, 2H), 7.52 (d, J=8.6 Hz, 1H), 7.40 (d, J=8.6 Hz, 1H), 7.23 (d,
J=9.1 Hz, 1H), 7.08-7.13 (m, 1H), 7.02-7.07 (m, 2H), 6.23 (d, J=9.1 Hz, 1H), 4.79
(t, I=7.9 Hz, 1H), 4.22 (s, 3H), 3.85 (d, J=14.7 Hz, 1H), 3.68 (d, J=15.0 Hz, 1H),

55133 F > £k 164 HEFHHRAD)
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3.42-3.57 (m, 3H), 2.93-3.07 (m, 2H), 2.72 (s, 3H), 2.59-2.69 (m, 2H), 2.21 (s,
3H), 1.29-1.43 (m, 1H), 0.77 (d, J=6.6 Hz, 3H), 0.65 (d, J=6.8 Hz, 3H). LC-MS:
rt = 0.67 mins (UPLC), m/z = 530.5 [M+H]"

"W B 10 @ (5)-3-(1,4- = B £ -1H- X Ff [d]1[1,2,3] = % -5-
£ )-3-(3-((R)-2- Z % -7- W& -2,3- = & Mk 0E F [2,3-f1[1,4] & & ¥
-4(SH)-EB) &) -4-FERXE) N EE

\

_N:: O OH
, 0
D3
W
EhEF10
FEE AL (5)-3-(1,4-ZHRE-1H-FF[d]1[1,2,3] =-5-F)-3-(3-(((R)-2-
-7 EE-2,3- @ MEE FF[2,3-/1[1, 41 E | E-4(5H)- B ) & )-4-F B
FE)NEFE(XXVIII-11)

[0342] RIZEFFBRARKE FHLEYXXVIIL-11 - fFXVIII

ELEYXIVIAEXX VI (EEYXXVI-1 > - BE 5 EHIHR0.150
2>95% 7 %) 'H NMR (DMSO-dg) §: 7.47-7.58 (m, 2H), 7.26 (d, J=9.1 Hz, 1H),
7.03-7.13 (m, 3H), 6.25 (br. s., 1H), 4.81 (t, J=7.9 Hz, 1H), 4.24 (s, 3H), 3.87 (d,
J=14.7 Hz, 1H), 3.69 (d, J=14.4 Hz, 2H), 3.51 (d, J=4.8 Hz, 2H), 3.48 (s, 3H),
3.34 (s, 1H), 3.17 (d, J=8.1 Hz, 2H), 2.72 (s, 3H), 2.54-2.69 (m, 2H), 2.47 (d,
J=1.8 Hz, 1H), 2.21 (s, 3H), 1.35 (dd, J=14.6, 7.2 Hz, 1H), 1.12 (br. s., 1H), 0.85 (t,
J=7.2 Hz, 3H). LC-MS: rt = 0.71 mins (UPLC), m/z = 530.3 [M+H]"
HEE B 1 (5)-3-(1,4-Z"HE-1H-FFH[d][1,2,3] =M-5-F)-3-(3-(((R)-2-
ZE-T-RH-2,3- " K MEEFE[2,3-f1[ 1,41 E R IF-4(SH)-B) F &)-4-F &
FEWE

[0343] RIZHEFF BB A E (10 - AXXVIIT-11{CEE
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SYXXVIII-1 > B3] 5 & [E50.091 g 0 61 %E ) o 'HNMR (DMSO-dg)
0: 11.63 (br.s., 2H), 7.46-7.58 (m, 2H), 7.26 (d, J=9.1 Hz, 1H), 7.03-7.14 (m, 3H),
6.25 (d, J=9.4 Hz, 1H), 4.79 (t, J=7.9 Hz, 1H), 4.24 (s, 3H), 3.86 (d, J=15.0 Hz,
1H), 3.69 (d, J=14.4 Hz, 2H), 3.45-3.57 (m, 2H), 3.05 (dd, J=7.7, 2.9 Hz, 2H),
2.72 (s, 3H), 2.54-2.70 (m, 2H), 2.47 (d, J=1.8 Hz, 1H), 2.21 (s, 3H), 1.29-1.43 (m,
1H), 1.12 (ddd, J=13.9, 7.4, 4.3 Hz, 1H), 0.85 (t, J=7.4 Hz, 3H). LC-MS: rt=0.63
mins (UPLC), m/z = 516.2 [M+H]"

BHEA 11 : (S)-3-(1,4-Z B F-1H-FIF[d][1,2,3] =M-5-%)-3-(3-((7-
RREE-2,2- " FFL-2,3-Z G MEBEFF[2,3-f1[ 1,4 EEIE-4(SH)-5) FH 5 )-4-
REFRE)NE

HO SR

FEE A (S)-3-(1,4-ZHE-1H-FIH[d][1,2,3] =Mk-5-F)-3-(3-((7-RE:
-2,2- " HEL-2,3- “ G MEBE FE[2,3-f1[1,41 F EIF-4(5H)-E) F E)-4-FA &
FE)-WE B (XX VIII-13)

[0344] RIBJTZE F A8 A KEFH (L&Y XXVIIT-13 » f] XVIII
RBELEY XIV A1 A XXV1-5 {E L&Y XXVI-1- 15215 8H(0.202
g > 100%E =) - 'HNMR (DMSO-dg) §: 7.49-7.55 (m, 1H), 7.40-7.45 (m, 1H),
7.04-7.16 (m, 4H), 6.24 (br. s., 1H), 4.84 (1, J=7.9 Hz, 1H), 4.23 (s, 3H), 3.53 (d,
J=7.4 Hz, 4H), 3.48 (s, 3H), 3.29-3.33 (m, 1H), 3.10-3.25 (m, 2H), 2.71 (s, 3H),
2.54 (s, 1H), 2.21 (s, 3H), 1.25 (br. s., 1H), 0.97 (d, J=11.4 Hz, 6H). LC-MS: rt =
0.76 mins (UPLC), m/z = 530.3 [M+H]"

BB : (5)-3-(1,4-ZHE-1H-FIH[d][1,2,3] =Mk-5-F)-3-(3-((7- &

55135 H > £ 164 HEFHHRAD)
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-2,2- "B E-2 3- T E IIEF[2,3-/1[1, 4| R EIP-4(SH)-B) FE)-4-F 5
EEI)NEE

[0345] #R#EHE F LS8 B ARBEEHENE 11 - F XXVIII-13
BLEY XXVII-1 > B2E5 @ ERE0.165 g 86%ZE%) - 'H NMR
(DMSO-de) o: 11.61 (br. s., 2H), 7.49-7.54 (m, 1H), 7.42 (d, J=8.6 Hz, 1H),
7.03-7.16 (m, 4H), 6.24 (d, J=9.4 Hz, 1H), 4.81 (t, J=7.9 Hz, 1H), 4.23 (s, 3H),
3.53(d, J=6.8 Hz, 4H), 2.97-3.14 (m, 2H), 2.71 (s, 3H), 2.54 (s, 2H), 2.21 (s, 3H),
0.97 (d, J=13.2 Hz, 6H). LC-MS: rt = 0.67 mins (UPLC), m/z = 516.4 [M+H]"

B A 12 : (S)-3-(1,4- = B E -1H- ¥ 3 [d][1,2,3] = & -5-
2 )-3-(3-(((8)-2- Z & -7- & -2,3- — & M BE 3F [2,3-f1[1,4] & & T
-4(5H)-5s) B E)-4- F AT E) AR

Y
,N
N‘i\l OH
o 0)°
72 N
—N

"o N2

SBE A (5)-3-(1,4-ZHE-1H- K [d][1,2,3] =H-5-F)-3-(3-(((S)-2-
ZEe-T-F-2,3- “ G MEBEF[2,3/1[1,4| S EVF-4(SH)-F) FE)-4-F E
FE )N B (XXVIII-19)

[0346] FRIE T EFF AR B (LEYXXVIIL-19 > FXVIIIH
ZLE?XIV > MAXXVI-2{UE(EEPXXVI-1 - F 2R %0.300
g 80%ZE %) - 'H NMR (DMSO-dy) §: 7.54 (d, J=8.6 Hz, 1H), 7.44 (d, J=8.6 Hz,
1H), 7.25 (d,J=9.1 Hz, 1H), 7.03-7.15 (m, 3H), 6.24 (br. 5., 1H), 4.83 (t, J=8.0 Hz,
1H), 4.23 (s, 3H), 3.86 (d, J=14.7 Hz, 1H), 3.63-3.74 (m, 2H), 3.40-3.57 (m, SH),
3.31 (s, 1H), 3.16 (t, J=7.6 Hz, 2H), 2.74 (s, 3H), 2.54-2.69 (m, 2H), 2.21 (s, 3H),
1.33 (dd, J=14.1, 7.0 Hz, 1H), 0.79 (t, J=7.2 Hz, 3H). LC-MS: rt = 0.70 mins

55136 H > £ 164 HEFHHRAD)
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(UPLC), m/z = 530.6 [M+H]*
FB B (5)-3-(1,4-—HE-1H-FIH[d][1,2,3] =1-5-F)-3-(3-(((5)-2-
ZE-T-RE-2,3- | MEBEFH[2,3-f1[1, 418 8 IF-4(5H)-F ) 5 )-4-FF &
TE)NE

[0347] BT EFPEEBAREFHE G112 - FHXXVIII-19{0E 1L
SWXXVIIL-1- B3] 8 6 E 8 (0.152 g 56 %7 %) - 'H NMR (DMSO-ds)
5:11.65 (br. s., 2H), 7.54 (d, J=8.62 Hz, 1H), 7.43 (d, J=8.62 Hz, 1H), 7.25
(d, J=9.12 Hz, 1H), 7.00-7.14 (m, 3H), 6.24 (d, J=9.38 Hz, 1H), 4.80 (,
J=7.73 Hz, 1H), 4.23 (s, 3H), 3.86 (d, J=14.70 Hz, 1H), 3.67 (d, J=14.45
Hz, 2H), 3.43-3.57 (m, 2H), 2.95-3.11 (m, 2H), 2.73 (s, 3H), 2.57-2.70 (m,
2H), 2.21 (s, 3H), 1.27-1.40 (m, J=7.20, 14.60 Hz, 1H), 1.04-1.13 (m, 1H),
0.74-0.83 (m, 3H). LC-MS: rt = 0.63 mins (UPLC), m/z = 516.5 [M+H]*

BB 13 ¢ (S)-3-(1,4- = H E -1H- F 3f [d1[1,2,3] = % -5-
A )-3-(3-((R)-2- Z & -7- KA -2,3- — & U B& 3¢ [2,3-1[1,4] & & F
-4(5H)-5:) L EL)-4- FH B AL -2 Z-ZEF'%W@

2
e
£HfA13
SEBE A (5)-3-(1,4-ZHE-1H-FH([d][1,2,3] =1-5-F)-3-(3-((R)-2-
ZE-T-8H-2,3- “FMEREF[2,3/1[1,4| R EF-4(SH)-F) HE)-4-H E
*E)-2,2- “ HENE A RE(XXVIII-2)
[0348] FRIZETHFLERAKBFLEYXXVII-2 > AXXAE(E
EYXIV - B35 684 (0.187 g 63%7E %)  '"H NMR (DMSO-dg) &: 11.40
(s, 1H), 7.61-7.67 (m, 1H), 7.54-7.59 (m, 1H), 7.26 (d, J=9.0 Hz, 1H), 7.01-7.15

55137 H - 3t 164 HEEHERE)
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(m, 3H), 6.24 (br. s., 1H), 4.73 (s, 1H), 4.25 (s, 3H), 3.88 (d, J=14.8 Hz, 1H),
3.59-3.76 (m, 2H), 3.52 (s, 2H), 3.37-3.43 (m, 4H), 2.65 (s, 3H), 2.55-2.62 (m,
1H), 2.21 (s, 3H), 1.25 (d, J=18.1 Hz, 6H), 1.10 (t, J=7.0 Hz, 2H), 0.83 (t, J=6.7
Hz, 3H). LC-MS: rt = 1.15 mins (UPLC), m/z = 558.2 [M+H]*
FE B (5)-3-(1,4-ZFE-1H-EH[d][1,2,3] =M-5-F)-3-(3-(((R)-2-
ZE-T-RHE-2,3- G MIEFE[2,3-/1[1, 418 FIE-4(5H)-E) FE)-4-F &
TE)-22-—_HERNE

[0349] KA E##(0.143 g » 5.97 mmol)f£/K(1 mL)H Z 757K AN
Z{EEYXXVII-2 (0.167 g > 0.29 mmol){£ HHEE(2 mL)H 2 /%Rl
R S YIERUR ST T 120°C INZAL h - B IEREYIA4) 5
il 2k 3% 2 57 0 R AR SRR Y 7K (10 mL) 3 FH IN HCIH%@/TQEWPH{EDH
BiZEpH 5-6 -« 1AM LFE=H(3x)H &ILERY) - a0 ZBUK - 7K
KM - VR ELSNEZ R - W88 R ARk BE T 2 25 AR - Pk BB RS A R Y
CEHGEF  FHRUAE W BE SRR TRE AL E GRS R R BB g A A (0-100%
3 : 1 EtOAc/EtOH-CH) @ (LR E 0 B < Eha (13 (0.143 g »
84%EE#) o '"H NMR (DMSO-de) &: 11.77 (br. s., 2H), 7.70 (d, J=8.8 Hz, 1H),
7.57 (d, J=8.8 Hz, 1H), 7.27 (d, J=9.3 Hz, 1H), 7.01-7.12 (m, 3H), 6.26 (d, J=9.3
Hz, 1H), 4.74 (s, 1H), 4.25 (s, 3H), 3.88 (d, J=14.8 Hz, 1H), 3.58-3.74 (m, 2H),
3.51 (s, 2H), 2.55-2.68 (m, 6H), 2.22 (s, 3H), 1.27-1.37 (m, 1H), 1.19-1.27 (m,
6H), 1.03 (ddd, J=13.9, 7.4, 4.0 Hz, 1H), 0.83 (t, J=7.3 Hz, 3H). LC-MS: rt = 0.83
mins (UPLC), m/z = 544.6 [M+H]"

' B 14 : (5)-3-(1,4- = H & -1H- ¥ 3 [d1[(1,2,3] = % -5-
#e )-3-(3-(((R)-7- B & -2- B & -2,3- &, WL UE F [2,3-f1[1,4] & & ¥
-4(SH)-B) I E)-4-FEEE)-2,2- “AERNK

55138 H > £ 164 HEFHHRAD)
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14
S A (5)-3-(L4-ZRE-1H-F31[d][1,2,3] =H-5-F)-3-(3-((R)-7-
ROEL-2- B EL-2,3-Z @ M BE T (2,311,418 FIP-4(5H)-2) F B )-4- B &
F5)-2,2-“RERNKHEXXVIII-3)

[0350) R HFDERAKE (L EPIXXVIIL-3 » XX
EYXIVIIRL &Y XX VI3 e XX VI-1 JS2E @R (7.43 ¢ -
99% Z#) - 'H NMR (DMSO-dg) &: 11.11 (br. s., 1H), 7.64-7.70 (m, 1H),
7.55-7.61 (m, 1H), 7.26 (d,J=9.1 Hz, 1H), 7.16 (s, 1H), 7.01-7.11 (m, 2H), 6.25 (d,
J=8.6 Hz, 1H), 4.74 (s, 1H), 4.26 (s, 3H), 3.92-4.00 (m, 1H), 3.88 (d, J=14.7 Hz,
1H), 3.71 (d, J=14.7 Hz, 1H), 3.53 (d, J=1.8 Hz, 2H), 3.42 (s, 3H), 2.66 (s, 4H),
2.54-2.64 (m, 2H), 2.21 (s, 3H), 1.27 (d, J=17.2 Hz, 6H), 0.97 (d, J=6.1 Hz, 3H).
LC-MS: 1t = 0.75 mins (UPLC), m/z = 544.2 [M+H]*

S B (5)-3-(14-ZHE-1H-FFF[d][1,2,3] =H-5-)-3-(3-((R)-7-
A -2-FE-2,3- G H [2,3-/1[LAI S EV-4(5H)-2) &) -4-F &
FH)-2,2- " HERRK

[0351] #R{ZEF5% FAUER B KB EHEE] 14 > A XXVII-3 (&
E&® XXVII-1 > FEBEEHMAE (2.65 g 36%EF) - 'HNMR
(DMSO-dg) &: 11.78 (br. s., 2H), 7.73 (d, J=8.9 Hz, 1H), 7.58 (d, J=8.9 Hz, 1H),
7.28 (d, J=9.1 Hz, 1H), 7.13 (s, 1H), 7.02-7.11 (m, 2H), 6.26 (d, J=9.1 Hz, 1H),
4.75 (s, 1H), 4.26 (s, 3H), 3.91-4.00 (m, 1H), 3.88 (d, J=14.7 Hz, 1H), 3.69 (d,
J=14.7 Hz, 1H), 3.52 (d, J=1.5 Hz, 2H), 2.65 (s, 4H), 2.53-2.61 (m, 1H), 2.21 (s,
3H), 1.24 (d, J=17.7 Hz, 6H), 0.96 (d, J=6.3 Hz, 3H). LC-MS: rt = 0.69 mins
(UPLC), m/z = 530.3 [M+H]"

55139 H > £ 164 HEFHHRAD)
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B W B 15 @ (5)-3-(1,4- = H £ -1H- X 3 [d]1(1,2,3] = % -5-
£ )-3-3-((R)-7- A -2- RN E-2,3- Z & ML FF [2,3-/1[1,4] K £ F
-4(SH)-B) &) -4-FERE)-2,2- —FERNK

kY

,N
L o
eve)
7NN
—N

Ho B3 115

B AL (5)-3-(1L4-Z“HE-1H-F I ([d][1,2,3] =ZM-5-F)-3-(3-(((R)-7-
RE-2-ERE-2,3- Z&MBEF[2,3-f1[ 1,4 F E -4 (5H)-B) F E)-4-H
HAE)-2,2- “_HERNEFE(XXVIII-7)

[0352] RIS EFSEEAREFH(LEYXXVIIL-7 - AXXAEL
S XIVA L&Y XXVI-4-af{ZF L&Y XXVI-1 > JER EE R
(0.284 g » 93% 7<) - 'HNMR (DMSO-dg) : 7.60-7.65 (m, 1H), 7.54-7.59 (m,
1H), 7.25 (d, J=9.4 Hz, 1H), 7.03-7.14 (m, 3H), 6.25 (br. s., 1H), 4.74 (s, 1H),
4.25 (s, 3H), 3.82-3.90 (m, 1H), 3.72 (d, J=14.7 Hz, 1H), 3.53 (s, 2H), 3.46 (d,
J=5.1Hz, 1H), 3.41 (s, 3H), 3.34 (s, 2H), 2.66 (s, 5H), 2.22 (s, 3H), 1.42 (d, J=5.8
Hz, 1H), 1.21-1.32 (m, 6H), 0.84-0.90 (m, 3H), 0.81 (d, J=6.6 Hz, 3H), 0.67 (d,
J=6.6 Hz, 3H). LC-MS: rt = 0.82 mins (UPLC), m/z = 572.5 [M+H]"
S B (5)-3-(1,4-ZHE-1H-FIF[d][1,2,3] =M-5-F)-3-(3-(((R)-7-
RE-2-BRRE-2,3- Z@MHBEF[2,3-f1[1,4] K & I¥-4(5H)-E) F E)-4-H
ERXHE)-2,2- _HERNE

[0353] fRIZTZE FO8R B KELEE A 15 - A XXVIIIL-7 &
{E&¥) XXVIII-1- 25 5 [EE(0.201 g 69%)E %)+ 'H NMR (DMSO-ds)
§: 11.54-11.97 (m, 2H), 7.69 (d, J=8.9 Hz, 1H), 7.56 (d, J=8.6 Hz, 1H), 7.26 (d,
J=9.1 Hz, 1H), 7.10-7.17 (m, 1H), 7.00-7.10 (m, 2H), 6.26 (d, J=9.4 Hz, 1H),
4.69-4.81 (m, 1H), 4.19-4.31 (m, 3H), 3.86 (d, J=15.0 Hz, 1H), 3.70 (d, J=15.0 Hz,
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1H), 3.41-3.56 (m, 3H), 2.59-2.73 (m, 5H), 2.15-2.29 (m, 3H), 1.34-1.48 (m, 1H),
1.26 (s, 3H), 1.21 (s, 3H), 0.80 (d, J=6.8 Hz, 3H), 0.67 (d, J=6.8 Hz, 3H). LC-MS:
rt = 0.77 mins (UPLC), m/z = 558.5 [M+H]"

"W B 16 : (5)-3-(1,4- = H £ -1H- X Ff [d]1[1,2,3] = % -5-
£ )-3-(3-(((8)-7- & -2- RN & -2,3- = G WL IE F- [2,3-f1[1,4] & & F
-4(5H)-E)EF'%)-*E'E%E)-Z,\Z-:EF'EW@

W T LN on
T XY
0
HO N
{16

S A (9)-3-(1L,4-ZHE-1H-FH[d][1,2,3] =-5-£)-3-(3-(((S)-7-
RE-2-BNE-2,3- " &MEBEF[2,3-f1[1,4] K FIF-4(5H)-E) F E)-4-H
HAEE)-2,2- " FHERE HEE(XXVIII-8)

[0354]) REBEHFEFZEAKEFHLEYXXVIIL-8 » XX b
S XIVA L&Y XXVI-4-b L&Y XXVI-1 - & 2R & [E 55
(0.305 g » 100%E=R) ° 'H NMR (DMSO-dg) o: 7.49-7.58 (m, 2H), 7.23 (d,
J=9.1 Hz, 1H), 7.07-7.14 (m, 2H), 7.01-7.07 (m, 1H), 6.12-6.34 (m, 1H), 4.75 (s,
1H), 4.17-4.29 (m, 3H), 3.84 (d, J=14.7 Hz, 1H), 3.70 (br d, J=14.7 Hz, 1H),
3.44-3.58 (m, 3H), 3.41 (s, 3H), 2.57-2.69 (m, 5H), 2.20 (s, 3H),1.18-1.31 (m,
6H), 0.82-0.89 (m, 3H), 0.78 (br d, J=6.6 Hz, 3H), 0.69 (br d, J=6.6 Hz, 3H).
LC-MS: rt = 0.82 mins (UPLC), m/z = 572.5 [M+H]"
B B (5)-3-(1,4- " HE-1H-FH[d][1,2,3] ="E-5-F)-3-(3-(((5)-7-
RE-2-BRRE-2,3- Z@MHBEF[2,3-f1[1,4] K & I¥-4(5H)-E) F E)-4-H
ERE)-2,2- _HERNE

[0355] fRIZEJTZE F2U 8% B KELEE M 16 - A XXVIII-8 %

5141 - 3t 164 HEEHERE)
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&Y XXVIII-1 53] H @ EFE0.222 g0 T1%E ) 'H NMR (DMSO-dy)
0: 11.69-11.90 (m, 2H), 7.59-7.66 (m, 1H), 7.51-7.57 (m, 1H), 7.25 (d, J=9.4 Hz,

1H), 7.14 (dd, J=7.7, 1.6 Hz, 1H), 7.02-7.09 (m, 2H), 6.24 (d, J=9.1 Hz, 1H), 4.77

(s, 1H), 4.18-4.30 (m, 3H), 3.85 (d, J=14.7 Hz, 1H), 3.67 (d, J=15.0 Hz, 1H),

3.43-3.57 (m, 3H), 2.59-2.71 (m, 5H), 2.15-2.27 (m, 3H), 1.30-1.40 (m, 1H), 1.26

(s, 3H), 1.14-1.21 (m, 3H), 0.78 (d, J=6.6 Hz, 3H), 0.69 (d, J=6.8 Hz, 3H).

LC-MS: rt = 0.77 mins (UPLC), m/z = 558.5 [M+H]"

BHEBILT © (5)-3-(1,4- =B E-1H-FIF[d][1,2,3] =1-5-%)-3-(3-((7-R
£5-2,2- " BF-2,3-Z G MEBEFF[2,3-11[1,4 1 ERIF-4(SH)- ) FF 5)-4-F
BEEF)-2,2- " HERNK

Y
,N
Ny ‘ OH
o )"
7NN
—N
HO ‘
EHE{F17

SEEAC(S)-3-(1,4-Z“HE-1H-FF[d][1,2,3] =ME-5-5)-3-(3-((7- R 5
-2,2-ZHE-2,3- Z“ G MBI [2,3-f1[ 141K E-4(SH)-B) ) -4-F &
FH)-2,2- — FHEN I R (XX VIII-14)

[0356] FRIETEFLERAKBF(ESYIXXVIIT-14 - FXXAE
EEXIVA AL &Y XXVI-SAE L EPXXVI-1 - {5 2]21E G
(0.185 g » 96%ZE*) - 'HNMR (DMSO-dg) §: 7.57-7.61 (m, 1H), 7.50-7.55 (m,
1H), 7.18 (s, 1H), 7.11 (d, J=9.1 Hz, 1H), 7.03-7.08 (m, 2H), 6.24 (br. s., 1H),
4.25 (s, 3H), 3.51-3.60 (m, 4H), 3.43 (s, 3H), 3.32 (s, 1H), 2.67 (s, 3H), 2.54 (br. 5.,
1H), 2.22 (s, 3H), 1.21-1.32 (m, 8H), 1.01 (s, 3H), 0.95 (s, 3H). LC-MS: rt =0.85
mins (UPLC), m/z = 558.3 [M+H]"

FEEB 1 (5)-3-(1,4- " HE-1H-ZF[d]1[1,2,3] =M4E-5-F)-3-(3-((7- R E

5142 - 3t 164 HEEHERE)
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-2,2- "B E-2 3- T E IIEF[2,3-/1[1, 4| R EIP-4(SH)-B) FE)-4-F 5
FE)-2,2- “HERE

[0357) #R¥EHE F L8 B AREEENH 17 - F XXVIII-14
B XXVII-1 > S2EEEERE0.121 g 65%E%) - 'H NMR
(DMSO-dg) &: 11.66 (br. s., 2H), 7.64 (d, ]=8.9 Hz, 1H), 7.52 (d, J=8.6 Hz, 1H),
7.02-7.19 (m, 4H), 6.23 (d, J=9.1 Hz, 1H), 4.78 (s, 1H), 4.25 (s, 3H), 3.35 (br. s.,
4H), 2.65 (s, 3H), 2.53 (s, 1H), 2.22 (s, 3H), 1.16-1.30 (m, 6H), 0.97 (d, J=19.0 Hz,
6H). LC-MS: rt = 0.79 mins (UPLC), m/z = 544.4 [M+H]"

"B 18 : (S)-3-(1,4- = H & -1H- ¥ ¥ [d1[1,2,3] = % -5-
£ )-3-(3-(((8)-2- Z & -7- K& & -2,3- = & Wt B FF [2,3-/1[1,4] & & W
-4(SH)-£) B EL)-4- P EFH)-2,2- " HERNK

kY
’N
N O oH
;3\ °
7NN
—N

HO 3 F18

S A (5)-3-(1,4-ZHE-1H-FHF[d][1,2,3] =H¥-5-F)-3-(3-(((5)-2-
ZEe-T-8E-2,3- “ EMBEFF[2,3-f1[1,4| K EIE-4(SH) -2 & )-4- &
FH)-2,2-Z“ HERKFE((XXVII-15)

[0358] #R#E 5 EFDBRAKEFLEGYIXXVIIT-15 > FHXXAE
{LEVXIVHAEG Y XXVI2UE L&Y XXVI-1 - {FEPRGEE
(0.079 g > 38%E %) - 'HNMR (DMSO-dg) &: 7.52-7.67 (m, 2H), 7.27 (d, J=9.1
Hz, 1H), 7.02-7.16 (m, 3H), 6.25 (d, J=8.6 Hz, 1H), 4.76 (s, 1H), 4.25 (s, 3H),
3.89 (d, J=14.7 Hz, 1H), 3.65-3.75 (m, 2H), 3.40-3.60 (m, SH), 2.69 (s, 3H),
2.54-2.66 (m, 2H), 2.21 (s, 3H), 1.21-1.40 (m, 7H), 0.85 (t, J=7.4 Hz, 3H).
LC-MS: rt = 0.79 mins (UPLC), m/z = 558.5 [M+H]"

5 143 H - 3t 164 HEEPERE)
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SEE B (5)-3-(1,4-Z“HE-1H-KF[d][1,2,3] =H4-5-F)-3-(3-(((5)-2-
ZE-T-RF-2,3- T G EREF[2,3-/1[1,41EE -4 (SH)-B) FE)-4-F E
FE)-2,2-“HEREK

[0359] #RIZEF % F2ER B KBFHE A 18 > A XXVIII-15 {X
L&y XXVII-1 - B35 @ E#80.035 ¢ » 36%E %) - 'H NMR
(DMSO-dg) &: 11.77 (br. s., 2H), 7.52-7.68 (m, 2H), 7.29 (d, J=9.4 Hz, 1H),
7.03-7.16 (m, 3H), 6.26 (d, J=9.4 Hz, 1H), 4.78 (s, 1H), 4.25 (s, 3H), 3.90 (d,
J=14.7 Hz, 1H), 3.64-3.75 (m, 2H), 3.45-3.60 (m, 2H), 2.68 (s, 3H), 2.55-2.66 (m,
2H), 2.22 (s, 3H), 1.33 (dd, J=15.0, 7.4 Hz, 1H), 1.18-1.30 (m, 6H), 1.05-1.16 (m,
1H), 0.84 (t, J=7.4 Hz, 3H). LC-MS: rt = 0.74 mins (UPLC), m/z = 544.4 [M+H]*

B A 19 : (S)-3-(1,4- = B E -1H- % 3t [d][1,2,3] = & -5-
2)-3-(3-(((9)-7-RE-2-(EHK FE)-2,3- Z |k IE H[2,3-f1[1,4] & FIF
-4(SH)-E:) HE)-4-FEFEE)-2,2- “HENK

v

N

N

F oy O OH
F—=

Fy }“N I
o
N
"o BHIY
S A (9)-3-(1,4-ZHE-1H-FEH[d][1,2,3] =M-5-E)-3-(3-(((S)-7-
RE-2-(ZFHFE)-2,3- Za Mg FH[2,3-/I[141 K & ¥ -4(5H)- ) H
B)-4-FEKE)-2,2- " HERE FEXXVIII-17)

[0360]) #RIE T EFHEEAKEFELEYXXVIIL-17 » FXXF
EEePXIVH A& XXVI-e Z L& XXVI-1 » 1§85 & & 5
(0.221 g » 66%FE=) « "HNMR (DMSO-dg) 5: 7.67 (d, J=8.87 Hz, 1H), 7.55 (d,
J=8.62 Hz, 1H), 7.38 (d, J=9.38 Hz, 1H), 7.26 (d, J=1.27 Hz, 1H), 7.04-7.15 (m,
2H), 6.34 (br. 5., 1H), 4.70-4.82 (m, 2H), 4.25 (s, 3H), 4.07 (d, J=15.21 Hz, 1H),

5 144 1 > 3t 164 HEEPERBIE)
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3.82 (d, J=15.21 Hz, 1H), 3.60 (d, J=3.80 Hz, 2H), 3.40 (s, 3H), 2.95 (d, J=5.58
Hz, 2H), 2.68 (s, 3H), 2.23 (s, 3H), 1.27 (d, J=4.82 Hz, 6H). LC-MS: rt = 1.19
mins (UPLC), m/z = 598.4 [M+H]*
SE B (5)-3-(1,4-ZHE-1H-F3[d][1,2,3] =1-5-K)-3-(3-(((5)-7-
RE-2-(ZHFE)-2,3- Z R H[2,3/1[1,4] KK TF-4(5H)- F) H
&)-4-FHERE)-2,2- “HERNK

[0361] fRIZVIHFAEBAREEHEIL > FAXXVII-17{CE L
GYXXVIII-1 > 5] 5 G EE0.091 g » 42%E %) - 'HNMR (DMSO-d)
8: 11.78 (br. s., 2H), 7.73 (d, J=8.62 Hz, 1H), 7.55 (d, J=8.87 Hz, 1H), 7.38 (d,
J=9.38 Hz, 1H), 7.25 (s, 1H), 7.10-7.15 (m, 1H), 7.03-7.09 (m, 1H), 6.33 (d,
J=9.13 Hz, 1H), 4.74 (s, 2H), 4.25 (s, 3H), 4.06 (d, J=15.21 Hz, 1H), 3.81 (d,
J=14.95 Hz, 1H), 3.59 (d, J=4.56 Hz, 2H), 2.92-2.99 (m, 2H), 2.67 (s, 3H), 2.23 (s,
3H), 1.24 (d, J=4.82 Hz, 6H). LC-MS: rt = 1.11 mins (UPLC), m/z = 584.4
[M+H]"

"W B 20 @ (R)-3-(1,4- — B & -1H- X 3 [d][1,2,3] = ¥ -5-
#)-3-3-((R)-7-TBE-2-( R FE)-2,3- Z S HBEFF[2,3-/1[1, 41 EF MY
-4(SH)-E:) A )-4-FE R E) g

Y

HO 20

FE A (R)-3-(1,4-—HE-1H-FIH[d][1,2,3] =M-5-F)-3-(3-(((R)-7-
RE-2-(ZFHE)-2,3- Z @M IE F [2,3-/1[1,4] K FIF -4(SH)- £ ) H
£)-4- AEFER) N LB (XX VIIL-20)

[0362] MRIEJ;EFIZBRAKEFH(EEYXXVIIL-20 » FXXV1-7

55 145 H - 3t 164 HEEHERE)
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RELEYWXXVI-1 - BFKE £ 0.600 g » 77%#E ) - 'H NMR
(DMSO-dg) 6: 7.42-7.53 (m, 2H), 7.38 (d, J=9.3 Hz, 1H), 7.27 (s, 1H), 7.06 (s,
2H), 6.33 (br. s., 1H), 4.82 (t, J=7.9 Hz, 2H), 4.23 (s, 3H), 4.05-4.12 (m, 1H), 3.91
(q,J=7.1 Hz, 2H), 3.80 (d, J=15.6 Hz, 1H), 3.59 (d, J=5.4 Hz, 2H), 3.14 (d, J=8.1
Hz, 2H), 2.94 (br. s., 2H), 2.76 (s, 3H), 2.22 (s, 3H), 1.18 (t, J=7.1 Hz, 1H), 0.99 (t,
J=7.1 Hz, 3H). LC-MS: rt = 1.06 mins (UPLC), m/z = 584.4 [M+H]"
SR B (R)-3-(1,4-ZHE-1H-F3[d][1,2,3] =H-5-%)-3-(3-((R)-7-
RE-2-(ZFFE)-2,3- Z G MIEF[2,3-/1[1,4] K K IF-4(5H)- £ ) B
H)-4-FEREE) N

[0363) #R#EHE F L8 B AREMEHEHEH 20 - F XXVIII-20
(L&Y XXVII-1 > SE8EE S 0.420 g > 74%E%R) - 'H NMR
(DMSO-dg) 6: 11.70 (br. s., 2H), 7.40-7.53 (m, 2H), 7.38 (d, J=9.3 Hz, 1H), 7.26
(s, 1H), 7.06 (s, 2H), 6.33 (d, J=9.3 Hz, 1H), 4.73-4.90 (m, 2H), 4.23 (s, 3H),
4.04-4.11 (m, 1H), 3.80 (d, J=15.2 Hz, 1H), 3.53-3.65 (m, 2H), 3.01-3.07 (m, 2H),
2.96 (d, J=5.9 Hz, 2H), 2.75 (s, 3H), 2.22 (s, 3H). LC-MS: rt =0.92 mins (UPLC),
m/z = 556.4 [M+H]"

B/ B 21 ¢ (S)-3-(1,4- = H & -1H- % 3t [d][1,2,3] = & -5-
#)-3-(3-(((R)-7-RE:-2-(ZR P E)-2,3- ZGMIEF[2,3-11[1,41 K &Y
-4(5H)-§)@%)-4-Eﬁ§ﬂ§§)-2,f-:¢'§?§@

N
Fi: L o
F o}
(0]
i
—N
HO 2]
SEE A (S)-3-(1,4-_HE-1H-EH[d][1,2,3] =M-5-F)-3-(3-(((R)-7-
RE2-(Z8 FHE)-2,3- | LB FH[2,3-f1[1,4]1 K R IE-4(5H)-F ) H

55 146 I - 3t 164 HEHERE)
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B)-4-FHERE)-2,2- —HERNEE F B (XXVIII-21)

[0364] #RiE /7 EFSEEAKE (LS XXVIIL-21 » AXXE
EEYXIVH AL &Y XXVI-T{F (L& XXVI-1 > & F R e %
(0.270 g > 86%FEZR) - LC-MS: 1t = 1.09 mins (UPLC), m/z = 598.4 [M+H]"*
B B (5)-3-(1,4-“HE-1H-F I [d][1,2,3] =M-5-F)-3-(3-(((R)-7-
RE-2-(ZFFHE)-2,3- ZRHEFH[2,3-f1[14] K & F-4(5H)-E) H
B)-4-FERE)-2,2- “HEREK

[0365] FR4ZRTEFPEEBARELFHE 121 - FHXXVIII-21{UE 1L
SYXXVIII-1 > 155 45 (5[5 82 (0.235 g » 89%FE %K) - 'HNMR (DMSO-d)
5: 11.69-11.90 (m, 2H), 7.74-7.78 (m, 1H), 7.54-7.59 (m, 1H), 7.36-7.41 (m, 1H),
7.21-7.30 (m, 2H), 7.09-7.16 (m, 1H), 7.01-7.08 (m, 1H), 6.32 (d, J=9.3 Hz, 1H),
4.78-4.87 (m, 1H), 4.71-4.76 (m, 1H), 4.24 (s, 3H), 4.03-4.14 (m, 1H), 3.79 (d,
J=14.7 Hz, 1H), 3.53-3.61 (m, 2H), 2.95 (br d, J=5.9 Hz, 2H), 2.63 (s, 3H), 2.22 (s,
3H), 1.23 (d, J=16.1 Hz, 6H). LC-MS: rt = 1.12 mins (UPLC), m/z = 584.4
[M+HT*

"W 22 ¢ (R)-3-(1,4- = B & -1H- F 3 [d][1,2,3] = & -5-
F)-3-(3-(((R)-2- 2. F5-8-%, -7- R B -2,3- Z G MEBE FF [2,3-f1[ 1,41 & F T
-4(SH)-EB) &) -4-FEFEE)NEE

Y

N
NcN t@”-. OH
0~ ©
N
—N

HO .
B 22

FB A (R)-3-(1,4- " HE-1H-FF[d][1,2,3] =M-5-F5)-3-(3-(((R)-2-
Z 7 -8- % -T- R E: -2,3- Z | ML WE FF [2,3-1[1,41 & & - -4(5SH)- £ ) B
&)-4-HEFXE)ANEE LB (XXVIIT-22)

5147 H - 3t 164 HEEHERE)

109104455 FH YR A0202 1093191287-0



1843806

[0366] RIZETTHRFIEEAKEF(LEGYIXXVIIL-22 > FXXV1-8
RE(LEWXXVI-1 - BERHEREE0.157 g > 81%EF) - 'H NMR
(DMSO-dg) &: 12.02 (br. s., 1H), 7.42-7.56 (m, 3H), 7.34 (d, J=11.2 Hz, 1H),
7.04-7.14 (m, 3H), 4.82 (t, J=7.9 Hz, 1H), 4.23 (s, 3H), 3.92 (q, J=7.1 Hz, 2H),
3.64-3.88 (m, 3H), 3.45-3.56 (m, 2H), 3.13 (dd, J=8.1, 2.4 Hz, 2H), 2.74 (s, 3H),
2.61 (br. s., 2H), 2.20 (s, 4H), 1.24-1.40 (m, 1H), 1.00 (t, J=7.1 Hz, 3H), 0.77 (t,
J=7.1 Hz, 3H). LC-MS: 1t = 0.78 mins (UPLC), m/z = 562.4 [M+H]*

S8 B (R)-3-(1,4-Z R E-1H-F3F[d][1,2,3] =4-5-F)-3-(3-((R)-2-
ZE-8-%-T- A -2,3- Z F ML IE FF [2,3-/1[1,4] K R IF-4(5H)- &) B
£)-4-FEFE)NIR

[0367] fRIZVIHFAEBARFH 122 » FAXXVI-22{CE L
GYIXXVII-1- 15 F2 5 G ERE0.114 g> 76 %2 %) 'H NMR (DMSO-d)
8: 12.00 (br. s., 2H), 7.54 (d, J=8.8 Hz, 1H), 7.42 (d, J=8.6 Hz, 1H), 7.34 (d,
J=11.2 Hz, 1H), 7.03-7.14 (m, 3H), 4.80 (t, J=7.8 Hz, 1H), 4.23 (s, 3H), 3.65-3.92
(m, 3H), 3.44-3.56 (m, 2H), 2.95-3.11 (m, 2H), 2.74 (s, 3H), 2.53-2.69 (m, 2H),
2.21 (s, 3H), 1.22-1.38 (m, 1H), 0.98-1.13 (m, 1H), 0.77 (t, J=7.2 Hz, 3H).
LC-MS: 1t = 0.65 mins (UPLC), m/z = 534.3 [M+H]*

' B 23 ¢ (5)-3-(1,4- = B E -1H- F Jf [d][1,2,3] = ¥ -5-
He )-3-(3-((($)-7- R A -2- B B -2,3- — & Mh U FF [2,3-/1[1,4] & & ¥
-4(SH)-B) I E)-4-FEEE)-2,2- “AERNK

y
‘N
N O OH
ovel
7NN
—N

HO A2

FE A (S)-3-(1,4-Z"HE-1H-FH[d][1,2,3] =M-5-F)-3-(3-(((S)-7-

5 148 I - 3t 164 H(EHERIE)
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FEE-2-HE-2,3- TR IMIEF[2,3-/1[1, 418 KIE-4(SH)-B) H &)-4- &
FE)-2,2- = FHEREE PR (XX VIII-23)

[0368] #RIZETTHEFDEEAKEF(ESYXXVIIL-23 - XX
(EEVXIVAIA{E &P XXVI9E&Y)XXVI-1 - [ R EH(0.330 g
100% ZE %) - 'HNMR (DMSO-dg) 5: 7.52-7.65 (m, 2H), 7.27 (d, J=9.3 Hz, 1H),
7.17 (s, 1H), 7.01-7.10 (m, 2H), 6.24 (br. s., 1H), 4.75 (s, 1H), 4.24 (s, 3H), 4.03
(q,J=7.1 Hz, 2H), 3.89 (d, J=14.4 Hz, 1H), 3.70 (d, J=14.7 Hz, 1H), 3.46-3.59 (m,
2H), 3.41 (s, 3H), 2.68 (s, 3H), 2.57-2.66 (m, 2H), 2.20 (s, 3H), 1.21-1.32 (m, 6H),
0.99-1.09 (m, 3H). LC-MS: rt = 0.74 mins (UPLC), m/z = 544.4 [M+H]"

SEE B (5)-3-(1,4-ZHE-1H-FF[d][1,2,3] =4-5-F)-3-(3-((($)-7-
REE-2-FE-2,3- G HEIEH [2,3-/1[LAIREP-4(5H)-2) R E)-4-F &
FE)-2,2-“HERK

[0369] fRIZVIHFAEBARFH 123 » FAXXVII-23{CE L
GYXXVIII-1 - {55450 [E 5(0.230 g » 72%E %) - 'HNMR (DMSO-d)
8: 11.78 (br s, 2H), 7.68 (d, J=8.8 Hz, 1H), 7.56 (d, J=8.8 Hz, 1H), 7.29 (d, J=9.3
Hz, 1H), 7.14 (s, 1H), 7.00-7.11 (m, 2H), 6.25 (d, J=9.3 Hz, 1H), 4.77 (s, 1H),
4.25 (s, 3H), 3.97-4.10 (m, 1H), 3.90 (d, J=14.7 Hz, 1H), 3.67 (d, J=15.2 Hz, 1H),
3.46-3.58 (m, 2H), 2.55-2.73 (m, 5H), 2.21 (s, 3H), 1.28 (s, 3H), 1.20 (s, 3H), 1.03
(d, J=6.4 Hz, 3H). LC-MS: 1t = 0.68 mins (UPLC), m/z = 530.5 [M+H]*

BHiBI24 © (5)-3-(1,4-ZHE-1H-FIF[d][1,2,3] =1-5-5)-3-(3-(7-£
& -2,3- Z g ML UE IF [2,3-f1[1,4] & E W -4(5H)- £ ) H & )-4- HE R
£)-2,2- " HERNE
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\

e

N,

N OH

"
7 NN

=N
HO 5724

B A (9)-3-(L4-ZHE-1H-FIH[d][1,2,3] =ME-5-F)-3-(3-(((S)-7-
RE-2,3- ZFUEEE I [2,3-f1[1 4] | E I -45H)- &) F E)-4-F EE
#)-2,2-— FHEFEE HES (XX VIII-24)

[0370] #R#E /7 EFSEEAKE (LS XXVIIL-24 - AXXHE
{EEXIVAIREEYXXVI-I0AE (L& XXVI-1 » JE2 = OEE
(0.128 g 98% E ) - 'H NMR (DMSO-dg) 8: 7.53-7.66 (m, 2H), 7.28 (d, J=9.0
Hz, 1H), 7.21 (s, 1H), 7.00-7.08 (m, 2H), 6.26 (br. s., 1H), 4.75 (s, 1H), 4.25 (s,
3H), 3.88-3.96 (m, 2H), 3.80 (s, 2H), 3.48-3.61 (m, 2H), 3.41 (s, 3H), 3.34 (s, 3H),
2.79 (br. s., 2H), 2.68 (s, 3H), 2.20 (s, 3H), 1.21-1.30 (m, 6H). LC-MS: rt = 0.69
mins (UPLC), m/z = 530.4 [M+H]*

FE B (5)-3-(1,4-ZHE-1H-FIH[d][1,2,3] =ME-5-F)-3-(3-(((S)-7-
RE-2,3- S HEBE 3£ [2,3-f1[1 4] K | W -4(5H)- &) F E)-4- P EF
E)-2,2- —HERE

[0371] FR4ZRJT EFPERBARKELFE E (124 - XX VIII-24(0E 1L
SYXXVIII-1 > 2% 5 @ E0.071 g 64%FER) - 'HNMR (DMSO-d)
5: 11.78 (br. s, 2H), 7.69 (d, J=8.80 Hz, 1H), 7.57 (d, J = 8.80 Hz, 1H), 7.30 (d, J
=9.29 Hz, 1H), 7.19 (s, 1H), 7.01-7.09 (m, 2H), 6.27 (d, J = 9.29 Hz, 1H), 4.77 (s,
1H), 4.25 (s, 3H), 3.89-3.93 (m, 2H), 3.79 (q, J = 14.80 Hz, 2H), 3.54 (g, J =13.5
Hz, 2H), 2.79-2.84 (m, 2H), 2.67 (s, 3H), 2.21 (s, 3H), 1.26 (s, 3H), 1.20 (s, 3H).
LC-MS: 1t = 0.64 mins (UPLC), m/z = 516.3 [M+HT*

"B 25 ¢ (S)-3-(1,4- = B & -1H- ¥ ¥ [d1[1,2,3] = % -5-

55 150 H - 3t 164 HEEHRE)
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H)-3-3-(((S)-7-FE-2-(=ZFHF E)-2,3- Z G MEBEFH[2,3-11[1,41 8 FIF
-4(SH)-£) B E)-4- P EFE) NI
3

N
Ny O OH
FiC,
e O
O L)
7NN
=N
HO

25
SBE A (5)-3-(1,4-ZHE-1H- K31 [d][1,2,3]| =H-5-F)-3-(3-((()-7-
RE-2-(ZH FE)-2,3- Z @M H [2,3-/1[1,4] K E ¥ -4(5H)- &)
&)-4- P ERE) Wi S (XX VIII-25)

[0372] #RIBE T EFSBAKREF(LEYXXVIIL-25 > FXVIIIH
BEEYXIVAIAXXVI-6 U (L &YIXXVI-1 - [FEKH B E#2(0.248
g > 98%E )  '"H NMR (DMSO-dg) §: 7.47-7.54 (m, 1H), 7.36-7.46 (m, 2H),
7.27 (s, 1H), 7.03-7.11 (m, 2H), 6.33 (br. 5., 1H), 4.78-4.89 (m, 3H), 4.23 (s, 3H),
4.08 (d, J=14.9 Hz, 1H), 3.80 (d, J=15.2 Hz, 1H), 3.53-3.66 (m, 2H), 3.46 (s, 3H),
3.16 (d, J=7.8 Hz, 2H), 2.95 (d, J=5.6 Hz, 2H), 2.76 (s, 3H), 2.22 (s, 3H). LC-MS:
rt = 1.00 mins (UPLC), m/z = 570.3 [M+H]*

SBE B (5)-3-(14-ZHE-1H-KF[d][1,2,3] =1-5-F)-3-(3-((($)-7-
RE-2-(ZH FE)-2,3- Z @M H [2,3-/1[1,4] S 8 WY -4(5H)- &) B
B )-4-HEFE) NI

[0373] #RIZVTHFLERBABFIEIEHI125 - FXXVIIL-25{CE (L
EYXXVIII-1 » 25| [ @ EE0.092 g » 38%7 %) - 'HNMR (DMSO-dg)
5: 11.88 (br. s, 1H), 7.46-7.53 (m, 1H), 7.35-7.44 (m, 2H), 7.27 (s, 1H), 7.01-7.10
(m, 2H), 6.32 (d, J=9.3 Hz, 1H), 4.72-4.92 (m, 2H), 4.23 (s, 3H), 3.99-4.09 (m,
1H), 3.78 (d, J=15.2 Hz, 1H), 3.52-3.65 (m, 2H), 2.91-3.13 (m, 4H), 2.75 (s, 3H),
2.22 (s, 3H). LC-MS: rt = 0.90 mins (UPLC), m/z = 556.3 [M+H]"
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' W B 26 @ (R)-3-(1,4- — B & -1H- X 3 [d][1,2,3] = & -5-
£)-3-(3-(((R)-2- ZFs-7- R -2- A H:-2,3- Z @ MEEFH[2,3-f1[ 1,41 E &
IE-4(SH)-E) R E)-4- A AR E)NER

Y

2,

N

\‘NQ”" OH

//é o

O

7R N\ﬁ
—N

HO
Hhti {726

BB A (R)-3-(1,4-—HE-1H-F3F[d][1,2,3] =ZME-5-F)-3-(3-(((R)-2-
LB -T-RE-2- B AL -2,3- T R ML H [2,3-f1[1,4] | R IF-4(5H)-E) H
H)-4-HERE) N LB (XXVIII-26)

[0374] R4 W XFFH B AKE F {L & %) XXVIII-26 - H
XXV1-11-af{F L&Y XXVI-1 F 2R EEFR(0.177 g TTRER) -
'"H NMR (DMSO-dg) &: 10.61-11.63 (m, 1H), 7.47-7.56 (m, 1H), 7.37-7.46 (m,
1H), 6.98-7.18 (m, 4H), 6.23 (br. s., 1H), 4.83 (t, ]=7.9 Hz, 1H), 4.23 (s, 3H), 3.93
(g, J=7.1 Hz, 2H), 3.45-3.58 (m, 4H), 3.06-3.23 (m, 2H), 2.70 (s, 3H), 2.41-2.49
(m, 1H), 2.21 (s, 3H), 1.22-1.38 (m, 1H), 1.09-1.21 (m, 1H), 1.02 (t, J=7.1 Hz,
3H), 0.86 (s, 3H), 0.53 (t, J=7.3 Hz, 3H). LC-MS: rt = 0.84 mins (UPLC), m/z =
558.4 [M+H]*

FB B ¢ (R)-3-(1,4- _HE-1H-FIF[d][1,2,3] =1-5-F)-3-(3-(((R)-2-
B -T- A -2- B A -2,3- & L BE - [2,3-f1[1,4] R R IE-4(5H)- £ ) H
E)-4-HEFHE) RN

[0375) FR4ZRT EFPERBARELFE E (126 - FIXXVIII-26{UE 1L
SIXXVIII-1> 5535855 (0[5 8 (0.072 g 46 % FE %) - 'H NMR (DMSO-dg)
5: 11.60 (br. s., 2H), 7.36-7.54 (m, 2H), 7.04-7.15 (m, 4H), 6.22 (d, ]=9.0 Hz, 1H),
4.80 (t, J=7.9 Hz, 1H), 4.23 (s, 3H), 3.46-3.58 (m, 4H), 2.96-3.13 (m, 2H), 2.70 (s,
3H), 2.40-2.49 (m, 1H), 2.21 (s, 3H), 1.09-1.37 (m, 2H), 0.81-0.89 (m, 4H), 0.52
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(t, J=7.5 Hz, 3H). LC-MS: rt = 0.70 mins (UPLC), m/z = 530.4 [M+H]"

"W B 27 ¢ (R)-3-(1,4- = B & -1H- X 3 [d][1,2,3] = & -5-
£)-3-(3-(((5)-2- Z4-7- R & -2- FH E:-2,3- @ ML e 5 [2,3-f1[ 1,41 K &,
IE-4(SH)-E) R E)-4- A AR R NER

Y

N
N\NQ”" oH
’\ 0
O
K Nﬁ
=N

HO ,
it {7127

SBR A (R)-3-(1,4-ZHE-1H-%3F[d][1,2,3] =ME-5-FK)-3-(3-(((S)-2-
LB -T-RE-2- A -2,3- Z g B [2,3-1[1, 41 | B IF-4(SH)- £ ) H
£5)-4- AR NI LR (XX VIIL-27)

[0376] #R#E 5 EF D B AR (L& ¥ XXVIL-27 - A
XXVI1-11-bAEF (L&Y XXVI-1 - G2 ZR EERR(0.161 g TTRER) -
'"H NMR (DMSO-de) 8: 7.40-7.55 (m, 2H), 7.02-7.15 (m, 4H), 6.23 (br. s., 1H),
4.82 (t, J=7.9 Hz, 1H), 4.23 (s, 3H), 3.93 (q, J=7.1 Hz, 2H), 3.44-3.59 (m, 4H),
3.06-3.23 (m, 2H), 2.70 (s, 3H), 2.46 (s, 1H), 2.21 (s, 3H), 1.31-1.43 (m, 1H),
1.12-1.25 (m, 1H), 1.02 (¢, J=7.1 Hz, 3H), 0.83 (s, 3H), 0.53 (t, J=7.3 Hz, 3H).
LC-MS: t = 0.84 mins (UPLC), m/z = 558.4 [M+H]"

HBE Bt (R)-3-(1,4-ZHE-1H-3F[d][1,2,3] =MHE-5-F)-3-(3-(((S)-2-
B -T-RE-2- A -2,3- Z | B H [2,3-1[1, 41 | B IF-4(SH)- £ ) H
H)-4-HEFE)NK

[0377] #RIZVTHFLERBABFEIEHI127 » XX VIIL-27{0E (&
EYXXVIII-1 > BFKEE B (0.067 g » 46% 7 %) - 'HNMR (DMSO-dg)
§: 11.58 (br. s., 2H), 7.38-7.56 (m, 2H), 7.03-7.16 (m, 4H), 6.22 (d, J=9.0 Hz, 1H),
4.80 (t,J=7.7 Hz, 1H), 4.23 (s, 3H), 3.46-3.58 (m, 4H), 2.97-3.13 (m, 2H), 2.69 (s,
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3H), 2.46 (s, 1H), 2.21 (s, 3H), 1.11-1.42 (m, 2H), 0.77-0.90 (m, 4H), 0.53 (t,
J=7.5 Hz, 3H). LC-MS: rt = 0.70 mins (UPLC), m/z = 530.4 [M+H]"

B 28 : (S)-3-(1,4- = H E -1H- X 3t [d][1,2,3] = @& -5-
2)-3-(3-((R)-7-RE:-2-(Z | E)-2,3- ZKULBE FH[2,3-11[1,4] & & IF
-4(5H)-5s) B E)-4- F AT E) AR

Y

,N
Ny O OH
F
‘Ef O °
—N
Ho 5128

SBE A (5)-3-(1,4-ZHE-1H- K3} [d][1,2,3] =-5-%)-3-(3-(((S)-7-
RE-2-(ZH FE)-2,3- Z @M H [2,3-/1[1,4] K E ¥ -4(5H)- &)
F)-4- HERE )N F B5 (XX VIII-28)

[0378] #RIE T EFF AR F(LEYXXVIIL-28 > FXVIIIf
BEEYXIVRAXXVI-TE(EEYIXXVI-1 - FEIKH S RE#2(0.228
g°90%7Z %) - 'HNMR (DMSO-de) 8: 11.37 (br. s., 1H), 7.47-7.59 (m, 2H), 7.38
(d, J=9.3 Hz, 1H), 7.28 (d, J=1.2 Hz, 1H), 7.02-7.15 (m, 2H), 6.33 (br. s., 1H),
4.75-4.88 (m, 2H), 4.23 (s, 3H), 4.03-4.12 (m, 1H), 3.78 (d, J=15.2 Hz, 1H),
3.51-3.66 (m, 2H), 3.46 (s, 3H), 3.06-3.26 (m, 2H), 2.94 (br. 5., 2H), 2.69-2.80 (m,
3H), 2.22 (s, 3H). LC-MS: 1t = 1.00 mins (UPLC), m/z = 570.3 [M+H]"

HBE B (5)-3-(1,4-Z"HE-1H-%3F[d]1(1,2,3] =M-5-F)-3-(3-(((R)-7-
RE-2-(ZHFE)-2,3- Z @M FH [2,3-/1[1,4] K KV -4(5H)-F )
H)-4-HEFE)NK

[0379] #RIZVTHFLERBABFIE 128 » FIXXVIIL-28{CE (L
EYXXVIII-1 25 [ @ EEE0.051 g » 28%F %) - 'HNMR (DMSO-dg)
§: 11.71 (br. s., 2H), 7.53 (q, J=8.7 Hz, 2H), 7.38 (d, J=9.3 Hz, 1H), 7.26 (s, 1H),

5154 H - 3t 164 HEEHERBE)
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109104455

7.02-7.12 (m, 2H), 6.32 (d, J=9.3 Hz, 1H), 4.75-4.89 (m, 2H), 4.23 (s, 3H),
3.73-4.10 (m, 2H), 3.58 (d, J=5.4 Hz, 2H), 2.89-3.15 (m, 4H), 2.73 (s, 3H), 2.22 (s,
3H). LC-MS: rt = 0.74 mins (UPLC), m/z = 556.3 [M+H]"

BHB 29 : (R)-3-(1,4-Z—FE-1H- K [d][1,2,3] =M-5-5)-3-(3-((7°-
RE-ZH-ME[F] T HE-1,2°-ME0E 3 [2,3-f1[1, 41 K FE -4’ (5 H)-F) B
)-4-\AEERE)NK

HO 129
FB A (R)-3-(1,4- ZHE-1H-FF[d]1[1,2,3] =M-5-5)-3-(3-((7’- &%
-3 H-BR[HRT Be-1,2°-HE e 3 [2,3-f1[ 1,41 K EIF-4° (5 H)-5) F &)-4-
FREFE)NE ZEE(XXVIII-29)

[0380]) 1RiE 7 ZFHEEAR S (LS Y XXVIII-29 » FAXXV1-12
RE(EEYXXVI-1 > BEEKEEFE0.117 g 47%E) - 'H NMR
(DMSO-dg) &: 11.20 (br. s., 1H), 8.14 (s, 1H), 7.42-7.57 (m, 2H), 7.23 (d, J=9.0
Hz, 1H), 7.16 (s, 1H), 7.03-7.14 (m, 2H), 6.24 (d, J=9.0 Hz, 1H), 4.84 (t, J=7.9 Hz,
1H), 4.23 (s, 3H), 3.93 (q, J=7.1 Hz, 2H), 3.57 (s, 2H), 3.34 (s, 2H), 3.07-3.22 (m,
2H), 2.71 (s, 3H), 2.65 (s, 2H), 2.21 (s, 3H), 1.71-1.86 (m, 2H), 1.46-1.67 (m, 3H),
1.02 (t, J=7.1 Hz, 3H). LC-MS: rt = 0.80 mins (UPLC), m/z = 556.4 [M+H]*
B B (R)-3-(1,4- _HE-1H-FEFH[d][1,2,3] =M-5-5)-3-(3-(7"-RBE
-3 H-SZ[HRT He-1,2°-MkBE 3£ 2,3-f1[ 1,418 8 -4’ (5’ H)-£) B £)-4-F
=p i) N

[0381]) #RIZ/HFEFFERBACEEE (29 - XX VIII-29CE (L
SXXVII-1 1555855 0 [E5 §2(0.028 g 24 %7 %) - ' HNMR (DMSO-dg)

55155 H - 3t 164 HEEHERE)
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o: 11.52 (br. s., 1H), 7.41-7.55 (m, 2H), 7.23 (d, J=9.3 Hz, 1H), 7.16 (s, 1H),
7.04-7.14 (m, 2H), 6.24 (d, J=9.3 Hz, 1H), 4.82 (t, J=7.8 Hz, 1H), 4.22 (s, 3H),
3.55(d, J=12.5 Hz, 4H), 2.96-3.13 (m, 2H), 2.71 (s, 3H), 2.66 (s, 2H), 2.21 (s, 3H),
1.71-1.86 (m, 2H), 1.45-1.68 (m, 3H), 0.95-1.11 (m, 1H). LC-MS: rt = 0.66 mins
(UPLC), m/z = 528.4 [M+H]"

BHH 30 @ (R)-3-3-((R)-2-(=&k T &)-7- K& -2,3- — & ML g JF
[2,3-/1[1L41EFE-4(SH)-5) B &)-4- B EFE)-3-(1,4- " HE-1H-F
FH1d111,2,3]1="-5-F) N &

B30
SEE A (R)-3-G-((R)-2-(Z8k T £)-7-8E-2,3-Z“ G MEe H(2,3-1[1,4]
S EI-4(SH)-B) B E)-4- FHEFER)-3-(1,4- ZHE-1H-FH[d][1,2,3]
=0%-5-5) R 2.8 (XX VIII-30)

[0382]) #R{EHEFHEEAKEFH (LS XXVIIL-30 - fIXXV1-13
RE(LEWXXVI-1  FEPREE#E0.155 g > 83% &%) - 'H NMR
(DMSO-dg) &: 11.26 (br. s., 1H), 7.43-7.58 (m, 2H), 7.24 (d, J=9.3 Hz, 1H),

7.02-7.15 (m, 3H), 6.23 (d, J=8.3 Hz, 1H), 4.81 (t, J=8.1 Hz, 1H), 4.23 (s, 3H),
3.81-3.97 (m, 3H), 3.67-3.78 (m, 1H), 3.52 (s, 2H), 3.42 (d, J=9.5 Hz, 1H), 3.12 (d,
J=8.1 Hz, 2H), 2.80 (d, J=13.9 Hz, 1H), 2.72 (s, 3H), 2.63 (dd, J=13.8, 10.1 Hz,
1H), 2.22 (s, 3H), 1.00 (t, J=7.1 Hz, 3H), 0.74 (s, 9H). LC-MS: rt = 0.84 mins
(UPLC), m/z = 572.4 [M+H]"

FBE B (R)-3-3-((R)-2- (=8 T £)-7-8H&-2,3- " G MEBEF[2,3-11[1,4]
S EI-4(SH)-F) BE)-4-FEEE)-3-(1,4- ZHE-1H-FH[d][1,2,3]

55156 H - 3t 164 HEEHRE)
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=-5-F) R g

[0383] tRIEHFFAEBREMEEFI30 > AXXVIII-30 (L&
PIXXVIII-1 > 52 HEEFE0.105 g 95%ER) ° 'HNMR (DMSO-dy) 6:
11.66 (br. s., 2H), 7.57 - 7.42 (m, 2H), 7.24 (d, /=9.3 Hz, 1H), 7.13 -7.03 (m, 3H),
6.24 (d, J=9.3 Hz, 1H), 4.79 (t, J=7.8 Hz, 1H), 4.23 (s, 3H), 3.91 - 3.68 (m, 2H),
3.51 (s, 2H), 3.42 (d, J/=9.8 Hz, 1H), 3.01 (d, J=7.8 Hz, 2H), 2.81 (d, J=13.7 Hz,
1H), 2.71 (s, 3H), 2.63 (dd, J=10.3, 13.7 Hz, 1H), 2.22 (s, 3H), 0.74 (s, 9H).
LC-MS: rt = 0.74 mins (UPLC), m/z = 544.2 [M+H]*

BHA 31 : & & ®)-3-(1,4- — H & -1H- & 3f [4][1,2,3] = & -5-
& )-3-(3-((R)-2- Z B -7- B & -2,3- — & Wk U 3f [2,3-11[1,4] & & 'F
-4(5H)-E:) P EL)-4-FEXE) Wi
FE A (R)-3-(1,4-ZFE-1H-EI[d][1,2,3] =-5-F)-3-(3-(((R)-2-
ZEE-T-REL-2,3- | MEBEF[2,3-/1[1, 4] EF-4(5H)-F) F E)-4-FH A
FEEI)RNECE  JE&

[0384] MRIBEHH 1 05 A KEELEY) XXVIT-31 > ZF; >
BE L EERE(143.8 g0 65%7E %) - 'H NMR (DMSO-dg) 8: 10.9-11.7 (m, 1H),
7.5-7.6 (m, 1H), 7.45 (d, 1H, J=8.6 Hz), 7.25 (d, 1H, J=9.4 Hz), 7.0-7.2 (m, 3H),
6.2-6.3 (m, 1H), 4.82 (t, IH, J=8.0 Hz), 4.23 (s, 3H), 3.8-4.0 (m, 3H), 3.6-3.8 (m,
2H), 3.4-3.6 (m, 2H), 3.14 (dd, 2H, J=4.1, 7.9 Hz), 2.74 (s, 3H), 2.62 (br d, 2H,
J=10.9 Hz), 2.20 (s, 3H), 1.3-1.4 (m, 1H), 1.0-1.2 (m, 1H), 1.01 (t, 3H, J=7.1 Hz),
0.79 (t, 3H, J=7.4 Hz). LCMS: 1t = 0.75 mins (UPLC), m/z = 544.5 [M+H]"
FE B (R)-3-(1,4-—FE-1H-FIH[d][1,2,3] =M-5-F)-3-(3-(((R)-2-
ZoEs-T-RRHEe-2,3- ZFMEIEFF(2,3-1[1,41 & EE-4(SH)-F) FH E)-4-F &
EEI)RNE > JE&

[0385] MRIBEHEHI 12088 B ARELF (L&) XXVIIT-31 kR -

55157 H - 3t 164 HEEHERE)
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BEREERE(122.9 g0 90% 7 %) - 'H NMR (DMSO-dg) §: 11.5-11.9 (m, 2H),
7.54(d, 1H, J=8.8 Hz), 7.43 (d, 1H, J=8.8 Hz), 7.26 (d, 1H, J=8.8 Hz), 7.0-7.1 (m,
3H), 6.24 (d, 1H, J=9.3 Hz), 4.80 (t, 1H, J=7.8 Hz), 4.23 (s, 3H), 3.87 (d, 1H,
J=14.7 Hz), 3.6-3.7 (m, 2H), 3.4-3.6 (m, 2H), 3.03 (dd, 2H, J=7.8, 12.2 Hz), 2.74
(s, 3H), 2.5-2.7 (m, 2H), 2.21 (s, 3H), 1.33 (dd, 1H, J=7.1, 15.4 Hz), 1.0-1.1 (m,
1H), 0.79 (t, 3H, J=7.3 Hz). LCMS: 1t = 0.63 mins (UPLC), m/z = 516.5 [M+H]"
FE C: (R)-3-(1,4-ZHE-1H-FH([d]1[1,2,3] =M-5-F)-3-(3-(((R)-2-
ZE-T-RHE-2,3- FMIEFE[2,3-/1[1, 418 FE-4(5H)-E) HE)-4-F &
FEINE &5

[0386) % XXVIII-31 > JEEEES > JE5(3.02 g 5.58 mmol)F1/,
& (30 mL) 2SR &AL 50°C T HNZE 20 min Wi HEZE AL 4 h N 2A1£ 25T -
FErBE RS - FHARE x 10mL)J%E - IAEEZHFEF R 50C
B R Y DR 245 S O B ER 2 EHIG 31 (2.55 g 84%ETR) - 'H
NMR (H[E-dy) §: 7.5-7.5 (m, 2H), 7.43 (d, 1H, J=9.8 Hz), 7.1-7.1 (m, 3H), 6.41
(d, 1H, J=9.8 Hz), 4.93 (s, 1H), 4.29 (s, 3H), 3.90 (d, 1H, J=15.2 Hz), 3.7-3.8 (m,
1H), 3.6-3.7 (m, 3H), 3.0-3.2 (m, 2H), 2.87 (s, 1H), 2.76 (s, 4H), 2.29 (s, 3H),
1.4-1.5 (m, 1H), 1.25 (s, 1H), 0.91 (t, 3H, J=7.6 Hz). LCMS: 1t = 0.64 mins
(UPLC), m/z = 516.4 [M+H]*

[0387] LEARIEY XRPD BRI E 1 5 K EG S BB G i it
Frge 3o

[0388]) #f PANalytical X Pert Pro 22551 - {FHF NiJ8) Cu Ka
(45 kV/40 mA > 1.5406 A 7 E)EEGF0 0.03° 20 Y25 E Bl X celeratorTM
RTMS (B 25 Eia sS B E 0 31 2 34 ZF K x-S G EE5TE - A
SHOCRMAIAYECE « B B2 a0 48 (10 mm B R &) > 0.04 rad ZR B k4 -
[&] 78 [ HL T #K 4% (0.50°)F0 10 mm HYHRE - GESLRMAMELE « &
2 B g 5k 48 (10 mm B ZZ B )R 0.04 rad EEIPREE - B8 T g2 8E 1t

55 158 H - 3t 164 HEEHERE)
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T SifELL -

(% 3]

B (°20) d-FHEE(A)
6.69 13.20
7.54 11.72
12.38 7.14
12.90 6.86
13.55 6.53
13.99 6.33
16.40 5.40
17.49 5.07
17.82 4.97
18.30 4.84
19.35 4.58
19.96 4.44
20.98 423
22.74 3.91
25.90 3.44
26.79 3.33
27.36 3.26

[0389] && & (R)-3-(1,4- — H & -1H- 7 J [d][1,2,3] = ™ -5-

B )-3-3-(((R)-2- £ & -7- FE £ -2,3- 2 & WE W€ JF [2,3-f1[1.4] &/ &

-4(SH)-E) HE)-4-H AR Z) NI CFEEIP 20 ~ B G 2 BigY) 2 HoAth
B ECEE (R BRI E 2 (DSC A TGA)HIE 3 (FT-H18)H -

‘A 32 ¢ & & (R)-3-(1,4- = B & -1H- F ¥F [d]1[1,2,3] = 4 -5-
#)-3-(3-(((R)-2- Z % -7- W & -2,3- — & ML UE 7 [2,3-1[1,4] & & ¥
-4(5H)-5) B E)-4-FEFXE)NEKEY

[0390) BEMM 32-1 : HEA 31 (39.1 mg > 0.076 mmol) i E
1 mL &Y 20 : 80 ZfF K o RKeFT{S FIRA BTHER > B 40-5C
Z YR ETEER 48 h (LA 2°C/min U4 E] > HAE 40°CHI SC T IREF
1/NE) 48 h Z1& - PETF2RTE SCORFFIEL - (ERFIRAE 20CHFHFT
P AR EDR N AEEWGE TS E RS AL EEZ 3 h o #5H XRPD HEE

5159 H » 3t 164 HEPEIITE)
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G A R &l i B MR 32-1 2 58 4 W RHE R Ml KRE E £ ED
HE A ©

[0391) BHEM 32-2 : HEHEH 31 (300.8 mg > 0.583 mmol)Hi
LB /K20 :80) (95 1 5v v 10mL)&ff - &z 48RHE RT TNHEHE 1
h > PEZDIE RG] 32-1 (6 mg > 0.011 mmol)FE & - FEFREIFIRIEIFAE
40-5C IRV REIEER 2 h» AGREEE RT THH 2 X - fEmKE} B
FEHE 22 8RS BE S 88 0 A6 JREZ 3 ho 1S 2| B HEH 32-2 (305.4 mg 2 68%) ©
'"H NMR (HifiZ-d4) § 7.5-7.6 (m, 2H), 7.43 (d, 1H, J=9.3 Hz), 7.0-7.1 (m, 3H),
6.42 (d, 1H, J=9.3 Hz), 4.94 (¢, 1H, J=7.8 Hz), 4.29 (s, 3H), 3.90 (d, 1H, J=15.2
Hz), 3.7-3.8 (m, 1H), 3.6-3.7 (m, 3H), 3.0-3.2 (m, 2H), 2.8-2.9 (m, 1H), 2.7-2.8
(m, 4H), 2.30 (s, 3H), 1.45 (td, 1H, J=7.1, 8.3 Hz), 1.24 (ddd, 1H, J=4.4,7.5, 14.1
Hz), 0.91 (t, 3H, J=7.3 Hz). LCMS: rt = 0.77 mins (UPLC), m/z = 516.4 [M+H]*

[0392] [E#IRIEY XRPD ZEURNE 4 F & B ESEHT BiR (G2 4t

A 4F
(% 4]
BT (°20) d-FEEE(A)

7.86 11.24
9.58 9.22
10.97 8.06
15.76 5.62
16.69 5.31
17.57 5.04
19.07 4.65
19.98 4.44
22.01 4.04
23.50 3.78
24.05 3.70
24.63 3.61
28.73 3.10
29.32 3.04

[0393] && & (R)-3-(1,4- = H & -1H- 7 J [d][1,2,3] = ™ -5-

H)-3-(3-(((R)-2- 2, % -7- 8 3 -2,3- = &, UL 52 7 [2,3-/1[1.4] % & ¥
55160 - 4t 164 HEEWRAS)
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-A4(SH)-E) HE)-4-HERE NI KEY) ~ sRH G B 2EY) « M E
EE BRI E 5 (FT-f12)FIE 6 (DSC A1 TGA)H -

B 33 : &% ®R)-3-(1,4- — B & -1H- X 3 [d][1,2,3] = ¥ -5-
H)-3-3-((R)-2- Z & -7- VA -2,3- — & ML & 3 [2,3-f1[1,4] & & ¥
-4(5H)-E) P E)-4-FEXE) N EREE

[0394) BHiE 33-1: (L&Y XXVIIL-31 - J58EE (19.2 mg »
0.037 mmol) 73 FCHt—{# 2 mL BY/NRAF - #F 2-INEZ(400 L) » B2
IMKMER % (12.4 pL) iz Hoor o AT R HE PSR &1 [AIBF AL 40-5
C 2 EAEEIGER 48 h (DA 2°C/min B4 4] - HAE 40°CHI 5C T H#
Ff 1h)-48h 2 1% 8 T 2K1E 5SC IR (E B (EBIFRALE 20C ###E 30 min
T R A EDR T BB TR BRI EEZ 4 h BRI E A 33-1

Kz EE > #5H XRPD » B 1 1 {LEi&E > 2HE 8 -

[0395) BEHEB] 33-2 : & 2-7FE(14.8 mL ; 20 vol) » HZ E 3M
KM RE (477 uL > 1.43 mmol) 2 75K R BREA 33-1 2 FiEinz2ba
#) XXVIII-31 > 8ERg (738 mg : 1.43 mmol) - EERSWIINEE 40°C &%
2 h #FEDL 0.1C/min 182412 20 CAFIEFE A&/ - EEIETE
o FTLAURORER(EZE 5SCALRFEEE (~20 h) - #@E5R/IBEYE 778
L5 XRPD WEE RIkdh o FILIRFE - AR/BIIE R/ NREED -
FEANREO FER - fETErY 2-NER(14.8 mL) il £ 41E /B 4 -
BEYIIEE 40C - KEREIIRZHERERE - ROESYAE 1 h NE
40-5CHYURETRRBN - BEFESY) - HIRE _FoalfiBE A
F5HH XRPD ULECRTRE MY A BE B0 - R EIAS 88 A1 B EZ 30 min » BEE 1L
BZEMFE RN 40°C THZEE » WWEE 2 h DUIREEES 33-2 > ksl
(609 mg > 63%ER) > HEEMH XRPD S EASIEREE —2, - 'HNMR (H
fE-d4) § 7.8-7.9 (m, 2H), 7.5-7.6 (m, 3H), 7.4-7.5 (m, 5H), 7.3-7.4 (m, 1H), 6.62
(d, 1H, J=8.8 Hz), 5.03 (t, 1H, J=8.1 Hz), 4.60 (br s, 1H), 4.50 (br s, 2H), 4.3-4.4

5161 H - 3t 164 HEEHERE)
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(m, 1H), 4.27 (s, 3H), 3.8-4.1 (m, 1H), 3.5-3.7 (m, 2H), 3.1-3.3 (m, 2H), 2.83 (s,
3H), 2.43 (s, 3H), 1.65 (s, 1H), 1.4-1.6 (m, 1H), 1.07 (t, 3H, J=7.3 Hz). LCMS: 1t
= 0.76 mins (UPLC), m/z = 516.3 [M+H]"

[0396] REATHEIHY XRPD BN B 8 o K H G AT BUE (i it

RS
(% 5]
B (°20) d-FHEE(A)
6.18 14.29
7.82 11.30
12.32 7.18
12.60 7.02
13.31 6.65
15.01 5.90
15.21 5.82
16.66 5.32
18.20 4.87
18.63 4.76
19.46 4.56
22.53 3.94
23.54 3.78
23.73 3.75
24.72 3.60
25.18 3.53
27.04 3.29

[0397]) 4 & (R)-3-(1,4- — H £ -1H- 7% 3f [d][1,2,3] = ™ -5-
B )-3-(3-(((R)-2- £ £ -7- F§ £ -2,3- & ML 0E IF [2,3-f1[1,4] | &
-4(SH)-E) W A%)-4- HE R B N RO iR BE - B 4 88 BARY) &« HoMh
TEVCER RN E 7 (FT-ALE)H -
B A 34 : & & (R)-3-(1,4- — B & -1H- X 3} [d][1,2,3] = ¥ -5-
£ )-3-3-((R)-2- Z % -7- W& -2,3- = & L BE 3 [2,3-1[1,4] & & ¥
-4(SH)-F:) B E)-4- P EFER) N FRBEEKEY

[0398) EWH 34-1 : BH{L&Y XXVIII-31 > JFEERE(19.5 mg ;
0.038 mmol)3 Ay —1{E 2mL BY/NEAF - B HIRIIZEE LFE(400 uL) -

5162 H - 3t 164 HEEHERE)
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PEETE SM/KME H % (12.6 pl - 0.042 mmol) - & AT 380K A B st iR £
[E]BFE 40-5C 2 AV RETER 48 h (DA 2°C/min JOELFL 24 » HAE 40
CHISC T OREF 1/NHF) « 48 h 2 1% » 8 N ARTE SCORFHE B (HRER
£ 20°C#E#F 30 min Pl - RFEMAEZ R [ EEIEFT S E S I EEZ
4h B EIEHEH 34-1> HiEfZ B K-S (KEE NMR HIE - B/ 111 APL :
B B L2 5T & -

[0399) BHif 34-2: % 2.8 Z.B(12.5 mL ; 20 vol) ~ B2 & 3M
KM B % (403 pL > 1.34 mmo) MIEHERI 34-1 2 FiEME(EEY
XX VIII-31 > 808 (623 mg: 1.21 mmol) R SWIIEE 40°C4E 2 h »
Z DL 0.1 C/min Ei8 541 % 20 CIBREETE (~20 h) - K EBEEZE
HEFER S 40°C THEZEE » WS 2 h DURMEFE WG] 34-2 - HEFEEKS
P)» (7110 mg > 90%E ) » HFEH XRPD 7347 » B s BE B /K &9 — 2 -
'"H NMR (FHfiZ-d4) § 7.4-7.6 (m, 4H), 7.4-7.4 (m, 1H), 7.3-7.4 (m, 1H), 6.65 (d,
1H, J=8.8 Hz), 5.04 (t, 1H, J=8.1 Hz), 4.62 (s,1H), 4.52 (br s, 2H), 4.3-4.4 (m,
1H), 4.29 (s, 3H), 3.97 (td, 1H, J=3.3, 6.1 Hz), 3.5-3.7 (m, 2H), 3.1-3.3 (m, 2H),
2.84 (s, 3H), 2.71 (s, 3H), 2.44 (s, 3H), 1.68 (br dd, 1H, J=7.6, 14.9 Hz), 1.56 (br d,
1H, J=3.9 Hz), 1.09 (t, 3H, J=7.3 Hz). LCMS: rt = 0.77 mins (UPLC), m/z =
516.4 [M+H]*

[0400] BEAFRIFY XRPD (RERICE 9 F K H e S Big G2 it

6o
[% 6]
I £5(°20) d-FEHE(A)

8.78 10.06
9.97 8.86
10.82 8.17
12.72 6.95
13.29 6.66
13.45 6.58
15.98 5.54

55163 H > £ 164 HEFHHRAD)
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17.25 5.14
17.47 5.07
18.80 4.72
19.10 4.64
19.84 4.47
20.46 4.34
21.06 4.22
22.41 3.96
23.00 3.86
23.98 3.71
25.38 3.51
26.54 3.36
27.11 3.29
29.31 3.04

[0401] 4 & (R)-3-(1,4- = B £ -1H- % 3f [d][1,2,3] = M -5-
H)-3-(-(((R)-2- Z, H -7- ¥8 £ -2,3- = & ML BE 5 [2,3-A1[1,4] & & ¥
S4(SH)-5) H L) 4- B ELSE D) P RS HEERBS B K &) - SO R AEY)
L 485 7 S 3 (4 BT I8 10 (FT-$22) A1 11 (DSC 1 TGA)p

5 164 H - 3t 164 HEEHERE)
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ROC Patent Appln. No. 109104455
BEE SR FHFEAEEF XA —HH()
Amended Claims in Chinese —Encl.(IT)
(BB 11304 A 028%E)
(Submitted on April 2, 2024)

[0 ER S E0E ]
[#R0A1] —ME(EY) - AL LT THE -
vy~ REAKEY - H R

113404 B 02 A5G0

S

sWHH B RE

FRIE2] —  (R)-3-(1,4- — H A -1H- 7 If [d1[1,2,3] = 14 -5-
H)-3-(-(((R)-2- Z, H -7- ¥8 £ -2,3- = & ML BE 5 [2,3-A1[1,4] & & ¥
SA(SH)-BE) U ED)-4- BB BB K &) ~ SR BEEY 2 & 0 K
FLATEE R I 1.5406 AMyx it % & 2 x BTG K G5 HI 2 2 B & )
15.76° ~ 7.86° ~ 9.58° ~ F119.07° £0.2° 20 7 lEHYx-GF 45y K E 5 E TE -

[555K1E3] — 8 (R)-3-(1,4- — B -1H- 3 3f [d][1,2,3] = 14 -5-
H)-3-(-(((R)-2- Z, H -7- ¥8 £ -2,3- = & ML BE 5 [2,3-A1[1,4] & & ¥
SA(SH)-E) HED)-4- RS R0 N BB R BEIE 20) ~ S 1 B AR 2 R -

[55K7E4] — 8 (R)-3-(1,4- — B -1H- 3 3f [d][1,2,3] = 14 -5-
H)-3-(-(((R)-2- Z, H -7- ¥8 £ -2,3- = & ML BE 5 [2,3-A1[1,4] & & ¥
SA(SH)- B B ER)-4- B D NI Gl B 20 ~ U E 2 BEY > 5,
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